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BBenenue.

MHorue XUMHUKH-OPTaHUKH U3 TOKOJICHHUSA B TOKOJIEHHE KOJIOBATU HaJ
XUMHUYECKMMHU PEaKLUSMU, IPOBOJS MX Ha Ta30BOM ropeike I Ha MaciIsHOU
6ane. U TonbKO Yepe3 MHOTO M MHOTO 4acOB PYTHHHOH pabOThI CTaHOBHJIOCH
MOHATHO: JOCTUTHYT JIM yCIEX WM BCE HaJJO0 HAYMHATh 3aHOBO.

Bozaukmas B 1986 romy mocme pador Robert Gedye m Raymond Gi-
guerce Kak J1abopaToOpHBI Kyphbe3, B HACTOSIIEE BPEMsI MUKPOBOJHOBAsI aKTH-
Balus B opraHumdeckom cuHTe3e (Microwave Assisted Organic Synthesis
(MAOS)) coBepimiIa peBOMIOLUIO, KaK B TEXHUKE XUMHYECKOTO 3KCIIEpUMEH-
Ta, TAK U B MBIIUIEHUH 3KcnepuMeHTatopa. Celyac OpraHMYecKUil CHHTE3 B
YCIIOBUSIX MHUKPOBOJIHOBOTO OOJy4EHHS SIBISIETCS OOIIENPU3HAHHBIM M OJHAM
n3 Hanbosnee OypHO pa3BUBAEMBIX HAIIPABICHUH B OPraHUYECKOM CHHTE3E.

HenonnenbHelii KOMMEpYECKUH HHTEpPEC OOYCIOBJICH, MPEXKIE BCETO,
MHOTOKPATHBIM (B JICCSITKHM, COTHU M THICSYH pa3) COKpAIleHHEM BPEMEHU XH-
MHYECKUX peakluil U, KaKk MpaBHJIO, 3aMETHBIM YBEJIIMYEHUEM BBIXOJa JKeJae-
MBIX IPOAYKTOB. [loTeHIMaNBHBIA SKOHOMHUYECKUH dPQeKT sBseTcss Oeccrop-
HBIM CTUMYJIOM ISl HHTCHCHBHOTO M BCECTOPOHHETO Pa3BUTHUS M TPOABHKECHHS
JAHHOTO HAaIlpaBJIEHHUsI OPTaHUYECKOrO CHHTE3a: OT J1ab0paTOPHBIX METOAMK K
CO3/IaHUIO POMBIIIIEHHbBIX TEXHOIOTHI.

HaxomnneHHbli 3KCIIEpUMEHTANIBHBIN OIBIT IPUMEHEHUS MHUKPOBOJIHOBOM
aKTUBAllMU B OPraHMUYECKOM CHHTE3€ MEHSET M pacIIupseT CIOXKUBIIUECS Teo-
peTHYEcKHe MPEACTaBICHUS O PEAKIIMOHHONW CIIOCOOHOCTH M3BECTHBIX OpIraHU-
YEeCKUX peakluil. Y>ke He PEeAKOCTb, KOT/Ia B YCIOBUSIX MUKPOBOJHOBOTO 00IY-
YEeHUs IPOTEKAIOT PEaKIUH, paHee CUMTABIINECS HEBO3MOXKHBIMH. Hukoro yxe
HE YIOUBILIIOT NPHUMEPHI, B KOTOPHIX MPUMEHEHNE MHUKPOBOJIHOBON aKTHBALUH
MEHsSeT NPUBBIYHOE HANpPaBJICHUE KJIACCHYECKUX PeaKIMi, MpHUBOALIIee K He-
TUIMYHBIM TPOJyKTaM. HeGoupllioe M3MeHeHNe YCIOBUI pPeaKkIMu MOXET Kap-
JUHAIBHO M3MEHHUTh ee HarpasieHue. VIMeHHO 3Ta HemnpenckasyemocTb 00y-
CJIaBJIMBAET NOCTOSIHHO BO3pacTaloliee HayqHOE JII0OOIBITCTBO HCCIIEA0BATENICH

K 3TOH OarogapHOit 00IaCTH OPTaHNYECKOTO CHHTE3A.



BesycioBHO, 3((eKTHBHOCTh MHUKPOBOJIHOBBIX TEXHOJIOTHH Oonee Ipy-
THX OLICHUIIM COTPYAHUKH MCCIIEIOBATENBCKHUX J1IA00pATOPHiA, KOTOPBIE MOTY4H-
JI1 YHUKAJIBHYI0 BO3MOXKHOCTb OLIEHUTH NEPCIEKTUBHOCTh TOI WU UHOM XUMU-
YEeCKOW peakInu OBICTpee, 4eM MOXKHO BBIITUTH YalIKy Kode.

B mepBoii T7aBe KHWTH TIPHBEIEH HMCTOPHYECKUI 0030p CTAaHOBJICHUS
MHUKPOBOJIHOBOM XUMHUH KaK HayKH, NEPCIEKTUBHBIE HAMIPABJICHUS €€ Pa3BUTHS,
OIMCAaHUE COBPEMEHHOH MpUOOPHOHN 0a3bl, U 0c000e BHUMaHUE YIEJICHO OIH-
CaHMIO MMEIOIIUXCSI MUKPOBOJIHOBBIX S((EKTOB, BIUSIOIINX HAa YCKOPEHUE U
CEJIEKTUBHOCTh XUMHUECKUX PEaKIuil.

Bo BTOpOI1 rI1aBe MOAPOOHO ONMMCAaHBI HOBBIE METO/IBI CHHTE3a B YCIOBHUSIX
MHUKPOBOJIHOBOI aKTHUBAllMM TaKUX KJIACCOB OPraHMYECKHX BeEUIECTB, Kak 1,3-
OKCa30JIUIUHBI, 1,3-IHOKCONaHbI, TPOU3BOAHBIC IMPAa3HHA, XMHOKCAINHA, THA-
301a. PaccMoTpeHbpl HOBBIE METOABI IIPOBEACHMs peakuuu ManHuxa, I'aHua,
bumkunenny, u3ydeHbl peakUUM OKHUCIEHUs, N-OKcuaupoBaHus. Bnepsble
MIPUBOJISITCS. PE3yIbTaThl CHHTE3a M3BECTHOTO HMPOTHBOTYOEPKYJIE3HOTO Tperna-
paTa, Tuapa3uaa U30HUKOTUHOBOM KHCIOTBI, IPSIMBIM B3aUMOJEUCTBUEM TUApa-
3WHa ¥ N30HUKOTHHOBOH KUCIOTHI. 1101poOHO OmMcaHbl aHOMAJIBHO MPOTEKAI0-
M€ peakluH. PaccMOTPEeHO COOTBETCTBHE pa3paOOTaHHBIX METOAMK KOHIIEII-
UH «3eTICHasT XUMUSD».

Kuura mpenHasHaueHa B NEpBYIO Ouepelb XUMHKaM-OpTaHUKaM, Kak
HAYMHAIOMIUM CTYJEHTaM U MarucTpaHTaM, TaKk M CIELUAIUCTaM, BCEM, KOMY
MIPUXOJUTCS TI0 JIONTY CIY>KOBI MM N3 TTO3HABATEIBHOTO HHTEpEca UMETh IEJI0
C OPraHUYECKUM CHHTE30M.

Xotenock ObI OTMETHTh, YTO MHOTHE CHHTE3bI, ONMCAHHBIE B KHHTE,
HAaCTOJIBKO MPOCTHI B OCYIIECTBIEHHH, YTO MOTYT OBITh UCIIOJIB30BaHbI I 00Y-
YEeHHs CTYJIEHTOB OCHOBaM OPTraHMUYECKOTO CHHTE3a B YCIOBHMAX MHUKPOBOJHO-

BOT'0 OOJTy4YeHHUS.

ABTOpHI



I'naBa 1.
HcTopusi M nepcneKTUBBI PA3BUTHSI, TEOPETHYECKHE OCHOBbI, JKCIIEPUMEH-
TaJbHbIE 0COOEHHOCTH OPraHUYECKOr0 CHHTE3a B YCJIOBUIX MUKPOBOJIHO-

BOI'0 00J1y4eHHUs
1.1 HcTopusi pa3BuTUSI MUKPOBOJIHOBOH XHUMUHU

[IpumeHeHre MUKPOBOJIHOBOTO M3JIy4EHHsI KaK CPEICTBa HarpeBa MMeEeT
6osiee uem 60-neTHIOIO UcTOpHI0. Havanock Bce ¢ Kypbe3HOTO cirydasi, Korjaa B
1945 rony I1. Cnencep, Benymmii crenuanict kommanun «Raytheon Manufac-
turing Company» (CILIA) mo pa3paboTke pagroIOKAIIOHHBIX YCTAHOBOK, IIPO-
BOJIs1 Ta0OPaTOPHBIE UCCIICNOBAHUS C HEIaBHO CKOHCTPYHPOBAaHHOU BaKyyMHOI
TpyOKOW Toja Ha3BaHHWEM «MarHeTpoH», oOHApYyXWI, 9TO MpH padoTe 3TOro
npubopa B KapMaHe ero xamata riaBmics aeiaeHer . Yepes rox uM 6601 0hopM-
JIeH TIaTeHT, B KOTOPOM IpEIaraioch MCHOIb30BaTh d(PQEKT TEIIOBOTO BO3-
JeHCTBHS MUKPOBOJIHOBOTO M3/Iy4eHHs JUIs PA30rpeBa MHIIEBBIX TPOLYKTOB .
Heckonpko mo3xe uaest pa3orpeBa MpOIyKTOB MHKPOBOJHOBBIM H3ITyYCHHEM
mony4nia gansHennee pazsutue, u [1. CreacepoMm B 1947 r 6puta pa3paborana
¥ BHEJPEHA B MPOM3BOJICTBO MePBasi GBITOBAs MUKPOBOJIHOBAs Medb . PasMepa-
MU OHa ObUIa ¢ OombImoi xomonwibHUK (180 cm), Becma 350 kr, cromna 5000
JIOJUIAPOB U MCTIOJIB30BANIACH JUIS pa30rpeBa MUIU B BOCHHBIX CTOJIOBBIX U TOC-
mutansax apmun CIHIA. OnHako, Hellb3sl HE 3aMETHTh, YTO €€ KOHCTPYKIHS Obl1a
CTOJb yJlauHa, YTO OHA CTajla MPOTOTHIIOM JUISl BCEX MOCIEAYIONMX MHUKPOBOJI-
HOBBIX redyerd. Crryers 20 JeT ¢ MOMEHTa H300pETeHNS IEPBO MUKPOBOJTHOBOU
meun, B 1967 roxy xommanus Sharp Hamaguia BBRITYCK OBITOBBIX MHKPOBOIIHO-
BBIX Te4el g mupokoro ymoTpebienus. CTOMMOCTh HX cocTaBimuia 1250

1
A0JUI1apoB .

! Kingston H. M., Haswell S.J. Microwave Enhanced Chemistry. - Weinheim:Wiley-VCH, 1999. -
840 p.

2 ITat. 2495429 USA. Method of treating foodstuffs / Spencer P.I; ony6a. 08.10.1945. -3c.
3 ITat. 2593067 USA. High-Frequency Apparatus / Spencer P.1.; ory0u. 13.02.1947. -4c.



Hecmotps Ha TO, 4TO BO3MOXKHOCTh HarpeBa MUKPOBOJIHOBBIM U3JIy4eHH-
€M aKTUBHO U IIUPOKO MCIIOIb30BAIACH B OBITY, @ TAK)KE BOCHHBIMH JIJIsSI CO3/1a-
HUSI TPaBMHUPYIOLIETO, HE CMEPTEIBHOTO OPYXKHUS, KaK CpPEICTBO NPOBEACHUS
XMMHYECKHX PEaKnuii OHO OBIJIO MCIIOIB30BAaHO TOJIBKO B 60-X T0/1aX MpOLIOro
Beka. Tak, B 1966 rogy B MaccadyceTCKOM TEXHOJOTHYECKOM YHHUBEPCUTETE
OBLTO 3alIMIINCHO JBE AWCCEPTallMU Ha cTemeHb Aokropa PhD. B Hux mmccep-
TaHTaMH H3Yy4aJIOCh BOSHeﬁCTBHC MHKPOBOJIHOBOT'O H3JIYYCHUSA Ha OpraHUYC-
CKHE W HeopraHuyeckue BeliecTBa. HecMoTpst Ha To, 4TO yXe B 3TUX paboTax
aBTOPBI OTMEYAIN 3HAUYUTEIHHOE YCKOPEHNE XUMHUYECKHUX peakuuii (B 5-15 pas)
IIPU MUKPOBOJHOBOM OOJTyY€HHH, ITOJyYECHHbBIE aBTOPAMH PE3YJIbTaThl OCTAINCH
HE3aMEUCHHBIMH U HX PAOOTHI HE OTYUHIH TaTbHEMIIEr0 PasBHTHS ™.

IIpumeHeHre MUKPOBOJIIHOBBIX TEXHOJOIMH B XUMHUYECKOW MPOMBILIIICH-
HOCTH MPOM30IILIO Topasio nozxe, B 1978 r, koraa Michael J. Collins pa3pabo-
TaJl NEPBbIH MUKPOBOJHOBOM J1a00paTOpPHbBIM NPHOOp Ui aHaiu3a BIKHOCTH
TBepAbIX yacTull. B mocnencteun, B Hayane §0-X rofjoB MUKPOBOJIHOBOE H3IIY-
YeHHe, YK€ B IMPOMBIIUICHHBIX MaciiTabax, ObUIO HCIONB30BAHO KaK METO]
TEPMHUUYECKOH CYIIKH OPraHWYECKHX BEIECTB, a TAKXKE CYIIKH CENbX035IHCTBEH-
HBIX MPOIYKTOB, Macen’’.

C cepenunbl 80-X TOMOB HaNbHEHIIee pa3BUTHE MIPUMEHEHNS MHKPOBOJI-
HOBOT'O M3JIy4EHUS IMPOXOIMIO B 00JIACTH aHAJMTUYECKOH XUMHUH. MHUKpPOBOII-
HOBOE€ M3JIy4eHHE MPUMEHSUIOCH Ul PACHPOCTPAHEHHBIX aHAJMTHYECKHX IPO-
Le/Typ, TAKHX KaK 030JICHHE, CYIIKA, YKCTPAKIUS, YIAPUBAHHE PEAKTHBOB' .

Tonsko B 1986 romy Tpems rpynnmamu HCCieAoBaTeNnedl Moj pyKOBOJ-

ctBoM Robert Gedye (Laurentian University in Ontario, Canada) u Raymond

* Cooper W.W. The oxidation of hydrogen Chloride in a microwave discharge: aucc. ... JOKT. XUM.
Hayk:. -Maccauycerc.: MaccauyceTcKuil TEXHOIOrHYeCKUil HHCTUTYT, 1966. -177 c.

* Brockmeier N.F. Chemical reaction induced in a microwave discharge: qucc. ... gokt. PhD:.-
Maccauycetc.: MaccauyceTckuil TeXHOIOTHUECKUI HHCTUTYT, 1966. -156 c.

6 Tlar. EP20070111135 USA. Loss-on-drying instrument with a microwave source and an infrared
source / Collins M. J., Revesz R. N.; ony6u1. 01/16/2008. -13c.

7 Tlar 4566804 USA. Apparatuses, processes and articles for controllably heating and drying materials
by microwave radiation / Collins M. J., Hargett Jr., Wyatt P.; ory6u. 13.02.1947. -15c¢.

8 Laszlo T.S. Industrial Applications of Microwaves// The Physics Teacher.-1980.- P. 570-579.
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Giguerce (University of Mercer, USA) >'° 6b11a c/ie/1aHa mombITKa HCMONb30Ba-
HUA MUKPOBOJIHOBOI'O U3JTYUYCHUA B XUMUYCCKOM CHHTE3C. Nmu 6])1.]10 OTKpPBITO,
YTO MHOTHE XUMHUYCCKHIE PEAKIMH MMPOTEKAN B THICSYH pa3 OBICTpEE B YCIOBH-
SIX MHUKPOBOJHOBOTO OOJYYEHHs, TI0 CPABHCHHIO C OOBIKHOBEHHBIM TEpPMHYE-
CKMM HarpeBoM. ITocie 3TUX peBOIIOLMOHHBIX UCCIEIOBAaHUI UHTEPEC HAYUHOM
0OIIECTBEHHOCTH K M3YYCHHUIO BIHMSIHHAS MHKPOBOJIHOBOTO HATPEBAHUS IS Op-
TraHUYECKHX peaKluii pe3ko Bo3poc. B xoze aTux uccienoBanuii OblIo yCTaHOB-
JICHO, YTO OPTaHUYECKUE PEaKIMH B YCIOBHUAX MHUKPOBOJHOBOTO HarpeBa MMe-
IOT CYIIECTBEHHEIC IPEHMYIIECTBA B CPABHEHUH C TPATUIIMOHHBIMUA METOIaMU
HarpeBa. K Hacrosimemy BpeMEHH, HEKOTOpPHIC BEAYIIHC CICIIHAUCTHI BBIIC-
JSF0T MEKPOBOJTHOBYIO XHMHIO B CAMOCTOSTENBHYFO JUCIUIIIAHY .

Hayunsie nccnenoBanust 90-X TO10B OBLIM TOCBAIICHBI CO3IAHHUIO U pa3-
paboTKe CHenUaM3uPOBAHHOTO MHKPOBOJIHOBOTO 00opymoBanus. Tak, B 3TO
Bpemsi ObLTH co3maHbl KpymHble kommanuu Milestone (Italy), CEM (USA).
Tarxxe KOHCTpyHpOBaHHUEM O0OpYAOBaHMS 3aHsIach KommaHus Biotage AB
(Sweden). HecmoTpst Ha TO, 9YTO B HACTOSIIEE BPeMs 3TH TPU KOMIIAHUU KOH-
TPOJHPYIOT OOJBINYI0 YAaCTh PHIHKA CIEIHAIM3MPOBAHHOTO MHKPOBOIHOBOTO
obopynoBanus (6onee 50%), MHOTHE CTpaHbl, 1aXKe BXOJSIIME B TaK Ha3bIBae-
MBI€ «CTPAHBI TPETHETO MHPA», CUUTAIOT HEOOXOANMBIM (PHHAHCHPOBATH pas-
paboTKH B 06/1aCTH KOHCTPYHPOBAHHMS MUKPOBOIHOBOTO 0GOPYIOBAHMS ~.

Tak, xommanuu Milestone epBeIMU yaioch pa3paboTaTh ammapaTsl JUIs
[IPOBEJICHUSI MUKPOBOJIHOBBIX MPOILIECCOB MO BEICOKMM aaBieHueM. C 1992 no
1996 kommnanuss CEM pa3pabarbiBaia MyJIBTHMOJIOBBIE PEAKTOPHI, TO3BOJIMB-
IIFe OCYIIECTBISTh OJHOBPEMEHHOE MHUKPOBOIHOBOE OOIYUEHHE CepHH 00pas3-

LIOB. OTO TO3BOJIMIIO YBEJIUYUTH YHUCJIO OAHOBPEMEHHO IIPOBOAUMBIX DKCIIEPH-

9 Gedye R.N., Smith F., Westaway K., Baldisera L., Laberge L., Rousell J. The use of microwave ov-
ens for rapid organic synthesis // Tetrahedron Lett.-1986. - Vol.27. - P.279-282.

10 Giguire R.J., Bray T.L., Dunkan S.M., Majetich G. Application of commercial microwave ovens to
organic synthesis // Tetrahedron Lett.- 1986.-Vol.27. - P.4945-4958.

1 Galema S.A. Microwave chemistry// Chemical society Reviews.- 1997.- Vol.26.- P.233-238

12 Phutdhawong W., Buddhasukh D. Facile Microwave assisted synthesis of 9,10-dyhydro-9,10-
ethanoanthracene-11-carboxylic acid methyl ester /Molecules. 2005.- Ne 10. —P. 1409-1412.
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MeHTOB. Ha npoTspkeHun atoro sxe nepuoia Bpemenn komnanust CEM mposo-
Juna pa3paboTKy MOHOMOJOBOTO MHUKPOBOJIHOBOI'O PEAKTOPa, BHEAPEHHE KOTO-
POro MO3BOJIMIIO TOpa3fo KadeCTBEHHEE KOHTPOJIMPOBATH YCIIOBHS IIPOBEICHHMS
XUMHUYECKHX PEaKIii".

HecmoTpst Ha BHedaTsIAIOIIME YCIEXH B J1aOOPATOPHOM INPUMEHEHHH
MHKPOBOJIHOBOTO M3JTy4eHHs B OPraHMYECKOM CHHTE3€, IPOMBILIIIEHHOE POU3-
BOJICTBO CIIEP)KMBAJIOCH HEBO3MOKHOCTBIO PEILICHUS Psla TEXHHUYECKUX 3ajad,
IPEX/ie BCEro CBA3aHHBIX ¢ 0€30MaCHOCTBI0. DTO CIEPIKUBAIO BHEIPEHUE MUK-
POBOJIHOBBIX TEXHOJIOTHI B ITPOMBIIUICHHOCTH. [1epBbIif M3roTOBICHHBIIN Ha 3a-
Ka3 MHKpPOBOJIHOBOW CHHTE3aTOp JUIi KOMMEPUYECKHX Ieieil ObLI MOCTPOEH B
2000 rogy B CHIA. OH 6b11 pa3paboTaH TakuM 00pa3oM, 4TO BHYTPU peaKTopa
CO371aBaJIOCh OAHOPOJHOE MHUKPOBOJHOBOE IOJIE, OBIII OCHAILEH CHCTEMOH KOH-
TPOJIi TEMIIEpaTypbl, MeXxaHu3MaMu obecnedeHus: Oe3omacHocTu. CrpoeHue
npubopa MO3BOJSIO MPOBOAUTE OPTAaHUUECKUH CHHTE3 HE3aBHCHMO OT CTpOe-
HUSI HICXOJHBIX peareHToB. U B HacTosee BpeMsi KOHCTPYUPOBaHUE MUKPOBOJI-
HOBOT'O 000pPYIOBaHUS SIBIISIETCS O0JIee YeM aKTyalbHOH 3aauei.

3a mepuox ¢ 1986 romga, XuMUKaM#u BCETO MHpa aKTUBHO W3ydanachk MPH-
MEHHMOCTh MHKPOBOJIHOBOTO HAarpeBaHHA K TeM PEaKIHsAM, KOTOpHIE paHbIIe
OBIIM XOPOIIO M3y4YeHBI B YCIOBUSIX KOHBEKIIMOHHOTO HAarpeBa, O 4eM CBHE-

TeNbCTBYET CTabMIBHBI pocT mybmukammit ¢ 500 B8 1996 romy 10 2000 B 2004".

Tabnwma 1.1— OcHOBHEIE STalbl pa3BUTHI MUKPOBOIHOBOM XIUMHN

Ton CoObITHE

1945 OTKpBITO, YTO 3IEKTPOMATHUTHOE M3IyYEHHE MUKPOBOJIHOBOIO
Jana3oHa MOXET OBITh MCIIOJIb30BAHO KaK METOJ HarpeBa

1947 Brouta BHespeHa B Moib30BaHME IEepBas KOMMeEpYecKas OBITOBas
MHKPOBOJIHOBAsI IE€Yb

1966 B maccagycerckoM TeXHOJOTHYECKOM YHUBEPCHUTETE 3alHIIECHBI
JIB€ AMCCEPTAINHU, MOCBSIICHHBIE U3YYEHUIO BIUSHUS MHKPOBOJ-
HOBOT'O M3JIyY€HHsI HA OpraHUYeCcKHe U HEOPraHNYeCKHe BEeIeCTBa

13 Teylor M., Atri S.S., Minhas S. Developments in microwave chemistry. —Evalueserve, 2005.-50c.
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1967 Kommannst Sharp Havano cepuifHOE IPOU3BOJICTBO OBITOBBIX MHUK-
POBOJIHOBBIX IeUeH

1978 Kopnopanueit CEM Ob11 pa3paboTaH nepBbIii CleHaIN3UPOBAH-
HBI MHKPOBOJIHOBOH J1a0OPaTOPHBIN MPUOOpP JUI aHATMTHIECKHX
nenen

1980-1982 | MccnenoBaHa NPUMEHUMOCTh MHUKPOBOJHOBOTO H3IyYEHHUS [UIs
CYIIKH OPTaHUYECKUX BELIECTB

1983-1985 | MUKpOBOTHOBOE M3Iy4Y€HHE OBIJIO UCIOJL30BAHO NJISl TAKUX aHa-
JIUTHYECKUX OMEpaIlHii KaK: 030JICHHE, YIIApUBAHKE, SKCTPAKIIHS

1986 Ony0nukoBaHa mepBast CTaThs O BIMSHHUM MUKPOBOJHOBOTO M3ITY-
YECHUS HA XMMHUCCKUH CHHTE3

C 1990 | MukpoBoiHOBass XUMHS TpU3HAHA Kak oO0JacTh XUMHYECKOU
Hayku. [IpoBonsiTCS aKTHUBHBIE MCCIIENOBAHMS 110 HPUMEHHUMOCTH
MUKPOBOJIHOBOTO M3JIy4EHHs B XUMUYECKOM CHUHTE3€E

1990 Uranbsiackast xomnanust Milestone paspaboTana mepBblid aBTO-
KJiaB, paboTalomuii Ha MHUKPOBOJIHOBOM H3JIyYEHHH, IO3BOJISIB-
WA IPOBOJNTH 3HEPro3arpaTHble OPraHWYecKHe W HeopraHude-
CKHE peaKLHH.

1992-1996 | Kopnopamuss CEM paspaboTaia MOHOMOIOBBIN MHKPOBOJIHOBOM
peakTop Juisi OPraHuuEeCcKOro CHHTE3a

1997 Brimymena nepBasi KHATA, TOCBAIIEHHAS! MUKPOBOJIHOBOH XUMHH
«Microwave-Enhanced Chemistry: Fundamentals, Sample Prepa-
ration, and Applicationsy

2000 brin BHeOpeH mepBbId KOMMEPYECKHI MUKpPOBOJHOBOW PEAKTOP
JUTS IPOBENICHISI OPTAaHUYECKUX CHHTE30B
2006 Brinuia mepBast craThs Ka3aXCTaHCKUX AaBTOPOB, IOCBSIICHHAS

14
CHUHTC3Y B YCJIOBUAX MUKPOBOJIHOBOTO O6J'Iy‘leHI/I$I

o 1
1.2 PLIHOK MHKPOBOJIHOBOH XuMun'

B Hacrosiiee BpeMsi 00beM pbIHKA MHKPOBOJHOBON XMMHH COCTaBIISIET
okoJo 150 MIH. TOIUTapoB, OCTAaBAsCh CTAOMIBHBIM M OBICTPOPACTYIINM CEKTO-
poM dKOHOMUKH. TeMrbl pocTa cocTaBisitoT 0kojio 10% B rof, 4TO COMOCTaBH-
MO C TaKHMH K€ TIOKa3aTeIsIMU ISl TypUCTHYecKoro Om3Heca B cTpaHax EDC,
CHIA u Kanangel. [Ipu 5ToM TeMITbl pocTa CETMEHTa PhIHKAa XUMUYECKOTO CHH-
Te3a (B TOM YHCIE U OPTaHUYECKOT0) B YCIOBUSIX MHUKPOBOJIHOBOT'O OOJIyUeHHS

coctaBisitot 20% B rox. Ilporaosupyercs, 4To B Oukaiimme 5-6 et nomis cer-

14 . o

Xpycranés JI.I1. I'a3zanues A.M. CyneilimeHoBa A.A. CuHTe3 2-3aMeleHHbIX-1,3-0KCa30IMIMHOB B
ycnoBusix CBY-obmydeHuss Kak NpuUMeEp Mpolecca COOTBETCTBYHomlero — koHuemuu «Green
Chemistry» // Te3ucel noxi. mexayHap. Kond. «Bamxanosckue ureHus-11».-Kokueras, 2006. -C.
150-154.



MEHTa XUMHYECKOTO CUHTE3a CTAaHET OOJIbIlIe aHATUTHYECKOH. J[nHaMuKka pocra
00BbEeMa PHIHKA AaHATUTHYECKOH M OPraHNYecKOil XUMHHU B YCIOBHUSIX MHKPOBOJI-
HOBOT'O 00JIy4YeHUs IPUBEIEHO Ha prcyHKe 1.1

Cunraercs, 9T0 OCHOBHOM BKJIaX B 00BEM pBIHKA OYIyT BHOCHTH KOMIIa-
HUHM, pa3padaThiBalONIMe MHKPOBOJHOBOE OOOpPYJOBAaHHE M OCYLIECTBIISIOIIUE
CHHTE3 B YCIOBUSIX MUKPOBOJHOBOTO OOJIyYEeHUSI.

Takke Ha 3TOM pBIHKE IIPOTHO3MPYETCS! aKTUBHBIN POCT MCCIIENOBAaHUN U
CO3JIaHME MHTEJUICKTyalbHOW COOCTBEHHOCTH, OCOOCHHO B 00JIACTH aJanTanuu
1 MacimTabupOBaHUS N3BECTHBIX XUMHUYECKUX PEAKIHH.

[IporHosupyercs, 4YTO aKTUBHBIMU NOTPEOUTENIMU OyIyT: (hapManeBTH-
YecKrue W OMOTEXHOJIIOTHUECKHE KOMIIAaHUH; XUMHYECKHEe KOMITaHUH; 00pa3oBa-
TEJIHBIE Y MICCIIEA0BATEIbCKUE YUPEXkKIeH . Tak, K HacTOosIIEeMy BPEMEHH Psilt
KPYIHBIX (apMaleBTUIECKAX KOMITAaHWHA, TakuX Kak «AstraZenecay, «Eli
Lilly», «Merk», «Pfizer», ucnonb3yroT MHKpPOBOJIHOBOE 00OpyJOBaHHE Ha
OTIPENETICHHBIX TEXHOIOTHIECKNX CTAANSX.

Tak kak MHOTHME XHMHYECKHE PEAKTHUBBI MOTYT OBITh NPOM3BEICHBI B
YCIIOBUSIX MHKPOBOJHOBOTO OOJIydeHHSI C JIydIIMM KadecTBOM, OBICTpee, C
OOJIBIINM BBIXOJIOM M C TOpa3/l0 MEHbIIECH ce0ECTOMMOCTBIO, TO MHOTHE XHMHU-
YecKHue KOMIAHUH BCEPhE3 3ayMBIBAIOTCS O MIEPEOCHAIIEHUH CBOMX MPOU3BOJI-
CTBEHHBIX MoIHOcTel. [Inorepom B 310it obmactu sBisieTcs «ChevronTexaco»

C]_HA, KOMITaHUs, TPOU3BOAAIIAA XUMUYCCKUC PEAKTHUBEI U IIPOAYKTHI.

160 B XUMUYECKUA
140 CcuHTE3

120 B aHanutuyeckne
nccnegoBaHus

100 -
80 -
60 -
40
20 A

0 m

2004 2005 2006 2007 2008

PI/ICyHOK 1.1- HHHaMI/IKa pocta o0bemMa PBIHKA AHAJTMTUYECKOUN 1 OpFaHH‘ICCKOﬁ XUMHWH B
YCJIOBUSIX MUKPOBOJIHOBOT'O 06J'[y‘{eHI/I${
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VYueOHble M UCCIIEN0BATENbCKUE YUPEKICHUS! MEAJICHHO BBOJSAT MUKPO-
BOJTHOBYIO XMMHIO B 00pa3oBaTenbHbIi nponecc. [Ipexae Bcero, 3To CBA3aHO C
BBICOKOM CTOMMOCTBIO CHEIMATM3HPOBAHHOTO MUKPOBOJIHOBOTO 000PYIOBaHHUS.
Ho nHekoTtoprle yueOHBIC 3aBeleHHS, TaKue Kak DAWHOYPICKHHA YHHBEPCHTET
(Benukobpuranus), Koponesckuit xomtemx BemukoOpuranuu, OpraHuzanus
COJPYXKECTBA HAYKH M TpOoMbIIUIeHHOCTH (ABcTpanus), KemOpumkckuii yHu-
BepcureT (BennkoOpuranust), IIurcOyprekuii  yauepcurer (CIIA), Kaparan-
JMHCKUI TOCYyNapCTBEHHbIN TexHu4eckuii yHuBepcurer (PecmyOimka Kazax-
CTaH) ¥ HEKOTOPHIE PYrHe y>Ke BHEAPHIN MUKPOBOJHOBYIO XUMHIO B YUCOHBIH

porece.
1.3 MuMKPOBOJIHOBAsI XUMHS KAK HHCTPYMEHT KOHIEIIIAH
«3esenas xumusi» '’

B HacTosiee BpeMsi BecbMa aKTyaJlbHBIMH SIBJISIFOTCS. BOIIPOCHI 3aILlUTHI
OKpPY’KaloIIeH cpensl OT MPOMBINUICHHBIX 3arpsS3HEHUH, aBTOMOOWIBHBIX BBI-
OpOCOB M OTXOJIOB XUMHIUYECKOTO MPOU3BOACTBA. IHTEHCUBHOE Pa3BUTHE XIUMH-
YeCKOW HayKu 00yCIIOBJIEHO BCEBO3PACTAIONIEH MOTPEOHOCThIO O0IIECTBa B HO-
BBIX 3()()EKTHBHBIX JICKAPCTBAaX, CPEACTBAX 3AIIUTHl PACTCHUH, HOBBIX MaTepHa-
nax u T.7. 1 B TO e BpeMs, HECOBEPIIEHHOCTh MHOTHUX METOJIOB MPHUBOJIUT K
3arpsA3HEHUIO MPHPOIBL. DTO SBISIETCS NMPUYMHON HEOOXOIMMOCTH TOWCKA U
Pa3paboTKU IKOJOTHYCSCKH YUCTHIX CIOCOOOB MPOW3BOJCTBA KaK HOBBIX, TaK H
M3BECTHBIX BEIIECTB I MAaTEPHAJIOB.

B pa3BuThIX CcTpaHax MHpa CTaHJAPTOM MPUTOJHOCTH XUMHUYECKOTO
mpoiiecca K MPOMBIIUIEHHOMY BOIUIOIIEHUIO CTaia KOHIENIHs «3eleHast Xu-
Mus». Konmenmust «3eineHas XUMHUSD» OTHOCHUTCA K Pa3pabOTKe XUMHYECKUX
MPOAYKTOB W TIPOIIECCOB, COKPAMIAIOMINX WM yCTPAHSIONIMX 0Opa3oBaHUE H
MPUMEHEHHE OMACHBIX BemecTB. [IpakTHdeckoe MpuMeHeHHE «3eleHON Xu-
mun» Hadajock B CIIA mocne mpuHsITHS 3aKOHA O MPEAOTBPAIICHUHU 3arps3-

HEHUsI OKpy>katomieit cpesl B 1990 r., B KOTOPOM OIIpeIesieTCsl HallOHAIEHAs

I Kyctos JL.M., Benenkas W.I1. Green Chemistry — HoBoe MbinuieHue //Poc. Xum. XK. — 2004.-
T.XLVIIL Ne6. - C. 3-12.



MOJIMTHKA MPEIOTBPALICHUS MM COKPAIEHUSI MacIITa0OB 3arpsi3HEHHs OKpY-
XKaroUlel cpelipl, HaYMHAs C HICTOYHHKA.

K «3eneHolt XxuMum», ¢ TOUKH 3pEHUS] XUMHUKA, MOXKHO OTHECTH Jt000€
YCOBEPIIEHCTBOBAHHE XHUMHUYECKHX MPOIIECCOB, KOTOPOE MOJIOKUTEIHHO BIUSET
Ha okpykatomtyto cpeny. B kuure I1.T. Anactaca u [[x.C. YopHepa «3eneHas»
XHMHS: TEOPHs U TpaKTHKa»'® chOpMyYTMpPOBAHBI ABEHAIIATh TPUHIIUIIOB «3e-
JICHOW XUMHHW», KOTOPBIMH CJIEIyeT PYKOBOJICTBOBAThCS HCCIEOBATEISIM, pa-
0OoTaromUM B JaHHOI 001acTy.

1. Cnenyer npenorBpamaTh 00pa3oBaHne BHIOPOCOB U MOOOYHBIX MPOTYK-
TOB, YCM 3aHUMATHLCA UX yTHJ’IHSaHHeﬁ, OUYKMCTKOHN WIIH YHUYTOXKCHHUEM.

2. Crpaterns cuHTe3a J0JDKHA OBITH BHIOpaHa TaKMM 00pa3oM, 4TOOBI Bce
MaTepHallbl, HCIOJIb30BaBIIHNECS B ITPOIIECCE CHHTE3a, B MAKCUMAJIbHON CTEIIeHH
BOIIUTM B COCTAB MPOJYKTA.

3. TIo BO3MOXKHOCTH JIOJDKHBI NPUMEHSATHCS TAKWE CHHTETHYECKHE METO-
JIbI, KOTOPBIC HCIIONB3YIOT M MPOM3BOJAT BEIIECTBA C MAKCHMAaJbHO HHU3KOH
TOKCHYHOCTBIO 110 OTHOIICHHUIO K YEJIOBEKY U OKpY’KarolleH cpere.

4. Ilpon3BoauMbIe XUMHYECKUE IMPOMYKTHI JOJKHBI BBIOMPATHCS TaKUM
00pa3oM, 9TOOBI COXPAaHHUTh UX (YHKIHOHATHHYIO 3(()EKTUBHOCTH MIPU CHIKE-
HUM TOKCUYHOCTH.

5. Hcnonp30BaHNE BCIIOMOTATENBHBIX BEIIECTB (pacTBOpuTeNel, SKcTpa-
TeHTOB H JIp.) IO BO3MOXKHOCTH JIOJDKHO OBITh CBEJICHO K MUHUMYMY (HYJIIO).

6. DHepreTn4ecKre pacxobl JOIDKHBI OBITH MEPECMOTPEHBI C TOUKH 3pe-
HUSI UX SKOHOMUH U BO3JIEHCTBHS Ha OKPYXKAIOLIYIO Cpely 1 MUHHUMHU3UPOBAHbI.
ITo BO3MOKHOCTH XMMHYECKHE MPOLECCHl JOJDKHBI IPOBOIUTHCS MPU HU3KHX
TEMIIepaTypax U JaBJICHHUSX.

7. Celpbe A MOMYYCHUS MPOAYKTA JOIDKHO OBITH BO30OHOBISIEMBIM, a HE
ncuepraeMbiM, €CIIM 3TO SKOHOMHUYECKH IIeJIecOO00pa3sHO M TEXHHYECKH BO3-

MOKHO.

' Anastas P.T., Warner J.C. Green Chemistry: Theory and Practice. -New York: Oxford University
Press, 1998. — P.30.
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8. BcriomorarenbHble CTaJANH HOIYyYEHUS! TPOU3BOIHBIX (3ammnTa QyHKIH-
OHAJIBHBIX TPYII, BBEJCHUE OJIOKUPYIOIINX 3aMECTUTEINICH U JIp.) JOJKHBI OBITH
10 BO3MOYKHOCTH MCKJIFOYCHBI.

9. KaramuTHdeckue CHCTEMBI M TIPOIECCH (KaK MOXKHO OoJiee CelIeKTHB-
HBI€) BO BCEX CIyYasx JIydllle, YeM CTeXHOMETPUUYECKHE.

10. ITpousBoauMBble XUMHUYECKHE MPOLYKTHI JOJKHBI BBIOMPATHCS TaKUM
00pazoM, 4TOOBI 10 OKOHYAHWH MX (YHKIIMOHAIEHOTO HMCIOJIE30BAHUS OHH HE
HaKalIMBAIMCh B OKPYXKAaIOIIEH cpene, a pa3pylIalnch 10 Oe3BpPEeIHBIX MPO-
JYKTOB.

11.BemectBa M MX arperaTHoe COCTOSHHE B XMMHYECKHX Ipolieccax
JIOJDKHBI BBIOMPAThCS TaKUM 00pa3oM, 4TOObIl MUHHMH3HPOBATh BEPOSITHOCTDH
HETIPEBUJICHHBIX HECYACTHBIX CIIy4aeB, BKIIIOYast yTEUKH, B3PBIBBI M MIOXKAPHI.

12.HeoOX0auMbl aHATUTHYECKUE METOIBI KOHTPOJIS B PEATBHOM PEXHMME
BPEMEHH C LIEIbIO ITPEAOTBpAIeHUs] 00pa30BaHUs BPEHbIX BELIECTB.

OOpamenrie BHUMaHMS Ha 3TH MPHHIUIBI CIIOCOOCTBYET OXpaHE OKPY-
XKaroulel cpeapl U, B KOHEYHOM CUETE, MOXET COKOHOMHUTH KOMITAHUSIM JICHBI'H
IIyTEM CHIDKEHMS 3aTpaT Ha KOHTPOJb HaJ 3arpsi3HEHHEM U HCIIOJIb30BAHUS
MEHBIIETO KOJINYECTBA SHEPTHH.

B HaCTOAIIECC BPEMSA IJId OUCHKHU XUMUYCCKUX IMTPOUECCOB C TOUKH 3PCHUA
«3eneHol XUMHAN» pa3padOTaHbl METOIB! KOTHMYECTBEHHON OICHKH B «3eIeHON

xumum». B paGorax'”"'®

aBTOpaMH IPEAJIOKEHBI HOBbIE TEPMHUHBI «MaccoBast
s dextuBHOCTh peakim» (MOP RME reaction mass efficiency) n «ATomHas
SKOHOMUS (AD), BBIYMCINB 3HAYEHUE KOTOPHIX, MO’KHO OIPEAEIUTh, HACKOIb-
KO peakuys WM XHMHYCCKHH MPOLECC COOTBETCTBYST KOHLCNIHMU «3eJIeHOH
XUMHUH».

3nagenne MOP, mpuMmenseMoe IS MPOCTOH XMMHUYECKOH peakIluu, MO-

XKeT OBITh BBIYKMCIIEHO 1O cieaytomeii GopmyIon:

17 Andraos J. On Using Tree Analysis to Quantify the Material, Input Energy, and Cost Throughput
Efficiencies of Simple and Complex Synthesis Plans and Networks: Towards a Blueprint for Quantita-
tive Total Synthesis and Green Chemistry // Org. Process Res. Dev. - 2006. - Ne10. - P.212-240.

'8 Andraos J. Unification of Reaction Metrics for Green Chemistry: Applications to Reaction Analysis
// Org. Process Res. Dev. - 2005. - Ne9. - P.149-163.
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1
MOP = (g)(AD )(—)(IIBM ) (D
Co

rne € — Bbixox peaknuu (0 < € < 1); AD — aromHast skoHomus (0 < AD <
1); C® — crexmoMeTprUecKuii GaxTop (I CTEXHOMETPUIECKUX peakiuii 0e3
n30bITKa pearenToB CO=1, mng ocranpabix CO>1); [IBM — mapameTp B0300-
HoBisiemMocT Matepuana (0 <IIBM < 1).

AToMHasI 5KOHOMHS OIIPEACIIACTCA CICAYIOIUM U3BCCTHBIM YPABHCHUCM:

npodykm

M
A = ———
M 2)

peazenm

e M,ypooym — MOIEKYIISIPHAS MACCa MPOAYKTA, M)eqzenm — MONEKYIIIPHAS Macca
peareHToB.

P. Illengon" MPEeUIOKUI B KadecTBe KpuTepusi E-¢axTop, KOTOpHIiA
OTIpEeJIeTIsIeTCsl KaK OTHOIICHHE CyMMapHOH Macchl BCEX 0Opa3yrOIIMXCs B MPO-
Iecce OTXOIOB K Macce IIOJIe3HOro mpoaykra. Haumensmnee 3HaueHue E-
(axTopa XapakTepHO AJsl mporeccoB Hedrenepepaborku (< 0,1), HECKOIBKO
OoJibIlIe 3HAYCHHS MOJTYyYaroTCs A1l HeTEXUMHH U OCHOBHOTO OPraHHYECKOTO
cunresa (0,1-10). Haubonee «rpsi3uble» mporecchl GpapMareBTHUECKO U Apy-
THX OTpacied, B KOTOPHIX HCIOJIb3YIOTCS HPOLECCH TOHKOTO OpPraHUYecKOro
cuHTe3a (MHOTOCTAMHHBIE CHHTE3bI, OONbIIME OOBEMBI PAcTBOPHUTENCH U
BCIIOMOT'aTeNIbHBIX BEIIECTB, CTAJWU OYMCTKH), OHM OKa3aJHCh ayTcaiaepaMu
o E-daxropy (10-1000).

XUMUYECKYI0 PEAKLUI0 MOXKHO OTHECTU K PEaKIUsM, MOJHOCTBIO COOT-
BETCTBYIOIIMM IIPHHIMIAM KOHIENINHU «3eJIeHON XMMHI» €CIN TPH pacdeTre
ypaBHeHUH (1, 2) BBINONHSIOTCS CIEeAyIOINE TPEOOBaHUS:

— ArtomHas 3¢ dexTuBHOCTb (AD) > 61,8%);

— Maccogas 3¢ dextuBHOCTS peakmmn > 61,8%;

1 Sheldon R.A. Atom efficiency and catalysis in organic synthesis // Pure Appl.Chem. - 2001. - Ne72.
- P.1233-1246.
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— PacTtBOpuTENH, UCTIONB3YEMBIE B PEAKIIUN U CTAIUSIX OYUCTKH, a TaKKe
M00OYHBIE IPOIYKTHI, TOJDKHEI OBITh BO3OOHOBIISIEMBIMH HITH JIETKO YTH-
HI/ISI/IpyeM])IMl/I.

CoBpeMEHHBIMH HHCTPYMEHTAMHU pEaTN3allid NPUHIUIIOB KOHIETIIINT
«3eJIeHOM XMMUNY SIBIISIOTCS  :

— HOHHBIE XUIKOCTH;

— cBepxkputHueckue xuakocta (CO, u H,0);

— peakuuu 0e3 pacTBOPHUTEIS,

— MHUKPOBOJHOBAS XUMHS,

— Owuokaranms;

— OpraHMYeCcKUil CHHTE3 ¢ MyJIBTHKOMIOHEHTHEIM MOIX0/I0M;

— MHKPOCTPYKTYpPHBIC PEaKTOPHI.

Cpenn mepednciIeHHBIX METOIOB, COOTBETCTBYIOMINX KOHIICTIITUH «3eJie-
Hasl XUMUSD», SQ(EKTUBHBIM U OBICTPOPA3BUBAIOIIUMCS HAIIPABICHUEM SIBIISCT-

Csl XUMHYECKUA CUHTE3 B YCIIOBUAX MUKPOBOJHOBOT'O O6Hy‘{CHI/I}I.

1.4 TeopeTn!{ecmle OCHOBBI BO3JelcTBUS MHUKPOBOJIHOBOI'O U3JIy4Y€HUS Ha

OPraHuvYeCKue peaxkuuuu

MUuKpOBOTHOBBIM H3JIy4Y€HHEM HA3bIBACTCS AJIEKTPOMArHUTHOE H3ITyde-
Hue ¢ gactoroit B amamazone ot 0.3 mo 300 I'Ti, cooTBeTCTBYIONIIUM JIHHE
BOJIHBI OT 1 cM 110 1 M. MUKpOBONHOBas 001aCTh AIEKTPOMArHUTHOTO CHEKTpa
JISKUT MEXIY WHPPAKpaCHOW M paJrio4acTOTHON 00NaCThIO 3IEKTPOMArHUTHO-
ro cnekrpa. J[namasoH MUKPOBOJIHOBOIO H3JIyueHHst Mexay | cM u 25 cMm ak-
TUBHO HCIOJIB3YETCsl B TEXHUKE JUIS PadOTHI PaiapoOB U TEJIEKOMMYHUKAIMOH-
HBIX YCTPOUCTB.

TepMuHBI «MHUKPOBOJIHBD), «MUKPOBOJIIHOBOE M3ITYUCHHEY, «MHUKPOBOJIHO-
BO€ 00JTyueHHE» 3aMMCTBOBAHBI U3 HHOCTPAHHOM JIUTEPATYpHI U yrnoTpedisercs
Hapsiny ¢ Oosiee ycrosBumMmcst Ha Teppuropun crpan CHIT TepMuHOM «cBepx-

BBICOKOYAaCTOTHOC U3ITYYCHUC)» WIN ((CBLI», KOTOpBIﬁ OMPCALCIIACT TOT KE€ AUa-

20 Andraos J ., Izhakova J. Perspectives on the application of green chemistry principles to total syn-
thesis design. // Chemistry today. —2006. - Vol.24, Ne6. - P.31-36.
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ma3oH 4acTtoT. TepMHHBI «MHUKpOBOJHOBOI cuHTe3 (Microwave Synthesis)»,
«MukpoBosiHOBast xuMusi (Microwave Chemistry)» HOIMPOKO HCIIOJIB3YIOTCS B
WHOCTPaHHOHM JUTepaType Uit 0003HAUYEHHs OPraHWYEeCKUX HIIM HEOpraHude-
CKHX PEaKIUi, MPOLECCOB, IIPOBOIUMBIX B YCIOBUSIX MUKPOBOIHOBOI'O 00Jy4e-

HU.

: |
I A ﬂ,Am:z: BoAHBI (M)

T S
10°° 107 1 10°

Yacrora (Hz)

10% 10 10" 107 f 10? 10
2,45 GHz Bueprus (eV)
- v T T T T T
108 10° | 1 107 10 107
g X ¥.@. T MK. BricokouacToTHBINT
Buaunisni (400-800 1) HuzrouacrorHsri

Bo nzbexanne uHTEphEpEHIMN ¢ KOMMYHHKaMOHHBIMH yCTPOHCTBAMU
BbIpa0OTaHbl MEX/yHapOAHbIC COTJIAIICHUS, COTJIACHO KOTOPBIM JUIsl POMBIII-
JICHHBIX Hay4HbBIX M MenunuHckux neined (Industrial, Scientific and Medical
frequencies) ornpezeaeHo HECKOIBKO 4acToT. [t paboThl OBITOBBIX MUKPOBOJI-
HOBBIX NI€YeH, a TaKXKe JJIsl IPOMBILIICHHBIX MUKPOBOJHOBBIX PEAKTOPOB OIpe-
nenena yacrora 2.451 1.

ITomumo wactoTel 2.45 I'Tn, miast paGoThl MHUKPOBOJIHOBBIXHATPEBATEb-
HBIX YCTPONCTB BBIIENEHO €Ie YeThIPe PaIroYacTOThl B MHKPOBOJIHOBOM JAHa-
IMa30HE CIICKTpa. 3HayeHUsd 4acTOT QJICKTPOMAarHuTHOI0 M3JIy4YCHUs, BBIACIICH-
HbIC ]ISl MIPOMBIIUICHHOTO MPUMCHEHHS B MHKPOBOJHOBOM JHAIa3oHE 3JICK-

TPOMArHUTHOTO CIIEKTPA, IPUBEIEHBI B Tabmune 1.2.
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Ta6m/1ua 1.2 - 3HeKT‘pOMaFHI/ITHaH 06J'IaCTI>, BbIACJICHHAA AJI1 NPOMBIIIIJICHHOTO,
HAay4YHOro 1 MEAUITUHCKOI'O I/ICl'[OJ'H)30B8.HI/I$I21

Yactora (MI'm) JlmiHa BOTHBI (CM)
1 2
433.92+0.2 69.14
915+13 32.75
2450450 12.24
5800+75 5.17
241254125 1.36

dakTHuecku, A1 paboThl MUKPOBOJIHOBBIX HArpEeBATEIBHBIX YCTPOHCTB,
B YaCTHOCTH PEAKTOPOB AJISI CHHTETHIECKOH XMMHH UCTIONb3yeTcs JacToTa 2.45
[To. B gucne omyOIMKOBaHHBIX B INTEpaType MPUMEPOB MPOBEICHHUS OpPTaHU-
YEeCKOro CHHTE3a KpalHe pelKO BCTPEYaroTcsi YINOMHHAHHs IPYroil 4acToThl,
kpome 2.45 I'T.
1.5 Oco0eHHOCTH U OTIHYHE MHKPOBOJIHOBOIO HarpeBa
OT KOHBEKI[HOHHOT0

TpaAULIMOHHO OpPraHUYECKUE PEaKUUH MPOBOIAT MPH KOHBEKIHOHHOM
HarpeBaHuu (Hampumep, Ha MacisIHOW, BOJSHOHM Oane wiM cruiaBe Byna), rae
TEIUIO TIepeIacTCsl OT NCTOYHHMKA TeIlIa CTEHKaM PEaKI[MOHHOTO COCyZAa M yKe
OT HHUX — PEaKIIMOHHON Macce. DT0 MeIJICHHBIA 1 Hed(h(HEeKTUBHBIHN crtoco0 re-
penadu 3HEPTHU B CUCTEMY, IOTOMY YTO 3aBHCHT OT TEPMHUYECKOH IPOBOJMMO-
CTH U TEPMOCTOWKOCTH MaTepHaia, U3 KOTOPOTOo C/AENaH PeaKIHOHHBIH cocyl,
T.K. TEMIIEpaTypa PeaklHOHHOTO COCYZa MPH HarpeBaHUU HAMHOTO BBIILE, YEM
TeMIepaTypa PEeakIMOHHOM MacChl. B ycClOBUSX KOHBEKI[MOHHOTO Harpesa
SHEprus meperaeTcs OT CTEHOK COCyJa PEeaKLUHMOHHOW Macce W Jajnee pacrpo-
CTpaHsAeTCs MOCPEACTBOM IUPQY3UH W TEIUIONIepeiaur, YTO OO0yCIaBIMBaET
HaJIMYUe B PEaKIMOHHOM cMecH HeOOJBIIOT0 COAEPIKaHUsS MOJIEKYJ, SHEPTUU
KOTOPBIX JJOCTATOYHBI AJISI TPOTEKAHHS XUMHUYECKNX peakiuid. Ha riryOuny mpo-
TEKaHUS XUMUYECKUX PEaKIMi BIUSIOT BA3KOCTh, TEINIOEMKOCTh KaK PacTBOPH-

TeNs, Tak M pearcHToB. lllmpoko HabIIOmaeMble B OPTaHUYECKOW XUMHUH TPO-

A Niichter M., Ondruschka B., Bonrath W., Gum A. Microwave assisted synthesis — a critical tech-
nology overview // Green Chem. —2004.- Ne6. —P. 128 — 141.
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LIECChl OCMOJICHHS PEaKIIMOHHOW CMECH OOYCIIOBJIEHBI JIOKAJIBHBIM IIEPErPEBOM
PEaKIIMOHHON MacChl.

Metox mpoBefeHUsT OPraHUYECKUX peakiuil B ycaoBuax MB-o0imydenus
MIO3BOJISIET OTKA3aThCSI OT UCIIOJIBb30BAHMS PacTBOPUTENEH, oOecrieunBaeT Ooiee
BBICOKHEC BBIXOIbI, COKpalla€T BPpEMsA pCaKUHU, YBCIUYMUBACT B 3HAYUTENIbHOMI
CTENEHH CKOPOCTh PeaKLuH, yIydIlaeT CeJEKTUBHOCTD U YIPOLIaeT 00paboTKy
peaxkiMoHHbIX cMeced. K mpeuMyiecTBaM MpOBEAEHUS peakluil B YCIOBUSX
MHKPOBOJIHOBOTO OOJIy4EHUs] OTHOCATCS CIIEAYIOIIEe: PpABHOMEPHOCTb IPOrpeBa
PEaKIMOHHOM Macchl 110 BCEMY 00beMy; OE3bIHEPIIMOHHOCTh HAarpeBa, BHICOKAs
JIUHAMHYHOCTL PETYJIUPOBAHUSA TEMIIEPATyphl; OTCYTCTBHE TEIJIOHOCUTEIS;
BO3MO)KHOCTh MI'HOBEHHOT'O TIPEKpAICHUs I10/1a4l YHEPTHU B ClIydae HeoOXo-
JIUMOCTH U T.J.

Ha pucynke 1.2 mokazaH TemmeparypHbI poduiis mporecca HarpeBa-
HUSI IPOOMPKH B Te4eHHE | MUHYTHI B MUKPOBOJIHOBOM PEaKkTope (JIEBbIH) U Ha
MacIsTHOM Oane (mpaBeiif). Kak BUIHO U3 pHCYHKA, IPH HarPEBAaHUH B YCIIOBHIIX
MB-o0yueHnsi, HauMHAs W3HYTPH, IPOUCXOAMT PABHOMEPHBIH «0OBEMHBIN
HarpeB» Bcel PeaKkIMOHHOM Macchl. B ciydae HarpeBaHHS MpOOUPKH HA MacCIs-
HOH OaHe CHadasla HarpeBaroTCsl CTEHKH COCYJla, 3aTeM TEIUIO NEpeacTcsl peak-

~ 22
LIMOHHOM Macce™.

MHUKDOBOIHBI Macnsnas 6ans

500

450

400 + -

350
N

Temneparypa, K Temneparypa, K

Pucynok 1.2 - TemnepatypHslil IpoduiIs npolecca HarpeBaHus IPOOUPKH B MUKPOBOJIHO-
BOM peakTope (JIEBbIH) U Ha MaciIsiHOM OaHe (1paBblit)

*? Mahmoud E.E., Dostlov J., Pokorn J., LukeSov D., Dolezal M.. Oxidation of Olive Oils during Mi-
crowave and Conventional Heating for Fast Food Preparation // Czech J. Food Sci.- 2009. — Vol. 27.-
P. 173-177.
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Ha rpaduke (pucynok 1.3) nokazaHa pa3HHIIa B CKOPDOCTH HAarpeBa OJIMB-
KOBOTO Macjia B MYJBTHMOJIOBOM MHKPOBOJHOBOM PEaKTOpe M Ha OTKPBITOM
MacnsHoil Gane™. Kak cremyer u3 rpaduka Ha pucyHke 1.4, IudieKTpuueckoe
HarpeBaHue MoJ| ACHCTBUEM MHKPOBOJIHOBOTO M3JIyYCHHUS 3HAUUTENBHO 3 dek-
tuBHee. Tak, B ycnoBusx MBO onuBkoBoe macio Harpesaercs 10 200°C B Te-
yeHue 5 MuUHYT. Torna Kkak B yCIOBHUAX KOHBEKLMOHHOI'O HarpeBa 4epe3 5 MHU-
HyT Temmeparypa gocturaer tonbko 120°C. Cmycrs 30 MuHyT TemimepaTypa
HarpeBa OJIMBKOBOI'O Macjia B YCIIOBHMAX KOHBEKI[MOHHOI'O HarpeBa JOCTUTAeT
muib 165-170°C. O6a dKcneprMenTa ObUTH BBIOIHEHBI B OJTHOM M TOM K€ pe-
aKIMOHHOM COCYyJle, CHAaO>XCHHBIM BHYTPEHHHUM TEMIIEPaTypHBIM JATIHKOM.
OTOT MpUMeEp HATILITHO MOKA3bIBAET MPEUMYIIECTBA IUIIEKTPHUECKOTO Harpe-
BaHMUS.

250 4

MEIK OBOIHOB O HATPeR

200 -

150 -

100 +

Temperature ("C)

50

0 3 =] 9 12 15 20 25 30

Bpems HaTpera (MiH)

Pucynok 1.3- TemneparypHblii npoduib NPy HArPEeBaHUH B 3aKPHITOM MOHOMOIOBOM
MHUKPOBOJIHOBOM PEAaKTOPE U Ha OTKPHITOW MacistHOW OaHe

Taxum oOpa3oM, IpeuMyIecTBaMu CUHTe3a B ycinoBusix MBU sBistroTcs:

- MOTYT OBITh JOCTHTHYTHI OOJIee BHICOKHE TEMIIEPAaTyphl PEaKInH 3a CUeT
OBICTPOrO M3JIy4eHUs] B MUKPOBOJHOBOI MeYH B 3aKPHITOM aBTOKJIABHOM COCY-
ae,

- BO MHOTHUX Cy4asX 3HAUUTEIbHO YMEHBIIAJIOCh BPEMS IIPOBENEHUS pe-
aKIUH, 3a()UKCUPOBaHBI 00Jiee BBHICOKHE BBIXOJBI U YHCTOTA NMPOAYKTOB PEak-

U1, TEM CaMbIM YBCIMYUBACTCA OINITUMU3AM ITPOLICCCa,
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- pactBopuTeNM ¢ OOoJiee HU3KMMH TOYKAaMM KHIEHUS I10] AaBJIeHHEM (B
3aKpBITBIX COCylax) nmpu MB-n3imydeHHHn MOTYT OBITh HarpeThl 10 TEMIIEpaTyp
3HAYUTEJIBHO 0O0JIee BHICOKHX, YEM UX TOYKa KUITCHHS;

- MHKPOBOJIHOBOE HarpeBaHHE IT03BOJISIET BECTH HArpEBAaHHE PEaKLHOH-
HOW CMECH U3HYTPH, YTO IPUBOAUT K OoJiee OBICTPOMY HarpeBaHHIO;

- CYLIECTBYET TaK Ha3bIBAEMBIIl MHKPOBOIHOBOH 3()(EKT N3mydeHus, Ko-
TOpPBIIl HE MOKET OBITh BOCIPON3BEIEH OOBIYHBIM HarpeBaHWEM, HalpUMep, ce-
JIEKTUBHBII CHHTE3 NMPHU MPUMEHEHUH MHKPOBOJHOBBIX-a0COPOMPYIOIINX KaTa-
JIN3aTOPOB;

- JOCTYITHBIA KOHTPOJIb TEMIIEPATYPhI U IaBJICHHUS CHCTEMBI;

- MHUKpPOBOJIHOBOE HarpeBaHue oOecrieunBaeT Ooibiie 3(PPEKTUBHOM
JHEpPIUy, YeM KJaccudeckas MacisHas OaHs, HarpeBaloIasAcs 3a CUeT IPSIMOro
MOJICKYJIIPHOTO HarpeBaHMU;

- METOJI MOJET JIETKO OBITh NMPUCIIOCOOJIEH K aBTOMATH3MPOBAaHHOMY I10-

CJIEZI0BATEILHOMY HJIM MapauIeIbHOMY CHHTE3Y.

1.6 MexaHU3MBI npeoﬁpa3osaﬂﬂﬂ MHUKPOBOJTHOBOTO U3J/IyY€HUsI B TEILJIO-

BYIO JHEPruIo

MHUKpPOBOJIHOBOE AMAIEKTPUYECKOE HArpeBaHHE 3aBUCUT OT BO3MOXKHO-
CTH crielM(UUECKUX MaTepuasioB (HalpUMep, PacTBOPUTEIECH WM PEearcHTOB)
MOIIOINATh MUKPOBOJIHOBYIO DHEPIUI0 U KOHBEPTUPOBATh €€ B TEII0. MUKpo-
BOJIHOBOE M3JIy4CHHE — ITO JIEKTPOMArHUTHOE U3IIyuYeHHE, KOTOPOE COJEPHKUT
KaK MarHUTHYIO, TaK M 3JIEKTPUYECKYI0 KOMIIOHEHTHI. /Iyl GONbIIMHCTBA MpaK-
TUYECKH 3HAYMMbIX MHKPOBOJIHOBBIX CHHTE30B 3JIEKTPHUECKasi KOMIIOHEHTA
3IEKTPOMArHUTHOTO MOJIsl OoJiee BaKHA ISl B3aMMO/IEHICTBHE BOJIHA — MaTepH-
an. MarHuTHoe 1oje UMeeT 3HaueHHE B ONPEAETICHHBIX CllydyasX, HalpuMmep B
cllyyae BBEJCHHUSI B PEAKIMIO OKCHJOB IEPEXOJHBIX MeTaiwioB. HeoOxomumo
3aMETUTbh, YTO 00JACTh NMPHUMEHEHUSI MarHUTHONH KOMITOHEHTHI HJIEKTPOMarHuT-
HOTO TI0JIS1 HEYKJIOHHO BO3PACTaeT.

ONeKTpU4eCKHH KOMIIOHEHT JIEKTPOMArHUTHOTO TOJIS SIBIAETCS MpPUYH-

HOW HarpeBa MO TPEM H3BECTHBIM MEXaHHW3MaM: MOHHOH NMPOBOAMMOCTH, IH-
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MOJIbHOM TOJSIPU3alMK, MEXIIOBEPXHOCTHOrO B3ammojeicTBus. dakropoM,
OIIPEJICISIONMM BO3MOXKHOCTh IPE0OPa30BaHUsi MUKPOBOJIHOBOTO U3JIyUSHHUS B
TEIUIOBYIO SHEPTHIO, SIBIISICTCS HAJIWYME TUIIOJBHOTO MOMEHTa B 00JrydaeMoin
MoJieKyJie. B aTom ciryyae mosisipHast MoJIeKyJia MM MOH HAauYMHAIOT COBEPIIATH
KosieOaTenbHbIE IBM)KEHHS C YacTOTON MPHIAraeéMoro 3JeKTPOMArHUTHOTO MO-
TS,

OyHAaMEeHTaJIbHBI MEXaHU3M MHKPOBOJIHOBOI'O HAarpeBaHMs BKIIIOYAET
KoJieOaHHs TOJISIPHON MOJIEKYJIbI I MOHA, BO3HHUKAIOIINE B IEPEMEHHOM 3JIEK-
TPOMAarHUTHOM TroJie. YacToTa 3TUX KoJeOaHHWH 3aBHCUT OT YacTOTHI AJIEKTPO-
MarHUTHOTO MOJIA M MOKET JIOCTHraTh | MHJUTHapna pa3 B CeKyHIy. Takum 00-
pas3oM, BIEKTPOMAarHWTHBIE KOJECOaHUS MPUBOIAT K MEXaHWYECKOMY TPEHHUIO
MEXIy YacTUIAMH, YTO B CBOIO OYepeb NMPHUBOIUT K 0OPA30BAHUIO TEILUIOBOM
SHEpruu.

Pa3Hbie MaTepuansl IO-pa3HOMY BO3AECHUCTBYIOT C MUKPOBOIHOBBIM M3ITY-
yeHueM. HexkoTtopsle, HaripuMep cepa, SABISIOTCS IPOBOAHUKOM MHUKPOBOIHOBO-
IO M3IIy4eHHs, Meb — OTpaXkaeT MUKPOBOJIHOBOE U3Iy4€HHUE, BOJA — MOIJIONIa-
€T MUKPOBOJIHOBOE M3IIy4eHHE, TPAaHCHOPMHUPYSI IEKTPOMATHUTHOE H3ITyICHHE
B TEIIOBYIO SHEPIHIO .

B nepBoM npuOmmkeHNN TOIBKO MaTEPHAIIBI, ITOTJIOLIAIOIINE MUKPOBOJI-
HOBOE HM3JIyu€HHE, MOTYT BCTYNAaTh B XMMUYECKHE PEAKIUH B MUKPOBOJIHOBOM

24,2526
mosie. B padorax™™

M3JI0’KEHbI OCHOBHBIE MPUHLUITBI B3aumoaericteuss MBU
¢ BemecTBoM. Cpenn (pU3MYECKUX SBICHUH, MPOUCXOIAIINX TPU B3aUMOICH-
cteu MBU ¢ BemiecTBOM, K BBIJICIICHHIO TEIIa IPUBOIAT TJIABHBEIM 00pa3oM

nBa 3¢QeKTa: OpHeHTAUMOHHAs MOISAPH3ALMS JUITONEH W HWOHHAs MPOBOAH-

» Bogdal D. Microwave assisted Organic Synthesis: One Hundred Reaction Procedures.-
UK.:Elsevier, 2005. -P. 1-5.

24 Bepaonocos C.C. MukpoBosHoBast xumusi // COpoBckuii 06pa3oBarelbHbIi skypHai - 2001. - T.7,
Nel. - C.32-38.

2 Baghurst D.R., Mingos D.M.P. Superheating effects associated with microwave dielectric heating //
Chem. Commun. - 1992. - P.674.

2 Stuerga D., Gonon K., Lallemant M. Microwave heating as a new way to induce selectivity be-

tween competitive reactions. Application to isomeric ratio control in sulfonation of naphthalene // Tet-
rahedron. - 1993. - Vol.49. - P.6229-6234.
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MocTb. HekoTopblie aBTOpBI OOABISAIOT €le OJMH: MEKIIOBEPXHOCTHBIN MeXxa-
HU3M'

1.6.1 IunoabHbIH(OpHMEeHTAIHOHHO-TIOJISIPU3ANMOHHBINA) MeXaHU3M
(Dipolar Polarization)®®

Ilon  nerictBueEM JNEKTPUYECKOU COCTAaBJISTIOIIEH [IEPEMEHHOTO
AIEKTPOMArHUTHOTO IIOJISI MOJIEKYJBI TTOJSIPHBIX BEIIECTB OPUEHTHPYIOTCS Tak,
‘-ITO6BI BEKTOPBI UX JUIIOJIBHBIX MOMCHTOB ObLIH AHTUTIAPAJIIICIIbHBI CUJIOBBIM
JUHUAM Tois. B rasoBoii haze opreHTamusi MOJIEKYJT OCYLIECTBIISIETCS JIETKO, a
B OKMIKOH (pa3e BCIICACTBHE BBICOKOW IUIOTHOCTH CpEIbl OpPHEHTAIS
3aTpyIHSIETCS MPOLECCaMH MEXMOJIEKYJSIPHOTO B3aHMMOJCHCTBHS (TpPEHUs),
COTIPOBOJKIACTCS TIOTIIONMICHUEM MHKPOBOJIHOBOTO H3IIyYSHHS M 3aBUCHUT OT
YacTOTHI IPHIIOKEHHOTO OIS M BSA3KOCTH pacTBopa. [Ipu HU3KOM yacToTe mosis
MIEPEOPUCHTUPOBAHNE MOJICKYJIBI TPOUCXOAUT B (a3e KoJcOaHWi mons, u
KHJKOCTh HArpeBaeTcsi He3HAUMTebHO. [Ipu BHICOKOW 4acTOTE MOJIsi MOJIEKYJIbI
HE YCIIEBAIOT NEPEOPUSHTUPOBATHCS, OHU HE JIBIKYTCS, U DHEPTHUS M3Iy4EHUS
HE TpeBpallaeTcs B TEIUIO. B MUKPOBONHOBOM AMamna3oHe (HAIpHMeEp, NpH
gacrote 2,45 I'T'n) aurmonsHbIe MOJIEKYJIBI pEarupyroT Ha IPWIIOKEHHOE OIS U
HAUMHAIOT BpAI[CHUE, HO BCIEICTBUE HECOOTBETCTBHA MO (ase MexIy
konebanmsamu momst (1x10%) u BpalleHHEM JIUIOJICH (1x10%) MIPOMCXOIHUT
IIpeBpalleH’e HEPTrul MUKPOBOJIHOBOrO m3nyueHus (MBU) B kuHeTndeckyio
SHEPruI0 MOJIEKYJ U HarpeBaHUe pacTBOpa.

CriocoOHOCTh MaTepHuaja IpeBpallaTh 3IEKTPOMAarHUTHYIO SHEPTHIO B
TEIUIO XapaKTepU3yeTcss TAHT€HCOM yIJIa JAMAJIEKTPHYECKUX IOTEpPh, KOTOPBIH
MOJKET OBITh pACCUUTAH MO (hopMyIIe:

tgd=¢""/ &
rre € — KOdQUIMEHT AMINIEKTPHUYECKUX TOTeph — XapaKTepusyeT

3 PEKTUBHOCTD, C KOTOPOI SHEPTHS IIEKTPOMATHUTHOTO MOJIs peodpa3yeTcs

27Kappe C.O., Dallinger D., Murphree S.S. Practical Microwave Synthesis for Organic Chemists.—
Weinheim: Wiley-VCH, 2009. -300 p.

28 1 idstrom P., Tierney J., Wathey B., Westman J. Microwave assisted organic synthesis—a review //
Tetrahedron.-2001. — Vol. 57, Ne 51.- P. 9225-9283.
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B TCILJIO, a g — JAUBJICKTPpUYECKasA MPOHULIAEMOCTb PACTBOPUTEIIA.

neine

Uem BBIIIE 3HAYCHHE TaHICHCA yria AUDJCKTPUYECKUX IIOTECPb, TEM
JydIllle BELIeCTBO IOIJIOIIAeT MUKPOBOJIHOBOE U3JIydeHHUE U, CIEH0BATENbHO,
HarpeBaercs. B Tabnune 1.3 npuBeneHbl XapaKTePUCTUKH JUIIEKTPUKOB, TIJI0XO0
B3anmMozeiicTByromux ¢ MBU. B Tabmume 1.4 npuBeneHs! HEKOTOpEIe (hu3nde-
CKHME XapaKTEpUCTUKU PAaCTBOPUTENIEH U UX MOBEACHHUE B YCIOBUSAX MUKDPOBOJI-

HOBOT'O O0JTy4eHHUS.

Ta6muma 1.3 - XapakTepucTHKH HEKOTOPBIX JAUIIEKTPHKOB

JlunexTpuk € tgd JlusnexTpuk €' tgd
1 2 3 4 5 6
Bununmnact 4,0 0,02 Crona 5,4 0,0003
TeTunakc 7,5 0,015 Crexio C5-1 3,8 0,0001
Kanpon 4,5 0,06-0,1 | Crexno C63-1 12,0 0,0131
KBapr naBieHsrit 3,8 0,0001 | Tekcromaut 3,67 0,06
Heiinon 4,6 0,04 Dapdop 5,7 0,009
ITnacTmacchl 7,5-9,5 0,08 ®peon-215 2,76 6,0
TInekcuriac 2,61 0,0084 | dropormact-4 ( 2,0 0,0003
[MonucTupon 2,55 0,0005 | DooHuT 2,67 0,006
TonuatHnex 2,26 0,0004 | Dnexrpodapdop 5,0-8,0 0,025
Cangup 11,0 | 0,000026 | DroOKCHUAHBII 4,0 0,02
xommaysz J11

2 Paxmankynos [I.JI., bukOynatos W.X., lllynaes H.C., llaBuykoBa C.FO. MUKpPOBOJIHOBOE H3ITy-
YEHHE U MHTCHCHU(UKAIMA XMMUYECKHX nporeccos. -M.: Xumus, 2003. - C.20.
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Bzanmopeiicteue MBU ¢ paziauyHbIMU pacTBOPHUTEIISIMH U3Yy4YEHO B pado-
tax ', Beuto YCTaHOBJIEHO, UTO oA AeictBueM MBU MoxkHO nocThub 3Ha4YU-
TENBHOIO IEeperpeBa >KUAKOCTEH BBIIIE MX TeMIeparypsl kumneHus. [Ipuunnoit
3T0T0 3(deKTa ABIIETCA TO, YTO B OTIMUYHE OT KOHBEKIIMOHHOTO HAarpeBa, Mpu
MHKPOBOJIHOBOM OOJTy4EHUH JKHJIKOCTh HarpeBaeTcs BO BCEM 00BEME PacTBOPa,

a He Yy CTeHOK COCy/la, TJIe HaXO/SITCSl LIEHTPhI Tapo00pa3oBaHusL.
. . 31
1.6.2 Uonnast npoBoaumocts (Conduction Mechanism)

Hpyroit mexanusm npeodpazoBanus sHeprur MBU B TennoByro sHepruio
CBSI3aH C HAJIMYMEM HOHOB B 00pasie. [lepeMeHHOoe 3IeKTpHIECKOE MOJIE BBI3BI-
BaeT KojebaTesbHOe ABMKEHHE HOHOB, a CONPOTHBIICHUE CPENIbl IIOTOKY HOHOB
NPUBOJUT K TEIUIOBbIAENEHHIO. IIpn 3TOM, ueM BbII€ KOHLEHTpALus U MO-
JIBIDKHOCTh MOHOB, TEM HMHTEHCHBHee HarpeB. [loaToMy, mpoBois peakuuu B
MIPO3PAYHBIX JJISi MUKPOBOJIHOBOTO M3JIyYEHHS! pacTBOpax, K HUM J00aBIISIOT
HE3HAYMUTENIbHBIC KOJIMUECTBA COJICH, Harpumep, TeTpaOyTHIAaMMOHUHI XJIOpH-
cThIi mim Hebombmmx KosmyecTB (10-25 Mr/mMir) HOHHBIX KHIKOcTeH. MoHHas
n00aBKa MO3BOJIAET OYEHb OBICTPO HArpeBaTh >KUAKOCTU JO BBICOKHX TEMIIEpa-

Typ*? (Tabmuma 1.5).

nouxe

® P 1o
e 10 10 1®
~ 1 1® @

e 1@ i@

31 Leadbeater N.E., Torenius H.M. A study of the ionic liquid mediated microwave heating of organic
solvents //J. Org. Chem. -2002. -Ne 67. -P. 3145.

32 Leadbeater N.E., Torenius H.M., Tue H. Ionic liquids as reagents and solvents in conjunction with
microwave heating: rapid synthesis of alkyl halides from alcohols and nitriles from aryl halides
//Tetrahedron. -2003. -Ne 59. -P. 2253.
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Tabnwma 1.5 - BrmsiHe 100aBOK HOHHBIX KHUIKOCTEH Ha TEMIIEpaTypy HarpeBa
31

pacTBopuTenen
PacrBoputeins Bpewmst Harpesa, MUH T, °C' T, °C?
I'excan 10 46 217
Tomnyon 150 109 195
Terparunpodypan 70 112 268
1,4-nuokcan 90 76 264

IIpumeuanue. 1-Temneparypa HarpeBa YHCTOrO PACTBOPHUTENS IIPU MOLIHOCTH H3IY-
gerus 200 Br. 2-Temmneparypa HarpeBa pacTBOpUTeNs ¢ Ao0aBkoi OGpommma N-metmn-N'-

HU30IMPONMIIMMHUAA3POJINS ITPU TOM K€ MOIITHOCTH.

YBenuueHne MONSPHOCTH CPE/bl TAKIKE YCHIMBAET MUKPOBOJIHOBOM 3(h-
¢exr. Tak, Hanpumep, peakiust 2,3-quMeTnin0OyTa-1,3-1ueHa ¢ MeTHIaKpUIIaTOM
mpu MBA c¢ no6aBneHreM HWOHHBIX JKHIKOCTEH MPOXOIHUT 32 5 MUH (BBIXOI
80%), Oe3 m00aBOK 3a 3 4, a IIpU KOHBEKIIMOHHOM Harpese 3a 18-24 4. Anaino-
THYHBIN 3P GEKT HAOTIOMANICS TP MCIIOIB30BAHUU MOHHBIX JKUIKOCTCH JUIS ITH-
aHUPOBAHUS APIITATIOTCHUIOB U3 CIUPTOB. CKOPOCTh ANKIITUPOBAHUS BTOPUY-

HBIX aMUHOB TIp MBA Tem Oombiie, ueM BEITIe HOHHAS CHIIA PacTBOPA.
1.6.3. MexnoBepxHocTHBII Mexanu3m (Interfacial Polarization)™

OTOT MEXaHU3M MPEACTABISIET COOOH KOMOHMHAIMIO JBYX MPEIBIAYIIHX.
Jist Takoi cHCTeMbl Ba)KHO HAJIMYHE JBYX KOMIIOHCHTOB: KOMITOHEHTA, IIPO-
ITyCKAIoIasi MUKPOBOJIHOBOE H3JIydCHHE, M KOMIIOHETA, OTpa’Karomasi MHUKpO-
BOJIHOBOE M3itydenue. Hampumep, cepa sBIsieTCs] TPOBOAHUKOM MHKPOBOJIHOBO-
IO M3Iy4YEHHMs, & METAII, HAIPUMED, JKEJIE30 — OTPaKaeT OOJNBIIYIO 9acTh MUK-
poBonHOBOTO M3mydeHust. OIHAKO CMeCh 3THUX ABYX KOMIIOHEHTOB XOPOIIO ITO-
IJIOUIAeT MUKPOBOJIHOBYIO SHEPTHIO, MPUBOJS K JKEJIAaeMOMY IPOIYKTY peak-
uuH. BakHO, YTOOBI BellecTBa HMCHOJIB30BAIUCH B MEJKOJMCIEPCHON (opMme.
OTO0 00BSICHSETCS TEM, YTO METAJUIMYECKHUI MOPOIIOK, B OTJIMYUE OT JINCTOBOTO

METajia, XOpOouIo IMOTJIOIAET MUKPOBOJIHOBOE U3ITyY€HUEC, U KPYITMHKA METaJla,

3 Nightingale S.A. Interfacial phenomena in microwave sintering //Ionics.- 2001.- Vol. 7, Ne 4-6.-
P.327-331.
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HArpeBasiCh, MEPEAI0T TEIUIOBYIO SHEPTHIO B 00BEM PEaKIMOHHONH CMECH YTO U

IIPUBOJUT K IIPOTEKAHUIO XUMHUYECKON PEaKLIUH.
1.6.4 MukpoBo.1HOBast GOTOXHUMMSA

W3BecTHO, 4TO raMMa M PEHTI'€HOBCKOE M3JIydeHUs, Oarojapsi BbICOKOH
SHepruu (OTOHA, SBISIOTCS MPOHUKAIOIIUMH M HOHU3UPYIOLIUMH, T.€. CIIOCO0-
HBI JJIs1 BO30Y)K/IEHHsI BHYTPEHHUX M OCHOBHBIX 3JIEKTPOHOB. YibTpaduoiero-
Basi M BUJMMAs 00JIacTh CIIEKTpa CIIOCOOHBI BO30YXJaTh BAJICHTHBIE 3JIEKTPOHBI
1 MHULUHUPOBATh (POTOXMMHUYECKHE peakunu. MeHee sHeproeMkue (POTOHBI HH-
(pakpacHoii obmacTn cocoOHBI BBI3BIBATH KOJeOaTeNbHBIC ABIKCHHUS, TOTIA
KaK BOJIHBI MHKPOBOJIHOBOTO JAMAla30Ha YacTOT CIIOCOOHBI BBI3BIBATH TOJIBKO
MOJIEKYJISIPHOE BpAILCHHUE.

@DOTOH MHUKPOBOJIHOBOTO 00syyeHus npu yacrote 2,45 [T umeer suep-
THIO PABHYIO 9,6x10™ 5B. DTOro HEJOCTATOUHO JAKe JUIs paspbiBa BOJIOPOAHOM
CBA3M. 3aBHCHMOCTb SHEPIMU KBAaHTA OT TUIA U3JIyYEHUS U DHEPTUU XUMHYe-
CKOW CBsI3M IIPUBEJCHBI B Tabme 1.6.

Takum 00pa3zoM, CHENUATUCTHI B 00NACTH MHKPOBOJHOBOW XHMHH
CKJIOHHBI CYHTATh PEAKLNH, IPOTEKAIOIINE B YCIOBUAX MHUKPOBOIHOBOTO 00ITY-
yeHust, He poroxumuueckuMu. OHAKO MUKPOBOJIHOBas (POTOXUMHS Kak IHC-
LUIUIMHA CYHIECTBYET M H3y4aeT OCOOCHHOCTH NMPOTEKaHHsS (POTOXMMHYECKUX
peakuuil (MHUOUUPYeMbIX YD, BUIUMBIM CBETOM) B YCIOBHSIX MHKPOBOJIHOBO-
ro obomydenust. K HacTosmeMy BpeMEHH Ha OOJIBIIOM YHCIIE SKCHEPHMEHTAIb-
HBIX NPUMEPOB ITOKA3aHO CHHTEPreTHYECKOE BIMSHHE MHKPOBOJIHOBOTO H3IYy-
YEeHUs] M OOJydeHHE PEaKIMOHHOM CMECH HM3Iy4YEeHHEM B YIbTPa(uOIETOBOH
WK BUIUMOM obnactu criektpa. CuuTaercs, 4To yCKOpeHHe (OTOXMMHUUECKHX
peakuuii B yciaoBusix MBO o0bsicHsieTcs TepMUYeCKUME (DaKTOpaMH M CIIEIH-
(rUecKUM He TEPMHUYECKHM MHUKPOBOJIHOBBIM 3 dekToM. MHUKpOBOIHOBOI (o-

34,3536
TOXMMUH MOCBSIIEH psiJ 0030poB™ 7",

34Cirkval V., Klan P., Loupy A. Microwaves in Photochemistry, in Microwave in Organic synthesis. —
Wienheim: Wiley-VHC, 2006.- P.860-897.
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Tabmuma 1.6 - DHepruu KBaHTa COOTBETCTBYIOIIME PA3IMYHBIM THUIIAM H3JIyde-

HUA U CPEAHUC 3HAYCHHUS SHCPTUH HCKOTOPBIX BHU10B XHMHYECKOHN CBSI3U

37

Tun n3nydenus Yacrora (MI't) | Dueprus kBaHTa Ty cBsa3n OHeprus cBsi3u
(OB) (GB)
7- M3IIyYCHHE 3.0x10™ 1.24x 10° cC 361
X~ JIy9Hl 3.0x10" 124x 10° O=C 6.35
Vsrpaduoner 1.0x10° 4.1 c-O0 3.74
Bumimerit 6.0x 10° 2.5 0=0 771
UHpakpacHslit 30x10° 0.012 C-H 428
2450 0,00096 O-H 4.80
300 12x10° HoHHas CBSI3b 76
MHuKpoBOIHOBOE
30000 12x 103 BonoponHast csizb 0.04-0.44
BpoyHoBckoe 1Bu-
Panmmouactotsr 1 40x107° - 0,017 (200 K)
KEHIE

1.7 TeopeTnyecKkne 0CHOBBI YCKOPEHHSI XUMHYECKHX PeaKUUii B YCJOBUSAX

MMKPOBOJIHOBOIO 00/ 1y4eHHs

K HacToALEMY BPEMCHH YCTAHOBJICHO, YTO MHOI'OKPAaTHOC YCKOPCHHE

XUMHYCCKUX peakunﬁ (B COTHH, ThICAYN U B HCKOTOPBIX CIIydadX B ACCATKU ThbI-

CAa4 pa3) MPOUCXOAUT B CUITY BJIHAHUA OAHOI'O WJIM BCEX TPEX 3(1)(1)6KTOBZ TEPp-

muueckoro 3¢gexra (TD), crnennpuueckoro TEPMHUIECKOr0 MHKPOBOIHOBOTO

(CTD) addexra, crienudpuyeckoro He TEPMUIECKOTO MUKPOBOITHOBOTO 3 dhekra

(CHTD).

*Klan P., Hajek M., Cirkva V. The electrodless discharge lamp: a prospective tool for photochemis-
try. The microwave photochemistry reactor // J. Photochemistry and Photobiology A: Chemistry. —
2001.- Ne 140. — P.185-189.
36 Cirkva V., Vlkovaa L., Relicha S., Hajeka M. Microwave photochemistry IV: Preparation of the

electrodeless discharge lamps for photochemical applications // Journal of Photochemistry and Photo-
biology A: Chemistry. -2006.-
Vol. 179, Ne 1-2.- P. 229-233.

37 Kappe O., Stadler A. Microwave in Organic and Medicinal Chemistry.- Wienheim: Wiley-VHC,

2005.- P.10.
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1.7.1 Tepmuueckuii 3pdexr (TI)

Paznmuune MEKIY KOHBCKIIMOHHBIM U MHUKPOBOJIHOBBIM HAarp€BOM Harjsaa-

HO WUIIOCTPUPYET PUCYHOK 1.4.
180 —

160 —

Microwave

140 —

120 —

100 —

80—

60—

40

20
T T T T T T T ]
0 50 100 150 200 250 300 350 400
Time (s)

Pucynoxk 1.4 — pa3nuuue Mexay KOHBEKIIHOHHBIM 1 MUKPOBOJIHOBBIM HarpeBOM 3TaHONIA B
3aKpPBITOM COCY/IE

ABTOpBI’® TIPOBENIM HArPEB 5 MJI ITAHONA B YCIOBHSAX MHKPOBOIHOBOTO
00Jy4eHHUs B 3aKPBITOM COCYZIE U B OTKPBITOM COCYZIe Ha MACISHOW OaHe (TeM-
neparypa G6auu 100 °C). Harpes mpoBouics B TeueHHH 3 MUHYT. MakcUMab-
HbIi HarpeB dTanona 10 160°C Obu1 gocturayt 3a 110 cekynn. Kak BumHO U3
rpaduka, AUAIEKTPHUECKOE HArpeBaHHE MPHUBOIHUT K 0ojee pe3KoMy HarpeBy,
4yeMm Ha MaciisiHoH Oane. [Tocne npekpamienus oomyyenus Ha 180 cexkyHne, 3Ta-
HOJI CTaJl TAK)XKe PE3KO OCTHIBATh, B TO BPEMsI KaK TeMIIepaTypa dTaHoja, Harpe-
BaeMOro Ha MacisHOW OaHe, U3MEHWJIaCh HE3HAYMTEIbHO, YTO IMOAYEPKUBAET
MHEPIIMOHHOCTh CTAaHJAPTHHIX TeruioHocutenel. [lomoOHbIH mpoduie Harpesa
XapakTepeH He TOJNBKO JJIs HarpeBa YHCTHIX JKUAKOCTEH, HO M PEaKIHOHHBIX
cMeced. BeIcTphlii HarpeB pPEeakLMOHHOM Macchl 10 BBICOKHUX TEMIIEpaTyp IO-
CITY>)KHJI OCHOBOHM MPEATIONIOKEHHsI, YTO HaOJIf0JaeMoe TOBBIIICHHE CKOPOCTH
XMMHYECKHX IMPOIECCOB MPOUCXOAUT IO MPUYHHE MIPOCTOIO TEIUIOBOTO (KHHE-

THYECKOTO0) AP PeKTa.

38 Kappe C.O., Dallinger D. The impact of microwave synthesis on drug discovery // Nature review. -
2006. -Vol.5, Nel. -P.52.
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W3BecTHO, 4TO CKOPOCTh PEAKLMU ONpeNeNseTcsl ypaBHEHHEM AppeHHuy-

ca:

U3 ypaBHEHUS CleIyeT, YTO CKOPOCTh MOXKHO YBEIHYUTH TPEMS MyTSIMU:
YBEIMUYCHHUEM MPEIIKCIIOHESHIINAIBHOTO MHOXKHUTENS A, TEMIIEPATyPbl U YMEHb-
LIEHUEM dHepruu aktuBanuu £, Ha OCHOBaHWHM TIPOBEACHHBIX HCCIICIOBAHUN U
TEOPHHU JIMDJIEKTPHUYECKOTO HarpeBa MOXKHO 3aKJIIOYHMTh, YTO YacTOTa COyAape-
HUIl MOJIEKYJI B Pe3yJbTaTe MHOTOYUCIICHHBIX MyJIbCAI[Hi HOHOB W JUIOJICH B
PEaKIMOHHON CMECH B BBICOKOYACTOTHOM IEPEMEHHOM 3JICKTPUYECKOM II0JIe
3HAYUTEJIBHO BBIIIE, Y€M MPH KOHBEKIIMOHHOM HArpeBe M TeIUIonepeaade, 4ro
YBEIUYMBACT YMCIIOBOE 3HAYCHUE MPEIIKCIIOHCHIIMATBHOTO MHOKHUTEN A. U3
Tabnuisl 1.7 BUAHO, 9TO peakuus, UAyIIas npu Temmeparype 27 °C B Teuenne

4126 4 (68 ameit), mpoxoaut 3a 1,61 ¢ mpu Temmeparype Ha 200 °C Gombimeit’ !

Tabnuma 1.7 - BimsiHIE TemMmepaTypsl Ha CKOPOCTh PEaKIUH IIEPBOTO TMOPSIKA

T,°C Bpewms (Beixoz 90 %) k, moms ¢!
27 4126 4 155-107
77 13,44 4,76-10
127 11,4 mun 3,49-10°
177 234c 9,86-107
227 1,61¢ 1,43

A=4x10"" mon'c!, E,=100 kI Monb "

JlaHHBIX 00 yBEIMYEHUU CKOPOCTH PEaKIUil 3a CUET MOBBIIIEHUS SHEPTUH
akTuBaLuy B noe MBU B muTepaType He HaiieHo. ABTopaMu' HCCIEI0BaHO
MHKPOBOJIHOBOE OKHCJIEHHE HEKOTOPHIX KJIACCOB MPUPOIHBIX OPTaHUIECKUX CO-
€IMHEHUH (caxapoB, aMHHOKHCIOT, >KUPHBIX KHCIOT). Pe3ynbraTtel pacueTa

OHEPIruu aKTUBallU MUKPOBOJIHOBBIX peaKum‘/’I OKHMCJICHHS ITOKa3aJikd, YTO BCIH-

39 Baghurst D. R.; Mingos D. M. P. Application of Microwave Dielectric Heating Effects to Synthetic
Problems in Chemistry// Chem. Soc. Rev. -1991.- Ne 20.-P. 1-47.

4 Ky6paxosa 1.B. MHKpPOBOJIHOBOE M3TyUeHHe B aHATUTHIECKON XUMUHU: BO3MOKHOCTH U MEPCTIEK-
THUBBI UCIIONB30BaHus // Yenexu xumud. - 2002. - T.71. -C.327.
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yuHbl Ea nexar B ToM ke Auana3one, 4to U Ea, XapakTepHble JUisi TEpMUUYECKO-
IO OKHCJICHHS.

ABTOpBI psiga pabot 4142 43 44 YTBEP)KJAIOT, YTO CKOPOCTU pEaKLUU HUC-
CJIEIOBaHHBIX MU IMPOLIECCOB, MPOBEAEHHBIX N0 Bo3aeicTBueM MBU u ¢ uc-
MTOJTE30BAaHNEM TEPMHYECKOTO HArpeBa, COBIAAAIOT B TIpeAeiax SKCHEPHUMEH-
TaJXbHOM OMmMUOKH, a HaOJII0TaeMoe COKpAaIIeHNE WX MPOIOIDKUTENFHOCTH - €CTh
pe3ynbTaT BIAUSHUS TOBBIIIEHHON TeMIlepaTypbl PEaKIIMOHHOW CMeCH, a He aK-
TUBUPYIOUIETO JEHCTBUS MUKPOBOJIH. ABTopm45 ONPEIETUIN 3aBUCUMOCTD BBI-
X0Jla LIEJIEBBIX MPOAYKTOB OT BPEMEHH B Psijie PEaKIMil KOHACHCALUU B OTKPHI-

ThIX MPIKpOBOJ'[HOBOfI n TepMH‘leCKOﬁ CUCTEMAaxX W HC HAIJIM BJIUAHUS MUKPO-

BOJITHOBOT'O HAarpeBa Ha MPOJODKUTEILHOCTD HCCIEAOBAHHBIX PEAKIHH .
1.7.2 Cnennduyecknii TepMudecKnii MUKpPOBOJIHOBOI1 3¢ ekt (CTI)

CTD OTHOCHTCS K YHHKAJIBHBIM II0 CBOEH ITPUPOJIE TEIUIOBBIM d(deKTam,
BO3HMKAIOIIMM TOJIBKO MO JACHCTBUEM MUKPOBOJHOBOI'O 00Jy4eHUs. DTOT 3¢-
(eKT MOXKeT OBITh OIpeeeH KaK YCKOPEHHE XMMHUYECKHX PeaKkuuii B MUKpPO-
BOJIHOBOM TI0JIe, KOTOPOE HE MOXKET OBITh IOCTUTHYTO OOBIYHBIM HarpeBaHUEM.

XKunkocty, HarpeBaeMble B yCIOBHSIX MHKPOBOJIHOBOI'O OOJyueHHs, 3a-
KHUIAIOT MpU TeMIIepaType, 3HAUUTEeNIbHO MPEBBIAONIEH UX TeMIepaTypy Ku-
MIEHNsI B YCIIOBHSIX KOHBEKIIMOHHOIO Harpesa. B pszae ciydaeB 3Ta pa3Hulia co-
craiser 20-30°C, cilemoBaTenbHO, 3a CUET CHELU(PHUUECKOrO TEPMHYECKOIO
MHKPOBOIJHOBOTO 3 (eKTa, peakiys, MPOBOANMAs B YCIOBUSIX MHUKPOBOIHOBO-

ro oOsmy4yeHHs, 3aBepIIuTcs B 2-8 pa3 ObicTpee, YeM WACHTHYHAS B YCIIOBISIX

4 Gabriel C., Gabriel S., Grant E.H., Halstead B.S., Mingos D.M. Dielectric parameters relevant to
microwave dielectric heating / Chem.Soc.Rev.-1998. - Vol.27. - P.213-223.

42G1r0nnow M.J., White R.J., Clark J.H., Macquarrie D.J. Energy efficiency in chemical reactions: a
comparative study of different reaction techniques // Org.Process Res. Dev. - 2005. - Vol.9. - P.516-
518.

* Perreux L., Loupy A. A tentative rationalization of microwave effects in organic synthesis accord-
ing to the reaction medium and mechanistic considerations // Tetrahedron. - 2001. - Vol.57. - P.9199-
9223.

44 Hoz D.L., Diaz-Ortiz A., Moreno A. Microwaves in organic synthesis. Thermal and non-thermal
effects / Chem. Soc. Rev. - 2005. - Vol.34. -P.164-178.

4 Hayes B. L. Recent advances in microwave-assisted synthesis.- Aldrichim: Acta 37, 2004. —P. 66—
77.
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KOHBCKIIMOHHOT'O Harpesa. B Ta6m/1ue 1.8 MPUBCACHBI TCMIICPATYPbl KUIICHUS

HEKOTOPBIX, PACTBOPUTEIIEH B YCIOBUSX MUKPOBOJHOBOIO U KOHBEKI[MOHHOI'O

46 47
Harpesa , .

Tabmuna 1.8 — TemnepaTypbl KUTIEHUS] HEKOTOPBIX PACTBOPUTENICH B YCIOBUIX

48
MHUKPOBOJIHOBOI'O 1 KOHBEKIIMOHHOT'O Harpena

T.kum. °C T.kum. °C
PactBoputens PacTtBopurens
MW) (CH) MW) (CH)

Bona 104 100 OraHon 103 79
Mertanon 84 65 JuxmopmeTtan 55 40
THF 81 66 AneToHuTpUI 107 81
Iponanon-2 100 82 Aneton 81 56
Byranon-1 132 118 JlumeTokcuaTan 106 85
Jurmnm 175 162 Orunaneratr 102 77
byranon-2 97 80 XiopOen3on 150 132
TpuxnopsTuiicH 108 87 1-XnopOyran 100 78
Xnopodopm 89 61 LlukItorekcanoH 186 155

1.7.3 Cneunduyeckuii HerepMu4ecKnii MUKpPoB0IHOBOI 3¢ dext (CHTI)

Honroe Bpems, 10 1996-1998 rr., cokpaiieHue BpeMEeHH Peakiliy B YCJIO-
BUSAX MHUKPOBOJHOBOTO OOJIyYEHHUS MBITATKCH OOBSICHUTH TOJBKO TEPMUUECCKUM
M CrerupUIecKuM TepMuueckuM 3(dekroM. ONHAKO HAKOTUIEHHBI K TOMY
BpeMeHH (paKTUUECKHN MaTepHas CBHIETEILCTBOBAI O HEBO3MOKHOCTH OOBSIC-
HUTH 3HAYMTENHHOE COKpPAICHHEe BPEMEHH PEAKIUH TOJBKO TEPMUUECKUAM (-
(bexTom.

Tak, HampuMep, KaTaIuTHUECKoe ruapupoBanue Bogopoaom (Pd/C) 1,4-
nudennnodyraauena-1,4, B cpesie dTUIANETATa TPOBOAMIOCH MPH MO IEPKAHUH

TIOCTOSIHHOI! TeMIepaTypbl, paBHoii 80°C, B Teuenun 5 MunyT™ .

46 Baghurst D.R., Mingos D.M. Superheating effects associated with microwave dielectric heating. //J.
Chem. Soc., Chem. Commun. -1992.- P. 674-677.

7 Chemat F., Esveld E. Microwave superheating of organic liquids : origin, effect and application//
Chemical Engineering & Technology.-2001.- Ne 7- P. 735-744.

* Leadbeater N. E. Fast, easy, clean chemistry by using water as a solvent and microwave heating: the
Suzuki coupling as an illustration// Chem. Commun. -2005.- P. 2881-2902.
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H, Pd/C 1.2) O

B cirygae, xorma HarpeB MPOBOIMICS KOHBEKIIMOHHBIM CITOCOOOM, BBIXOJ

coctaBua 55%, Korza TemiepaTypa HOAAEPKUBaIaCh MUKPOBOJHOBBIM O0IY-
YEeHHEM, KOHEUHBIH TPOAYKT OBUI TIOJTydeH C BEIXOZOM 99%.
bonee 3HauuTenpHas pasHMIA OblIa TONy4YeHA NMPU AIKHIMPOBAaHUU -

S(be)lpI/IHa OKTI/IJ'I6pOMI/II[OM B OTCYTCTBUC PACTBOPUTECIIA.

HsC CHj HaC CH
/ 3 / 3
NH N
*CsHirBr g \

CgH17
(13) OH (a4 OH

Peakiys npoBoAMIach B TeueHud 30 MUHYT, IIpH KOHTpoJie Temmeparypel 95°C.
BrIxon mpoaykTa B yCIOBHSIX KOHBEKIMOHHOI'O HarpeBa cocTaBui 6%, Torna
KaK B YCJIOBHSX MHKPOBOJIHOBOTO 00yueHns - Gosee 85% .

Wuorna B ycnoBusax MBA npoTekaroT peakuuu, KOTOpbIE HE UAYT MpH
oObrqHOM Harpese. Hampumep, apnnnpoBaHnEe BTOPUYHBIX aMUHOB HEAKTHBH-
poBaHHBIME apuiaTpudIaTamu’ B 1-MeTHI-2-mmprgose npn MBA Ges karaiu-

3aTopoB 3akaH4yMBaeTcs 3a 45-60 muH. IIpy KOHBEKIIMOHHOM HarpeBaHUM TeX

K€ peareHTOB MPHU TOH e TeMIiepaType He JacT aHWJIMHOB Jaxe B TeueHue 2

CYT:
R R
/ NMP /
Ar OTf + NH > Ar N
\ MB \
R' R'

(1.5) (1.6) (1.7)

49Vanier G.S. Simple and Efficient Microwave-Assisted Hydrogenation Reactions at Moderate Tem-
perature and Pressure //Synlett. — 2007. - P. 131-135.

 Thanh G.V., Pegot B., Loupy A. Solvent-Free Microwave-Assisted Preparation of Chiral Tonic Lig-
uids from (-)-N-Methylephedrine // Eur. j. org. chem.- 2004.-P. 1112-1116

1 Xu G., Wang Y .-G. Microwave-Assisted Amination from Aryl Triflates without Base and Catalyst //
Org. Lett. - 2004. - Ne6. - P.985.
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AHAJIOTUYHO KOHJCHCAImi o-apuieHauaMuHoB (1.9) ¢ eHooBbIMU 3u-
pamu 1,3-nuxeronos (1.10) 3a 10-20 MUH IPUBOAUT K 0Opa30BaHMIO 3aMeEllleH-
HbIX juasenunos (1.10)°, TIpu KOHBEKIIMOHHOM HArpEeBE Ta PeaKilus He Hpo-

TCKacT.

° F,C

H,N R2 —N R2

Fsc)L‘/\O/Y N Ji:[ — \ ji;[
1 3 3
R H,N R N R
(1.8) (1.9) Ho (110

Crnennguyecknii MUKpOBOJIHOBOM 3(QeKT 00HapyKEH IpU aKHIUPOBa-
HUM GHCAHIHAPOreKCHTOIOB . BBIXO MPOIyKTa peakiuu m30CopOHIa M OK-
tunopomuna B npucyrctBun KOH u mexdasznoro karanuzartopa (TeTpalbyTH-
JAMMOHUH Opomuia) B ycioBusix MB-o0mydeHus pocruraer 3a 5 mMuH 96 %
BMecTo 10 % mpu obbruHOM Harpese. CieayeT 3aMeTuTh, 4To Ipu 3Tom MBU
MOTJIONIATIOCH TOJIKO UCXOAHBIMH MOJIEKYJIAMH, ITOCKOJIBKY pEaKiusi POBOAH-

JlaCb B MaJIONIOJIAPHOM PACTBOPUTCIIC.

HO RO

MB

OH
(1.11) (1.12) OR

Crneunguueckuii MUKpOBOJIHOBBIA 3((deKT Habmoaaics Takxke MpH Mo-
JIy4eHUH aMU0B U3 CJIOXHBIX 3(MPOB ¥ aMUHOB B YCJIOBUSIX MexX(daszHoro ka-

54 55
TaJlu3a W U3 aMUHOB U Kap6OHOBBIX KHUCJIOTBI .

52 Reddy A.C.S., Rao P.S., Venkataratnam R.V. Fluoro organics: Facile syntheses of novel 2- or 4-
trifluoromethyl-1H-arylo-1,5-diazepines, oxazepines, thiazepines, 2 -(L,1,1-
trifluoroacetonyl)imidazoles, oxazoles and thiazoles // Tetrahedron Lett. - 1997. - Vol.53. — P.5847-
5854.

>3 Chatti S., Bortolussi M., Loupy A. Synthesis of New Diols Derived from Dianhydrohexitols Ethers
under Microwave-Assisted Phase Transfer Catalysis // Tetrahedron Lett. - 2000. - Vol.56. - P.5877-
5883.

>4 Perreux L., Loupy A., Delmotte M. Microwave effects in solvent-free esters aminolysis // Tetrahe-
dron. - 2003. - Vol.59. - P.2185-2189.

3% Perreux L., Loupy A., Volatron F. Solvent —free Preparation of Amides from Acids and Primary
amines under Microwave Irradiation // Tetrahedron. - 2002. - Vol.58. — P.2155-2162.
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SIpkuM TIpEMEPOM CYIIECTBOBAHUS CIIENU(PUUIECKOr0 MHKPOBOJIHOBOTO
a¢dexTa MOTYT CITY>KUTh PEAKIIMU, MPOBOJAUMBIC B YCIOBHIX MHKPOBOJIHOBOTO
00JTyYeHHS TIPH OXJIXKACHHH.

Tak, aBTOpEI " B CBOEiT paBOTe M3YUMIH HEKOTOPhIE OPraHUUECKHE PeaK-
IIMH B YCJIOBUSX MHKPOBOJHOBOTO OOJIyH4EHHMsS NPU OXJIKACHUHM M JOKa3alu,
YTO CYIIECTBYET «HETEPMAaIbHBIID) CTICIIUPIIECKIA MUKPOBOIHOBOH () (eKT.

Amnajornynsie HCCIICA0BaHUA PCAKIUN aJIbAOJIBHOT'O IMPUCOCAWHCHUSA B

YCJIOBUAX MB-aKTI/IBaIII/II/I IIpU OXJTAKACHUU ITPOBEJIN aBTOPLI pa6OTI)IS7Z

o % o} OH

)J\ JIMCO
+ —_—
H

MB,25-35 °C

NO, NO,
(1.13) (1.14) (1.15)

3HAYHUTETBHOTO YCKOPSHUSI XUMUYECKOH peaKiny, TOBBILICHHS BBIXO/Ia, a
Taroke OONBIICH YMCTOTHI KOHEYHOrO IPOAYKTa YAAIOCH JOOHMTHCS, MPOBOISL
OpraHWYeCKUi CHHTE3 (B YaCTHOCTH CHHTE3 IENTHIOB) B YCIOBHSIX MUKPOBOJI-
HOBOTO 00JIyueHHs IPU KOHTpoJIe TemMueparypsi oT — 78°C no + 35°C.

BrIBoz 04eBHIEH — pEIIArONIYI0 POJIb B X0JI€ IPUBEICHHBIX PEaKkIuy Ur-
paeT He TeMIlepaTypa, a paHee He W3BECTHBHIH 3((EKT, NONyIHBIINNA Ha3BaHUC
«crenn(pUUecKUi He TEPMUYECKHH MUKPOBOJIHOBOH 3 HEKT.

Crnennduyecknii He TEPMUUECKUH MUKPOBOIHOBOH 3 dekT MoKeT OBITh
KJIaCCH(OUITUPOBAH KaK APQPEKT, YCKOPSIOMUI XUMHUIECKHE MPOIECCH B MUK-
POBOJIHOBOM I10JI€, CIOCOOOM, KOTOPBIH HE MOXKET OBITh OOBSICHEH C TIOMOILBIO

TCIIJIOBOT'O (KI/IHGTI/I‘-IGCKOFO) nim cneumbnqecxoro TCIJIOBOT'O MUKPOBOJIHOBOT'O

*® Leadbeater N.E., Pillsbury S.J., Shanahan E., Williams A.V. An assessment of the technique of
simultaneous cooling in conjunction with microwave heating for organic synthesis // Tetrahedron. -
2005. - Vol.61. - P.3565-3585.

7 Mosse S., Alexakis A. Organocatalyzed asymmetric reactions via microwave activation // Org.Lett.
-2006. - Vol.8, Nel6. - P.3577-3580.
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58,59
ad¢exra. Mccnenoarenu”

CKJIOHSIFOTCSI K MHEHHIO, YTO, CIIeU()UIECKH He
TEPMHUUECKUH MUKPOBOJHOBOW 3(h(eKT SBJISETCS pe3yNbTaToM IPSIMOro B3au-
MOJICHCTBHSI 3JIEKTPOMArHUTHOTO TOJIS C ONpPEENICHHBIMH MOJIEKYJIaMH HIIH
(parMeHTaMH MOJIEKYJI B PEaKLIH XOA¢ XUMHYECCKON PeaKIny.

[pemdkcnonenmanbHbiil akTop A B ypaBHeHun Appenuyca [k = A exp
(-AG"/RT)] xapakrepmsyer BepOSTHOCTh MOJEKYISAPHOTO B3aMMOICHCTBHS.
O HeKTHBHOCTH CTOIKHOBEHHH MOXET OBbITh YBEJIMYCHA BCIACICTBHE B3aUMHOMN
OpPHEHTALMK TOJISIPHBIX MOJIEKYJ, BOBJICUCHHBIX B peakuuio. [IocKoiIbKy 3TOT
(aKTOp 3aBHCUT OT YaCTOTHl KOJICOAHHWS aTOMOB B IEPEXOJHOM COCTOSHHH,
MOYKHO IOCTYJIMPOBaTh, YTO MHUKPOBOJHOBOE MOJIE B3aHMOJICHCTBYET C Iepe-
XOJIHBIM COCTOSHHEM . YMeHbIeHHe SHeprun akTupamui (-AG") xuMimraeckux
peakiuii ecTb OCHOBHOE JIOCTOMHCTBO CIIELM(PHUYECKOTO HE TEPMUYECKOTO MHK-
poBosHoBoro shdexra’’.

PaccMaTpuBasi BKIIaJl SHTAIBINKA M SHTPONIMK B 3HaueHUe dHeprun [ uoo-
ca of -AG" (AG" = AH" - TAS"), MoxHO Tpeanonoxuts, uto 3Hauenne —TAS"
YMEHBIIWIOCH OBl B PEAKIUAX, HHIYIUPYEMBIX MHKPOBOJIHOBBIM H3ITyYCHUEM,
TaK KaK B CIy4ae IUIOJSPHON MOJIAPU3ALUM MPoLecC HOCUT Oojee ymopsimo-
YeHHBIN XapakTep, YeM B ClIydae KOHBEKIIMOHHOI'O HarpeBa.

OT0 NpeAIoNoKEeHHEe CIPAaBEIUIMBO B TEX CIIydasx, KOT/Aa MOJSPHOCTH CH-
CTEMBI BO3PACTaeT OT OCHOBHOI'O COCTOSHHS K IrepexonHomy. Yem Oonee pas-
HUILIA B ITOJIIPHOCTH MEPEXOHOI0 COCTOSIHUSL OT OCHOBHOTO, TeM OoJIblliee 3Ha-
yeHue Oyner urpath cenuduueckuii HeTepMUYECKUI MUKPOBOIHOBOM 3 deKT

Ha YCKOpPCHUEC XUMUYCCKOMN pCaku B MUKPOBOJIHOBOM IIOJIC.

58 Eycken E.V.D. Microwave-Assisted Synthesis of Heterocycles. Topics in Heterocyclic Chemistry. -
Berlin: Springer, 2006. 310 p.

59 Hoz A.D.L., Diaz-Ortiz A., Moreno A. Microwaves in organic synthesis. Thermal and non-thermal
microwave effects //Chem. Soc. Rev. -2005- P. 164-178.

59 Miklave A. Strong Acceleration of Chemical Reactions Occurring Through the Effects of Rotation-
al Excitation on Collisional Geometry /Chem. Phys. Chem. —2001. - P. 552-555.
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1.7.4 Yenosus cymecrsosanus CHTI®!

1. Peaxmust mpoTekaeT uepes U30MONIAPHOE NMEPEXOJHOE COCTOsIHUE. B aToM
ciIydae, CTPOCHHE MEePEXOJHOTO COCTOSIHHE 110 TEOMETPHYECKUM IapaMeTpam U
MTOJISIPHOCTH CXOKE CO CTPOCHHEM HCXOJHOTO BEIIeCTBAa. JTa CHUTyalus THIHY-
Ha I CHHXPOHHBIX MPOIECCOB U MEPEIUKINYECKIX PEAKINi, MPOBOJUMBIX B
HENOJISIPHBIX PACTBOPUTEIISAX MM 0e3 pacTBOpUTeNa. B 3TuX ciydasx pesynabTa-
ThI TIPOBEJICHHS CHHTE3a B YCJIOBUAX MHKPOBOJIHOBOT'O OOJYYCHHUS U KOHBEKITHU-

OHHOI'O HarpeBa HE OTHI/I‘Ia}OTCH&,“.

COOEt COOEt
) ( Toiyorn, MW mwim CH COOE

COOEt
(1.16) (1.17) (1.18)

6e3 pactBoputensi, MW nin CH

\o OH

(1.19) /\ (1.20)

2. OgeHb paHO HACTYMAOIIEE TIEPEXOTHOE COCTOSTHUE BIOJIb OCH KOOPIMHA-
THI peaknuu (MOCTyJdaT XaMMOHZAA), B KOTOPHIX HE IPOUCXOAUT yBEIHUYCHHE
MOJISIPHOCTH MEXITy OCHOBHBIM M PEAKTaHT-TIOZOOHBIM IEPEXOIHBIM COCTOSHH-
eM. DTO JIETKO HHUIIMHPYEMbIE PEaKIHH, IPOTEKaHUE KOTOPHIX B KIIACCHYECKUX
YCJIOBHSIX HE TpeOyeT KECTKUX YCIOBHH NMPOBENEHHs (IK30TEPMUUECKUE Peak-

un). MinmrocTpaisMu K 9TOMY IpUMEpY SIBIISIETCS] B3anMoAeHCcTBre (raeBoro

o1 Ketcha D.M. Microwave-Assisted Synthesis of Heterocycles. Topics in Heterocyclic Chemistry// J.
Am. Chem. Soc.- 2006.- Vol. 128, Ne 44. — P.14415-14416.

62 Raner K.D., Strauss C.R., Vyskos F., Mokbel L. A comparison of kinetics observed under micro-
wave irradiation and convectional heating // J. Org. Chem. — 1993.- Ne 58. — P. 950-953.

63 Garbacia S., Desai B., Lavastre O., Kappe C.O. Microwave-Assisted Ring-Closing Metathesis Re-

visited. On the Question of the Nonthermal Microwave Effect //J. Org. Chem.- 2003.- Vol. 68, Ne23.-
P. 9136-9139.
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aHTMAPHIA C aMHHAMU®' B CHHTE3 XaJIKOHOB B3aHMOJIEHCTBHEM apOMATHUECKHX
anbaern1oB ¢ areropenonom” . HeGombliie pasinyms MOTYT HOSBHTHCS, €CIIH
BBINOJIHATE 3Ty PEAaKLHUIO B NPUCYTCTBHM PacTBOpUTENs, u3-3a 3ddekra mepe-
TPEBaHUs XKUIKOCTH, €CIIM HE MCIOIb30BaTh IIEPEMEIIBAHUE.

3. OueHp BBICOKas TeMIleparypa, KOTOpas OJIaronpusATCTBYET IOIyYEHHIO
BEIIECTBA C XOPOIINM BBIXOZOM B TEYEHHE KOPOTKOTO IPOMEKYTKA BPEMEHH, B
YCJIOBHSIX KOHBEKIIMOHHOTO HarpeBa. UToObl 00HAPYKUTh BIMSHUE MHUKPOBOJI-
HOBOro 3(dexra, HeoOXOAUMO YMEHBUINTh TEMIepaTypy KOHBEKLIMOHHOTO
HarpeBa TakuM 00pa3oM, YTOOBI BBIXO| JKEIAaeMOro IPOAYKTAa OBUI IIOXUM,
menbie 30-40%. Ecian mpu nmpuMeHEHMHM MHKpPOBOJHOBOTO OOJydYeHHS, NPH
TIOJIIepKaHIH TEMITEPATyphl M BPEMEHH B THANa30He TEX XK€ 3HAYCHHUH, 9TO U B
KOHBEKIMOHHBIX YCIIOBHUSX, BBIXOJA MPOJYKTa 3aMETHO BO3PACTaET — MOXKHO
yTBEpXkIaTh O HAJIMYMKU MHKPOBOJHOBOTO 3¢ dexra. Eciu BIXOIBI B yCIOBHAX
MHKPOBOJITHOBOTO M KOHBEKIIMOHHOT'O HAarp€Ba COMOCTABUMbI U OTJIMYAIOTCA Ha
BEJIMYMHY OMIMOKH DKCIIEPUMEHTA, TO OCHOBHYIO POJIb B ITPOBENICHUN PEAKLIUH
urpaer temieparypa. Heo0XoquMo NOMHHTB, YTO BBICOKAsl TEMIEpaTypa, Kak

TIPABHII0, MACKUPYET CreUpIYecKiii MUKpOBOMHOBO# (et

1.7.5 YcaoBus, 6aronpusitabie s naémoaennss CHTI®

1. Peakuus mpotekaeT uyepe3 HOJSPHOE MepexoHoe cocTosHue. Ecau mo-
JIIPHOCTb CHCTEMBI H3MEHSIETCA OT OCHOBHOIO COCTOSHHSI K IIEPEXOJHOMY,
YCKOPEHHE PEaKIM MOXXET OBITh pe3yNbTaTOM YBEIWYCHHUS B3aMMOJCHCTBHS

MHKPOBOJIHOBOTO M3JTyY€HHs C BEIIECTBOM B Ipoliecce peakuuu. [Ipumepsl, ¢

64 Vidala T., Petita A., Loupy A., Gedyeb R.N. Re-examination of Microwave-Induced Synthesis of
Phthalimides//Tetrahedron.-2000.-Vol.56, Ne 30. — P. 5473-5478.

65Gall E.L., Texier-Boullet F., Hamelin J. Simple Access to, a,f Unsaturated Ketones by Acid-
Catalyzed Solvent-Free Reactions // Synthetic Communications.- 1999.- Vol. 29, Ne20. — P. 3651 —
3657.

66Chatti S., Bortolussi M., Loupy A. Synthesis of New Diols Derived from Dianhydrohexitols Ethers
under Microwave-Assisted Phase Transfer Catalysis // Tetrahedron. — 2000. - Vol. 56, Ne 32.- P. 5877-
5883.

7 Jun C.H., Chung J.H., Lee D.Y., Loupy A., Chatti S. Solvent-free chelation-assisted intermolecular
hydroacylation: effect of microwave irradiation in the synthesis of ketone from aldehyde and 1-alkene
by Rh(I) complex // Tetrahedron Letters.- 2001.- Vol. 42, Ne 29.- P. 4803-4805.

% Ingersoll A.W., Brown J.H., Kim C.K., Beauchamp W.D., Jennings G. Extensions of the Leuckart
Synthesis of Amines // J. Am. Chem. Soc. — 1936. — Vol.58, Ne 9.-P. 1808—1811.
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KOTOPBIMH HanboJiee 4acTo CTAIKUBAIOTCS, - MOHOMOJIEKYIISIPHBIE WIIN OUMOJIe-
KYJIAPHBIC pEaKIIUU MEKIY HeﬁTpaﬂbH]:IMH MOJICKYJIaMH1 (3Ha‘[eHI/le JUITOJIBHBIX
MOMEHTOB YBEJIMYMBAETCSI B IEPEXOJHOM COCTOSHHMH), U aHHOHHBIE PEaKIUH
WOHHBIX Iap, TO €CTh BOBJICUCHUs] aHHOHOB C JIOKAIM3aLKei 3apsaoB (IPUBO-
JSIIMI K AUCCOLMALIMY Ha HOHBI B IEPEXOIHOM COCTOSIHHUH).

2. MenneHHO pearupyromuie CHCTeMbl, TpeOyIoIe BEICOKOH SHEPTHH aKTH-
BallMH W, CJIE0BaTEIbHO, NPOTEKatoIKe ¢ 00pa3oBaHueM OoJiee TTO3HEro Mpo-
IYKT-TI0IOOHOTO TIEPEXOTHOTO COCTOSIHUSI Ha KOOPAMHATE PEaKIMH, YTO COorja-
cyeTcs C MOCTYJIaTOM XaMMOH/Ia.

3. IIpoBeneHne peaknyuy B HEMOJSPHBIX PACTBOPHUTENSX HWIIH, €lIe JIydlle,
0e3 pacTBOpuUTeNei (3TO 0OCOOCHHO aKTyalbHO NPU BBEACHHH KOHLCNIHH «3e-
JieHast XUMUSD»), TIPU 3TOM MHKPOBOJHOBBIE 3((EKTH MPOSBIAIOTCS B YHCTOM
BHJIC U HE MACKUPYIOTCS 3P PEKTaMU PaCTBOPUTEIS.

4. CootBeTcTByIOIIME TeMIeparypsl. [lpoBeneHune peakiuu B YCIOBHIX
MHUKPOBOJIHOBOTO OOJIy4EHUsI ITPU BBICOKOW TeMIlepaType peaklMOHHOH MacChl
MOXKET MacKMpOBaTh MHUKPOBOJIHOBOH 3(¢exT. Mcnonp3oBanue Oosiee MATKHX
YCIIOBHII MOJKET IIO3BOJUTH 3aukcHupoBaTh ompeaencHHbIe »dexts: MBU.
HeobGxoaumo y4uuThIBaTh, 4TO COANaHCHPOBAHHBIC YCJIOBHS CHHTE3a MOLYT
NPUBECTH K MEHBLINM KOJIMYECTBaM IT0OOOYHBIX IPOIYKTOB, MOTOMY YTO CTe-
MICHb Pa3JIOKEHUsI TPO/IyKTa BCEeria TeM OOJIbIIIe, UeM Mpu Ooiee BHICOKOU TeM-
neparype npoucxoaut peakipsi. OCOOCHHO OYEBUIHO BIUSHHUE CIICITUPHUCCKO-
IO MHKPOBOJIHOBOTO 3()()eKTa Ha YCKOPEHHE XMMUYECKON PEaKIMH TP IPOBe-
JICHUH CHHTE3a MPU OXJIAXKICHNH.

OnvH M3 MHOTHX XapaKTepHBIX MPUMEPOB, peakuus O-alKWINpOBaHUS,
IIpUBE/ICHa Ha cXeMe HIDKe. MUKpOBONIHOBOW 3(¢eKkT Oyner 3ameTeH I
HaOoaenus npu Temieparype 80°C 1 MackupoBarbes pu temreparype 110°C

u BLIHICéé.
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OH (CH)s
-

Br(CH,)gBr 0

o KOH, Bu,NBr
o o

(121 £ A (1.22)
S
PhH,CO

0

CH,Ph

Tabnuma 1.9 - Biusaue Temrepatrypsl peakiiud Ha BO3MOXKHOCTh HAOIFOCHUS
CHTMD

Beixon (%)
PactBopuTenn T (°C) t (MHH)
MW CH
Tomyon 110 10 95 91
Iuknorekcan 80 10 96 39

HOpaSI/ITCJ'H)HBIM MpUMEPOM, B KOTOPOM BBIINNOJTHEHBI BCE OTHU YCJIOBUA,
SIBIIIETCSI BOCCTAaHOBUTENbHOE amuHHMpoBaHue 1o Jleiikapry (Leuckart) xap6o-
HUWJIBHBIX COEJMHEHUN. DTa peakllns W3BECTHA, HO, K COXKAJICHHUIO, B KJIacCHUe-
CKMX YCIIOBHSIX €€ IPOBEAEHHE TPeOyeT OYEeHb JKECTKHX YCIOBHH: B TEUCHHE
JUTUTENBHOTO BpPEMEHH HEOOXOIMMO IOJUIEPKHBATh BBICOKYIO TEMIIEpaTypy
(240°C) u noebieHHOE AaBieHre. HecMOTpst Ha 3TO, BBIXOJBI MPOJIYKTA peaK-
LMK CKPOMHbIE U He mpesbimaiot 30%™.

[pennockIKoi yCIIeIHOCTH IPUMEHEHUST MUKPOBOJIHOBOTO OOIy4YeHHs
SIBJISIETCSI TIPEJIIIOJIOKEHUE, YTO PEaKIHsl MPOTEKaeT depe3 MOJSPHOE Iepexo-
HOE COCTOSIHME, KaK 3TO TOKa3zaHO Ha npumepe coenuueHus (1.25). Jlanusbie,
npuBeAeHHbIE B Tabumie 1.10 , Takke MOATBEPIKAAIOT BIUSHAEC MHKPOBOJHOBO-
ro s¢exra, MOTOMy, YTO IEPEXOJHOE COCTOSHHE BCTPEYACTCS OYEHb MO3JHO
10 KOOPAMHATE PEaKLUH, YTO U ONpeNessieT TPYJHOCTH e€ IPOBENCHHS B yCIIO-

BHSIX KOHBEKIIMOHHOT'O HarpeBa 67’68’69.

6()Loupy A., Monteuxa D., Petita A., Aizpuruab J.M., Dominguezb E., Palomob C. Towards the reha-
bilitation of the Leuckart reductive amination reaction using microwave technology // Tetrahedron
Letters.- 1996. — Vol. 37, Ne 45. — P. 8177-8180.
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4{ + HCONH, + HCOOH———— R,

NHCHO

R4
R2
=0
>=> R;T.:} MPOOAYKT
N N
H” | SCcHo H” | >CcHO
H H

(1.25)

Tabmmma 1.10 - 3aBHCUMOCTB BBIXO/1a IPOIYKTa PEAKLUK OT THIIA AKTHBAIIN

Ry R, T (°C) Bun akruBanuu Beixon
202 MW 98
Ph Ph
202 CH 2
193 MW 95
p-CH3OC6H4 p-CH3OC6H4
193 CH 3
210 MW 95
Ph CH,Ph
210 CH 12

OTO OTNMYUTETHHBIN MPUMEp SBHOTO MHKPOBOIHOBOTO 3(dekra 1yt pe-
aKIMH, KOTOpasi IPoTeKaeT ¢ 0Opa30BaHUEM MO3JHET0, JUIIOIPHOTO Iepexol-

HOro COCTOsIHHA.

1.7.6 OcoGeHHOCTH MPOTEKAHUSI KHHETHYECKH — M TEPMOTUHAMHUYECKH

KOHTPOJIMPYeMBbIX PeaKIHii B yCI0BHSIX MHKPOBOJIHOBOTO 00, TyueHHs

B opranmdeckolf XUMHUM YacThl Clly4dad, KOTAA U3 OJHHUX U TEX K€ pea-
TeHTOB 00pa3zyeTcs cMech MpoaykToB. OMHAaKo, B MHKPOBOJIIHOBOM CHHTE3E,
3a4acTyi0 HaOIIOJaeTcsl pe3KOE yBEIMUCHHE CEJICKTUBHOCTH MPOBOAMMBIX pe-
aKUUil BIJIOTH 10 00pa30BaHHs TOJBKO OJHOTO M3 HECKOJIBKHUX BO3MOMHBIX
MIPOAYKTOB.

XuMu4eckre peakliuyd MOXHO MOAPA3Ae/uTh Ha /1Ba TJIaBHBIX TUIA: KU-

HETHYECKH U TEPMOJWHAMHYECKH KOHTpOIUpyeMble. B KMHETHYECKH KOHTPO-

0 Hayes B.L. Microwave synthesis. Chemistry at the speed of light.- Matthews: CEM Publishing,
2003.-P. 10-11.
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JUPYEMBIX PEaKIUAX MEPEXOIHOE COCTOSHHE IO MOJSPHOCTH U CTPOCHUIO Iie-
PEXOTHOTO COCTOSIHHSI HE CHJIBHO OTJIMYAETCSl OT MCXOJHBIX peareHToB (rea-
gent-like transition state). 9To 00yCJIOBIMBACT OTHOCHUTEILHO HHU3KYIO DHEP-
THI0 aKTHUBAIMH, YTO CIIOCOOCTBYET 0OPa30BaHHUIO COCIUHEHHUI, KOTOphIE MO-
Jy4daroTcst OpicTpee Becero. Kak mpaBuito, yCIOBHUs MPOBEICHHS TAaKUX PEaKIUi
CpaBHUTEIbHO Msrkue. KHHETHUECKH KOHTPOJIMPYEMbIe PEaKiMd B YCIOBHUSX
MHUKPOBOJIHOBOTO OOJIYYCHHS MPOTEKAIOT Onaromaps TepMudeckuM 3¢ dexram.
B cinyuae 00pa3oBaHUs HECKOJBKHX MPOAYKTOB HX COOTHOIICHHE 3aBUCHT OT
SHEPrUH 06PA30BAHMS MEPEXOIHBIX COCTOSHHI .

B TepMoIuHAMHYECKH KOHTPOJIMPYEMBIX PEAKIHAX IMEPEXOJIHOE COCTOS-
HUE, HANPOTHB, YAAJICHO 10 KOOpIWHATE peakmud. [1o cBoel MOJSIPHOCTH U
MIPOCTPAHCTBEHHOMY CTPOCHUIO NIEPEXOHOE COCTOSHUE CHIIBHO OTIMYACTCS OT
HCXOIHBIX BEUIECTB W OOJbINE TOX0Xe Ha KOHEUHBIH mpoxyKT (product-like
transition state). OTH peakIUu XapaKTCPU3YIOTCS BHICOKHMM OapbhepoM aKTHBa-
UK. Pemaoliyo poib B YCKOPSHUHU MOJOOHOTO POJia peakiuil Hapsday ¢ Tep-
MUYEeCKUMH dPPEKTaMH UTPACT CIECIUPUICCKUAN, HE TEPMUICCKAN MHKPOBOJI-
HOBOH 3¢ dexT. B cnydae o6pa3oBaHus HECKOIBKUX MPOTYKTOB X COOTHOIIE-

HHE 3aBHCHT OT HEPIUU 00Pa30BaHMsA KOHEUHBIX MPOAYKTOB ' (puc.1.5).

»

Peaxnmus 2

Peaknus 1 m

Pe3oHaHCHO-CTa0IIIH3HP OBaHHBIH
HHTepMeanaT

M\»W
Ipoaykr 2

Tpoaykr 1 Ea; - Eag

-
g
Pearkuus 1 : Kunernueckuii KOHTPOJIb

Peaxnus 2: TepmoaaaaMHIecKHH KOHTPOIb

Pucynok 1.5 — I'paduk 00pazoBaHusi KHHETHYECKH U TEPMOJTUHAMUYECKH
KOHTPOJIUPYEMOT0 IPOAYKTa

" Hammond G.S. A Correlation of Reaction Rates //J. Am. Chem. Soc. — 1955. —Vol. 77, Ne 2. P.
334-338.
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[ocrynar Jlptonca, chopMyIUpOBaHHBIA KaK: «MEJICHHBIE B YCIOBHUSX
KOHBEKIIMOHHOTO HarpeBa, pPEakIMOHHbIC CHCTEMbl MMEIOT TEHJICHINIO MOKa-
3bIBaTh OOJIBIINIT MUKPOBOJIHOBOM 3((QEKT B CPABHEHHH C «OBICTPHIMIY» peak-
IUSIMA». ITO OOBSICHAETCSI TAKUMH OCOOEHHOCTSIMA MHUKPOBOJIHOBOTO M3ITyde-
HUS KaK: OBICTPBIl HarpeB, MeperpeB BbIILIE TOUYKU KHUIIEHHS, a TAKKe B3aHMO-
Je¥CTBHE MUKPOBOJHOBOTO M3IY4YEHHUS! C TONAPHBIMU CBSA3SIMH OTICIBHBIX
MOJIEKYJT (aKTHBHPOBAHHBIX KOMIUIEKCOB U IEPEXOAHBIX COCTOSHHH), CIIOCO0-
CTBYIOT Tiepeiade peakMOHHOW CHCTeMe dHEpTHu, Heo0X0IuMoi 1iist 00paso-
BaHHs TEPMOJIMHAMUUECKH KOHTPOIMPYEMOTO IPOIYKTa .

IlonyyeHue KUHETMYECKU-KOHTPOIMPYEMOIO IPOAYKTAa B YCIOBUAX
MHUKPOBOJHOBOT'O OOJIyYEHHs J0JITO€ BPEMSI HPEACTAaBIISIIO COOOH CIIOXKHYIO
3ajauy, KoTopas Oblja penieHa HHXCHEPHBIMU METOJaMH.

B paspaborans! ycranoBku (Liberty, Explorer (CEM, USA)), cmo-
COOHBIE KOHTPOJIUPOBATH TEMIIEPATypy PEaKIMOHHOW CMECH M XUMHYECKHH
COCTaB B PEIKUME PEATbHOTO BPEMEHH.

Tak, Harmpumep, OBIJIO MOAPOOHO H3YHYEHO BIMSIHUE TEMIIEpPATyphl Ha
IIPEBpAIICHNE KaPBOHA B KAPBOKPOJ B YCIOBHUAX MHKPOBOJHOBOTO OOTydEHUS.
ITpu temneparype 210°C peakuus npoTekaer ¢ 00pa3oBaHHEM KMHETHYECKH
KoHTpospyeMoro mpoaykra (1.27). IloBwllmeHne TeMmepaTypsl BCETO Ha
20°C, npuBOIMT K 00pa30BaHUIO TEPMOIMHAMHYECKH KOHTPOJIMPYEMOTO IIPO-
nykta — kapBokposna. [Ipu nposegennn peakuuu mpu 250°C nabironaercs 06-

pa3oBaHUC TCPMOJUHAMHNYICCKU CTaOMIIBHOTO nponyKTa73.

H,0,
10 min, 250
° o OH
H,0, H,0,
10 min, 210°C _10 min, 230°C
L et
-— —— e
OH
(1.26) (1.28)

(1.27)

& Lewis D.A. Microwave Processing of Materials I1I// Mater. Res. Soc.-1992. - P. 21-31.
” An J., Bagnell L., Cablewski T., Strauss C., Trainor R. Applications of High-Temperature Aqueous
Media for Synthetic Organic Reactions //J. Org. Chem. -1997.- Vol. 62, Ne§.- P. 2505-2511
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1.7.7 IlpuMepsl BJIMSAHUE BUIA AKTUBALMH HA CeJIEKTHBHOCTH PeaKUMHU

C MoMeHTa myOJIMKAI|il EPBBIX CTaTeH B 00JIACTH MUKPOBOJIHOBOM XU-
MUH, YCKOPCHHE XUMUYCCKUX PEaKIUil B IECATKH, COTHH U JaXKe B JCCATKU ThI-
csY pa3 BOCIIPHHUMACETCS Kak caMo coboil pasymeromeecs. OnHako, BBICOKHN
TEOPETHUYECKUI M MPAKTHUECKUII MHTEpEC COXpaHsAeTCs K peakmusM, MpOoTeKa-
IOIIM aHOMaJbHO. K HUM OTHOCSTCS peakIiy, KOTOPHIE B yCIOBUSAX KOHBEK-
LIMOHHOTO HarpeBa CYMTAINCh HEBO3MOXKHBIMU U PEaKIUH, B KOTOPBIX HE3HAUH-
TeNbHbIE U3MEHEHHS B YCIOBHAX MPOBEJCHUS MEHSIOT XOJ T€UEHUs Ipolecca,
YTO MPUBOJUT K HEOXHUIAHHBIM MPOAyKTaM. [IpruMepbl HEKOTOPHIX TaKHX IIPO-
L[ECCOB IIPUBE/ICHBI HIDKE.

Kak mokasanm uccinenoBaHusi, BEIXO MPOAYKTOB IEPEerpynmupoBku Opu-
ca’ (tabmuma 1.11), a TakKe HX COOTHOIICHHE 3aBUCHT OT YCIIOBHIT TPOBE/ICHHS
sKcriepumenTa. Tak, npoBeaeHue peakiuu Ha riauae mapku K-10 clay B ycnosu-
SIX MHKpPOBOJHOBOTO M KOHBEKIIMOHHOTO HarpeBa NPHUBOAUT K MPAKTUYECKU
OJIMHAKOBBIM pe3yJIbTaTaM, Kak Mo OOIIeMy BBIXOAY, TaK U MO COOTHOLICHHIO
MTOTyYCHHBIX TPOIYKTOB, YTO CBHIACTEIHCTBYET 00 MICHTUYHOCTA MEXaHU3MOB
mpeBpaieHust B 06oux ciydasx. CokpamieHne IpoI0JKUTEIBHOCTH PEaKIuy B
45 pa3 CBHIETENILCTBYET, YTO pEaKIUsl YCKOpSAETCs, OJarofaps TepMHYECKUM
a¢dexTam.

WHas kapTuHa HaOMOAAETCs TPH WCIIOJB30BAaHUH B KaueCTBE IOJUIOKKH
6e3BotHOTO XJIopHa amoMUHUs. OOIINIA BEIXOA B YCIOBHUSIX MHKPOBOJHOBOTO
OOJy4eHHsI TOYTH BJIBOE IMPEBHIMACT BBIXOJ B YCIOBHAX KOHBEKIIHOHHOTO
HarpeBa. B yCIOBHSX MHKpPOBOJHOBOTO OOJyYEHUsS BBIXOJ OpPTO-U30MEpa CO-
craBisieT 75%, TOTa Kak B YCIOBHAX TEPMHUECKOTO HarpeBa oOpa3yercs Impak-
TUYECKH PaBHAs CMECh MPOTYKTOB.

ITeperpynnupoBka @purca Ha MOPOIIKE LUHKA B YCIOBUAX MUKPOBOIHO-

BOro 06Hy’~IeHI/IH U TCPMHUYCCKOI'0 Harpe€Ba MpoOTEKACT CTPOro CTEPEOCCICKTUB-

b Klan P., Literak J., Relich S. Molecular photochemical thermometers: investigation of microwave
superheating effects by temperature dependent photochemical processes // J. Photochemistry and Pho-
tobiology A: Chemistry 143.-2001.-P. 59-57.

48



Ho. OntHaKo, Mpy 3TOM B Clly4ae MHKPOBOJIHOBOTO OOJIydeHUs! oOpasyercst uc-
KIIFOUUTENBHO OPTO-CTEPEOH30MED, a B CIydae TEPMHUECKOTO HarpeBa CTEpeo-

CEJICKTHBHO 00pa3yeTcs mapa-CTepeor3oMep.

O CH3
MW i CH CHz 4
Ha MOJUI0KKE

HsC

(1.29) (1.30) (131)

Ta6muma 1.11 - 3aBUCUMOCTB CENEKTHBHOCTH ITpOTeKaHus peakunu Ppucca ot

TUIIA aKTUBAILIUU U IIPUPOJALI MOJAJTOKKHU

Ne Marepuai noa- Bu aktu- Bpewms CoOTHOIIICHHE H30MEPOB O6uuit

JIOKKH BaLlHU peaxuu opTo napa BBIXOJL
1 L{nHKOBBII TOpO- MW 3y 100 0 75
2 HIOK CH 64 0 100 69
3 | Be3BoaHbIH XJIOPHUT MW 3 MUH 73 23 70
4 amomunus (11T) CH 5 MuH 58 42 43
5 MW 4 muH 90 10 90
6 K10 clay CH 34 90 10 80

Ocoboe BHMMaHUE WCCIICNOBATENCH NPHUTATUBAIOT PEAKLUH, MPOTEKako-
LIME B YCIOBUSIX MHUKPOBOJHOBOTO OOJMYYCHHUS MO JPYTUM MEXaHH3MaM U MpHU-
BOJSIIIMM K MHBIM MPOIYKTaM, YeM B YCIIOBUSIX KOHBEKLIHOHHOTO Harpesa. Tak,
B pa60Te75 OIMCAaHO B3aMMOJIEHCTBHE OeH3aIpIernaa C
JU(TPUMETHIICHIUTII)aMUHOM. B yCIIOBUSIX MUKPOBOJIHOBOTO 0OJIydeHus: oOpa-
3yetcsi ocHoBanue ludda IuHEeHHOro cTpoeHHs, Torna Kak B yCIOBUSIX KOH-

BCKIMOHHOT'O HarpeBa TpI/I(I)eHI/IJ'II/IMI/II[a?)OJ'I.

> Fuwa H., Sasaki M., Tachibana K. Synthetic studies on a marine polyether toxin, gambierol: stere-
oselective synthesis of the FGH ring system via B-alkyl Suzuki coupling // Tetrahedron Letters. -
2000.-Vol. 41, Ne 43.-P. 8371-8375.
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h
Ph
)\ 7 T

PhCHO N
Ph/\N N/\Ph MW; 5 Mun + CH; 64
(Me;Si),NH
(1.32) PH (1.33) Ph

IABTOpaMI/I76 YCTaHOBJICHO, YTO HaIIPaBJICHHUE AJIKWJIMPOBAHUA HUKIUYHBIX JIaK-
TaMOB 3aBHCHUT OT IPHUPOJIbI AJIKHIMPYIOIIET0 areHTa ¥ MEeTOJla aKTUBALUK pe-
akiud. [Ipy KOHTpoJIe BpeMEHN M TeMIepaTyphl PEaKHH B yCIOBHAX MHKPO-
BOJTHOBOTO 0OydeHHs C BbIXogoM Oonee 98% ob6pasyrorcs mpomykTsl N-
ankunpoBanus. [Ipy npuMeHeHNH KOHBEKIIMOHHOTO HarpeBa HalpaBJICHUE Te-

YEHUs] PeaklIi MEHSEeTCs U ¢ BbIXxogoM 98% obpasyercst cmech npoaykToB C-

AJKUIIMPOBAHUS.
R R R R
X RX AN X X X
| — | “| _ .
Tl\I (6] N (o) Il\I o Il\I (6] T (6]
H 1|1 \ H H H /
(134) N-amkun
(1.35) C-ankun (1.36 - 1.38)

Tabmwuma 1.12- 3aBHCUMOCTh PETHOCEICKTUBHOCTU AJIKHJIMPOBAHUS IAKITHYC-

CKHX JIaKTaMOB OT THIIa aKTHBAallUH

N RX Bup akTuBa- Bpewms TemmepaTypa Beixon (%)
) MU (MuH) °0) N-ankun C-ankun
1 MW >98 -
PhCH,Br 196
2 CH s - >98
3 PhCH,I MW >98 -
180
4 CH R N

IIpy onuMHAKOBOM M BPEMEHHOM PEXHME IPOBEICHUS AJIKUIMPOBAHUE
Tprazona OeH3UII OPOMHUIOM B YCIOBHSIX MHUKPOBOJHOBOTO OOJydeHHs 00pa3y-
€TCsl UCKIIIOUUTENIBHO MPOAYKT N-aJKUIMPOBaHUS, a B YCIOBUAX KOHBEKIIMOH-

HOTO HarpeBa 00pasyeTcsi HWCKIIOYHTENFHO TPOAYKT |,4-THaiKuInpoBaHMS.

6 Almena I., Diaz-Ortiz A., Diez-Barra E., Hoz A.D.L., Loupy A. Solvent-Free Benzylations of 2-
Pyridone. Regiospecific N- or C-Alkylation // Chemistry Letters.- 1996.- Vol. 25, Ne 5. —P.333.
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O)IHaKO O6HII/II>1 BbIXO/] MMPOAYKTOB B YCJIOBHAX MUKPOBOJHOBOI'O U KOHBCKIIU-

77
oHHoro Harpesa cocTaBisitoT 70% u 14% cooTBeTcTBEHHO .

PhH,C._+  Br

m kx P\N ) F\N

Ve
N
CH,Ph
2 \CHzPh
(1.39) (1.40) (1.41)

Tabmmma 1.13- 3aBHCHMOCTB CTEPEOCEIEKTUBHOCTH JIKMnpoBanus 1,2,4-

TPHUA30JIOB OT THIIA AKTUBAUU PCAKIIUN

O6mmit CeneKTUBHOCTh
Bun aktu- Bpewms Temmnepatypa
Ne RX BBIXOJL (%)

BaIUK (MuH) (°C)

(%) (1.40) (1.41)

1 MW 70 100 0
PhCH,Br 5 160
2 CH 14 0 100

B crieyromem npumMepe’, alKHIMpOBAHHs TPHA3MHOB XJIOp H GPOM atle-
TO(EHOHOM, OOIIMH BBIXOJ KOHEYHOTO IPOXYKTa B CIOBUSIX KOHBEKLIHOHHOTO
Harpesa 0oJIbliIe, YeM P MUKPOBOJIHOBOM akTHBaIMu rporecca. OHaKo, eciiu
B YCJIOBUSIX KOHBEKIIMOHHOTO HarpeBa o0pa3yercs CMeCh BCEX BO3MOKHBIX
MIPOYKTOB, TO B YCIIOBUSIX MHUKPOBOJIHOBOT'O OOJIyYEHUSI IPOTEKAET CTPOTO CTe-
PEOCETIEKTUBHO MPUBO/S K 00pa30BaHUIO MpoaykTa N-aJKuiIupoBaHus. Temre-
patypy ¥ BpeMs HarpeBa NOAJEp)KUBAIN Ha OJMHAKOBOW /11 00OMX BHIOB aK-

TUBAUU PCAKIIUU.

ArOCH,C,
. N ArOCHZC\N N Br
4_\\N ArCOCH,X 4_\\1\] . &_\\ . 4_\\1\]
" - N \N N N
(122) CH,COAr (1.44) CH,COAr

(1.43) (1.45)

77 Abenhaim D., Diez-Barra E., Hoz A.D.L., Loupy A., Sanchez-Migallon A. Selective Alkylations of
1,2,4-Triazole and Benzotriazole in the Absence of Solvent //HeterocyclesVolume. - 1994.- Vol. 38,
Ne 4. - P.793-802.

8 Péreza E.R., Loupy A., Liagreb M., Guzzi A.M.D., Cordeiroa P., Cordeiroa P.J. Clean and effi-
cient microwave-solvent-free synthesis of 1-(2',4'-dichlorophenacyl) azoles //Tetrahedron. -2003.-
Vol. 59, Ne 6.- P. 865-870.
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Tabnwma 1.14- 3aBECHMOCTB CETICKTUBHOCTH TIpOIIecca aJKuInpoBanus 1,2,4-

TPHUA30JI0OB TAJIOTCHOKETOHAMH OT THUITA aKTUBAIMN PCAKIINU U TPUPOBI rajiore-

Ha
Bun O6mwmit | CenextuBHOCTH (%)
Bpemst | Temmnepa-
Ne Ar X aKTHBa- BBIXOJT
(Mun) | Ttypa (°C) 143 | 1.44 | 145
Jiygecs (%)
1 MW 90 100 0 0
CeHs Cl 20 140
CH 98 33 29 28
2 MW 95 100 0 0
C¢H3Cl, Cl 25 140
CH 98 38 27 35
3 MW 90 100 0 0
Ce¢HsBr Br 25 170
CH 98 38 28 24

[leperpynnupoBKa, NPUBEICHHAS B CIGLYIOIMEM IPHMeEpe , TAKKE dyB-
CTBUTENBHA K CHOCO0Y mpoBeneHust peakuuu. OOl BEIXOI MPOIYKTOB peak-
LUK B YCIOBHAX MHUKPOBOJHOBOTO 00sydeHusi cocraBui 100%, npu cenekTus-
HOocTH oOpaszoBanus mpoaykra (1.47)-99%. IlpoBeneHue 3TOi ke peakiuu B
YCIIOBUSIX KOHBEKIIMOHHOTO HarpeBa MPUBOAMT K OOIIEMY BBIXOIY XKEIAEMOTO

npoxaykra 65%. IIpu 3Tom obOpasyercst cmech poaykToB (1.47) u (1.48) B cooT-
HomeHuu 85:15.

0 0 i 0 0 0]
~
_ %N% BF;*Et,0 NT N . )KN)S_\
N S N\
", N $ o o PO -, O M
oy S b \\< Ph

‘
Ph Boc ~ \[(

(1.46) (1.47) (0] (148) O

7 Cardillo D., Giuliana F., Gentilucci Q., Luca A., Gianotti P., Massimo F., Tolomelli I., Alessandra
F. Influence of Lewis Acids on the Regioselectivity of N-Boc-Aziridine-2-carboxylate Microwave-
Assisted Rearrangement //Synlett. -2000. —P. 1309-1311.
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Tabnwma 1.15- 3aBHCHMOCTB CTEPEOCETCKTHBHOCTH IEPETPYNITUPOBKH OT THUIIA

AKTUBALMN
Temmneparypa peakuud | COOTHOIICHHE H30MEPOB
Ne | Buj akruBanuu OO1Mi BBIXOJ
°0) 1.47 1.48
1 MW 55 99 1 99
2 CH 50 85 15 65

IleperpynmnupoBka 4eTBEPTUUHON aMMOHUIHON comn™ MIPOBOAMIIACH KaK
B YCJIOBHSIX MUKPOBOJIHOBOTO, TAK U KOHBEKIIMOHHOTO Harpesa. TemmepaTypa u
MPOAOJDKUTEIBHOCTh PEAKIIMK OBUTH OJMHAKOBBIMHU, a TOJYYCHHBIC BBIXOJIBI
ONMU3KAMH, OJHAKO COOTHOIICHHE NMPOIYKTOB PEaKIUU B CIydae MHUKPOBOIIHO-

BOI1 aKTHBAIH COCTABILLIO 7:3, TOTAa KaK B Cilydae TEPMUYECKOTo Harpesa 1:9.

NC \
Ph/\/ﬁ\/\ Ph — fN/ N N
P \

(1.49) (1.50) (1.51) CN

Tabmuma 1.16- 3aBHCUMOCTB CEJIEKTUBHOCTH NMPOTEKaHHS PEAKIMU OT THIIA

MMpOBCACHUSA
OO6mmit | CenektuBHOCTD (%)

No | Bupg aktuBa- | Bpems Temmnepatypa

(MuH) (°C) BRXOA 1.50 1.51

HH MHH . .
(%)
1 MW 69 70 30
2 140

2 CH 56 10 90

W3 cnemyronmx AByX NMPUMEPOB CTAHOBUTCS OYEBHIHBIM, YTO JaXKe He-
OoJipIIiE M3MEHEHHS B TEMIIEPAaTYPHOM M BPEMEHHOM PEKHME IIPOBEICHHS
CHHTE3a B YCIOBHSAX MUKPOBOJHOBOTO OOJydYeHHS, 4YpeBaThl 0Opa3oBaHHEM

HCOXNIAHHBIX MPOIYKTOB. TaK, MHKPOBOJIHOBOC OMBUICHUE 3TUJIOBOT'O a(bnpa

80 Perreux L., Loupy A. A tentative rationalization of microwave effects in organic synthesis accord-
ing to the reaction medium, and mechanistic considerations// Tetrahedron. — 2001. — Vol. 57.- P.
9199-9223.
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UHIONWIYKCYCHOU Kuciotel, mpu Temmneparype 200°C u Bpemenu 10 MunyT
MIPUBOJUT K 0OPa30BaHUIO MHIOIMIYKCYCHON KHCIOTHL. [loBbILICHHE Temmepa-

TypsI 10 225°C, a Bpemenu 10 20 MUHYT IPUBOIUT K 0OPA30BAHMIO MHIOIA"

MW; 0,2 M NaOH MW; 0,2 M NaOH
\ COOH 2W: P2 M Nabli \ COOEt MW, 0,2 M Nabr \
200°C; 10 Mun 255°C; 20 Mun
N N N
H H H
(1.52) (1.53) (1.54)

CHsATHE TO3WIBHOM 3amMTHI, TpoBoanMoe B TeueHnn 10-20 ¢ y coexnne-
Hust (1.56) dropuaom kainus HaHECEHHOTO Ha IMOJUIOKKY W3 OKHCH aJlOMHUHUS
MIPUBOJUT K 00Pa30BaHMIO COOTBETCTBYIOIIETO JWUTHUAPOM3OXWHOJIMHA. YBEIH-
YyeHue BpeMeHH 3Kcno3uuu 10 20-120 ¢ npuBOAUT K pEaKUu IeTHAPUPOBAHUS

82
u 06pa3013aHI/1}0 COOTBETCTBYIOLICT'O U30XUHOJIMHA

N < KF/ALOy; MW _KF/ALOy; MW,_
Ry Z 10-20 ¢ 20 20¢

(1.55) Ry (1.56) R, (1.57)

Heob6xoanmo 3aMeTnTh, YTO peakiyi, TyBCTBUTEIBHBIX K MAJICHIITNM H3-
MEHEHHSAM BpPEMEHHM M MOIIHOCTH O0Jy4eHHs NOCTaTOYHO MHOro. OcHOBHas
npobieMa UX M3y4YeHUs, IPEXIEe BCEro, 3aKI0YacTcs B CIOKHOCTH KOHTPOJIA
COCTaBa PEaKLUOHHOW CMECH B PEKUME PEanbHOro BpeMeHU. MIMEHHO Takoro
poJia MPOLECCHl BHOCAT MyTaHUIly B IOHUMAHUE HAIPaBICHUN MPOTEKaHUs pe-
aKIMH B YCIOBUSIX MUKPOBOJIHOBOT'O OOIydeHNSI.

OnHolt M3 Hanboyiee BaXXHBIX OOJIACTEH NMPHMEHEHHsI MUKPOBOJHOBOTO
oOyueHHs1 ABJSIETCS TMPOBENEHHE PEAKIMH, KOTOphIe JTHOO0 HE IPOTEKAlOT B
YCJIOBUSIX KOHBEKLIMOHHOTO HarpeBa, MO0 MX OCYIIECTBICHUE TpedyeT jkecT-

KUX y'CJ'IOBI/Iﬁ (BI)ICOKaSI TEMIIEpaTypa, MOBLIIIECHHOE AaBJICHUC, MNJIMTCIBHOCTDH

81 Strauss C.R., Trainor R.W. Developments in Microwave-Assisted Organic Chemistry//Australian
Journal of Chemistry.-1995. — Vol. 48, Ne 10. —P. 1665-1692.

2 Silveira C.C., Bernardia C.B., Bragaa A.L., Kaufman T.S. Desulfonylation of N-Sulfonyl Tetrahy-
droisoquinoline Derivatives by Potassium Fluoride on Alumina Under Microwave Irradiation: Selec-
tive Synthesis of 3,4-Dihydroisoquinolines and Isoquinolines //Synlett. - 2002:- P.0907-0910.
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poBeieHus npoiecca). HykneoduibpHoe 3aMenieHre B apOMaTHYECKOM KOJIBIIE
OTHOCHUTCSl K «TPYAHBIM» peakinusM. Tak, KUISTYCHUE XJIOPOEH30J1a, CoaepxkKa-
IIETO 3JCKTPOHOAKIICTITOPHEBIC 3aMECTUTEIN C MOP(OIMHOM FUTH K€ MUTICPUJIH-
HOM B NPUCYTCTBHHU KapOOHATa KaJlUs B TEYCHHU 6 YacOB B CPEJIe STAHONA MPH-
BOJUT K 00pa30BaHUIO KEITAEMOro MpoayKTa ¢ BeixogoM 60%. Mcnonb3oBanue
JUISL AKTUBALIUK MICHTHYHON PEaKIIMOHHONW CMECH MHKPOBOJIHOBOTO OOJIydeHUS
II0O3BOJIACT COKpaTI/ITI) HpO}IOJ’[)KHTCJ'[LHOCTI) peaKum/I a0 6 MHHYT C IIOBBILICHU-
eM BBIXOJa kenaemoro mnponaykra n1o 70%. IIpoBeaenue 3Toi ke peakuud Ha
ITOJUTOKKE M3 OCHOBHOHN OKHCH aTFOMUHHS TIO3BOJIIET COKPATHTH BPEMs peak-

uu 1o 75 ¢, a Bexox (tadi.1.17) yBemuauTh 110 929,51

Do OO
. __/
(1.58) H (159 (1.60)
R= CH;,-CHO, NO,; X=CH,, O

Tabmuna 1.17- Bnusiaue tuna akTuBanuu Ha 3 (HEeKTHBHOCTD HYKI€O(QHIBHOTO

3aMCIICHU B apOMaTHICCKOM KOJIBIIE

OO01uii BbI-
Akuenrop xjopoBo- | Bun aktu- Bpewms
Ne xo1 (%)
nopona BalMH peakiun
1 CH 16 1 60
K,CO3/EtOH
2 MW 6 MHH 70
OCHOBHAsI OKUCh
3 MW 75¢ 92
ATFOMUHUSI

g peaxiuii, MPOBOAUMBIX B YCJIOBHSIX MHKPOBOJIHOBOTO OOJIydeHUS,
XapaKTepHO HHUBEIMPOBaHUE pa3HUIIbI 3 pekToB 3amectutens. Hampumep, op-
TO-(OTOPHUTPOOEH30JI MPH HArpeBaHUu ¢ 4-METOKCHAHWIMHOM B TEYEHUH §
MuHyT 11pu Temreparype 90°C obpasyer xenaeMblil IPOAYKT € BBHIXOAOM 23%.
OpTo-XJTOpHUTPOOSH30)I B MICHTUYHBIX YCIOBHAX B YKa3aHHYIO PEaKIHIO HeE

BCTymaeT. B yClnoBUSX MHUKPOBONHOBOTO OOJTy4eHHS, pa3HUIA B PEaKIIMOHHON

8 Kidwai M., Sapra P., Dave B. A Facile Method for Nucleophilic Aromatic Substitution of Cyclic
Amine //Synthetic Communications.- 2000.- Vol. 30, Ne 24. — P. 4479 — 4488.
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CMOCOOHOCTH TalIOTeHCOMePKallX HUTPOOEH30JI0B cTHUpaeTcs. Beixomsl mpo-

JKTOB TIPHMEPHO PaBHbI I COCTABISIOT 93% 1 94%"** (1abm.1.18).

NH,

NO,
H
NO, N
(:[ + E— ©/ \O\
X OMe

(1.61) ome (162 (1.63)

Tabmuma 1.18- 3aBucuMocTs 3¢ heKTHBHOCTH HYKICOPHUIHHOTO 3aMELICHNS B

aApoOMaTU4YC€CKOM KOJIbLIC OT TUIIA aKTUBAllUN

Brixon (%)
Ne X Bpems | Temmnepatypa
CH
(MuH) (°C) MW
1 F 8 93 23
90
2 Cl 10 94 0

U3 kypca opraHnuecKkoil XUMHUHM M3BECTHO, YTO CKOPOCTH MPOTEKAHUS OJ1-
HOTHITHBIX PEAKLHii, HAIPUMEP CHHTE3 WJIM OMBUICHHE CJIOKHBIX 3(QUPOB, OTIH-
YaIOTCs M HANPSIMYIO 3aBHUCST OT 3JEKTPOHHOTO M POCTPAHCTBEHHOTO CTPOCHUS
pearupyromux BemecTs. [Ipyu npoBeIeHNH OPraHMYECKUX PEaKLUid B YCIOBHUIX
MHKPOBOJIHOBOTO OOJy4EeHUsI 3a4acTylO0 BpeMsl 3aBEpIICHUS PeakLUUH He 3aBH-
CHT OT DJIEKTPOHHOT'O U MPOCTPAHCTBEHHOI'O CTPOCHHS PEarupyIONINX BEIIECTB.
10T 3G DEKT MOTYUHI HA3BAHNE HUBEIHPOBAHHS PDEKTa 3aMecTUTENS .

HuBenunpoBaHue 3aBHCUMOCTH CKOPOCTH PEAKLUH OT HMPUPOJIBI 3aMECTH-
Tesist HaOMoJaeTcs Py OMBIJICHUH 3(UPOB apOMaTHYECKUX KHCIOT. OMBUICHHE
MPOBOJMJIOCH NIPU OJMHAKOBOM BPEMEHH M TEMIIEpaType peaklHu Kak B yCIO-
BUSX MHKPOBOJIHOBOTO, TaK M KOHBEKIMOHHOTO Harpesa. l3MeHeHHE BBIXOIa
NPOJYKTA B YCIIOBUSX MHKPOBOJIHOBOTO HarpeBa HaXOAUTCS B TPaHHIAX OIIKO-
KM 9KcrepuMeHTa u cocraBisieT 90-98%. B mpoTHBONONIOKHOCTB, B YCIOBHAX

KOHBCKIMOHHOT'O Harp€Ba BbIXO/[] KE€JIACMOr'0o IMpOJaAYKTa CHUKACTCA IMPHU YBECIIU-

84 Lloung M., Loupy A., Marque S., Petit A. Etherificaiton of Heterocyclic Compounds by Nucleo-
philic Aromatic Substitutions under Green Chemistry Conditions //Heterocycles. — 2004. -Vol 63, Ne
2.-P.297-308.

8 Gronnow M. J., White R. J., Clark J. H., Macquarrie D. J. Energy efficiency in chemical reactions:
a comparative study of different reactiontechniques// Org. Process Res. -2005.-Vol.9. -P.516-518.
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YeHUU o0beMa 3aMmecTureNs. He3sHauuTenbHOS YBEIMYEHHUE BBIXONA MPOJYKTa
OMBUICHHUS 3(DUPOB OCH30MHON KHCIOTHI B YCJIOBHUIX MHKPOBOJHOBOTO 00JIyde-
HUS B CPAaBHCHUU C KOHBCKIIMOHHBIM HArpeBOM CBHJICTCIBCTBYET O TOM, YTO
PEIIAIONIYIO POJIb B pPEeaKIU UrpaeT TepMudeckuil dpdext. OgHako, B ciaydae
ombuteHUS  2,4,6-TpUMETHIIOCH30HOI KHCIIOTBI, BBIXOA B YCIoBUSX MB-
00y4eHuns: OoJiee 4eM B JIBa pa3a MPEBBIIIAET BBIXOJ] B YCIOBUSIX KOHBEKIIMOH-

HOTO Harpesa™.

O
RCOOR, —200°C S MIH_ - cooH
MW, CH

Tabnwma 1.19- DpdekTuBHOCTH peakIui OMBUICHHUS OT IIPUPOIBI 3aMECTUTENEH

1 TUIIa aKTUBAlIUU PEAKIUN

Beixon (%)
Ne R R]
MW CH
1 |Ph Me 92 73
2 n-Oct 98 86
3 | 2,4,6-tpumeTnndenHun Me 90 48
4 n-Oct 97 39

DTOT mpuMep elle pa3 WUIFCTPHUPYET, YTO HEOOJbINNE HM3MCHEHHS B
CTPOCHUHN pCArupyrOMnX BEUICCTB MOTYT IMPUHIUIIUAIIBHO U3MEHUTHh MCXaHU3M
MPOTCKAHUS XUMUIECKOW PEaKIIUU.

OCHOBHBIM MPU3HAKOM OTCYTCTBHS MHKPOBOJHOBBIX d(PPEKTOB SBISACTCS
PABEHCTBO BBIXOJIOB KOHEYHOTO MPOAYKTA B YCIOBHUSIX MUKPOBOJIHOBOTO U KOH-
BEKI[HOHHOTO HArpeBa MpH YCJIOBHHU, YTO PEAKIUH MPOBOMUIKNCH B OJJHHAKOBOM
TEMIIEPaTYpHOM U BpeMEHHOM pexkume. OOBIMHO MHUKPOBOJIHOBAs aKTHBAIIUS
Oecrojie3Ha NPy MPOBEACHUM PEaKIIMid, MPOTEKAIOIINX Yepe3 HEMOISPHBIC HIIH
MAJIOTIOJISIPHBIC TIEPEXOTHBIC COCTOSHHSA. K TaKMM OTHOCHTCS aJKWIMPOBAHHE

JAUITHUIIOBOT'O a(bnpa MaJIOHOBOU KHCJIOTHI B IMPUCYTCTBUU TpeT6yTI/IJIaTa KaJiua

86 Glasnov T. N., Stadlbauer W., Kappe, C. O. Microwave-assisted multistep synthesis of functional-
ized 4-arylquinolin-2(1H)-ones using palladium-catalyzed cross-coupling chemistry// J. Org.Chem.-
2005.- Vol. 70. —P. 3864-3870.
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u Aliquat-336. Ipu Temneparype 130°C B TeueHue 2 MUHYT 0Gpa3yrOTCS MPaK-

87
TUYECKH PABHBIC KOJIMYECTBA JKeIaeMoro mpoaykra” (tadsm. 1.20).

KOtBu, Aliquat-336
MW, CH

CH,(COOEt), + RBr > RCH(COOELY), + HBr

Tabnwma 1.20 — Ipumep HU3KOH 2PPEKTHBHOCTH MCITIONB30BAHUS MUKPOBOIHO-

BOT'0 OOJTy9IEHUS B PEAKIINN aJKWIMPOBAHMS TU3THIMAIOHOBOTO 3(hupa

B T Brixon (%)
emsi | Temmeparypa
Ne R P Panyp CH
(MuH) (°C) MW 6
1 CioHy 69 60
2 130
2 | CysHyy 65 62

PaBeHCTBO BBIXOJOB KOHEYHOrO MPOAYKTa B YCIOBHUSIX MHUKPOBOJIHOBOIO
1 KOHBEKIIMOHHOTO HarpeBa IpH COOJIONCHUH pPaBEHCTBA TEMIIEPATYPHOTO U
BPEMEHHOTO MPO(UII peakiiy, MpUBeIeH Ha IMpUMepe aIKIIHPOBAHUS 3aMe-

IEHHBIX OCH30MHBIX KUCIOT OKTI/IJI6p0MI/II[OM88 (Tabm. 1.21).

C8H17Br, K2C03’ BU4NBI'R

R COOH COOCgH17

(1.64) (1.65)

Tabnwma 1.21 — Ipumep HU3KOH 3PPEKTUBHOCTH MCIIONB30BAHUS MUKPOBOITHO-

BOT'0 OOJIyYCHHUS B PEAKIIUK MEK(PA3HOTO aATKUINPOBAHUS OCH30HHBIX KUCIOT

o R Bpews (wnr) Temmneparypa (°C) Bsixon (%)
MW CH
1 H 2,5 145 98 97
2 OCH; 2 145 99 95
3 CN 2 202 95 98

87 Hernandes L., Casanova E., Loupy A., Petit A. The alkylation some malonate-anione under micro-
wave irradiation //Czech. J. Phys. -2003.- Ne 53. —P. 751-754.

¥ Loupy A., Pigeon P., Ramdani M. Synthesis of long chain aromatic esters in a solvent-free proce-
dure under microwaves //Tetrahedron.- 1996. —Vol. 52, Ne 19. —P. 6705-6712.
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Ha ocHoBe npeapiayIiero npuMepa, MoOXHO ObUIO ObI IPEIIONIOKHUTE, YTO
AIKWIMPOBAHUE OKTWJI OpOMHUIOM CHMMETPUYHOW Tepe(TaleBOil KUCIOTHI B
YCIIOBUSIX MHKPOBOJHOBOT'O M KOHBEKI[IOHHOT'O HarpeBa JOJDKHO MPUBOJHUTH K
OJIMHAKOBBIM pe3yibraTam. OnHako, npu temmeparype 175°C u BpeMeHH peak-
Iuu 5 MHUHYT, B yciaoBusax MBO jxemaeMblil IpOAyKT 00pa3yeTcs C BBIXOIOM
85%. B yCIOBHAX KOHBEKIIMOHHOTO HATPEBA, BBIXOJ COCTABIsET Bcero 20%

(tabn. 1.20).

CanBr/ K2C03
HOOC COOH ——————— (C4H,,00C COOCsH;,

(1.66) (1.67)

Tabnwma 1.22 — 3aBUCIMOCTP BBIXOJIa THOKTHIIOBBIX 3(hHUPOB TepedTanaeBoit

KHUCJIOTBI OT THUIIA aKTUBAIUN PEAKIITNU

Temmnepatypa
Ne | Bun aktuBanuu | Bpems (MuH) C) Beixon (%)
1 MW 85
6 175
2 CH 20

[Iporecec B3anmMOAEHCTBHS STHIIOBOTO dupa OeH30WHOW U (HEeHMITyKCyC-
HOHW KHCJIOT C H-OKTHJIAMHHOM TaKXe MOJYEPKUBACT 3aBUCUMOCTh yCIIOBHH 00-
pa3oBaHMsl KOHEYHOI'O MPOJYKTa OT CTPOEHHS HCXOIHBIX BemlecTB. B orcyT-
CTBHE OCHOBAaHUS, HU NPHU KOHBEKI[MOHHOM, HU IPH MHUKPOBOJIHOBOM Harpese,
HE IMPOHMCXOAUT aMHIMPOBAHUSI OCH30HHOW KUCIOTHI. DTHIIOBHINA 3dup denu-
JYKCYCHOHM KHCJIOTHI 00pa3yeT B ycioBusix MBO KOHEUHBIH HPOIYKT C BBIXO-
noM 63%. M3 tabmumpr 1.23 crnemyer, 9yTo Ha 0Opa3oBaHHE OKTHIAMHIA OCH-
301{HOH KHCIIOTHI PEIIAloNIyl0 pojb UTPaeT NMpHupoaa ocHoBaHus. OOpa3oBaHne
OKTHIaMHa (PEHMITYKCYCHOW KHCIIOTBI HE 3aBUCHUT OT HAIWYMSA U NPHUPOABI OC-
HOBaHMS, BBIXO]] MPOJAYKTa, B YCIOBHAX MHUKPOBOJHOBOTO OOJy4EHHs OJMHA-
KOB.

Hecmotps Ha TO, 4TO B HpUCYTCTBUM TpeTOyTmiara kamust Aliquat-336
BBIXOJI NIPOJIYKTa PEaKLMK yBEJIMYMBAETCs B 1IecTh pa3. OOpa3oBaHue OKTHIA-

MH1a Q)CHHHyKCYCHOI\/'I KHUCJIOTBI HE 3aBUCHUT OT HAJIMYUA U IIPUPOJABI OCHOBAHUA,
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BbIXOJ MPOAYKTA, B YCJIOBUAX MUKPOBOJHOBOT'O OGJ’Iy‘IeHI/Iﬂ OI[I/IHaKOB89,90

(tabmn. 1.23).

RCOOEt + CH;(CH,),NH, —150°C. 10 mun RCOONH(CH,),CH; +EtOH
MW, CH

Tabnwma 1.23 — 3aBUCHIMOCTP BBIX0/a IPOAYKTOB aMUHHPOBAHUS OT CTPOCHHS

pearupyromux BEIECTB U THIA aKTUBALUH PEAKINN

Beixon (%)
No R OcHoBaHHe
MW CH
1 - 0 0
2 KOtBu 80 22
Ph
KOtBu+
3 87 70
Aliquat 336
4 - 63 6
PhCH, KOtBu+
5 63 36
Aliquat 336

Takum 00pa3oM, MOXHO YTBEPIKAATb, YTO HEOOINBINNE U3MCHEHHS B
CTPOCHHH PEarupyroluX BEUIECTB MOTYT U3MEHUTh HANPaBJICHUE TEUCHHUS pe-
aKIMM, YTO JeJlaeT CTPOEHHE INPOAYKTa, 0Opa3yroLIerocsi B YCIOBHUSIX MHKPO-

BOJIHOBOTO OOJIydeHHsI HE BCET/1a IOCTOBEPHO TIPEICKa3yeMbIM.
1.8 TexHuka npoBeeHUs1 IKCIIEPUMEHTA
1.8.1 MuKpOBO/JIHOBOIi CHHTE3 HA HA TBEPABIX HOCUTEJISIX

B KOM6HHaTOpHOI71 XUMHHU U B XUMHUU IICIITUIO0OB OAHUM U3 HanboJee pac-
MMPOCTPAHCHHBIX METOJOB SABJIICTCSA MCETOJA CHUHTE3a Ha TBEPABIX HOCHUTCIIAX B

1,92 4,9
YCIOBHSIX MHKPOBOJHOBOTO o6mydermst >+ Onuu u3 pearentoB copOu-

0 Perreuxa L., Loupy A., Delmotte M. Microwave effects in solvent-free esters aminolysis
//Tetrahedron.-2003.- Vol. 59, Ne 12.- P. 2185-2189.

% Varma R.S., Naicker K.P. Solvent-free synthesis of amides from non-enolizable esters and amines
using microwave irradiation //Tetrahedron Letters.-1999.- Vol. 40, Ne 34. — P. 6177-6180.

ol Tat. 0025567 USA. Microwave-assisted peptide synthesis/ Collins J.M., Joseph J., Lambert J.J.,
John M., Collins M.J.; ony6u1. 02.02.2006. — 8c.
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pyeTcs Wiv MPUBUBAETCS K MOBEPXHOCTH HOCUTEJNS, MOCJIE YEro HOCHUTENb C
MEPBBIM PEareHTOM 00pabaThIBACTCSI BTOPHIM pearcHTOM. Takke U3BECTHO, YTO
METOJI MCIIOJIb30BaHUsI TBEPbIX HOocUTeNel B ycioBusix MBA mupoko npume-
HSIOT B CHHTE3¢ OEJIKOB.

B pa60Te96 aBTOpPaMH YCTAHOBIICHO, YTO PEAKIMU HAa HOCHUTEIISIX 3aBep-
IIafOTCS B T€UEHHE HECKOJIBKIUX MHHYT C BHICOKAM BBIXOIIOM, XOTS B YCIOBHAX
KOHBEKI[HOHHOTO HarpeBa B JKUAKOHN (ha3e peakinu MpOXOIIT 3a Yachl, a HA HO-
CUTEJIC JJIs 3aBEPILCHHS PEaKIK TPeOyeTCsT HECKOIBKUX CYTOK. ABTOPHI pabo-
B! OTMETHIIH 0oxpmyto 3pPEeKTUBHOCTE MPUMEHEHHS B KAUeCTBE HOCHUTEIEH,
siBistroruxcst npueMHukamu MBU, kucinbie rivabsl MOHTMOpWIOHUT K10 mnu
KSF, okcuap!l amroMiHAS M KPEMHHS, TICOTUTHL.

Hanpumep, uccnenosarenu B pa60Te98 YCTaHOBWJIH, YTO PEAKINIO0 OKHUC-
JICHHSI CIIUPTOB JI0 aJIbJICTUI0B MOXKHO MPOBOAUTH B YCIIOBHsIX MB-00myueHus,
MIPUMEHSS TIOJIJIONKKY TIUHBI MOHTMOPHWILTOHUT K10, MponuTaHHOTO HUTPATOM

sxenesa (I11):

R
Monrtmopusnnonutr K10
OH > O
MB, 1 mun

(1.68) (1.69)

92 Tar. 0012264 USA. Microwave-assisted peptide synthesis/ Collins J. K., Lambert J.J., Collins M.J;
omy6:1. 08.01.2009. — 8c.

9 Wan Y. Desing, synthesis and biological evaluation of the first selective nonpeptide AT2 receptor
antagonist / J.Med.Chem. - 2004. - Vol.47. - P.5995-6008.

4 Erdélyi M., Gogoll A. Rapid Microwave-Assisted Solid-Phase Peptide Synthesis // Synthesis. -
2002. - Vol.11. - P.1592-1596.

9 Murray J.K. Efficient synthesis of a B-peptide combinatorial library with microwave irradiation //
J.Am. Chem. Soc. - 2005. - Vol.127. - P.13271-13280.

% Bogdal D., Lukasiewicz M. Microwave-Assisted Oxidation of Alcohols Using Aqueous Hydrogen
Peroxide // Synlett. - 2000. - Nel. - P.143-145.

o7 Hashemi M.M., Rahimi A., Karimi-Jaberi Z., Ahmadibeni Y. A Mild and Efficient Oxidation of
Benzylic Alkohols Without Solvent Using lodic Acid Supported on Wet Montmorillonite K10 or Sili-
ca Gel Under Microwave Irradiation//Acta Chim. Slov. — 2005. - Ne52. - P.86-87.

%8 Kumar S., Sharma P., Kapoor K., Hundal M.S. An efficient, catalyst- and solvent-free, four-

component, and one-pot synthesis of polyhydroquinolines on grinding // Tetrahedron. - 2008. - Vol.64
- P.536-542.

61



B paGore” mpoBenena peakuus MUKIONpHCOSINHEHHs JIHIbca-Ambaepa
MyTEeM B3aUMOJICHCTBUS MOJICKYJIbl anTpateHa (1.44) u nustundymaparta (1.45)

Ha IOJUIOXKKE rpaduTa Mo CIenyIomeH cxeme:

EtO

N
C=—0
rpapur
+ _
MB, 1 mun
0=—cC
AN

OEt Brixon 92 %

(1.70) (1.71) (1.72)

100 101
Taxxe aBTOPLI B pa60Te , OTMETHUJIM HCKOTOPLIC NPEUMYIIIECTBA ME-

TOJa TBEPAO(A3HOTO CHHTE3a, 3aKJIIOYAIONINECs] B OTCYTCTBUH HEOOXOANMOCTH
NepeMEeIMBaHNs U MPUMEHEHUS JICTyYHX OpPTraHW4ecKHX pacTBopurenei. B To
e BpeMsI HEBO3MO)KHOCTh KOHTPOJISI TEMIIEpAaTyphl U HEOObIIasi IOBEPXHOCTh
COIIPUKOCHOBEHHSI OPTaHUYECKHX PEAreHTOB C TBEPABIM HOCHUTEIEM OTPaHUYH-

BaeT €ro BO3MOXKHOCTH.
1.8.2 CunrTe3 B ycJI0BHAX aTMOC(EPHOT0 JaBJIeHUS

IIpu npoBegeHMH 3KCIIEPUMEHTA B OTKPBITOM MHUKPOBOJIHOBOW CHUCTEME
HCTOJIB3YIOT TPAJAUIIMOHHBIE KOJIOBI DpJeHMeliepa Wit MPOOHPKH M3 TTHPEKCO-
Boro crexia. K J0CcTOMHCTBaM Takoil CUCTEMBI MOYKHO OTHECTH MaKCHMAallbHOE
MIPUOIIMKEHUE K YCIIOBUSIM TEPMHUUECKOTO SKCIIEPUMEHTA, T03TOMY MOXKHO CHH-
TaTh JOCTATOYHO KOPPEKTHHIM CPaBHEHHE PE3yJIbTaTOB JIBYX CIIOCOOOB Harpesa.
Henocratkamu Metona SBISIOTCS: OOJbIIAS TPYAOEMKOCTh TIOATOTOBKH CHUCTE-
MBI, HEOOXOMMOCTh NCKITIOYEHUS YTEUKH M3JIydCHHUS] BO BHEIIHIOIO CPemdy, 3a-

TPYZHEHHBIH KOHTPOJIb TEMIIEPATYpPhl B XOJI€ Tpoliecca, HOTSHIMAIbHAs MOXKa-

% Laporterie A., Marquie J. Microwave in organic synthesis- Weinheim: Wiley-VCH, 2002. - P. 219-

252.

100 Varma R.S., Dahiya R. Sodium borohydride on wet clay: Solvent-free reductive amination of car-

bonyl compounds using microwaves 1l

Tetrahedron Lett. - 1998. - Vol.54. - P.6293-6298.

101 s . . .
0 Alcbzar J. Reproducibility across microwave instruments: preparation of a set of 24 compounds on

a multiwell plate under temperature-controlled conditions// J. Comb. Chem. — 2005.- Vol. 7. —P. 353—
355.
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POOIIaCHOCTh, CBSI3aHHAsl C MPUMEHEHUEM JIETYYMX OPraHW4YeCKHX PacTBOPUTE-
102
nen .
103,104 “ v
A.Bose JUISl YCIIOBUI OTKPBITOM CHCTEMBI MPEJUIOKEH METOJI, Ha3bl-
BaeMBIli B 3apyOexxHoit nmuteparype «MORE» (Microwave-induced Organic

Reaction Enhancement)'”

. IlockosibKy BEpXHHUI TeMIIEpaTypHbII Mpeaesl peak-
LIMOHHON CMECH B OTKPBITOM CHCTEME OIpaHUYEH, KaK [IPaBUIIO, TEMIEPATYPOH
KHUIICHUA PaCTBOPUTECIIA, TO JJIA COKpAICHUSA NPOAOJIKUTECIBHOCTH PCAKIIUNU B
YCJIOBHSIX MHKPOBOJIHOBOTO HarpeBa BBHIOMPAIOT BBICOKOKHILIIIUE IOJISIPHBIC
pactBopurenu (AM®DA, AMCO, 3THIeHTINKOIb, JUTIINM, N-MeTHIMOP(OINH),
SIBJISIFOIIMECS] aKTHBHBIMU NIPUEMHHKaMH MHUKPOBOJIHOBOW SHEPTUH, TEM CAMBIM
HCKYCCTBEHHO IIOBBIIIAasl TEMIIEpaTypy KHIIEHHS pPEaKIMOHHOW cmecH. llpm
3TOM, B LIEJISIX O€30IACHOCTH, TEMIEPATYPy PEAKIMH HEOOXOANMO MOJJIEPKH-
BaTb HCCKOJILKO HMKE TOYKH KUIICHUSA PACTBOPUTEIIA.

Astopsi' % oTMeuaroT orpaHHUeHHOE IPUMEHEHHE JAHHOTO METOJa Ha
IIpUMepe peakuuu apuinupoBaHus. Ero HemocTaTKoM SBISIETCS CIOKHOCTDH BbI-
JIeTICHUs] TIPOAYKTOB PEaKknWuy M3 BBHICOKOKHMILIIIMX pacTBopHreneil. Hampuwmep,
ipu ucronb3oBanud JIM®PA u IMCO yCcKOPSIOTCS peakiiy apiIMpOBaHUs IO

aToMy KHCIIOPOJia, HO B PEaKlMy apuIMpOBaHUs 110 aToMy a3ora 3ddekr ycko-

peHus He HaOIogaeTcs.

102 Hayes B.L. Recent advances in microwave-assisted synthesis / Aldrichim.Acta. - 2004. - Vol.37. -

P.66-77.

103 Bose A.K., Manhas M.S., Ganguly S.N., Sharma A.H., Banik B.K. More Chemistry for Less Pol-

lution: Applications for Process Development // Synthesis. - 2002. - P.1578-1591.

104 Dzierba C.D., Combs A.P. Microwave-Assisted Chemistry as a Tool for Drug Discovery // Annual
Reports in Medicinal Chemistry. - 2002. - Vol.37. -P.247-256.

105 Enbuos A.B., Mapteinos B.I1., CokonoBa H.B., Imurpuesa H.M., BpbikoB A.C. MUKpOBOJIHOBas
aKTHBALUs TeTEPOIMKIN3aMA ¢ yyacTHeM kapOoHoBbIx kucior // JKOX. - 1995. - T.65, Bem.3. -
C.511-513.

106 I'puropses A.Jl., imutrpuesa H.M., Ensnios A.B., MBanos A.C., ITanapuna A.E., Cokonosa H.b.
MUuKpOBOIHOBAsL aKTHBALMS CHHTe3a IUHUTpoGdeHmtaMuuoB // XKOX. - 1997. - T.67, Ne6. - C.1042-
1043.
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MB-00:1yueHI€e MOBBIIIACT BBIXOIBI IIPOTYKTOB PEAKIIUH IIMKITU3AIIH CH-
107
1,4-muonoB 10 84-96 % B TeyeHue 1-5 MUH pu aTMOC(HEPHOM TABICHUHU

R

(0} R HCOOH, 5% Pd/C
konu.H,SO, / \
/ Ar _—
Ar MB, 1-5 mun Ar (o) AT
aTM. 1aBJICHHUEC
o Bhixox 84-96%
(1.73) (1.74)

1
B pabore'”® aBropamm mnokasana >(dexTHBHOCTE mnpruMeHeHus MB-

o0yueHus mpu aTMoc(epHOM JIaBICHUH OCH3UMHIA30JI0B:

Ar

NH, .
EtOH, pTsOH
* OHC—Ar — > \>_Ar
MB, 90 °C, 6 mun N
NH, aTM.JIaBlICHHC H Breixoas 70-72 %

(1.75) (1.76) (1.77)
1.8.3 CuHTe3 B YCJI0BUSIX MOBBIIIEHHOTO JABJIEHHA

[IpoBeneHne MUKPOBOIHOBOTO CHHTE3a B 3aKPBITON CHCTEME, T.€. B yCIIO-
BHAX IOBBIIIEHHOI'O JIaBJICHUS, [TO3BOJISET NOJIYYUTh Hanbosee BIeUaTIsIone
pe3ynbTaTHl — yeKopeHue peakumii 10 1240 pas'®.

JU1g co3naHys MOBBIIIEHHOTO AABJICHUS PEaKUK IPOBOIAT B 3alassHHBIX
aMITyJlaX, TOJICTOCTEHHBIX CTEKIISTHHBIX (ITMPEKCOBBIX, OOPOCHIMKATHBIX) TPYO-
Kax WM CHENNalbHO CKOHCTPYHPOBAHHBIX IJISI MUKPOBOJHOBBIX IKCIIEPUMEH-

TOB COCyJlaxX C 3aBUMHYNBAIOIIUMUCA KpBIH_IKaMI/I“O.

107 Rao H.S.P., Jothilingam S. Various di- and triarylfurans were prepared in high yields from but-2-
ene-1,4-diones and but-2-yne-1,4-diones using formic acid in the presence of a catalytic amount of
palladium on carbon in poly(ethylene glycol)-200 as solvent under microwave irradiation //
J.Org.Chem. - 2003. - Vol.68. — P.5392-5394.

108 Dymock B., Barril X., Beswick M., Collier A., Davies N., Drysdale M. Adenine derived inhibitors
of the molecular chaperone HSP90-SAR explained through multiple crystal structure //
Bioorg.Med.Chem.Lett. —2004. — Vol.19. — P.325-328.

109 Saxena R. K., Isar J., Saran S., Kaushik R., Davidson W.S. Efficient microwave-assisted hydroly-
sis of triolein and synthesis of bioester, bio-surfactant and glycerides using Aspergillus carneus lipase

// Curr.Sci.-2005. - Vol.89, Ne6. - P.1000-1003.

1o Mingos D.M., Whittaker A.G. The application of microwave heating to chemical syntheses// Jour-

nal of Microwave Power and Electromagnetic Energy.-1994. - Vol.29. - P.195-219.
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ABTOpBI B paboTax ' OTMEUaoT KaK HEJOCTATOK METOJa — YacThie CIIy-
Yyayu B3pHIBOB 3aIassHHBIX CTEKJISHHBIX COCYIOB B CIIyyae IpPEBBIIICHUS JaBie-
HUS BbIIIE HOpMBI. VX MHOrAa momemaroT B TEIUIOM3O0IMPYIOLIMH MOIUMeEp,
HalpuMep, BEPMHKYJIHUT, KOTOPBIH IOTJIOTHUT COACPKHMOE COCyJa B Cilydae
B3pBIBA.

Hwxe npencraBieHsl HEKOTOPBIE IPUMEPHI IPOBEACHNS PEAKINIA B yCII0-

111 112 113
BHSIX MOBBILIEHHOTO JaBJ€HUs ¢ IpuMeHeHneM MB-aktuBanuu™ ," °, °:
lih
N sren (10 6ap) Cl
1,2- nuxnopﬁeﬂ}on o
N
MW, 220 C 10 Mmun /
Ph/N
Cl
Brixon 85 %
(1.78) (1.79)
Me
Br 1 H———Me Br %
JAM®, (2,5 6ap)
MB, 110 °C, 20 mun
Br 1 Br %

(1.80) (1.81) Me
Brixon 60 %

1.8.4 Cunre3 ¢ npuMeHeHHEeM MUKPOBOJIHOBOT0 AKTUBATOPAa

IIpu npoBeneHNH OpraHUYECKUX peakiuil ¢ nHepTHeIMU B MBU pearen-
TaMU NPUMEHSAIOT aKTUBATOpP. AKTHBATOp CIYXHUT HMPUEMHHMKOM H3IyYeHHs U
TepeIaTIMKOM TeIUIa PeakIMonHo# cMecH. Tak, aBTopamu B pabotax' ' B pe-

AKOUAX Pa3JIOKCHUA conen Kap6OHOBBIX KHUCJIOT, KOTOPBIC HE3HAYUTEIIBHO

! Kaval N., Dehaen W., Kappe C.O., Eycken E.V.D. The effect of pressure on microwave-enhanced
Diels-Alder reactions. A case study // Org.Biomol.Chem. - 2004. - Vol.2. - P.154-156.

12 Miljani O.S., Vollhardt K.P.C., Whitener G.D. An Alkyne Metathesis-Based Route to ortho-
Dehydrobenzannulenes// Synlett. - 2003. - P.29-34.

3 Andappan M.M.S., Nilsson P., Larhed M. Arylboronic acids as versatile coupling partners in fast
microwave promoted oxidative Heck chemistry // Molecular Diversity. - 2003. - Vol.7. - P.97-106.

4
Paxmankynos /1.JI., 3opun B.B., llaxoBa ®.A., Macnennukos C.U., [llaBurykosa C.1O. IIpume-
HEHHE MUKPOBOJIHOBOT'O M3JIy4YCHHS Ul HHTCHCU(HKALUE XUMHUYECKUX TPOIeccoB // Te3uchl IOKII.
XVI MeHzieneeBcKoro cheszia 1o oduieil u npukiaaHoit xumun. — Mocksa, 1997. — 146 c.
5
Paxmankynos J[.JI., laBmrykosa C.I1O., Jlateimosa @.H., 3opun B.B. IlpiMeHeHre MUKPOBOIHO-

BOTO Harpepa Jyisi MHTCHCU(HKAIMK OpraHMYecKux peakiui // bam. xum. x. — 2003.— T. 10, Ne 2.—
C.5-13.
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HArPEBAIOTCA MTOCPEICTBOM MHKPOBOIHOBOrO Bosaeiictaus (10 10-30 °C), ¢ me-
JIBIO TIOJIyYeHUs] KETOHOB B KauecTBE aKTHMBAaTOPOB ObUIM HCIOJib30BaHbl NiO,
CuO, Fe;04 u yrons. 13 HUX Haulydllle pe3yabTaThl MOKA3aJId Yrojb, OKCH]
xKeJesa, KapOoua KpeMHUsI ITPH UCTIONB30BAaHUN KOTOPHIX B KOHIEHTpamu 5-7 %
Mac. TpoIiecc men Haubosiee OBICTPO M CENEeKTUBHO. Tak, MpH pas3ioXeHuu Oy-
THUpaTa MarHusg BBIXOZ COOTBETCTBYIOIIEro AnOyTmikeroHa coctasui 70,9 %

(yromp) u 71,2 %(Fe;04):

(C4H,C00),Mg — (C,H,),CO + MgCO,

(1.82) (1.83) (1.84)

B menom, mpu HCHOJNIB30BAHUM MUKPOBOJIHOBOTO HarpeBa B Hpolecce
pasiiokKeHus] cMecel KapOOKCHIIATOB (aleTaThbl, OyTHpaThl, BajiepaThl), aBTOpa-
MH OTMEUYCHO YBEJIMUYCHHE BBHIXOJIOB IEIEBBIX KETOHOB MO CPABHCHHUIO C TEPMHU-

YyeCcKo# cucTteMoii Ha 6-12 %.
1.8.5 Cunre3bl ¢ NpUMeHEHUEM HOHHBIX KHIKOCTei

HonHbIe KUIKOCTH — ATO MOHHBIE COEIUHEHUS, B KOTOPHIX B KaueCTBE
KaTHOHOB BBICTYIAIOT KATHOHBI OPTaHUYECKOro Tuma. VIOHHBIEC )KUIKOCTH 00Ja-
JIAIOT CBOMCTBAMH JKHUJKUX HMOHHBIX COCJAMHCHHI, WHOTJIA ATO MOTYT OBITH U
pacTBopuMBIe cod. Tak HOHHBIC KAIKOCTH HAXOMATCS B KUAKOU (a3e TOIBKO
npn HU3KAX Temmepatypax (< 100 °C) ¥ MMEIOT OTHOCHTENBHO HH3KYIO BSI3-
KOCTb.

WonHbIE )XKUOKOCTH CTaJM MPUBJICKATh BHUMAHHE yUYCHBIX B MOCICTHEM
JIECSATUIIETUH, TaK KaK 00JaJa0T BaKHEHITUMU CBOMCTBaMH. B cnemyronmx pa-
00Tax aBTOpPaMH W3yYeHO MPUMCHCHHUE MOHHBIX JKUJKOCTCH B OPraHUYCCKOM

116 117 118
CHHTC3C , KaTtajlu3ce , OHOKaTaIu3e , JKUAKOCTB-)KUAKOCTHOM pasJaciic-

"¢ Wasserscheid P., Keim W. Ionic Liquids in Synthesis. — Wenheim: Wiley-VCH, 2004. — P.250.

17 Le Z.G., Xie Z.B., Ying M. Ionic Liquid-promoted Ring-closure Reactions between 1,4-
Dihydroxyanthraquinone and Diamines // Molecules.- 2006. - Vol.11. - P.464-468.

18 Yadav L. D. S., Rai V.K., Yadav S.B. The first ionic liquid-promoted one-pot diastereoselective
synthesis of 2,5-diamino-/2-amino-5-mercapto-1,3-thiazin-4-ones using masked amino/mercapto acids

// Tetrahedron. - 2009. - Vol.65. - P.1306-1315.
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119 120 121
HUM , DKCTpAaKUHU ~, MUKPOBOJIHOBOM CHHTE3€ , CHHTC3€ HaHOMaTEpua-

J'IOBIZZ, pCakiuAX MoJruMepusalnu 123 u 3H€KTpOXI/IMI/II/1124.

Huoxe MPUBCACHBI HCKOTOPLIC ITPUMEPLI KATUOHOB MOHHBIX )KHHKOCTCﬁZ

Hzc\N/\:)/cHa / \@‘ | X
\ 7 _ /) S~
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R R" R | R R R

O
R™ R R™

AHUOHBI HOHHBIX JKUAKOCTEH MOTYT OBITh KaK HCOPTaHMYCCKUMH, TaK U
OpPraHUYECKUMH, U BAPHUPOBAHUE COCTABISIIOIIMX KATHOHOB U aHHOHOB MO3BO-
JISIET CKOHCTPYHPOBATh PACTBOPUTENb, TOYHO MOJXOSIIMHA ISl TPEICTOSIIETO
HCIOJIb30BaHUA. Ps/T THIMYHBIX aHHOHOB MOHHBIX kuakocten: Cl', Br, [BF,],
[PF¢]’, [SbF], [AICLT, [AuCL], [NOs], [NO-T, [SO4], [AcOT, Tf, [N(OTf).],
[CF;CO,], [CF;S0s], [PhCOOT, [C(CN),], [RSO,], [OTs], [SCNT.

WoHHBIC XUAKOCTH SBISAIOTCS JYYIICH albTCpHATUBOW OPraHHMYCCKIM

pacTBOPHTENAM, TaK KaK WX MPHUMEHEHHE JEIAaeT CHHTE3 Oojee «apyKeCTBEH-

19 Siyutkin D.E., Kucherenko A.S., Zlotin S.G. Hydroxy-a-amino acids modified by ionic liquid
moieties: recoverable organocatalysts for asymmetric aldol reactions in the presence of water // Tetra-

hedron. - 2009. -Vol.65. - P.1366-1372.

120 Wang L., Li H., Li P. Task-specific ionic liquid as base, ligand and reaction medium for the palla-

dium-catalyzed Heck reaction // Tetrahedron. - 2009. - Vol.65. - P.364-368.

121 D'Anna F., Frenna V., Marullo S., Noto R., Spinelli D. Mononuclear rearrangement of heterocy-

cles in ionic liquids catalyzed by copper(Il) salts // Tetrahedron. - 2008. - Vol.64. - P.11209-11217.

122 Lombardo M., Easwar S., Pasi F., Trombini C., Dhavale D. Protonated arginine and lysine as cat-

alysts for the direct asymmetric aldol reaction in ionic liquids // Tetrahedron. - 2008. - Vol.64. -
P.9203-9207.

123 Hasegawa E., Ogawa Y., Kakinuma K., Tsuchida H., Tosaka E., Takizawa S., Muraoka H.,
Saikawa T. Tris(trimethylsilyl)silane promoted radical reaction and electron-transfer reaction in ben-

zotrifluoride // Tetrahedron. - 2008. - Vol.64. - P.7724-7728.
124 Li P., Wang L., Zhang Y., Wang G. Silica gel supported pyrrolidine-based chiral ionic liquid as

recyclable organocatalyst for asymmetric Michael addition to nitrostyrenes // Tetrahedron. - 2008. -
Vol.64. - P.7633-7638.
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HBIMY, JIN0O «3eNeHbIM». Takke y4eHbIMHU BEYTCS MCCIIEIOBAHUS 110 IPUMEHE-
HUIO MOHHBIX JKHIKOCTSH B MUKPOBOJTHOBOM CHHTE3e .

B 2001 r. Ley ¢ coaBropamu'*® GbLIN IPOBECHB PEAKIMH CHHTE3a THO-
aMU/IOB U3 aMUJIOB B Te€4eHHe 15 MUHYT B ycioBusx MB-obmydeHus B cpeme
Todyosla M ¢ J00aBlIeHMEM  KaTaJUTHYECKUX  KOJIMYeCTB  1-3THi-3-
MeTHIuMAIa301 rekcadimyopodocdara ((EMIM]PF¢). Ota peakuuns B yCIOBHIX
KOHBEKI[HOHHOTO HarpeBa nporekaeT B TeueHue 30 d.

S
Il

O —PJOEt S
Cl cl

g

Ph NMe, tonyon/[EMIM]PF, Ph NMe,

(1.85) MB (1.86)

Mayo u coaBropsl > mokasanu, uro MB-HarpeBanue sBiseTcs pdek-
THUBHBIM METOJIOM JUIl YCKOPEHUsI peaKIuy 3aMbIKaHuUs Kousbla 1,6-nueHos. Pe-
AKIMsI IPOBOJUTCS B CpeJie MOHHOM JKUIKOCTH |-OyThir-3-MeTHIMMHUIa3011 TeT-

padryopobopara, a TakKe KaTaJHu3UpPyeTcs] pyTeHHEM.

[Ru], MB
/\/X\/\ _ =
[BMIM]BF,
X = 0,N,CR, —

(1.87) (1.88)
Guo u Yuan B pa6ote'*® Hauum, 4To cKOPOCTH PeaKIMH HyKIEOPHIEHOTO
3ameneHns 3((HEeKTUBHO BO3pACTAaeT ¢ MPUMEHEHHEM MHUKPOBOJIHOBOM aKTHBa-
uuu B cpeae 1-Oytmin-3-metmnmMunazon terpadiayopodopara. Hykneodmnns-

HBIE peareHThl (AaHWJIMH, THOPEHOI) B3aUMOACHCTBYIOT C ATOKCUMETHIIEH H30-

"2 Martinez-Palou R. Tonic liquid and microwave assisted organic synthesis: a “green” and synergic
couple // J.Mex.Chem.Soc. - 2007. - Vol.51. - P.252-264.

126 Ley S.V., Leach A.G., Storer R.I. A polymer-supported thionating reagent // J.Chem.Soc.Perkin
Trans. —2001. - Vol.1. - P.358-361.

127 Mayo K.G., Nearhoof G.H., Kiddle J. Microwave Accelerated Ruthenium-Catalyzed Olefin Me-

tathesis// J.Org.Lett. - 2002. - Vol.4. - P.1567-1570.

128 Davis A.A., Rosun J.J., Kiddle J.J. A New Bisphosphonate Reagent for the Synthesis of (Z)-

Olefins and Bis(trifluoroethyl) Phosphonates // Tetrahedron Lett.-1998.- Vol. 39, Ne 35.-P.6263-6266.
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nporuaeH Maionarom (1.63), o0pasyst cOOTBeTCTBYIOIIME MPOAYKTHI (1.64) B

TedyeHue 5-10 MUH ¢ XOpOIIUMH BBIXOJIaMH.

0 o
o 0
[BMIM]BF,
— >< * Ar—XH ——————— — ><
EtO MB
0
X=S,0,NH ArX o
0 0

(1.89) (1.90)
129
1.9 IIpuGops! 1151 NpoBeeHUsI MUKPOBOJIHOBOIO CHHTE3a

Kak noguepkuBanocs Ha NPOTSXKEHUU BCel |- INIaBBl, yCIIEMIHOCTD MPO-
BEACHHSI OPTaHUYECKOTO CHHTE3a B YCIOBHAX MUKPOBOJIHOBOTO OOJTyYEHUSI MO-
AKET 3aBHCETh OT LIENOro psAna (akTOpoB M OJUH U3 HUX 3TO CTPOESHHE MUKPO-
BOJIHOBOTO 000pY/IOBaHMUs, B KOTOPOM ITPOBOIMIICS CHHTE3.

[MpuHumnuanbHas cxema Jt000W MHKPOBOJHOBOM YCTAHOBKH BKIIIOYAET
TeHEpaToOp AJIEKTPOMArHUTHOTO W3JIydeHHs1 (MarHeTPOH), BOJIHOBOJ, Kamepy
JUTS HarpeBa WIIM PE30HATOP, CUCTEMY BEHTWIALMH M OXJIAKACHHUSI MarHeTpoHa
U KaMepbl, CUCTEMY 3aIlUTHl OT M30BITOYHOTO H3IYYEHHS, CHCTEMY H3MEpH-
TENBHBIX IPUOOPOB U OJIOK YIIPaBICHUS.

MHUKpPOBOJIHOBBIE YCTaHOBKM MOTYT IPEICTaBIATH COOOH CHCTEMYy C
OTrpaHMYCHHBIM M HEOTPAaHWYEHHBIM O00BEMOM. XMMUYECKHE PEaKTOPHl UMEIOT
KaMepy ¢ OrpaHHYeHHBIM o0BbeMoM. Kamepa TpagunmoHHOI OBITOBOM MHKpPO-
BOJIHOBOH I€YH MpEACTaBIsIeT cO00H 00beM, OrpaHUYEHHBIH TOBEPXHOCTHIO M3
nudosanHoro merauta. MBU, moctymatomee B Kamepy HarpeBa, YacTHYHO
MIOTJIONIAaeTCss 00pa3oM, YaCTHYHO OTPAXKAETCs OT CTEHOK Kamepsl. Twm pac-
MIpe/IeIeH s SHEPTUH MOXET ObITh MYJIBTUMOIOBBIM (multymode) u MoHOMOJ10-
BBIM (monomode) (pucyHoxk 1.6).

[Ipu oTpa’keHUH OT CTEHOK MYJIBTHMOAOBOW €YU B TPEX HAIpPaBICHUAX
TeHEePHUPYIOTCS CTOSYME CTALIMOHAPHBIE BOJIHBL, Ha3bIBaeMble MOJaMHU. B kamepe

OBITOBOM TEeYH CO3AAETCSI OOBIYHO OT 3 0 6 TaKWX MOJ, 00ECIICUNBAIOIINX PaB-

129 Bremner W.S., Organ M.G. Multicomponent Reactions to Form Heterocycles by Microwave-

Assisted Continuous Flow Organic Synthesis // J. Comb. Chem.- 2007.- Vol. 9, Nel. — P.14-16.
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HOMepHBIﬁ 0601"p€B, Z[OCTaTO‘-IHI;Iﬁ IJIA TTAIIEBBIX IMMPOAYKTOB. HMHTeHCUBHOCTH
MoJIsl B HEH HCOJIMHAKOBA, CYHICCTBYIOT «TOpAYUC U XOJIOJHBIC)» 30HBI. Crenenn
HarpeBa 06pa3ua B pa3HbIX TOYKAX KaMCpPbl MOXKET CYIICCTBCHHO PA3JIMYaThCA,

0CcoOEHHO ecii 00pa3el] HeOOIBIINX Pa3MEpOB.

1
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MynpTUMO0BasE CUCTEMA MoHoMo10Basi cucTeMa

Pucynoxk 1.6 - Tuns! pacupenenenus MB-suepruu (1— MarueTpos, 2 — BOIHOBOJ, 3 —
00BEKT)
Kpome Toro, HepaBHOMEpPHOMY pACIpEACICHUIO 3JIEKTPOMArHUTHOM

SHEPIruU CIIOCOOCTBYET MEPUOIUIECKUI PEKUM paboThl MarHETpoHa (TepHOIBI
HarpeBa YepenyloTcs ¢ IePUoJaMHt OXJIaKICHHUS ).

YacTp sHEprum moriomaercs oOpasloM, Jpyras 4acTh pacceuBaeTcs B
BUJE TeIUIa B OKpyXamomulylo cpexy. Crenuaan3upoBaHHBIE MYJIbTHMOIOBBIC
MHKPOBOJIHOBBIE PEAKTOPHI 10 CBOEH KOHCTPYKIMU OYECHB IIOXOXH Ha OBITOBYIO
MHKPOBOJIHOBYIO II€9b U OTJIMYAIOTCS OT Hee 0ojiee paBHOMEPHBIM paclpeiene-
HUEM MOJ BHYTPH KaMepbl, 4YTO JOCTUTAETCS CHHXPOHHOW pab0TON HECKOIBKUX
MarHeTpoHoB. Takke OHM CHaOXXEHbI JaTYMKAMU KOHTPOJIS JaBJICHUS, TEMIIe-
parypsl, BHIEOKaMepoil, MAarHUTHON MeUIaJKoH ¥ MHTep(eHcoM I MOKITIO-
YEeHUs] KOMITbIoTepa. MylIbTHMOJOBbIE MHKPOBOJIHOBBIE PEAKTOPHI IpeIHa3Ha-
YEHBI JJIS TTOJYYEHHs KPYIMHBIX KOJIHYECTB PEareHTOB IS MPOBEICHUS Mapa-
JIETBHOTO CHHTE3A.

B MOHOMOZOBBIX peakTOpax SHEPTHsl Yepe3 BOJHOBOJ IOCTYNAET HEIO-
CpENCTBEHHO Ha 00pabaThiBaeMblil 00beKT. [loTepu sHEpTH MUHUMANIBHBI IIPH
3HAYUTEIBHO MEHBIIIEM SHEPronoTPEOICHUH M0 CPAaBHEHHUIO C MYJIbTUMOAOBBI-
MH cUcTeMaMH. B XMMHUECKHX MOHOMOZOBBIX peakropax MB-u3mydenue noa-
BOJIUTHCS] K OCHOBAHHIO PEAKIIMOHHOTO COCY/ia B BHJE C(OKYCHPOBAHHOTO JIy4a.

H3HraganpHO MOHOMOJOBBIC MUKPOBOJIHOBBIC PCAKTOPBI OBLIN CIIOCOOHBI pa60—
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TaTh C MajbIMH KojudectBamu BemiecTB (0,2-10 M) M MO3TOMY HMCHOJIB30Ba-
JIUCH JUIS UCCIIeOBATENbCKUX Ieneil. OHaKko HalJeHHble WH)KEHEpHBIE pele-
HUSI TIO3BOJIMIIM Pa3paboTaTh NPOTOYHBIE MOHOMO/IOBBIE PEAKTOPHI, IPUTOTHBIE
JUTSL MacIITAOMPOBAHUS M HAPaOOTKHU OOJBIINX KOJIMUECTB BEIIECTRA.

HekoTtopble XMMHUYECKHE pPEaKIWH YyBCTBUTENBHBI K TUILy OOJyUCHHS:
T.€., KOTOPBIE IIJI0X0, ¢ HU3KUM HJIM CPEIHUM BBIXOIOM IIPOTEKAIOT B MYIbTH-
MO/JIOBBIX MUKPOBOJIHOBBIX Ie4ax, OyAyT YCIIEIIHO OCYLIECTBIECHBI B MOHOMO-
JIOBOM XHMHYECKOM peakTope. I[Ipy 3TOM MOIIHOCTH NMPHUMEHSEMOr0 MOHOMO-
JIOBOTO MHUKPOBOJIHOBOIO H3JIy4€HHs, KaK MPaBHJIO, B HECKOIBKO pa3 MEHBIIE
MYJIbTUMOAOBOTO.

B tabmmme 1.24 mokazaHbl CpaBHUTEIBHBIE XapPAaKTEPHCTHKH MOHOMOJIO-
BOI'0 U MyJIBTHMOOBOTO PEAaKTOPOB HA MIPUMEPE PEaKINU AEKapOOKCHUINPOBaA-
HUSI UATHIIOBOTO 3(hupa (QEeHMIPONaHIHOBOM KHCIOTHI MPHU HCIOJIb30BAaHUU

MHUKpPOBOJIHOBOTO MuHepanu3aropa Maxidigest MX 350 ¢upmsr Prolabo.

Tabnuma 1.24 - Bnusaue crmocoba HarpeBa Ha BBIXOA STHIIOBOTO 3dupa de-

HHHHpOHaHOBOﬁ KHCJIOTBI

Momusocts MBU Bpewmst peak- Beixon 3¢u-
Crioco6 Harpesa
(Temmeparypa) ouu pa, %
MyJIbTUMOOBBIN PEAKTOP 600 Br 10 mun 50
MOHOMOJIOBBII peakTop 60 Br 10 mun 90
Tepmuueckuii Harpes 160 °C 44 90

[To cmoco0y 3arpy3ku peakIOHHON MacChl, MEKPOBOJIHOBBIE PEaKTOPHI
ObIBatOT OaHHOTO (TMPEPHIBUCTOr0) W MPOTOYOro (HempepbiBHOro) tumna. Ilep-
BbI€, KaK MPaBUJIO, SIBJISIIOTCS MYJbTUMOJIOBBIMU PEAKTOPAMH, POJIb PEAKI[MOH-
HOT'O COCY/1a BBIMIOJHSIET cocyl eMKOCThIO OT 0,1 10 2 tuTpoB. MUKPOBOJIHOBbBIE
peaKTOpbl OAHHOTO THUIA MOTYT HMCIIOJB30BAThCA I HAPAOOTKU OONBIIMX KO-
JINYECTB OPraHUYECKUX BEIIeCTB. Takke OHM UCHOJB3YIOTCS NJsl MPOBEACHUS
MapajuIelbHOTO cHHTe3a. [IpOMBINIIICHHO BBITycKaeMbIe JTa0OpaTOpHBIC CHHTE-

3aropel THIIAa MARS MOTryT MCHOIB30BaTHCS A1 OAHOBPEMEHHOTO CHHTE3a OT
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10 mo 60 oOpa3oB. MOHOMOMOBBIC YCTAHOBKM OaHHOTO THIIA HCIOJB3YIOTCS
JUIsl TIPOOHBIX CHHTE30B W IpeAHA3HAa4YeHbl JUIs paboThl ¢ HEOONbIIUMH (10 2
MIT) KoJIndecTBaMu BetecTB. OHM 0cOOCHHO 3(PEKTUBHBI B TEX CIIy4asx, KOrjaa
peaKims YCKOpATCS 32 cYeT TepMHYecKHX dddekToB. B ciydae npoBenenus pe-
aKIIUU C HeOONBIIMMHY KOJIMYeCTBAaMH BelecTB (110 50 M) B peakTopax 6aHHOTO
TUMa 3p(GEeKTHBHO MPOBEACHHE PEAaKLM PH OXJIAXKICHUH WM KOHTPOJIE TEM-
neparypsl

MUKpPOBOJTHOBBIE PEAKTOPHI MTPOTOYHOTO THIA, KaK MPABHIIO, SBIISIFOTCS
MOHOMOJIOBBIMH. Yepe3 peakIMOHHBIN cocy/l, HaXOASIIUNCS B 001acTH cPoKy-
CHUPOBAHHOTO MHUKPOBOJIHOBOT'O M3JTydEHUs ITPOKAYMBACTCS PEAKIIMOHHAS CMECh.
WHxeHepHBIe PeIleHUs! ITO3BOJISIOT HapaOaThIBaTh OONBLIME KOJIWYECTBA MPO-
OykTa. JIJaHHBIH THI peakTopoB 0COOSHHO 3(PQEeKTHBEH B TeX CilydasX, KOrua
XMMHUECKasl PEeaKlysi YCKOPSIeTCS 3a CYET CHeu(pUIecKoro HETepPMHUUECKOTO
MHUKpPOBOJIHOBOTO 3dekra. Ecian 310 HE0OX0AMMO, TO B IPOTOYHOM PEaKTOPE

pcaKkuus MOXKET OBITH MMPOBEACHA TPU OXJIAXKIACHUU.

1.9.1 JlaGopaTopHble MUKPOBOJHOBbIE YCTAHOBKHU /Il XHMHYECKOro JKC-

NnepuMeHTa

Kak cnenyer n3 0030pa OpurnHajIbHBIX MyOJIHMKALUH, Jake B HACTOsIIEE
BpeMsi 90% Hay4HBIX UCCIEIOBaHUI NPOBOAUTCS B OBITOBBIX HE MOAU(UIKPO-
BaHHBIX WJIM CAMOCTOSITEIBHO MOJU(UIIMPOBAHHBIX 3KCIEPUMEHTATOPAMH MUK-
POBOJHOBBIX Iedax. Tospko okono 10% Hay4dHBIX HCCIEIOBaHUI IPOBOIUTCS
Ha CIIEIHAIN3UPOBAHHOM MUKPOBOJHOBOM oOopyzmoBaHuu. IlogobHoe cooTHO-
IIEHUE ONpenersieTcsl IByMs (haKTOpaMH: MPUTOTHOCTBIO OBITOBOHM mednm Ay
MIPOBEACHUST HEOOXOIMMBIX MCCIIEIOBAHUN M BBICOKOH CTOMMOCTBIO CHEIIHAIIH-
3UPOBAHHOTIO 00OPYJOBAHUS.

Pa3zpaboTka MHKPOBOJHOBOTO OOOpYJOBaHMS AKTHBHO IIPOBOJMTCS B
pa3HbIX CTpaHax Mupa. B Hacrosiiee BpeMs IpHU3HAHHBIMA MHUPOBBIMH JIHZEPa-
MH B pa3paboTke mpodecCHOHATEHOTO MHKPOBOJIHOBOTO OOOPYIOBAHUS SIBIIS-

torcs Tpu kKommanun: CEM (USA), Milestone (Italy), Biotage AB (Sweden). Hx
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JI0JI Ha PhIHKE MPO(ECCHOHATBHOTO MUKPOBOJIHOBOTO OOOPYZOBAaHUS COCTaB-
nset 11%, 19% u 22%, 1.e. 52% phIHKa MHKPOBOJIHOBOTO 060py21013aHI/1;113 .

B Hacrosimee BpeMsi co31aHO OOJIBIIOE KOJIMYECTBO JIAOOPATOPHBIX MHUK-
POBOJIHOBBIX YCTaHOBOK. Hambomee coBepiieHHbIE M3 HUX pPa3pabOTaHBI aB-
crpanuiickumi yueHbMu coBMecTHO ¢ CEM Corp. (CILIA). 3to CMR (Contin-
uously Microwave Reactor) — MHKpOBOIHOBBI peakTOp HENPEpPBIBHOTO -

POBy MBR (Microwave Bath Reactor) — MHKpOBOJHO-

N o 130
BBIN peakTop MeprUoUIeCcKOro AercTBus (pucyHok 1.7) .

cTBUs (pUCYHOK 1.8)

Momtaocte CMR cocraBiser 600-800 Bt. Peaknimonnas cMech nogaercst
[I0/1 AABJICHUEM B 3MEEBHK, PACIIONOKEHHBIN B 30HE MUKPOBOJHOBOIO Harpesa,
3aTeM Yepe3 TEIUIOOOMEHHUK B COOPHHK MPOIYKTOB. Y CTaHOBKa 00OpyIOBaHA
CpEeICTBAMU HM3MEPEHHUsS TEMIIepaTyphl M JaBJICHUS, KJalaHaMH PeryInpOBKU
JIaBJIEHUS 1 MUKPOIIPOILIECCOPHBIM YCTPOMCTBOM, C TIOMOIIBIO KOTOPOTO 3aja-
I0TCS TIapaMeTphl (CKOPOCTh MMOJIayl peareHTOB, TeMIepaTypa HarpeBa WIIU
OXJIOXKICHUS ), KOTOPhIC MOTYT ObITh U3MEHEHBI B XOJI€ MpoIiecca.

ABTOpamu B pa60Te13 ! MIPUBEICHEI PE3yIbTATHI 26 peaKIuil MPOBEACHHBIX
B peakTopax CMR, cKOpOCTh TpOTeKaHWsI KOTOPBIX B CpemaHeM Obuta B 3 pasa
BBIIIE TI0O CPABHEHHUIO C JIUTEPATYpHBIMU NaHHbIMH. Cpeny HUX pPEeakiuu HyK-
JIe0(UIBHOTO 3aMEIICHUsI, ITePUPHUKAIIH, TPAHCITEPUPUKAINH, al[ETATUPOBa-
HUS, KHCJIOTHOTO M IIEJIOYHOTO THUAPOJIU3a, U30MEPH3AINHU, ICKApOOKCUITHPO-
BaHUS M JJIUMUHHPOBAHUSI.

OpmHa W TaXe peaknusi B PEakTOpax MPOTOYHOrO W OAHHOTO THUMA IIPH
OJIMHAKOBBIX 3HAYCHUSAX MOIIHOCTH M BPEMECHH MPOTEKAIOT C Pa3IHMYHON CKOPO-
CTBIO. DTO OTIPENENAeTCS pa3IndieM B paclpeleIeHHH INIOTHOCTH MHKPOBOJ-
HOBOTO H3IYYEHHS BHYTPH PE30HAHCHBIX KaMep MHKPOBOJIHOBBIX YCTaHOBOK
o0oux THIOB. [Tom00Hass 0COOEHHOCTH MPHUBOJUT K TOMY, YTO, KaK MPABHUIIO,

HEePEeHOC Peakluy C OJHOrO THIA PEaKTopa Ha JPYroil TpeGyeT NONMOIHHTETb-

130 Hayes B.L. Recent advances in microwave-assisted synthesis / Aldrichim.Acta. - 2004. - Vol.37. -

P.66-77.

131 Bose A.K., Manhas M.S., Ganguly S.N., Sharma A.H., Banik B.K. More Chemistry for Less Pol-

lution: Applications for Process Development // Synthesis. - 2002. - P.1578-1591.
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HOMW ONTHMU3ALMU TIpolecca. Y CTaHOBKa neproandeckoro aercreust MBR (pu-
cyHok 1.8) obecrieueHa MHOTMMHM Ba)XXKHBIMH CHUCTEMaMH M YCTPOWCTBAMU:
YCTPOMCTBOM Il ONpPENENEHUs] NOMIOIEHHOM M OTpaXXCHHOW DSHEpruu,
YCTpOMCTBOM HAarpy3KH JUIsi MAaKCHMAaJIbHOTO TOTJIOIIEHNS] BBOJUMOW 3HEPIHH,
CHCTEMOM HEMOCPEACTBEHHOTO M3MEPEHUsS] TEMIEPaTyphl U JABICHUS, MEIIa-
KOH, CHCTEMOM BBOJa U BBIBOJA PEAKLMOHHON CMECH B XOJI€ HarpeBa, XMMHUe-

CKH MHEPTHBIMU ITOBEPXHOCTAMMU.

10

Pucynok 1.7 - Cxema 1abopaTopHON YCTaHOBKH HEIIPEPBIBHOTO JCHCTBHS
1 — peakunoHHas cMecCh, 2 — TO3UPOBOYHBIN HACOC, 3 — AATYHK JaBIeHUS, 4 — MUKPOBOJIHOBAs Ka-
Mepa, 5 — 3MeeBHUK, 6 — JaTYMK TEMIIEPaTypbl, 7 — TEINIOOOMEHHUK, 8 — perynsTop JaBiaeHus, 9 —
MHUKPOIPOLECCOPHBIH KOHTpoILIEp, 10 — cCOOPHUK MPOTYKTOB

B HEeM MOXHO NPOBOIUTH peaKkIUH NpU aTMOC(EPHOM JIABJICHUU WU B CPEle
HMHEpPTHOTO Ta3a.

ABTOpEI paGoThl "’ MPOIEMOHCTPHPOBATH BHICOKYIO CKOPOCTb JOCTHKEHHS
Hy)XHOW Temmneparypsl B MBR Ha npumepe HarpeBa B HeM oOpasua mpormas-1,3-
mwona obbemom 100 Mt B MBR Temmeparypa knrenust npomas-1,3-mmomna 214 °C

JIOCTUTAIACh Yepe3 2 MUH HarpeBa, B aBTOKJIaBe — uepe3 14 MuH.
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PucyHok 1.8 - Cxema n1abopaTopHO# yCTaHOBKH NEPHO.yn1S8CKOTO ACHCTBHS

1 — peakHOHHBIN cOCY, 2 — KOXKYX, 3 — (uanelr, 4 — oxnaxaaromas Tpyoka, 5 — 1aT4uK JaBICHUS,
6 — MarHeTpoH, 7 — BaTTMETPbl BXOAHON U OTPaXKEHHONH MOILIHOCTH, 8 — ICTOYHHUK MEPEMEHHOTO
TOKa, 9 — Memanka, 10 — onTOBOJIOKOHHBIH TepMomeTp, 11 — kommbrorep, 12 — ycTpoiicTBO Harpys-
Kd, 13 — BomHOBOJ, 14 — MUKPOBOJIHOBAs Kamepa

1.9.2 YcraHOBKHM NpHMeHsieMble B OPraHMYeCKOM CHHTe3e B YCIOBHSIX

MHKPOBOJIHOBOT'0 06.JIydeH sl HA IPOH3BOICTBE U JadopaTopun’

CoBpeMeHHass TpodecCHOHANBHAST MUKPOBOJIHOBAsl TIeUh MMeEeT Habop
crannapTHeIX onuuid. [Ipexae Bcero, 3TO OMUKKA KOHTPOJIS B PEKUME pealib-
HOTO BPEMEHU TEMIIEPATYpPbl PEaKLMOHHOW Cpeabl U NaBJIEHUs, BCTPOCHHAS
MarHuTHas MeIIajgKka, BO3MOXKHOCTh OBICTPOTO OXJIAKICHUSA pPEaKIIMOHHOU
CMECH XOJIOJHBIM I'a30M, BO3MO>KHOCTH IPOBEJCHUS PEAKIMH B CPElle UHEPT-
HOTO Ta3a. Bo3MOXHOCTh aBTOMAaTHYECKOTO MPEKpalIeHHs] peakllud B cilydyae
BO3HHUKHOBEHUS OMACHOCTH B3pbIBa. CaMi MHUKPOBOJIHOBBIE YCTAHOBKH OTJIH-
YaIOTCsl MOBBILIEHHON HAJIEXKHOCTBIO.

Kak mpaBmio, 3Tu mpubOpsl UMEIOT 1Ba pekKMMa YIPaBJICHUS: IIPOTpaM-
MHUpPYEMYIO MTaHeIb Ha KOpITyce MPUOopa U pa3beM IS TOJKITFOUSHIST KOMITh-

totepa. O0a 3TUX peXuMa IMO3BOJISIOT MPOrPaMMHPOBATh CKOPOCTh W JIMaria-

132 o .
OdunuansHplii cafiT NIPOU3BOAMTENS IMPO(GECCHOHAIPHOIO MHKPOBOJIHOBOTO 000pYIOBAHUS

«CEMy, CIIIA www.cem.com
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30H HarpeBa. [lo/KJIIOUYeHHE KOMITBIOTEPA ITO3BOJISAET OTHH(POBBIBATH IIOJTY-
YyaeMble JJaHHBIC W BU3YaJIM3MPOBATh OCHOBHBIE TAPMETPHI MTPOIIECcCa.

PaspaboTansl MUKPOBOJIHOBBIC meun, Hampumep Liberty (CEM), koro-
pble UMEIOT OMOIMOTEKN PEXMMOB CHHTE3a TE€X WJIHM WHBIX COCIMHEHMH, HC-
KIIIOYaeT HEOOXOIUMOCTh B MOA0OOPE YCIOBHUIl Ui CUHTE3a U3BECTHBIX OIIH-
CaHHBIX WHIVBUAYAJIBHBIX BEIIECTB WIM Aaxe HX Oubmmortex. Hexoropsle
MHUKpPOBOJIHOBBIE ~II€4HM CHAOXalOTCsl BUAEOKAMEpaMH, IO3BOJIIONINMHU
HaOJII0aTh 32 XO/IOM Peakiyy B 0€30MaCHbBIX YCIOBHSIX.

K HacrosimeMy BpeMeHH pa3paboTaHbl Ooiee CIOXKHBIE YCTPOWCTBA 103~
BOJISIOIIME OCYIIECTBIISITH aBTOMATU3UPOBAHHBIN CHHTE3 U JIaXkKe KOHTPOJIHUPO-
BaTh COCTaB PEAKIOHHOW CMecH B peKMME pealbHOro BpemeHu. Hambomee
repeioBasi TEXHOJIOTHSI B 3TOW 00JIaCTH — 3TO MCIOJIb30BaHUE paMaH CIEKTPO-
ckormu. Ho cTtomMocTh 3T0ro 000pyaoBaHUs OCTAETCSl OYEHb BBICOKOA.

OnnuM u3 HanboJiee M3BECTHBIX UISl MIPOBEJCHUSI OPTAaHUYECKUX peak-
WA SIBISIETCSI MUKPOBOJTHOBBIE CHCTeMbl /sl OPraHM4ecKOro CHHTe32a
DISCOVER (CEM) (puc. 1.9).

Discover— cepusi MOHOMOJOBBIX MUKPOBOJHOBBIX MPUOOPOB ISl ONTH-
MH3aIUHN U3BECTHBIX PEAKIMH W CHHTE3a HOBBIX COCIUHEHHH C MCIIOJIb30BAHU-
eM (oKycupoBaHHOTO MHKpoBojHOBOro uanydenusi (Focused Synthesis™) c
(yHKIMEH aBTOMOACTPOWKH TTOJIS TIOJ] Pa3JIMYHBIE THUITBI 00Pa3IOB.

Kpyrasriit camonactpauBatomuiicss CBU-pesonarop cucrem Discover
(matenr CEM Corp.) CKOHCTpYMpOBaH TakuM 0o0Opa3om, 4uTo oOpaser Bcerjaa
HaXOJHUTCSl B TOMOT'€HHOM I10JI€ BHICOKOH IJIOTHOCTH M3Jy4€HHS. DTO IT03BOJIS-
eT JI0OWThCS MakCHMMaIbHOH 3((EeKTHBHOCTH BO3AEHCTBHS MHKPOBOJIHOBOTO
W3JTyYeHHsT Ha oOpas3el] W HCIIOJb30BaTh JUIS CHHTE3a pa3jIn4Hble EMKOCTH.
KommakTabIe pa3Mepsl cucteMbl Discover mo3BOJSIOT MOMEINATh €r0 B BBITSIK-
HOW TKad.

IIporounas muxpoBoanoBas cucreMma VOYAGER SF s opranu-
YeCKOro CHMHTe3a - KOMIIAKTHasi IPOTOYHAs CHCTeMa Ha 0a3e PEeakIMOHHOTO

MoxyJisi Discover it ObICTPOro MOJIydeHHs OONBIINX KOJIMYSCTB COCAMHCHHUIMA
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n MacimtabupoBaHMs Hpolecca, B TOM Yuciie padpaboraHa MoauduKauus s
MIPOBE/ICHUS PEaKINH B TETEPOTESHHOH (asze.

Voyager — KOMIIaKkTHasi IPOTOYHAs CHCTeMa Ha 0a3e peaKkIMOHHOTO MO-
oynast Discover W MOAyNsi aBTOMATHYECKOTO IIEPEMEIICHUS PEearcHTOB I
6blCTpOFO MOJYy4Y€HUsA OT MUJIJIUTPAMMOB 10 KUWJIOrpaMma CoelllleeHI/lﬁ n Mac-
mrrabupoBanus npoiecca. OcoOOEHHO IIEHHO, YTO, YTO METOIBI, pa3paboTaHHbIC
JUIS OTHOCHTEINIFHO JEIIEBBIX cucTeM Discover MO)KHO HEMOCPEACTBEHHO Iepe-
HOCHUTDH Ha ropaszio 0ojiee JOpOroCTOSIIHE CUCTEMBbI Voyager, 4TO MO3BOJISET
IIPOBOINTH MaciiTabUpoBaHKE Ipoliecca 0e3 UIMTEIbHONW TPYIOEMKOW OITH-
MMHU3alUHU.

JlaGopaTtopHas MuUKpoBoJIHOBasi cucreMa MARSXS — mynsTuMozoBas,
JBYXMarHeTpoHHasi paboyasi CTaHIMs NpeJHa3HaueHa Ul IapajiesIbHOTO Op-
TaHUYECKOTO CHHTe3a (B TOM YHCJE IPU BBHICOKOH TeMIIepaTtype W AaBICHUU) U
Uit paboThl ¢ OONMBIIMMU 00BEMaMM PEAKIIMOHHON CMecH NpH aTMOC(hEepHOM
JaBJICHIH (BO3MOYKHOCTH YCTAaHOBKH KOJIO 00BEMOM 110 2 11.).

[IpenmymiecTBa: yCKOpEeHHE PEakiid B JECATKH pas3; MOBBIIICHNE BBIXO/A
OCHOBHOT'O MPOAYKTA; apaJJICAbHBIN CHHTE3 KaK MPU MOBBIIIEHHOM, TaK U IpU
aTMOoc()epHOM JIaBJICHUH; UCIOIB30BaHUE KOO 00beMoM oT 250 mu o 2 1 ¢
XOJIOAWJIbHUKaMH JI1 CUHTE3a IIPpU aTMOC(l)epHOM JABJICHUU.

ABTOMATH3HPOBaHHAasi MUKPOBOJIHOBasi cucuema Explorer nis opra-
HHYECKOr0 CHHTe3a - Ipe/IHa3Ha4YeHa Il aBTOMATU3alui CHHTE3a U TOBBIIIe-
HUSI TIPOM3BOJUTENLHOCTH. Explorer oObeqUHSACT B OJHO IIETI0€ PEaKIIMOHHBIN
Moaynb Discover 1 MOJyllb aBTOMaTHYECKOH 3arpy3KH W BBITPY3KH 0OpasIiOB.
Cucrema Explorer BelTyckaeTcsi B HECKOJIBKHX BapHaHTax. [lognepkiuBaer BO3-
MOXXHOCTB TIPOBE/ICHHS CHHTE3a B COCy1aX pa3HOro pasMepa. CHabeHa BUJIEO-
KaMepoil U1t BO3MOXXHOCTH AUCTAaHIIMOHHOTO KOHTPOJISI PEaKIIHH.

MuxkpoBoaHoBas cucrema Liberty (moiHocThi0 aBTOMATH3UPOBAH-
HbIii cUHTe3 10 12 menTHAOB OJHOBPEMEHHO) Ha 0a3e pEakIOHHOIO MO
Discover mpeanasHadeHa s TBepaodasHoro cuHTe3a nentunos (Fmoc wmm t-
Boc) ot 0.025 mmonb 10 5 MMonte. TlonHas aBTOMaTH3anus BCex onepanuii mo3-

BOJISIET YCKOPUTH mpouecc B 10 pa3 mo CpaBHEHHIO ¢ TPaJAWUIMOHHBIM H IOIY-
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YuTh OOJIee YNCThIE MenTUAbl. Mcnonb30BaHue MUKPOBOJIHOBOTO M3JIyYEHHUS HE
TOJIBKO YCKOPSIET PEaKIMH — OHH HPOXOAAT OoJee MOJIHO, a KPOME TOTO, TOSIB-
JsieTcs BO3SMOXHOCTH CHHTE3a IENTHAOB, KOTOPble HEBO3MOXKHO MONY4YHTh B
TPaJULIUOHHBIX YCIOBUSIX.

MuxkposoanoBasa cucrema Discover CoolMate: npeaHasHadyeHa s
MHKPOBOJIHOBOTO CHHTE3a OPTaHWYECKHX BELIECTB IPH HU3KOH TeMIeparype.
Jlo6asnenue k cucreme Discover moaynst CoolMate mo3BoJIsIeT TTOAEPKUBATE
HU3KYI0 Temneparypy peakuunonHoi cmecu (ot -80 mo 35°C), mpenorBpaiuas
TEPMOJICCTPYKIINIO TPOAYKTA, a SHEPTUs] MUKPOBOJIHOBOTO M3JIydeHHUs1 obecre-
YHUBAET MPOXOXK/ICHNE PEAKLINI, HEBO3MOXKHBIX B OOBIYHBIX YCIOBUSIX.

CriennayibHBIA PeakIHMOHHBIN cocyn ¢ pyOamkol (00beM peakIMOHHON
cmecu oT 0.25 10 6 MIT) ¥ SKCKITIO3MBHBIN OXJIaXIAOIIMKA areHT MPo3pavHbl s
MUKPOBOJIH, U BCS SHEPTHS MHKPOBOJTHOBOT'O M3JIy4eHHS IepenaéTcs Hermocpe -
CTBEHHO pPearnpyroliM COeTUHEHHSIM. 11 KOHTPOJIS TeMIIepaTyphl UCIOIb3Y-

€TCS1 OIITOBOJIOKOHHBIM JaT4YuK.

il h -
Whiggregginin

r b1 K
Pucynok 1.9- MHKpOBOJIHOBBIE CHCTEMBI ISl OPraHUYECKOTr0 CHHTE3a
a—-DISCOVER, 6 - VOYAGER SF, 8 — MARSXS, r- Explorer, 1- Liberty,
xk-CoolMate
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1.10 Haubos1ee nepcnekTHBHbIE M ObICTPOpPa3BHBAKOLIMECH 00JACTH NPH-

MEHECHHUS MUKPOBOJHOBOT0 oﬁnyqenml

Ilo mporHo3aM aHAJIUTHKOB B OJrbKaiiliee BpeMs IMONABISIOLIYIO OO
PBIHKa MHKpPOBOJHOBOW XMMHHU OYyAyT 3aHHMAaTh pa3paOOTKH HOBBIX METOIOB
CHHTE3a MPAKTUYECKH-TI0JIE3HBIX BEelIECTB (0OCOOEHHO JIEKAPCTBEHHBIX COEIUHE-
Huil) 1 pa3paboTKa CIENUATU3NPOBAHHOTO 00opymoBaHuA. ['opa3mo MeHbIIH
00beM pbIHKA 10 001IeMy 00beMy (DMHAHCHPOBAHMS U KOJMYECTBY IMEYATHBIX
pabor 3aiiMyT pa3paboTKi B HEKOTOPHIX YHUKAIBHBIX, IEPCIICKTUBHBIX U OBICT-
POpa3BUBAIOIIMXCS HAPABICHUSX.

K omuuMm u3 HUX, 6€3yCIIOBHO, OTHOCHTCSI OPraHWYECKUIl CHHTE3 B ra30-
Boi1 daze. MUKpOBOIHOBOE 00TydIEeHHE CMECH Ta30B, KaK MPaBMIIO, HE CIIOCOOHO
WHUOUHUPOBATh XUMUYCCKHUE PCAKIIUH, HO Haﬁ}leHHBIe HaY4YHBIC 1 UHKXCHCPHBIC
pelIeHus TIO3BOJISIOT MIPOBOANTH KaTanuTHyeckue razodasnsie npoueccsl. O0b-
eM NyOJMKaluid B 3TOH 00JacTH UCYHCIAETCS JecsITKaMH, HO Halmojaercs
TEHJICHIUS K UX ObICTpoMY pocTy. K Kitaccnyeckum ImporeccaM OTHOCHTCS CHH-
Te3 apUIIKapOOHOBBIX KHUCIOT KapOOHMIMPOBAHUEM B YCIOBHSIX MUKPOBOJHOBO-
IO OGITyYEHHs APHITaTOreHOB .

[TorpebHOCTH B pa3paboTke METOJOB U CrIOcO0O0B ITy0OKOH nepepaboTKu
He(TH, OOYCIIABIMBAIOT HM3YY€HHE CIOCOOOB IMPHUMEHEHHS MHUKPOBOJIHOBOTO
HarpeBa Ha CTa/IusIX KPeKHHIa, pu)OpMUHra ¥ IPOYHX CIEHU(DUIECKUX MpoLie-
nyp. Huskas siexkTpoMarHWTHas BOCHPHMMYHBOCTH HE(TH 0OYCIIOBIMBAET
HE0OXOIUMOCTh pa3pabOTKH crenn(puIecKuX METOJOoB ee mepepaborku. MHTe-
pec k nepepaboTke HeQTH ¢ HCILIONB30BaHUEM HapaOOTaHHBIX MUKPOBOJIHOBBIX
TEXHOJIOTHII 00yCIIOBIEH BBICOKMM KOMMEPYECKHM NOTEHLIHAJIOM M 3auHTepe-

COBAHHOCTBIO KPYITHBIX KOPIIOPALIHH B IPOBEICHHH JaHHBIX padoT .

133 Pericci E., Tadel M. Microwave assisted reactions with gas reagents /Chemistry Today. - 2007. -
Vol.25, N.3. - P. 40-45.

134 Paxmankynos JI.JI., IllaBurykoBa C.1O., lamunes P.P., bukOynaroB U.X. IIpumeHeHne MHUKpo-
BOJIHOBOTO M3IIy4eHHs B HeTexuMuueckux nponeccax. //Poc. Xum. K. - 2008. - T. 52, Ne4. - C.136-
141.
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He Mmenbmmnii MHTEpEC BBI3BIBAET BO3MOXKHOCTH IMPUMEHEHUS MUKPOBOJI-
HOBOT'O M3JIy4€HHsS B YCKOPSHUM (EepMEHTaTHBHBIX peakuuil. Bo nzdexanue
WHAaKTUBAlUU (EPMEHTOB, 3TH MPOIECCH] B YCIOBHUSIX KOHTPOJIS TEMIEpaTyphl.
Tak, HanpuMep, (hepMEHTATUBHBIA CHHTE3 XEMOTPUIICHHA YCKOPSIETCS IO ICH-

135,136,1
CTBHEM MHKPOBOJIHOBOTO 0b1yueHus B 2,1-4,7 pas. B paborax'*>'3¢1%7

H3JI0Ke-
HBI U APYTHe IPHMEPHI HCIOJIb30BaHIs MUKPOBOIHOBOTO OOIydYeHHsS B OHOKa-
Tam3e.

OTHOCHTEIEHO MaJI0 HCCICAOBAHHBIM OCTACTCS CHHTE3 IOJUMEPOB B
YCIIOBHSAX MHKPOBOJIHOBOTO 00JTyueHHs. OMHAKO YHCIIO MyOIUKaLuii B 3TOH 00-
JIACTH €XEroJHO Bo3pacTaeT. [IpoMbIIIeHHas BOCTPEOOBAHHOCTh JAHHBIX HC-
CIICIOBaHUl CTHMYIIHPYET UX OBICTPOE pa3BUTHE.

Kak yxe oTmedanoce paHee, akKTHBHOE Pa3BHTHE MOJYYMIIH HCCIEIOBA-
HUSI B 00J1aCTH MUKPOBOJTHOBOW (hoToXxuMHH. [10/1 3TUM HarpaBieHHEM ClieyeT
IMOHMMAaTh HEC WHUIMHUPOBAHUE XUMHYCCKUX peaKHI/Iﬁ 1oa )IeﬁCTBI/IeM MUKPO-
BOJIHOBOTO H3JIyYCHHE, a YCKOPSIOIIEe BIHSIHHE MHKPOBOJIHOBOTO H3Ty4YCHHSI
Ha (OTOXMMHUUYECKUE PEaKIHU, HHUIUHPYEMBbIC YIbTPaQUOICTOBBIM MM BUIH-
MBIM CBETOM.

BecbMa MHTEpPECHBIMHU SIBISIOTCS UCCIENOBAHMS IO pa3paboTKe HOBBIX
cpel Uil TPOBEACHHS OPraHWYECKUX CHHTE30B. BechMa IEPCIEKTHBHOM U
OBICTPO pa3BUBAIOLIEHCS 00IAaCTBIO SIBISIETCS] pPa3paboTKa HOBBIX MOHHBIX JKH/I-
KOCTEH, KOTOPbIE MOT'YT HCIOJIb30BAaThCS KaK Cpefia JUisi MPOBEACHHS PCaKIIHH,
9KCTpAreHt, Kartajusarop. LIpm 3TOM pereHepupyeMocTh W Ioxkapobe3omac-

HOCTb YKa3aHHBIX pacTBopuTeNeil 6mm3km k 100%'°,

135 Gelo-Pujic M., Guibe-Jampel E., Loupy A., Trincone A. Enzimatic Glycosidation in dry media

under microwave irradiation //J. Chem. Soc. Perkin Trans. - 1997. - Nel. - P. 1001.

136 . I
Roy I., Gupta M.N. Non-thermal effects of microwaves on protease-catalyzed esterification and

transesterefication// Tetrahedron. - 2003. - Vol. 59, Ne 26. - P. 5431.

137 Kidway M., Poddar R., Mothsra P. N-acylation of ethanolamine using lipase: a chemoselective

catalyst. // Belstein Journal of Organic Chemistry. - 2009. - Vol.5, Ne10. - P.2-7.

¥ Johnson K.E. Whats an Toniq Liquid? // The electrochemical society interface.- 2007. - Ne2. — P.

38-41.
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Kak Obu10 mokazaHo B JIUTEpaTypHOM 0030pe, d(PEKTUBHOCTh BO3IEH-
CTBHMS HAa PEAKLMOHHBIA MPOILIECC 3aBUCHT OT CI0co0a NMPOBENCHUS PEaKIny.
HenaBHo Obumn pa3pa®oTaHbl NpHEMBbI NPOBEACHUS XUMHYECKOW pEeakIuH Ha
noutoxKe u3 rpadura. OcOOEHHOCTH B3aNMOZACHCTBUS MUKPOBOIHOBOTO HM3ITy-
YeHHs C rPpaUTOM IO3BOJMIN IPOBECTH C BHICOKUMH BBIXOJAMH T€ PEaKIHH,
KOTOpBIE TIJIOXO0 MPOXOJHIIH B YCIIOBHSIX MUKPOBOJIHOBOTO 0oOiryderusi. [Toatomy
OIHUM U3 COBPEMEHHBIX HaHpaBJ’ICHI/Iﬁ pa3BUTHA OPraHUYCCKOro0 CHUHTE3a B
YCJIOBHSIX MHKPOBOJIHOBOTO OOJyueHHs sBIIsieTcsl pa3paboTka BbICOKOd(dek-
TUBHBIX TOJUIOXKEK JUIA HPOBEAEHHS TEX WIM MHBIX XMMHUYECKHX peakiuid. B
HacTosIIee BpeMsl OCHOBHAs 3aJiadya B 3TOW 00JIaCTH 3aKJIF0YaeTCsl HE MPOCTO B
pa3paboTKe MOIIOKKH JUIS MPOBEIACHUS PEaKIMH, a MOUIOKKH JUIS CEJICKTHB-
HOTO MPOBE/ICHUS PEAKIHH "~ .

BoIcTphIl pOCT MCCie0BaHui B 00JIaCTH HAHOTEXHOJIOTHI HE MOT HE 3a-
TPOHYTb CHHTE3 B YCJIIOBHSX MHKPOBOJIHOBOTO OOJIy4EHUsI KaK CPEACTBO OBICT-
pOro NpOBENEHUS psija XUMHYECKUX IporeccoB. [IpuMeHne MHKpPOBOIHOBOTO
W3JTyYeHHs TI03BOJISIET TOJIydaTh MaTepHalbl, CTPOCHHE MOBEPXHOCTH KOTOPBIX
oOnamaeT YHHUKANbHBIMU cBo¥icTBaMu. Hambosee pa3pabOTaHHBIMEH OOIACTSIMU
SIBIIFOTCS: TIOJy4eHHE HaHOPa3MEpPHBIX HEOPraHM4YeCKuX BemecTB. CeneKTHB-
HOCTbH /IeHICTBUSI MUKPOBOJIHOBOTO M3JIyUCHHUS UCIIONIB3yeTCs Ul CUHTE3a Opra-

HUYCCKUX HaHOMaTepI/IaJ'IOBHO.

139 Lopes C.M.A., Peixoto G.G., Rezende M.C. Microwave absorption effectiveness of nonwoven
support impregnated with carbon black // Microwave and Optoelectronics Conference. - 2003. - Vol.
2, Ne 20. - P.771 - 774.

140 Qurashi A., Tabet N., Faiz M., Yamzaki T. Ultra-fast Microwave Synthesis of ZnO Nanowires and
their Dynamic Response Toward Hydrogen Gas // Nanoscale Research Letters. -2009.- Vol. 4, Ne 8. —
P. 948-954.
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T'1aBa 2
Oco0eHHOCTH NPOTEKAHUS HEKOTOPbIX OPraHUYeCKUX PeaKluid B yCJI0BHAX

MMKPOBOJTHOBOTO 00, 1y4eHHs

2.1 Cunre3 2-3amMemieHHBbIX-1,3-0KCa30JJHIMHOB HA OCHOBEe JAMATAHOJIAMHMHA B

YCI0BUAX MUKPOBOJHOBOI'O oﬁnyqennﬂ

1,3-OxcazonuauHaMu (TETparupoOKca3ojlaMi, IUKIMYECKUMH aMHHOALEeTa-
JSIMH) HAa3bIBAIOTCS TIPEJCIbHBIC MATUWICHHBIC TETEPOLMKIMYECKUE COCIUHEHMUS,
COZIEprKaIlie ABa TETePOaToMa: a30T U KHCIOPOJ, Pa3ZeICHHbIE aTOMOM YIJIEpo/a.

HayuHplii 1 mpakTHdecKHMid WHTEpec K 2-3aMemleHHBIM-1,3-oKkca3omuanHam
00YCJIOBIIEH HECKOJIbKUMH MIPUYMHAMU. BO-TIepBbIX, HAINYNEM B UX YHCIIE BEIIECTB,
00J1a/1a10IIMX BBIPAKEHHOW OMOJIOTMYECKOi aKTMBHOCTBIO. BO-BTOPBIX, pUMEHEHU-
€M B TEXHHMKE Ul CO3JIaHWSl MaTepualioB, OCOOCHHO ITOJIMMEPOB, C YHHKAIbHBIM
cBoiictBamu. Oco00 HEOOXOAMMO OTMETHTH, YTO NPHUMEHEHHE OKCa30JIMJIMHOB B
TOHKOM OPTraHWYeCKOM CHHTE3€ I03BOJISIET OCYIIECTBUTh CHHTE3 KpaiHe TPyIHOHO-
CTYIHBIX BemiecT (Tabm. 2.1).

buonornyeckas akTHBHOCTH 1,3-0OKCa30JIMAMHOB IPEJCTaBlICHa, NPEXIE BCe-
o, TpernapaTaMy, NPOSBISIONIMMHI BBIPAKEHHYIO POCTPETYIINPYIONIYIO0 aKTHBHOCTb.
Tak, eme B 1958 romy ObUIO OMUCAHO TEePOUIMIHOE ACHCTBUE 2-MUMEPOHMI-1,3-
OKCA30JIMIMHA HA POCTKM TOMAaTa 1 6000BEIX B Konnentpamuu 250 mr/1m” ' Apro-
pamu marenta' ¥ 6bUIa IPETOKEHA K YIOTPEOICHHIO B MEIUIIHHCKON PAKTHKE OKC-
azonuaAnHOBas (hopMa H3BECTHOTO AaroHUCTa (-aJpEeHOPenenTopoB (eHmwndprHa

((R)-3-[-1-rumpokcu-2-(meTunamuHo )31 | penon) (2.1).

! DnexTpoHHas 6a3a JAHHBIX PETYIATOPOB pocTa pactennii Compendium of Pesticide Common Names
http://www.alanwood.net/pesticides/

"2 Mar. 4866083 USA. 2-T-butyl-3alkybs-(m-hydroxyphenylh-oxazolidines having mydriatic effect/
Sehoenwald R. D.; ony6u1. 29.07.75.- Sc.



Tabnuma 2.1 — TIpOMBIIIIEHHO BBITyCKaeMble MECTHUIMIbI, BHECCHHbIC B 0a3y IaH-
HbeIX «Compendium of Pesticide Common Names Index of IUPAC Systematic

Names» (3a 2009 r)'*!

R, R,
O N
R,
R,
Haspanue paguxana
Toprosoe Ha3BaHME
Ry R, R3 R4
Furilazol Jumerun JTUXJIOPATCTHIT BOJIOPOL 2-bypannn
Dichlozolin Bomopon 3,5-nuxnopdeHun BOJIOPOJ IIUMETHUI
Dichlozolin-2 Merun 3,5-nmuxnopdeHun BOJIOPOJT METOKCHUMETHIT
Vinchlozolin Metun 3,5-nuxsopdeHun BOAOPOL BUHHUII
Piperozolin TTUTICPOHIIT Bomopon BOJIOPO BOJIOPOJ

Takke UMH YCTAHOBJICHO, YTO MPOH3BOJHEIC (PSHIII(PPHHA, a UMEHHO 2-TpeT-
OyTmn-3-ankmwi-5-(3-rugpokcudenun)-1,3-okcazomuana (2.1) obmamaroT BBIpaXKeH-
HBIM MHIPUATHYCCKUM 3(H(HEKTOM.

HO HsC, CH,

AN
@.1) Chy

1,3-OkcazonuauH-5-kapOOHOBBIC KHCIIOTHI SIBJISTFOTCS HE3aMCHHMBIMUA CHHTO-
HaMH B MPOIECCE CHHTE3a U3BECTHRIX NMPOTHBOPAKOBEIX mpenapatoB « Taxoly», «Tax-
oteren, «Paclitaxel» (2.2) u T.n. Panee nmelicTByromiee BEmECTBO MOIYYIaIH U3 KOPHI

14
TUXOOKCAHCKOIro0 TUCOBOT'O ACPEBA 3.

2. ' IMar. 5811550 USA. Process for the preparation of a 1,3-oxazolidine-5-carboxylic acid /Denis J.N.,
Green A.E.; ony6u1. 22.09.98. — 7c.
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Ry=—0 O

Q

QCOCH:

DCOCHs
T
-

Kak GbIIO YCTAHOBJIEHO TPYIIOH HCCleaoBaTeneil W 3-XJIOpIpOU3BOIHBIE -
1,3-okcazomunuHOB (2.3) 007a7aI0T BRIPAXCHHOW aHTHOAKTEPHATEHOW aKTHBHOCTHIO

LIMPOKOTO CHEKTpa ACHCTBUSL.

Ry Rs
R, Rq
(e} N
e
Re Rs
2.3)

I'pynnoet Rj,R,,R5,R6 MOTyT HMETh paznuuHyto NpUpOAY U COAEPKATh YUCIO AaTOMOB
yraepoaa ot 1 go 20, npeanouyturenbHo 5-6. [IpoBeneHHOE UCClieJOBaHUE 3aBUCH-
MOCTH aKTUBHOCTH OT CTPYKTYpBI II0Ka3ajJ0, YTO YCHJIMBAIOT aHWOAKTEpHAaIbHBIN
3¢ peKT aMHUHO-, aMMOHUIHBIE, CIIOXKHOA(PUHBIE U KapOOKCUIIbHASI TPYIIIA HA MECTE
3amectutelie Ry u Ry.
145

ABTOpBI ~ MCHONB30BAIH CTAAUI0 00pa3oBaHus |,3-0Kca30IuIMHOBOTO (par-

MEHTa JUIs IPOMBIIUICHHOTO IIPOM3BOJICTBA COBPEMEHHOTO aHTHOMOTHKA IIHMPOKOTO

cnekTpa neiicteus «Propdernkom» (2.4) 1o cremyromeit cxeme:

"% TTar. 3897425 USA. 3-Chloro-tetrahydro-1,3-oxazolidines / Bodor N. S., Kaminslti J.J., Kans L.; ory6.

10.10.88. -11c.

3. ' Iar. 20070055066 A1 USA. Process for preparing oxazolidine protected aminodiol compounds use-

ful as intermediates to florfenicol / Towson J.C.; ony6u. 08.03.07. -5c.
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HyCO,S,

CHCl,
AN/

| (2.4) 1

Hcnonp3oBanue paHee HE JOCTYIHBIX M OYEHb JOPOTHX XHPAIbHBIX 1,3-
OKCa30JMIMHOB B COYETAHWH C TUTAHOPTaHWMYECKHIMH COCTMHEHUSMH II03BOJIHIO
MPOBECTH aBTOpaMm peakiuio daBopckoro Ha MpUMepe Pa3IUYHBIX APOMATHUYECKUX
ANBJCTUIOB U (DeHUIAIeTHICHA. [[pUMCHEHUE ONTHYECKU-aKTHBHOTO KaTallu3aTopa
ITO3BOJIMIIO TIPOBECTH TPOIECC ¢ OOmIM BBIX0A0M 98% ¢ SHAHTHOCEIEKTHBHOCTEHIO

14
cBbimme 95%%.

o " ‘ ‘ HO, H
N kat, Ti(OPr), %
| X Me,Zn, TGF
~
/\ @7
R
(2.5) (2.6) 0

kat=

CHj

4. "xyu Z.,Mao J., Zhang Y. Highly enantioselective alkynylation of aldehydes catalyzed by a new oxa-
zolidine-titanium complex. //Org.Biomol.Chem. - 2008. -Ne 6. — P. 1288-1292.
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VHHKanbHBIE acleKThl 00pa3oBaHMUS W XUMUYECKHE CBOMCTBa  2-
3aMeHleHHbIX-1,3-0KC&30J’II/IHI/IHOB JACIal0T UX HE3aMCHUMBIMH B HCKOTOPLIX CTaAUAX
TOHKOTO OPTaHMYECKOTO CHHTE3a, OCOOCHHO B HCCIIEJOBAaHUH CTEPEOCEIICKTHBHBIX
npomeccos 4.

Oo0pazoBanue 1,3-0KCa30JIMIMHOB UCTIONB3YETCS B QHAINTHYECKUX HEISIX JUIs
aHaNM3a KaKk KapOOHWIBHBIX COSNMHEHHH, TaK U BUIMHAIBHBIX aMHHOCITUPTOB XpO-
MarorpapuuecKuMU METOIAMH.

Tak, nmomy4enue 1,3-0Kkca30MMANHOB KOHJIEHCAIIMEH COOTBETCTBYIOIIETO allb-
geruna W 2-(THIPOKCHMETWII)IIMIEPUINHA SBISETCS OMHOW U3 CTaauil raso-
JKUJIKOCTHOTO aHAJIN3a COJEPKaHUs albIETH/IO0B B IHIIEBBIX, MAap(IOMEPHBIX U MPO-
YuX ToBapax ObIToBOTO HasHadeHHA. [lompoOHBIE MeTommku pa3paboTtanbl National
Institute for Occupational Safety and Health (NIOSH) (USA). B wactHOCTH, CepTH-
(bUIMPOBaHBI METOAMKH aHAIW3a HU3IMIMX albACTHI0B, Gypdyposia ¥ BOIAOPACTBO-
PHMOTO IITyTapoBOro ajgbaeruaa .

IlepeBox B COOTBETCTBYIOMIMH 1,3-0KCa30JIMAMH SBISCTCA HEOOXOIUMOH CTa-
JMel Ta30KMIKOCTHOTO aHajin3a OWOTeHHOTO aMHHA OKTOIIAMHHA, CTPYKTYPHOTO
aHayora HopaJpeHalInHa, H3BECTHOTO HEHPOrOpMOHAIBHEIM M HEHPOPETYIATOPHBIM
JICUCTBUEM.

Heoxmnnannoe npumenenne 1,3-okca3oimuauHaM OBUIO HAWICHO TYpPEIKUMH
yLIeHI)IMI/IMg. Wmu Obuia u3ydeHa peakius IyOJIeHHs KOXH, NPUPOTHBIMU JTyOHIIb-
HBIMH BELIECTBAMH B IIPUCYTCTBUH Pa3INYHBIX 1,3-0kcazonuauHoB. OOpasyromuecs
B XOJ€ THIPOJIH3a abJCTHIBI B3aUMOJCHCTBOBAIN C (DEHUIIBHBIMH TIpYIIIAMH Iy-
OMJIBHBIX BELIECTB, 00pa3ys BHICOKOMOJICKYJISIPHBIE COEAMHEHHUS, YTO HPHUIABAJIIO
KOJXKe paHee He H3BECTHBIC IIOTPEONUTENbCKHE CBOWCTBA. ViMU OBUIO U3YYCHO BIMSHUE
1,3-0KCa30JIMAMHOB Ha Mpolecc AyONeHUs M yCTaHOBJICHA 3aBUCHMOCTD IIpUIaBae-

MBIX CBOMCTB OT cTpoeHus 1,3-okcazonuauHa.

"X pycranes [I.I1., ®azpuios C.J1., T'azannes A.M. O MexanusMe 06pa3oBanus 2-(eHUIITHHHIII-5-DeHuI-
3,4-numetmi-1,3-okcazomuauna / BectHukIII'Y. -2002. -Ne 4. - C. 37-42.

'*¥ National Institute for Occupational Safety and Health (NIOSH) (USA) NIOSH Manual of Analytical
Methods (NMAM), Fourth Edition, 8/15/94 http:/www.cdc.gov/niosh/nmam/

19 Afsar A., Sekeroglu O. An investigation about the effect of oxazolidine on modified valonia extract tan-
ning//African Journal of Biotechnology. - 2008. - Vol. 7 (20), Ne 10. - P. 3737-3742.

86



Ocoboe 3HaueHue 1,3-0KCa30JUIUHBI UTPAIOT B HOJIMMEPHOH NPOMBILIIEHHO-
cu. Tak, pasIMUHBIMU TPYHIAMH HCCIEI0BATENCH MPEUIOKEHA CepHs IATEHTOB' ,
B KOTOPBIX IpeJIaraeTcst UCIoIb30BaTh 1,3-0Kca3oauauHbl anudaTHIeckoro cTpoe-
HUS, B Ka4ecTBE JOOABKHM K PA3IMYHBIM (POTOUYBCTBHTEIBHBIM IIACTUYECKAM Mac-
caM, 4YTO 3aIlUIIAeT MTOCJISIHNE OT YAbTPadHOIETOBOrO H3IyUSHHUS U IIPOIEBAET UX
CPOK CITy>KOBI.

Astopamu''

3-rmuruaui-1,3-0Kkca30auIuHbI, MoJy4yaeMble N-
ANKWIUpOBaHUEM 1,3-0KCa30UIMHA SMUXIOPTUAPUHOM OBUTH HMCIIOJIB30BAHEI B CO-

nojmMepusalu JJisl MOJYYCHUA MOJIMYPETAHOBBIX IMOJMMEPOB KAK IMOKa3aHO Ha

cxeMme:
HZC—CQZ CH.O HZC—CCZ /\
HO/ H / T N s
2 O\/NH c
Ha
X
H,C O
\ R
C\H HZC/—CH\ (o)
ne”  OH CH HQC/ _
2| | RCOOH HzC—C{b \ o 2 o
N
N v / CH\OH
N
HZC\/ Hzc\ O\/ \ﬁ/
2

H,C—O HC—0

Hy |C|’

C H Hy H
Ho™ (|)H2 CHy RINCO), R1—N—ﬁ—cz—c2—T—c—H Ry
HO N CH o CH,

Sen” S Sou |
Hz CH,0H

Jns 3TOro, OKCHUpaHOBBIM IUKI PAcCKpbhIBAIM B3aHUMOJIEUCTBHEM C COOTBET-
CTBYIOIICH KapOOHOBOM KHCIOTOW, YTO MPUBOIIIO K OOPa30BAHHIO MMOJIMOKCA30IH-
JIMHOBOTO Tpou3BOAHOrO. JlanpHeilliee B3auMOIEUCTBUE C BOJOM MPUBOIUT K THA-

POJIN3y OKCAa30JIMAWMHOBOI'O KOJbHA € O6pa30BaHI/ICM CBOGOﬂHBIX TUAPOKCHUJIBHBIX U

'3 TTar. 4104254 USA. Method for stabilization of UV sensitive plastics with substituted 1,3-oxazolidine.
/Lai J.T.; ony6u. 01.08.78.-8c.

51 Mar. 3937716 USA. Oxazolidine derivatives. /Lewis S.N., Levy J.F., Hordon N.L.; omy6x. 10.02.76.-
13c.
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amMHMHO-TpynI. B3anmozelcTBue mocneaHux ¢ alu(aTrHuecKuMH JUA30LMaHATaAMHU
NPUBOJMT K 00Pa30BaHUIO COOTBETCTBYIOLIHMX MOJMYPETAHOBBIX MOJIUMEPOB.

B MHOroToHHaXXHBIX 00BbEeMax 2-3aMelleHHbIe-1,3-0Kca30InaANHBl BBITYCKa-
rores anrmiickor komnaaue# Industrial Copolimer Limited. Obnacte mpuMeHeHHUS
MPOM3BOIHBIX 1,3-0KCa30IMANHOB OYEHBb IIMPOKA W Pa3HOOOpa3Ha: KOMITO3HIIMOH-
HBIE MaTepuabl, yIy4qlIalonye MEXaHNIeCKIE CBOMCTBA CTEKOJ; COCTaBbl aHTHUKOP-
PO3UIHBIX TOKPBITHI; peakTUB JJisi IIBETHON (oTorpaduu, KOMIOHEHT BCEX BHUJIOB
MOKPBITHH (HAIOJIBHBIX, HACTEHHBIX, YIIAKOBOYHBIX M MHOTUX JPYTHX) C MIMpOYaii-
LM BHIGOPOM HEOGXOMMBIX CBOHCTB' >,

B otimuue ot npeasiaymero npumepa, 1,3-okca3oauanHbl, IPUMEHSIOTCS HE B
Ka4eCTBE OCHOBHOT'O PEarcHTa, a B Ka4eCTBE JOOABOK MPH IOJIyICHUH BBICOKOTBEP-
JBIX, XMMHUECKH CTOMKUX, BOJOOTTAIKHBAIOIINX MAaTepHaioB U MOJIMMEPOB, KICEB.
IIpu 3TOM OHH, KaK ¥ B MPEBIAYIIEM CIydae, UCIOIb3YIOTCS B IBYX KadecTBaX: Kak
OCYIIUTENb U CIIMBAOLINNA areHT OAHOBPEMEHHO. M301maHaTHbIe IPOU3BOIHEIE, pe-
arupys Co CJIEIOBBIMH KOJIMUECTBAMH BOJbI, 00Pa3yIOT YIJIEKUCIBIN Ta3, Iy3bIPEKU
KOTOPOTO MPUHINIHAIGHO CHIDKAIOT MPOYHOCTD IMOJydaeMoro moiumMepa. «Incozol
II» u 6onee coBpemenHas cTpykrypa «Incozol LV» pearupys ¢ Bomoii OsicTpee, deM
BOJIa pearupyer ¢ AUM30ILMOHATAMH, YTO MPUBOAUT K 0Opa30BaHUI0 aMUHOCIIHPTOB,
KOTOpBIE, B CBOIO O4YEpe/b, B3aMMOJICHCTBYS C M30IMOHATaMH, 0Opa3yioT CIIUTHIC
MOJUMEPHI, 00JaJarolue MOBBIIIEHHONH MeXaHH4YecKoi mnpodHocThio. «Incozol II»
SIBJISIETCSI MOHOLMKJIMYECKHM, a «Incozol LV ounmknnueckum okcazonuauHoM. Oda
OKCa30JIMIMHA SHEPTUYHO PEearupyer ¢ BOJOH, 00pasys JMHEHHbIE aMHHOCIIHPTHI, C

BBIACJIICHUECM aJIbACTrH/a.

4 N +HO _RINCO), o N—Et
Et ——
HO HN—Et OCN—R—NHCO OCNH—R—NCO
"Incozol II"

152 OpunmanbHblii caiiT komnanuu «Incorez Ltd» kpynHeiiniero npou3soauTes MPOMBIILIEHHO BOCTPEGO-
BaHHBIX 1,3-0kcazonmuauHoB. http://www.incorez.com/
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/7 [\ mo /7 [\ Rovcoy
o) N N 0O ———» HO OH ————
R

Incozol LV R

OCN—R—NHCO—O/\L I\/I/\O—OCNH-R—NCO
/ ~~"

OCN—R—NHCO OCNH-R—NCO

I'maponus «Incozol II» u «Incozol LV» NpuBOAMT K BHICYIIMBAHUIO PEAKIMOHHON
cMmecu. OOpasyroluecs 3TaHOJIAMHUHBI pearupyeT ¢ W30LMaHATHBIMU TPYIIIaMH 00-

pasyromerocs nojinuMepa, CuinmBas Heru.

OOmenpuHATEII MeXxaHU3M 00pazoBaHHA 1,3-0KCa30NMHINHOB KOHAEHCAIuei
aMUHOCIIHPTA ¥ COOTBETCTBYIOIIETO anbleruaa (KeToHa) omucaH B nuteparype. Co-
IJIACHO 3TOMY, CUHTAETCS, YTO PEaKIHs IPOTEKaeT yepes CTaauio oOpa3oBaHUs I0-
aTyamuHansd. OfHAKO KJIACCUYECKUM MEXaHU3M HE pacKpblBaeT MEXaHH3Ma cTepeoce-
JIEKTUBHOCTH 00pa30BaHUsI HEKOTOPHIX OKCa30JIMIMHOB, HAIIPUMEP Ha OCHOBE dde-
PUHOBBIX aJKaJOHIOB. AJNBTEPHATHBHBIA MEXaHM3M MOJPOOHO M3y4YeH W ONHCaH B
pa6ote'!’. Cunraercs, uto KimoueBoil cTauel, MPUBOAAIIEH K 0OPA30BAHMIO LKA,
ABISETCS. 00pa3oBaHKEe IIOMyaleTalls, YTO INPHUBOIAMUT K aKTUBALMH THIPOKCHILHON
TPYNIBI U BO3MOXKHOCTU €€ BHYTPHUMOJIEKYJSIPHOTO HYKJICO(MIBHOTO 3aMeleHus

JIEWCTBUEM DJICKTPOHHOM Maphl aTOMa a30Ta:

Ph CH;
Ph CH; 0 HO > <
>_< + R_< —_— —_—
HO HN—CH;, H R O HN—CHj
H
Ph CH; Ph CH, Ph CH;
H
_— oN~
o’I,N\CH3 0N o} N\CH3
H| R CHj
OH R R

B ycioBusX KOHBEKIIMOHHOTO HarpeBa HaOMIOAeTCs KOPPEsLUs BBIXOA0B 2-
1,3-0KCa30JIMIMHOB OT NPUPOJBI KApOOHMIIBHON KOMIOHEHThl. HanGonplne 3Have-

HUS BBIXOJIOB 1,3-0kca30nuauHoB (85-95 %) mocTuraroTces nmpu NPUMEHEHHUH apoMa-
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153
TUYECKUX ~~ albJETUI0B U 00Jee CKPOMHBIC 1T an(aTHUECKUX anbaerugaoB (65-85

%)154.

R, R,
R, R, Rs
\
-H,0 O\C/ TRy
HO  HN—R, R, N
Rs Ry

KoHBeknroHHbIe yCcIoBUsI cUHTE3a |,3-0KCa30JUAMHOB 3aKIIOYAIOTCS B JIJIH-
TeJIbHOM KHIsiueHUU (4-18 4) UCXOIHBIX BEUIECTB, B CPEJIE OPraHUYECKOTO PACTBO-
puTens, ¢ OTIEICHUEM BBIIEISIONICHCS B MPOLIECCE CUHTE3a BOJbI 153155 Heobxomu-
MO 3aMETHTh, YTO, [UIUTENFHOCTh MpoIecca, HEOOXOAUMOCTh B UCTIOIB30BaHUH Pac-
TBOPUTENS, €T0 MPUTOTOBJICHUS, XPaHEHHS, YTHIN3AUHN NENAI0T MPOLECC CHHTE3a
1,3-0KCa30IUAMHOB YKOJIOTHUECKH HE 0€30MaCHBIM M 9KOHOMHUYECKH 3aTPATHBIM.

Merop akTUBalMKM XUMHUYECKOW peaklUyd BOJIHAMU MHUKPOBOJIHOBOTO JUaraso-
Ha JUIsl CHHTE3a 2-3aMelIeHHbIX- | ,3-0KCa30JIuAMHOB B JIMTEpAType HE onucaH. B cBs-
3H C 3THM, MPOIECC TETEPOIMKIIN3AINH ObLIT H3YYCH Hamu' %, Ha puMepe KOHJICH-
CalMy JIMATaHOJaMHUHA C Pa3IMYHBIMA KETOHAMH, TAKUMU KaK — alleTOH, METHJITH-

KCTOH, ITMKJIOI'CKCaHOH, aLIeTO(bCHOH B YCJIIOBUAX MHUKPOBOJIHOBOI'O O6Hy‘IeHI/IH, Kak

ITOKa3aHO Ha CXEMC:

"**Neelakantan L. Asymmetric synthesis. 1. Synthesis and absolute configuration of oxazolidines derived

from (-)-ephedrine and aromatic aldehydes //J.Org.Chem. -1971. - Vol. 16, Ne 36. -P. 2256-2259.
®azpuioB C.J[, Nazamue A.M, Buacosa JI.M., XXypunoB M.K. OGpa3zoBanue oxca3onuauHOB d-

nceBnosdenpuna //XKOX. -1996.- T. 66, Ne 4. -C.696.

135 Taprsan C.M., ITanasu I'.JI., Oramss M.A. CuHTe3 U H3ydeHre OHONOTHYECKHX CBORCTB IIPOU3BOIHBIX

oKcazonuauHa //ApMsSHCK.XUM. K. -1984. —T.4, Ne34. -C. 242-246.

1% Xpycranes JI.I1., Cyneiimenosa A.A., ®assuios C.J1., Tazanue A.M. Cuntes 2-3aMelieHHbIX-1,3-

OKCa30JIUJMHOB B YCIOBUSIX MUKPOBOIHOBOro ooiydenus // XKypHan obmeit xumun. -2007. -T. 77, Ne 5. -

C.875.

17 Xpycranes JI.I1., Tazanues A.M., Cyneitmenosa A.A. Cuntes 2-3aMelIeHHbIX-1,3-0KCa30MANHOB B

yenoBusix CBU-o6myuenns //M3sectust HAH PK. -2007. -Ne 2. -C.40-44.
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Ph CH
3C\ /CH3 \ / 3

C Peq
o

HOC,H,—N \o H0C2H4—N 2.8) 18%
0

2.11)9 % A \_/

HOC2H4_NH_C2H4OH
HyC.  CoHs
NV el
PN —

HOC,H,—N 0 HOC,H—N 0 2959 %

(2.10) 11 %

Peakmnst B3anmMOAEHCTBHS OMTAaHONAMHHA C PA3IHYHBIMH albIETHIAMH, Ta-
KHUMH KaK — M-TUMETHIaMUHOOEH3alIbIETH I, N30BaJepUaHOBBIA anbAeTul, OCH3aTb-
JIETUJI, U30MACIISIHBIN anmbaeru, Gypdyposi, aHUCOBBIA AJIBICTHII, B YCIOBUAX MHUK-

POBOJHOBOI'O O6J'Iy‘leHI/I$I OpeACTaBJICHA HUXKE!

(H;C)N
CH;, H CHs
\C/ H o
- \ / 2Hs /H
HOC2H4—N C C
7 Do N
(2.18) 85 % HOC,H;—N HOC,H;—N 0
H,CO, (212)85% (2.13)81%
Ph
ANV
PN
HOC,H,— NH— C,H,0H HOGH,—N O
HOCZHA_N (2.14) 80 %
(2.17) 85 % \—/ / \ A/ s
H mc{ H
0 c/ c/
SN N
HOC2H4_N (0] HOC2H4_N [@)

(2.16)65% \ / (2.15) 83 %

B xone mon6opa onTUManbHBIX YCIOBHH OBUIO yCTaHOBIIEHO, 4yTo 10-30 MuHYT
o0irydeHns: cMecn anu(aTHIecKoro 00 apoMaTHIecKOro ajlbleTHaa U JUITaHOoIa-
MHHAa B MEKPOBOJHOBOW MeYW MpH MomHOCcTH 00aydeHus 70 BT nocraTtouno amst 06-
pa30BaHMS LENEBBIX MPOAYKTOB ¢ BEIXOAaMu 75-85 %. IIpy MOBBIMICHNN MOIIHOCTH

m3nydenuss 1o 350 BT Habmiomaercss 3aMeTHOE OCMOJICHME PEaKIMOHHOW cMecH U
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CHIDKEHHE BBIXOJIa JKEJIAeMOro MpoAyKTa. Ha oCHOBaHUM 3TOTO HAOIOICHHUS MOXKHO
MPEAINOJI0KUTh, YTO PEIIAIONIYI0 POJb B Ipolecce 00pa3oBaHMsl OKCa30JIMANHOB Ha
OCHOBC aJIbJICTH/IOB, UTPAIOT CHCIU(DUICCKUA TEPMUYCCKUN ¥ CICIU(PUUCCKHUA HE
TEPMUYECKHH MHUKPOBOIHOBHIE 3()(eKThl. B mome3y 3TOro mpenmnoioKeHus CBHIE-
TENBCTBYET TOT (aKT, YTO MPH B3aUMOICHCTBUH AUSTAHOIAMHUHA C HU3KOKHITALIIMUA
aIbJErNIaMH, HAIPUMED, U3oMacisHbiM (T. kui. 64 °C), npoucxoaut oGpa3oBaHue
COOTBETCTBYIOIIETO OKCA30JIUJIMHA C BBICOKUM BBIXOJIOM, MIPUYEM UCTIApECHUE albie-
THJIa, HECMOTPS Ha JIBYKPATHBIN M30BITOK, MIPOMCXOIUT B HE3HAUUTEIILHOW CTEIICHH.
B cnydae mpuMeHeHHsS BBICOKOKHILIIIMX aNbJCTUAOB, TAKUX Kak OeH3ambaerun (T.
kur. 179 °C), anucossiit anbaerus (T. kum. 249,5 °C) u quMeTHIaMUHOOEH3aIbIET U L
(1. xum. 176 °C/17 MM PT. CT.), MOJILHOE COOTHOLIEHHE PeareHToB ObL1o 1:1.

Taxoke HEOOXOJMMO OTMETHTBH, UTO 0Opa3oBaHue 1,3-oKca3oiaHInHa IPOHCXO-
JUT yepes MOJISIPHOE MEePEXOAHOE COCTOSTHUE C BBIJICIEHHEM BOABL. T.e. peaau3yroTcs
yCIIOBHSI, HEOOXOAMWMBIC [UIS BO3HUKHOBEHHUS CIEIM(PUICCKOrO HETEPMHUECKOrO
MHUKPOBOJIHOBOTO 3 deKTa.

Kak 0bI10 OTMEUEHO paHee, B KIACCHYCCKHX YCIOBHAX CHHTE3a 3aMETHA pas-
HUIAa B PEaKIMOHHON CIIOCOOHOCTH apOMAaTHYECKHX M alU(PaTHIeCKUX albICTHIOB.
[epBbie Oojiee SHEPTUUHO BCTYIAIOT B peakiuio, B TeueHue 4-5 yacos. C anudaru-
YECKHUMH aibICTHIaMH pPEakius MpoTeKaeT Ha 2-4 yaca IONbIIE. DTO CBSI3aHO C
0OJIBIIIUM TIOJIOKUTEIILHBIM 3apsAI0M Ha KapOOHUIIBHOM aTOME YIJIepoJa U, COOTBET-
CTBCHHO, OOJBIICH PEaKIMOHHOH CIIOCOOHOCTHIO ApPOMATHYCCKUX aJIbJICTUIIOB.
HeobxoauMo mOqYepKHYTH, YTO B YCIOBHIX MUKPOBOJIHOBOTO OOYUEHHS ITOH pas-
HUIIBI B PEAKIIMOHHOMN CITOCOOHOCTH 3aMEUCHO HE OBLIO.

KeToHBI BcTymaroT B peakluio TeTepONUKIN3ANA TPYIHEEe aubIeruaoB. Tak,
arieToeHOH 00pa3yeT COOTBETCTBYIOIMINI IE€TEPOIHKII C BBIXOAOM TOJBKO 18 % mpu
00y4ueHur B TedeHue 60 MUHYT. [[MKIIOreKCaHOH pearnpyeT 3HAYHUTENILHO JIyYIlle.
[Tpu momHOCcTH 06nydyenus 70 Bt u Bpemenu, paBHoM 30 MHHYT, )KeJlaeMbId TpO-
JYKT 00pa3yeTcst ¢ BEIXOoM 59 %. AIIETOH U METHJISTHIIKETOH 00Pa3yIOT JKeIaeMbIe
MpOAYKTHI ¢ Bbixogamu 9 u 11% coorBercTBeHHO. HU3KME BBIXOABI B Cllydae MpUMe-

HCHHs all€TOHA U MECTHUJIDTUJIIKCTOHA MOXHO ObLIO OBl OOBSICHUTH MX HU3KUMH TEM-
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nepaTypaMy KHUIIEHUs. JTa BepcUsi He yOeJWTeNbHA, TaK KaK alleTOQCHOH HMEeT
TEeMIepaTypy KUIICHUS CPABHUMYIO ¢ OeH3abaeruaoM. CTeprueckasl JOCTYITHOCTD U
JJIEKTPOHHBIC (PAaKTOPHI alleTOCHOHA HE SIBIIIOTCS MPEISATCTBHEM TPU ITPOBECHUH
peaKIyy B yCIOBUAX KOHBEKIIMOHHOTO HarPeBa B CPEJIe pACTBOPUTEIIS.

Takum o0pa3oM, KpaiiHE COMHHTEIBHBIM IPEICTABISETCA IPEIOI0KEHHUE,
YTO CTEPHUYECKHE W 3JIEKTPOHHBIE (aKTOPHI SBISAIOTCS MPUYMHONW HHU3KOTO BBIXOZIA
NpOJyKTa KOHJeHcaluu anerodeHoHa. AHanu3 nunoiibHbeix MomeHToB (HyperChem
8.03) moka3sai, 4ToO OH yBEJMYMBACTCs B psany Oensanpiaerun (2,69 D), anetodeHoH
(2,79 D), mukiorekcanoH (2,8 D), ciregoBaTeTbHO, HANOOIBIIEH BOCTIPUIMYHBOCTHIO
K MHKPOBOJIHOBOMY H3JIyUCHHIO 00JIafaeT MUKIOTeKCaHOH. VIHBIMU CITOBaMH, 3HAYEC-
HUS JAUTIONBHBIX MOMEHTOB KapOOHHMIIBHBIX COCIMHEHUI TOXKE HE MOTYT OOBSCHHUTH
Pa3HUILY B UX PEaKIIMOHHOI CITIOCOOHOCTH.

HanoxxeHHoe mepeMeHHOE J3JICKTPOMArHUTHOE TI0JI€ 3aCTaBISICT IUIIOIH CO-
BEpIIaTh OPUCHTAI[MOHHBIC IBH)KCHUS, YTO MPUBOIANT K HAPEBY PEAKIIMOHHOW CMe-
cu. IlomsapHble KapOOHWIBHBIC TPYIINBI CIIOCOOHBI BOCHPUHHMATH H3MCHEHUS
HaIpPaBJICHUS MHUKPOBOJIHOBOTO TIOJNSI U COBEPIIATH COOTBETCTBYIOMINE BHYTPHUMOJIE-

KYJISIPHBIC IBIDKCHHUS 110 CBA3M OCH30JIbHOE KOJIBIO — KapOOHMIIbHAS TPYIIIIA.

MareMaTi4yeckn KHHETHYECKast OHEpPrus BpalleHUusA 3aBUCUT OT MOMECHTa

o 158
VHEPLMHU BpAIlICHUS U YIVIOBOM CKOPOCTHU BPALLECHUS

E=(I'w")/2 (1)

I'me w — yriioBast CKOPOCTh BpaIeHus; | — MOMEHT WHEPINH BPAIIEHHSL.

= m1’ )

I'me m — Macca Bpararomieics 4acTuilbl; T —pajJinyc JBUKEHUS] MaTEPUATLHOM

TOYKH

138 Crpombepr A.T., Cemuenko JI.IT. ®usmueckas xumus. M.: «Bpicmias mkomnay, 1973.- 475 c.
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MowmeHT HMHEpLUU TCJia MPCACTABIIACT coboit CyMMY MOMCHTOB MHCPUUU Ma-

TCPUAJIIbHBIX TOYCK, COCTABJIAIOIIUX JAHHOC TCJIO, U OIIPCACIIACTCA 110 YPAaBHCHUIO.

=Y my 3

Ecmu ycnoBHO pa30HTh MONIEKy bl O€H3aIbACTHAA U alleTOpeHOHa Ha 2 YacTH:
OeH301bHOE KOJIBIO (0003HaYMM Kak A) W kapOoHWibHYI0 rpymniy (B), To MOMEHT

HWHEPpLMU BpalllCHUS MOKHO BbIYUCIUTL MO CICAYIOIUM Q)opMynaM:

a=rmy/(m,+ms) (4)

b= rm,/(m,+my) ®)]

ITpu 3TOM 11IeHTpBI Macc pparMeHToB A U B HaxonsTcs Ha PacCTOSIHUM T APYT
oT Apyra. PaccTosHEE OT IIeHTpa Macc KaKI0ro parMeHTa 10 ocu pparMeHTa OyayT
au b. [Ipu BpamieHUu JODKHBI BEITIONHATHCS CIICAYIOMINE YCIOBHS: m,*a=my*b, rie
m, ¥ m, - Maccel pparmMeHToB A u B; a+b=r.

MowmeHT uHepuun MolieKyibl AB paBeH cymMMe MOMEHTOB MHepIMu (hparMeH-

TOB A 1 B 1 MoXeT ObITh paccUnTaHa 10 CIEAYIOIEMY YPaBHEHHIO.

I =m,a*+m, b’ 6)

HOHCTaBJ’IfIH B YpaBHCHUC (6) BBIpAXKCHUA IJId a U b BEIYHMCIIIM MOMEHT HHEP-

MU TBYXaTOMHON MOJIEKYJIbI

F=pr’ @)
I'me = [(ma-mb)/ m,+m,] (m./12) ®)

OHEPruio BpalaTeiIbHOTro IBIKCHUS E MOXKHO BBIYHCINTD IO YPaBHEHHUIO
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E=(h*/(87°1))i(i+1) )
I'ne i- BpamarenpbHOE KBAaHTOBOE uuCiio, paBroe 0, 1,2,3...

Takum 00pa3om, SHEprusi BPaLIATEILHOTO JBHXKCHUS 3aBUCHT OT BEIMYHMHBI
MOMEHTa WHEPLMHU BpAalLICHHs, KOTOPHIH B CBOIO OYepelb, ONpPEICSIeTCs MacCod
BpalIaomuxcst GparMeHToB U paguycoM MX BpaimeHus. [IpuHynuTensHoe nepeopu-
EHTUPOBAHHE, 3HAUYUTENIBHO OOJIbIIAs Macca U pa3Mepbl METUIIBHOTO PafHKaia B MO-
nexyie anerodenona (2.19), B cpaBHeHHH ¢ BOAOPOAOM B 6eH3anbaeruze (2.18), 06-
JaJaroT OOJBIIMM MOMEHTOM WHEPLUH BpAIlEHHs W, MPEIINOJIOKHUTENLHO CO3/IAI0T
MEXaHOXUMUYECKHUE MTPEISITCTBHSA (B YACTHOCTH 32 CUET BPAICHNS METHIILHOH IpyT-
Ibl) K 00pa30BaHHIO NEPEXOJHOI0 COCTOSHUSI M, KaK CJEJCTBHE, K 0Opa3oBaHHUIO
MPOJYKTa.

OTcyTcTBHE BO3MOXXHOCTH BPAlLIaTEILHOTO JBHXKCHUS B MOJIEKYJIE I[UKJIOTEK-
caroHa (2.20) (mpu mepexojax «Kpecjao-BaHHa» KapOOHWIJIBHBIA aTOM yriepojaa He
9KpaHUPYETCs), YTO OOBACHIET TPOSKPATHO OOJBIINK BEIXOA MpoaykTa (2.9) B cpas-
HEHUU ¢ TmpoxykroM (2.8). B yclnoBusX KOHBEKIIMOHHOTO HarpeBa aueTo(eHOH

(2.19) 6ornee peakImOHHO CIIOCOOEH.

/H
H
o H ¢
/.
H

M °
(2.20)
(2.18) (2.19)

AHaIOTUYHO, 2 UMEHHO YBEIWYCHHEM BPAIIaTENFHOTO IBIDKEHHS 3aMECTHTE-
Jiel pu KapOOHMIJIFHOM aToMe, CBOEro poja TUHAMHYECKUM (MEXaHOXUMHYECKUM)
SKpPaHUPOBAHUEM, yIiIepoa B atu(paTndeckux KeToHax (amertone (2.22), MeTHIITHII-
KETOHE) MOXKHO OOBSCHUTH NMPUHIUIHAIBHO MEHBUIYIO PEAKIIMOHHYIO CIIOCOOHOCTh

KETOHOB B CPaBHEHHMHU ¢ anbaeruaamu (2.21).

H;C CH, HC_ _H g
\(© /
H %C\H
o yal
(2.21) (2.22)
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Kak crnemyer u3 cxembl, BpalleHHE BOJIOPOAa KapOOHHIBHOW I'PYIIBI BOKPYT
CBOEI1 OCH He MOXKET Kak-IM0o Memarh 00pa3oBaHUIO MEPEXOIHOTO COCTOSHUS, UYTO
MIPUBOJUT K 00pa30BaHMIO JKEJIAEMOTO MPOAYKTAa. MeTwibHas TpyImna UMeeT 3Hauu-
TENBHO OONBIINI 00BhEM, OOJBIIYIO Maccy, OONBIIYI0 KHHETHISCKYIO SJHEPTHIO U, Be-
POSITHO, COBEpIasi BpAIATEIbHBIC IBIDKCHUS B INEPEMEHHOM 3JIEKTPOMAarHUTHOM
T10JI€, pa3pyIIacT MEPEX0THOE COCTOSHHE.

CuHTe3upoBaHHbIe 1,3-OKCAa30MIUHBI TMPEACTABIAIOT CO0OWM MPO3payHbIC
OecIBETHBIE WIIM JKEITOBATHIC MOJBIKHBIE, JIETKO T'MIPOJIM3YIOIIHECs JKHIKOCTH C
XapaKTEepHBIM 3allaxOM HCXOJHOTO anbaeruna. MHIMBHAyalbHOCTH BelIeCcTB OblIa
MOATBEPXKJICHa METOJIOM TOHKOCJIOWHOH Xxpomarorpaduu. Bexompl, ¢usnko-
XMMHYECKHE XapaKTEPUCTHKN M Pe3yJIbTaThl 3JIEMEHTHOTO aHalM3a CHHTE3HMPOBAH-
HBIX B YCJIIOBHSIX MHKPOBOJHOBOTO OOIyYeHHS 2-3aMelleHHBIX-,3-0KCa30IuInHOB

Npe/ICTaBICHbI B TadmuIe 2.2.

Tabuura 2.2 — Beixoapl ¥ GU3NKO-XUMHUYECKHE XapaKTEPUCTUKHU coequueHui (2.8-2.17)

Beixon, Bpewms Beruncieno, Haiineno,
T.xum./ . . .
Ne 20 % peakuuu, 4 % Bpyrto- %
n“p | MM. pT.
coell. K. K. dopmyna
CT. 159 MB 159 MB C H C H
yciI. yciI.

2.8 | 1,5197 | 202/6 60 18 5-7 1 69,54 827 | C;;Hi7NO; | 69,61 | 8,39

29 | 1,4969 | 150/5 60 59 5-7 | 0,5|64,83 1034 | C,oH;9NO; | 63,79 | 10,23

2.10 | 1,4659 | 130/15 45 11 5-7 1 |60,35|10,76 | CsHi;NO, | 60,48 | 10,53

2.11 | 1,4664 | 125/10 40 9 5-7 1 |59,60|10,41| C;H;sNO, | 59,93 | 10,70

2.12 | 1,5579 | 210/2 70 85 5-7 1 0,5]66,07| 853 | CisHyNO; | 66,29 | 8,75

2.13 | 1,4680 | 104/3 75 81 5-7 0,5 162,39 | 11,05 | CoHoNO, | 62,47 | 10,85

2.14 | 1,5399 | 145/2 85 80 5-7 1 0,5]|6837| 7,82 | C;1HisNO, | 68,55 | 7,52

2.15 | 1,4650 | 94/2 70 83 5-7 0,5 | 60,35 | 10,76 | CsH;7NO, | 60,42 | 10,87

2.16 | 1,4926 | 150/5 65 - 5-7 - 15900 7,15 | CoHi3sNO; | 59,25 | 7,38

2.17 | 1,5449 | 198/7 80 85 5-7 0,5 | 64,55| 7,67 | Cio,H7NOs3 | 64,43 | 7,89

1% Xpycranes JI.I1. Cuntes, cTpoeHHe U peaKIMOHHAs CTIOCOOHOCTh HOBBIX STHHUJICOAEPKAIIUX 1,3-
OKCa30JIUIUHOB: JHCC. ... kKaHa. XuM. Hayk:.02.00.03.-Kaparanga.:MIOCVY, 2003. -116 c.
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CrpyKTypa CoeMHEHHH ObUla OJJHO3HAYHO JI0Ka3aHa JAaHHBIMHU DJIEMEHTHOT'O
anammsa, UK- u IMP-'H-cniekrpockommu. MK-criektp coemuuenuii (2.8-2.17) co-
JICPXKUT CJICAYIONIME II0JIOCH TIOTJIOIICHHUS, XapaKTepHBIE Ui OKCa30JUAMHOBOTO
kombia'® (KBr, em™): 3416 (OH), 2941, 2836, 2023, 1681, 1612, 1513, 1448, 1302,
1169, 1055, 1031, 932, 830, 777, 700, 585, 550, 515. UK-cnextp coequneHus (2.14)
MpeICTaBJIeH Ha pUCYHKE 2.1.

Tak, HMP-IH-CHGKTp (CDCl;) coemunenuii (2.8-2.17) conepxuT MHUKH, Xapak-
TEpHBIE JUIsl IPOTOHOB B ITOJIOKEHUSX 4 U 5 OKCA30JIMAMHOBOTO KOJIbIIA B BHJIE MYJIb-
THILIETOB B o0nactsx 2,47-2,59 u 3,40-3,65 M. 1. COOTBETCTBEHHO . DTAHOJIBHBII
paJuKan BEIHCHIBACTCS B BUJE TPHUILICTa M MYJbTHIUIETAa B oOmacTsax 3,60-3,89 u
2,31 (4,75) m.a. coorBerctBeHHO. [lannbie SIMP-cnektpoB coennnenunii (2.8-2.17)
npuBeeHs! B Tabmime 2.3. SMP-'H-ciextp coemunenns (2.15) npeacrapien Ha pu-

CyHKe 2.2.

160 o
Cunbepcreiin P., Baccnep I'., Moppun T. CrnekrpoMerpuueckas HICHTU(GUKALMS OPraHUYECKUX CO-

eauHeHuit. -M.:Mup, 1977. - 590 c.
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Tabnwma 2.3 — JlaHHBIE CLICKTPOB SAMP-"H coeuuenuit (2.8-2.18)

2 3
O N 4 5 6
Y ~~CH,—CH,—OH
1
R
No HMP-lHCHCKTp, 3, m.11., B CDCl3
M m, | H, | Hy | Hy | Hs | Hg R
3,42- | 2,38, 1,63 ¢ (-CH),
28 | - 350|248y | 2OOM|305T| 48 7,19, 7,37 m (-Ph)
3,45- | 2,50- | 2,52- | 3,60-
2.9 T 3,52M[2,55M (2,57 M| 3,671 48c 1,39-1,75 m (-(CH>)s)
s10 | L | 342 [ 248254 [ 3,62- [, oo | 1:35¢(-CHy), 1,52 k (-CH,CH),
: 3,52m | 2,57 M| 2,57 M |3,667T| " 0,95-0,99 T (-CH,CH3)
3,40- | 2,50- | 2,51- | 2,61-
2L - 3500 (255w | 2.80m | 2701 | H70°C 1,30°¢ (-CHs)
3,41- | 2,48- 2,60- 6,70 1, 7,01 1 (-Ph),
2121528¢ 355 | 258 | 220 M | 2651 |73 € 8.23 ¢ (-CHy)
3.96- | 3.41- | 2.49- | 2,50- | 2,61- 2:21-2,25 m (CH(CH:)CH),
2131390 1| 3.53 | 2.58m | 261 m | 2,650 | 277 ¢ 1.06a(CHy), 1,25-1,30 m
oA : : : (-CH,CH3), 0,96 T (-CH,CHs)
3,40- | 2,47- | 2,45- | 3,63-
214 |526¢ | T | i | den | 3650 4T8¢ 7,19, 7,37 (-Ph)
o 1s | 391 [ 355 [ 2.60- [ 275 [3.77- [ 5/ 2,50-2,55  (-CH(CHs)»),
151303 113,65m|2,67m|2,80m 3,801 | 0,85-0,92 (2 -CHz)
3,41- | 2,48- | 2,53-
216 | 549 ¢ | 5o | S ign | 2ar | 3607|475 ¢ 6,19-6,25, 7,30 M
3,43- | 2,47- | 2,45- 6,70, 7,26 (-Ph),
2T 526 1) 3 5 (250 m | 256 m | 03T | H78C 3,72 ¢ (-CHs)
410- | 3.55- | 2.46- | 2.57- | 3.79- 1,48-1,55 M (-CH,CH,CH),
218 | 4 13r 365w [ 2.52m | 2,697 | 389|231 e|  1.35-1.45 m (-CH.CH,CH),
’ ’ ’ ’ ’ 0,87-0,92 T (-CH,CH,CH3)
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VYcnous momydeHust 1,3-0kca30MMAWHOB Ha OCHOBE anM(PaTHICCKUX H
apOMaTHYECKUX aJIbJICTHUIOB 3aKJIIOYAETCS B MUKPOBOJIHOBOM OOJIydEHUH 3KBH-
MOJIBHOTO CMECH peareHToB B TeueHnr 10-20 MUHYT ITpH MOIIHOCTH OOJTydeHUS
70-90 Bt. O0yueHne 3KBUMOJIBHOW CMeCH Tu3TaHolaMuHa U ¢pypdypoia B Te-
yeHun 10 cexyHn (t.e. 3a Bpems B 60-120 pa3 meHsbluee, yem TpeOyeTcs JUis
CHUHTE32 OKCA30JINIMHOB) WHUIMHPOBAJIO CAMOIPOHM3BOJIEHYIO JK30T€pMHUYE-
CKYIO PEaKIHIO, PUBOJIAILYIO0 K 00pa30BaHHUIO BEICOKOMOJIEKYJISIPHOTO TIPOIYK-
Ta, HE PaCTBOPUMOTO B OPraHMYECKUX PACTBOPUTENSX, JIETKO PacTBOPHMOTO B
Bozae. HeoOXxomumMo momyepKkHyTh, 4TO HpU 00IydeHHH dnucToro Gypdypona B
teueHnu 10 MuHyT npu MourHocTH 70BT HaOMIONANOCH NI HE3HAYUTEIBHOE
okpammBanue (ypQypona B po30BBIH LBET, 3aMETHBIX CIIEIOB OCMOJICHHS WIIN
MOJIMMEPHU3ALIUH He HAOII0JaI0Ch.

Xumust pypdypona nmoxpodHo msydena. Tak, mo muenno' ', packper-
THE ¥ TIOCIeyIomas nonumepu3zanust Gypdypona mpoucxXoauT MOCIeI0BaTENb-
HO: CHaJaja IIPOUCXOAUT MPOTOHUPOBAHNE (PypaHOBOTO KOJbBLA; BTOPAs CTAAUSI
3aKJIOYaeTcsl B aTake (pypaHOBOTO KOJBIA HYKICO(PHMIBHBIM PEareéHTOM, UTO
MIPUBOJMT K 3aMeIIeHHOMY Jieny. [locnenHsis cTaaus — moJuMepu3anys AueHa.

Kitaccuueckas cragust npruBeeHa Ha CXEME:

1
oH /

""Tlonomapes A.A. CunTe3bl M peakiuu (pypaHoBbIX BeliecTs. — CapaTos: M3a. CapaToBCKOro yHH-
Bepcuteta, 1960. - C. 137-142.

162 . o
WBanckuit B.J. XumMus rereporukinyeckux coequaeHnii. M.: «Beicmas mkouna», 1978. - C.112-
122.
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Kak cnenyer u3 cxembl, HEOOXOAUMBIM YCIIOBUEM PACKPBITHs KOJIbLIA, 5B-
JISIETCSl €T0 MPOTOHUPOBaHKE (B Ooliee 00IIeM CMBICIIE MPOUCXOIUT 00pazoBa-
HHE KapOOKaTHOHA) JeHcTBHEM KaKoW-ITMO0 kucioThl. OJHAKO, B CiIydae peak-
i Gypdypona ¢ IMITAHOIAMHHOM KHCIOTa HE UCIONb30Banachk. Hamu npen-
HOJIOKEHO, YTO Ha IIEPBOil CTAJNU PeaKUUy IPpH B3auMoeiicTBur Gpypdypoina ¢

JIM3TaHOJIAMUHOM 00pa3yeTcst MoJyaMUHalb.

/ \ o HaC—— CHoOH / \ /OH HaC—— CH,0H
o C/ + HN/ —_— o /C—N/
\,:\’/ }—EC—CHZOH H H,C——CH,0H

WzBecTtHO, uTOo Haubosee YyBCTBUTENBbHBI K MHUKPOBOJIHOBOMY OOJIyde-
HUIO yacToToit 2,451 T — 3T0 THAPOKCHITBHBIE TPYIIIBI H MOJEKyna BoAsl. [Tox
JEWCTBHEM MHUKPOBOJIHOBOTO OOJy4eHHs THIPOKCHUIBbHAS TPYIIa OTILEIUISIETCS],

00pa3yst COOTBETCTBYIOIIHIA TPETHUHBIN KapOOKATHOH.

/ \ OH  H,C——CH,OH OH / \ HoC——CH,0H
/ / —_— @A./
o C—N o C—N
/N /N
H HyC——CH,0H H H,C——CH,OH
[Ipu >TOoM o0Opa3yromuiics KapOOKaTHOH MOXET B3aMMOJCHCTBOBATH C

3JIEKTPOHHOM Mapoit aToma a3oTa.

_ H,C——CH,0H

“ 7/
H HoC——CH,0H
Ho sT10 B3ammopeiicTBie HE NPUBOANT K MPOTOHUPOBAHUIO (hypaHOBOTO
KOJIbIIa ¥ JaJibHEHIIIEMy €T0 PacKphITHIO. MBI IpeArongaraeM MpOTOHNPOBAHHUE

(bypaHOBOTrO KONbIIAa ¢ 00pa30BaHUEM CIICIYIOIINX PE3OHAHCHBIX CTPYKTYP:

®

/ HoC——CH,0H - HaC—— CH,0H - HyC—— CH,OH
<~ = o = / S— ~ /
O H ¢ N, \ C—=N
\ o H

H,C——CH,0H HyC—— CH,OH ®

H,C——CH,OH

B3anmopeiicTBue 3THX PE30HAHCHBIX CTPYKTYP € HYKJICO(QHIBHBIM peareHTOM
MIPUBOJWT, COTJIACHO W3BECTHBIM JIMTEPATYPHBIM IAHHBIM, K Pa3pbIBY CBSI3H
Mexay aromamu C5 n O dypaHoBOro nukia, ¢ 00pa3oBaHUEM COOTBETCTBYIO-

WX TUECHOBBIX CTPYKTYp. IloTeHIManpHO, B JaHHON peakmuu Hykieoduiamu
102



MOTYT OBITh: OTIIENUBIIASCS THIPOOKCHIIbHAS TPYINa, CIIUPTOBAs TPYIIIA JH-
9TaHOJAMUHA, JJICKTPOHHAs Mapa aToMa a30Ta JU3TaHOJAMUHA, HE BCTYIMBIIC-
r'O B peakuuio o0pa3zoBaHus MosryaMuHas. [Ipennonoxum, 4To posib HykiIedu-

Jia UrpacT OTIICIUBINAACI TUAPOKCUIIbHAA IpyIIIa.

H,C——CH,OH / \ H,C——CH,OH
4 HO c== 'N/

g—N 0 Fi
H,C——CH,0H H2C——CH,0H

[Ipu 3ToM 0Opasyercss OUEHOBasl CTPYKTypa, CIOcOoOHas K JanbHEHmed moiu-

MepH3aIn
/ \ "'/2C_CH20H . *  HC——CH,0H
see- /
HO o ﬁ N — "o c==N
o Fi
HoC——CH,0H n HoC—— CH,OH

Ilo npeamnojara€MomMy MEXaHU3My IM€pBasA CTaausd, NPUBOAAIIAA K MMOJUMEp3a-
oMM — 3T0 oOpa3oBaHHMe KapOokarnoHa. CiezoBaTelbHO, MOJOOHOE TEUCHUE
peaKknuy JTODKHO HAOI0AaThes ISl BCeX BTOPUYHBIX aMUHOB. OmHAKo, TocIe
JUINTEIILHOTO HarpeBaHusi cMecu Gpypdyposia ¢ MOP(OIMHOM B YCIOBUSIX MHK-
POBOJIHOBOTO OOJIyYeHHsI MIPUBETO K 00Pa30BaHUIO COOTBETCTBYIOIIETO aMUHA-
151 (2.23), Temmeparypa IUTaBICHHS KOTOPBIX COBIMAJa C OIMMCAHHBIMU B JTUTEpa-
Typelm. B3aumopelicTBue ¢ nmapa-quMeTUIaMUHOAHUIMHOM U aMMHUAKOM TaKKe
MIPUBENIO K 00Pa30BaHHUIO M3BECTHBIX MPOIYKTOB (2.24) 1 (2.25) cOOTBETCTBEH-
Ho. Tak kax 11e1blo AKCIIEpUMEHTa OBUIO JOOUTHCS ONIUMEPH3ALINH, TO PEAKLIUS
IIPOBO/INIIACH B )KECTKHUX YCIIOBHSX, YTO IPUBOAMIO K MMOTEMHEHHUIO U JaXe He-
3HAYUTEITHFHOMY OCMOJICHHIO PEaKIIMOHHOW Cpebl, HO BBIPAXKEHHOTO CMOJI000-
pa3oBaHus He mpoucxoamio. K o0pa3oBaHHIO CMOIIBI IPUBETIO B3aMMOACHCTBHUE

¢bypdypora ¢ MOHOITAHOIAMHHOM.
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(226) H
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CMOJIA

[pwuem, npu HenpomomxurensHoM HarpeBanuu (0,5-1 muH, 90 BT) 00-

pasyercsi cooTBercTBytomiee ocHoBanue Illudda (2.26) u ToabKko UIUTEIBHOE

HarpeBaHue MPUBOIUT K CMOJI000pa3oBannio. HeoGX0MMO OTMETHTD, YTO ECITH

peaknusd ¢ AUITAHOJIAMHUHOM IIPOTEKACT SK30TCPMUYHO U Tpe6yeTcsI TOJIBKO aK-

tuBanus peakuuu (10-12 ¢ mpu momroctu 90BT), To 00pazoBaHNe CMOIEL B pe-

AKIIMM C MOHO3TAHOJIAMHWHOM IIPOUCXOAUT IIPpU 06J'Iy‘leHI/II/I CMECH HCXOIHBIX

peareHToB B TEUEHUH 5 MUHYT NPH MOIIHOCTH m3aydeHus 90 Bt. CnemgoBaTens-

HO, HAJINYNEC FH,HpOKCPIHBHOﬁ TPYIIIBI B COCTAaBE aMHWHA OKa3bIBACT OIPEHACIICH-

HOC BJIMSTHUC Ha ITPOIECC.

Tabnuna 2.4 — Beixo/ibl ¥ PU3NKO-XUMHYECKUE XapaKTepUucTuku (2.23-2.26)

Ne JlurepaTypHblii uc-
ndzo T.xwr. patyp
coef. TOYHHK
2.23 1,5197 202/6
2.24 1,4969 150/5
161
2.25 1,4659 130/15
2.26 1,4664 125/10
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Hecmotpst Ha To, 4ro «3eneHass XUMUs» SIBISETCS OYEHb MOJIOJON
HaYKOW, KPUTEPHH, PEIbBISIEMbIC €10 K 9KOJIOTHYECKOH 0€30MacHOCTH XHUMH-
yeckux mnpoueccoB de-facto cramy KpUTEpUSMH MPUTOTHOCTH TEXHOJIOTHH IS
MIPOMBIIINICHHOT'O BHEJIPEHUSI BO BCEX PA3BUTHIX CTpaHax Mupa. IlocienoBare-
nsimu «GreenChemistry» MOCTENIEHHO BbIPa0aTHIBAIOTCS HOBBIE KaK KaueCTBEH-
HBIE, TaK M KOJWYECTBEHHBIE METOJBI OLEHKH JKOJIOTMYHOCTH IPOBOIUMOTO
TIPOLIECCa, C HUMH MOYKHO MOAPOGHO 03HAKOMHTBCS B padote'®.

Ha pucynke 2.3 mpuBeneHa nuarpaMMa CpPaBHEHHS XPOHOMETPHUECKHX
3aTpaT Ha mpuMepe cuHTe3a 2-u3omnpormi-3-(N-staH-2-oi)-1,3-0kcazonuanHa
(2.15) B ycnoBuAX KOHBEKIMOHHOTO HarpeBa U MHUKPOBOJHOBOTO OOJIydEHUS.
W3 rpaduka criemyer, 9TO NPOBEACHHE PEAKIINH B KJIACCHUECKUX YCIOBHUAX Tpe-
OyeT 4yeThIpe MONHBIX pabovnx IHS, B TO BPEMs KaK B YCIOBHSAX MUKPOBOJIHOBO-

To 06nyquM;1 HpOI/ISBOJICTBeHHHﬁ UK MOXXHO 3aBCPUIMTDH 3a HETOJIHBIN OJIUH.

30
27
25
E Knaccuueckne ycnosus
20 1
B lpu MB-o6nyuenuu
15 1
12
10 8
5,5
5 | 4 4 3
- 0 - Ll
0 - T T
Ouncrka AGconotuszanus CuHTE3 NpoaAyKTa Brinenenue u Bcero na
HMCXOJIHBIX pacTBOpHTENs O4YHMCTKA npomecc
BEUIECTB TexHoJornuyeckasi craagms

Pucynok 2.3 — XpoHomeTpuueckue 3aTparhl Ha CUHTE3 2-u3onpomui-3-(N-3raH-2-
oi)-1,3-okcazonuanHa (2.15) B KJIaCCHYECKUX YCIOBUAX H YCIOBUSIX MHKPOBOJIHOBOTO 00JIY-
JeHUs

' Geoffrey R. Akien and Martyn Poliakoff A critical look at reactions in class I and II gas-expanded
liquids using CO2 and other gases // Green Chem.- 2009.- Vol.11.- P. 1083 — 1100.
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OnnuM u3 HanboJiee MH(POPMATHBHBIX MOKa3aTese spisercs «Maccopas
MPOU3BOIUTEIHLHOCTEY (MP) - OH pacCUMTHIBACTCS KaK COOTHOIICHHE MAaCChI
ITOJIC3HOTO TPOYKTa PEaKIMH K MacCe BCEX KOMIIOHCHTOB, UCIIOIB30BAHHBIX B
cuHTe3e (BKIJIIOYAs, KATAIM3aTOp, PACTBOPHUTEIb, JOMOJIHUTEIBHBIC PEAreHTHI).
VcxonHble naHHBIC 715l PACYETOB MAaCCOBOM MPOM3BOAMTEILHOCTH Ha IIpUMEpe
2-m3onpormi-3-(N-3tan-2-om)-1,3-okcazonuauHa (2.15) Mpl mpuBoguM B Tab-

e 2.5.

Tabnuma 2.5 — CpaBHEeHHE MacCOBO MMPON3BOANUTENFHOCTH 2-u30mpormi-3-(N-
9TaH-2-01)-1,3-0Kca30aMauHa B KJIACCHYECKUX U B YCIIOBHSX MHUKPOBOJIHOBOTO
0o0my4eHus

CuHTe3 B yCTIOBHAX
CuHTe3 B KJlaccuue-
ITapamerp MHUKPOBOJIHOBOTO 00-
CKHUX YCIIOBHSAX
Jy4eHHUs
1 2 3
Macca npoaykra peaxun (M1) 6,201 7,91
Macca nustanonamusa (M2) 6,3 6,3
Macca nzomacisiHoro anbaeruaa (M3) 4,32 8,64
Macca pacrBopurens (M4) 100 0

Ha ocHOBe NpHUBENCHHBIX JaHHBIX MACCOBasi MPOU3BOAUTEIBHOCTh pac-
cuuThIBaeTcs coryiacHo ¢popmyne MP=M1/(M2+M3+M4).

KaK CJICAYET U3 BBI‘-II/ICJ'[GHI/II‘/‘I, 3HAYEHUS MAaCcCOBOU IMPOU3BOAUTECIILHOCTH
JUTSL KTACCUYCCKUX YCIIOBHH M MPH MHKPOBOJIHOBOM OOJYYCHHU COCTABJISIOT
0,056 u 0,529 cOOTBETCTBEHHO, T.€. B YCIOBHUSX MHKPOBOJHOBOM aKTHUBAIUH
MaccoBasi MPOU3BOIUTEIFHOCTh TpoIiecca B MpUOIM3UTEenhHO B 10 pa3 BhImIe,
4eM MpH 0OBIYHOM METOJIe CHHTE3a.

Cunre3 1,3-0KCa30JMIMHOB HA OCHOBE apOMaTHYECKUX U alU(aTHIECKUX
aNbJICTUIOB MOXKET OBITh YCIIEIIHO MpoBeAcH B ycnoBusix MBO. Bpems peak-
1M, 3aTpadyuBaeMoe Ha Tpoliecc, cokpamaercs ¢ 4-12 gacoB g0 10-15 MuHyT.

HpOHOpHI/IOHaJ'II)HO CHWIKCHHUIO BPEMCHHU PECAKINU IMPOUCXOAUT CHUKCHUEC MPO-
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W3BOJICTBEHHBIX M3JICPIKEK, 00YCIOBICHHBIX 3KOHOMHUEH BOJBI, JJIEKTPHUYCCTBA,
TPYJIOBBIX PECYPCOB.

CunTe3 1,3-0KCca30auIUHOB OBUT MPOBEJCH B OTCYTCTBHE PACTBOPUTEI,
YTO HCKITIOYaeT U3 Ce0ECTOMMOCTH IPOTyKTa 3aTPaThl HA €TO TPAHCIIOPTHPOBKY,
OYHNCTKY, XpaHEHHE, UCTIOIb30BaHIe, PEreHEPALIHIO.

BeposarHo, mpudrHa HU3KOH PeaKIMOHHON CITOCOOHOCTH KETOHOB 3aKITIO-
YaeTCs B HAJMYMHU JUHAMUYCCKUX 3(P(HEKTOB, HHIYIUPYEMBIX MHUKPOBOITHOBBIM
n3nydeHueM. Takke HEOOXOMMO 3aMETHTh, YTO B HACTOAIIEE BpeMsl IpodiieMa
HU3KOT0 BBIXOJIa TOTO WJIM MHOTO MPOAYKTA YCIEUTHO PElIaeTcss HHKEHEPHBIMU
METOJIaMU.

IIpennoxxeHHbli METOT CUHTE3A 2-3aMEIEHHBIX- 1,3 -0KCa30JIMJMHOB
ITOJTHOCTBHIO COOTBETCTBYET KOHIICIIINH «3eJIeHast XUMHUI» U MOXKET OBITh PEKO-

MCHIOBaH JJid BHCAPCHUA B ITPOMBINIICHHOCTD.

2.2 CuHre3 2-3aMeleHHBIX-1,3-TH0KCOIAHOB B yCJIOBHAX MUKPOBOJIHOBOIO

00J1yueHust

Hecmotps Ha TO, 9TO mpom3BOAHBIE 1,3-AMOKCOTIaHA OTHOCHTEIHHO XO-
pouIo MU3YYCHBI, a MOJYYCHUC MHOIUX U3 HUX IMPOBOAUTCA B MPOMBIINIJICHHBIX
Macmrabax, OHM 10 HPEKHEMY IPHUBJICKAIOT BHUMaHHE HCCIIEAOBATENC Kak
MMOTCHIUAJIBHBIC HOCUTECIIN NPAKTUYCCKHU TTOJIE3HBIX CBOMCTB 1 aKTUBHO UCHOJIb-
3yIOTCSl B MEAMIIMHE, CEIbCKOM XO3SHCTBE, IMOJIMMEPHOH, JJAKOKPACOYHOW IpO-
MBIIIUICHHOCTH M PYTUX O0JAcTSX HayKd M TeXHUKH. Hampumep, ZOCTaTOYHO
MPOCTBIE TI0 CBOEMY CTpOeHHIO, (hropmpomsBomubie 1,3-guokconanoB (2.27)
YCIIENTHO MPUMEHSIOTCSA B (PAPMAKOJIOTHH B KAUYECTBE aHECTE3UPYIOMINX U cela-
THUBHBIX cpen0T3164. HCCJ’[C}IOB&HHS{ KaHa}lCKI/IX YUYCHBIX IOKasalii, 4TO COCIU-
HEHUsI TOpas3fo 0ojee CI0XKHOTO cTpoeHUs (2.28) MposSBUIM aKTUBHOCTH, CXO-

KYy1o € EIMI/IHOZ")I/IHOM1 63 .

' Henschel ~ O., Keith E. Gipson and Angelique Bordey GABAA Receptors, Anesthetics and Anti-
convulsants in Brain Development// CNS & Neurological Disorders - Drug Targets. — 2008.- Ne 7.- P.

211-224.

1% Shin W., Chae C.H., Yoo S.E. Antihypertensive 2-(1,3-dioxolan-2-yl)-2-methyl-6-nitro-4-(2-oxo-1-
pyrrolidinyl)-2H-1-benzopyran. //Acta Crystallographica. - 1996. - Vol.52, Ne52. - P.2058-2060.
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CF}(CFz)nCHz
(2.27) (2.28)
Emte Oonee mmpokoe MpUMEHEHHE B METUITMHE, B KAYECTBE aHCCTETHKOB
U CENAaTHBHBIX TPENapaToB HAIUIA CTPYKTYypHbIC aHANOTH «DEHIMKIHINHAY
(2.29) u «Keramuna» (2.30) takme kak «Dexodrol» (2.31) m «Etoxadrol»

166
(2.32)™ . Kak BUIOHO U3 CXEMBI, CTPYKTYPHAs aHAJIOTHS OYCBHU/IHA.

Cl
N
NH

H,C

(2.29) 230)
O (0]

HN
231) (2.32)

Uccnenopatensvu'®’ GbLI0 MPOBEIEHO M3ydeHHE KOPPEISIHH «CTPYKTY-
pa-aKTUBHOCTB» Ha IIPUMEPE BBEJCHUS TMOKCOJIAHOBOTO (hparMeHTa B CTPYKTY-

py 1,4-IMrUAPOTIMPUIMHOB, YTO HPHUBENO K MOJYYECHHIO BBICOKOI((EKTUBHBIX

1% Chen G. Sympathomimetic anesthetic. // Canadien Journal of Anesthesia. - 1973. - Vol. 20, Ne2. -
P. 180-185.

'“ITar. 4892881 USA. Dihydropyridine anty-ischaemic and antihypertensive agent / Alker D., Camp-
bell S.F., Cross P.E.; omy6:1. 09.01.1990. — 4c.
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6J'IOKaTOpOB KaJIbIIUCBBIX KaHAJIOB, 06na)1a}onmx BbIPpAXKCHHBIM aHTUHULIECMHUYC-

CKHUM M aHTHTUIICPTCH3UBHBIM 3 (HEKTOM.

R,00C COOR;

HaC CH,OCH,~”CH

Iz
o]

(2.33)
Rl, R2:C1-C4; R:C6H4C1, C6H3C12

Buonorudeckasi aKTHBHOCTh TETEPOIMKIMIECKUX CTPYKTYP, 00T Jar0IIX
aHTUTUIEPTEH3UBHBIM JICHCTBUEM, COJICPIKAIMX B CBOCH CTPYKTYpe JHOKCONA-
HOBBIN ()parMEHT aKTUBHO U3Y4aeTCs, YTO OTPAKEHO B COOTBETCTBYIOILICH JIH-
teparype' .

Hecmotps Ha TO, uTo 1,3-THOKCOJIaHBI aKTUBHO U3ydaroTcs Ooiee 100
JIET, OHU TO-TIPEKHEMY SBIISIFOTCS OJIaroIapHOM IMOYBOM JUTsI UCCIICIOBAHUS U HE
MEPECTAI0T yIUBIATH HccienoBaresicii. Tak B HacTosImee BpeMsl, Pa3HBIMU
rpyIIaMu UCCIIEA0BATeNe, B PSly COSAMHEHUMN, COEPIKAIINX THOKCOIAHOBBIN
(bparMeHT, 0OHApPYKEHbI COEANHEHUsI, 00JIaIaI0IINe BBIPAXKEHHBIM POTHBOCY-

169,170,171
JIOPOXKHBIM ddexTom ",

1 TTat. 4975444 USA. Cycloalkyl-substituted glutaramide antihypertensive agents / Danielewicz J.C.,
James K., Kobylecki R.J.; ory6a. 04.12.90 -15c.

' Rajopadhye M., Popp F.D. Potential anticonvulsants. Synthesis and anticonvulsant activity of spi-
ro[1,3-dioxolane-2,3 -indolin]-2"-ones and structure analogues // J.Med.Chem. - 1988. - Vol.31, No5. -
P. 1001-1005.

17OZappala M., Micale N., Grasso S., Menniti F., Sarro G.D., Micheli C.D. Synthesis of 5-substituted
7,9-dihydro-8-H-[1,3]dioxolo[4,5-h][2,3]benzodiazepine-8-ones as anticonvulsant agent. // Arkivoc. -

2004. —P. 196-203.

7 Ozkanli F.,Guney A., Calis U., Uzbay T. Synthesis and anticonvulsant activity of some new diox-

olane derivatives //Arzneimittelforschung. - 2003. - Vol. 53, Ne 11. - P.758-762.
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(2.34) (2.35) (2.36)

HoBplit crioco0 mprMeHeHHs paHee M3BECTHBIX 1,3-mmokconanoB' > GLT
pa3paboraH B amepukaHckoi kommanuu «Macrochem Corparation». Pa3pa6ot-
YUKaMH OBIJIO MPEATIOKEHO HCIIONIb30BaHuEe 1,3-IHOKCONaHOB ISl TpaHCHIOpTa
gyepe3 KOy 4eJIOBeKa aHTHOMOTHKOB TPYIITBI MAaKPOIHUIOB UMEIOITUX MOJIEKY-
ssipublid Bec oT 500 1o 1200 mansroH. J[js TpaHCIOpTa MaKpOJIMAOB UMHU ObLIH
MpeUIoKeHbl  1,3-TU0KCONIaHbl, CUHTE3UPYyEMble Ha OCHOBE OSTHJICHTJIMKOJS,
IJIMIEPYHA U HEKOTOPBIX JPYTUX TJIIMKOJIeH U KapOOHWIBHBIX coequHeHuid Cl-
C40 pazmuuHoro crpoenusa. Kak nokasamum uccienoBaHus aBToOpoB, 1,3-
JIMOKCOJIaHBI, CHHTE3UPOBAaHHBIC HA OCHOBE JOCTYITHBIX TJIIMKOJEH, B TOM YHCIE
U TJMIEPHUHA, U BBICHINX ATU(QATHUYECKUX ANbACTHI0B, aKTUBHO CIIOCOOCTBYIOT
MIPOHUKHOBEHHIO Yepe3 KOXKY MHOTHX JIGKAPCTBEHHBIX MTPETIapaToB.

[Iupokoe npumeHeHue 1,3-AMOKCOIAHBI HALUIA B MapPrOMEPHON Mpo-
MBIIIICHHOCTH GJIarojiapsi TOHKOMY, MHKAHTHOMY apomaty' . HecMoTps Ha To,
YTO MHOTHE U3 MIPUMEHSIEMBIX MIPEnapaToB JaBHO U3BECTHBI, OHU J0 CHX IOp HE
MOTEPSUTH CBOErO IMPAKTHYECKOro 3HadeHus. K HUM OTHOCATCS TeTHOTPONMH
(2.37), muonans (2.38), runepuHaneTans GpeHmIaneranpaeruaa (2.39), cappon

174

(2.40), m3ocadpou, mHOOKCaAH (2.41), Kumperans (2.42) ™.

1”2 TTat. WO 2006099390 USA. Enhancement of macrolide penetration through human skin / Chan T.;
ory6. 21.09.06. -7c.

' Xetipun JIA., Jamrynun B.M. JlymucTbie BelecTsa U Apyrue NpoayKThl s napdromepun.-M.:
«Xumus», 1994. — C. 255.

'™ KepumoB A.X. CHHTE3 XJI0pCOIepkKaluX MPOU3BOAHBIX 1,3-1MOKCoana u3 4-
LUKJIOreKCEHKapOaIbIeTHI0B U n3y4eHue ux cBoiicts // JKOX. -2003. -T. 73, Ne 1. -C. 139-142.
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O—CH, O—cH, O—CH,
(2.37) (2.38) (2.39) (2.40)
CHCHCH;Z

0 (o}
0
/ .

0—CH, o C(CHz)s
(241) (2.42) (243)

Kak cremyer w3 0030pa MaTEeHTHOW NHUTEPaTypHl, B HACTOSIIEE BpeMs
nap(broMepHaﬂ IMPOMBINUICHHOCTb aKTUBHO PasBHUBACTCA B JIBYX HAIIPABJICHUMAX!
CO3/1aHMe KOMIIO3MIIMIT Ha OCHOBE M3BeCTHBIX Bernects' ”,'® i cO3/aHMIO0 HOBBIX
JYIIUCTBIX BEHIECTB, HOCUTENEH OTTEHKOB T€X WIM HHBIX 3amaxoB. B wacTHO-
CTH, pa3pabaThIBalOTCSI HOBBIE BEIIECTBA, COACPIKAIUE B CBOEH cTpykType 1,3-

JMOKCOJIAHOBBIH ()parMeHT, Kak 3TO IIOKa3aHo Ha CXeMe:

o_ O R H,
0
\ /o
H,C HZC—CH\ /K

(2.44) (2.45)

R

'3 [Tar. 7176324 USA. Hexahydroindan acetal and ketal compounds and their use in perfume compo-
sitions / Levorse A.T., Newirth B.D., Margaux D.J., Belko R.P., Michael G.; ony6u1. 13.02.07. -6c.
17 [Tar. 7413731 USA. Fragrance compositions / Gabor H., Janszen J.A., Mattila .M., Lynette A.M.;
omy61. 19.08.08. — 9c.
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1,3-/I10KCOIAaHOBBIM LIEHTP SBISETCA CTPYKTYPHOM €IMHUIEH MHOTUX
MIPUMEHSEMBIX B CEIHCKOM XO3SHCTBE MOJIE3HBIX BEIIECTB, TAKUX KaK repOuIH-
Jb1, QYHTHIUABI, WHCEKTHIUABL, PETYJISATOPHI pocTa pacTeHuil. OHHM ONMCaHbI B
COOTBETCTBYIOIIEH JHUTEpaType, a ¢ HanboJiee COBPEMEHHBIMH M3 HUX MOXHO
03HaKOMHUTHCS Ha caifte opranmsamuu «Compendium of Pesticide Common
Names Index of TUPAC Systematic Names»'’'. Ctpoenue HanGosee coBpeMeH-
HBIX JTUOKCOJIAHCOAEPKALIMX POCTCTPErYJIATOPOB TaKUX Kak (QyHTHIHI «Azo-
conazol» (2.46), uncektuiua «Dioxocarb» (2.47) u «Oxobetrinil» (2.48) rep-

6I/IIII/IH MMPUBEACHBI HUIKE!

cl
ho cl 0
o H )k
\T 0 o/>
CH N—O 0
NQ ’ 0 / N\
( /N Ph H,C
N—J CN 0]
(2.46) (2.47) (2.48)

IIpousBonusie 1,3-1HOKCOIaHA IPUMEHSIOTCS B KQUECTBE MIaCTH(HHUKATO-
POB B HOJIMMEPHO MPOMBIIIJICHHOCTH, B POJIE PACTBOPUTENCH - B JTAKOKPACOY-
HOW ¥ IEJUTIONIO3HO-0yMaxcHOH. OHM HCTIONB3YIOTCS KaK ¥ HHTHOUTOPBI KOPPO-
3WH, KaK TEPMOCTONKHUE U He3aMeP3aroIIue xugkoctu' .

B nmaGopaTopHOM OpraHUYECKOM CHHTE3C K MMOMYyYCHHIO 1,3-THOKCOTaHOB
MPHUOETAIOT MPH HEOOXOAUMOCTH 3aIUTH KAPOOHIIFHON TPYIIIBI FITH CMEKHBIX
THPOKCHIIBHBIX rpynn”g.

HeoOxomuMo 3aMeTHUTh, YTO OCHOBHBIM METOIOM Ionmy4deHus 1,3-

JTMOKCOJIAHOB OCTACTCSI PeaKIus KapOOHMUIIBHBIX COCAMHEHUM ¢ 1,2-11oiaMu 1o

cleayronieit cxeme.

"7 KepumoB A.X. CuHTe3 mpou3BOAHEIX 1,3-1MoKconana u3 3-(2-nponeHuokcH)- 1,2-nponanamona u
nzyuenue ux coiicts //JKOX. -2001. -T. 71, Ne 4. -C. 583-587.

'8 [Morpe6uoit C.U. AeToeHOHbI B CHHTE3€ TeTepOIHKINYECKUX COSTHHEHUH: THCC. ... JOKT. XHM.
Hayk:.02.00.03. —Kummnes: KI'Y, 2006. -32 c.
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Peakius sBisieTcs: 00OpaTHUMO#, OOBIYHO MPOBOIUTCS B CPElIC HMHEPTHOTO
pactBoputens (OCH30J, TOJNYOJI) M TPOTEKACT B TPHCYTCTBUU KHCIOTHBIX
KaTanu3atopoB. XopoIre BbIX0/b! 1,3-IHOKCOIaHOB MOJIYy4YaloT B MPUCYTCTBUU
IIaBENICBON KUCIOTHI, OeH301- i Toyoncyinbdokucmor, HC1O4, ZnCl,, BF;,

SnCl, '”°. Hanpumep, B pabore '*

OITMCBIBAETCI IIATHYACOBOM cuHTE3 1,3-
JIMOKCOJIAHOB B MPUCYTCTBHH KaTHOHOOOMeHHOH cmombl KY-2 (“H-opma).
[IpeanoxkeHsl W Jpyrue TeTEPOTeHHBbIE KaTalM3aTOPbl: CYIb()UPOBAHHbBIC
MONMUCTAPONBHBIE  CMOJIBI, IICOJIUTHI, NPHUPOAHBIE KAOJHMHOBBIC TIJIHHBIL,
MOJIUMEPBI,  COJACPXKAIIMEe  KOMIUIGKCHO  CBSI3aHHBIC ~ METAUIBl WA
tpudennndochunmiinomna’’. dopmuposanne 1,3-IHOKCONAHOB OTMEUECHO B
YCIIOBHSX TPAHCAICTHIIMPOBAHUS HITH O] ICHCTBHEM TPUMETUIXJIOPCHIIAHA.

Jig cMerneHuss paBHOBeCHS B CTOpOHY oOpa3oBaHus 1,3-mmokcomnaHa
HEOOXO/MMO YIAIATh U3 PEAKIIHOHHON CMECH 006Pa3yIoIIy ocs BOIy .

K ocHoBHBIM HegocTaTKaM OIIMCAHHBIX METOAOB cuHTe3a 1,3-
JMOKCOJIAHOB MOXKHO OTHECTH: JJIMTENBHOCTh TIPOBEICHHS peakiun (5-9
4acoB), HEOOXOJMMOCTh B UCIOJIB30BAaHUHM KaTalM3aTOPOB, MPUMCHCHUC
PACTBOpPUTEIS U CBS3aHHAS C 3TUM HEOOXOIUMOCTH €TO MPUTOTOBIICHHS, XpaHe-
HUs, YTHIN3aud. Bee 3To memaeT mporece CHHTE3a 3KOJIOTHYecKn Hebe3omac-
HBIM ¥ S5KOHOMHYECKH 3aTPATHBIM.

Kak OpII0 TIOKa3aHO B TpeAbIAyIIEH TiaBe, CHHTE3 |,3-THOKCOIaHOB SB-
JISI€TCA TMPOMBIIUICHHO BOCTPEOOBAaHHBIM IPOIIECCOM, OOIamaromuii AByMs He-

AOCTATKAMU: JUIMTCIIBHOCTBIO MPOTCKAHUA PCAKIHUU U H606X0,I[I/IMOCTBIO B IIpH-

' Mepsuep JI.M. Cunres u cgoiictsa (1,3-muokconan-2-um)dypanos // JKOX. -2001. -T. 71, Ne 7. -C.
1110-1115.

'% KepumoB A.X. CHHTE3 HeNpeebHBIX IPOU3BOAHBIX 1,3-IMOKCOaHa U U3YdEHUE UX CBOMCTB //
XKOX. -2004. -T. 74, Ne 2. -C. 287-292.

'8! Banrarmos A.J1., Jlanos C.M., Uepros A IO., Kpamennuxos A.H. [Toyyenue aikuizamMenieHHbIX
1,3-auokcosiaHoB KaTtauTH4eCKON ruapatanueit 1,2-rimukoneii // KOX. -1999. -T. 69, Ne 9. - C. 356-
359.
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MCHCHHU PAacTBOPUTENA. B IensX W3y4YeHHs BO3MOXKHOCTH WHTCHCU(DHKAIMU
mporecca cuaTe3a 1,3-IrMoKCcoIaHOB HaMK ObLTa M3ydeHa KOHACHCAanus OyTaH-
nuofia-2,3 ¢ pa3InYHbBIMU ajbJAETUAAMHA U KETOHAMU IO/ BO3JCHCTBHEM MHUKPO-
BOJIHOBOTO I/I3Hy‘{eHI/IH182’183 110 CXEME NPUBEACHHON HIXKE.

CH;,

HyC

H3C>_<CH3 0__0 H,C_  CH,
0__0O 3 b
HyC (2.50) 62 % CH—CH H
(2.49) 54 % ‘ CH, @SDH73%

H;C_ 0. CHs

HiC.  CH;
H ¢ O e, \ O><O
H,C—CH H

CH, (2:52)65 %

(2.55) 15 %
N(CH3),

O (0]
H H}C O>Q
0,
(25485 % I (25325 %
e 0 H

B xome mombopa ONTHMANBHBIX YCIOBHH IMPOBOIWIOCH BapbHPOBaHUE
BpEeMEHHU o0TyueHus B quanazone oT 30 cex 70 60 MHH U MOIIIHOCTH U3JTy4CHUS
or 70 go 800 Brt. B kauecTBe KaTamm3aTropa HCIOJB30BaNach Tapa-
TOJIYOJICYJIL(OKUCIIOTA.

Haiineno, 4to onTuMaibHOE BpeMs OOIyUEHISI MUKPOBOHAMH COCTABIISI-
eT 5-15 MunyT ans anpaerunoB 1 40-60 MUHYT JUIsl KETOHOB IPU MOLTHOCTH U3-
myderns 70 Bt. VBenmueHre MOITHOCTH HE XKeNaTeIbHO, TaK KaK 3TO MPHUBOIHT
HE CTOJBKO K YBEIMYCHUIO HHTCHCUBHOCTH TPOIIecca, CKOIBKO K 00pa30BaHUIO
MIPOAYKTOB OCMOJICHHS M CHIDKEHHIO BBIXOJA jKeJaeMoro mnpoaykra. Kontpoins

TIPOTEKaHUA PEAKOUN W WHAWBUAYAJIBHOCTU NOJYYECHHBIX COG,HI/IHCHI/Iﬁ IIPpOBO-

182 Xpycranes /I.I1., 'azanues A.M., CynelimenoBa A.A., Biacoa JI.M. Cunres 1,3-110kconaHoB Ha
ocHoBe Oytananona-2,3 B ycnoBusix CBU-o06myuenus //Te3ucsl JOKI. MEXIyHap. HAyYHO-TIPAKT.
kxoH(}. «CoBpeMeHHbIE IPOOIEMbI OPraHUYECKOr0 CHHTE3a, SIIEKTPOXUMHN U Katanu3ay. - Kaparanna,
2006. -366 ¢

'8 Xpycranés JI.I1.. Cunres 2-3aMeleHHbIX-1,3-1HOKCONAHOB Ha OCHOBE OyTaHM0Ma-2,3 B YCIOBH-
X MUKPOBOJIHOBOTO 00JrydyeHus B otcytcrBue pactBoputens / Ussectust HAH PK. Cep. xum. -2008.
-Nel (367). -C.51-54.
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JIUJICS C MOMOINBI0 METO/Ia TOHKOCJIONHOM Xpomarorpaduu. Brixomsl, ¢pusuko-
XIMHAYECKHE XapaKTEPUCTHUKU W JNAHHBIC AIIEMEHTHOTO aHalM3a IMOyYCHHBIX

MIPOAYKTOB MPECTaBICHbI B Tabmwuie 2.6.

Tabmuma 2.6 — ®u3nKo-XuMHYECKNE XapaKTEPUCTUKHU coequHeHni (2.49-2.55),
MOJIy4eHHBIX Ha OCHOBE OyTaHanoia-2,3

T.xum./ Brruncieno,% Haiineno,%
Ne | Beixog, 20 Bpyrro-

MM. PT. n"p

coef. % C H ¢dopmyna C H
CT.

2.49 54 120/5 | 1,5023 74,97 8,39 CioHi60, | 75,10 | 8,45
2.50 62 82/10 | 1,4489 70,55 10,66 CioHis0, | 70,68 | 10,45
2.51 73 161 1,4175 68,31 11,47 CyH 50, 68,48 | 11,55
2.52 65 140 1,4121 66,63 11,18 CsH 60, 66,52 | 11,25
2.53 25 120/5 | 1,4804 70,56 8,65 CisHioNO, | 70,43 | 8,72
2.54 85 130/30 | 1,5055 74,13 7,92 CiHi40, | 74,23 | 7,81
2.55 15 130 1,4079 66,63 11,18 CgH;60; 66,51 | 11,24

Crpoenne coenuHennit (2.49-2.55) moaTBepKICHO JAHHBIMH 3JIEMEHTHO-
ro anammsa, UK u SIMP-'H-cniexrpockorun. Tax, SIMP-criektp comepsxut 4
nmybmnera B obmactu 1,21-1,40 M. 1., 9TO TOBOPUT 00 0Opa30BaHWU IHC-TPAHC-
CTepeOI/I3OMepOB184. IIpoToHBI B TIONIOXKEHUSAX 4, 5 THMOKCOIAHOBOTO KOJIbIIA 3a-
MMUCHIBAIOTCS B BUJIC MYJIBTUIUIETa B obnactu 3,75-3,85 m. n. [IpotoH B moio-
JKEHUHU 2 JUOKCOJIAHOBOTO KOJIBbIIA BBIMHCHIBACTCS B Auara3one 4,85-6,18 M. 1.

Hannbie IMP-ciektpoB coeaumnenmii (2.49-2.55) npuBeneHs! B Tabnuie 2.6.

184 . o
Ilpaiinep P., ®pro3on P., Keprun ., Mopuin T. MneHtudukanus opraHuidecKux COSANHCHUI. -

M: Mup, 1983. - C. 647.
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UK-cniexTp coenunenuii (2.49-2.55) conepkuT XapakTepHbIe MMOJIOCH! M0-
rnomenns (KBr, em™): 3478, 2977, 2878, 1715, 1602, 1453, 1379, 1313, 1276,
1220, 1096, 1026, 981, 923, 901, 759, 714, 698, 634.

Ha pucynkax 2.4 u 2.5 npencrasnenst MK- u SMP-'H-ciextpsl coen-
Henus (2.54) COOTBETCTBEHHO.

Huzknit Beixon (25 %) muokcomaHa, MOJNyYEeHHOTO HAa OCHOBE IMIMETH-
namMuHOOeH3anpaeruaa (2.53), 00bICHACTCS CKIIOHHOCTBIO 3TOrO MPOU3BOIHOTO
K CIIOHTaHHOMY Pa3JIOKEHUIO NPU CHIBHOM HarpeBe BO BPEMs BBIICIEHHS €ro
U3 PEeaKIMOHHOW CMECH METOAOM (PpaKIMOHHOM NEeperoHku B Bakyyme. Bepo-
SITHO, WCIIOJIb30BAaHHE JAPYTUX METOJOB BBIACIEHHS, HAIpPUMEpP, KOJIOHOYHOH
Xpomarorpaduu, HO3BOJIHUT MOBBICUTH BBIXOJ JKEJIAeMOro mpoxykra. CHHTE3 H
BBIJICTICHUE OCTAIBHBIX MPOIYKTOB (2.49-2.52, 2.54) HE mpencTaBIsAeT SKCIEPH-

MEHTAJIBHOM CJIOKHOCTH U TPOBOJIUTCA MEPETOHKOMN B BaKyyMe.
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Tabiuna 2.7

— Jlauubie criektpos SIMP-'H coemunenuii (2.49-2.54)

3 HyCo _CHj; 3
2CH-CH 2
/
(@) (0]
N
R
No SIMP-'H CHeKTp, O, M.A., B CDCl;
cocna. H1 H2 H3 R
2.49 - 3,70-3,75m | 1,21-1,25 n | 1,75 (-CH;), 7,22, 7,35 (-Ph)
2.50 - 3,77-3,85m | 1,20-1,22 m 1,44, 1,70 (-(CH,)s)
2,30 m (-CH), 1,06 r (-CH3),
2.51 4,85 3,75-3,80m | 1,23-1,25 nn 1,31 m (-CH,CH3),
0,95-0,99 1 (-CH,CHj3)
2a45'2’50 M (-C_H(CH3)2)9
2.52 4,89 n 3,85-3,88m | 1,20-1,25 nn 0.98-1,06 1 (-CH(CHs)»)
6,70 n, 7,01 1 (-Ph),
2.53 6,18 ¢ 3,76-3,84m | 1,20-1,23 nn 2,80-2.83 ¢ (-CH)
2.54 5’7651 5’24’ 3,75-3,85m | 1,25-1,40 1 7,3-7,5 m (Ph)

[Ipn mpoBeneHNH BceX yKa3aHHBIX peakIWii HaOOAaIoch oOpa3oBaHKE
m0OOYHOTO MPOAYKTa ¢ TeMmepaTypoit kunerus 130°C, naeHTHPUIHPOBAHHOTO
HaMH KaK TeTpaMeTHiAnoKcaH (2.55), T. €. MpoayKT, 00Opa3yroNHiics B pe3yilb-
TaTe KMCIOTHO-KAaTAJIN3UPYEMOT0 MpoLecca UKIN3ANN UCXOAHOTO OyTaHaANo-
na-2,3 (2.56). B KOHTPOJIBHOM ONBITE MHKPOBOJIHOBOMY OOJYYEHHIO MOIIHO-
cteio 70 BT ObIT moaBeprHyT OyTaHIMON-2,3, CONEpIKAIINi TaKue Ke KOoInde-
CTBa Iapa-TOIyOJICYIb(POKUCIOTH, Kak U B cuHTe3e |,3-anokcomanoB. B pe-

3yJibTaTe ObLI BBIJACJICH TCTPAMCTUIIAUOKCAH, YTO ABJIACTCA XUMHUUYCCKUM IO/~

PSS e U

(2.56) (2.55)

CrpoeHne CHHTE3MPOBAHHOTO TE€TpaMEeTHIAHOKcana u (2.55) Ovuto mon-

TBECPKACHUEM CTPOCHUS MTOCICAHETO:

1.TsOH
2 MW

TBEPKACHO JTaHHBIMU IMP-'H cnekTpockonmu. Hanmame mybrnera myGieros

MeTHIBHON Tpynmsl B obiacty 1,13-1,18 M. 1. roBoput 00 oOpazoBaHHU He-
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CKOJIBKHX CTEepPeon30MepoB. [IpOTOHBI OHOKCAHOBOTO KOJBIA 3aIHCHIBAOTCS
HIMPOKUM MYJBTHILIETOM B o0macty 3,4-3,63 M. 1.

[Ipn HarpeBanum cmecu OyTraHauona-2,3 ¢ KaTAIUTHYECKUMHU KOJIHMYE-
CTBaMH Mapa-ToiyoJCyib(pOKUCIOTH Ha ciuiaBe Byna, narperoro mo 210°C mo-
JIy4eHa CMECh MIPOJAYKTOB — IIUC- U TPAHC-U30MEPbI OKUCH OyThieHa-2,3 (T. KuIl.
56-57 °C, np 1,3785; mutepaTypHble JaHHEBIE'®: MHC-H30Mep — T. KHTl 59,5-60,4
°C, np 1,3826; Tpanc-uzomep — T. kun. 53-54 °C, np 1,3736) u He3HAYUTED-
HBIE KOJIMYECTBAa METHJIATUIIKETOHA, KOTOPBIA OBLI BBIIENICH U HACHTHOUIIMPO-
BaH B Buzae 2,4-mururpodenmiruapasona (t. wi. 117 °C; nureparypHbie qaH-

meie' ;1. . 117 °C):

0
HiC OH A HyC CH, i

>—< —— \W/ —— = H,C—CH,~C—CH,
HO CH, 0

(2.56) (2.57) (2.58)

ITogoGHOE TeueHMEe peakUuH JEerKo OOBICHACTCS, €CIU MPEAIIONOKHUTD,
9TO pacTBOp OyTaHAWona-2,3 MpH KOMHATHOW TeMIIEpaType MMeEeT TpexMep-
HYIO CTPYKTYpY, OOpa30BaHHYIO 33 CUET MEXKMOJIEKYJISIPHBIX BOJOPOJHBIX CBS-

3ei (pucyHok 2.6 A).

s B

H,C HyC
3 u HC \
ho—CH 8 M HC Hoy O
.o CH on~ M, —0 _cH CH-CH Ho.q o
°% tH HiC 1\ OH™ " >cy—OH |
s/ 3 ;
_CH® VcH, S HC O OH  'CHy |
Ho—CH< " ok /
CH O/CH\CH,OH Oy CHs CH
cHy, M \ 9T e OH _Chy N OH CHy
HsC N CH \ CH-CH HO—CH
\ " HyC 3 " CH, 7 CH—CH “CH—OH
HO/CH\CH/O Y 5 iC HC™ HO on HO CHy HyC
HiC OH™ e ~CH  _OH
TR HsC o HaC C{*/ Hy,C—CH o
— ot \CHy 5 s
HO ScH~ “o—CHI of. Qy CHe CH—CH, HOCH/
2 CH o—CH< ., ~OH /
CHs S, A ct HO CHop
L : CH, J HiC

Pucynok 2.6 — TpexmepHas Mozenb pactBopa A — B ycinoBusix MBO;
b — B yc10BUsX KOHBEKIIMOHHOI'O HAarpeBa (KPacHbIM LIBETOM BbIICIEHBI MOJIEKYJIbI
obafaronue 3Hepruei JoCTaTOuHOM JUIl XUMUUECKOTO NIPEeBPaIleHus)

TCpMH‘ICCKI/Iﬁ HarpeB OT CTCHOK COCyJda CO3AacCT IrpaJUCHT TCMIICPATYPbL

1 BBI3bIBACT KOHBCKIHMOHHOC MNEPEMCIIMBAHUE pacTBOpaA. HeO6XO}II/IMO 3aMe-

185 Kpartkas xumudeckas sHnuknoneaus. - T. 1. - M.:Coserckas sHiukuonenus, 1961. - C. 492.
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THUTB, YTO TUIABHOE MTOBHILICHNE TEMIIEPATYPhl IPHBOJHT, B TIEPBYIO O4YEPE/ib, HE
K XMMHYECKOH peaknny, a K HapyHIEHHIO TPEXMEPHOH CTPYKTYpPHI U yBeInde-
HUIO MEXMOJICKYJIIPHOTO PacCTOSHUSI MEXAy MOJIeKylnaMu OyraHmauona-2,3.
(pucyHok 2.6 B).

CornacHo 3akoHY pacnpeneieHus bosibliMaHa, SHEPTHIO JOCTATOYHYIO
JUIsL BCTYTUICHUSI B PEaKLMI0 MUMEST He3HAYMTENbHas OIS MOJEKYJ, KOTOpBIe
MOTYT HaXOOWUThCSA Ha YAAJICHUH APYr OT Apyra. JIOTMYHO, 4TO B 3TOM Clydae
MPOUCXOIUT BHYTPUMOJIEKYJIAPHAs PeaKiys, NPUBOIANIas K 00pa30BaHUIO CTe-

pPEOU30MEpOB OKUCH OyTHIICHA-2,3.

H;C OH H;C O'H, H;C
+H" .
—_— B ——— CH
-H,0 \
HO CH, HO CH; HO CH;
H;C /CH3 H;C CH, H;C l CH,
CH,—C -
-H
\\0 o) OH"

B ycnoBWSX MHKPOBOJIHOBOTO OOIydYeHHS pa3pylIeHHE TPEXMEpHOMH
CTPYKTYPBI )KHJKOCTH MPOUCXOAUT B MEHBIIEH CTEMEHU U 3a CUeT MPOHUKAIO-
el CocOOHOCTH M3Ty4EHHs HarpeBaHUE MPOUCXOIUT OHOMOMEHTHO MO BCe-
My 00beMy xxunkocTd. Takum oOpa3zoMm, Hanbosee BEpOsTHO IpOTeKaHue OuMo-

o 1
JIeKYJIAPHOM peaKiiy 06pa30BaHMs TeTPaMETHITHOKCAHa .

HO  OH
i CH;
HO\ /OH - H;C\ H,C CH,4 H3C\ O—C}{
CH-CH ——— CH—CH" —> CH-CH CH—O'H
N -HO g / ’
3C 3 CH, HO CH; H;C
-H,0
HaC o cH HyC 0 CH, H,C 0. _CH,
Sen” en” Sen” en” Ten” en
ClH ClH -H ClH éH*H ClH H%
g ~
me So” e, e Yo7 CH, H T\ CH;
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CrnenoBarebHO, CEJICKTHBHOCTH O00pa30BaHUs TETPAMETHIIIIMOKCAHA B
ycioBusix MB-o0nyuenus u okucu OyTuieHa-2,3 B YCIOBUSIX KOHBEKIIMOHHOTO
HarpeBa OOBACHICTCS PA3JIUYMEM B MEXaHU3ME TPATUIIMOHHOTO ¥ MUKPOBOIHO-
BOTO HAIPEBAHUSL.

Kak 6p110 mokazaHo B riaBe 2.1.2, IMOKCOJaHBI HA OCHOBE TIIHIIEPHUHA
SIBISIFOTCSI TPOMBIIUICHHO BBIMYyCKAEMBIMU MPOAYKTaMH W pa3paboTKa HOBbIX,
BBICOKOA((PEKTHBHBIX, IKOJOTHUECKH JPYKECTBEHHBIX, IKOHOMHYECKA PEHTa-
OCIBHBIX METOJIOB UX CHHTE3a MMEET MpakTHYeckoe 3HaueHue. Hamu Obuia u3sy-
YeHa peaklus TONyYeHUs 2-3aMEUICHHBIX-1,3-THOKCOTaHOB B YCIOBHUSAX MHUK-

186 187

POBOJHOBOI'O O6Hy‘leHI/I$I Ha OpumMepe B3aHMOﬂeﬁCTBHﬂ riaunepuHa -, € pas-

JIMYHBIMHA aJIbACTUAAMU U KETOHAMU B OTCYTCTBUH PACTBOPUTCIIA IO CXEME!:

CH,0H
CH,OH O\C/O
7\
H C|I_I_CH3 CHon
NG (25961 % CH, I
HC H™ CH-C,H;
(2.63) 18 % CH; (2.60) 62 %
cmon CH,0H
2
/ < O. O
o_ O
H
(2.62) 45 % 2.61)71 %

1% CymneitmenoBa A.A., Xpycranes JI.I1., Tazanues A.M. CunTe3 2-3aMenteHHbIX- 1 ,3-1HOKCONaHOB Ha
ocHOBe rmuepuHa B ycnosusix CBU-o6umyuenus //Tesucsr noxi. 111 mexayHap. koH. 1o TeopeTude-
CKOM M 9KCIIepUMeHTaNbHON XumMuu. - Kaparanza, 2006. -246 c.

'8 Xpycranés JI.I1.. CunTes 2-3aMeleHHbIX- 1 ,3-1MOKCOIaHOB HA OCHOBE TJIMIIEPUHA B YCIOBHAX
MHKPOBOJIHOBOTO 001y4eHus B oTcyTcTBue pactBoputens // U3sectuss HAH PK. Cep. xum. -2008. -
Nel (367). -C.38-40.
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YCTaHOBIIEHO, YTO MPOIECC MOXET OBITH YCIICIIHO IPOBEAEH B OTCYT-
CTBHUE PAaCTBOPUTEINS U 3a 3HAUUTEIBHO 0osiee KOPOTKHUIl MPOMEXYTOK BPEMEHH,
YeM B KJIACCHUYECKHX YCJIOBHAX. IIpu mombope ONTUMAabHBIX YCIOBHH BpeMs
00ITy4eHNs BOJTHAMH CBEPXBBICOKOH 4aCTOTBI BAPbUPOBATOCH OT 5 10 60 MUHYT,
YTO ONPEAENATIOCh PEAKIMOHHON CIIOCOOHOCTBIO KapOOHMIBHOM KOMIIOHEHTHI.
MomrHOCTh M3mydeHns coctasmia 70 BT. B kauecTBe KHCIOTHOTO KaTtaiam3aTopa
TaloKe MPUMEHSAIACh Mapa-TonyosicynbpokucioTa. [loaHoTa NpoTeKaHus peak-
UM KOHTPOJIMPOBANacCh METOJOM TOHKOCJIOHHOW Xpomarorpaduu. Bexonsl,
(U3UKO-XMMUYECKHE XapaKTEPUCTHKN W JIaHHBIE SJIEMEHTHOTO aHaIn3a MOIy-

YEeHHBIX POAYKTOB (2.59-2.63) npexacrasnens! B Tadiune 2.8.

Tabnmma 2.8 — OU3NKO-XUMIUECKHE XapaKTePUCTUKN coennHeHni (2.59-2.63),
[IPOMU3BOIHBIX TJIMIIEPUHA

Ne Brixon, T.xu./ 20 Beruncaeno,% Bpyrto- Haiineno,%
coel. % MM. PT. CT. ne C H bopmymna C H
2.59 61 92/5 1,4426 | 57,51 | 9,65 C/Hi405 | 57,67 | 9,73
2.60 62 110/10 1,4476 | 59,97 | 10,07 | CgH;cO0; | 59,61 | 10,15
2.61 71 150/5 1,5371 | 66,65 | 6,71 CioH1205 | 66,53 | 6,81
2.62 45 120/7 1.4784 | 62,77 | 9,36 CoHi603 | 62,85 | 9,45
2.63 18 190/7 1,5495 | 68,02 | 7,27 | CiHi405 | 68,14 | 7,15

V3 IHTEpATYpHBIX JAHHBIX''® H3BECTHO, UTO M3 JBYX BO3MOMKHBIX IIPO-
IYKTOB, B KIIACCHYECKHX YCJOBHUSX 00Opasyercsi TOJIBKO Npou3BojHble 1,3-
JIMOKCOJTAaHOB. 1,3-J/IMOKCaHBl B YCJIOBHSAX KOHBEKI[IOHHOTO HarpeBa He oOpa-
3yIOTCSI.

Kak moxaspiBaeT 0030p IUTEpaTyphl, IPUMEHEHHE MUKPOBOIHOBOTO 00-
Jy4eHMs B aKTUBAIMM TE€X WIM MHBIX PEaKIMi{, MOJKET U3MEHHUTh MX HaIpaBie-
HUE M TIPUBECTH K OOpa30BaHHIO HEOKUJIAHHBIX NPOJYKTOB. B KOHKpeTHOM
cilyyae, HaMH MOT OBITh CHHTE3MpOBaH 1,3-IHMOKCaH WM cMech MpoaykToB. ITo-

9TOMY NPOAYKT pEaKInn OBLI NOABCPTHYT TIIATCIBHOMY U3YUCHUIO.

'% Cheeseman G.W.H., Werstiuk E.S.G. Advances in Heterocyclic Chemistry. —N.-Y.&L.: Academic
Press. - Vol. 14. - P. 210.
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TCX-ananu3 npoaykTa, MOJyYEHHOTO0 KOHJICHCALMEH TIUIepUuHa C U30-
MacJISTHBIM aJIbJIeTHIOM, TIOKa3all, 4To Ry B cliyyasix Kak MUKPOBOJTHOBOTO, TaK U
KOHBEKLIMOHHOTO cuHTe3a, coctaBwi 0,57 (6enzon : aneronutpmi = 5:1). Ioka-
3aTeNpb MPEIOMIICHHS ISl BEIIECTBA, TIOJYICHHOTO B YCIOBUSIX MHKPOBOIHOBO-
ro obJay4eHnss M KOHBEKIIMOHHOTO Harpesa, coctaBmiu 0,4459 u 0,4427 coot-
BETCTBEHHO.

UK-cniextpsl coeaunenust (2.59), MOJIyu4eHHOr0 OOOMMH METOIAMH,
HICHTHYHBI X UMEIOT TI0JI0CY MOTINIONIEHHs B 061acTH 3444 cM™', cOOTBETCTBY-
IOLYIO THIPOKCHIIbHOM rpymie; 2965, 2933, 2877 cm™, oTBeuaromIM 06IACTAM
nornomeHus: BaieHTHhIX C-H rpynm. IlpucyTcTBHE AUOKCOIAHOBOIO KOJIbLA
MTONITBEPKIACTCA HATMYUEM 7 XapaKTepHBIX IIOJIOC TIOTJIIONICHHS B 00NAcTH
1239-1010 cm™'. MK-criexTp coenmnenns (2.59) npeacTaBieH Ha pucyHke 2.7.

Crpoenue coenunenuit (2.59-2.63) Obul0 TakKe MOATBEPXKIECHO HAMH
JaHHBIMU HMP-IH-CHQKTpOCKOHI/II/I. IIpoTOHBI THOKCOIAHOBOTO KOJIblIA, HAXO-
JIIIIFECS B TIOJOXKEHUAX 4 U 5, 3alUCHIBAIOTCS B BUJC MYJBTHILICTOB B 00Ja-
crax 3,95-4,01 u 3,98-4,25 m. 1. coorBeTcTBEHHO. [IpOTOHBI METOKCHIBHOTO
panvKkaia IpOSIBITIOTCS B BHIIE MyJIBTHIDICTAa W CHHTIIETa B oOnacTsix 3,52-4,15

1
u 4,47-4,79 M. 1. COOTBETCTBEHHO 60

. SIMP-'H-cniextp coenuuenus (2.59) npe-
craBieH Ha pucynke 2.8. B rtabmume 2.9 mnpuBenmens! nanaeie SIMP-
CIIEKTPOCKOIINU coequHeHHH (2.59-2.63).

Ha ocHOBaHMUM TPOBEAEHHBIX MCCIENOBAaHUN MOXKHO YTBEPXKIaTh, YTO B
YCIIOBUSIX MHKPOBOJHOBOTO OOJTydeHHs1 00pa3yeTcsi TOJIbKO OAWH M3 ABYX BO3-

MOJHBIX TPOAYKTOB, COOTBGTCTByIOHII/Iﬁ 1,3-,HI/IOKCOJ'IaH, KaK 3TO IIOKa3aHO Ha

CXEMC HHXKC!

CH,OH

- b

R
R
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Tabuua 2.9 — Jannsie crektpos SIMP-'H coenunenmuii (2.59-2.63)

2 3 4 5
HZC—C\H—CHZ—OH

(@)
hd
R
No SIMP-"H cnexrp, 8, m.1., B CDCl3
coex. H, H, H; Ha Hs R
4,62- 3,95- 4,05- 0,90-0,95 11 1 (-CHs),
2.59 425 n 3,47 c
4,651 400M | 4,15m 1,75-1,85 M (-CH(CH),)
2,30-2,35 M (-
CH(CH3)CH,CH3), 1,03-
4,85- 3,98- 3,94- 3,54-
2.60 4,775 ¢ | 1,07 n (-CHj3), 1,25-1,30 m
4,89 1 4,05 M 4,01 m 3,79 m
(-CH>CH3), 0,95-1,0 n (-
CH2@3)’
3,95- 3,98- 3,52-
261 | 6,15¢ 479 ¢ 7,22,7,38 (-Ph)
4,03 M 4,01 m 3,75m
4,02- 3,95- 3,56, 1,15 m, 1,32-1,36 m, 1,58-
2.62 - 4,76 ¢
4,11 m 3,99 m 3,76 m 1,76 m (-(CHyp)s)
4,10- 3,53, 1,73 ¢ (-CHa3), 7,15, 7,33
2.63 - 3,95 M 475 ¢
4,12 m 3,77 m (-Ph)

«3eaeHass XUMUSD» Kak HAay4YHOC HAIllpaBJICHUC BO3HUKIIO B CECPCAUHE 90-

X romax XX BeKa W JIOBOJBHO OBICTPO HANLIO CTOPOHHUKOB B XMMHUYECKOM

coobmmectBe. bosnee Toro, B pa3Buteix crpaHax mupa (CLHA, EDC, fAnonus,

KaHaz[a) 00s13aTeNbHBIM CTaHJapTOM XAMHUYECKON TEXHOJIOTHU JJI1 BHCAPCHUSA

B IIPOU3BOJACTBO SABJIACTCA COOTBETCTBUE IPUHIOMUIIAM KOHIICTIITUH «3eneHas

xumust». HoBble cXeMbl XMMUYECKUX peaKuHﬁ " IpoLecCcoB, KOTOPLIC pa3pa-

6aTBIBAIOT BO MHOTHMX BEAYyLIMX HAYYHBIX M IPOMBIIIIEHHBIX J1a00PaTOPHIX

MUpa, Ipu3BaHbl KapJAWHAJIbHO COKPATUTH BJIUAHUC XUMHUYCCKOI'O0 IMPOU3BOI-

CTBa Ha OKpykaromyio cpexy. Oco0o IpUBETCTBYIOTCA (B IETSAX 3aMEHBI KO-

JIOTHYECKHU TPSI3HBIX TEXHOJIOTHH) pa3pabOTKM HOBBIX METOJIOB CHHTE3a IIH-

POKO BOCTPEOOBAHHBIX XMMUYECKUX COCAMHCHHM, OTINYAIOUIMNXCS BBICOKOM
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MPOU3BOTUTEILHOCTRIO M SKOHOMHYECCKON PeHTA0EIbHOCTRIO. PekoMenIyercs
B UX pa3pabOTKe MPUMEHSThH albTEPHATUBHBIC METO/IbI AKTUBALIMH MPOIIECCOB,
3aMEHY TPaIUIMOHHBIX OPraHUYECKHUX PACTBOPUTENICH HA MOHHBIC KHIKOCTU
WM BOJLY, OTKa3 OT UCIIOJIb30BaAHHS PACTBOPHUTEIIS.

Ha npezacrasnenHol Hike auarpamme (PUCYHOK 2.9) HArJsIIHO HILTIO-

CTPUPYIOTCSI TIPEHMYIIECTBa, MpeIylaraéMoro HaMH MeToJa CHHTe3a 2-

3aMeIHeHHI)IX-l,3—,HI/IOKCOJ'IaHOB B CpaBHCHUU C KITACCUYCCKUM.

HHTE3 OPraHNYECCKHUX
BeIIECTB

( ™
Kaaccuueckne yc- MuKpoB0IHOBBIE
| JOBHUSA ) yYciaoBusi
4 l N I
OuncTKA HCXOAHBIX O4KCTKA HCXOAHBIX
BemlecTs (4 uaca) BewecTB (4 uaca)
N J

( 2\
AbcoaoTH3ausA pacTBo-
purens (12 uacos)

CuHTE3 mpPoayKTa ) (" Cunres NMPOAYKTA
(6-8 uacoes) (5-60 munym)

(- 1\ (- N\
BbijesieHne U 04MCTKA Bbigesienue n ouncTka

npoaykra (4 uaca) npoaykra (1 uac)
J N J
I 1
r,_ Ha cunre3 JAHOKCOJIAaHOB B N (_ Ha cunTe3 JAHOKCOJIAaHOB B
OOBLIYHBIX YCIOBHAX 3aTPA4YH- ycaosusax MB-o6ryyennst
BaeTcH 3aTpavuBaeTcs
26-28 uacos 5-6 uacos

k — ) N E— J

Pucynok 2.9 — Ananu3 3aTpat BpeMEeHHU Ha CUHTE3 AUOKCOJIAHOB B KJIACCUYECKHX YCIOBHUAX U

B YCJIOBUAX MHUKPOBOJIHOBOI'O O6J'[y‘ICHH${

Kak cienyer n3 quarpaMmsl, 0 KIIACCHYECKOW METO/IMKE OOJIbIIast 4acTh
BPEMEHH 3aTpauMBaeTCs Ha aOCOMIOTH3ALNIO PACTBOPHUTEINS U CHHTE3 MTPOIYKTA.
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Ha st onepanuu pacxoayercs He TOJIBKO BpeMs, HO U MaTepUaNIbHBIE U TPYAO-
BEIC pecypchl. B mpemnokeHHOM HaMH METOJe CTans MOJTOTOBKH PACTBOPHUTE-
JI1 OTCYTCTBYET, a CTaAus CHHTe3a MPOAYKTa COoKparieHa a0 | gaca (B ciaydae
KkeToHOB). CTaaus BBIIENEHUS M OYMCTKH MPOAYKTA TaK)Ke COKpAIeHa 33 CHET
OTCYTCTBHUSI HEOOXOJAUMOCTH B OTTOHE PACTBOPHUTENS M3 PEAKIMOHHOW CPEIbI,
€r0 OYHCTKHU U PEereHepanny.

Takum 00pa3oM, MOXKHO CIIEJaTh BBEIBOJ 00 OYCBHIIHOM IPEHMYIICCTBE
MIPOBEJIEHUSI CHUHTE30B 2-3aMENICHHBIX-1,3-THOKCOIAHOB B YCIIOBUSX MHUKPO-
BOJIHOBOTO OOJIYYEHUS, YTO CBSI3aHO CO 3HAYUTEIHHBIM YMCHBIIICHUCM BPEMCHU
MIPOU3BOJICTBEHHOTO 1HKJIA (B 5-6 pa3), OTCYTCTBHEM pacCTBOPHUTENSA, YTO, B
CBOIO OUepelb, NIENNacT MPEIIOKCHHBIH METO 0oJiee 3KOJIOTHYHBEIM B CpaBHE-
HUU C CYHIECTBYIOIIMMHU M MOJHOCTBHIO COOTBETCTBYIOIIUM KOHIIENIMU «3eJie-

Hasd XI/IMI/Iﬂ)>189.

2.3 lIposenenne peakuuu C-H u N-H amunomernnupoBanusi no MaHHUXY

B YCJI0BHUAX MHKPOBOJ’IHOBOﬁ AKTHBaIluU

Pa3BuTHE CHHTETHUYECKUX METOJOB OPraHMYECKOW XUMHH, B YaCTHOCTH
HOBBIX METOJMOJIOTMYECKUX MOIXOJ0B K MPOBEICHUIO OPraHUYECKUX PEaKIIWu,
MPEeXKIe BCEro HalpaBicHO Ha YIOBJIETBOPEHHE BCEBO3PACTAIOIIMX MOTPEOHO-
cTell 00IIecTBa B HOBBIX, MPAKTHYECKU MOJIE3HBIX MaTepHaiax. DT0O NPUBEIO0 K
BO3HUKHOBCHHUIO paSJ’II/I‘IHLIX, BbICOKOS(l)q)eKTI/IBHI)IX 1 B HACTOALICC BpeMS[ aK-
TUBHO pa3padaThlBaMbIX HAyYHBIX HAMPABJICHHUU, TAKUX KaK PEAKIHH JOMHHO,
OpraHMYeCKuil CHHTE3 B BOJHOH (ha3e, MEIUIIMHCKAs XUMUSI 1 KOMOMHATOPHBIH
cuaTe3. Ocob0il MomyIIpHOCTEI0O KOMOMHATOPHBIE METOBI CHHTE3a MOJB3YI0T-
cs B pa3paboTKe OMONIMOTEK MOTCHIIMATBHO OHOJOTHYCCKU-aKTHBHBIX BEIIECTB.
ITpu 3TOM MOJIEKYJIbI PACCMATPUBAIOTCSI KAK CTPOUTENbHBIC OJIOKM M OCHOBHAsSI
3aa4a 3KCIIePUMEHTATOpa COCTOUT B TOM, YTOOBI MOI00PaTh CPEIHECTATUCTH-
Yyeckue (He Hawrydmue!) yCIoBUS CHHTE3a, MOAXOISIINE IS MOTyYCHHS Kak
MOHO OOJIBIIIETO KOJMUYECTBA BEIIECTB B OJJHAX U TEX )K€ IKCIIEPUMEHTATbHBIX

YCIIOBUAX. CoueraHue KOM6I/IHaTOpHI>IX METOAOB C MapalICJIbHBIM CHUHTE30M U

'% Kycros JL.M., Benenkas W.IT. «Green Chemisry» — HoBoe Mbimuienue //Poc. xum. x. -2004. -
T.XLVIIL, Ne 6. - C. 99-107.
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BBICOKO3(D(DEKTUBHBIMU CITOCOOAMU BBIJICIICHUSI U OYMCTKH (TIpEerapaTuBHBIC
Xpomarorpad)iieckie YCTAHOBKH) YMEHBIIAIOT MOTPEOHOCTh B BBHICOKOKBAIH-
(GUIMPOBAHHOM PYYHOM TPYAE M MO3BOJISIOT MOJNYyYaTh IO HECKOJIBKHX COTEH
HOBBIX BELIECTB €KEAHEBHO. IIpy TakoM Moaxone HE CUHTE3, & CKPUHUHIOBbIE
HCCJICZIOBAHMSI CTAHOBSTCS «CKOPOCTHIMMHUTHPYIOIICH» cTaaueil B pa3paboTke
HOBBIX MPAKTHYECKHU MOJIE3HBIX, B TOM YMCIIE U JIEKapCTBEHHBIX BellecTB. U mo
MPOTHO3aM CIIELHUATUCTOB B MEIUIIMHCKOW XUMHH 3TO MPUBEAET K MOSBICHUIO
OTPOMHOTI'0 YHKCJIa MPUHIUITHAILHO HOBBIX JICKAPCTBCHHBIX COCIUHCHUN B OJIH-
kawmmue 5-10 ner.

Peakmmss Mannuxa —Oblla OTKphITA HEMEUKAM XUMHUKOM Kapiom
Manuauxom (1877-1947) B 1917 r. Peakunss MaHHUXa SBISETCS KIIacCHYe-
CKHM TIPOIIECCOM JIJIS TOIy4eHUs [-aMHHOKETOHOB. O0NacTh €¢ MPUMEHECHUS
CTOJIb IIMPOKA, a MIPOAYKTHI MOTYT OBITH CTOIb Pa3HOOOPa3HBIMHA HHTEPMEIH-
aTaMH, 4YTO OHA O€3yCJIOBHO SBJISCTCS OJHUM W3 IPEKPACHEHIINX HHCTPYMEH-
TOB JUII KOMOWHATOPHBIX METOJIOB CHHTE3A.

B 06IIIGM BHUC pCaKIUA ManHunxa 3aIrceIBacTCs CJICAYIOINM 06p330MZ

—CH + Cc =0 + HN ——>» —C—C—N

(a) (6) (8) (r)

Kak BugHO 13 00001IIEHHOM cXeMBI B peakiini MaHHUXa y4acTBYIOT TPH
KOMIIOHCHTA: CyOCTpar (a) — COCIMHEHUE, MOIBEpracMoe aMUHOMETHIINPOBa-
HUIO, KapOOHMIBHAsT KOMIIOHEHTa (0) M aMHHHas KoMIOHeHTa (B). B pesyns-
TaTe peakuu MaHHIXa 00pa3yeTcs MPOIYKT aMHIHOMETIIINPOBaHUS (T) HA3bI-
BaeMBbIi ocHogaHue ManHuxa, a TaKKe BBICISETCS MOJIEKYJIa BOBI.

MexaHn3M peakiuil aMHHOMETHIIMPOBAaHHUA 110 MaHHUXY 3aKITI09acTCs
B CJIEIyIOIIEeM: CHadaja o0pa3yeTcss UMHHHUEBBIH HOH (A) u3 amuHa U Qop-
MaNbJeTHAa, 3aTeM, TaK KaK Peaklus HIeT B KHCIOW Cpeae, COCOUHEHHUE C

(yHKIIMOHATIBHOW KapOOHWIBHOW KOMIIOHEHTOH (B 9TOM cilyyae KETOH) MOXKET
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TAayTOMEPH30BaThCsl B €HONIBHYIO (opMy (B), mociie yero oH arakyercs UMH-

HUEBBIM HOHOM (A). MexaHN3M peakIiy IpeACTaBICH Ha CICAYIONICH cXxeMe:

\ 1 1
R H R
ut ® f R HO_ M ut HO ,
—_—
0 —_— 40 _— >L,N\€’) —_— NH_
H H R? H R’
® . |
R - R
A RN 10 m .
—— k’ [— —
S\ VARt QR
AN AN 5
H R? H R?
(A)
o ®
4\0}1 OH
4 4
R . N R
3 + -H
' JS< -—+H R’ ‘\ ’ — R? AN
H H
H H (B)
oH ® o
R* H I on H H 1 -H H H 1
\ N/ - R 5 /R
R + N _— / _— R}
H R? R? N\ I
2
(B) (A) Y R> H Rr*

CyOctparoMm B peakiun MaHHHXa MOXET OBITh OOJIBIION KJIacc OpTraHu-
YEeCKMX COEIMHEHMIl: KETOHBbl, HMEIIIHWe, MO0 KpalHel Mepe, OIUH O.-
BOJIOPOAHBIN aToM, (eHOJIbI, cofepkamue He Oojee OJHOTO 3aMECTUTENs B
OpmMO-TIONIOKEHNN, TEPMHUHAIBHBIC AJKWHBI, HATPOAIKAHBI, TETEPOLUKINIC-
CKHe COeAMHEeHMs (HampuMep UHI0M) U psii Apyrux. HeoOxoauMeIM ycioBreM
y4acTHUsl TAKHX COCIMHEHHH B KauecTBe CyOcTpaTa B peakuny MaHHUXa SIBIISI-
eTCsl HaJM4Yue O-BOJOPOAHOTO aToMa II0 OTHOIICHHIO K AaKTHBHPYIOIIEH
(YHKIIMOHATIBHOH TpYTIIIE.

OOBIYHO KapOOHMIIBHBIM KOMIIOHEHTOM SIBIISICTCS IPOCTEHINNI aibae-
rug — (GopManbAerus, XOTs MOTYT HNPUMEHATHCS M IOPYTHe albAernuibl Kak
ann(aTUuecKoro, Tak ¥ apoMaTHYECKOTO pPsijia, a TaKKe KETOHbl. AMHHHas

KOMIIOHCHTA TPAAUIHUOHHO MPEACTABJICHA BTOPUYHBIMU aMUHAMU, XOTS B CIIy-
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Yyae CHHTE3a LMKINYECKHX COEIMHEHHH MOYKHO MCIIOJIb30BaTh NEPBUYHBIC
aMHHBI 1 JaXXC aMMHaK.

Hecmotps Ha To, uTO peaknus MaHHHXa XOpOLIO U3y4eHa, OHA aKTUBHO
MIPUMEHSETCS B CHHTE3€¢ HOBBIX NMPAKTHYECKHU-TIOIE3HBIX COCTUHEHNH, a METO-
JIbl €€ MPOBEJeHUs] MOCTOsIHHO yiydmarorcs. O63op myOnukanuii 3a 1999-
2009 rombl mokazai, 4To peakius MaHHMXa UCIIONB3YEeTCS B CHHTE3E JIeKap-
CTBCHHBLIX IPErapaToB, IrOPrOYC-CMa30YHbIX MaTECpUaAJIOB, IMPUCATOK IJIA TOII-
JIMBa, B IOJMMEPHOI MPOMBIIIICHHOCTH.

Hwxe mpezacraBnensl HanOoiee U3BECTHBIE PEAKIMA AaMHHOMETHHPOBaA-
HUS 10 MaHHUXY.

1. AMPHOMETHIIMPOBAHUE apOMATHIECKIX KETOHOB.

Wnupniickumu yueHbIMH OblIa M3ydeHa BO3MOXKHOCTb CO3/IaHMS aHTH-
OMOTHKOB HOBOT'O MOKOJICHHS HAa OCHOBE XOPOIIO H3YUCHHBIX (DTOPXUHOJIO-
HOB, B yacTHOcTH «llunpoduiokcanunay. Peakiys nociueqHero ¢ 3aMenieHHbl-
MH Iapa-TUApOKcHaleTo(heHOHAMH NIpUBea K MOJTyYeHHUIO BEllecTB obnana-

FOIMX BBIPAKEHHOH aHTHOAKTEPHATbHOM aKTHBHOCTHIO (2.64)""

HO (2.64)

19 Agarwal Sp., Bala H., Ali Mm. Ciprofloxacin prodrug via Mannich reaction// Indian Journal of
Pharmaceutical Science. - 1999. - Vol. 61, Ne 4, - P. 223-226.

132



[IpoTnBOBOCTIANINTENBHBIE MTpeNaparhl ObLIM MOJyYeHbl aMHHOMETHIIU-
poBaHHEM 2-TUAPOKCH-S-MeTuiianeTopeHoHa mnapadopMOM M HEKOTPBIMU
BTOPHYHBIMI AMHHAMHU B H30mponanome 2103194,

IIpoBeneHNe OpraHWYECKUX pPEakIid B BOIHOU Cpele SBISACTCS aKTy-
aIBHBIM HAaIpaBJICHHEM COBPEMEHHOH opraHmdeckoil xumuu. OcoOeHHOCTH
aMHUHOMETHIMPOBAaHUS aneTo(heHOHA M ITMKIOTeKCaHOHA B BOJE apOMaTH4e-
CKUMHM aMWUHAMH M KapOOHWJIBHBIMH COEJIMHEHUSIMH Pa3IMYHOTO CTPOCHHS
OBLIO M3YYEHO B pa60Te195 . Haiinennsrii aBropamu KatanusaTop, TpudTamat
BHCMYTa, IO3BOJIMII IPOBECTU YKA3aHHYIO PEAKLUIO C BBIXOAOM OT 67 10 94%.
JlnuTensHOCTh npolecca cocTasisana oT 4 1o 12 yacos.

C menpro mOWCKa OMOJIOTMYCCKH-aKTUBHBIX W MOAM(DHUKANHU JIeKap-
CTBEHHBIX COCIWHEHWH pa3HBIMH aBTOPAaMH B YCJIOBHUSAX KOHBEKIIMOHHOTO
HarpeBa Oblla MpOBE/EHa cepusl peaklHuid ¢ y4acTHeM aleTro(eHOHa U ero
npomssouex 0,7 1%

2. AMMHOMETHUIINPOBAaHUE ATU(PATHUYECKUX KETOHOB

199 .
ABTOpaM ~, WCIIONIB3ysS KaTaln3aTopbl Ha OcHOBe cojell TutaHa (IV)

yIAJIOCh JOOUTHCS OCYIIECTBUTH AMHHOMETHIIMPOBAHNE KaM(OpPbI C BBIXOIOM

191 .. . . . .
’ Popovici 1., Popovici 1., Marculescu A. Biochemical effects of some new Mannich Base from or-

tho-hydroxyaril alkyl ketones on rats with chronic inflammation // Farmacia. - 2008. - Vol. LVI, Ne 2.
-P.221-228.

2 Roman G., Nanu D., Comanita E., Comanita B. Synthesis and Reactivity of Some Mannich Bases.
New Arylamine Mannich Bases Derived From 2-Hydroxy-5-Methylacetophenone // Turk J Chem. —
2000.- Vol. 24, Ne 67. P. 71.

'% Pieroni M. Quinolones: new perspectives // XXVI Advanced Course of Medicinal Chemistry and
"E. Duranti" National Seminar for PhD Students. — Universita degli studi di urbano “Carlo Bo”, Eu-
ropean School of Medicinal Chemistry, 2006. P. 88-90.

1% TIar. 20060196107 A1 USA. Cyclic Mannich products/ Malfer D., Allen G., Thomas M., Sheets R.;
omy61. 07.09.06. — 8 c.

195 Thierry O., Nadeau E., Guay-Begin A. Direct-type catalytic three-component Mannich reaction in
aqueous media //Tetrahedron Lett. — 2006. - Vol. 47. - P. 8351-8354.

196 Turgut Z., Pelit E., Koycii A. Synthesis of New 1,3-Disubstituted-2,3-dihydro-1H-naphth-
[1,2€e][1,3]oxazines / Molecules. - 2007. — Vol. 12. - P 345-352.

197 Chi K., Ahn Y., Shim K., Park T., Ahn J. One-Pot Synthesis of Mannich Base Using Hydroxy
Aromatic Rings and Secondary Amines // Bull. Korean Chem. Soc. — 1999.- Vol. 20, Ne 8. - P. 973-
976.

% Mete E., Gul H., Kazaz C. Synthesis of 1-Aryl-3-phenethylamino-1-propanone Hydrochlorides as
Possible Potent Cytotoxic Agents// Molecules.- 2007.- Vol. 12. — P. 2579-2588.

199 Pinheiro S., Greco S., Veiga L., Farias F., Costa P. Stereoselective Mannich reaction of Camphor
titanium enolate / Tetrahedron Assym. - 2002. - Vol. 13. - P. 1157-1159.
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MPOAYKTOB aMUHOMETHUINPOBaHuUs oT 33 no 52%. Panee sta peakuus cumnra-

JIOCh HE BO3MOKHOM.

R|
TiCl, CH,0, HNR R, N
\
Ry
o o

(2.65) (2.66)

He meHee aneranTHO OBIJIO MPOBEICHO AMHUHOMETHIMPOBAHNUE aKTHUBU-
POBAaHHBIX METHJIEHOBBIX Ipymn 1,4-TUTHIpONUPUINHOB, IPUMEHIEMBIX B Me-
JMIUHE B KAYeCTBE OJIOKATOPOB KalbIMEBBIX KaHATOB . B 3aBHCHMOCTH OT
npupozs! 3amectureneid R1 u R2, a Taxke oT mpupoasl aMruHa ObLTa H3y4eHa

BO3MOXHOCTB IOJIYYE€HUA IPOAYKTOB MOHO — U TUaAMUHOMETUIIMPOBAHU .

Ar, H Ar H
R,00C COOR, R,00C COOR,
L — L e
(o}
SN
HsC N CHs HsC N 32 N
.67 (2.68)
Ar, H
R,00C COOR,
Hp | | EZ
C
\N/ \H2C N C/ \N/
H Hy
| | (2.69)

CHHTE3 HOBBLIX OMOJOTHMYECKH aKTHUBHBIX BCHICCTB M MPAKTUYCCKU I10-
JICBHBIX TIOJIYUYCHHBIX aMHWUHOMECTHIIMPOBAHUEM aJ'II/I(baTI/I‘IeCKI/IX COG}]PIHGHPIFI
OIMMCAaH B pAAC JIUTCPATYPHBIX I/ICTO'{HI/IKOBZOI.

3. AMuHOMeTHIIMpOBaHKE (PEHOIIOB

oH OH
R R CH,NR,’

+ CH,0 +NHR, — >

(2.70) (2.71)

2 Aritomi J., Ueda S., Nishimura H. Mannich Reaction of Dihydropyridine Derivatives. 1. Reactions
with Secondary Amines // J.Chem. Pharm. Bill. — 1980. — Vol. 128, Ne 11. - P. 3163-3171.

»' Rivera A., Gallo G.I., Gayon M.E. A novel Mannich type reaction using animals and alkaline me-
dium // Synth. Comm. -1993. - Ne23. -P.2921-2929.
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OOmas cxema, NpUBENICHHAs B 9TOM ITyHKTE, JIETJIa B OCHOBY OOJIBLIOTO
YHCJIa BEICOKOTEXHOJIOTHYECKUX Pa3paboTOK B 00JACTH CO3JaHUS HOBBIX JIO-
0aBOK K rOproYe-CMa30uHbIM MaTepHaliaM C 11ejbl0 NOBbIIIeHHS uX 3ddek-
THBHOCTH. AMHUHOMETHWJIMPOBAaHUEM Pa3lIMYHBIX (PEHOJIOB OBUIM IOTYYEHBI:
TOIUIMBHBIC Macjla W CMasKu, IMpUCAAKH, YJIydlIarolue CropaHue TOILIN-
BaZO2,2O3,204.

Taxke aMHMHOMETHIMPOBaHUEM (PEHOIOB OBUIM CHHTE3MPOBAHBI MOJIH-
Mepbl, OONaNAIoOIINEe TEPMUUECKON YCTOHUMBOCTBIO ", BOJOPACTBOPHUMO-
cTbr0™', M APYTMMH NPAaKTHYECKH [EHHBIMU cBOMcTBaMu > "7,
C-amuHOMeTHIMpPOBaHUE HadToNa, MPOBEIEHHAS aBTOPAMHU, [103BOJIMIIO

MOJIYYHTDb IHPIpOKI/Iﬁ CIICKTPp HNOTCHUUAJIbHO OMOJIOrHYECKHU-aKTUBHEIX Be-

o o 208,209
IIECTB, COJICPIKAIINX B CBOCH CTPYKType HaTaTMHOBBIN pparmMeHT .
OH OH
CH,NR,
+ CH,0 +NHR, ——>
(2.72) (2.73)

4. AMMHOMETHINPOBAHUE TETEPOLUKINIECKUX COSIMHEHNI
Astopamu”'® GO H3yd4EHO aMHHOMETHIIMPOBAHHE MPOU3BOIHBIX HH-

J10J1a, B KOTOPBIX POJIb Kap6OHI/I.HbHOI\/’I KOMITIOHCHTHBI BBIIIOJIHAJINA aJIbACTHUABI

202 ITar. 20090071065 Al (43) USA. Mannich detergents for hydrocarbon fuels / Malfer J., Allen G.,

May D.; ony6a. 19.03.09 — 13c.

203 TTar. 7351864 B2 USA. Process for preparation of Mannich condensation products useful as se-

questering agents/ Chiverton E.; omy6:1. 01.04.08. — 11 c.

2% TTar. 20090075849 Al (43) USA. Oil- soluble molybdenum derivatives derived from hydroxyethyl
— substituted Mannich based/ Gatto J., Loper T., Liesen P.; ony6:. 19.03.09 — 11c.

25 TTar. 20080274924 A1 USA. Method for producing Mannich adducts that contain polyisobutylene
phenol/ Lange A., Rath H., Posselt D., Trotsch-Schaller I.; omy6s. 06.11.08. — 16 c.

2 TTar. 20090118457A1 USA. Resorcinol — based Mannich base/ Gerber U., Waldegg U.; omy6u1.
07.03.09.- 5c.

27 Tar. 20070264506 A1 USA. Epoxy resin compositions containing Mannich bases, suitable for high
— temperature applications/ Wigger T.; omy6a. 15.11.07. — 7c.

2% TTar. 20040044061 USA. Substituted 1 and 2 naphthol Mannich bases/ Gerlach M., Maul C.;
omy6u. 10.08.04. — 24 c.

2 TTar. 6774136 A1 USA. Substituted 1 and 2 naphthol Mannich based/ Gerlach M., Maul C.; omy6u1.
04.03.04. - 27 c.

29 Lindquist C., Ersoy O., Somfai P. Parallel synthesis of an indole-based library via an iterative
Mannich reaction sequence // Tetrahedron.- 2006.- Vol. 62. -P. 3439-3445.
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apoOMaTHUYCCKOro psaa. HOJ'Iy"IeHHI)Ie COCMHCHUA TIOKa3ajil BbIPAKCHHYIO

AHAJIBI'CTUYICCKYTO0 aKTUBHOCTD.

\ N//\o
— _/
R N \

(2.74) (2.75)

[1IBE/ICKHMH Y4EHBIMH GBI OITYOTHKOBAH" * MEPBbIi MPHUMEp MPHMEHe-

HUsSI TIPUHIMIIOB KOMOWHATOPHOW XMMHH, B TOM YHUCIE MMapajieIbHOTO CUHTE-
3a, U1 MOIU(UKAINH MPOU3BOIHBIX WH/IONA U TOMYYCHUs ONMOIHOTeKH U3 25
BemecTB. Heo0XoaumMo oOpaTUTh BHUMaHUE, YTO PEAKIHs ObLIa UMM TPOBE-
JICHA B YCIIOBHUSIX KOHBEKIIMOHHOTO HArpeBa B CPEJE PACTBOPUTEINS - TUOKCA-

Ha.

R

1
/
HoOC N
CH,0, HNR|R, \ R,
B ————
N
H N

(2.75) (2.76) H
B kauecTBe aMMHHOM KOMIIOHEHTBI HCIIOJIL30BaJIA JOCTYIIHBIEC BTOPUY-
HblE aMHUHBI, Takue Kak MOp(OJIHH, MUIEPHIMH, TUITHIAMUH U T.1. [lomo-
OpaHHBIE MU YCJIOBHS ITO3BOJIMIIM NPOBECTH CHHTE3 CO CPEAHUM BBIXOAOM
(55-75%) u BrIcOKOIT uncToTo (80-95%) skemaeMbIX MPOAYKTOB. Takxke CHH-
Te3y NPOU3BOHBIX HHJIONA TIOCBAIEH psa narentos”' >,
3a mocienHue S5 JEeT B BHICOKOPEHTHHIOBBIX JKypHajax OMYyOJHMKOBAHO

MPUMCHCHUC pCAKIIUN Mannnxa JJId CHHTE3a aHTI/IMI/IKpO6HI>IX CpCACTB HaA OC-

213 214 215
HOBEC MPONU3BOJHBIX OeH30THAa30ja , TpruazoJia u U3aTuHaA -, I/IHFI/IGI/ITOPOB

2 TTar. 20030060497 A1 USA. Subtituted indole Mannich bases / Gerlach M., Maul C.; omy61.
27.03.03. - 37 c.

22 TTar. 007091220 B2 USA. Substituted indole Mannich bases/ Gerlach M., Maul C.; ony6u. 15.
08.06.—33 c.

13 Katritzky A., Galuszka B., Rachwal S., Black M. Mannich Reactions of Carbonyl Compounds
and Enamines with Benzotriazole as the NH Component // J. Heterocyclic Chem.-1994.- Vol 31. -P.
917.
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(hepMeHTOB Ha OCHOBE (pramanbIeruja u MepPBHYHBIX aMuHOB™'C, MCUXOTPOII-
HBIX TIPErapaToB Ha OCHOBE 1,2—,[[eI‘I/I,Hp01/I30XI/IHOJII/IHOB217. Onucano mpuMe-
HEHHE peakiu MaHHHXa I MOAM(PHUKAIIMN UMHIA30JI0B, OCH30TPHA30JI0B U
MHOTHX JIPYTHX KJIACCOB OPTaHUIECKUX COCTUHEHUI.

B kauectBe cyOcTpara C MOJBUXKHBIM aTOMOM BOJOPOJIa MOTYT BBICTY-
nath W JPyrue COENUHEHHS: Pa3IMYHbIe CIUPTHI, THOJbI, aMHHBI, (HOCHUHBI
u.T.7. B 3TOM ciydae roBopsaT cooTBeTcTBeHHO 00 O-, S-, N-, P- T.1. amuHO-
MeTuirpoBaHun. B obmem Buge O-, P-, S-, N- aMHUHOMETHINPOBAHUS MOTYT
OBITh MPEIICTABIICHBI HA CIICAYIONICH CXEMOU:

R' R R'

R A + CH,0 * H™N — X—CH,—N

R' R'

rone X=0,P,S, N
[IpuBenenHpie mpUMepsHl peakud MaHHHXa MTPEACTABISIOT Cco00it
KJIaCCHMUYECKHH €€ BapHaHT, 3aKJIFOYarONIMHC BO B3aMMOJICHCTBHU CyOcTpara,
KapOOHMIIPHOTO ¥ aMHHHOTO KOMITOHEHTOB. OOBIYHO peaKIys UICT MPH KHIIS-
YEHUH PEarcHTOB B OPTaHMYECKOM pacTBOPUTENE, HAIPUMEP B METHIIOBOM,
M30aMHJIOBOM CIIMPTE WIM HUTPOOEH30JIe B MPUCYTCTBUM KHCIOTHI. [yt MHO-
THX CHHTETHYECKMX IieJiel 1To00HbIi BapuaHT peakuuy JOCTaTO4eH, OJHAKO

B ciydae ruapodoOHbIX, anuao(oOHBIX, TepMOIAOWIBHBIX CyOCTpaTroB, a

2" Lingappa B., Girisha K., Kalluraya B., Rai N., Kumari N. Regioselective reaction: Synthesis of
novel Mannich bases derived from 3-(4,6-disubstituted-2-thiomethylpyrimidyl)-4-amino-5-mercapto-
1,2-4-triazoles and their antimicrobial properties// Indian Journal of Chemistry. — 2008. - Vol. 47B. -

P. 1858-1864.

215 Bhasin P., Sachdeva N., Pandeya S., Nath G., Singh S. Synthesis and Evaluation of Schiff and N-

Mannich Bases of Isatin as Potential Antimicrobial Agents// Acta Pharmaceutica. -2005.- Vol. 47 -
P.21-29.

216 Takahashi 1., Nishiuchia K., Miyamoto R., Hatanaka M., Uchida H., Isa K., A. Sakushima and S.
Hosoi Reaction Systems Peripheral to the 1:2 Mannich Condensation Reaction between o-
Phthalaldehyde and Primary Amine// Letters in Organic Chemistry. - 2005. — Vol. 2. -P. 40-43.

21 Mahmoud S., Fad T.A., Farag M.H., Mouhimed A.M. 1,2-Dihydroisoquinoline-N-Acetic Acid
Derivatives as New Carriers for Specific Brain Delivery I: Synthesis and Estimation of Oxidation Ki-
netics Using Multivariate Calibration Method //Arch. Parm. Pharm. Med. Chem. - 2003. - Ne 336. —P.
573-584.
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TaKXKe CyOCTPAaTOB, HMEIOLINX HECKOIBKO MECT ISl BO3MOYKHOTO HAIIPABIICHUS
AMUHOMETHJINPOBAHUS STOT BAPHAHT HE MOAXO/UT.

Tak kak peakius MaHHHXa 00JaJaeT 3HAYUTEIBHBIM MTPOMBIIUICHHBIM
U, CJIEI0BATEIbHO, KOMMEPYECKUM MOTEHIMAJIOM, TO OCOOCHHOCTH €€ IPOBe-
JACHHS, BO3MOXXHOCTH PaCIIUPCHUA O6J'laCTI/I NMPUMEHCHUA, OrpaHUYCHUA H
CUHTCTUYCCKUC IPUEMBI MOABEPrarOTCA aKTUBHOMY M THIATCIBHOMY H3Yy4eC-
HUIO U pa3paboTke.

OO0 aKTyaJbHOCTH YTIyOJEHHOTO M3YyUeHHs peakin MaHHHXa CBHUjIE-
TCJIBCTBYCT IMOCTOAHHOC MOABJIICHUE HOBBIX rly6n1/11<aum71, B KOTOPBIX OITUCHI-
BAIOTCS PA3IMYHBIC CHHTETUYCCKHE METOBI Ul NPOBEACHUS paHee HE BO3-
MOXHBIX MM Manod()dEKTHBHBIX MPOLECCOB’', TOBBIIICHHS CTEpeoCceTeK-
TUBHOCTHU peaKHI/Iﬁ J:[O6aBJ'ICHI/ICM TE€X UJIM UHBIX CTepeOCHCHI/I(bI/I‘IeCKI/IX Kara-
mmzatopos”***’. M Tak kak peauus MaHHHXa HMeET BaKHOE MPOMBIILIEHHOE
3HAYCHUE, TO OMPEACICHHBIE KOMMEPUYCCKU-LICHHBIC TIPUEMBI €€ IIPOBEACHUS
aKTHBHO TaTeHTyioTcs ">, . OIHHM U3 YCOBEpIICHCTBOBAHHBIX METOOB

224
SABJIACTCS UCHOJIB30BAHUC 3apaHee NPUTOTOBJIICHHBIX UMUHUCBBIX COJICH

® O

H,C =—NR,X
VIMuHMEBbIC COU MPEICTABISAIOT COO0M MPOAYKT B3aUMOJICHCTBHUS Kap-

OOHHJIPHOTO M HMUHHEBOIO0 KOMIIOHCHTOB pcakuun MaHHI/IXEl, TOJIBKO 3TO

218 Koll A. Specific Features of Intramolecular Proton Transfer Reaction in Schiff Bases // Int. J. Mol.
Sci. —2003. — Vol. 4. - P. 434-444.

¥ Mao Q. Studies on the L-proline Catalyzed and the Borono Mannich Reaction //A thesis submitted
in fulfillment of the requirements for the award of the degree MASTER OF SCIENCE-RESEARCH
from University of Wollongong Department of Chemistry Wollongong. — Australia, 2007.

20 Hayashi Y., Urushima T., Shoji M., Uchimaru T., Shiina I. The direct, enantioselective, one-pot,
three-component, cross-Mannich reaction of aldehydes: The reaction for the Higher Reactivity of
almidine versus aldehyde in proline-mediated Mannich and Aldol Reactions// Adv. Synth. Catal. -

2005. - Ne 347.-P. 1595-1604.

21 ITar. 20080228000 A1 USA. Cinchona alkaloid-catalyzed asymmetric Mannich reactions/ Deng

L.; ony6n. 18.09.08 -23c.
*2Tlar. 007256161 B2 USA. Process for making group II metal carbonated, overbased Mannich

condensation products of alkylphenols/ Wollenberg R., Cantor J.; omy6. 14.08.07.-11 c.

223 IMar. 20070093630 A1 USA. Mannich based and processes for the preparation of Mannich bases/

Gerber U., Wigger T.; omy6a. 26.04.07. — 6¢.

22 IMar. 20080052985 A1 USA. Quaternary ammonium salt of a Mannich compound/ Stevenson P.,

Thetford D., Vilardo J.; omy6:. 06.03.08. — 10 c.
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«B3aMMOJIEUCTBHE» OBUIO MPOBEJCHO 3apaHee, OTAEJIbHO OT BCEr0 CHUHTE3a.
Hcnonp3oBanne 3apaHee IPUTOTOBJICHHOTO IIPOMEKYTOYHOTO BEIIECTBA,
HUMHWHUEBON COJIM, IMO3BOJIACT MPOBOJAUTE aMUHOMETHIIMPOBAHUE B OTCYTCTBHUU
KHCJIOTBI, OBICTPO M TIPHW KOMHATHOW TEMIIEpaType, MOCKOJIbKY HMHHHEBAst
COJIb XapaKTepU3yeTcs BBICOKOH pEaKkIMOHHOM CIIOCOOHOCTBIO, KOTOpasi 00b-
ACHACTCS TeM, YTO UMUHHEBas COJb IPEICTaBisieT coO00OH CcTaOHIM3MpOBaH-
HBII KapOokaTHOH. BrIcokasi peaknMoHHasi CHOCOOHOCTh MMHHHEBBIX COJIEH
HaKJIaJAbIBACT HEKOTOPLIC OIpaHUYCHHUSA Ha BBI60p pacTBOpUTEA OJIsA ITPOBE-
JICHUS] peakMi aMHHOMETHIIMPOBaHus. B TaHHOM cityyae MCIONB3YIOT BBICO-
KOIIOJISIPHBIE PACTBOPHUTENH (IUIsi TOTO YTOOBI COJIb HAXOJWJIACh B PAacTBOPE),
HECIIOCOOHBIE K XUMHYECKOMY B3aMMOJICHCTBHIO C UMHHHEBOH COJIBIO: alleTo-
HUTPWI, AUMETWICYIb(oKcua, nuMmeTuiadgopmamMua u T.4. Takum obpas3om, B
3TOl MOAMGUKALMK PEAKLUsl CBOAWUTCA K MPOCTOMY IE€PEMELIMBAHHUIO CyO-
CTpaTra ¢ UMMHHEBOW COJIBIO B IOJIXOJISINEM PACTBOPUTEIE NPH KOMHATHOU
TeMIIepaType.

B cuHTeTHMUECKOH OpraHMYecKoil XMMHHM HaXOJWT NPUMEHEHHE KakK ca-
Ma peakius MaHHHXa, TaKk ¥ OCHOBaHMSI MaHHMXa B KaueCTBE MCXOIHBIX Be-
LIECTB JUIS NabHEUIIMX MPEBPALLEHUI.

PeaKHI/IH ManHuxa MPUMEHACTCA [JIsI MMOCTPOCHUA pa3IMYHBIX T'€TCPO-
[IUKJIMYECKUX CHCTEM.

1. O06pazoBanue 1,3,5,7-reTpa3aanamanrana (ypoTpoIlHHa, «CyXOH
CIHPT») U3 aMMHaKa 1 GOpMalIbAETHAA:

7
6CH,0 + 4NH; —> N.(\/N + 6H,0
LN/

2.78)

2. O6pa3oBaHHUE MPOU3BOIHBIX Y-ITUIICPHIOHA!

0
0
CH CH H H C,H;s C,Hs
25 5 4+ 20H0 + N ———
) 2H0° H3CO,C CO,CH;
H;CO,C" H H CO,CHj CH,
N
(2.79) Cuy (280)
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Konnencanus Tpex MoJieKyJ alleToOHa ¢ aMMUAKOM TO3BOJISIET MOJIYUYUTh
2,2',6,6'-TeTpaMeTIIINAIIEPUIOH-4 ¢ TpUEeMIIEMBIM BbIxomoM. [IpmmMep peak-

uuu MaHHuXa, rie CyOCTpaT UrpaeT OJHOBPEMEHHO M POJib KapOOHUIIEHOTO

KOMIIOHCHTA.
(0]
H,C CH H H
3 \C/ 3 . \N/

1 | -2H,0

o) H H3C N CH3
H3C H CH3

2.81)

3. Peakmus MaHHMXa BayKHA B CHHTE3aX OuoceHemuuecko2o muna (CUH-
TETHYCCKUE TIOJXO/IbI JJIs PEaKIuii, MPOTEKAIIINX B MPHUPOJIC TIpU 00pa3oBa-
HUM T€X WJIM HMHBIX IPUPOAHBIX COSITUHEHUIT), IPUMEPOM MOXKET CIYKUTh
CHUHTE3 TPOMHHOHA — MPOU3BOJHOTO ATKAIOUIa TPOIUHA, MPOJCIaHHbI Po-

6epTom PoburcoroMm B 1917 1.:

- CO.H H;C< H;C< N
(6] CO,H
+ CH;NH, + o — -
-CO,
(¢}
H CO,H HO,C \O

(2.82)

KoHnenuust mocTpoeHHs reTepOlUKINIeCKUX CHUCTEM, NpeIIoKeHHAs
p06I/IHCOHOM, BITOCJICACTBHHU HCIIOJIB30BaJlaCb B MHOTOYHCJICHHBIX CHHTEC3aX
QJIKAJIOHIOB.

4. HemocpencTBeHHO caMy OCHOBaHHUS MaHHHXa, TIOMyYCHHBIE H3 KETO-
HOB M QJIJICTHIOB, UCIIONB3YIOTCS KaK IPEIIICCTBCHHUKH SHOHOB (COoeAnHe-
HUMH, collepKallluX OJHOBPEMEHHO KPaTHYIO YTJIEpOJ-YIJIEPOIHYIO CBS3b U
KapOOHIJIBHYIO TPYIITYy). BO3MOXHOCTh OZOOHOTO HCIIONB30BAHUS OCHOBBI-
BaeTCsl Ha TOM, YTO OCHOBaHMsS MaHHMXa JIOBOJILHO JIETKO OTILEIUISIOT JAUal-
KWJIAMHUHHYIO TPYIILY IIPH HarpeBaHWH. DTOMY IIPOLECCY CIIOCOOCTBYET Mpea-
BapuTeIbHAs KBaTEpPHU3ALMS a30Ta IOCPEICTBOM, HAllpUMEp, METHIIHOAUA!
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0] Q

O ] O
Mel
H3C)J\/\N(CH2CH3)2 - = )\/\%/Csz _ty Jk/

H;C AN H;C
(2.83) H;C  GoHs (2.84)

B nay4HOH smTeparype MMEIOTCS €OWHHYHBIE PaOOTHI, MOCBSIICHHBIC
H3ydeHHIo peakiuu ManHuxa B ycinoBusx MBO.

Tak, aBTOpaMi’>> ObIIM H3Y4EeHBI TepMATbHbIE S(BPEKTH MHKPOBOIHOBO-
ro oOIydeHus B psAAe peakuusu MaHHHXa, KaTaausupyeMsix (S)-npoiauHoM. B
KJIACCHUYECKHX YCIIOBHUSIX MPH HarpEBaHUM HAa BOASHON OaHE peakius MPOTEKaeT
B Teuenue 23 u npu Temmepatype 45-50 °C. YcTaHOBIEHO, UTO MPOBEICHNE pe-
aKIUM B YCJIOBUAX MB-u3iydeHust cokpalaeT peaknuoHHoe Bpems a0 3-4 d,
MOBBIIIAs BBIXOBI 10 83-86 %.

B pa6oTe226 npoBeneHa peakuus [leracuca (OopHas peakius MaHHKXaA)
MEXIy TpeMsl KOMIIOHEHTaMH: aMHUHOM (2.85), 6opHO# kucioroit (2.86) u ram-

OKCHJIbHBIM alibaeruaom (2.87).

0 MeCN/IM® 10:1 coo
R'-NH, + R2—B(OH), + )l\ - A
H COOH MB, 120 °C, 5-10 Mun g R2
(2.85) (2.86) (2.87) (2.88)
R'= het, 1,4-(F),-3-CN-Ph, 1-NO,-5-COOMe-Ph Beixomsr: 5-95
0,
R2= het, Ph, 4-MeO-Ph, 4-Cl-Ph %

B pesynprare mccieqoBaHuil moka3zaHo, 4TO B yciuoBusx MB-o0mydenus
MPOAYKTHl aMHHOMETHITHPOBaHUS N-apriI-0o.-aMAHOKHCIOTHI (2.88) momyvarorces
B TeueHne 5-10 MuH ¢ BeIxogaMu 5-95 % B 3aBUCHMOCTH OT IIPHPOIBI paJHuKa-

1 2 227,228,229,230,231,232,233,234,235
0B R u R*. B atux u apyrux padorax ===~ 707 704220 apTrophl Moj-

223 Rodriguez B., Bolm C. Thermal effects in Organocatalytic Asymmetric Mannich Reactions // J.

Org. Chem. - 2006. - Vol.71. - P.2888-2891.

226 Follmann M., Gaul F., Schdfer T., Kopec S., Hamley P. Petasis Boronic Mannich Reactions of

Electron-Poor Aromatic Amines under Microwave Conditions // Synlett. - 2005. - P.1009-1011.

7 Gronnow M.J., White R.J., Clark J.H., Macquarrie D.J. Energy efficiency in chemical reactions: a
comparative study of different reaction techniques // Org.Process Res. Dev. - 2005. - Vol.9. - P.516-
518.
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YEPKHUBAIOT CJIEAYIOIINE ITPEUMYILECTBA MUKPOBOJIHOBOTO OOJIyYEeHHUs - PaBHO-
MEpPHOCTh NPOTpeBa PEaKIMOHHOW MacChl 110 BceMy 00beMy; O€3bIHEPIHOH-
HOCTh HarpeBa, BHICOKYIO TMHAMHYHOCTHL PETYIUPOBAHHS TEMIIEPATYPEI;, OTCYT-
CTBHE TEIJIOHOCHUTENS; BO3MOXXHOCTh MTHOBEHHOTO MPEKPAIICHHUS IOJaduH
SHEPruM B Cilyyae HEOOXOIUMOCTH U T.JA. Bce 3TO mo3BoseT cenath BBIBOI O
OONBIIMX IEePCHEeKTHBAaX NPUMEHEHUS MHKPOBOJHOBOTO CHHTE3a B OpraHHye-
CKOM XMMHH.

OO0nacTp MPaKTHYECKOTO NMPUMEHEHHs peakiu MaHHHXa Mmopakaer BO-
obOpaxenre. COBpeMEHHbIC BapUaHThI MPOBEICHUS peakuy MaHHMXa OTJInYa-
I0TCS LIMPOTOM YCIOBHM IIPOBEJECHUS CUHTE3a C OJHON CTOPOHBI, U BO3MOXKHO-
CTBIO KOHTPOJISI 00pa3yIoIIerocst MpojayKTa ¢ Ipyroi. 3To 03HaYaeT, 4To IKCIIe-
PUMEHTAIBHO MOTYT OBITh CO3aHBbl YCJIOBUS ISl IOJIHOTO PETHO- U CTEPEO Ce-
JIEKTUBHOTO KOHTPOJIS peakiun. OnHaKo, MPU BCEM COBEPIICHCTBE U MHOT000-
pa3uM KIaCCHYECKUX METOJIOB MPOBEICHNS YKA3aHHBIX PEaKLi OHU UMEIOT J1Ba
HEJOCTaTKa: JINTEIBFHOCTH MpoTekaHus mpotecca (ot 0,5 mo 12 1) m Heobxo-
JIMMOCTB B UCIIOJIb30BaHUN PACTBOPHTEIIS.

B crnenyromem pasgene OyIyT NPHBEACHBI PE3yJbTaThl HCCIECIOBAHMS
BIUSHASA (AaKTOPOB MHUKPOBOJHOBOTO OONydeHHs (MOIIHOCTH, BPEMEHH O0ITy-

YEHUsI, CTIeIM(PUUECKOT0 MHUKPOBOJIHOBOTO 3 deKTa, IPHUPOIBI PACTBOPUTENS H

2 Perreux L., Loupy A. A tentative rationalization of microwave effects in organic synthesis accord-
ing to the reaction medium and mechanistic considerations // Tetrahedron. - 2001. - Vol.57. - P.9199-
9223.

* Hoz A. D.L., Diaz-Ortiz A., Moreno A. Microwaves in organic synthesis. Thermal and non-thermal
effects / Chem. Soc. Rev. - 2005. - Vol.34. -P.164-178.

#0Xu G., Wang Y.-G. Microwave-Assisted Amination from Aryl Triflates without Base and Catalyst
// Org. Lett. - 2004. - Ne6. - P.985.

5! Reddy A.C.S., Rao P.S., Venkataratnam R.V. Fluoro organics: Facile syntheses of novel 2- or 4-
trifluoromethyl-1H-arylo-1,5-diazepines, oxazepines, thiazepines, 2 -(1,1,1-
trifluoroacetonyl)imidazoles, oxazoles and thiazoles // Tetrahedron Lett. - 1997. - Vol.53. — P.5847-
5854.

32 Chatti S., Bortolussi M., Loupy A. Synthesis of New Diols Derived from Dianhydrohexitols Ethers
under Microwave-Assisted Phase Transfer Catalysis // Tetrahedron. — 2000.- Vol. 56, Ne 32. - P.
5877-5883

233 Perreux L., Loupy A., Delmotte M. Microwave effects in solvent-free esters aminolysis // Tetrahe-
dron. - 2003. - Vol.59. - P.2185-2189.

34 Perreux L., Loupy A., Volatron F. Solvent —free Preparation of Amides from Acids and Primary
amines under Microwave Irradiation // Tetrahedron. - 2002. - Vol.58. — P.2155-2162.

5 Leadbeater N.E., Pillsbury S.J., Shanahan E., Williams A.V. An assessment of the technique of
simultaneous cooling in conjunction with microwave heating for organic synthesis // Tetrahedron. -
2005. - Vol.61. - P.3565-3585.

142



Ip.) Ha HampasieHue nporekanus peakiuu C-H u N-H aMuHOMETHIIMPOBaHHS C

y4acTHEeM Pa3IMYHBIX CyOCTpaToOB.

2.3.1 Peaknus C-H amunomernnupoBanusi no Mannuxy B yciaosusax MB-

00JIyYeHust

He cMortpst Ha TO, 4TO MOJIeKya (eHuIaneTniIeHa 001aaaeT BEIPaKeHHON
C-H k#CIOTHOCTBIO, B peaklMy aMHHOMETHIIMPOBAHHUS, PEeaKIMOHHAs Croco0-
HOCTH d)eHI/IJ'IaL[eTI/I.HCHa B YCJIOBHAX MHUKPOBOJHOBOI'O O6J'Iy‘-ICHI/I$[ HE HU3yda-
J1ack.

ABTopaMI/I236 u3y4ajach peakius aMHHOMETHIMPOBaHUs (eHUIIaeTHIIe-
Ha B KJIACCHYECCKHUX YCIOBHSAX IPH MPUMEHCHHH TEPMHUYECKOTO HATrpPEBaHHS.
Wmu Obuta mpeasio’keHa METOIMKa aMHHOMETHIMPOBAaHUS (eHHIaleTHIeHa B
JroKcaHe mnapad)opMOM U MPOCTEHIIMMU BTOPUYHBIMEH aMHHAMU (MOPQOIHH,
MUNEPUANH, TUITUIAMHH). DTOT METOJ UMEET CYIECTBEHHbIC HEJOCTATKH: BO-
MEePBBIX, BpeMs MPOTEKAHUs peakiuu, Kotopas 3aBepimaercst 3a 40 4, Bo-
BTOPBIX, PEAKIMIO MPOBOIST B Cpelie PacTBOpHUTENs — AuoKcaHa. COBpeMEHHbIE
TEHJICHIIMK B pa3pabOTKe HOBBIX MyTEeW CHHTE3a MPAKTUYECKH MOJIE3HBIX Be-
IIECTB, B YACTHOCTH 3AKIIOYAIOTCS B CHIXKCHUH WM TIOJIHOM OTKAa3€ OT HCIIONb-
30BaHus pactBopurensi. OTKa3 OT MPUMEHEHHs PacTBOPUTENS MPHUBOAUT K CO-
KpAIICHUIO HE POU3BOJICTBEHHBIX 3aTPAT TAKHX KaK: TPAHCIIOPTUPOBKA, OUUCT-
Ka, XpaHeHue perenepaius pactBopuressi. OTCYTCTBUE PACTBOPHUTENS B MPUH-
LIUIE UCKIII0YAaeT BO3MOXKHOCTh €r0 pasjiuBa, B3pbIBa, BOcIUIaMeHeHus. B pabo-
te”’ mpejaraercs mpoBeleHME JAHHOH PeakuMM B Cpeje 0e3 PacTBOPHTENs
HarpeBaHueM Ha BOAsSHOW OaHe. OnmucaHHBIA COCO0 MO3BOJIMI COKPATUTH Bpe-
Ms peakIuu J0 6 4.

INepeuncnenHble MPUYUHBL SBISUIUCH OCHOBAHHEM pa3pabOTKH HOBOTO
6oJiee SKOJIOTMIECKH YUCTOTO U SKOHOMUYECKH PEeHTa0eNbHOTo criocoda mpose-
JICHUS] PeaKkiuyd aMUHOMETHJIMPOBaHUs (hCHUIIAICTHIICHA, HAIIPUMEp, C MOMO-

b0 aKTUBUPYIOLICTO ,E[eﬁCTBHH MUKPOBOJHOBOT'O OGJ’Iy‘ICHI/ISI.

2 Babasu A.T. BHyTpuMOIeKyIApHbIE MEPErpynmUpOBKU CONeH YeThIPEX3aMEIEHHOTO AMMOHHS. —
Epesan: U3n.AH ApMCCP, 1976. - Nel. - C.159-348.

#7Tepopksan A.A., Apakenst A.C., Moscucsan A.A., Jxanmkynsu JLOK., erpocan K.A. Yyumien-
Hasi METO/IMKa aMHHOMeTHIMpoBanust auetmieHos // JKOX. - 2006. - T.76, Ne7. - C.1223.
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I/I3yquI/Ie 0COOEHHOCTEM M IMOMCK ONTHMAJIBHBIX yCJ'IOBI/[ﬁ NPOTECKAHUA
peaknuu C-H AMUHOMCTHUIIMPOBAHUSL q)eHI/IHaL[eTI/IJICHa BTOPUYHBIMHW aMHWHaMHU

u napaopMoM B ycioBusax MB-o0mydeHns npoBoaMIOCh IO Claeqylomel cxe-
238 239,

Me~°,
MB
. s s/
C=CH + CH,0 + H-N., ——> C=C—CH,—N
CuCl N\
(2.89) (2.90-2.93)
y —\ Et
—N_ =—N 0, — ). —N
/ Et
2.90 291
(2.90) (2.91) (2.92) N/ @293

3amaveli PKCIEPUMEHTAIFHON PabOTHI OBUIO HAXOXKACHUE ONTHMAIBHBIX yCIIO-
BUIl aMHHOMETHIIpOBaHus (eHmIaneTwieHa. J{is ee peieHus cMech, MOJISIp-
HBIA COCTaB KOTOPOI OCTaBaJICsl TIOCTOSTHHBIM M COOTBETCTBOBAJ OMICAHHON B
nuTeparype™", mojBepranach MHKPOBOJTHOBOMY 0OIydeHHI0. B xoze dKcIepH-
MEHTa BapbHPOBAINCH MOITHOCTH U3IydeHUSI U BpeMsi. OCOOEHHOCTH CTPOCHHUS
YCTaHOBKH IMO3BOJIATIA HMCIOJIB30BATh TOJIBKO q)HKCHpOBaHHI)Ie 3HAQYCHUSA MOIII-
Hoctu: 90, 150, 350, 600 u 800 Bt. 3HaueHne BpeMEeHH MEHSIIOCH B THAIa30HE
ot 0,5 10 10 MUHYT.

B xone skcnepuMeHTa yCTaHOBJIEHO, YTO MHUKPOBOJHOBEIM OOITydeHHEM
PEaKIMOHHOM cMecH, cocTosniel u3 (eHwIaneTuieHa, napagopmMa u COOTBET-
CTBYIOIIIETO aMWHA MPH MOIMHOCTH Hcxomsmiero obmydenus 350 Bt B Teuenue
3-5 MUH yaeTcsi CHHTE3HPOBATh IeJIeBbIe MPOAYKTHI (2.90-2.93). Peakuus Obua
MPOBE/ICHA B OTCYTCTBUE pacTBopuTens. [Ipu mpoBeneHnN peakiiuu, Ipyu MOIII-
Hocth oOmydernst 90 u 150 BT, HHTEHCHBHOCTH Tpoliecca yMeHbIIaeTcs B 3-4
pasa u cocraiuseT 12-20 MuH.

Ha pucynke 2.10 mpuBeneH rpaduk 3aBHCHMOCTH BBIXOJIa COCIWHCHHS

(2.90) OT MOIITHOCTH U3Ty4CHUSI.

2% Xpycranés JI.11., Xamzuna I'.T., ®a3binos C.J1., ['a3anues A.M. AMHHOMETHIMPOBAHUE (EHUIA-
nermwieHa 1o Mannuxy B ycnoBusix CBU-o6mydenus // XKOX. - 2007. - T.77, NeS. - C.876.

9 Xpycranés JI.I1.. Passutre COBpEMEHHBIX METOI0B B XMMHH AIlETHIECHOBBIX coeMHenni // Tpy bt
Mexa. HayuHO-TIpakT. KoH(}. «Hayka u ee ponb B coBpeMeHHOM Mupe». -Kaparanna, bonamak-bacna.
-2009 r., -C. 435-440.
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W3 nuarpaMMmBbl BUAHO, YTO NPH YBEJIUYEHUH MOIHOCTH U3ydeHus > 600
BT, BBIXO/ 11€1€BOT0 IPOAYKTA HE MOBBIMIAETCS. ITO OOBSICHICTCS TEM, UTO TPH
600-800 Bt ncxoaHble peareHTHI OBICTPO HATPEBAIOTCA U UCHAPSIOTCS, HE BCTY-
IMB BO B3aWMOJENCTBHE. YCTAHOBJIEHO, YTO Hambojee ONTHMAJBHOM MOIIHO-

CTBIO PeaKMy aMUHOMETHIIMpOBaHus (eHnnaneTuiena spisercs 360 Br.

3aBuCcHMOCTH BbIXoAa coeauHeHus (2.90) ot
MOIIIHOCTH M3JIy4eHUsI

Beixon, %
w
o

T T

0 200 400 600 800 1000

MOIIHOCTh, BT

Pucynok 2.10 — [IlnarpamMma 3aBHCMMOCTH BbIXo1a coequHeHus (2.90) oT MoIHOCTH

HU3JTy4YCHUSA

OkoHYaHHe peakiuu KOHTposmpoBaioch merogoM TCX. B pesynbrare
MIPOBEJCHHBIX MCCIEAOBaHUI yCTAHOBICHO, YTO AJISI BCEX M3YYaeMbIX PEaKIUH
IIpY MOIIHOCTH oOurydeHus 360 Bt onTiManbHOe BpeMs peakiiy COCTaBISIET 3-
5 muH. Pa3bpoc BpeMeHH OOBSICHACTCS HEOIHOPOIHOCTHIO MHKPOBOJIHOBOTO
noJst (HaMy ObUIa MCIIOJIb30BaHAa MYJIBTHMOJIOBAsi MHKPOBOJIHOBAs YCTaHOBKA,
I7ie JaXKe TOJIOKEHHE PEaKIIMOHHOM MOCYAbl NMEeT 3HaueHHe). Y CTaHOBJICHO,
YTO IIpY MPOBE/ICHUN PEaKkuny B TeueHnH 5 MuH (Tadnuna 2.10), BEIX0[ HeneBo-
r'o IPOIyKTa MaKCUMAJICH.

Ha pucynke 2.11 npencraBieHa nuarpaMMa 3aBUCUMOCTH BBIXOJIa COEU-
Henus (2.90) ot Bpemenu peakiuu. Ha npencraBineHHo quarpaMme BUIHO, YTO

COKpaIeHnue BpEMCHU O6J'Iy‘I€HI/I$I a0 1-2 MuH He MNPUBOAUT K KCJIACMOMY BbI-
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xony npoaykta. IIpu npoBenennn peakuuu B TeueHue donee 10 MuH, nporcxo-
JIIT YaCTHYHOE OCMOJICHHE PEaKIMOHHOW MAacChl, YTO NMPHUBOIUT K 3aMETHOMY
CHIDKEHHUIO BBIXOJIOB II€JIEBBIX NMPOAYKTOB. Ha OCHOBaHMM 3THX NaHHBIX yCTa-
HOBJIEHO, YTO TIPH MPOBENCHUH PEAKIUH OT 3 10 5 MUH JIOCTHTAIOTCSI MAKCH-
MaJbHO BO3MOXKHBIE BBIXOJBI MPOAYKTa aMUHOMETHIMPOBAHUSA MO U3YYEHHBIM

COCONHCHUAM.

3aBuCHMOCTH BbIX01a coenuHeHus (2.90) or BpemeHu
00JIyuyeHust

80
70 L

50

40
30 ‘//
20 v
10

0 T T T T
0 5 10 15 20 25

BpeMs#, MUH

BBIXOJ, %

Pucynok 2.11 — JTluarpamma 3aBUCUMOCTH BbIx0za coeinHeHus (2.90) OT BpeMeHH peakiunu

CpaBHEHHE Pe3yIbTATOB MUKPOBOJIIHOBOTO M KOHBECKIIHOHHOTO CITOCOOOB
aKTHUBAIlMM STHX peakuuii mokaspiBaer (tabdn. 2.10), uro mpumenenme MB-
00JyueHus1 IPUBOIUT K MHOTOKpaTHOMy (72-120 pa3) cokpallieHHIO BpeMEHU
peakiuy, OJJHAKO YBEIMUYCHUE BBIXOJOB IIEIEBBIX MIPOAYKTOB B ClIydyae MpHUMe-
Hennst MBO He oOHapysxeHo. JlaHHOe HAOIIOACHUE MO3BOJISCT IPEATOIOKHUTD,
YTO pelIaronas pojib B YCKOPEHUN XUMHUYECKOH PeaKluK MPUHAICKUT TEPMH-
yeckuM 3 dekTaM. Peakiius mpoTeKaeT Mo KIaCCHUSCKOMY MEXaHU3My. Takum
00pa3oM, MOXKHO OTMETHUTh, YTO Pa3pabOTaHHBIA METO] CHHTE3a MOXET SIBJISTh-
Cs1 OCHOBOU IS €r0 MPUMEHEHHS B MapaJlIeIbHOM CHHTE3¢ OUOIMOTEK OCHOBA-

HUM MaHHMXa.
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CrTpoeHHe MOJTyYeHHBIX BellecTB ObLIO JOoKa3aHo nanHbimMu MK-, SIMP-
'H CHEKTPOCKOIHH U BCTpeuHbIM ciHTe30M. B UK crniexTpax coenmnenmit (2.90-
2.93) HabmomaroTcs XapaKTepHbIE TOJIOCH moriomeHus TpoitHoit C=C cBs3u B
o6mact 2110 cm”', BamentHsie KkonmeGamust C-N NpOSIBISIOTCS B BHAC IMHKA
CcpeqHel MHTEHCHBHOCTH ¢ 00s1acThio mornomenus 1095 em

[pu amammse crektpoB SIMP 'H coenmmuenuii (2.90-2.93), cHATHIX B
JAMCO-d6, ycraHOBIIEHO, YTO B 00JIaCTH CUTHAJIOB CJIA0O0TO IOJISI IPUCYTCTBY-
IOT CHTHAJBI, XapakTepHbIE Ui MPOTOHOB apOMAaTHYECKOro KOJbLA B BHIE
MyJabTHIIIeTa TIpH 7,45-7,55 m.1a. MetunernoBsle npotonsl CH,—rpymm 3ammchl-
BalOTCA B BHJIE cHHIIeTa npu 3,48 M. Tak B criektpe SIMP-'H rumpoxiopuia
1-mopdonuno-3-pennn-2-nponunaa (2.90) MpUCYTCTBYIOT CHIHAIBI MPOTOHOB
Mop¢omuHOBOoro Koiblia B Buae Mmynsthmiera 2,97 ma. (CH,-CH,-O-) u
4,25m.1. (N-CH,-CH,-) Cnektp SMP-'H ruapoxjopuaa coeaunenus (2.90)
MpuBeIeH Ha pucyHke 2.12. OU3MKO-XMMHUYECKHe KOHCTAHTHl CHHTE3UPOBAH-
HBIX coefuHeHnil (2.29-2.32) COBMANM C paHee OIMMCAHHBIMU B pabore™ u

mpuBeneHbI B Tabmmme 2.11.

Tabmuma 2.10 - OU3HKO-XMMHUYECKUE KOHCTAHTHI, BBIXOABI W JIAHHBIC
AJIEMEHTHOTO aHanmm3a coenuHeHHH (2.90-2.93), momydeHHBIX KIacCHYeCKUM
METOZOM H B ycioBusx MB-o0myueHust

j [— nZOD Beixon , % BrruncicHo, Bpyrto Haiineno, %
% °C/mm % bopmyna
T
= pT.CT. 5 5 s | 5 C H C H
[ > o~ - > Lo >
5] A : ~ - f
@] 5 AN as) 5 & A
= = RO =
2.90 | 131-133/2 | 1,567 | 1,5675 | 80 | 78,4 | 71,2 | 7,51 | C;3HsNO | 71,7 | 7,72
6 5 1
291 | 132-135/2 | 1,560 | 1,5600 | 78 | 77,6 | 84,4 | 8,52 CisH;7N | 84,6 | 891
5 0 4
2.92 | 150-155/5 | 1,536 | 1,5365 | 75 | 66,5 | 83,4 | 9,09 CisHi7N | 83,6 | 9,29
6 2 8
2.93 | 205-207/5 - 1,5925 - 57 | 82,6 | 7,23 CigHpoNy | 82,9 | 7,44
1 8
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Takum 00OpazoM, M3yueHa peakuusi aMHHOMETWIMPOBAHUS (DEeHMIALETH-
JieHa 1o MaHHUXY pa3lU4YHBIMA aMUHaMHU B ycnoBusix MBO. YcranoBneHs! 3a-
BHCHMOCTH BBIXOJa IPOAYKTOB aMHUHOMETUIMPOBAHUS OT MOLIHOCTH H3JIyde-
HUS U BPEMEHH peakiuu. [IpernoKeHHbI METO/] TPOBEACHUS PEAKIIMUA AMUHO-
METHIIMPOBAHMSA XapaKTEPU3yeTCs 3aMETHBIM COKPAILIEHUEM PEaKIUOHHOTIO
BPEMEHU 110 CPABHEHUIO C KIACCHYECKUM METOIOM. Peaknyu nmpoBeneHsl B OT-
CYTCTBHE PacCTBOPHUTENS, YTO COOTBETCTBYET NMPUHIMIIAM KOHIEINHU «3eeHas

XHUMHUSD).

Ta6muua 2.11 — Jlanusie cnextpos IMP-"H coemunennii (2.90-2.93)

11 10
C¢Hs—C=C—CH,N

(2.90-2.93)

No Xumudeckuii casur, 0, M.j1., DMSO-d6
2; HI | H2 | H3 | H4 | HS | H6 | H7 | H8 | H9 | HI0O | HII
1 2 3 4 5 6 7 8 9 10 11 12
29 12,97 3,48 |7,45-
0 |m [P i i i i i i c 7,55
2.9 7,42-
1 1,40-2,0m - - - - - - 3,52¢ 7,53
291280 [ o0 |- ] T T 342 | 745-
2 |Mm i c 7,55m
2.9 | 8,65 | 7,451, | 8,001 | 8,48 | 3,49 1.30-2.00m 2,59 3.40¢ 7,35-

3 |n 1. L I T. M 7,65m
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HOZ[aBHHIOIHee OOJILLINHCTBO I/ICCJ'[GZ[OBaHI/Iﬁ pcakuun Mannnxa kKak B
KIIACCUYCCKUX YCJIOBUAX, TaK U B YCIOBUAX MB-O6Hy‘IeHI/I$I MMPpOBOAATCS C IIPU-
MCHCHUCM B Ka4YCCTBC Kap60HHHBHOﬁ KOMITOHCHTBI HpOCTCﬁLHGFO ajapJacrujga —

240,241
024! Y3gecTHO, u4TO mMOMMMO mapahopMa MOIYT IMpHMe-

napadopmaibIernia
HATBCS U JIpyrue KapOOHWIbHBIE COCANHEHUS KaK anu(aTHyeckoro, Tak U apo-
Matuyeckoro psaa. CTpoeHne U CHHTETHYECKHE BO3MOXXHOCTH MOJIEKYJ, KOTO-
pBIe MOTYT OBITH COOpaHbI ITOOOHBIM 00Pa30M, MPHUBJIEKAIOT HAYYHBIH HHTEpeC
uccieznopateneil Bcero Mupa. OfHaKo, IPOCTPAHCTBEHHBIE U 3JIEKTPOHHBIE 0CO-
OEHHOCTH aNbAETHIOB U KETOHOB 0OJIEe CIIOKHOTO CTPOCHMSI HEXENW Mapa-
¢dopM, naenaeT BO3MOKHBIM HEOJIHO3HAYHOE MPOTEKaHWE PEaK[MH aMUHOMETH-
JMpOBaHMS B ycioBusix MB-o6mydenus. IloaTroMy, HaM NpencTaBisiioch UHTE-

PECHBIM H3Y4YCHHUEC PCAKIHMU aMHUHOMCTUIIMPOBAHUSA (beHI/IJ'IaHeTI/IJ'IeHa HCKOTO-

PBIMH QJIBAETHAAMH U BTOPHYHBIMH aMUHAMH B yCIOBHAX MB-00mydeHus.

Hamu Obu1a OCyIIeCTBICHA PeaKiis aMHHOMETHIMPOBaHMUS (heHMIIAIeTH-
JieHa OeH3aIbJeTH0M, (AHUCOBBIM QJIBJETHIOM, N30MACIISIHBIM aJIbJECTHIOM) H
Pa3IUYHBIMKA BTOPUYHBIMUA AMHHAMHM, TAKUMHU KaK: MOP(OIKH, MUICPU/IIH, TH-

~ 242
OTHUJIAMUH I10 CJICAYIOIIEN CXEME !

/
C=CH + R—C/< + H-N< MB Cull C=C—CH—N_
H
(2.89 (2.94-2.102)
CH,
R - , oct; , —CH_
CH,
(294296)  (2.97-2.99) (2.100-2.102)
/_ Y 5 . /Et
N, : . —N,

Et
(2.94,2.94,2.100) (2.95,2.98,2.101) (2.96,2.99,2.102)

#0 Epmos B.B., Bonoaskun A.A. IIpocTpaHcTBeHHO 3aTpyaHeHHble henonbl. Coobmenue 4: Peakius
MaHHHXa B psny 2,6-nuankuidenonos // M3B.AH. Cep.xum. - 1962. - C.1290-1292.

*! 3appanos C.U., Exxosa I'.1., Kpasuenxo H.E., Kynuxosa JL.B., lopodeena O.B., Pymsannesa E.E.,
3aBosun A.I'. IIpupoaHble ypariisl: MeTOIbl CHHTE3a 1 XUMHYECKHE CBOHCTBA // X1UM. GapM. XKypH.
—2003. - T.37, Ne7. - C.3-6.

2 Xpycranes J.I1., Xamsuna I'.T., ®asbuios C.J1., Myngaxmeros 3.M. HekoTopbie IpuMephbl peax-
LM aMHHOMETHIIPOBaHus (eHITaneTHIeHa 0 MaHHUXY B YCIOBHAX MHKPOBOIHOBOIO OOTy4eHHUS
// N3B.HAH PK, Cep.xum.-2008. - No5. - C.67-69.
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Kak u B ciyuae ¢ mapadopMoM, B ITOUCKE ONTUMAIIBHBIX YCIOBHI CHHTE-
3a JKeJaeMbIX BEIIECTB OBLI MCIONB30BaH METOJ «Ipod U ommoOok». [Togdop
Haubosee 3pQeKTHBHBIX YCIOBUIT CHHTE3a MPOBOIUIICS BAPHbHUPOBAHUEM BpEMe-
U (ot 1 MuH mo 10 muH) 1 MommHocTr winydeHus (ot 90 mo 800 Br). bruto
YCTaHOBIICHO, YTO Haubojee BBICOKHE BBIXObI MPOJYKTOB IOJYYAIOTCS IPH
npuMeHernn MomHocta 350 BT, Bpemenu 3-5 muH. OOmiasi MeTOIMKa CHHTE3a
3akiroyaercs B MB-o0myuennn cMecu, cocrosiieil u3 (eHuaneTnieHa, coot-
BETCTBYIOIIETO ajJbJerWia M BTOPUYHOTO aMuHa. B KauecTBe Karamu3aTopa
MPUMEHSUIaCh OAHOXNOpUCTas Meab B IMDA.

Coenmunenus (2.94-2.102) npeactaBisioT OCCIBETHBIC CHIbHOOCHOBHBIC
KHUIKOCTH. [yl yCTaHOBJIEHMS CTPYKTYPbl CHHTE3HMPOBAHHBIX COCAWHEHUH Ha
UX OCHOBE OBLIM MOJIy4E€HBI COOTBETCTBYIOLINE THPOXJIOPH/BI, KOTOPBIE TIpe-
CTaBILTIOT CO0O# Oenble KPUCTaUTMUECKUE BEUIECTBA, PACTBOPUMBIC B BOJIC U
cnupre. UnCTOTa M MHAMBUILYaIBHOCTh MPOJYKTOB KOHTPOJIMPOBAIUCH METO-
nom TCX.

@Du3nKo-XxMMHYECKHE KOHCTAHTHI, JJAaHHBIC AJIEMEHTHOTO aHAM3a CHUHTE-

3UpPOBAaHHBIX coequueHuii (2.94-2.102) npencrasieHs! B Tabmmre 2.12.

Tabmuna 2.12 - OU3NKO-XUMHYECKHE KOHCTAHTBI, BBIXOJLI M JAHHLIE DJIEMEHT-
HOTro aHanmu3a coeauHeHni (2.94-2.102)

Coeune- T, °c R*¢, Boeixon, Bermancneno, % | Bpyrro ¢op- Haiineno, %
HUSA % C H MyJa C H
2.94 167-168 0,44 65,2 82,28 6,90 | CioH;9yNO 82,32 | 6,85
2.95 184-185 0,37 71,1 87,23 7,69 | CxHaN 87,22 | 7,62
2.96 203-205 0,23 57,2 86,65 8,04 | CioHaN 86,59 | 8,06
297 149-151 0,24 58,3 78,15 6,89 | CyH21NO, 78,19 | 6,84
2.98 209-210 0,44 62,2 82,58 7,59 | C;1HasNO 82,57 | 7,60
2.99 189-190 0,20 42,1 81,87 7,90 | CxHsNO 81,84 | 7,87

2.100 138-140 0,19 52,3 78,97 8,70 | CisH21NO 78,95 | 8,69
2.101 142-144 0,23 54,1 84,59 9,60 | Ci7HuN 84,54 | 9,57
2.102 214-216 0,46 41,2 83,79 10,11 | CisHasN 83,74 | 10,15

* [Ipumedanue - (CHCTEMa IUXJIOPITaH:3TaHOI=9:1)
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Kak BuHO 13 Tabauier 2.12, HanOOIbIINE BHIXOABI MPOYKTOB aMUHOME-
TUJIMPOBaHMsI JOCTUTAIOTCS B Cilyyae OeH3albJlernjia ¥ aHUCOBOTO ajlbJIeruia
52-71 %. Hu3kue BBIXO/BI ITPOYKTOB HA OCHOBE M30MACIISTHOTO anbaeruya (41-
57 %), BeposATHO, OOYCIOBIICHBI CO CTEPUICCKUMH TPETATCTBUSIMH, BO3HUKAFO-
IIMMHA BCJICACTBUE WHUIIMMPOBAHKS BPAIATEIHHOTO IBIKEHUS MOJICKYJIBI Kap-
OOHWMIIBHBIX COCAMHEHHH B IIEPEMEHHOM 3JIEKTPOMArHUTHOM II0JIe KaK 3TO pac-
cMatpuBasioch B pasaene 2.1.1. Henb3st 3a0b1BaTh, UTO M30MACISIHBIN aJIbJIETU]T
SABIIACTCA HU3KOKMITAIMM coefuHenueM (T.kum. 64,2 °C), u npu o61ydeHnn
BOJIHAMH CBEPXBBICOKOM YacCTOTBHI YACTUYHO HCIAPSETCs, HE BCTyNas BO B3au-
MozeiicTBue. B ciayyae npuMeHeHHs! BBICOKOKMISAUINX albJETHA0B, TAKUX Kak
OCH3aJIBICTH]], aHUCOBBIN alIbJCTHI, BBIXOABI IPOAYKTOB BHIIIIC.

CrpoeHne MmorydeHHbBIX BemecTB ObII0 ToKa3aHo JaHHEIMU MK-, SIMP'H
- CIIEKTPOCKOITUH, a TAK)KE BCTPEYHBIM CHHTE30M.

Tax B ciektpe SIMP-'H coenuuenus (2.101), sammcanroro 8 JJMCO-d6,
IIPOTOHBI APOMATUYECKOTO KOJIbIa POIUCHIBAIOTCS B BUE MYJBTHILIETa B 00-
nmactu 7,57 m.a. u 7,45 m.a. CH, npoToHBI NUNEPUANHOBOIO KOJIbLA MPOSBIS-
IOTCSL B BHJE IIMPOKOTO MynsTHILIETa B obmactu 1,40-2,0 m.o. B obmactu cur-
HaJIOB CHJIBHOTO MOJSI MPUCYTCTBYIOT XapakTepHble mpoToHbl CHj; rpymmsl,
mposBIsTIomuecs B Buae AByx aybrneroB mpu 1,10 m 1,14 m.a. (-CH(CHa,),).
Crnextp SIMP-'H coenuuenns (2.101) npuseaen Ha pucynke 2.13.

B UK-cniexTpe coeaunenus (2.97) MEIOTCS MOJIOCH TOTJIOIIEHUS cl1aboi
narencuBHoctd C=C cBs3u B oOnactu 2146 CM'I, MOJIOCHI MOTJIOIIEHMS BaJICHT-
HBIX KoJ1e6anuii C-N cBsi3u B o6macty 1587 cm™. TTosockl MOTJIOLIEHHS B 00J1a-
cti 2963 u 2940 cm™ oTHeceHsl K BameHTHBIM KonmebanmsM C-H MeTHibHOIM
rpynnsl. Takke nosiBIsA0TCs nojock! noriomieHus C-C apoMaTuyeckoro Koib-
ua B obnactu 1434 u 1459 cvm™'. UK-cnextp coenmuenus (2.97) HOKa3aH Ha pU-

cyHke 2.14.
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Ta6muma 2.13 — Jlaunsie crexrpos SIMP-'H coenmuenmuii (2.94-2.102)

7 6
C¢Hs—C=C—CH—N
R
(2.94-2.102)
4
4 5 4 5 /CH3
R = —CgHs ; —CiH,—OCH; ; —CH A
(2.94-2.96) (2.97-2.99) (2-100'2-102)\CH3
2 1 1 2 1 2
G- () L
-N —N 0; —N 3; —N
\_/ N
2 1 I 2 1 2
(2.942.97,2.100) (2.95,2.98,2.101) (2.96,2.99,2.102)
Ne XuMugeckuii casur, 8, m.1., DMSO-d6
coen. H1 H2 H3 H4 H5 H6 H7
294 12950 [4250 |- 7,06-7.25m | - 4951 | 7,42-7,53m
2.95 | 1,40-1,51m 7,10-725m | - 4,851 | 17,55-7,83m
296 2358 | Ll10r |- 7,06-7,47m | - 481y | 735-7,82m
2.97 2,951 |425a1 |- 3,741 6,67-6,96 M | 4,951 | 7,56-7,84m
2.98 | 1,40-2,0m 3,651 6,65-7,01m | 4,750 | 7,39-7,81m
2.99 [239s | 1,0t - 3,721 6,65-6,95M | 4,650 | 7,35-7,65m
2.100 (2971 [4251 |- 1,10-1,151 | 3,09 M 3,640 | 747-7,55m
2.101 | 1,40-2,0m 1,10-1,151 | 3,05M 3,651 | 745-7,57m
2.102 | 2,40k8 ‘1,0T ‘ 1,15-1,20n | 3,15m 3,700 | 7,38-7,55m
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Ha pucynke 2.15 npezacrabieHa auarpaMMa aHajiu3a 3aTpaT BPEMEHH Ha
aMUHOMETHIMPOBaHNE (DEHUIIAIICTUIICHA ajIbJICTHIaMUA ¥ BTOPUYHBIMH aMHHA-
MH B KIACCHYECCKHX VYCIOBHAX W B yciuoBusix MB-oOmyuenus. Jluarpamma
HATJISTHO IEMOHCTPHUPYET MPEUMYIIIECTBO HOBOTO METO/Ia IPOBEICHIS PEaKIIHU

aMHHOMETHIMPOBaHUS 110 MaHHUXY.

Peakuust Mannuxa Peakuus Mannunxa
B KJIACCHYECKHX YCJIOBHAX B ycjoBusix MB-o0s1yueHunst

ITonroroBka pearen- ITonroroBka pearen-
TOB TOB

AbcomoTH3anus pac-
TBOpUTENS (12 u)

| | Cuntes (6 9) | | | | Cuntes (3-5 muH) | |

OTroHka pacTBOpHU-
Tens (2 4)
O4uncTKa MpoayKTa OuHcTKa POYKTa
(1 '-I) (1 q)
Bcero Ha peakuuio Bcero Ha peakuuio
ManHuxa noTpayeHo ManHuXxa I0Tpa4YeHo
244 44

Pucynok 2.15 - JlnarpamMma aHajin3a BpeMEHH pPeaklii aMUHOMETIWIINPOBaHUs (heHuUIIa-
LETHJIeHA B KJIACCHYECKHX YCIIOBUSX U B ycioBusix MB-o0ny4yenus

Kak cnenyer n3 quarpaMmsl, 0 KIIACCHYECKOW METOIMKE OOJIbIIast 4acTh
BPEMEHH 3aTpaunBaeTcs Ha aOCONIOTH3ALNIO PACTBOPHUTEIIS U CHHTE3 ITPOIYKTA.
Ha sti oneparum pacxomyercs HE TOJIBKO BPEMsI, HO U MaTe€pUalbHbIE U TPYIO-

BBIE PeCypCHl. B mpeioskeHHOM HaMU METOZE CTaaHsl MOATOTOBKH PAacTBOPHUTE-
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Jil OTCYTCTBYET, a CTaJusl CHUHTE3a MPOJyKTa cokpaiieHa A0 3-5 muH. Ctaaus
BBIJICTICHUST ¥ OYMCTKHU MPOJYKTa TAK)KE COKpAIlleHa 3a CYCT OTCYTCTBHUS HEOO-
XOJIMIMOCTH B OTTOHE PAaCTBOPUTEIIS U3 PEAKIIMOHHOMN CpPEJIbl, €r0 OUYUCTKH U pe-
reHepalvy.

Takum 00pa3om, M3yueHa peakiusi aMHHOMETHWIMPOBaHHs (heHUIIAIeTH-
JICHa 3aMEIICHHBIMH aJIbJIeTHIaMi W BTOPUYHBIMH aMUHAMHU B ycCioBHsx MB-
oOnyuenusi. MccnenoBana 3aBUCMMOCTh PEaKIIMOHHON CIIOCOOHOCTH MPHMEHsIe-
MBIX KapOOHWJIBHBIX KOMIIOHEHTOB (aabaerunoB). [IpoayKThl ¢ H30MACIISHBIM
anpIeruaoM o0pa3yroTCs ¢ BEIXOJAMH MEHBIIE, 4eM B CiIydae OCH3aIbAeTHIa U
aHUCOBOTO aibJeruja. BeposTHO, 3TO OOBACHACTCS OCOOCHHOCTBHIO TOBEICHUS

N30MaCIITHOTO JIBAETHA B BBICOKOYACTOTHOM JJIEKTPOMAarHATHOM IIOJIE.
2.3.2 Peaknust N-H aMmuHoMeTniupoBanus B ycjaosusax MB-o0aydyenns

Kak yxe ormeuanocs B nozapaszzaene 2.3, uzBectHsl peakuu N-H amuHo-
METUJIMPOBAHUS, TJIe IPUHUMAIOT y4acTHE JABE MOJIEKYJIbI BTOPUYHOTO aMUHa U
KapOOHHMIIbHAS KOMITOHEHTA. DTa PEaKIis MOXET SBIATHCS MOOOYHBIM MPOIIEC-
com C-H anxummpoBanmsa. Taxke HEOOXOAMMO OTMETUTH, UYTO MPOAyKTh N-H
aMUHOMETHJIMPOBAHUS, TUAMUHOMETAHbI, UMEIOT MPOMBINUICHHOE 3HAYCHUE U
HCIIOJIB3YIOTCS ISl YAAJIEHUS] CEPOBOIOPOia U3 MPOMBIIIIEHHBIX Ia30B, B Kade-
CTBE PAcCTBOpPUTENIEH U LIEHHBIX CHHTOHOB B TOHKOM OpPraHMYECKOM CHHTE3E.
Ob6mas cxema peakiun N-H aMHHOMETHIMPOBAaHUS MPHUBEJCHA HA CIICAYIOMICH

CXEMC!

R 0 R R R
AN C% / \ /
N—H + H—C{_ + H—N_ —gg5 N—CH,~N
/ H N, O \

R K R

Opnna MoJiekyja BTOPHUYHOTO aMHHa BBIMOJNHSET posib N-H-kucioTHoi
KOMITOHEHTBI, Apyras MOJIEKyJjia — aMUHHON KOMIIOHEHTHI. B utore npoucxoaut

CIIIMBaHUE BYX MOJIEKYJl aMMHA MOJIEKYJOH ajbaeruia.
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AHaM3 TUTEPATypPHBIX UCTOYHHUKOB TIOKa3aj, 4yTo peakuuu N-H amuno-
243
METHIIMPOBAHUS HE M3YYCHBI HAa JOCTATOYHOM ypoBHe. B pabore™ Obuia u3y-
yeHa peaknus N-H aMrHOMETHIMPOBaHUS HA PUMEPE AIKAJIOWI0B aHA0a3uH C
MOTyYCHUEM JTH-aHa0a3MHUIIMETaHA:
2 + CH,0 —»

N ~ NONZCH, SN ~
Ho |

= = =
N N N
(2.103)

Peakmyss mpoBOAMIACH B YCIOBHSIX KOHBEKIIMOHHOTO HarpeBa B Cpene
sTaHoja B TeueHue 2 4. [IpoayKT peakiuu ObLI BBIENEH ¢ BbIxoaoM 50 %.

Crneunduka MB-o00nydeHHss AaeT BO3MOXKHOCTH IIPOBENCHUS PEaKIUU
0e3 pacTBOPHTEIS, YTO MO3BOJISET HOBBICHTH BBIXOJ M, YTO OCOOCHHO Ba)KHO,
YHCTOTY NPOAYKTa. B CBSA3M ¢ 3TUM HaM IpPEACTaBISUIOCH UHTEPECHBIM H3yde-
Hue peakimuu N-H-aMHHOMETHIMPOBaHUS B YCIOBHIX MB-00mydeHns Ha mpu-
Mepe ankanouza anabasMHa ¥ HEKOTOPBIX APYTHMX BTOPHYHBIX aMHHOB (MOpdo-

o 244
JIVH, MUTIEPUINH, IUITUIIAMUH) TIO CIENYIOIIeH cxeme” -

CH,0+ 2H-N, 5 SN—chyN,
2 \ -H,0 2N
(2.103-2.106)

\ C Et
s _N O 5 _N s _N

N 2(2.103) (2.104)  (2.105) (2.106)

B xome mombopa yCIOBHIl, yCTaHOBJIEHO, YTO C TIpuMeHeHHeM MB-
00JIy4YeHHUsT peakiysl MojydeHus nuamuHoMmeTaHoB (2.103-2.106) moxer ObITh
YCIIEIIHO MPOBEJICHA B T€YEHUH 3-4-X MUH B OTCYTCTBHE pacTBopuTeis. Oomas
MeTo/MKa, 0TpaboTaHHasi BApPbUPOBAHUEM BPEMEHH U MOILIHOCTH MHKPOBOJIHO-

BOIr0 HM3JIYUCHHS CHHTE34d, 3aKI0YacTCs B MI/IKPOBOHHOBOﬁ AKTHUBAIlUM TMpU

243 Bnacosa JI.M. [lucc. ... kana.xum.Hayk, Kaparanga.:MIOCYVY, 1997. - C.65-66.
4 Xpycranés JI.I1., Xamsuna I'.T., ®assinos C.J1., ['azanues A.M. ITonyyenue JuaMHHOMETaHOB B
yenoBusix MB-o6myuenust // JKOX. —2008. - T.78, Boin.2. - C.347-348.
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MoutHoctH obiryyenust 350 Bt cmecu, cocrosmeit u3 0,01 moss napagopmaib-
neruna u 0,02 Mosel BTOpUYHOTo aMuHa. IIpoyKThI peakiiuu ObUTH BBIJICIEHBI
MIEPErOHKON B BaKyyMe MacisTHOTO Hacoca.

Cunte3npoBaHHbie AuaMuHOMETaHH (2.103-2.106) mpenctaBisiroT co0oit
OecrBETHBIE TPO3PAYHBIE CHIBHOOCHOBHBIE XKUAKOCTH, PACTBOPHMBIE B BOAE U
OopraHu4eckux pactBopurensax. CTpoeHHe W HACHTUYHOCTH IOIYyYEHHBIX Be-
mecTs ObuUIM JoKasaHbl gaHHeIMH  MK-, HMP-IH-CHGKTPOCKOHI/II/I, Macc-
cnekTpoMerpur. Yucrora MpoayKTa KOHTPOJIUPOBAIACH METOJOM TOHKOCIIOM-
HOH XpomaTorpadumu.

B UK-cnekrpax npoaykToB (2.103-2.106) oTcyTCTBYeT MHTEHCHBHAS T1O-
soca N-H cBszu npu 3370-3350 cm’! m mosBngeTcs JIOIIOJIHATEIIbHAS 110JI0Ca
npu 1430 cM™', xapakTepHas [T MOTTIOMICHNS BaeHTHEIX KoneGammii C-N cBs-
3u. [lonoce! mornomnieHus BaneHTHBIX Konebanuii C-H nposiBnsirorest B 00sactu
2990, 2950 cm™.

JNuanabazuamimeran (2.103) npexacrariser coboii Oenoe KpucTaTude-
ckoe BemectBo ¢ T.ul. 94 °C. Ilpu amammse cmektpa SIMP-'H coenumenus
(2.103), casroro B JIMCO-d6, rpymnma nuaui B obmacta 1,2-1,7 M. u 2,39 ..
IIpeACTaBsieT COOOH CHUTHAaNbl IPOTOHOB IMICPHIMHOBOIO KOJIBIIA B BHIE
MyapTHILIETOB. CHHIIIET B 00macTu 2,85 M.J. OTHECEH K METHJIEHOBOMY IIPOTO-
Hy N-CH,-N. Cnektp SIMP-'H npusesien Ha pucynke 2.15.

Macc-cnextp, m/z, (Iom, %) masa (2.103): 336 [M]’, 175 (100), 162 (6),
146 (4), 132 (36), 118(10), 105(13), 98(3), 92(23), 84(18), 78(7), 65(11), 51(8),
44(85). Macc-criektp coequnenus (2.103) mokasan Ha pucyHke 2.16.

DU3NKO-XUMHUYECKHE KOHCTaHTBl coemmHeHni (2.103-2.106) cooTrBet-
CTBYIOT JINTEPATYPHBIM JAHHBIM " M PHBEICHHI B Tabmue 2.14.

Takum oOpazom, nzyuenne peakiuu N-H aMUHOMETHIMPOBaHMS HA NIPHU-
Mepax O-MUpHIUI-B-runepunuia (aHaba3uH), MOp(OIHHA, MUIEPUINHA U JH-
STHIaMHUHA B yCJIOBHAX MB-00myueHns mokasano mpeuMyIecTBO TaHHOTO Me-

TOJIa IO CPABHEHUIO C KIIACCHUECKUM. B Xo7e moabopa ONTUMAaNbHBIX YCIOBHN

2% Karanor Aldrich, 1988-1989., C. 648
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00HApPY)KEHO, YTO MPHU MOIIHOCTH u3inyueHus 350 Bt B Teuenue 3-4 MuH ynaet-
cs CHHTe3UpoBaTh AuaMuHOMeTaHsl (2.103-2.106) ¢ Beixomamu 62-70 %. Ilpen-
JIOXKEHHBI METOJ| TOJIyYeHUs! JUaMHHOMETaHOB B yCIOBHAX MB-oOmyuenus
XapaKTepU3yeTcs] 3HAUUTENBHBIM YCKOpPEHHEM mpoTekaHus peakuuu (B 40-80
pa3) u SKOJOTHYECKOW OE30MacHOCTHIO (CHHTE3BI MPOBOAWINCH B OTCYTCTBHE

pacTBopuTEns).

Tabauna 2.14 — Ou3NKO-XUMHYECKHE KOHCTAHTEI, BLIXOALI U JaHHBIE DJIEMEHT-
HOro aHanmu3a coenuHenui (2.103-2.106)

T/ Tieu nZOD Beixon , (%) | Beruncieno, Bpyrro Haiineno, %
§ n % bopmyna
% (°C/mm 5 . ; 5 . ; C H C H
O prer) | 2§ B = & &
= = K =
1 2 3 4 5 6 7 8 9 10 11
2.103 94 - - 50 70 | 74,96 8,39 | CyHxsN4 | 75,09 8,51
2.104 | 190/11 - 1,5325 - 65 58,04 | 9,74 | CoHisN,O, | 58,56 9,85
2.105 122- 1,4820 | 1,4825 - 69,4 | 72,47 | 12,16 | CyHpNy | 72,61 | 12,22
123/15
2.106 139- - 1,5320 - 62,4 | 68,29 | 14,01 | CoHnN; 68,44 | 14,25
142/70

buoucnbitanus auanabazununametana (2.103) BBISIBUIIM  POCTCTHUMYJIH-
pYIOLIyI0 aKTUBHOCTh. McmbITanne auaHaba3vHMWIMETaHa MIPOBOIMIOCH Ha OT-
pocTKax KopHeil (aconu OOBIKHOBEHHOH. B KkauecTBe 3TaioHa MCIIOIb30BAIN
aKIWHOJ, KOHTPOJIA — BoAa. /lMaHaO0a3MHUIMETaH HPOSIBII POCTCTUMYIHPYIO-

IIyI0 aKTHBHOCTh NPH KOHIEHTparuu 10MI/i, cCpaBHHUMYIO C aKTHBHOCTBIO

AKITMHOJIA.
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Ta6muua 2.15 — Jlanusie cnexrpos IMP-"H coemunennii (2.103-2.106)

10
gN_CHz_Ng

(2.103-2.106)
21 12 12
—
; —N  0; —N 35 —N
_/ N
5 1 1 2 1 2
(2.103) (2.104) (2.105) (2.106)
Ne XuMu4ecKuit casur, o, m.a1., DMSO-d6
coen. | HI H2 H3 H4 H5 H6 ‘ H7 ‘ HS | H9 | HI0
2.103 7,31a. | 7,661. 2,39
8,431 843n | 3,597 1,20-1,70m 2,85¢
A. A. M
2.104 | 3,75t | 3,057 | - - - - - - - 3,40¢c
2.105 | 1,40-2,24m - - - - - - 2,97 ¢
2.106 | 2,35k
1,10t |- - - - - - - 2,95¢
B

W3 ananu3a nuTepaTypHBIX HCTOYHHUKOB CIEAYET, YTO B KadecTBe KapOo-
HUJIbHOW KOMIIOHEHTH! B peakuusax N-H aMuHOMeTHIMpOBaHUS, Kak IPaBUio,
HCTOJB3YIOT MpocTelmuii anpaerun — napadopmansaerun. McenenoBanus pe-
akiuu N-H amMmuHOMETHIMPOBaHUS C apOMAaTHUECKUMU M aTU(aTUIECKUMU aJlb-
JCrngaMu B MUKPOBOJIHOBBIX YCJIOBHUAX PAHEC HE MPOBOAUIIMCH. Tak xak npo-
JyKT XUMHUYECKOM peakLuy, IPOBOAMMON B MUKPOBOJIHOBOM IOJIE, HE BCEraa
COBMAJacT C MPOAYKTOM peakIMH B yCIOBHUSAX KOHBEKIIMOHHOTO HArpeBa, TO
W3y4YeHUE BIMSHHS CTPOEHHS KapOOHMIIEHON KOMITOHEHTHI Ha HallpaBJICHUE pe-
akimu N-H aMuHOMETHIMpOBaHMS B YCIOBUSIX MHUKPOBOJHOBOTO OOJTydeHHMs
MIPEACTABISIET COOO0 HAYYHBIN U MIPAKTUIECKUH HHTEpEC. Hamwu 6p1m ipo-
BEICHBI B3aMOJICHCTBHS apOMaTHYECKUX W alu(aTHYecKuX anbIeruoB C I1a-
padopmom B peakunu N-H ammHOMeTHmimpoBaHus Mo MaHHUXY B YCIOBHSX

MB-o00:1yuenus Ha puMepe OeH3aIberka 1 aHUCOBOTO aJbJeTH IA:
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\ / MB N
NH+R—/+HN—>RCH/\

(2 107-2.110)
:(2107 z]og)Q (2109 2.110
—N\ =—N 0 _
(2.107, 2.109) (2.107, 2.108)

[Ipu moxbope yciaoBui, yCTAaHOBIEHO, YTO 3((HEKTUBHO YCKOPSET peak-
uuto MB-m3myuenne MomHocTeI0 BT, Bpems o6my4uenns BapsupoBanocs ot 0,5
0 5 MUH, HanOoJbIINe BBIXOabI amuHANEH (2.107-2.110) obpasyroTcst mpu 06-
JyYeHUH PEaKIMOHHOM cMmecH B TedeHne 1-3 muH. CHHTE3NpOBAaHHBIC aMIHAJH
OeH3anpaernaa (anucoBoro anpaeruaa) (2.107-2.110) mpencraBisroT codoit Oe-
JIBIe KPUCTAJUTMIECKUE BEIIECTBA C YCTKOHM Temreparypoi miasneHus. Ousnko-
XMMHUYECKHE KOHCTAHTHI, TAHHBIC JJIEMCHTHOTO aHanm3a coeauHeHuit (2.107-
2.110) npexacrasiensl B Taduuie 2.16. CTpyKTypa CHHTE3UPOBAHHBIX COCITUHE-
HUil noka3zaHa maHHeiMu UK, ﬂMP—lH-CHeKTPOCKOHI/II/I, a COCTaB - JIAaHHBLIMHU
AJIEMEHTHOTO aHanw3a. VIEHTHYHOCTh M YHUCTOTa MPOIYKTOB KOHTPOIMPOBA-
nuck Metojiom TCX.

B HK-cnextpax coeauHenuii (2.107-2.110) naGmronarorcst moyiocsl Mo-
rnomenus C-H apomatuueckoro kombia B obiactu 3025 cm-1. BanenTtHsie ko-
nebanust C-C apoMaTHIecKoro KoJiblia mposBiisioTes B obmactu 1490 cm-1. Ilo-
SIBIIIFOTCS TOTIOJTHUATENILHBIC TIOJIOCHI MTOTJIOIIECHUS B oOacTu 1452 cMm-1, xapak-
tepubie s konebanuit C-N cBsizu.  MK-cnektp coeaunenust (2.107) npuBencH
Ha pucyHke 2.17.

Tabmuma 2.16 — PU3NKO-XUMHUYECKHE KOHCTAHTEI, BBIXOALI U JAHHBIE DJIEMEHT-
HOTO aHanm3a coequHeHui (2.107-2.110)

Coenune- T % R, Beixon, | Beruucneno, % Bpyrro dop- | Haitneno, %
HHES % C H Myna C H
2.107 92-93 0,24 87,1 68,67 8,45 | CisHuN,O, 68,75 | 8,51
2.108 82-85 0,37 79,4 79,02 10,14 | C17HxN> 79,12 | 10,24
2.109 110-111 0,67 75,9 65,73 8,27 | CigH24N,O3 65,81 | 8,32
2.110 99-100 0,54 81,2 74,96 9,78 | CigHxN,O 75,09 | 9,81

* [IpumevaHue - (CHCTeMa I'eKCaH/3THialeTar/aTaHon=3:3:2)
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B ciyuae npoBenenus peakinuu N-H aMHHOMETHIMPOBaHUS HA MPUMEPE
W30MAaCIISTHOTO aJIb/IETUAa U BTOPUYHBIX aMUHOB (MOP(QOJIUH, MUTIEPHIUH), BbI-
JISTTUTh MPOAYKT PEeaKiu He yaanoch. Huskas Temmeparypa KUIICHUS H30Mac-
JIsTHOTO anbaeruaa (64,2 0C) HE MEIIAJI0 MOCIeAHEMY PearupoBaTh C TUITAHO-
JIAMUHOM WM TJIMKOJISIMU, 0OPa30BbIBasi COOTBETCTBYIOIINE MTPOIYKTHI C XOPO-
LIMM BBIXOJIOM, CJIEJOBATEIbHO, HE MOXKET ObITh MPUYMHON, OOBICHSIIOLICH ero
HHU3KYIO PEAKIHOHHOIO CIIOCOOHOCTb.

BeposiTHO, HU3Kasl peakUMOHHAs CIIOCOOHOCTH OOBSCHIETCS 0COOEHHO-
CTBIO CTPOCHHS M30MACIISTHOTO aNIBJCTUIA, KOTOPBIHA B CBOCH CTPYKTypE COIEep-
KHUT DIICKTPOHOJAOHOPHBIC METHJIbHBIE TPYIIIbI, MOHIKAIONIME DIICKTPOHOAK-
LENTOPHBIC CBOWCTBA KAPOOHUIIBHOTO aToMa yriepoaa. Takke MOXKHO MPE/Io-
JIOXKHTh, YTO MPUHYANTEIHHOC HMHUIIMUPOBAHKIE BPAIIATEILHOTO JBMKEHHS O]
JICHCTBHEM MHUKPOBOJHOBOT'O M3JIyYCHHS HE CIIOCOOCTBYST 00pa30BaHHIO Mepe-
XOJJHOT'O COCTOSIHHS U JKEJIaeMOT0 MPOIYKTa.

Takum 00pa3oM, ocymiecTBiicHa peakius N-H amuHOMeTHIMpOBaHHS
BTOPUYHBIX AMHHOB C aPOMATUYCCKUMHU aJbJCTHIAMU — OCH3aIbICTHIOM, aHH-
COBBIM QNIBACTUAOM. Y CTAaHOBIICHO, IPOIYKThI PEAKIIMA aMUHOMETHUIUPOBAHHUS -
amuHanm (2.107-2.110) ynaercss CHHTE3UpPOBATh MPU MOITHOCTH U3MydeHust 350

Bt B Teuenne 1-3 munyT ¢ BRIxogamu 75-87 %.
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2.4 Peakuus okuciaeHus B yciaoBusax MB-o0ayuenust

Peaxmms oxucieHns sSBISETCA OJHUM U3 (PYHIAMEHTAIBHBIX NTPOLIECCOB U
UTPaeT BaXXHYIO POJb, KaK B CO3JAaHHH, TaK U B M3MEHEHUH (DYyHKIIMOHAIBHBIX
TpYII OPraHUYECKUX COETUHEHUN M OTHOCATCS K OJHUM M3 Hauboliee pacrpo-
CTpaHEHHBIX peakUUil B oprannyeckoil xumuu. K HactoseMy BpeMeHU pas3pa-
00TaHbI ¥ anpOOMPOBAHEI Ha OOJBIIOM YHCIIE TPUMEPOB BEHICOKOI(D(heKTHBHBIC
XMMHYECKHE METOIbl OKHCIeHHus. OnHaKo, JIMTENbHOE BpeMs HE YACISIOCH
BHUMaHHE 9KOJIOTMYHOCTH IPHUMEHSIEMBIX OKUchHTeNe. OCHOBHBIX HENOCTaT-
KOB JIBa: HHU3Kas aTOMHAasA 3()(HEeKTUBHOCTH (OOIBIION MACCOBBIA PAcXo]] OKHC-
JUTENS Ha €JUHUIYYy KOHEYHOTO MPOIYKTa) M HEOOXOAMMOCTH B pereHepalun
WIN YTWIN3AIMKA BOCCTAHOBJICHHOW (OpMBI OKuciuTens. PasButue n ycoBep-
IIEHCTBOBAHUE PEAKIMH OKHUCIICHHS B HACTOSIIIEE BPEMsI IPOTEKAET IO ITyTH CO-
3/TaHMs SKOJIOTHYECKU YMCTBIX METOJIOB OKHCIICHHS: TIPUMEHEHHE IKOJIOTHUECKH
JIPY>KECTBEHHOI'O OKUCIUTENS (HapuMep, IIePEeKUCcH BOJOPOIa) U MCIOJIb30Ba-
HUE HETPaAMIHOHHBIX METOJOB aKTHBALMM XUMHUYECKHX PEaKLUi, TaKuX Kak
MHKpOBOJIHOBOE 0Omyuenue. B cratse'™ aBTopsI ommchBaroT mponece okuce-
HUA NICPBUYHBIX U BTOPUYHBIX aJ'II/I(l)aTI/I‘-IeCKI/IX CIIUPTOB MEPECKUCHIO BOAOPOaa B
YCJIOBHSIX MHKPOBOJIHOBOTO OOJIy4eHHsI B NPHCYTCTBUU TETPaOyTHIAMMOHUS
cynbdara 1 Bosb(ppaMara HaTpUs. BEIXOIBI KOHEUHBIX IPOAYKTOB COCTABUIIH
60-94 %. Bpems peakiuu 10-20 mMuH.

Heo6xoaumMo 0TMETHTD, YTO 1MOA00p YCIOBHH OCOOEHHO Ba)KEeH, TaK KakK B
YCIIOBUSIX MHKPOBOJIHOBOTO OOJIyYEHHUS TPH HCIONb30BAHUH HEIOAXOASAIIETO
OKHCJIUTENS. WIN B HETPAaBWIBHO IMOJOOPAHHBIX YCIOBHSX BO3MOXCEH B3PBIB.
Onuum 13 npumepos'”’ 3hGEKTHBHOrO MPOBEICHUS PEAKIIMH B YCIOBHAX MHK-
POBOJIHOBOTO OOJIy4EHHs SIBIAETCS OKHCICHHE apOMaTH4eCKHX CIUPTOB Hon-
HOW KHCIIOTOH, amcopbupoBaHHOi Ha MOHTMOpmimionuTe K10 nim cunmukarene.
[TpoBenenune 3ToH peakuny B YCIOBHSAX KOHBEKIIMOHHOTO HarpeBa TpeOdyeT KH-
IIST9EHNST PEeaKIMOHHON cMmecH B TeueHne 10 4. [IpuMmeHeHne MHKpPOBOIHOBOTO
00JIy4eHHsI B OTCYTCTBHE PAacTBOPHTENS MO3BOJISICT CHU3UTD BPEMsI PEakInH 10
50-120 c. Beixo/ibl HA MOHTMOPHWIJIOHUTE COCTaBISIIOT 87-92 %, HA cuiMKarene
70-89 %.

167



AKTYaJIbHOCTh 3TUX UCCIIEIOBaHUIT onpeesseTcss HeoOX0IMMOCTBIO pas-
paboTOK HE TOJIBKO BBICOKOI((EKTUBHBIX, HO M 3TO CaMoe TJIaBHOE - Hezonac-

HbIX MCTOJJOB OKHUCJICHUA.

2.4.1 Cunre3 N-0KCHI0B a30TCOAEPKAIIUX T'eTEePOUUKJIOB MUPHUIMHOBOIO

psanaa

N-0KubI OTHOCATCSI K BOCTPEOOBaHHOMY M aKTHBHO M3y4aeMOMY Kilaccy
OpraHu4YecKux coenuHeHuid. Heyracaemplii HaydHBIH MHTEPEC O0OYCIOBIIEH IIH-
pOTOI M MHOTOOOpa3neM MPaKTHISCKU-TIOJIE3HBIX CBOMCTB. B wacTtHOCTH B CO-
3IaHUU U MOIU(HKAIINH JIEKAPCTBEHHBIX CPEJICTB.

JIy6emy3on (1.111) (Lubeluzole, Prosynap) sBisercs peryisaTopoM
AKTUBHOCTH KaJIbLIUEBO-HATPHEBBIX KAHAIOB U IPUMEHSAETCS B Ka4UeCTBE HEUPO-
POTEKTOpa IPH THIoKCHH Mo3ra. ITo cooburernio’*® N-okcuaupoBanue ycumm-

JI0 TepaneBTHIecKui 3P ekt ncxomHoro mpenapara.

OH 0
\ H,C
O”N%LK:

N-okcup rybemazoma (2.111)

ABTOpBI""” TIOBBICHIH PACTBOPHUMOCTh, CHU3MIM TOKCHYHOCTh, PACIIMPH-
JIM TMarna3oH OWOJOTMYEcKON aKTUBHOCTH, B YACTHOCTU OOHAPY>KWIIM MHTHOM-
topHyto aktuBHOCTh hERG (the human Ether-a-go-go Related Gene), otBert-
CTBEHHOT'O 33 CEPICYHYIO IESATENBHOCTD, IIPOBEIs PEakuuio N-OKCHIUPOBAHUS
U3BECTHHIX U JAaBHO yHOTpeGHHeMLIX B Me}:[I/IHHHCKOfI IMpaKTHUKE Ipcraparos,
Takux Kak: «Amiodarone», «Bepridil» (1.112), «Cisapride», «Droperidol»,
«Haloperidol» n muaorux apyrux. [Ipumep N-okcuma «benpummnay npuBeneH

HHXKCE.

6 Tlar. WO 97/15572 EP. Lubeluzole N-Oxide / Stokbroekx R.A.; omy6. 25.10.95. -14 c.
#7TIat. WO 2008/139152 GB. N-oxide-containing pharmaceutical compounds /Boyle R.G.; omy61.
09.05.05. — 6¢.
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S,

N-oxcun benpunnna (2.112)
N-0Ku/Ibl a30TCOACPIKAIIMX TETEPOLMKIMISCKUX COSJANHECHU, B YaCTHO-
CTH, TUPUIMHOBOTO Psijia, MOKA3aIM TAKKe aHTHOAKTepHAalIbHYI0, 00e30011Ba-
IOLIY0, TPOTHBOCYIOPOKHYIO U MHOTHE APYTHE BUJIBI akTHBHOCTH 5249230251
Koppensiust 3aBUCHMOCTH CTPYKTypa-aKTHBHOCTh B Psifly N-OKCHIOB aKTUBHO
UCCHEAYeTCs, O YeM CBHJCTEIbCTBYIOT COOTBETCTBYIOIIME  IyOJIHKa-
HHH252’253’254,255-

B nacrosmee Bpemst N-OKCHIBI UTPAIOT OYCHb BAXKHYIO POJIb U B KOCMe-
TUYECKOH MPOMBIIUICHHOCTH. B 4acTHOCTH Ha OCHOBE N-OKCHIOB MUPHUIAMHA H
€ro TOMOJIOroB, XuMuKamu Kommanuu L Oreal pa3paboTaHbl KpacKu JIst BOJIOC
236 257 pIx MPUHIUIIHATHFHOE OTIIMYHE OT pa3pabOoTOK KOHKYPEHTOB 3aKITI0YaCTCS

B OTCYTCTBUH HeO6X0,HI/IMOCTI/I HCIOJIB30BaHUA MCPCKUCHU BOAOPOAA B IMTPOLECCC

8 Chmurzynski L. Experimental Studies on the UV-Spectra of Several Substituted Pyridine N-Oxides
and Conjugated Cationic Acids in Acetonitrile / Molecules. - 1997. - Vol.2. - P.169-175.

49 Keith J.M. One Step Conversion of Heteroaromatic-N-Oxides to Imidazolo-Heteroarenes // J. Org.
Chem. - 2008. - Vol.73. - P.327-330.

2% Mosher H.S., Turner L., Carlsmith A. Pyridine-N-oxide // Org. Synth. Coll. - 1963. - Vol.4. -
P.828.

1 Chmurzynski L. Experimental Studies on the UV-Spectra of Several Substituted Pyridine N-

Oxides and Conjugated Cationic Acids in Acetonitrile // Molecules. - 1997. - Vol.2. - P.169-175.

232 [Tat. 20080234306 USA. N-oxide of 4,5-epoxy-morphinanum analogs / Perez J., Han O.Q., Rot-

shteyn Y.; omy6m. 25.09.08.- 8c.

233 Bickel M.H. The pharmacology and biochemistry of N-oxides / Am. Soc. Pharm. Exper. Therap. -

1999. - Vol. 21. - P. 325-355.

»4 Kitamura S., Sugihara K., Tatsumi K. A unique tertiary amine N-oxide reduction system composed
of quione reductase and heme in rat liver preparations / Drug. Metab. Dispos. - 1999. - Vol. 27, Nel. -
P. 92-97.

3 TTar. 6114351 USA. N-oxides as antibacterial agent / Rast H., Scheer M., Hallenbach W.; orry6u1.
05.09.00. — 11c.

236 [Tat. 20020004955 USA. Dye composition for keratin fibres, with a cationic direct dye and a pol-
yol or ether / Lang G., Cotteret J. .; omy6u. 17.01.02. -9c.

»7TIar. 20020007522 USA. Composition for the oxidation dyeing of keratin fibres and dyeing process

using this composition / Lang G., Cotteret J.; omy6:1. 24.01.02. -5c.
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OKpaIWBaHUsA. ATOMApHBIA KHCIOPOMA, HEOOXOMUMBIN IUIA MpeaBapUTEIFHOTO

oOecrBeunBaHus 00pa3yeTcsi HEMOCPEACTBEHHO U3 N-OKcHa.

CH,
\ \
| | H,C—CH,OH
= = _ /
Yoo Newg, N AN
0 2.113) 0 @.114) H,C—CH,0H

PeakuyonHas cnocoGHOCT N-OKCHIOB NUPUIMHA M €r0 TOMOJIOTOB
OTJIMYAETCS OT UCXOAHOTO MUPUANHA, YTO JETACT BO3MOXKHBIM PSI XHMUYECKUX
npeBpaiieHuii, 0COOEHHO TPOBEICHHE PEaKIUK 3JICKTPOGHUIBHOTO 3ameriie-
HH5258’259'

Takxke, HEOOXOAUMO OTMETHUTh, YTO IN-OKCHIBI SIBISIFOTCS ICHHBIMH
OKHCITUTE/ISIMH B TOHKOM OPTaHHYECKOM CHHTe3e. ABTOpaMH " IOKa3aHa BO3-
MO>XXHOCTh CHHTEC3a Kap6OHI/LHI)HI)IX COQ}II/IHeHI/Iﬁ OKHUCJICHUEM COOTBETCTBYIO-

X OEH3WII WK AJTUIITAJIOTCHU 0B 10 COOTBETCTBYIOMINX AJIBACTHI0B U KE€TO-

H
S oo
R// ];1/ R %

(2.116) O @ (2.118)

HOB

Hpyroii rpyme uccienoBaTenae yiaioch BBECTH ¢ MOJIEKYIy (yuiepeHa
(Ceo) B3aumopeticTBueM ¢ N-oKcUIaMU MUPUANHA, 4-METUIIMTHPUITHA, XUHOJHU-
Ha ¥ M30XMHOJMHA 1-2 aTomMa KuciIopoza.

Kopmoparmeit «Stinol Morrison Hecker» 3amaTeHToBaH cTepeoceneKTHB-
HBIA TIPOIIECC OKHUCICHUS ONIe(UHOB 10 MOKCHIOB 0oOpaszyrommMmcs in-situ N-
oxcuaoM mupumnHa’’'. TeXHONOrHs 0TpabOTaHA HA NPOMBIIUICHHO BAXKHBIX

OJ'IC(I)I/IHaXZ OTHUJICHC U IIPOIMUJICHC.

238 Fernandez L., Santo M.R., Reto M., Giacomelli L. Relationship between Phisicohemical proper-
ties and Herbicidal Activity of 1,2,5-oxadiazole N-oxide derivatives // Molecules. — 2004. - Ne10. — P.
1197-1208.

¥ Acree W.E., Pilcher G., Silva M.R.D. The dissociation enthalpies of terminal (N-O) bonds in organ-
ic compounds // J.Phys.Chem.Ref.Data. - 2005. — Vol. 34, Ne2. - P. 554-570.

260 Youssif S. Recent trend in the chemistry of pyridine N-oxide // Arcivoc. - 2001. - P. 242-268.

%1 Tar. 20090131693 A1 USA. Process for selective oxidation of olefins to epoxides / Busch D.H.,
Subramanian B.; omy6:1. 21.05.09. Sc.
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H3C X H3C

—CH,+
fe=cn, | ) —— y

P
(2.119) O w117 H,0, 2115

Hawubosnee pacpocTpaHeHHBIM CIIOCOOOM MOJIYYCHUST N-OKCHUIOB SIBIISCT-

\I(—:I—CHz + |

Csl OKHCIICHHME a30TCOACPIKAIINX aTU(paTHICCKUX U apOMAaTHUYCCKHUX aMHUHOB (B
TOM YHCJIe NMPOM3BOIHBIX NMUPHUINHA) MEPEKUCHI0 BOIOPOJA B Cpele JeIsTHON
YKCYCHO# KHCIOTh. OBBIMHO PeakIHOHHYI0 cMech HarpesaioT npu 70-80 °C B
TEYEHUE HECKOJIbKMX YacoB, 3aT€M PEAKLMOHHYIO MacCy yIapuBarOT B BaKyyMe
BOJOCTPYHHOIO HAcoca W HU3BIIEKAIOT JKEIAeMbId MPOLYKT xnopO(bopMOM26'.
Bwmecto nepekucu BogopoJia NpUMEHSIOT KOMIUIEKC EPEKUCH BOAOPOJA C MO-
YEBHHOM, U3BECTHBIN Kak «[ mapomumpuTy». Peaknnio KaTamu3upyroT HEOOIbIIH-
MH KOJIMYECTBAMH MOJIMOIOHATa HATpHs B KoimdectBax oT 0,1 mo 0,5 momsp-
HBIX MPOIEHTOB OT KOJUYECTBa OKHCIsAeMOro amuHa. Hepocrarkamu JaHHOTO
METOJIa SBISIOTCS JJTUTCIBHOCTD MPOBEICHUS PEAKIIUUA U HEOOXOUMOCTh MPH-
MEHEHUS PACTBOPUTEISL.

C uenblo HaXOXIEHUS YCJIOBUN mony4yeHUs N-OKCUIOB MUPUAWHA U 4-
METHIITUPUIMHA OBLIO MPOBEICHO OKUCICHUE MEPEKUCHI0 BOJOPOIA COOTBET-
CTBYIOIIMX aMHMHOB B Cpele JIeASHOM YKCYCHOW KHCJIOTHI B yciloBHAX MB-

00JTyueHus 110 CIEAYIOIIEH cXeme:

R R R
\ 30 % H,0, | \ 0o o AN
o cooa + +
| ~cmcoon _ 2 — | _
N MB N\/ T
R = H, Me o
(2.115)(2.118) (2.120-2.121)

PeaKIII/IH OKHUCJICHUS TIUPHUJAWHA IMPOTCKACT IO HW3BECTHOMY MCXAaHU3MY.
HepeKI/ICL BOAOpOJa pacnaaacTCda Ha BOAY U aTOMapHBIﬁ KUCJIOPOA, KOTOpBIﬁ
aTaKys aToM a3oTa, NepeTAruBacT Ha cebs QJICKTPOHHYIO IUIOTHOCTBH, TEM Ca-

MBIM 00pa3yercsi ceMuossipaas cBsisb N—O.
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Ontumu3aiyst yCJIoBHi CHHTE3a MpoBoawiIach MerogoM «IIpod u omm-
00K» W 3aKiodanach B nepebope IUCKpPEeTHBIX 3HadeHui momrHocth (90 -800
Br) u Bpemenu uznyuenus (ot 30 ¢ 1o 35 MuH). OTH 1Ba (aKTOpa ONpPEACISIOT
Pe3yNbTaTUBHOCTD peakunu. N-okcuanpoBanue npoBoauiii 30 %-HbIM pacTBo-
POM IIEpEeKUCH BOJIOPOJa B JEAIHON yKCYycHOU KucyoTe. Tak Kak MepeKuch BO-
JIOpoJia OTHOCUTCS K CHJIBHBIM OKHCJIMTENSM, TO CYIIECTBOBaja OINACHOCTb
B3pBIBA, TOATOMY OKHCJIEHHE MTPOBOAMIOCH HA MHHUMAaJIbHO BO3MOXKHOH MOIII-
Hoctu 70 Br.

VYcranoBneHo, uro N-okcuael nupuauHa (2.120) u 4-MeTunnupuanHa
(2.121) obpazyrorcsa B Teuenne 20 MUH NPH BBHIIICYKAa3aHHONH MOITHOCTH MHK-
POBOJIHOBOTO M3ITydeHus ¢ Beixogamu 85,2 % u 87,5 % coorBerctBenHO. CTpo-
CHUC U HWACHTHUYHOCTb 6I)IJ'II/I JOKa3aHbl BCTPEYHBIM CHHTE30M 110 M3BECTHBLIM
MCTOHHKaMﬂm,pGSyHLTaTaMH HK-, thPJ}LcneKTpOCKonHH U TOHKOCJIOWHOM
xpomarorpadun.

IIponsBonHsle, B yacTHOCTU N-OKCHABI HUIKOTHHOBOW M M30HUKOTUHOBOU
KHCJIOT WTPafoT BaXKHYIO POJIb B TIpoliecce 0OMEHa BEIIECTB B OpPraHU3Me 4Yelo-
BEKa, )XMBOTHBIX M pacTeHui. [loaToMy pa3paboTka BEICOKO3((EKTHBHOTO Me-
TOAA UX CUHTE3a ABJIIECTCS aKTyaJIbHOM CHHTETHYECKOM 3afauei. Hamu u3yuena
BO3MOXXHOCTb CHHTE3a N-OKCHIOB HUKOTHHOBOH M M30HMKOTHHOBOW KHCJIOT, a

TAaKXXC aMHuJia HHKOTUHOBOM KHUCJIOTHI B YCIOBUAX MB—O6J’Iy‘iCHI/I${ o ciaeayro-
262 263,

mei cxeme™
COOH COOH
COOH COOH
X X
’ _H,0, MB ’ | N H0, MB N
_—
N CHILCOOH & ~ CH;COOH =
) N N
0 (2.122) hS
(2.123)
CONH
PN o, MB 7N 2
Gicoo |
CH;COOH
= 3 N/
N {
o]
(2.124)

262 Xpycranés JI.I1., Xam3una I".T., ®@a3sutoB C./., MynaaxmeToB 3.M. MHKpPOBOIHOBAsI aKTHBALIHS
B cuHTe3¢ N-OKHCel a30TcoeprKaluX reTepouKiIoB nupuanHosoro psja // XJKOX. - 2008. - T.78, Ne
8. - C.1342-1343.

263 Xpyctanés JI.I1. Cunre3 N-0KCHIOB MUPUAMHKaPOOHOBBIX KUCIIOT M X amuzos // JKOX. -2009. -
T. 79, Nel. -C. 165-166.
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Ocy1iecTBIeHUE ITON CXEMbI B YCIOBUSIX KOHBEKLIMOHHOTO HarpeBa Tpe-
6yer muTensHOro kumsuenus (12-16 1) peakimonHoi cMecn™ mpu 3TOM BbI-
XOJIbI MPOJYKTOB COCTABISIIOT OT 73 10 92 %.

BapbupoBaHue MOIIHOCTH M BPEMEHH IOKAa3aJlo, YTO MPOBEICHHUE PEaK-
uun N-OKCUAMpOBaHUs B ycioBusx MB-o0nyuenus s¢dexkTuBHee Bcero mpo-
BOAWTH TIpu MomHocTH obmydernus 70 Bt u Bpemenu 20-30 muHyT. BRIXOIBI
MIPOAYKTOB PEaKLUH, HE3aBUCHUMO OT METOJa, IPUMEPHO OIAMHAKOBHI, OJHAKO,
COKpallleHHe BpEMEHHU MPOBEACHUS peakiuu B 24-36 pa3 MOKa3bIBAIOT MPEUMY-
IIeCTBa MHUKPOBOJIHOBOTO HAarpeBa Iepes] KOHBEKIIMOHHBIM.

KonnuecTBo 1 cocTaB peakIMOHHOW cMecH Opalicst HASHTHYHBIM OIUCAH-
HOMY /Il KOHBEKIIMOHHOTO HAarpeBa, YTo JiefaeT cpaBHeHHE 3(dexTuBHOCTH
METO/I0B KOPPEKTHBIM

B HUK-cnexrpax N-okcunos (2.122-2.124) umeeTcst TUITHYHAS M0JI0Ca HO-
riomenns B obmactu 1250-1290 CM'I, xapakrepHas 111 N—O cBs3u. Taxke B
UK cnextpax coemmnaenuit (2.122-2.124)Habm0aar0TCs TIOJIOCH TOTITIONMICHAS B
o6mactr 1715 em™, 1710 em™' xapakreprsie ams C=0 csi3u. MK-crieKTpsI co-
enunenuit (2.122) u (2.123) npencrasiess! Ha pucyHkax 2.18 u 2.19 cootset-
cTBeHHO. PU3NKO-XUMHUYECKHUE KOHCTAHTHI coequHeHni (2.122-2.124) cooTBeT-
CTBYIOT JINTEPATypHBIM JaHHBIM U MPEJCTaBlIeHbI B Tabuuie 2.17.

Takum oOpazom, u3ydeHue peakuy N-OKCHIUPOBAHUS a30TCOAEPIKAIIIX
COCAMHEHUH MUPUIUHOBOTO psiia, B YCJIOBHAX MHKPOBOJHOBOTO OOIy4eHHS
30%-HbIM pacTBOPOM IEPEKUCH BOJOPOAA B JIEASHON YKCYCHOM KUCIIOTE, IOKa-
3aJI0, YTO JKeTaeMbIe MTPOAYKTHI MOTYT OBITh YCHENTHO CHHTE3UpoBaHHI 3a 20-30
MUHYT Ipu MotiHocT o0iyuenus 70 BT ¢ Beixomom 70-87%. Paspaborannas
METOJMKa TO3BOJIMIA COKPAaTUTh BpeMs cuHTe3a N-okucaoB ¢ 12-16 uvacoB 1o
20-30 MUHYT.

TexHnka npoBeneHHs] SKCHEPHMEHTa OTIMYAETCS MPOCTOTOH M MOXKET
OBITh PEKOMEHAOBaHA Ui OOYYEHHs] CTy[JEHTOB OCHOBAM MHKPOBOJHOBOTO

CHHTEC3a.

24 Xunprerar B. MeToibl SKCTIEPMMEHTA B OPTaHAYECKOH XuMun. — M.: Xumus, 1969. - C.534.
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Tabauna 2.17 - OU3NKO-XUMHUECKHE KOHCTAHTBI, BEIXOLI M JAHHEIE 3JIEMEHT-

HOTO aHaJINW3a COEAUHEHHH, B KJIACCUYECKUX YCIOBHUAX M B ycioBusix MB-
oOyuenus coequueHni (2.122-2.124)

T, °c Beixon, % Berancneno, % | Haiigeno, %
Coemu- | Ku. yen. K. yen. MB. Bpyrto
HEHUs [241, MB-yca. [241, hopmyna C H C H
242] 242] yer
2.120 67 67-68 92 85,2 CsHsNO | 63,15 | 530 | 63,19 | 525
2.121 | 184-186 184 90 87,5 C¢H/NO | 66,04 | 6,47 | 66,09 | 6,52
2.122 | 260-262 | 258-259 | 89-92 85,5 C¢HsNO; | 51,80 | 3,62 | 51,92 | 3,68
2.123 | 269-273 | 265-267 | 75-79 70,3 C¢HsNO; | 51,80 | 3,62 | 51,87 | 3,72
2.124 | 289-293 | 291-292 | 73-82 70,5 | CéHeN,O, | 52,17 | 4,38 | 52,21 | 4,42
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2.4.2 Peakuus okucieHus anab6azuna B ycaosusix MB-o0.1yuenust

W3BecTHO, 4TO MEPEeKUCh BOJAOPOJA, a TAKXKE €€ KOMIUIEKCHOE COelUHe-
HHUE C MOYEBMHOHN (TMIPOIEPHT), CIIOCOOHBI OKUCIISITh AIKWIOEH30JIbI 10 COOT-
BeTCTBYIOIEH Gersoitnoii kucnoter,"*°* B jnamHoi wacti paGoTH Gblma
MIPEATIPUHSTA TONBITKA ITPOBECTH OKUCIIEHNE aHaba3MHa MEPEKHChI0 BOIOpPOJa
JI0 HUKOTHHOBOM KHCJIOTHL. OIHAKO, aHAIM3 MPOIYKTa PEakIUH IOKa3aj, 4To
peakuus IpoTeKaeT He 110 IyTH MOJIHOTO OKHCIIEHUS! 10 HUKOTUHOBOH KHUCIIOTHI
nm obpa3oBanus Py-N-okcuna anaba3uHa, Kak 3TO MOXKHO OBUIO OBI mpemro-
JIOXKHTh, @ IPUBOANUT K PACKPBITHIO NMUIIEPUIMHOBOTO KOJIbIIA ¢ 00pa3oBaHHEM
mpoaykra - Py-N-okuma §-OKCHMUHO-O-(MTUPUANI-3) BaJIePHAHOBON KHCIOTHI
(2.133). Oro m3BectHas peakuus. [IpoBeneHHe ee B KIIACCHYECKHX YCIIOBHAX
TpeOyeT 24 yacoBOro HarpeBaHUs PEaKIIMOHHONW CMECH Ha BOJSTHON Gane”®®.

Tak kak B pa6oTe”®® MeXxaHH3M JaHHOTO IpPEBPAIIEHHs HEe PACCMATPUBAIL-
¢, MBI TIPEATIONIOKUIIN, UTO PEaKIHs MPOTeKaeT yepes elb MMoce10BaTeIbHbIX
peaknuii OKUCIeHus U IeperpynnupoBok. Ha nepBoii craanu obpasyercst aiu N-
okcuj aHabasuna (2.124), KoTopblid ObUT OKHCIIEH 00pa3yroIMMes in situ aro-
MapHBIM KHCIOPOAOM 110 (2.125), KOTOpEIiA, B CBOIO OYepe.Tb, IEPETPYIITHAPOBEI-
Baercs B (2.126). [lon netictBuem atomapHoro kuciopona (2.126) okucnsercs,
o0pasys TayromepHble Gopmer (2.127) u (2.128). Tak kxak ABOIfHAs CBSI3b B CO-
enuHeHnn (2.127) skpaHupoBaHa 0OBEMHBIM IHPHIMHOBBIM 3aMECTHTENEM, TO
JIOTUYHO, YTO B JalbHEHINHE IpeBpalieHus BcTymaeT BemecTBo (2.128). Pac-
KPBITHE IUKJIa, PEANOI0KUTEIBHO, IPOTEKAET Yepe3 CTaJHi0 00pa3oBaHus OK-
casupuaunaa (2.129), koropsiit neperpynnupossiBaercs B (2.130) mo MexaHusmy
AQHAJIOTHYHOMY, TIEPErpyIIMPOBKE SIOKCHIOB B KapOOHWIBHBIE COCIMHCHHS.

Tak Kak peakIIMOHHAas Cpea HACBIIIEHHA OKHCIUTEIeM, To coennHerue (2.130)

5 Zhaoa Y.H., Su Z.M., Wanga Y., Fua Y.M., Liua S.D., Lia P. Two novel lead-carboxylate com-
plexes based on nicotinic acid N-oxide: Synthesis, crystal structures and luminescent properties // In-

organic Chemistry Communications. -2007.- Vol. 10, Ne 4. — P. 410-414.
266 Rao T.S., Awasthi S. Oxidation of alkylaromatics // E-Journal of Chemistry. - 2007. - Nel. - P.11-

13.
7 TTar. 7488843 USA. Oxidation process for aromatic compound / Lee A.W., He H.; ony6u.
10.02.09. -10c.
8 Tonbagap6 S1.J1., Akames @.]1., 3sopsikuna B.K. Okucnenue ana6a3una nepekuchio Bogoposa /
N3BAH CCCP, Cep.xum. - 1962. - C.2209.
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OKHCJISIETCS 10 JBYM HAalpaBJICHUSIM OJHOBPEMEHHO: KapOOHWIBbHAs TpyIa
OKHCIIETCS 10 KapOOKCHIIBHOH, a TMepBUYHAsi aMHHOTPYIIIA - 10 COOTBETCTBY-
romero N-okcuaa (2.131). Ecnu xapOokcuiIbHAs TPyIIIa SBISICTCSA CTaOUIBHOM,
T0 N-okcun (2.131) mpereprieBaeT meperpymnmnupoBKY B COOTBETCTBYOIIIHA TH/I-
pokcuiamuH (2.132). INocneanuit okucisieTcs MEPEKUChI0 BOJOpoIa ¢ 00pa3o-
BaHHMEM JKeJIaeMOro HpoayKTa - Py-N-okcua 8-okCMMHUHO-O-(upuani-3) Baje-
pHUaHOBOM KUCIOTHI (2.133).

OpnHako moj AecTBUEM BOJIBI M aTOMapHOTO KUCIOpOa B KUCIION cperie,
BO3MOXKHO M JIpyroe HamnpaBlIeHHE peakIuu: mneperpynmnupoka (2.129) B
(2.130) munys cragum (2.127-2.129). BeposATHBII MeXaHHU3M NpEBPaLICHUSA

IPUBE/JICH Ha CXEME:

COOH 30 % 30 % H202
AN N .
| CH COOH N CH3COOH N\_
N7 7 !

(2.124)
O
| NN A II\{]:CH . ~ \N NS
7 * —>| = { _H & | _ ;
S T
O (2125 o) (2.126) (2.127) o (2.128)
C<o—H
o) \\o
|\ b (YT oo
O
N N N GNCAED (2.129)
(2.132) + @131 O
o o

,-CH,~CH,-COOH

g

OH

-

(2.133)
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[TonOop onTHUMaNbHBIX YCIOBHH pEaKLUK OKHCIEHHS NPOBOJIMICS B pas-
JIMYHBIX YCIOBHAX. BapbupoBaiInCh MOIIHOCTH M BpeMsi 0OyueHHs. Y CTaHOB-
JICHO, TIPUMEHEHUE MHKPOBOJIHOBOTO OOJIyUeHHsI BpeMsl pEakIUHu YJAeTCsl CO-
KkpaTtuth ¢ 24 4 1o 30 MuH npu MomHOCTH m3nyderus 70 Bt. OtnuantensHON
0COOEHHOCTBIO PEeaKInu OblTa HEOOXOIMMOCTh OCTaHABIMBATH OOJydCHHE dUe-
pe3 kKaxable 3-4 MuH, B CBSI3U C TEM, UTO NEPETPEB PACTBOPA NEPEKUCH BOAOPO-
Jla MOT MPUBECTH K B3PBIBY. B pe3ynbTaTe peakiuu, ¢ BeIxojoM 65 %, comocrta-
BHMBIM C BBIXOJOM B YCIOBHSAX KOHBEKIIHOHHOTO HATpeBa’’, ObUI MONydYeH
MIPOIYKT OKHCIeHHs aHaba3nHa — Py-N-okcun 6-oKCMMHHO-O-(TTUpUIui-3) Ba-
JICPUAHOBOM KUCIOTHI (2.133).

Coenunenne (2.133) mpencraBisieT co0oi cepoe MOpOIIKOOOpa3HOe Be-
IIECTBO, IUIOXO PAacTBOPHMOE B BOAE, CIHPTE, OPTraHMYECKUX PACTBOPUTEIISX.
Jlerko pactBopumo B JIM®DA, B BOJHOM amMMHakKe, IEN0Yax U KUCIOTaxX MpU
HarpeBanuu. Ctpoenue coequnenus (2.133) ObUI0 MOATBEPKISHO pe3ysbTara-
mu HK-, SIMP'H-CHEKTPOCKONMH H BCTPEUHBIM CHHTE30M, a (PH3HKO-

XUMHUYCCKUC KOHCTAHTBI COBIIAJIM C paHCC ONMCAHHBIMU B pa60TeZ67

. JlaHHbIE
AJIIEMEHTHOTO aHaln3a U (QU3NKO-XUMHUYECKHEe KOHCTAHTHI coenuHeHns (2.133)
npeacTaBieHsl B Tabnwmie 2.18.

B HK-cnextpax cuHTe3upoBaHHOTO coennHeHus (2.133) mpucyrcrByer
rosoca moromenns B 06mact 1250-1290 e, xapakTepHas [71s CeMHIONAp-
Hoii cBsisu N—O cBsi3u, B o6macti 1710 v MIPUCYTCTBYET MHTEHCUBHAS T10JIO-
ca rorytonieHust xapakrepHast 17151 CO CBsI3M KapOOKCHIILHOM TPYIIIIBL.

SIMP-'H cnekTp coenuHenus (2.133), sammcannenii B8 IMCO-d6, umeer
CUTHAJ MPOTOHA THIpoKcwiIbHON Tpynnsl OH mposiBUBIIEHCS B BUEe CHHITIETA
11,75 m.z., curnan npotoHa kapooxcuibpHoi rpynsl COOH nposBBuiicst B BU-
ne cuaraera 12,10 m.a.. Curnaner 1,65 m.a. (2H, CH,), 2,3 m.a. (4H, COO-CH,-
CH,), 7,45 m.a. (1H, H mupunun), 8,23 m.a. (1H, H mupunun), 8,43 m.a. (1H, H
MMUPUINH) COOTBETCTBYIOT IPOTOHAM METHJICHOBBIX TPYII W MHUPUAHHOBOTO

xombia. Criexrp IMP-'H coemmmenus (2.133) npusenen Ha pucynke 2.20
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Ta6nuia 2.18 - PU3HKO-XUMHYECKUE KOHCTAHTEI, BLIXOABI U JaHHLIE JIEMEHTHOIO
aHanm3a coequHeHus (2.133)

T.mn., °C Beixon, % Bpyrro Brruucneno, % | Haiineno, %
Coenu- Ku. MB- K. MB- ¢dopmyna C H C H
HEHUE | YCIIOBUS | YCIIOBHSI | YCIIOBUSI | YCIIOBHS
[268] [268]
2.133 | 224-227 227 68-72 65,2 CioH12N>O4 | 53,57 | 5,39 | 53,61 | 5,36

I'paduk 3aBucumocTn Beixona Py-N-okcua §-okcMMHHO-O-(TIMpHANI-3) Bajie-

puaHoBoi KucnoTsl (2.133) oT MOIIHOCTH M3JTydeHUs IIPUBE/ICH Ha pucyHKe 2.21.

I[I/IafpaMMa HarjiiIHO IIOKa3bIBaAcT, 4TO, HanboJsiee BBICOKHE BBIXOAbI Py—N—

OKCHJIa O-OKCHUMUHO-O-(MMUPUANI-3) BaJepPHaHOBON KHCIOTHl JOCTHTAIOTCS TIPH

MOIIHOCTH MHUKpPOBOJIHOBOTO 00yueHus 70 Br.

3aBucUMOCTD BbIX0aa coennnenus (2.133) ot
MOIIIHOCTH M3JIyYeHHUs

Brrxon, %
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20

0 100 200 300 400 500 600 700 800 900

MomHocTh H3JIy4enus, Bt

Pucynok 2.21 — JluarpaMmmMa 3aBHCUMOCTH BbIX0/1a coequHeHus (2.133)

OT MOILIHOCTH U3JIyUYCHUSA

le/l YBCJIIMYCHUN MOIIHOCTU H3JIYUYCHHUS BbIXOAbI HE IMOBBINIAIOTCSA, KaK 3TO

MOXKHO OBLIO MMpeAnoOJI0KUTD. 9TO CBSA3aHO C TEM, YTO IMPOHUKAIOUIasA CIIOCOOHOCTH

MUKPOBOJHOBOT'O

BBICOKAst TEMIIED:

O6Hy‘I€HI/I$[ TEM BbIIIC, YCM MCHBIIIC MOIIHOCTb HU3JIYy4YCHHUA, a HC-

arypa (118-120°C) peakuuOHHOW CMeCH CIOCOOCTBYET peaKLUu

OKHCJICHHS MUNUPUANHOBOTO Kojbla. IIpu Oonee MHTCHCHBHOM OOIy4eHHH MPOMC-
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XOAUT pas3JIOKEHUE IepeKrcH Boaopona. Takke, HEOOXOAUMO OTMETHTB, YTO IpU
BBICOKHX MOIIHOCTSIX IEPEKHUCh BOAOPO/Ia U YKCYCHast KUCJIOTa ObICTPO HarpeBaroTcs
Y MICHIapsIIOTCs C MOBEPXHOCTH pacTBOpa, HE BCTYNHB BO B3anMoJelicTBue. Kak moka-
3a]M SKCIEPUMEHTHI, Hanbosee ONTHMAIbHON MOIIHOCTBIO, TIPH KOTOPOH JoCTHra-
FOTCS] HAMOOJNBIINK BBIXOJ] IPOAYKTA OKUCIEHHUS aHaba3uHa sBisrores 70 BT.
Juarpamma 3aBucuMocTH Bbixona Py-N-okcuma §-OKCHMHHO-O-(MTUPUINI-3)
BaJIepHaHOBON KHUCIOTH (2.133) OT BpeMeHHM peakuuu IpeCTaBlIeHa Ha PUCYHKE
2.22. VI3 nquarpaMmel CIIe/IyeT, 4TO IPU MPOBEICHUH PEaKUK BO BPEMEHHOM HHTEp-
Basie oT 20 10 30 MMH JOCTHTalOTCS MAaKCUMAJIBHO BO3MOJKHBIE BBIXOJIBI KEJIAEMOT0

npoxykra (2.133).

3aBuCcUMOCTH BbIX0/a coequnenns (2.133) ot

BpPEMEHH H3J1y4eHHst
BbIX0J, %

70 -
¢ —¢
60
50 » e
40

30 V4
20 el
10 —

0 T T T T T T T 1
0 5 10 15 20 25 30 35 40

BpeMs U3/Iy4Y€HUus, MUH

Pucynok 2.22 — JlnarpaMma 3aBUCMMOCTH BbIX0Ja coenHenus (2.133)
OT BPEMEHU PEaKLUH

Peakmnst okucrienus nuanabasmHmIMeTaHa (2.133), cuHTE3 KOTOpOTO OBLI
OTIMICaH paHee B pazzene 2.3.2, MOTJia MPUBECTH K 00pa30BaHUIO CMECH MPOIYKTOB.
Ot oxwugaemoro terpa N-okcuaa AuaHa0a3MHUIMETaHa, 0 HUKOTUHOBOW KHCJIOTBI.
Taxxe MMPOAYKTAaMH OKHUCJIICHUSA MOIJIM OKa3aTbCA MPOMEKYTOYHBIC IMTPOAYKTBI OKUC-
JICHUS MMUTICPUANHOBOTO IUKIA. JIFDOOMBITHEIM 0Ka3aJIOCh TO, YTO PEaKIUs MPOTEeKa-

€T XCMHOCCICKTHUBHO C O6pa30BaHI/ICM IpoAyKTa, MACHTUYIHOTO MPOAYKTY OKUCJICHUSA
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aHaba3uHa - Py-N-okcupa O-OKCMMHHO-O-(Mpuani-3) BaJlepHaHOBOW KHCIIOTHI

(2.133). BeposaTHo, peakiys NPOTEKaeT Mo CIeAyIoIIel cxeme:

0,
g 30 % H,0, Ej/ENzCHz—N i AN
N ey CH3COOH i -

N
& (2.134) |
0 o}
X~ O CHy— CH,— CH,—COOH
[0] \ *N | T N—OH
| — > (2.1262.132) —» N
N2 i f (2.133)

O=-2

IlepBas cTammsi OKHCIEHWS TpOTEKaeT uepe3 obOpa3oBaHWe TeTpa-N-OKcHIa
nraHaba3suHUIMeTaHa. MeETHUIEHOBBIM MOCTHK, CBS3BIBAIOIIMHI JBa aHa0a3MHOBBIX
KOJIBIIA, UCIIBITHIBACT HA CE0C CHMIIBHOE AJICKTPOHOAKIECITOPHOE JACHCTBHE CO CTOPO-
HbI aToMa a30Ta, YCHWJIEHHOE 3JIEKTPOHOAKIENTOPHBIM BIUSHUEM aTOMa KHUCIOpOJa,
CBSI3aHHOI'O C aTOMOM a30Ta IMOCPENCTBOM CEMHIOJSPHON CBs3U. JleMCTBUTENBHO,
KOMIBIOTEPHOE MOJEIHPOBaHUe TeTpa-N-OKcHIa ArnaHaba3MHUIMETaHa C MCIIONIb30-
BanueM nporpammbel HyperChem 8.03 mokazaino, 4to cBsa3p N-C MeXay METHIeHO-
BBIM MOCTHKOM M aHa0a3MHOBBIM CKeJeToM coctaBisieT 1,57A. O6wuno0 cBsi3b N-C
3HAUMTENbHO Kopoue u coctaBisieT 1,48A. 3Hauenust quH cBsizu C-H Takxe He-
CKOJIbKO OoJibinie ¥ cocTaBisiioT 1,128 A, mpotuB o0bunbIX 1,1A. TlomoxuTenbHbII
3aps1 Ha aToMax BoJopoja mpudau3uTenbHo Ha 30% Oodbiie, yeM 3apsi Ha aToMaxX
BOJIOPO/Ia TIMIIEPUINHOBOTO KOJIbIa U cocTaBiseT 1,11 exn. 3apsma snekrpona. Takum
00pa3oM, pe3ynbTaTsl KOMIBIOTEPHOTO MOJEIHPOBAHMS MOKA3BIBAIOT CTEPHUIECKYIO
JIOCTYITHOCTh METHJICHOBOTO ()parMeHTa sl aTaKH aTOMAapPHBIM KHCIOPOIIOM, a 3a-
BBIIIICHHBIC 3HAYCHUS UTHH CBSI3€H MEXIy METHJIEHOBBIM aTOMOM yTJieposa U aHaba-
3UHOBBIM CKEJIETOM IO3BOJISIET MPEANOJNIOKHUTh, YTO UMEHHO 3Ta CBS3b Pa30pBETCA

MEPBOIL B Mpoliecce OKUCIECHUS
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Pucynok 2.23- KomnbrorepHast MOJ€Ib IPOCTPAHCTBEHHOTO CTPOEHHS
Terpa-N-okcuaa nuanabasunuiaMerana (2.134)

Heo6xoaumMo 0CoOSHHO MOI4epKHYTh, YTO METUIICHOBBIH MOCTHK HaXOIUTCS B
HETMOCPEACTBEHHON OJIM30CTH OT ceMHITONsIpHOM N-O cBsi3u. ITO O3HAYAET, YTO Iie-
PEMEHHOE IEKTPOMarHuTHOe OyAeT MHAYLHPOBATh BpAlCeHHE IBYX aHAO0a3MHOBBIX
(parMeHTOB BOKPYr METHJICHOBOTO MOCTHKA, YTO NPHUBEAET K YBEIMYCHUIO BHYT-
PCHHEH PHEpruy MOJEKYJBI M OyIeT cIiocoOCTBOBaTh ee paspymieHuro. I[Ipocrpan-
CTBEHHOE CTPOCHHE IMaHa0a3MHWIMETaHa, a TaKk)Ke AMarpaMMma 3aBUCHMOCTH JHEp-
run Oapbepa BpamieHus aHab0a3MHOBOTO MOCTHKAa OTHOCHTENBHO METHIIEHOBOTO
(hparMeHTa mpeACTaBICHBI Ha PHCYHKE 2.24.

3HaueHus SHeprusi Gapbepa BpalleHUs, BbIYKCICHHbIE B Iporpamme Hyper-
Chem 8.03 (PM3) B nuanazone ot 0 10 360 rpaaycos ¢ maroMm 10 rpamycos, usme-
HsieTcs B tuana3one oT -5620 no — 5660 xkan/monb. T.e. B quanasone 40 Kkan/MoJb.
OTO0 03HAYaeT, 4To CBOOOIHOE BpallleHne aHaba3MHOBOTO ()parMeHTa BOKPYT METH-
JICHOBOM TPYIIIBI HE BO3MOXHO, a MPUHYANTEIBHOE JOIDKHO 3HAYUTEIFHO MOBBICUTH
BHYTPEHHIOIO 3HEPIUI0 MOJIEKYJIBI, KOTOpasi OyJeT BBICBOOOXKIATHCS NpPH pellaKca-
run. OOBeMHBIN HarpeB, MepeMeHHOe JIEKTPOMAarHUTHOE TOJe U M30BITOK aToMap-
HOTO KHCIJIOPO/Ia MIPUBOJAT K Pa3pyIICHHIO METHICHOBOTO MOCTHKA C 00pa30BaHHEM
(2.125), xoTopslil IpeBpaaeTcsi B KOHEYHBIH MPOJIYKT MO0 MEXaHU3MY, PACCMOTPEH-

HOMY paHee.
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PucyHok 2.24- 3HaueHue 3Hepriuu 6apbepa BpalleHusl OT yria BpalleHus: aHab0a3uHOBOroO (parMeH-
Ta OTHOCHTEJILHO METHUJICHOBOW TPYIIbI quaHabazuHuiMeTana (2.134)

OOpariaer Ha ceOs BHUMaHHE TOT (PaKT, YTO HAMJIy4IIME BBIXOJBI MPOAYKTA
(2.133) nocTuraroTcs OKHCICHHEM Kak aHa0a3WHa, TaKk W JUaHa0a3uHWIMETaHA B
HWJEHTUYHBIX YCIoBUsaX: MomHOCTh 70 Bt, Bpems 20-30 munyT. OKHcIeHUE NPOBO-
nurest 30 % pacTBOPOM HEPEKHUCH BOJOPOAA B CPEZE NEASHON YKCYCHOM KHUCIIOTHI.

W3 sToro HaONIIOACHUS MOXKHO CHENaTh BBIBOZ, YTO YCKOPEHHE XUMUYECKOH
peakiuy 00yCIIOBICHO BJIUSIHUEM TEPMHUYECKOTO U CIIECHH(PUIECKOrO TEPMUIECKOTO
addekra. MOKHO MPEAIIOTOKUTH, YTO CKOPOCTh JIUMUTHPYIOIIEH CTaaneil sBiseTcs
cTajus KHUIK0(ha3HOTO OKUCIEHHUS] CyOCcTpara aTOMapHBIM KHCIOPOJIOM, MPOTEKaro-
I1asi 4epe3 MaJIOTOJISIPHBIE MIEPEXOJHbIE COCTOSIHUSL.

Taxum 00pazoM, B X0/1e UCCIIEIOBaHNS U3yUYeHa PeaKiys OKHCIeHHs aHaba3u-
Ha u nuanabaszuamaMerana 30 % pacTBOpPOM MEPEKHUCH BOJOPOAA B Cpee JICASTHHOM
YKCYCHOM KHCJOTBI B YCJIOBHSIX MHKPOBOJIHOBOTO OOJydYeHMs. YCTaHOBJIEHO, YTO
€/IMHCTBEHHBIM MPOJYKTOM OKHCJIEHHs aHaba3uHa W JuaHaba3MHWIMETaHa SBIISIETCS
Py-N-okcuz 8-okcuMuHO-O-(nupuani-3) BasiepuanoBoil kuciotsl (2.133) noxyuae-

Masi C HalIy4IllUM BBIXOAOM NpH MOIHOCTH n3iydeHus 70 Bt B Teuenue 20-30 mMuH.
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Tabnuna 2.19 — JlaHHbBIC crieKTpa SIMP-'H coemnnenns (2.133)

3 5 6 7 8
2 ﬁ(li—CHz—CHZ—CHZ—COOH
I
1 Aa —
N N OI;I
Y
O
(2.133)
Ne XumMuyeckuit casur, 8, m.ja., DMSO-d6
coel. H, H, H; H, Hs He H; Hg Hy
7,45 | 7,60 11,75
2.133 8,231 | 8,43¢c | 1,65m 2,3m 12,10¢
T T c

2.4.3 Cunre3 1,4-mu-N-okuaa 2-peHMIXMHOKCAIMHA B YycjaoBuax MB-

00J1yYeHust

3a mocnexnue 20 neT HayYHBI UHTEPEC K XMMHUU XHHOKCAJIMHA U €r0 MO-
HO- 1 Ax N-OKCHJaM pe3Ko BO3POC, YTO MPEXKJIE BCETO CBSI3aHO C HAXOXKICHUEM
Y TOCJIE/IHUX LIEHHBIX OMOJIOTUYECKH aKTUBHBIX CBOWCTB. Tak, MHOTHE MOHO- U
a1 N-OKcu/ibl TIPOM3BOJHBIX XMHOKCAIMHA IOKa3all aKTHBHOCTH 110 OTHOIIE-
uuio Kk Mycobacterium tuberculosis®®, Trypanasoma Cruzi, Candida spp. He-
JaBHO OOHApy>KeHa M aKTUBHO MCCIIENYEeTCS] aKTUBHOCTb AU N-OKCHIOB IIPOH3-

69 0

2 . 27
BOJIHBIX XWHOKCAJIMHA TPOTHB BO30ymutens Manspuu  , P. Falciparum™".

Heo6xonnmo 3aMeTHTh, 4To cpenu Au N-OKCHIOB IMPOU3BOAHBIX XWHOKCAJIHHA

0GHApYKEHBI MPOTHBOPAKOBBIC U POTHBOBOCIATHTEIBHBIC PENapaTel >~

*9 Jaso A., Zarranz B., Aldana I., Monge A. Synthesis of new quinoxaline -2- carboxylate 1,4-dioxide
derivatives as anti-Micobacterium tuberculosis agent //J.Med. Chem. - 2005. — Vol. 48. — P. 2019-
2025.

70 Lima L.M., Vicente E., Solano B., Perez-Silanes S. Unexpected reduction of ethyl 3-
phenylquinoxaline-2-carboxylate 1,4-di-N-oxide derivatives by amines // Molecules. - 2008. — Vol.
13.—P. 78-85.

' Vicente E., Lima L.M., Bongard E., Charnaud S., Villar R., Solano B., Burguete A., Perez-Silanes
S., Aldana L., Vivas L., Monge A. Synthesis and structureeactivity relationship of 3-phenylquinoxaline
1,4-di-N-oxide derivatives as antimalarial agents // Eur.J.Med.Chem. - 2008. - Vol.9. - P.1903-1910.
72 Vicente E., Villar R., Burguete A., Solano B. Substitution of fluorine atom and phenoxy groups in
the synthesis of quinoxaline 1,4-di-N-oxide derivatives // Molecules. -2008. — Vol. 13. — P. 86-95.
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[Mupokoit NOMYISPHOCTBIO TONb3yeTCd peakuus N-OKCUAUPOBAHUS
MIPOU3BOJIHBIX XWHOKCAJINHA KUIITYEHHEM C IepeKUChI0 BOJOpOJa B cCpele Jie-
JSIHOW YKCYCHOHM KHCIIOTBI B TEUCHHE IPOJIOJDKUTENBHOrO BpeMeHH (2-124).
Wutencnukanms mpoBeIeHNST YKa3aHHOH peaknuu Ha IpHUMEpe CHHTE3a 2-
(EHUIXUHOKCAIMHA B YCIOBHAX MHKPOBOJIHOBOTO OOJTYyYEHHS IPECTaBIAIOCH

HaM MHTepecHbIM. Peaknus Obliia MpoBEAEHa 110 CIEIYIOIEH cXeMe:

7
30%H202 PhNQ
"CH,COOH \[

=

¥

(2.135) O (2.136)

B xoxe momcka ONTHMAaNbHOTO COYETAHHS MOITHOCTH M BPEMEHH peak-
MU, YCTAHOBJICHO, 4TO cuHTE3 |,4-mu-N-okcup 2-¢heHmixuHokcainHa (2.136)
jerko nporekaeT 3a 20 MuHyT npu momuocTH 90 BT. BeIX0n xemaemoro npo-
nykta  coctaBun 86,5 %. CunresupoBanHas  1,4-mu-N-okcupng — 2-
¢denmmxnHOKCcanuHa (2.136) mpeacraBiseT coO00M KPHCTAIMYECKOE BEIIECTBO
JKeNToro 1Bsera ¢ T.u1. 206-207 oc.

Crpoenne coemuuenns (2.136) 6put0 nokazano manmabiMu UK-, SIMP'H-
CIEKTPOCKOITUH M BCTPEUHBIM CHHTE30M B YCIOBHIX KOHBEKIIMOHHOTO HAarpeBa,
a (PU3MKO-XMMUUECKHE KOHCTAHTBI COBIAIM C PaHee OMHCAHHBIMU B paboTe’’”
JlaHHbBIe 3JIEMEHTHOTO aHaM3a ¥ (U3MKO-XUMUYECKHE KOHCTAHTHI COEANHEHUS
(2.136) mpencrasnens! B Tabmume 2.20.

B HK-criexTpax CHHTe3UpOBaHHOTO coennHeHus (2.136) comepxutcs mo-
Joca morsoleHus B oomactu 1250-1290 CM'I, xapaktepHas st N—O cBs3u.
Taxoke 3adukcupoBansl nojocs! noriomenns: C-H apomaTndeckoro xoibua B
o6mactr 3025 cm™'. Banentabie kone6anms C-C apoMaTHYECKOro KOJIbIA Mpo-
ABNIAIOTCS B 061acTH 1490 e

B cmektpe SIMP-'H coemurenns (2.136), custoro B JMCO-d6, curnan

MpoTOHAa XHHOKcanuHoBoro koinbia (N-CH) nposBisiercs B Bue CHHIJIETa IIpU
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9,60 M.z., CHTHAJIBI IPOTOHOB (DEHUJILHOTO KOJIBIIA TPOSIBIISTIOTCS B BUJE JIBYX
MyJBTHINCTOB B oOnactut 7,60 M.a. u 7,85 m.1. xy6uet npu 8,35 M.1I. U TpUILIET
B obmactu 8,15 M.JI. OTHECEHBI K MPOTOHAM apOMaTHYECKOTo Koibia. CrekTp

SIMP-'H coesmuenus (2.136) npuBeieH Ha pucyHKke 2.25.

Tab6muua 2.20 - U3HK0o-XUMHUYECKHE KOHCTAHTHI, BBIXOIbI U JAHHBIC dJIEMEHT-
HOTO aHanu3a coenuHeHus (2.136)

T.mo., °C Brixon, % Bpyrro Brruucieno, Haiineno, %
bopmyna %
Coenu-
K. MB-ycu. Ko MB- C H C H
HEHME
ycn.273 ycn.273 yciI.
2.136 | 205-206 | 206-207 75,0 86,5 C14H10N,O; | 70,58 | 4,23 | 70,81 | 4,42

Tabnuma 2.21 — JlaHHbBIC CIIeKTpa SIMP-'H coeunenns (2.136)

O
40 1
Ph N\ 2
3| = 2
N
Y 1
O
Ne Xumuyeckuii casur, 6, M.1., DMSO-D6
coe/l. H, H, H; Hy
2.136 8,351 8,151 9,6¢ 7,60-7,85m

3 T1at.4866175 CIIA. Novel Process for the synthesis of quinoxaline and benzimidazole-N-oxides/
Costas I.H., Makhluf H.J.; omy6:1.12.09.1989. — 8c.
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Takum o0pazoMm, B pe3ynbTaTe UCCIEIOBaHUS pa3pabOTaHbl yCIOBUS IS
MIPOBEICHUS peakiuu okucieHus 2-penmiaxunokcainta 30 % pactBopoMm mepe-
KHCH BOJIOPOJia B Cpesie JICASHOW YKCYCHOM KHCIIOTHI B YCIOBHAX MHUKPOBOJHO-
Boro oburyuenwst. [Toka3aHo, uro 1,4-mu-N-okcun 2-henunxunokcanuna (2.136)
JIETKO CHHTe3upyercs 3a 20 MUH IpH MOIIHOCTH u3nydeHus 90 Bt ¢ BbIxonoM

86,5 %.
2.4.4 CuHTe3 M30HNKOTHHOBOM KHMCJIOTHI B ycs10BUsIX MB-001yuenust

Oxucienue ATKWIMUPUIUHOB ABJISICTCA Ba’XHBIM IMPOMBIIIJICHHBIM IIPO-
meccoM. Peakius ucnonp3yeTcs, IpexkIe BCEro, U MOMyYeHNUsT HUKOTHHOBOM,
W30HUKOTUHOBOHM KHCJIOTHI U MX IPOM3BOJHBIX, TAKUX KaK aMUJ HUKOTHHOBOH
KUCIOThl (BUTamMuH PP) m nustunamug HukotuHOBOW KucnoThl (Kapaumamun).
[TponsBosHBIE M30HUKOTHHOBOM KHCIOTHI aKTHBHO HCIIOJIB3YIOTCSI B CHHTE3€
MIPOTHBOTYOEPKYIE3HBIX MPENapaToB (M30HUA3HI, PTHBA3HU, METa3U I, HIIPOHH-
a3’]), a TaKKe aHTUICIPUCAHTOB - WHTHOMTOPOB MOHOAMHHOOKCHIA3BI THIIA
HUAJIaMH1a, XUHYKIHIHHOBBIX JIEKapCTBEHHBIX CpeACTB ((PEeHKapod, OKCHUIIH-
IIUH, aleKIAINH 1 1Ip.).

Kak cBumerenbcTByeT 0030p MAaTEHTHOM JIUTEPaTyphl, pa3paboTka U yco-
BEPIIIEHCTBOBaHME TIPOIlecca OKUCIEHUS MPOBOAMTCA M0 cux mop. Hambonee
LIMPOKOE MPOMBIIUICHHOE NMPUMEHEHUE TONYYHIN KaTaIUTHYECKUE CIOCOOBI
OKHUCIIEHUsI alKmmupuanHoB. [To crmocoOy mpoBemeHUs OHH pa3femsaoTcs Ha
razogasHble ¥ KHIKO(Da3HbIE.

B paGorax”™*”,*"® onmcano rasodaszHoe OKHCICHHE MOHO- H ONHAIKHA-
JUPOBAHHBIC TIPOW3BOTHBIC MAPHINHA KHACIOPOIOM BO3AyXa Ha KaTaln3aTopax

Ha OCHOBC IMEPEXOAHBIX METAIJIOB 11O cne;lyfomeﬁ CXEME!

7™ TTar. 4343942 USA. Novel process for the synthesis of Quinoxaline and benzimidazole-N-oxides/

Issidorides C.H., Haddadin M.J.; omy6u1. 10.08.82.-25 c.
275 Mar. 5728837 USA. Method of obtain nicotinic acid / Alkaeva E.M., Andrushkevich T.V., Zenko-

vets G.A., Makarenko M.G.; omy6a. 17.03.98. -7c.

7 Mar. 6077957 USA. Process preparation of nicotinic acid / Chuck R.J., Zacher U.Z.; omy6mn.

20.06.00. -5c.

190



R CHO COOH
YA YA R
[

P = =
N N N

Bo Bcex ciyuasix OKHCIISIOIIMM arcHTOM SIBIISIETCSl KHCJIOPOJ BO3IyXa.
Karanu3zaropamu - nu00 conu, JMOO KUCIOTHBIC OKCH/bI MEPEXOIHBIX METal-
noB. CyOcTparamu SIBISIIOTCS MOHO- M TIOJIMAJIKMJITIPOU3BOHBIE THPHIMHA. B
psifie MaTEeHTOB OKKUCIICHHUE AIKWIITUPHIMHOB MPOBOST CMECHIO BO3/yXa, aMMH-
aKa ¥ IapoB BOJBI.

JKuakodasnoe oOKHCICHHE IIPOTEKAET IO TOH Ke CXeMe, YTo u razodasHoe
OKHCJIEHHE, HO OHO XapaKTepu3yeTcsi Ooiee MpOCTBHIM almapaTHBIM odopmire-
HUECM, 60.]166 MSITKUMHU YCIIOBUAMU U 60.]'[66 IPOAOJIKUTEIIbHBIM BPEMCHEM IIPO-
TeKaHHs PEaKIMK B CPABHEHHH ¢ ra30(a3HbIM okuciennem = 25 27

Bce onmcanHble KaTaIUTHUECKHE CIIOCOOB! CHHTE3a MUPUIMHKAPOOHOBBIX
KHCJIOT OTJIINYAIOTCS KECTKOCTBIO YCIOBHIA TPOBECHMUS PEAKIIUH, CII0XKHBIM arl-
rapaTHBIM 0(OpPMIIEHHEM B HEOOXOMUMOCTBIO B TPUMEHEHHUH KaTaJln3aTopa.

XUMHUYECKUE CIOCOOBI MONYYCHHUs MUPUANHKAPOOHOBBIX KUCIOT 3aKIT0-
YaIOTCSl B OKHCJICHUU ANKWIMUPUINHOB PA3IMYHBIMU OKHCIUTENsIMUA. B 1a0o-
paTOpHO#l MpaKTHKe JUIs ATUX 1IeJIel MCIOJIb3yeTCsl IepMaHTaHaT Kalusl, JTHOK-
CHUJI MapraHiia u psj Apyrux okucnutenaeid. OOIuMil HEJOCTATOK ATHX CIIOCOOOB
— qpesBLIqaﬁHo HU3Kass aTOMHasi SKOHOMMUA. I_IJ'IH MOJIYyYCHUA 1r N30HUKOTUHO-
BOI1 KHCTIOTH HeoOxoaumo 30 T mepMaHTaHaTa kamsa >,

B IMPOMBINUICHHOCTHU JIsI OKHCJICHHA AJKWUIIMUPUIWHOB HCIOJIB3YIOT B
Ka4yecTBE OKUCIIUTENS pa30aBICHHYIO a30THYIO KHUCIOTY. DTOT CIIOCO0 MpakTH-
YECKH IOJHOCTHIO BBHITECHEH KATATUTUYECKUMU METOAAaMH TaK KaK OCHOBHOM

281
€TI0 HEAOCTATOK — HCO6XOZ[I/IMOCTI:- B YTUJIM3allUU KUCJIOTHBIX BOJ 8 .

2 TTar. 6229018 USA. Process for preparation of nicotinic acid / Heinz D., Krill S., Bock W., Huth-

macher K.; omy6:1. 08.05.01. -17c.

278 IMar. 4001257 USA. Process for producing nicotinic acid / Masuda K., Kizawa H.; omyGu.

04.01.1977. - 11c.

? TTar. 5700944 USA. Process for the production of pyridinecarboxylic acids / Hashimoto T., Naka-
mura K., Takagawa M.; ony6u. 23.12.1997. — 8c.

0 Opraunukym. [IpakTHKyM 10 opranuueckoit xumun. - M.:Mup, 1979. - T.2. - 445c.

! Py6uio M.B., Baitunkos A.I'. CHHTETHYECKHE XUMUKO-(hapMalleBTHIECKHE PENapaThl. —
M.:Menununa, 1971. — C.182.
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Hapsiiy ¢ BapuaHTaM¥ HCIOJIb30BaHUsI OOIIETIPUHATBIX METOAOB, B Ia-
TEHTHOW JIMTEpaType TPUBOAUTCSA OIMMCAHHE W BEChbMa DK30THYHBIX METOIOB
epeBo/ia aIKUIOEH30J10B B COOTBETCTBYIOIIHME KAPOOKCHIBHBIC COCTUHCHUS.

ABTOpaMu’" IIPOBEICHO KApOOHMIMPOBAHHE COOTBETCTBYIOIINX CIIHPTOB

okcuzioM yriepoaa (II) B npucyrerBun meramndeckux karanuzaropos (Ni, Co)

IO CXEME:
o) OH

CH,OH X

S CO, Ni A

B — e
= =
N N
(2.137) (2.138)

OIHCaHHbIC BBIIIE CIOCOOBI MPOTEKAIOT MPU HArPEBAHMH. ABTOpAMH

NpEeIOKCHA MCTAJUIOpraHnvYeCKass CXeMa [MpCeBpalICHUA 4-M€TI/IJ'IHI/IpI/IlII/IHa

(MM ero roMoJIoTa) B COOTBETCTBYIOIYIO KAPOOHOBYIO KUCIIOTY.

. (0] OH
CH, H,c— N
X BuLi X, DMF 0. 1O X
Em— | ——>» N / CH 3. 2vg
= = \ N\ =
N N N
(2.118a) (2.118b) (2.118¢) (2.138)

Tak, 4-metnnmupuann (2.118a) meraiumpyercs OyrwumTueMm. [lomydeHHoe
nutuitopranuueckoe coeauHenue (2.118b), pearupys ¢ aumeruihopMaMuIOM
MIPUBOAUT K COOTBETCTBYIOIEeMY ankeHy (2.118c). Ilocnennsist craqus — 310 pe-
aKIHs 030HOJIM3a C MOCIIECAYIOIINM OKUCICHUEM 00pa3yOLINXCs albJACTHI0B 10
KapOOHOBBIX KHCJIOT MEPEKUCHI0 BOIOpOJa. Tak Kak 3Ta peakuusi IPOBOJUTCS
IIPU HU3KHUX TeMIepaTypax, TO C €€ IOMOIIbI0 MOXKHO MOJTy4yaTh TEPMUUYECKH HE
CTaOMIIbHBIE TIPOAYKTHI.

O030p JUTEPaTYPHBIX NCTOYHUKOB ITOKA3aJl, YTO CHHTE3 N30HUKOTHHOBOM

KHCJIOTBI B YCJIOBUAX MHUKPOBOJHOBOI'O O6J'Iy‘lGHI/I$[ paHeC HE MMPOBOAUIICH. Us3-

%2 [Mar. 4620033 USA. Process for producing carboxylic acids / Isshiki T., Kijima Y., Miyauchi Y.,
Kondo T.; omy6u. 28.10.86. — 16¢.

3 TTar. 20060100440 USA. Process for preparation of isonicotinic acid derivatives / Spurr P.; omy6u1.
11.05.06. — 10c.

192



BECTHBIE JIUTEpATypHbIC JIaHHBIE, OIUCHIBAIONINE OCOOCHHOCTH BO3IEHCTBUS
MHUKpPOBOJIHOBOTO OOJIy4eHHsI Ha CKOPOCTh IPOTEKAHUS! XMMUYECKHX PEeaKLUi
MI03BOJISUIN HAJIEATHCS, YTO IPUMEHEHNE MUKPOBOJIHOBOTO O0JIyYEHUS TTO3BOJIUT
pa3paboTaTh BHICOKO3((HEKTHBHBIN, SKOHOMUYECKH PEHTAOETBbHBIHN, 3KOJIOTHYE-
CKH YHCTBI METOJ] CHHTE3a N30HUKOTHHOBOW KHCIIOTBI — HCXOZHOTO PeareHTa B
CHHTE3€ IIPOTUBOTYOEPKYIe3HOro npenapata «V3oHnasum.

B mporiecce pa3znoxkeHus: IEPEeKUCH BOAOPOJa 00pa3yroTCsi IKOJIOTHUECKH
0e3BpeqHbIe KMCIOpo U Boja. [losTomMy, B IepByIo ouepesb, B KAYECTBE OKHUC-
JUTENS 4-METWINMUPUANHA HaMK OBl IPUMEHEH pacTBOP IEPEKHCH BOJOPOA
pasnuuHoi KoHueHTparmu (5-30 %). Okucnenne 4-MeTHINHPHIMHA TPOBOIH-
JIOCh B PA3NIMYHBIX YCIIOBHSAX: BapbHPOBANAach MOIMIHOCTH oOmydenus (70-750
Br), Bpems peaxmum (0,5-60 mun). [Ipu mpoBeneHNHM peakuuy OKHCICHUS 4-
METWINUPHUINHA TIEPEKUCHI0 BOAOPOJA B CPEIe YKCYCHOM KHCIIOTHI B YCIOBHSAX
MHUKpPOBOJIHOBOTO OOJIy4eHHs YCTaHOBJICHO, YTO PEaKIMU He MPUBOJUT K 00pa-
30BaHUI0 M30HUKOTHHOBOHM KHCJIOTHI. AHaIM3 MPOJYKTa OKUCICHHUS IOKa3all,
YTO HE3aBUCHMO OT YCIIOBHH NPOBEAEHHUSI, €ANHCTBEHHBIM ITPOTYKTOM PEAKLIUH
4-MEeTUITIMPUINHA TIEPEKUCHIO BOJOPO/IA SIBISIETCSI COOTBETCTBYIOMAsT N-OKCH]
4-metunnupuauHa. CrieaoBaTenbHO, B Ka4eCTBE OKHCIUTEISI HEOOXOIUMO HC-
MI0JIb30BaTh O0JICe CHIIBHBINA OKHUCIUTENb, HAIIPIMEp a30THYIO KHCIIOTY.

Peakimio oxuciaeHus: 4-METHINHMPHUIMHA TPOBOIMIN B MHKPOBOJIHOBOM
YCTaHOBKE MpH perynupyemoit momHoctd (0T 70 1o 750 Bt) u Bpemenu (0,5-60
MmuH). [IpoBenieHne peakuny B pacTBOpE HE NMPHUBEIIO K JKEJIAEMBIM Pe3yJIbTaTaM.
Cmech moz IeicTBHEM MHUKPOBOJIHOBOTO M3JIyYEHHs yrapuBajlach M, B KOHEU-
HOM HUTOTe 00pa30BBIBAIOCH CMOJIONIOZ00HOE, JIETKO BOCTIIIAMEHSIOIIEECs BeIle-
CTBO.

YT10oOBI OCIa0HUTH MPOLECCH BHIKUIIAHWS W OCMOJICHHMS, pPEakys Oblia
TIPOBE/ICHA HA MOUIOKKE M3 CHIHKArens . 13 TUTepaTypHBIX JaHHBIX H3BECT-

HO, YTO NPUMCHCHHC B KAUCCTBC IMOJJIONKKU CHUIIMKAIrCJisd MO3BOJIACT MPOBOAUTH

4 Xpycranés JI.I1., Xamsuna I'.T., ®azbuios C.J1., Myngaxmeros 3.M. OcoGeHHOCTH TIPOTEKaHHs
OKHUCIUTEIBLHOTO HpoLecca B MUKPOBOIHOBOM mosie / Tpyasl Mex . HaydHO-IpakT. KoH}. «Hayka u
ee poib B coBpeMeHHOM Mupe». — Kaparanna, 2009. - 429-435 c.
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peakuuio npu 0oJiee JKECTKUX YCIOBHSIX, a BBIXOJbI U YHCTOTA KEJIaeMOro Ipo-
JyKTa, KaK IPaBUIIO, BBIILIE.

B xoze skcriepuMeHTanbHON paboThl OBUIO YCTaHOBIICHO, YTO B PE3YyJIbTa-
T€ MHKPOBOJIHOBOW AaKTHBALMH CMECH 4-METWINUPUAMHA W pa30aBICHHON
A30THOM KUCIJIOTOHM Ha ITOJJI0KKE CHUIIMKAress M0 HUKE NPUBEIECHHOMY YPaBHE-

HUIO 00pa3yeTcst "30HUKOTHHOBAS KUCIIOTA.

CH, COOH

N HNO; | | ~

NZ MB N7
(2.138)

[onbop Hanbonee ontumanbHbIX yenoBuii cunte3a MHK ocymectsisiics
IyTeM BapbUPOBAHUSI BPEMEHH OOJyYeHHs, MOLIIHOCTH 00my4eHus. Taxke 3Ha-
YUMBIM (HaKTOPOM SIBIISICTCSI KOHIIEHTPAIIMN a30THOW KHCIOTHL. Tak yBenndeHue
BpemeHu 110 30-40 MHH IPUBOIMIO K YaCTHYHOMY OCMOJICHHIO PEaKIMOHHON
Macchl, 4YTO 00YCIIOBJIEHO MCHApEHNUEM BOABI, MPUBOJAIICE K YBEITUICHUIO KOH-
LEHTPAIMA a30THOW KHUCJIOTHI. DTO MPUBOIUT K OCIAOJCHUIO OKHCISIOMNX U
YCHJICHHIO HUTPYIOIINX CBOMCTB. YCTaHOBIIEHO, 4TO HanbOoiee 3(h(eKTHBHBIM
ObLIO NpOBeZieHNE O0TyUeHNsT PEaKIIMOHHONW CMECH B MHTEpBajie BpeMeHH OT 15
1o 20 mun. Hamrydmmuit periiamenT obaydeHus: mo 4 MUH 5 pas, ¢ IepepbIBaMu
~30c.

YBenuuenne MourHocTy u3nydeHus 6oee 100 Bt He nienecoobpasno, Tak
KaK 3TO NMPHBOJIUT K BBIKMIIAHHUIO PEAKIIMOHHOW MAacChl M OCMOJICHUIO PEaKIiH-
OHHOW MaccChl, IPUBOSIIEE K 3arpsA3HEHMIO 1IeJIeBOro npoaykra. Hanbonpmme
BBIXOZIbI 11€JIEBOT0 MPOIYKTa OBUIM JOCTUTHYTHI NPU NPUMEHEHUH MHHHMAab-
HOW MouTHOCTH M3iay4eHus 70 Br.

BapbupoBanue KOHLEHTPALUU a30THOW KHMCJIOTHI IIPOBOAMIIOCH B JHaIla-
30HE KOHIEHTpanui a30THOU KUCIOTH OT 10 1o 60 %. IIpu ucrmons3oBaHun st
okucnenus 4-metunnupuauaa 10-20% a30THOM KUCIOTHI peakiyst OKUCICHUS ¢
o0pa3oBaHNEeM H30HHKOTHHOBOW KHCIIOTHI HE NMPOTEKAeT. Y BEIMYECHHE KOHIICH-

Tpauuu a30THON KUCIOTHL 10 60 % IpUBOIUT HE K LIEJIEBOMY HPOLYKTY - HU30-
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HUKOTUHOBOH KHCJIOTE, a MNPOAYKTY pEaKUUHd HUTPOBAHUS — 2-HUTPO-4-
METWINUPUANHY. YCTAHOBIEHO, YTO HAaWOOJBIINHA BBIXOA H30HUKOTHHOBOH
KHCJIOTHI IOCTUTAETCsl IPH KOHIIEHTPALUH a30THOM KHCIOoTh — 30 %o.

Takum o0pa3om, B XOA€ HCCIEAOBaHWS, ObUIA H3y4e€Ha BO3MOXKHOCTB
MPOBEJCHUSl PEaKlUMU OKUCIICHHs 4-METWINHPHINHA DPa30aBICHHONW a30THOM
KHCJIOTOH Ha TOMAJIOKKE CHIIMKArens B YCIOBUSIX MUKPOBOJIHOBOI'O OOIydYCHHS.
IIpennosxeHHBIM METOIOM YAAeTCsl CHHTE3UPOBATh H30HUKOTHHOBYIO KHCIIOTY C
BbIxostoM 30 %. Hammyumiue pe3ynpTaThl JOCTUTAIOTCS IIPU MOIITHOCTH 00Iyde-
nust 70 Bt u Bpemenn o6myuenust 15-20 muH.

CrpoeHre M30HUKOTUHOBOW KHCIIOTBHI OBUIO MOJTBEPIKACHO CpPaBHEHUEM
HK-cnexTpos, 3aUCaHHBIX 1751 K30HUKOTHHOBON KHCIOTBI, CHHTE3UPOBAaHHOIO
B YCJIOBUSIX MHKPOBOJIHOBOTO OOJIyYEHHUS! M B KJIIACCHYECKUX YCIOBHUSX MO H3-
BectHOH Meromuke™’. Kak BHmHO M3 pucyHKa 2.26, CIIEKTPbl H30HUKOTHHOBOM
KHCJIOTHI TIOJTyYEHHOH B 000OUX yCIIOBHSAX WACHTUYHBI.

Hecmotps Ha TO, 94TO a30THAsI KMUCIOTAa HE SIBISETCS SKOJIOTUYECKH YH-
CTBIM OKHCIIUTENIEM, OECCIIOpPHBIM IPENMYIIECTBOM pa3pabOTaHHOTO MeEToja
nonyyernss MHK B ycrmousix MB-00ydeHust SBISIOTCS: BBICOKAas CKOPOCTH
IIpoIecca; 3HAYNTEIbHOE YMEHBIICHNE PEaKIMOHHOTO BPEMEHH; HHU3Kasl dHep-
TOEMKOCTb; IIPOCTOTA TEXHOJOTHYECKOTO ammapaTtHoro ogopmieHus (Tadbiuia

2.22).

Tabmuma 2.22 - CpaBHUTEIbHBIE BPEMEHHBIE XapaKTEPHUCTHKH KJIACCHYECKOTO U
MHUKPOBOJIHOBOTO METO/JIOB

IIpouecce Tepmuy. Harpes MB-narpeB

[TonroroBka HCXOMHBIX PEAreHTOB (IIEPETOHKY peaK- 30 Mun 30 muH

THBOB, IIOATOTOBKA KaTaJIH3aTopa)

IIpoBenenue peakuun 24 4 20 MmuH
Brigenenne MHK u3 peakiipoHHON Macchbl lu 30 Muu
Ob1ee Bpemsi, 3aTpaueHHOE Ha CUHTE3 25,54 1,54
Breixox MHK 65 % 30 %
T.un.’C 323 323
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CI/IHTCBI/IpOBaHHOﬁ B KJIACCUYECKUX YCIIOBUAX U B yCIOBUAX

Pucynok 2.26 - CpaBuutensnbie UK-cnexrpst MHK (2.138),




Takum o0pa3oM, B pe3ysibTaTe W3YyUCHUS pEAKIUH OKHUCICHUs 4-
METHITTUPUANHA pa30aBIeHHON a30THON KUCIOTOW Ha TTOMJIOXKKE U3 CHITHKATEIIs
B yCHOBI/IHX MI/IKpOBOHHOBOFO O6J'Iy‘-IeHI/I5[ 6BIJ'Ia Honyqua N30HUKOTUHOBAA
kucioTa ¢ BeIxogoM 30%. OnrumanbHOe 3HAYeHHE MOIIHOCTH OOJIy4eHHUs Co-
craBwio 70-90 Br, npu Bpemenu 15-20 munyr. [IpenmyniectBamMu pazpaboTan-
HOTO METOJa SIBJISIIOTCSA BBICOKAs CKOPOCTH MPOIECca M YMEHBIIIEHHE BPEMEHU

pEaKIUH.
2.4.5 OkuciIeHne KeTOHOB B YCJIOBHSIX MUKPOBOJIHOBOIO 00/ 1y4eHH

[lo MHEHHIO aBTOPOB psia MyOIMKAIMIA, COGIMHEHHS, CONEpIKAIIHE
1,2-MUKETOHOBBIH (PparMeHT SABIAIOTCS HEIOCTATOYHO M3YYEHHBIM KIIACCOM Op-
TaHUYECKUX COCIUHEHHH, HO HECMOTPS Ha 3TO, OHM O0JaJar0T YHHKAIbHBIMH
XMMHUYECKMMHU cBOMcTBaMH. OHHM aKTUBHO HCIIOJB3YIOTCS KaK CTPOHMTENbHbBIE
OJIOKM B CHHTE3€ Pa3iMYHBIX T'€TEPOIMKINYECKUX COCJUHEHHWH, B YaCTHOCTH
MTUPa3MHOBOTO M XMHOKCAJIMHOBOTO psiga. Vrpaior He3aMeHHMYIO poiib B OCH-
30MHOBOI MEperpyNIMpoBKe, peaknnu Muxasist, neperpynmnupoBke Kisiisena.
DJIEKTPOHHOE CTPOEHHE MO3BOJISIET MM Y4acTBOBATH B Pa3HOOOPA3HBIX (POTOXH-
MHHUECKHX MPEBPAIIEHHsX ~ 2 2

1,2-JlukeToHOBas Tpynma SBISIETCS CTPYKTYpHBIM (parMeHToM psia
OMONIOTWYECKH aKTHBHBIX BellecTB. Hampumep, TpUTEPIEHOBOrO JIAKTOHA
Bpyneatun (2.139), crepouna 4-runpoxcuaHapocTeHa-4-mmoHa-3,17 (2.140)
00afaonnX BBIPAKEHHBIM MPOTHBOPAKOBBIM JeWcTBHEM. 3-Metmi-1,2-
nukiorekcanaroH (2.141), mpunaér xode ero HemoOBTOpUMEIH apomat. Ha cxeme

. . . 288,289,290
BEIL[ECTBA IIPUBEJICHBI B O0Jiee YCTOWYMBOI, €HONBHOM opme =~ 7,

5 Katritzky A.R., Zhang D., Kirichenko K. Synthesis of Heteroaryl 1,2-Diketones // J. Org. Chem. -
2005.—Vol. 70, Ne 8. —P. 3271-3274.

3¢ Irgasheva R.A., Sosnovskikha V.Y., Kalinovichb N., Kazakovab O., Réschenthalerb G.V. Methyl
2-methoxytetrafluoropropionate as a synthetic equivalent of methyl trifluoropyruvate in the Claisen
condensation. The first synthesis of 2-(trifluoroacetyl)chromones and 5-aryl-2-hydroxy-2-
(trifluoromethyl)furan-3(2H)-ones // Tetrahedron Letters. — 2009. — Vol. 50, Ne 34, P. 4903-4905.

%7 Cho D.W., Lee H.L., Oh S.W., Choi J.H., Park H.J., Patrick S., Chan Yoon M., Chan Yoon U.
Photoaddition Reactions of 1,2-Diketones with Silyl Ketene Acetals. Formation of B-Hydroxy-y-
ketoesters // J. Org. Chem. — 2008. — Vol. 73, Ne 12. — P. 4539-4547.

8 Walsh C.J., Mandal B.K. Improved Synthesis of Unsymmetrical, Heteroaromatic 1,2-Diketones and
the Synthesis of Carbazole Ring Substituted Tetraaryl Cyclopentadieneones// J. Org. Chem. — 1999. —
Vol. 64, Ne 16. —P. 6102-6105.
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OpHUM U3 4acTO UCIOIB3yEMBIX METOJIOB CUHTE3a 1,2-TUKETOHOB SBIIS-
eTcsl OKUCIICHHE UCXOTHBIX KeTOHOB okcuioM azoTa (III). HIupoxoe npumene-
HUE 3TOr0 METO/Ia OTPAaHUUYUBAET €r0 TPYA0EMKOCTh, CI0KHOCTb allapaTHOro
ohopMIIEHHS 1 HEOOXOIMMOCTh PABOTHI C BHICOKOTOKCHUHBIM Fa30M” .

Haubonee mnomynsipHeIM 11a0OpaTOPHBIM  METOAOM  TOJYYEHHS  O-
JIUKETOHOB SIBJISIETCS OKUCIICHNE KapOOHMIBHBIX COCOUHEHUH (abJETUA0B WUIH
KETOHOB) 10 JK€JIAeMOTO TNPOJYyKTa IMOKCHIOM ceyieHa. HapaOoTaHHBIH OMBIT
ITO3BOJISIET NMPOBOAUTH 3Ty PEAKIUIO AJIS CIIOKHBIX HPUPOAHBIX COEIUHEHUH,
creponioB. OmHAKO MpH yI0OCTBE MPUMEHEHUS 3TOT METOJA OTIMYAETCS JUTH-
TENLHOCTHIO TIPOBEJIEHHs Mpoliecca — OT 3 o 15 waco”. B nureparype otcyT-
CTBYIOT CBEJICHUS O TIPOBEJEHHUHN JaHHOW PEaKIUH B YCIOBUSIX MUKPOBOJIIHOBOTO
00Iy4eHusI.

B X0/ MpOBEICHNMs HCCIEIOBAHMA" ~ > > GbIIa H3yUeHa BO3MOKHOCTH

OKUCJICHHS KETOHOB Ha IMPUMEPE aIICTO(bCHOHa, IUKJIOTICKCaHOHA, MaJIOHOBOI'O

289 . . . . S .
§ Kupchan S.M., Britton R.W., Lacadie J.A., Ziegler M.F., Sigel C.W. Tumor inhibitors. Isolation
and structural elucidation of bruceantin and bruceantinol, new potent antileukemic quassinoids from

Brucea antidysenterica// J. Org. Chem. — 1975. — Vol. 40, Ne 5.- P. 648-654.

290 Cumper C.W.N., Leton G.B., Vogel A.L. Physical properties and chemical constitution. Part XL.

The electrical dipole moments of some cyclic diketones / Chem. Soc. — 1965. — P. 2067 — 2072.

291 o
Xpycranes [.I1., CyneiimenoBa A.A., ®aspuios C.J., I'azanues A.M. OkucieHue KETOHOB JIHOK-

CHJIOM CeJICHA B YCIIOBUSIX MUKPOBOJIHOBOTO oOiydeHus //Xumuueckuii xxypHan Kaszaxcrana. -2007. -

Ne 16. -C. 139-141.

292 .
lazanue A.M., ®asbutoB C.J1., Xpycranes [[.I1., CyneiimeHnoBa A.A., Xam3una I'.T., Mynnaxme-

ToB 3.M. MUKpOBOIHOBasl aKTHBALMS B PEaKIHsX OKucieHus //Tesucsl mokin. MesxIyHapomHoOU
Hay4HO-TIPaKTHYecKol KoH(epeHINn «/HHOBAaIMOHHAs POJb HAYKH B IOATOTOBKE COBPEMEHHBIX
TEXHUYECKHX KaJpoBy. - Kaparanna, 2008. - 498-501 c.

293 Xpycranes JI.I1., Cyneiimenoa A.A., Xamsuna I'.T., ®azputo C.[., 'a3anueB A.M., Mynnax-
metoB 3.M. IlpuMepbl MPUMEHEHHsT MHUKPOBOJIHOBOTO OOJIYYEHHUS B PEAKLHIX OKHCICHUs //Te3ucht
ok 1T MexayHap. koH(. «HHOBAalIOHHOE Pa3BUTHE M BOCTPEOOBAHHOCTh HAYKH B COBPEMEHHOM
Kasaxcraney. - Aamarsl, 2008. - 103-106 c.
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1 all€TOYKCYCHOI'O B(I)I/IpOB JUOKCUIOM CEJICHA B CpCJIC BOAHOI'O JHOKCaHa 00-
JIy4€HUEM peaKHHOHHOﬁ CMECHU MHUKPOBOJIHOBBIM H3JIy4Y€HUEM I10 CHCI[YIOHlCﬁ

CXEMCE:

MW 0 O
SeO,, H,O |l
R'—C—CH,—R?> ——— » RI—C—C—R?
- Se

(2.142-2.145)

Brixoasl u (QU3NKO-XUMHYECKHE XapaKTEPUCTHUKH MPOIYKTOB (2.142-
2.145) B cpaBHEHHMHU C JIUTEPATYpHBIMH JaHHBIMU IPECTABJICHBI B TaOJHLE

2.28.

Tabmuma 2.27 — ®U3nKo-XMMHUYECKHE XapaKTepUCTHKHY BemecTs (2.142-2.145)

T.kum. / MM pr. CT. Beixon, % Bpewms peakiuu
Ne
R! R? K. K. MB | K ycm
coex. MB 261 MB 261
yeIL. yCIL MHH q

2.142 Ph H 85/10 97/25 69,2 70 4-5 3-15
2.143 R+ R? = C4Hy 94/2 78/16 22 25 4-5 3-15
2.144 | CH; | COOC,Hs | 72/10 68/9 13 22 4-5 3-15
2.145 | C,HsO | COOC,Hs | 101/10 105/12 19 25 4-5 3-15

B xope uccnenoBanus ObLI0 0OHAPYKEHO, YTO BBIXOJIBI IEIEBIX MPOIYK-
TOB HE IPEBBIIIAIOT OMMMCAHHBIX B JIUTEPAType U1 KOHBEKIIMOHHBIX CIOCOOOB .
OpHaKo, HEOOXOIMMO OTMETHUTh, YTO WHTCHCHUBHOCTH IPOIIECCa 3HAYUTEIHHO
BhIIIe, [I[puMeHeHre MUKPOBOJIHOBOTO OOTYYHHMSI TIO3BOJIMIIO YMEHBIIUTD BpEeMs
peaximu ¢ 4-6 gaco 10 2-4 MuHyT. KonmuecTBa HCXOMHBIX PEarcHTOB Opaich
AQHAJIOTMYHO KJIACCUYECKUM YCIIOBUSM, UTO JIETIAET CPAaBHEHHE KOPPEKTHBIM.

OxwucIiieHue MPOBOAMIOCH B Cpefic HanboIree MOMyIISAPHBIX U ITOAXOISIINX
JUTS TIPOBEIICHUH STOM PEakIK PacTBOPUTEIICH: ITAHOJ, TPET-OYTaHOI, YKCYyC-
Hasl KHCJIOTa, MUOKcaH. Hamimydiie pe3ynbTaThl OBUTH MONYYEHEBI C MPUMEHe-
HUEM JMOKCaHa. DJIEKTPOMarHuTHasi BOCIIPUUMUYMBOCTh TMOKCaHa Mana, 3a 2-4
MUHYTHI OOJTydeHHS OH HE yCIIeBaJl HATPEThCs Jake O TeMIepaTyphl KUTICHHUS.

OTHOCUTENBHO HU3Kas TeMmeparypa peakiuu, meHee 100°C B coueTaHuu co
&
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3HAYUTEJIbHBIM COKpallleHUEM BPEMEHH MpoTekanus peakuuu (1o 180 pasz) cBu-
JeTEeIBCTBYET O TOM, YTO YCKOPEHUE XMMHYECKOH peaku IPOUCXOIUT Onaro-
Japsi cnenu(puIeckoMy HETEPMUYECKOMY MUKPOBOJIHOBOMY 3 dexTy.

Vcnonp3oBaHue B Ka4eCcTBE PAaCTBOPUTENEH OoJiee MONSPHBIX PAaCTBOPH-
TeJel, TAKNX Kak 3TaHOoJI, TPETOYTaHOJI, YKCYCHAsl KHCJIOTa IIPUBOJST K CHIDKE-
HUIO BbIXoga. IlepedncrieHHbIE pPacTBOPUTENH CaMH CIOCOOHBI YIIaBJIMBATH
MHKpPOBOJIHOBOE HM3JIy4E€HHE, YTO CHIDKAET KOJMYECTBO M3IIyYSHHMs, pacXxojaye-
MOTO Ha aKTHBAIMIO peakliuu. B uTore, peakiOHHAas: CMECh OBICTPO 3aKUIAET,
a BBIXOJI JKEJIaeMOT0 TMPOAYKTA PE3KO MagaeT. ITO OOBSICHIETCS TEM, YTO YCKO-
psitolasi crocoOHOCTh TepMHu4YecKuX 3(dexToB Bcerna MeHblIe JeHCTBUS He-
TEPMHUUYECKOTO CHEIU(PUIECKOTO MUKPOBOIHOBOTO 3 (eKTa.

Oco0oe BHUMaHHE XOTEJIOCh OBl YJICIUTh TOMY (aKTy, YTO BBIXOJ IO Ce-
JIeHy, TIPAKTUYECKH BO BceX ciydasx coctamisieT 90-95 %, B To Bpemst Kak BbI-
XOJI TIO BEIIECTBY IIPH OKHCIIEHHN HENpPeelIbHOTO apOMaTH4eCcKOro KeToHa co-
craBisieT 70 %. IIpu OKHCIEHUH TIpeNeNbHBIX COCTUHEHUH (IMKIOTEKCAaHOHA)
BBIXOJI, ¥ B KIIACCHYECKUX YCIIOBHSIX, U B ycsioBusix CBU-o0my4eHus cocTaBiser
19-25 %. Ctonb BBICOKYIO Pa3HHUILy B BBIXOAE IO CEJIEHY U IO BEILECTBY B CIIy-

4a€ MCIOJB30BaHUA MMPEACIBHBIX KETOHOB MBI 00BICHIEM CIEAYIOIUM IMUKJIOM

NIPEBPALLECHUI:
0 OH
- - (D
O—-H H Y o)
A vy~ -H0 2
L 0 — +Se+H,0 (@)
"0 %"\OH TH,0 e 2
H e o
0 o)
Se + A, + HySe (3)
2H,Se + SeO, = 3Se + 2H,0 Q)

Tak Kak peakius MPOTEKaeT B YCJIOBHSIX BHEIIHETO HAarpeBa, TO CEJICH,
oOpazyromuiicst B Xxozne peakuuu (1-2) MOXKeT AeruApHpOBaTh NpeIeNbHbII Ke-
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TOH (HampuMep, IUKIOTeKCaHOH, KaK 3TO MMOKa3aHo B ypaBHeHHH (3)) ¢ oOpazo-
BaHHEM CEJIEHOBOJIOPO/Ia, KOTOPHIH, B CBOIO OY€peb, BCTYNAECT B OKUCIUTENb-
HO-BOCCT@HOBHUTENBFHYIO PEaKIMIO C JUOKCHJIOM cejieHa (4), 4TO NPHBOAUT K
YMEHBIIICHUIO JUOKH[Aa CelleHa U 00pa3oBaHUI0 aM(pOTEpPHOro ceneHa. ITo
03HAuaeT CHIKEHME BBIXOJa XKEIaeMOro MIPOAYKTa U YyCUIEHHE IIPOLIECCOB Jie-
THPUPOBaHMs. YKa3aHHas cXxeMma OOBSCHSET, MoYeMy aleTo()eHOH, KOTOPbIi
HE MOXKET OBITh JETHAPUPOBAH CEJICHOM, 00pa3zyeT MpPOIYKT OKHCIECHHS Me-
TUIBHOM rpymnisl ¢ BeixogoM 70 %.

Kak ciienyer U3 BbIlIECKa3aHHOT'O, OCHOBHBIM (JAKTOPOM, BIIMSIONINM Ha
HU3KUH BBIXOJ NPEICIbHBIX IWKETOHOB, SIBISETCS KOHKYPUPYIOLIAs PEaKIUs
JEeTHAPUPOBaHMsL. Tak Kak peaknusi OKUCICHHS YCKOPSIETCS! MUKPOBOJHOBBIM
00JIy4eHHEM, a PeaKIus ACTHIPUPOBAHUS - TEPMUYCCKU, TO MOXKHO MPEAIOJIO-
XKWUTh, YTO TIPOBEICHHE ITOM peakIMU B PEKUME KOHTPOJIA TEMIIEpaTyphl,
Hanpumep 20°C, mo3BoJIKIO0 Obl YBEAMYUTE BBHIXOA COOTBETCTBYIOLIETO JUKETO-
Ha 1 OCTaHOBHUTH IPOIECCH AeruApupoBanus. K coxaneHHio, OTCYTCTBHE CIIe-
[UAJTM3UPOBAHHOTO OOOPYAOBAHMS HE MO3BOJIMIIO HCCIIENOBATH 3Ty BO3MOX-
HOCTb.

Kak yxe ObUTO cKa3aHO paHblIe, HanOoJee yCHENIHbBIM OKa3ajcs CHHTE3
(ernnrIMOKCcans. Peakius npoBoamniace B cpesie AMOKcaHa ¢ JOOABICHUEM He-
OO0JIPIIMX KOJNMYECTB BOABI. [Iporiecc mpoTekaeT B MIATKUX YCIOBHUSIX MPH MOII-
HOCTH MHKpOBOJHOBOTrOo oOiyuenus 350 Br. Bpems peakuuu cocrasnser 4-5
MUHYT. Konn4ecTBo M COOTHOIIEHHE peareHTOB ObUIO B3sTO 0€3 M3MEHEHHH,
YTO JieTIaeT CPaBHEHNE BBIXOZO0B M BPEMEHH PEAKIINHA KOPPEKTHBIM.

Tak kak (eHWITIIMOKCaNb JIETKO MOJIMMepH3yeTcs, Obula pa3dpaboTaHa
METO/IMKa IOJIy4eHHUs] MOHOTHIpaTa (hEeHUIrIMOKcasl 0e3 BBIIEICHUS TTPOIYK-
Ta. [l1s1 3TOro B peakUOHHYI0 KOJI0y MOCIe 3aBepLICHUs MUKPOBOJIHOBOTO 00-
JydeHus, 100aBIIM HeOOJIbIIOe KOJINYECTBO BOJBI, 3aT€M CHOBA MOABEPralId
MHKPOBOJIHOBOMY OOJIy4EHUIO B T€UCHHUH 3-5 MUHYT. ['opsunM GuiIbTpoBaHHEM
OTAeJIUIN MeTajuueckuil ceneH. [lociie oxilaxkieHus pacTBopa B 0CaJOK BbIIa-
Jan (heHWINIMOKCAIbIUAPAT B BUJie OelbIX KpucTaiuioB. CHHTE3MPOBAHHBIN 110

ONMCAHHOMY METOJY U IEPEKPHUCTAIUIN30BAHHBIA (DEHUITIIHOKCATIBTUAPAT OBLI
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HCII0JIb30BaH B JabHEUIINX CHHTE3ax 2-(penmnmupasuna, 2-

(beHI/IJ'IXI/IHOKcaHI/IHa.

=0
o

C H I ou
oo S
| \
O OH

Hecmotpst Ha To, 4TO B JIMTEpaType ONKCAH yJIOOHBIH METOJ| OKHUCIICHUS
KaMQOpbI IMOKCHIOM CElleHa JI0 COOTBETCTBYIOMIETO TUKETOHa  , 3Ty PeaKiuio
B YCJIOBUSAX MHKPOBOJHOBOTO OOJIyueHHs IPOBECTH He yaajock. HezaBucmmo
OT YCJIOBHH NPOBE/ICHHS PEaKIINH, IOCIe 00pabOTKH peakMOHHOM cMecH, Obliia
BhlIenieHa kamgopa. ectkas kapkacHasi CTpykTypa KamQopsl, OTCYTCTBHUE
BpalIaTeNbHBIX CTEIECHEH CBOOOJIBI €€ aTOMOB, JIeJlaeT ee He CIIOCOOHOM B3au-
MOHeﬁCTBOBaTB C MUKPOBOJIHOBBIM H3JIYYCHHUEM. DTO KOCBEHHO MOATBCPKIAACT
BBIZIBUHYTOE paHee MPEANOIIOKEHHE, YTO OCHOBHEIM (DaKTOPOM, BIMSIOIINM Ha
YCKOPCHUE PEAKIIUU OKHMCJICHUS KCTOHOB, SIBJISICTCS HETCPMHUUYCCKHMA crieiudu-
YeCKUil MUKPOBOJIHOBOM 3¢ dekT.

Takum oOpa3zoMm, Ha IpuUMepe TaKuX KapOOHMWIIBHBIX COCIMHCHUH, Kak
arneTo(eHOH, INKIOTeKCAaHOH, AUATHIMAIIOHOBBIN 3(HUp U 3TWIOBHIH 3(hup arme-
TOYKCYCHOM KHCJIOTHI ObLIa IT0OKa3aHa IPHHUUIIHAAIBHAS BO3MOXHOCTD CHHTE3a
1,2-muKapOOHIIIBHBIX COCIMHEHUH OKHCICHHUEM COOTBETCTBYIOIIMX KapOo-
HWJIBHBIX COGAMHEHHH THOKCHIOM CelieHa B YCIOBHAX MHKPOBOJIHOBOTO OO0JIY-
yeHus1. [IpH 9TOM yIanoch YMEHBIIUTE NPOJOJDKUTEIBHOCT PEakIuu ¢ 2-6 Ja-
coB 710 2-5 MuHYT. COBOKYITHOCTb NIPH3HAKOB, B YACTHOCTH XHUMHYECKas HHEPT-
HOCTb KaM(OpBl B ONMCAHHBIX YCIOBHSIX, CBUIETEIBCTBYET, YTO YCKOPEHUE pe-
aKIMHM ITPOMCXOMUT BCJEICTBUE BIMSIHUS HETEPMHUYECKOTO CIEIH(UUECKOTO
MHKPOBOJHOBOTO 3dekra. Tepmudeckue 3PQPeKTs, HA000POT, WHUIMHPYIOT
MOOOYHYIO PEaKIHIo — ACTHAPHUPOBAHKE TPENeNbHBIX coequHeHni. Heoboxonn-
MO OTMETHTb, YTO CHHTE3 (EHIITIIHOKCANS M €r0 MOHOTHApaTa B YCIOBHSX

MHKPOBOJIHOBOT'O O6J'Iy‘{eHI/IH IO MPOCTOTE MPOBCACHHUA SKCIIEPUMCHTA IPEBOC-

2% White J.D., Wardroop D.J. Sunderman K.F. Camphorquinone and comphorquinone monoxime
//Organic synthesis. - 2002. - Vol. 79. - P. 125-139.
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XOJHUT BCC M3BCCTHBIC KIIACCHYCCKHUEC MCTOAHMKHU M MOXET OBITH PEKOMEHIOBAaH
JJId €0 UCIIOJIb30BaHUsA B J'Ia60paT0pHOM MPAKTUKYMC JJIsL 06y‘I€HI/IH CTYACH-

TOB.

2.5 Hosble MeTOABbI CHHTe3a 2-(eHWINHPA3HHA, 2-(QeHHIXUHOKCAJIMHA,
NMPOM3BOAHBIX 2-aMHMHOTHA30JIa U UX MOAM(UKALMSA B YCJOBHSIX MHKPO-

BOJIHOBOTI'O OGJ'ly'-[eHl/lﬂ

2.5.1 Cunre3 2-penmanupazuHa " 2-QpeHUWJIXHHOKCAJUHA B YCJIOBHAX

MMKPOBOJHOBOIO 00, 1y4eHHs

CoenuHenns, UMEIOIINE B CBOEM COCTaBe MUPA3MHOBBIN ()parMeHT, 10-
BOJILHO IIMPOKO paclpoCTpaHEeHbl B IpUpoJe. B xHBBIX oprann3mMax OMOCHHTE3
MUPa3MHOBOTO KOJIBLIA OCYLIECTBISETCA U3 aMMHOKHCIIOT CEpUH, ajlaHWH, IITy-
TAMHMHOBAs M aclaparkHOBas KMCIOTa . I[THpa3sHHOBOE SPO ABIACTCH CTPYK-
TypHBIM (PparMeHTOM MHOTHX (M3HOJIOTMYECKH aKTUBHBIX COCAMHEHUI INpH-
POZHOTO TPOUCXOXJICHHUS, TaKMX, KaKk NTEPUAMHBI, (oyreBas KuciaoTa (BHUTa-
muH By), pu6odnasun (Butamun B,), amtokcanTun’ "

HIupokuM cneKTpoM (HU3HOIOTHUECKOI aKTHBHOCTH O0JIaIaloT U CUHTE-
TUYCCKHUE TPOU3BOAHBIC ITUPASUHOBOI'O psja. B ux unucno BXOOAT TaKHC U3BECT-
HBIE MEIUINHCKHE Npenaparsl, Kak cynbdoneH (2-mapa-
aMHHO(pEHWICYIb(POHAMUI0-3-METOKCUIIUPA3UH) — CYJIb(GaHWIAMHIMU, TPO-
JIOHTUPOBAHHOT'O JIEHCTBUSL; aMUJl TUpPa3HH-2-KapOOHOBOI KHCIOTHI — HIUPOKO
JNEHCTBYIONMI KOMITIOHET MPOTHBOTYOepKyne3Horo mpemapara «llupasuna-
Mun». Iupoknid CrieKTp aHTEMHUKPOOHOH aKTHBHOCTH OOHapyXeH y 3(upoB
IMPa3HHKAPOOHOBBIX KHCIOT .

[Mupa3uHOBbI (parMeHT MOCITYKUJI OCHOBOMW JJIsl CO3/IaHMsI CAMBIX pa3-
HOOOPAa3HBIX JIEKAPCTBEHHBIX CPEICTB: MPOTHBOANAOETHYIECKHX, B TOM UHCIE

I JICYEHUSA HECAaXapHOTO ,Z[I/Ia6eTa, TUTIOTJIMKEMUYCCKUE ar€HThI, aHTUACTIPEC-

¥ Kpuuencknii JI.A., Karapmuukuii A.JI. MeTo/bl CHHTE3a MPOU3BOHBIX MUPa3HHA. - AllMa-

1oL buTBIM, 2004. - C. 153-196.

¥ Barlin G.B. The Pyrazines. -N.-Y.: Wiley&Sons, 1982. - P. 582.

297 Cheeseman G.W.H., Werstiuk E.S.G. Advances in Heterocyclic Chemistry. —N.-Y.&L.: Academic
Press, 1999. - Vol. 14. - P. 210.
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CaHTHI, TPOMOOIUTHKY, aHTHOMOTHKH, CPEICTBA JUIS JICUEHHS aHAIPOOHBIX MH-
(heKIImiA, peryIaTopsl TUIMIHOIO 0OMEHA, TUYPETHKH H MHOTHE JpyrHe” .

IIpousBoaHbIE MUPA3UHOBOIO psAfa MCHOIB3YIOTCA U B APYTHUX OTPacisiX
HayKU M TEXHUKH, OCOOEHHO HOBBIX B CO3/IaHMH HOBBIX MaTe€pUaJiOB, B TOM YHC-
Jie, B KayeCTBe KOMIIOHEHTOB >KUAKOKPUCTATMYECKUX KOMIIO3UIMH A yiIyd-
LIEHUs YeTKOCTH M IBeTOonepenadu nHGOpMaIuy, B BETHON Kceporpaduu, Kak
9NEKTPOONTUYECKUN MaTepuall, MO3BOJLIIOIUN pPAaCHIMPUTh TEMIEPATyPHYIO
001aCTh CMEKTHUYECKOH (ha3bl )KUIKOKPUCTAIIIMYECKUX COCTABOB.

[IpousBosHbIe MHpa3HHa aKTHBHO MCCIEAYIOTCS ISl CHHTE3a U OMOCKpH-
HHUHIQ DPa3NNYHBIX OWOJNOTMYECKH AKTHBHBIX BEIECTB M HMX KOMIIO3WIIMHL.
Hanpumep, N-okcuas! MPOU3BOAHBIX NMHUPa3HHA UCCIECAYIOTCA Ha aHTHOAKTEpH-
AJIbHYIO0 aKTUBHOCTH 295297

HauGonee pacnipocTpaHeHHBIM METOZOM CHHTE3a IPOU3BOIHBIX MUPA3H-
Ha SABISIETCS peaKlys ACTHIPUPOBAHHUS COOTBETCTBYIOLIMX MUIEpa3suHOB. Peak-
ousl MPOTEKAaeT NMPH OKHUCICHUU THAPOOKHCHIO MAalIafvs B ILENOYHOH cpene
(pH=9-10) mpu 100 °C. Jlyist OKUCIIEHHS IPUMEHSIOTCS TAKXKE U JPYTHE PasIiy-
Hele Kartamuzatopsl (Pt, InyOs, Re,0,, CuCrO, HaHeCceHHBII Ha CHIIMKArenb), HO

TpeOyrome Mpr 3TOM 3HAYHATENFHOTO TOBBIMICHUs TeMmmepaTypsl (350-400

Oc)295-
N
Pd(OH), [ j
=
N N

H

ZIT

BrIxo/pl 11e1€BBIX MPOIYKTOB BapbupytoTcs B mpenenax 35-93 %. Cepb-
€3HBIMH HEOCTATKAMH STHX METOJOB SBIIAIOTCS JUTUTEIBHOCTH IMPOBEACHUSL
MPOIIECCOB, HEOOXOIMMOCTh B MCIIOJIb30BAHUM KAaTAIU3aTOPOB — TSKCIBIX Me-
TaJIOB U UX OKCHJOB, a TaKXKe MPOTCKaHWE MOOOYHBIX PEaKIuil — TepMoje-

CTPYKLIMH.

% CemenoB A.A. Ouepk XMMUM IPUPOIHBIX coenunenuii. -Hoocubupcek : Hayka, 2000. - C. 585-
587.
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Taxke K pacpocTpaHESHHBIM CIIOCO0AM CHHTE3a MPOU3BOAHBIX [THPa3HHA
OTHOCHUTCSl KaTaINTHYECKash KOHAEHCAIMs aMHHOCIHPTOB, HCCIETOBaHHAS, B
YACTHOCTH, KAPAraHJMHCKMMH y4eHbIMH . Cepbe3HOil MPUUYHHON CIepiKHBa-
IolIeH TPUMEHEHUE U Pa3BUTHE STHX METOAOB B JIAOOPATOPHOM NMPaKTUKE SIBJIS-
€TCsl CIIOKHOCTD anmapaTHOro 00ecreyeHus 1 OTPeOHOCTh B BHICOKOKBaIU(U-
IMUPOBAHHBIX CIICHIAIINCTAaX.

OnHUM M3 TEpPCIEKTHBHBIX M MPUMEHSEMBIX JIa0OPaTOPHBIX CIIOCOOOB
CHHTE3a MMPa3UHOB SBIISETCS B3aUMOJICHCTBIE BUIIMHAIBHBIX AUKETOHOB C pas-

JIMYHBIMH BHIIMHAJIbBHBIMH JJMAMUHAaAMMU

Rise=Nop
R /C§N/OH Hy/Ni
NH,OH N R,
i
R~ 20 Ry~ .20 LCH, R, N Ri(Ry)
\?/ SeOy, HyO \(lj/ HN"" "Ry X
CH, ~Se C =
Ry Ry YO Ry N TR,R))

Heo6xoanmo 3aMeTHTh, YTO CTPOSHHE W peaKkIMOHHAas CriocoOHOCTh 1,2-
JMKETOHA ITO3BOJIET MCIOJIB30BATh €r0 B KAYECTBE «CTPOUTEILHOrO OJIOKa» B
Pa3HOOOpa3HbIX XMMHYECKHUX peakuusx. Tak, Hampumep, MyTEM OMNHCAHHBIX B
JUTEpaType MpeBpaieHuid 1,2-TUKEeTOH MOXKET OBITH ITOCIEOBATENbHO IIpe-
BpallleH B COOTBETCTBYIOIIMH 1,2-1MOKCHM. DTa NMpeBpallleHUe ONUCAHO Jaxe
JUTsL BEChbMa MaJIOPCAKIIMOHHOCHOCOOHBIX 1,2-muKkeToHOB. 1,2-J/[HOKCHM XHUMU-
YCCKH, KAaTATIUTUYCCKH WUJIM DJICKTPOKATAIUTUYCCKU MOXKET 6BITB peBpaliIcH B
JIPYTOH «CTPOUTEIHHBII OJIOK» - COOTBETCTBYIOLIUH 1,2-THaMuH.

HpOI/BBOZlH])Ie XUHOKCAJIMHA MPUBJICKAIOT BHUMAHUC YYCHBLIX Ha MPOTI-
XKEeHHH Oojiee copoka jieT. YacTo OHM NPHMEHSIOTCS KaK MCXOIHbIE pPeareHTHI
JUIA JadbHEHIed XUMHYECKOW MomubHKaIM{, HApuMep, IS cuHTe3a N-

299
oxennos™”>" . Ha 0cHOBe IPOM3BOMHBIX XMHOKCAIHHA ObUIH Pa3paboTaHbI HO-

299 ITat. 4,343,942 USA. Novel process for the synthesis of Quinoxaline and benzimidazole-N-oxides
/Issidorides C.H., Haddadin M.J.; omy6:1. 10.08.82.-25 ¢.

* TJar. 4,866,175 USA. Quinoxaline derivatives/ Issidorides C.H., Haddadin M.J.; ony61. 12.09.89. -
23 c.
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BbIC aHTHOAKTEpHAIbHBIC BemecTBa . Takike HA OCHOBE IPOM3BOIHBIX XHHOK-
CaJIMHA OCYIIECTBIISICTCSI CHHTE3 OMOJIOTHYECKH aKTHBHBIX BELIECTB, 00Oiamaro-
IMX IPYTMMH BUIAMM aKTHBHOCTH. ABTOPAMH’ > C IIENbIO OMCKA HOBBIX OHO-
JIOTHYECKU aKTHBHBIX BELIECTB OblJIa M3yueHa PEeakiysi B3aUMOJICHCTBUS YKCYyC-
HOKHCIJIOTO pactBopa 4-0eHzomi-1,2-heHnneHinaMrHa ¢ MpyBaToM HaTpHs B
MHUHHUMaJILHOM KOJIHYeCTBe BOJBI. JKemaeMbIil IpoayKT 00pa3yeTcsi B TeUCHUE 2
Y [IpU KOMHATHO# Temrieparype. JlanbHeinas MoanduKanus MpruBenia K moiy-
YEHUIO MTPOM3BOAHBIX XMHOKCAIMHA PA3IMYHOTO CTPOCHUS], IOKA3aBIINX BbIpa-

KEHHYI0 aHTHOAKTepHaIbHYyI0 aKTHBHOCTb.

o} 0
O H,N H;C N
Ph = Ph
—_—
X
O H,N NaO N

B pasznmene 2.4.5 Hacrosell KHUTH ONUCAH CHOCOO CHHTE3a HEKOTOPBIX
1,2-TUKETOHOB B YCJIOBHSIX MHKPOBOJIHOBOTO OOJydeHHs. DTO MpEBpallcHHE
SIBJISIETCS KIIIOUEBOM M Haubosiee MpPOOJIEMHOW YacThi0 CHHTE3a 3aMEIlCHHBIX
MTUPa3HHOB (XMHOKCAJIFHOB).

3¢ heKTUBHOCTh MPUMEHEHHSI MUKPOBOJIHOBOTO OOJIyUeHHMs JJIsi CUHTE3a

MMMPa3MHOBOIO KOJIbI[a ObLIA MOATBEP)KICHA Ha MPUMEpPE B3aMMOJACHCTBHS (e-

303 304 305
HUJITTIUOKCAIIS C 3TUJICHIUAMHUHOM U OpTO-(DeHUICHIMAMUHOM
@NHZ
4>
(2.135)62 % (2.146) (2.147) 95 %

! Vicente E., Lima L. M., Bongard E., Charnaud S., Villar R., Solano B., Burguete A., Perez-Silanes
S., Aldana L., Vivas L., Monge A. Synthesis and structureeactivity relationship of 3-phenylquinoxaline
1,4-di-N-oxide derivatives as antimalarial agents // Europ. J. of Med. Chem. -2007. -Ne 1. -P.8.

392 Ali M.M., Ismail M.M.F., El-Gaby M.S.A., Zahran M.A., Ammar Y.A. Synthesis and Antimicrobi-
al Activities of some Novel Quinoxalinone Derivatives //Molecules. -2000. -Ne 5. -C. 864-873.

3% Xpycranes JL.IL., Cyneiimenosa A.A., ®aseios C.J1., Tazanues A.M., Myngaxmeros 3.M. Cunres
3aMEILEHHBIX MUPA3UHOB B YCIOBUSAX MUKPOBOJIHOBOro 00ayuenus //M3sectus HAH PK. -2007. -Ne 3.
-C. 22-24.

3% Tazamues A.M., Xpycranes JI.I1., Cyneiimenosa A.A., ®a3suios C.JI. Cunres 2-heHUIIHpasHHa 1
2-(heHIIXMHOKCANINHA B YCIOBUSIX MUKPOBOJIHOBOIO 00ydeHH s //Te3nchl JOKIL. MeXIyHap. HayIHO-
npakTrdec. KoH(. «AMamkonosckue uteHus-2007». -Yerp-Kamenoropek, 2007. - C. 123-124.

3% Xpycranes JI.I1., Cyneiimenosa A.A., ®asbitos C.J1., Mynaaxmeros 3.M. CHHTE3 3aMeIEHHBIX
nupa3uHoB B ycioBusix CBU-00myuenus //Tesucsl qoki. MexayHap. Hayd. kKoH(. « VIII CarmnaeBckue
yreHus». - [laBnomap, 2008. - C. 345-347.
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CunTe3 2-¢peHunmnupa3suHa MPOBOIWICS HECKOIBKUMH criocobamu. B mep-
BOM MPOBOJMJIOCH CMEIIMBAHUE CBEXENEPETHAHHOTO (DEHWITIIMOKCANS C 3TH-
JeHuaMuHOM 0e3 pactBopuTest. [logoOHOe npoBeieHne XUMUIEeCKON peaKkinu
MIPUBOJUT K 00pa30BaHHUIO TEMHO-KOPHYHEBOTO CMOJIOOOPA3HOTO BEIIECTBA, KO-
TOPOE OYEHb TPYAHO IIEPEKPUCTAUIM30BLIBACTCS M3 CMECH OEH30I-
neTposieitHbIi 3¢up. [lonydeHHbIE TIPOMyCKaHUEM XJIOPOBOAOPOaa Yepe3 dhup-
HBIH PAacTBOpP THIPOXJIOPHIBI OUYE€Hb TMTPOCKOIHMYHBI, YTO KpalHe 3aTpyAHSET
U3y4YeHUE UX (PU3UKO-XMUYECKUX CBOMCTB M CTPOCHUSI.

Hawubonee ymoOHbII crocob mnosydeHus 2-(peHWImUpa3siHa 3aKI0Yaics
BO B3aHMOJICHCTBUM pa30aBICHHBIX PaCTBOPOB (DEHHUITIIMOKCANBIUApATa U 3TH-
JIeHInaMAHA B Irokcane. Cpasy 1mociie CMeIIBaHus 00pazyeTcss 0CaIoK Oemoro
1[BETa, MPEANOJOKHUTEIBHO 2-(heHWIIUTHAPOIIUPA3UH, KOTOPBIH IHpH 00Jyue-
HUM BOJHaMM MHKPOBOJHOBOT'O JHala30Ha OKUCISETCS JO COOTBETCBYIOILETO
2-enmmmpasuna. OfHaKo, KaKk mokasan aHamus SIMP-'H crextpa, momyden-
HBI TIPOAYKT CONCP)KUT HE3HAUUTEIBHBIC KOJMYECTBA HETOOKHCICHHOTO 2-
¢denmnaurunponupasuHa. Takum oOpaszom, 1 O6onee 3¢ddekTnBHOrO CHHTE3a
2-(heHnnupazuHa HEOOXOIMMO HCIIONIB30BAaTh PEKOMEHIyeMble ISl STOH LeNn
OKHCITHTEITH: XPOMAT MEJIH, HaTpHMep”

Cunre3 2-QeHMIXMHOKCAIMHA MPOBOAWIICS B3aWMOACHCTBHEM  O-
¢dennnenmamMnia u Genunranokcans (GpeHUITIMOKcaTh THAPATOM) B Cpene
JMOKCaHa PU MUKPOBOJIHOBOM OOJyYEHHMH B TEUCHUH 2-5 MUHYT IPH MOIIHO-
ctu o6myuenus 350 Bt. B orimume ot cuHTe3a 2-(eHwImupasuHa, CHHTE3 2-
(heHMIXMHOKCAINHA MPOTEKAET CTPOr0 XEMHOCENIEKTHBHO C 00pa3oBaHHEM HC-
KIIIOUUTENBHO KEJIaeMOro IPOAYKTa, KOTOPBIH JIETKO BBIJIENSETCS U3 PEaKInOH-
HOM cMecH.

B xoze nccnenoBanus n3ydanach peakiioHHas ClIOCOOHOCTh (heHHIrIH-
OKCaJIsl pa3iIMuyHOro kadecTna. J{Jisi CHHTE3a JKeJlaeMOoro MPOyKTa ObUI UCTIBITaH
HEOYHMIICHHBINH (DEHMITITMOKCAlb, 00pa30BaHHbIIl B X0/I€ PEAKIMH; BbIICICHHbIH
U CBEXKCMEPETHAHHBIA (DCHUIITITHMOKCATb; MOHOTHAPAT (DEHMITIIUOKCANIS, TIPE/-
BapUTEIbHO PAaCTBOPEHHBIA B JMOKcaHe. Bo Bcex citydasix BBIXOJ JKEIaeMOTo
mpoxykra coctaBuan 95 % g 2-genmnmupasuHa uo 62 % g 2-

¢enmmxnHOKcanHa. Hambonee d9ucThIM, 00pa3yercssi MPOAYKT, IONyYeHHBII
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B3aUMOAEHCTBHEM (EHIITIIMOKCAIbMOHOTHIpATa € 3THICHANAMHUHOM ((heHH-
JICHJMaMHUHOM) B CpeJie THOKCaHa.

Wnentnanocts Bemiects (2.135) u (2.147) Obuta moATBEpXJICHA PE3yJlb-
TaTtaMu 3JIeMEeHTHOro aHanu3a, UK, HMP—IH-CHGKTpOCKOHI/II/I. Tak, nmaHHBIC
SAMP-'H-ciexrpockornuu coenurennii (2.135, 2.147) npuBeneHsl B Tabiuie
2.28, ua pucynkax 2.27 u 2.28 npusenensi UK- u  SIMP-'H-criekTps! coemmme-
Hus 2.135 COOTBETCTBEHHO.

HK-cnexTp nupa3suHa UMeeT CIEAYIOIIHe XapaKTepHbIE IMOJIOCHI MOTJI0-
mennst (KBr, em™): 3055, 1661, 1557, 1446, 1392, 1308, 1210, 1179, 1074,
1029, 763, 698.

HK-criekTp XMHOKCaINHA MMEET CIEAYIOMNE XapaKTEepHBIE MOJOCHI IMO-
rnomenns (KBr, em™): 3052, 1611, 1539 , 1485, 1445, 1369, 1308, 12,04,
1155, 1124, 1074, 1047, 1026, 952, 916, 767, 687, 511, 487, 455, 406

Ta6uua 2.28 — Jlanusie cnextpos IMP-"H coemunennii (2.135, 2.147)

2
N
IN:O3 Ji j2
X 3 = 2
Ph N ; Ph N

2.135 2.147
No SAMP-'H cnekTp, o, M.1., B DMSO-d6
cocn. H,; H, Hj Ph
2.135 9,6 ¢ 8,34-8,37 n 8,12-8,17 1 7,57-7,64, 7,84-7,92

7,12-7,16 n, 7,34-7,36 T, 7,40-

2.147 8,5¢ 7,92-7,94 n -
7,44 T

B xopme nccnenoBaHus Obuta ycTaHOBIIEHa 3(PPEKTHBHOCTD NMPHMEHEHUS
MHKPOBOJHOBOTO M3JIyYeHHS JUIL CHHTE3a MUPA3HHOBOTO KOJIbLIA U3 BHLMHAJIb-
HBIX JUaMHHOB U IUKETOHOB. Bpems mpoBeneHus peakiuy yaanoch COKPaTHTb
¢ 4-6 gacoB 110 3-5 munyT. [IpoBeieHne cuHTe3a 2-heHUIXMHOKCAIMHA IPOCTOE
B OCYIIECTBJICHHHU, HE TPeOyeT CIOXHOTO allapaTHOro O(pOpPMIIEHHS U MOXKET
OBITH PEKOMEHJOBAHO JUIsl O0Y4EHHS CTYJICHTOB.
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2.5.2 CuHTe3 U MoAu(UKALMSA NPOU3BOAHBIX 2-aMHHOTHA30JIa B YCJOBHUSIX

MHKPOBOJIHOBOIO 00/ 1y4eHHs

CoenuHeHns paga THa3oja MPHOOpeTaroT Bce Oopliee 3HaYeHUE B (ap-
MAaleBTHYECKOM IPOU3BOJCTBE, ONOXMMUH, TEXHHUKE, KIMHNIECKONH U IKCIEPH-
MEHTaJbHON MeaunmHe. THa3onbHBIA (parMeHT BXOJUT B COCTaB MOJIEKYJ He-
KOTOPBIX IPHUPOJHBIX U CHHTCTUYECKUX OMOJIOTMYECKH aKTHBHBIX COEAMHEHUMH,
HampuMep, aHTHOMOTWKOB Tpymmbl meHHmwUTHHa (2.148), medanocmopuna

(2.149) u BuTamuHa B6 (THaMUHA).

RW/E S IC{z II\JI S
Z 0

O/\OH H,N COOH
2.148 2.149

[ToBbImEHHBI MHTEPEC K NPOW3BOJAHBIM psila THA30JIa INPEXIE BCEro
o0ycioBiieH (hapMaKoJIOTHYeCKH aKTHBHBIMU CBOWCTBaMH MOJIEKYJ, COAEpIKa-
KX THA30JIbHBIH (PparmeHT. OCOOEHHO XOTeNOCh Obl OTMETHThH TMOBBIIICHHBIN
MHTEpPEC, HAIeIINA CBOE OTPaKCHHE B ITATEHTHOW JIMTEpaType, K UcCiIenoBa-
HUIO TPOU3BOJHBIX 2-aMHUHO-4-()CHHITHA30JIa. DTO CBA3aHO C TEM, YTO 2-
amMuHO-4-(QeHuNTHa30 (M €ro IMPOM3BOJHBIE) O0JaNaeT IMUPOYANUIINM CIEK-
TpOM OHOJIOTMYECKOH aKTMBHOCTH M BXOJHUT B COCTaB COOTBETCTBYIOIUX ICH-
CTBYIONIHMX JIEKAPCTBEHHBIX CPEICTB .

Tak, cpean MPOW3BOAHBIX 2-aMHHOTHA30JIa OBLUTH HaWIeHHI (hapMaKoIo-
TMYECKU aKTUBHBIE COJIM, PETyJIUPYIOINE aKTUBHOCTh METaKapHUOILMTOB U MPH-

MCEHSIOIINXCS B TEpAIIUN TpOM6OHI/ITOH€HI/II/I3O7,308.

3% Alajarin M., Cabrera J., Pastor A., Sinchez-Andrada P., Diels—Alder D.B. Reactions of 4-
Alkenylthiazoles: A New Approach to Thiazole Functionalization // J. Org. Chem. — 2007. — Vol. 72,
Ne 6. —P. 2097-2105.
37 TTar. 20040077697 USA. 2-Acylaminothiazole derivative or its salt / Koshio H., Kimizuka T.,
Sugasawa K., Watanuki S., Koga Y., Nagata H., Suzuki K., Abe M.; ony61. 22.04.04.-11c.

TTat. 20080119455 A1 USA. Aryl carbonyl derivatives as therapeutic agents/ Polisetti D., Kodra
J., Lau J., Bloch P., Valcarce-Lopez M., Blume M., Guzel K., Santhosh K., Mjalli A., Andrews R.,
Subramanian G., Ankersen M., Vedso P., Murray A., Jeppesen L.; omy6u. 22.05.08.-7¢.
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R,

N
[ >
S \C—Rl
(2.130) 0]

309
ABTOpamMu

ObUTH W3y4YeHBl 4-3aMelIeHHBIC-2-N-MOHO3aMeIIeHHbIe-
amMuHOTHa30bl. VMK ObUT NIpoBeZeH KOMOMHATOPHBIN CHHTE3 C IPUMEHEHHEM
KJIACCUYECKHX METOAOB OOJBIIOr0 YHciIa MPOM3BOAHBIX, M ObLIa MOAPOOHO
n3y4YeHa 3aBUCHMOCTH TPUPOABI PAJANKAIOB B 4 U 2 MOJOXEHUN Ha Onojorude-
CKYyI0 aKTHBHOCTP ITOJIydCHHBIX COEJMHEHHMH. B wacTHOCTH, M3yueHHe Qapma-
KOJIOTHYECKUX CBOMCTB 2-aMHUHO-4-(peHHITHA301a I0KA3aJI0, YTO 3TO COCIUHE-
HUE TPOSIBIISET BHIPAKEHHYIO aKTHBHOCTH B JICYEHUH Tepriec-BUPYCHOIN MH(peK-
wpn. Panee apropami '’ mokasaHa 5GMEKTHBHOCTh HCIIONB30BAHUS 2-aMHHO-4-
(eHMNITHA30IIa B JIEYSHUH UILIEMUYecKol O0JIe3HN cepala.

[IpousBoaHble 2-(2-rHAPOKCUITUIAMUHO)-4-(DeHMITHA30JIa U HX COJIU

U Cunres

001a1a10T BBIP@KEHHBIM IICUXOTPOITHBIM M CeNaTHBHBIM 3 dexTom
OMOJNIOTHYECKH AaKTHBHBIX BEIIECTB Ha OCHOBE 2-aMHUHO-4-(eHHITHA307a
(2.131)*'? . Pe3ysbTaThl MCCIENOBAHMS TIOKA3Q/IH, YTO TIOTYHEHHBIE ITPOM3BOI-
HBIe 0071aJal0T OMOJIOTMYECKON aKTHBHOCTBIO Pa3HOH HalpaBIeHHOCTH.

Cunte3 N-(4-heHnn-2-Tra3onmn)KkapOooMaToB, Ha OCHOBE 2-aMHHO-4-

1
(ennnTHAsoma omucaH B°-.

Ilomyuennsie kapOomaTsl, 00meil ¢dopmymnoi
(2.132), obmamaoT UMMYHO-MOIYTHPYIOMIEH aKTHBHOCTBIO, MOTYT HCIOJIB30-
BaTbCsl B JICYCHUN XPOHHYECKOTO PEBMATOMIHOIO apTpUTa, BUPYCHBIX 3aboire-

BaHHUH U B I/IMMyHHOfI Tepalru OHKOJOTHYCCKUX 3a00JI€BaHMH. AHaJ'IOFI/ILIHyIO

3% TTar. 6057451 USA. Anti- herpesvirus compounds and methods for identifying, making and using
same/ Crute J., Faucher A., Grygon C., Hargrave K., Simoneau B., Thavonekham B.; omy6u.
02.05.00.-15¢.

319 Ramazanov A., Sorokin V., Krivenko A. Synthesis of substituted cyclohexenylarylamines Chemis-
try and compulational simulation. // Butlerov communications.-2002- Vol.2, Ne 6.-P.237-239.

3! TTar. 4511574 USA. N-(4-phenyl-2-thiazolyl) carbamate derivatives/ Sakano 1., Yokoyama T.,
Kajiya S., Okazaki Y., Tokuda H., Kawazura H., Kumakura M., Nakano T., Awaya A.; omy0u1.

16.04.85.-18c.
312 ITar. 20020022622 USA. Thiazole, imidazole and oxazole compounds and treatments of disorders

associated with protein aging/ Wagle D., Vasan S., Egan J.; ony6a. 21.02.02.-6¢.

3 TTar. 4511574 USA. N-(4-phenyl-2-thiazolyl) carbamate derivatives/ Sakano I., Yokoyama T.,
Kajiya S., Okazaki Y., Tokuda H., Kawazura H., Kumakura M., Nakano T., Awaya A.; omy0i.
16.04.85.-9c.
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aKTUBHOCTH TposiBIH N-3amerieHHbIe-N-(4-(heHn-2-Tra3onuani )KapOaMubl,

OIIMCAaHHBIC paHEC B HaTCHTG314

\%NH XY NN
R
C OR,
(2.131) O (2.132)

CuHTesy, MoIMQUKAMM W H3YYCHUIO KOPPEILLMU «CTPYKTypa-
aKTHBHOCTBY MOCBSIIEHA paboTa’”, IToydeHHbIE aBTOPOM MPOH3BOIHBIEC 2-
amMuHOTHA30Ma (2.133), B YaCTHOCTH MPOW3BOJAHBIC 2-aMHUHO-4-(heHHMITHA301a
00JIaafOT BBIPQKCHHBIM TPOTHBOBOCIANUTENBFHBIMA ¥ aHTHOKCHJIQHTHBIMH
CBOWCTBaMH, CIIOCOOHOCTBIO OJIOKMPOBATh JICHCTBHE pa3IMYHBIX (EPMEHTOB,

Y4acTBOBATH B psifie OMOXUMUYECKUX MPOIIECCOB, HAIIPUMEP B CHHTE3€ MIPOCTO-

Y o (CHz)nN(R ),

(2.133)

TJIaHIUHOB.

16 317
Astopamu ¢}

YCTaHOBJIEHO, YTO coeuHeHus1 oomen Gopmyns (2.133)
MOTYT TPHUMEHSTHCS TPH JICYUSHUH BUPYCHBIX 3a00JIEBaHUN, MMMYHOTEpAIUH

OHKOJIOTHYECKNX 3a00J1eBaHNi, 00J1alal0T HIMMYHOMOAYJIUPYIOINM JAeHCTBUEM

" TTar. 4490393 USA. Thiazolylurea derivatives, a process for preparing same and a pharmaceutical
composition containing same/ Sakano I., Yokoyama T., Kajiya S., Minami T., Okazaki Y., Tokuda H.,
Kawazura H., Kumakura M., Nakano T., Awaya A.; omy6. 25.12.84.-11c.

315 Geronikaki A., Hadjipavlou-Litina D., Chatziopoulos C., Soloupis G. Synthesis and Biological
Evaluation of New 4,5- Disubstituted- Thiazolyl Amides, Derivatives of 4- Hydroxy- Piperidine or of
4-N-Methul Piperazine// Molecules.-2003.- Vol.8. - P. 472-479.

316 TTar. 4501750 USA. Thiazole compounds, a process for preparing same and a pharmaceutical com-
position containing the thiazole compounds/ Sakano 1., Yokoyama T., Kajiya S., Okazaki Y., Tokuda
H., Kawazura H., Kumakura M., Nakano T., Awaya A.; ony6u. 26.02.85.-12c.

37 Tlar. 4391979 USA. Process for the preparation of (2-amino- thiazol-4yl)-acetic acid hydrochloride/
Huwiler A., Tenud L.; ony61. 05.07.83.-17c.
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U CHHEpreTHYecKuM 3((eKkToM BXOIS B COCTaB HEKOTOPHIX (hapMaKoIoTHde-
CKHX KOMIIO3HIMII M KOCMETHUECKHX COCTABOB’ .

CoBpeMeHHbIE HCCIIEIOBAHHSI METOJ0B CHHTE3a M OMOJIOTHYECKOM aKTHB-
HOCTH, TIPOU3BOJHBIX 2-aMWHOTHA30J1a MO3BOJIMIIA BBISIBUTH B PSIy IPOU3BOJI-
HBIX BellecTBa, oduiell popmyisl (2.134) sBistomuecs akTuBaropaMu (hepmeH-
Ta [IIOKOKMHA3b], BAXKHEHIIIEro U3 peryasTopoB MeTabonn3Ma yIiIeBoA0B.

R

!

O S

I )
N/ \N N
H H

(2.134)
319 320
Kak mokazanu nccnenoBaHus” ,, COSIMHEHHUs] HECKOJIBKO Ooliee mpo-
ctoro crpoeHus (2.135) sBisroTCSl aKTUBHBIMM JIOHOpamu okucu azota (1), uto
MO3BOJISIET WX KCIOJNB30BaTh B KYMHUPOBAHWU CEPACYHBIX HPHCTYIOB BMECTO
LIMPOKO PACHPOCTPAHEHHOIO HUTPOTJIMLEPUHA, TePe]] KOTOPbIM H3Y4YEeHHBIE CO-

CANMHCHU UMCIOT MAaCCy NPCUMYIICCTB.

R, S
\
R/N 4<\N |

(2.135)

ONO,

WzydenHble coeanHeHMs 00Naal0T HaOOpOM YHHKATBHBIX (DapMakoio-
THYCCKUX CBOWMCTB TaKUX KaK: CEJJATUBHBIM, CICPKUBAIOIIAM TPOMOOIIUTOOOpA-
30BaHKE, MPEISITCTBYIOT CBOPAUYUBACMOCTH KPOBH, YKPEIUISIONUME CTCHKH CO-
CyIIOB, & TaK)X€ MPOTUBOMHKPOOHBIM, COCYAOPACIIAPSIOIIAM, XHMUOTEPAICB-
THYECKUM, AHTH-TIPOJIU(EPATHBHBIM, AHTH-OKCHIAHTHBIM, aHTH-
abeTHYECKUM U U TeIapHHONOJO0HBIM JICHCTBHEM.

[IpousBonHbIe 2-aMHHOOEH30THA30JIa, 2-aMUHOTETPAruapoOeH30THA30Ia

TAKKXC aKTUBHO HMCCICAYIOTCA U aKTUBHO HCIIOJB3YHOTCA B MelIHHHHCKOﬁ Impak-

¥ TTar. 20050137239 A1 USA. Thiazole derivatives / Hines M., Jones B.; omy6:1. 23.06.05.-6¢.

3 TTar. 20060183718 A1 USA. Thiazole- based nitric oxide donors having aryl substituent(s) and uses
thereof/ Assaf P., Gazaleen-Mariee E., Naveh M.; ony6u1. 17.08.06.-8c.

320 Tar. 7279493 B2 USA. Therapeutic agents useful for treating pain/ Kyle D., Sun Q., Tafesse L.,
Zhang C., Zhou X.; ony61. 09.10.07.-14c.
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THKE, @ METOJIBI X CHHTE3a MOCTOSIHHO pa3pabaThIBAIOTCS U COBEPIICHCTBYIOT-
Cs1, 0 YeM KPAaCHOPEUHMBO CBHJIETEIbCTBYET DSl IIATEHTOR ~- 7 222323
TaK, KOJLIEKTHBOM aBTOPOB™- " Gblia pa3paboTaHa TEXHOIOTUS TOJTy4e-
HUSI U3BECTHOTO MHTMONTOpPA CEPOTOHMHOBBIX PELIENITOPOB, Ipernapara, mpume-
HSIONIETOCs MPH JieueHnn 0oe3nu [lapkuHcona — npamurekcona (2.135a)
(ToproBbie Ha3BaHus «Mirapexiny, «Mirapex», «Sifrol»). mu xe cunTe3MpO-
BaHa OMOJIMOTEKa CTPYKTYPHBIX aHAJIOTOB IIPaMUTIEKCOJIa, TOKA3aBIIUX BBICO-
KYIO OMOJIOTHYECKYIO aKTHBHOCTB. CHHTE3 OB OCYIIECTBIICH 10 KIACCHYECKOM
peakuuu ['aHya B3aUMOIEHCTBUEM COTBETCTBYIOLIETO O-IAJIOTEHKETOHA C aJIKU-
JIMPOBAHHOM THOMOYEBHMHOM KUIISTUEHUEM B Cpelie METaHoa. Bpems peakuuu
cocTtaBwIo 6 4. CHHTE3 3TOT0 XKe Ipenapara o peakunu ['aH4a B3anMoei-
CTBHEM (PTATMMUIHOTO POU3BOTHOTO COOTBETCTBYIOIIETO Napa-aMUHOKETOHA,
osia ¥ THOMOYEBHUHEI 3aaTeHToBaH B 20006 T crieruantucTaMu KpyImHeHIero
(apmaneBTHUecKOTO KOoHIIepHA «Novartis» (LLIBetapus). Peakmus takxe mpo-
BOJIUTCS B KECTKHUX YCIOBHUSX B TCUCHHE NPOJOIDKUTEIBHOTO BPEMEHH.
(@) R,

Hal N

Rl/ > H
HN__NHR ‘ /> H_x,
N

Il
S

(2.135a)

R R,

R1:C3H7; RZ,R3=H (2 1353),

Haubonee mupokoe kak abopaTopHOE, TAK U MPOMBIIUICHHOE paclpo-

CTpaHCHUEC CHUHTE3a MPOU3BOAHBIX 2-aMHHOTHA30J1a MOJy4YnJin 1Ba BapuaHTa

. . 2
TIPOBEICHHs TIOAPOOHO HCCIeT0BaHHOM peakiy ['amua. [TepBriii u3 HUX > 3a-

2! Tar. 20070066588 USA. Benzothiazole cyclobutylamine derivatives / Cowart M., Sun M., Zhao
C., Zheng G.; omy61. 22.03.07.-16¢.

322 ITar. 20040029936 A1 USA. Process for preparation of 2-amino-6 (alkyl) amino-4,5,6,7- tetrahy-
drobenzothiazoles / Pospisilik K., Hoorn H., Peters T., Lemmens J.; omy6a. 12.02.04.-13c.

33 Tar. 6770761 B2 USA. Process for preparation of 2-amino-6 (alkyl) amino-4,5,6,7- tetrahydroben-
zothiazoles / Pospisilik K., Hoorn H., Peters T., Lemmens J.; omy6:1. 03.08.04.-5c.

3% TIar. 1731514 A1 EP. Process for the preparation of Pramipexole/ Sharad D., Sharad B.; omy6u1.
13.12.06. - 7c.

323 Opranunyeckue peakuuu. -M.:MlHoctpannas Jlutepatypa, 1953.- T. 6. - 312 c.
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KITFOYaeTCs B HATPEBAaHWU B TeUCHHE 24 4acoB HA BOMSHOW OaHE CMECH aleTo-
(eHOHa, 012 ¥ THOMOYEBHHEI, YTO MMPUBOANUT K 0OPA30BAHUIO CHIPOT'O MPOIYK-
Ta ¢ BeIxo0M 94 %. [Ipouecc cuHTe3a 3aKI04aeTcs B JBYX MOCIEAOBATENBHO
MPOTEKAIOIINX peaxumxm: TaJIOTeHUPOBAHUE (-YTIIEPOJHOIO aToMa COOTBET-
CTBYIOIIETO KETOHA C MOCJEIYIOIIeH KOHJEHCAIMEeH «-TraJoreHCcoAep Kallero

KEeTOHa ¢ THOMOYEBHHOI, KaK TO MMOKa3aHO Ha MpHMepe aleTo(peHOHa Ha cie-

\H/Ph | Ph
- /\H/
- HI
(0]

JIYIONIEH cxeme:

O
Ph

OH
H,N._ _NH, Ph Ph._ O Ph

T-"7T= =00 =
“H,0
S (0] 2

s” NH, s” “NH s)\

327
ABTOpamu

NH,

OIIMCAHHBIN MeToJ| OB YCOBEPIICHCTBOBAH, U Ha OCHOBE
TeX K€ MCXOIHBIX PEareHTOB YAAJIOCh COKPATUTh BPEMs PEaKIMU O § YacoB.
OCHOBHBIM HEIOCTaTKOM JTHX METONOB SBIACTCS MIUTEIHHOCTh pPEaKIUH,
SHEPro3aTpatkl, pacxo BOAbL.

Bropoii merox’?®,*? sakimouaercs B KHMSYCHUH 0-XJIOPTraJIOT€HKETOHA
Wi 0-OpOMIajJOreHKeTOHAa ¢ THOMOYECBHHOW B Cpelic METaHOJIA B TEUYEHHUE 2-6
yacoB ¢ BbIX0AOM 80-90 %. K cyiiecTBeHHBIM HeIOCTaTKaM 3TOr0 METOJa OT-
HOCHTCS: HEOOXO0IUMOCTh NpeABAPUTEIBHOTO MOJIy4EHUS o-
raJIOTCH3aMEIICHHOTO KETOHA, YTO TPeOyeT pabOThl ¢ BHICOKOTOKCHYHBIMHU Ta-
JIOTCHaMH. A B ClTydyae MOJIYUYCHHS 0-XJIOPKETOHOB HEOOXOAMMO CIICIIHATU3UPO-
BaHHOE 00OPYJIOBaHHE U TINATEILHOE COOJIIOJCHUE YCIOBHUM /Is paboThI ¢ Ta-
30M, SBISIOMMMCS OOEBBIM OTPAaBILAIONINM BemlecTBOM. llodydaembie -
XJIOPKETOHBI TAKXKE SIBJISIOTCS] BRLICOKO TOKCUYHBIMU BEIIECTBAMHU, HAIIPUMED, O.-

XJIOpaUeTO(peHOH, MPUMEHSETCSI CUIIOBBIMU CTPYKTypaMu B KaueCTBE UPPUTAH-

32 Erian A. W., Sherif S. M., Gaber H. M. The Chemistry of a-Haloketones and Their Utility in Het-
erocyclic Synthesis /Molecules. -2003. -Ne 8. -P. 793-865.

37 Liu H.-L., Li Z., Anthonsen T. Synthesis and Fungicidal Activity of 2-Imino-3-(4-arylthiazol-2-yl)-
thiazolidin-4-ones and Their 5-Arylidene Derivatives //Molecules. -2000. -Ne 5. -P. 1055-1061.

32 TTar. 0077697 USA. Thiazole, imidazole and oxazole compounds and treatments of disorders asso-
ciated with protein aging / Wagle D., Vasan S., Egen J.J.; ony6a. 21.02.02.-32 c.

32 Vogel A. Vogel’s Texbook of Practical Organic Chemistry. - New York:5™ Edition, John Wiley
and Sons, 1996. -P. 1153.
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Ta U Jakpumatopa. Heo0XoauMo 3aMeTHTh, YTO TMOIYYEHHE COOTBETCTBYIOIINX
2-aMUHOTHA30JI0B U3 O-XJIOPKETOHOB TPEOYET HMCIOIh30BAHUS BBHICOKOTOKCHY-
HOT0, TI0’)apPOOIaCHOT0 PACTBOPHUTEINS - MeTaHOJIa. Ha OCHOBaHHHU M3JI0KEHHOTO
CJIEIyeT BBIBOJ], YTO KJIACCHYCCKUE METOMBI MOJYYCHHUS 2-aMUHOTHA30JI0B 00-
JIQIAIOT CYIIIECTBCHHBIMH HETOCTATKAMH.

Hamu ** Gpima U3y4eHa BO3MOXXHOCTh IPUMEHEHHUS] MUKPOBOJIHOBOTO 00-
Jy4eHHs JJIs CHHTE3a 2-aMHHO-4-()EHUITHA30J1a U €r0 TOMOJIOTOB 0 PEaKIHU
lanya. YcraHoBJeHO, 4TO 2-aMUHO-4-penmnTuason (2.136) u 2-amuHo-3,4,5,6-
Terparuapoden3orunason (2.137) obpasyrorcs ¢ Beixogamu 92 % u 76 % coot-
BETCTBEHHO NPHU MHUKPOBOJIHOBOM OOJIyUEHHH PEAKIIMOHHONW CMECH, COCTOSAIICH
13 THOMOYEBUHBI, 012 1 arleToeHOHa (IIMKJIOTeKCaHOHA, alleTOHA) B MOJIEHOM
cooTtHomeHun (2:1:1). B kmaccuueckux ycnoBusax Bbexonsl (2.136) u (2.137) co-

craBistioT 94 % u 86 %, a Bemiectso (2.138) He oOpasyeTcs.

H,N NH N 2
~c~ 3 I, .2 M / >\
I NH;

C
I S
o} S (2.136) 92 %
0 N
=z
C H,N NH, \
+ I, + 2 7 ﬂ» \ NH,
I S
S (2.137) 76 %
H,C.__CH; HN___NH,

C + I+ 2 C H;C N
I | MW // )\
o] S —_—

S NH,

(2.138)23 %

B xoze moucka onTUMaIbHBIX 3HAYCHHIA MOIIHOCTH M3JyYCHUS M BpEeMe-
HU PeakiuH, ObLJIO YCTAHOBJICHO, YTO 3(P(PEKTUBHO BO3ICHCTBYET HA CKOPOCTh
Ipoliecca MUKPOBOJIHOBOE M3JTy4eHHe MOIIHOCTBIO 350 BT pu BpemMeHu skcro-

3ULUH 5 MUHYT.

330 Xpycranés J.I1., CyneiimenoBa A.A., ®a3buioB C.JI. Cunte3 2-amMuHO-4-QeHMITHA301a B YCIIO-

BUSIX MHKPOBOJIHOBOTO 00yyenus //KIIX. -2008. -T. 81, Ne 5. - C. 863.
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OcymiecTBUTh CHHTE3 2-aMHHO-4-MeTminThazona (2.138) B ommcaHHBIX
YCIIOBHSIX YAIOCh C BEIXOOM He Ooiee 20-25 %, 9T0, BEpPOSTHO, OOBICHACTCS
HU3KOW Temreparypoil kunenus anetona (56°C), mpuBoisiell K ero ucmape-
HUIO JI0 TOT0, KaK OH BCTYIAeT BO B3aUMO/JICHiCTBUE C HOJIOM.

CrpoeHue MOJyYeHHBIX COEIUHEHHH NOATBepXkJIeHO naHHbiMH WMK- u
SAMP-'H CIIEKTPOCKOIIMH, & TAK)KE DJIEMEHTHBIM aHAJIU30M.

Tak, SIMP-cnekrper (DMSO-d6) 2-amuHO-4-heHmMiTHA30Ma COAEpIKaT
TUIMYHBIE CUTHAJIBI (PEHWIBHON TpynIbl B oonactu 7,23-7,81 M. 1., IPOTOH TH-
a30JIbHOT'O KOJIbLIa 3aIlMChIBAETCS CHHIJIETOM B obOiactu 7,01 M. 1., a IPOTOHEI
AMHUHOTPYIINTEl PETHCTPUPYIOTCS B BHe cuuriera B obmact 7,11 m..'®. Man-
Hele SIMP-cnexrpockonmu coenuHenuit (2.136-2.138) mpuBeneHsl B Tabimie
2.29. UK-criekTp NaHHBIX COCAUHEHHN MMEET XapaKTEPHBIC MOJIOCHI MOTJIONIE-
HUS B cienyronmx obmactsax (v, CM'I): 3431,16; 3137,22; 2857,74; 1623,74;
1508,48; 1336,94; 1191,65; 1042,05; 911,05; 850,24; 771,99, 725,05; 692,74;
533,160

Tabmuua 2.29 — Jlanusie cnekrpos IMP-"H coemunennii (2.136-2.138)

Ph y 3 H,C
N N N
S NH, S S NH, S NH,
2.136 2.137 2.138
No SIMP-'H criextp, 8, m.1., B DMSO-d6
coen. H, H, H; Ph
7,23-727 1, 7,34-7,38 1,

2.136 71lc 701 ¢ - 987781 1
2.137 7,08 ¢ 32T 23 M -
2.138 713 ¢ 7,02 ¢ Lllc -

UK- n SIMP-"H-criektps! coenunenus (2.136) mpecTapieHbl Ha PUCYH-
kax 2.29 u 2.30 cooTBeTcTBEHHO. BpIX0pl, (u3MKo-xuMuyeckne xapakTepH-

CTHKH U PE3yJIbTaThl 3JIEMEHTHOTO aHaJIM3a MpecTaBiIeHbl B Tabmmme 2.30.
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Ta6mnuma 2.30 — Beixoapl, GU3UKO-XMMUYECKHE XapaKTEPUCTHKH U PE3YJIbTaThI

9JIEMEHTHOTO aHanu3a coenuHenuit (2.136-2.138)

Bpems Haiineno, Beruncneno,
T. w1, C° Beixon, %
peaknun % %
Ne Ko Bpyrro-
coex. Ki. Ko yei. | MB ¢dhopmyna
[300] MB [300] MB [300] c H C H
yCIL. yeiI. MUH
q
148-
2.136 148 149 94 92 | 24 5 |161,45|4,47 | CoHgN,S | 61,34 | 4,58
86-
2.137 | 86-87 %7 86 76 | 24 5 | 54,31 6,61 | C;H;oN2S | 54,51 | 6,54
2.138 | 43-45 43 - 23 - 5 142,23 5,15 | C4HgN2S | 42,08 | 5,30
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C menbl0 yCTAaHOBJIEHHS NPOCTPAHCTBEHHOIO CTPOEHMS MOJIEKYJBI 2-
amMuHO0-3,4,5,6-TeTparuapodenzoTrazona (2.137) ObUIO OCYIIECTBICHO PEHTIE-
HOCTPYKTYpPHOE MCCIeJIoBaHHe €ero cTpykTyphl. CTpoenue mosekyinsl (2.137)
MpeacTaBiIeHo Ha pucynke 2.31.

JUIMHBI CBSI3eH M BaNCHTHbBIC YITIbI 6IM3KH K CTAHIAPTHBIM BETHUMHAM >
(Tabmuna 2.32). Uckmodyenue cocrariser ¢Bsisb C2-N1 KoTOpas HECKOJIBKO KO-
podye ueM CTaHIapTHas, BCIEACTBHE TOTO, 4YTO B IMKJIE BO3HUKAET T-
compspKeHHe 3MIeKTpoHHON miiotHOocTH cBs3u C1=NI1 u ammuorpymmsl. Tua-
30NBHBINA MUK MIOCKUH ¢ TounocThio £0,002 A, aMuHOrpynma mpakTHYecKuit
JAEKUT B IUIOCKOCTH JaHHOro 1mkna (otkiaoHenme -0,03 A).  Iluxn
C2C3C4C5C6CT npunnmaer koudopmarmio 4,5-teuct-kpecna (AC,™ = 4,4°).
AtoMm C4 BEIXOIHT U3 INIOCKOCTH OCTAJIBHBIX aTOMOB Ha 0,46 A.

PeHTreHOCTPYKTYpHBIH 3KcniepumeHT. [lapamerprr saeiiku (Tabnmia
2.33) u uHTeHCHBHOCTH 1751 He3aBUCHMBIX OTpaskeHHH coenuHeHus (2.137)
usmepensl pu 20 °C Ha aBTOMAaTHYECKOM YETBIPEXKPYIKHOM JU(PPAKTOMETPE
«BrukerP4» ¢ rpadumueckuM MOHOXpOMaTropoM ¢ ucrnoib3oBaHHeM MoK-
usnydennes  (0/20-ckanuposanme, 20<55°). Kpucramwisl poMOHUeCKHE,
a=13.4561(7), B=14.6365(11), c=8.1348(4) A, o=p=y=90°, V=1602.15(7) A’,
dpe=1,279 Mr/M3, 7=8 (C;7H(N,S). IlpoctpancTBenHas rpymmna Penn.

B pacuerax ucnons3oBaHo 1464 otpaxkeHus: ¢ nHTeHCHMBHOCTBIO [>20(]).
Crtpykrypa pacimudpoBaHa MpsMbIM MeTomoM Mo mporpamme «SHELXS» u
yrouHeHa nonHoMarpudHbiM MHK B aHM30TpOITHOM npHOMMKEeHUH JJIs1 HEBO-
JIOPOAHBIX aToMOB. AToMbl H 3amaBanuch reoMeTpudecku ¥ (PUKCHPOBAHBI 110
Ty «Hae3MHWK». OkoH4arenpHble (akTopsl pacxommmoctn R=0,065,

wR>=0,177. YTounenne reomerpuu poseieHo 1o nporpamme « SHELXL-97».

" PeHTreHOCTpYKTYpHOE MCCIEeJ0BaHHE CTPOeHHs coenuHenus (2.181) ocymecTBiaeHo coB-
MecTHO ¢ K.X.H. TypasioexoBeim [[.M.

32 Allen F.H., Kennard O., Watson D.G., Brammer L., Orpen A.G., Taylor R. Tables of bond lengths
determined by X-ray and neutron diffraction. Part 1. Bond lengths in organic compounds // J. Chem.
Soc. Perkin Trans.- 1987.- Ne 2.-P.S1-S19.
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Pucynoxk 2.31 — IIpocTpaHcTBEHHOE CTpOCHHE MOJIEKYJIbI 2-aMUHO-3,4,5,6-
TeTparuapodenszoruasona (2.137)

Ta6muua 2.32 — [munsl ceaseit (d, A) u BanenTHBIE YIB! (0, TPa) B CTPYKTYpe

(2.137)
Casi3b d VYron ®
S1-C7 1.739(3) C7-S1-Cl1 89.45(12)
S1-Cl 1.746(3) CI-N1-C2 111.0(2)
N1-C1 1.300(3) C7-C2-N1 116.1(2)
N1-C2 1.394(3) C7-C2-C3 122.9(2)
C2-C7 1.343(4) N1-C2-C3 120.9(2)
C2-C3 1.494(4) C7-C6-C5 109.4(3)
N3-Cl 1.356(3) N1-C1-N3 124.3(2)
C6-C7 1.500(4) N1-C1-S1 113.96(18)
C6-C5 1.507(6) N3-C1-S1 121.73(19)
C3-C4 1.504(5) C2-C7-C6 125.3(3)
C4-C5 1.410(6) C2-C7-S1 109.45(19)
C6-C7-S1 125.2(2)
C2-C3-C4 110.6(3)
C5-C4-C3 116.6(4)
C4-C5-C6 118.2(3)
Tabnwma 2.33 — TopcuonusIe yrisi(T, Tpan) B cTpykrype (2.137)

Yron T VYron T
CI1-N1-C2-C7 0.0(3) C5-C6-C7-C2 9.3(5)
CI1-N1-C2-C3 179.2(2) C5-C6-C7-S1 -171.9(30
C2-N1-C1-N3 178.3(2) C1-S1-C7-Cé 0.9(2)
C2-N1-C1-S1 0.7(3) C1-S1-C7-Cé -178.0(3)
C7-S1-C1-N1 -1.0(2) C7-C2-C3-C4 14.0(4)
C7-S1-C1-N3 -178.6(2) N1-C2-C3-C4 -165.1(3)
N1-C2-C7-C6 178.2(3) C2-C3-C4-CS -38.1(6)
C3-C2-C7-C6 -1.1(4) C3-C4-C5-C6 51.0(7)
NI1-C2-C7-S1 -0.7(3) C7-C6-C5-C4 -33.9(6)
C3-C2-C7-S1 -179.9(2)
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Ta6muma 2.34 — Koopaunats! (x10* s Hx10%) atomo crpykrypsi (2.137) B
JIOJISAX STYEHKH

Atom X y z
S1 9009(1) 5870(1) 1535(1)
N1 8630(2) 6579(2) 4350(2)
C2 9649(2) 6407(2) 4290(3)
N3 7210(2) 6404(2) 2702(3)
C6 11059(2) 5821(2) 2534(5)
Cl 8200(2) 6338(2) 2985(3)
C7 9992(2) 6038(2) 2889(3)
C3 10306(2) 6638(2) 5710(4)
C4 11380(3) 6623(4) 5200(6)
C5 11662(3) 5933(4) 4082(7)

2.5.3 Moaudukanus 2-aMuH0-4-peHNITHA30/12 B YCJIOBHAX MHUKPOBOJIHO-

333,334,335
BOr0 00JiyueHuss

Ilo mpuuuHam, TOAPOOHO PACCMOTPEHHBIM B pasienie 2.5.2, MOBBINICH-
HBIH Hay4HBIH MHTEpEC K pa3paboTKe HOBBIX METO/IOB CHHTE3a M IIOMCKY NpaK-
THUYECKH ITOJIE3HBIX CBOMCTB MMPOU3BOIHBIX 2-aMUHO-4-(EeHHITHA30]Ia HEe TepsieT
CBOCH aKTyalTbHOCTH Ha MPOTSDKEHHH Ooiree moiryBeka. OmHaKo, HEOOXOIUMO
OTMETHUTH, YTO aOCONFOTHOE OOJBIMMHCTBO CHHTETHUYECKHX PadoT mo mMommudu-
Kaluu 2-aMuHO-4-(heHnITHa3ona mpoBoauiack 1Mo 2-aMHHOTpyme. Brenenne
KaKnX-I100 3aMeCTUTENIEH B 5-€ MOJI0KEeHNE THAa30JIbHOTO KOJbIa, TAKKe KaK U
N3ydeHHe OWONOTMYECKU-AaKTUBHBIX WM WHBIX IPAKTHYECKH IOJE3HBIX
CBOMCTB, NCCIIENOBAHO HAa BEChMa OIPAaHUYCHHOM YHCIIE IPUMEPOB, UTO OTKPHI-
BaeT IIMPOKHE MEPCIICKTHBHI MCCIIEAOBAHUS CHHTETHUECKHX METOJIOB IOJyde-
HUSL OTHX TNPOJAYKTOB, a TaKKe H3YyYEHUS B3aMMOCBS3U «CTPYKTypa-
AKTHBHOCTBY.

OyHKIMOHANM3ANKS 5-TO TMOJIOXKEHHsI 2-aMuHO-4-(eHnnTnazona (2.136)
MIPOBOANIIACH OPOMHPOBAaHHEM MOJIEKYIIPHBIM OpOMOM B Cpejie pa3nYHBIX

pacTBopHTeENel, TakuxX Kak xjopodopm, 1,4-aMoKcaH, TeTpaxjIopMeTaH, yKCycC-

333 Xpycranés JI.I1. Moaudukanus 2-aMuHO-4-)EHUITHA30IIA B YCIOBUSIX MHKPOBOJIHOBOTO 00JTy4e-
wust // FKOX. -2009. -T. 79, Ne. 3, -C. 515-516.

34 Xpycranes JL.I1., CyneiimenoBa A.A., ®aspios C.J1., Kaxynosa A.H., ['asamnes A.M. Cunres 2-
aMHUHO-5-N-3aMelIeHHBIX-4-(DCHUITHA30JI0B B YCIOBHSX MUKPOBOJIHOBOTO 00J1yueHuUs //Te3UChl TOKIL.
Hayd.-1Ip. KoH}. - Kaparanna, 2008. - C. 40-43.

35 Xpycranés J.I1., Cyneiimenosa A.A., ®asbinos C.J1., [asanues A.M., JKusotosa T.C. Cuntes 2-
aMMHO-5-N-3aMeleHHbIX-4-(DEeHUITHA30II0B B YCIOBUAX MUKPOBOJIHOBOTO o0urydeHus //M3pectus
HAH PK. cep. xum. - 2008. -Ne 5. -C. 18-21.

224



Hasg KHCJIOTa. yCTaHOBHeHO, YTO HaAWIIYYIINM PACTBOPUTEIIEM IJIA PEaKIUU

OpoMupoBaHUs 2-aMUHO-4-(CHIITHA301IA SBIsETCS 1,4-THOKCaH.

Ph TI\\I Br,, nnokcan PhII\\I
)\NHZ ~ B )\NHZ

S S
(2.136) (2.139)

CHHTE3UpPOBAHHBIA  THAPOOpOMHUA  2-aMHHO-5-OpoM-4-heHmnTHa30Ia
(2.139) mpencrapinsu coboi yCTOWYMBYIO Ha BO3yXE, CMOJIONIOJO0HYIO KOpHY-
HEBYIO MacCy, KOTOPYIO B JAIbHEHIINX PEAKIUAX UCIIOIB30BAIN 0€3 OUNCTKU U
BBIJICTICHUSI.

333-335
npoBoaniIaCb aMHUHUPOBAHUCM 2-

HameHeimas MoanpuKarms
aMHHO-5-0pom-4-¢pennnrtrazona (2.139) pa3nuuHbIME BTOPUYHBIME aMHHAMH U

TH/IPA3HHOM B YCIOBHSIX MHKPOBOJIHOBOTO OOJTy4eHHUS MO CICAYIOIICH cXxeme:

Ph
N
/ s
N S>\NH2 )\NHZ
@149 T\ \ Ph N / (2.141)

N
— Br / )\NHZ

S
Ph N e Q. 139)
[\ %
H,N )\NH2 NH;
(2.142)
(2.144) i I
HZN/Q NH-HN )\NHQ

(2.143)
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[Ipn mpoBeneHNMM peakMy aMHUHUPOBAHMS HHU3KOKHUITALIMMH aMHHAaMHU,
TaKUMH Kak MOP(OIIMH, MMIEPUINH U THAPA3HUH, B POJIM PACTBOPHUTEINS BBICTY-
TIaJl IECSITUKPATHBIA MOJIBHBIM N30BITOK aMHHA. DTO TaK)Ke UCIIOJIB30BAIOCh JIIS
TOro, 4YTroOBl TEpeBECTH THAPOOPOMHI 2-aMHHO-5-0poM-4-(eHnnTraszona
(2.139) B ocHOBaHue U JyIsl CBSI3bIBAHUSI 00PA3YIOIIErocs B X0/1€ aMUHUPOBAHHUS
O6pomoBonopona. Takum 00pa3oM, MPOLYKT PEaKLUH OCTAaeTCS B PacTBOPE, 4TO
3HAUMTEIBHO OOJIer4aeT ero BhlJeJeHHe. B mpomecce mondopa onTUManbHBIX
YCJIOBHM peakiMy Haii/IeHO, YTO HAWIYYIIMMH SIBJISETCS COYETAHUE MOIIHOCTH
MHUKpPOBOJIHOBOTO oOyuenus: 70 Bt npu Bpemenun oGnyuyenus: 7-10 munyT. BbI-
XOJbl, (PU3UKO-XUMHYECKHE XapaKTepPUCTUKH U AaHHBIC HJIEMEHTHOI'O aHAIIN3a

coenuaeHuit (2.141-2.145) npeacrasiens: B Tadm. 2.35.

Tabnwma 2.35 — Berxozpl, pU3UKO-XUMHYECKUE XapaKTePUCTHKH U Pe3yIbTATHI

9JIEMEHTHOTO aHalin3a coenuuenuit (2.141-2.145)

Ne Beixon, % Haiterto, BpyrTo- Beruucneno, %
T. mn., C° %

coet K. yen.™® | MB C H thopmyna C H

1 2 3 4 5 6 7 8 9
2.141 205 41 37 | 59,10 | 5,85 | Cy3HisN3OS 59,74 5,79
2.142 193 50 41 | 64,77 | 6,43 Ci4H7N3S 64,83 6,61
2.143 | 105-107 - 42 | 56,70 | 4,32 CisH16N6S2 56,82 4,24
2.144 195 - 35,5 | 56,47 | 4,81 CyHgN3S 56,52 4,74
2.145 65-70 - 49,6 | 67,91 | 6,04 CroHz0N4S 67,83 5,99

CTpOeHI/Ie TMMOJTYYCHHBIX COG}II/IHCHI/IFI OJHO3HAYHO TMOATBECPKAAIOT PpE-
symbrathl IMP-'"H 1 MK-criektpockommn. MK-criextp Bemectsa (2.141) (pucy-
HOK 2.32) ormnmmyaercs ot MK-cmektpa mcxomHoTOo 2-aMuHO-4-(eHMITHA3011a
(2.136) HanMuEeM XapaKTEePHBIX MOJOC IMOTIOMEHUS MOP(HOIUHOBOTO KOJbIA
(CH-Ban), cootBeTcTByIOmHUX mmukaM 2964, 2909, 2857, 2891 em”. Taxxe VK-
CIIEKTP COASP>KUT TUITUYHBIE IUISI HCXOIHOTO COSIUHEHUS MOJIOCH! MOTIIOECHHS
3388, 3279, 3141, 1626, 1531, 1326, 898, 848, 771, 525 cm™ '

3¢ TIar. 20040077697 USA. 2-Acylaminothiazole derivative or its salt / Koshio H., Kimizuka T.;
omy61. 22.04.04.-19 c.
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SAMP-'H-ciexrp (DMSO-d6) Bemectsa (2.141) (pucyHox 2.33) cozmep-
KHUT TUIUYHBIC CUTHAIBI (EHMIIBHOI Tpymmsl B obnactu 7,23-7,81 M. 1., a mpo-
TOHBI aMHMHOTPYIIIBI PETUCTPUPYIOTCS B BHJE cUHINIETa B obsactu 7,11 M.
[IporoH THa30JbHOTO KOJBLIA B BHJE CHHIJeTa B obmactd 7,01 M. mcyeszaeT u
nposiBisieTcs: MOp(OIMHOBBIH (parMeHT B odsactu 2,72-2,75 u 3,70-3,73 m. n.
B BHJIC ABYX TPUIUIETOB' .

JlanHbie HMP-IH-CHeKTpOB coenuHeHui (2.141-2.145) npuBencHBI B TaOIHIIE
2.36.

Tugpasun (70 %-ruapasuH TUApPAT) B peakiyu ¢ 2-aMHHO-5-OpoM-4-
(EeHMITHA30JI0M NPHUBOAWI K OOpa30BaHUIO CHUMMETPUYHOIO IPOAYKTa AM3a-
memeHuss — 1,2-N,N-nu(2-amuH0-4-penmn)ruapasnaa (2.143). YcranosieHo,
YTO MPOBEICHNE THAPA3UHOIN3a B TAKUX pacTBOpuTeNsax kak [IM®PA, nupuius,
U30IIPONMIIOBBIN CIMPT HE U3MEHWIN HAlPaBJICHUE TEUECHHS PEaKItu.

Tak Kak ucronb30BaTh M30BITOK aHAOA3MHA B KAUECTBE PACTBOPHUTEINS J0-
poro u He3hPEKTUBHO, TO AIKWIMPOBAHHE MPOBOIWIOCH B CpEIE MUPHINHA.
YcnoBusl MPOBEICHNST PEaKIUH W BBIICJICHHS MPOAYKTa aHATOTHYHBI JUIA CO-
enuHeHui (2.141-2.144). IIpoxyxkr (2.145) npencrasinsier co00# CBETIO-KENTHIE
KPHUCTAJIJIbI, BO3TOHsIONIEECH B quanasone 65-70 °C.

SMP-'H crextp coemunenus (2.143) (pucyHok 2.36) COAEPIKHT TOIBKO
CUTHAJIBl MYJIBTHIUIETa OCH30JBHOTO KOJblla B obmactsix (6, M. 1.) 7.3 (M, 3H,
Ph); 7.7 (M, 2H, Ph) u ne undopmaruser s paciiupoBKU CTPYKTYpPHI. 3aru-
CaHHBIH Macc-criekTp (pucyHok 2.37) maéT mosekyispHsii muk (M'/z) =382.
Taroke ObUM WISHTUQHUIUPOBAHBI XapakTepHbsle ockosku: Ph (77); 2-
amuHoTHazon (99), 2-amuHo-4-penmnrnazona (176) u eme psx GpparMeHToOB,
TIOJTHOCTBIO MOATBEPKIAOITNE CTPYKTYpY 1,2-N,N-au(2-amuno-4-
benmnTrazonm)ruapasuna (2.143).

UK-cnektp npoxaykra (2.143) (pucyHok 2.35) moATBep)KAaeT HaIuuue
MIEPBUYHON aMHHOTPYIIIBI, OEH30bHOTO KOJIbIA M TIOJIOC MOTJIONMICHNUS, THITHY-
HBIX JUIsi THa3oidbHOro kosblia (3443, 3380, 2800, 1623, 1521, 1330,1162,
1067,850, 695 cm™).
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Ta6muua 2.36 — Jlanusie cnextpos IMP-"H coemmnennii (2.141-2.145).

Ph
N
/ )\ 1
NH
R S 2
No SIMP-'H cnektp, 8, M., B DMSO-d6
coejt. H, R Ph
2141 | 6s3e 2,72-2,75 1 (-CH>-N-CHy-), 720-7,23 1, 7,34-737 1, 8,07-
3,70-3,73 1 (-CH,-O-CH>-) 8,09 n
2 2- 8,14
2142 | 685¢ 1,47-1,53 m, 1,66-1,74 m, 2,79 7.231,7.3 7’; o m, 8,09-8,
2143 | 6850 ] 7,3 (, 3H, Ph), 7,7 (m, 2H,
Ph)
7.20-723 1, 7.34-7,37 1, 8,07-
2144 | 683c¢ 7,02 ¢ VLA LRI ©,
8,09 1
2145 | 6gsc | ATLS3ML66-LTAM 279 80, [ 7207237, 7.34737 1, 8OT-
8,5n 8,09 n
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2.6 HoBble MeTOaBI MpOBeAeHUs peakuuy BuxknHeid B yCJOBUSIX MHUK-

POBOJIHOBOTO 00JIy4eHUs

Hecmotps Ha TO, uTO BHepBble cuHTe3 3,4-auruaponupuMuand-2-(1H)-
OHOB (-THOHOB) OBLT MPOBEAEH WTANBIHCKIM yueHbIM P. Biginelli 6omee Beka
Hazaz, B 1893 roxy, 3Ta peakiys Mo npexHeMy IpUBIEKaeT aKTUBHBII HHTEpeC

HCclienoBaTene 337,338,3

3939 B nepeyio odepess 3T0 06YCIOBICHO CTPYKTYp-
HOW ONU30CTBHIO MPOU3BOAHBIX 3,4-muruaponupuMunut-2-(1H)-oHoB (-THOHOB)
C W3BECTHBIMH OJIOKATOPaMH KaJIbIIMECBBIX KAaHAIOB |,4-TUTHAPOTUPUANHAMH,
YTO TO3BOJBLIO OXKHUAATh OT HHUX TPOSBICHUS AaHTUTHIICPTCH3UBHBIX CBOMCTB.
JlaHHOE OXWJaHWE HAIUIO 3KCHEPHMEHTAIbHOE NOATBepXkJaeHHe. OIHUMHU U3
3¢ (EeKTUBHBIX aHTUTUICPTCH3UBHBIX MPENapaToB, MPUMEHIEMBIMH B MEIUIIIHE
JUTSE JICYCHUS CePACUHO-COCYUCTRIX 3a00eBanuil, sipistorest SQ-32296 (2.146)
341,342,343 u SQ-32547. OnnHako, 6oJee TIIATEIFHOE U3YYCHHE OMOJIOTHYCCKH aK-
TUBHBIX CBOWCTB TMO3BOJWJIO DACHIMPUTH O00JacTh MPUMEHEHUs 3,4-
JUTHIPOTIMPUMHIMHOHOB (-THOHOB). Tak B MEIMIMHCKYIO TPAaKTHKy BBEACH

ankamony Batzelladine (2.147), sBusroummiicss mpemapaToM, MPUMEHSIOIIHMCS

npu nedennn BUY-undexnuu. [lepBoHayanbHO OH OBLT BBIIENICH U3 MOPCKOU

337 Kappe C.O. 100 years of the biginelli dihydropyrimidine synthesis //Tetrahedron.- 1993. - Vol.

49, Ne 32. - P. 6937-6963.

338 Kumar P.B.R, Sankar G., Baig N.R.B., Chandrashekaran S. Novel Biginelli dihydropyrimidines

with potential anticancer activity: A parallel synthesis and CoOMSIA study // European Journal of Me-
dicinal Chemistry. -2009. — Vol. 44, Ne 10. — P. 4192-4198.

3 Debache A., Amimour M., Belfaitah A., Rhouati S., Carboni B. A one-pot Biginelli synthesis of
3,4-dihydropyrimidin-2-(1H)-ones/thiones catalyzed by triphenylphosphine as Lewis base // Tetrahe-

dron Letters. — 2008.- Vol. 49, Ne 42. —P. 6119-6121.

340 Quan Z.J., Da Y.X., Zhang Z., Wang X.C. PS-PEG-SO3H as an efficient catalyst for 3,4-

dihydropyrimidones via Biginelli reaction //Catalysis Communications. -2009.- Vol. 10, Ne 8. - P.

1146-1148.

34l Russowsky D., Benvenutti E., Roxo G., Grasel F. Multicomponent Synthesis of 3,4-

Dihydropyrimidin-2-(1H)-Ones with a Cu/Silica Xerogel Composite Catalyst// Letters in Chemistry.-

2007.- Vol.4. -P. 39-42.

2 Jauk B., Pernat T., Kappe O. Design and Synthesis of a Conformationally Rigid Mimic of the Di-

hydropyrimidine Calcium Channel Modulator SQ 32,926// Molecules.-2000.- Vol.5. - P.227-239.
Schnell B., Strauss U., Verdino P., Faber K., Kappe C. Synthesis of enantiomerically pure 4-aryl-

3,4- dihydropyrimidin-2(1H)-ones via enzymatic resolution: preparation of the antihypertensive agent

(R)- SQ 32926// Tetrahedron.-2000.- Vol.11. -P. 1449-1453.
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ryoku Batzella sponge, BIOCIEICTBHH CHHTE3HPOBAH HCKYCCTBEHHO =

[pencraBurens psna 3,4-nuruaponupumuani-2-(1H)-tuonoB  «Monastrol»
(2.148), mpuMeHsieTCs KaK CPEJICTBO, PETYJMPYIOLIEe MHTO3, M HCIOJIB3YeTCs
npu aedennn BUY-uabeknun u Ui JeYeHUs] OHKOJOTHIECKUX 3a00JIeBaHni.
N3yueHne 3aBUCHMOCTH «CTPYKTPypa - aKTHBHOCTB», IIOMCK HOBBIX, Ooiee 3¢h-
(EeKTHBHBIX TPENapaToB, TAKKE KaK M METOJOB MX CHHTE3a, IOCTOSIHHO IIPO-
nospkaercs. Tak, Ha ocHOBE «MOHOCTPOJIa» K HACTOSIEMY BPEMEHU XUMUKaMU
TOJIbKO (DapMarieBTHUECKOro KoHIlepHa «Bayer» cunTesnpoBaHo Oonee 240
CTPYKTYPHBIX aHAJIOroB «MOHOCTpOJIa», MPOSBUBIINX BBICOKYIO IPOTHBOOIY-
XOJIEBYI0 aKTHBHOCTb. B HacTosIee Bpemsl aKTUBHO H3y4aeTcs BO3MOXKHOCTb
VX MEIMITHHCKOTO TIPHMCHEHHS .

B umcnme mMpoOKO pacmpoOCTpaHEHHBIX IPErnapaTroB Tpymmbl  3,4-
quruaponupumMuanH-2-(1H)-oHoB B KadecTBe aHTHOAKTEPHAIBLHOTO CpEICTBA
AKTUBHO TPHMEHACTCS S-3TOKCHKApOOHMI-6-MeTHI-4-(5-HUTpOobyphypri-2)-

3,4-muruaponupumunnH-2(1H)-on  nelicTByromuii MHIrpenneHT mpemnapara

«Hutpanuny.
NO, OH
H H
N
i-PrOOC CONH ‘ J\ y, EtOOC
N ? H;C N N "CoH s NH
| i |
/K (2.147)
H,C N o) H;C N S
H H
(2.146) (2.148)

344 Cohen F., Overman L. Enantioselective Total Synthesis of Batzelladine F and Definition of Its
Structure// J Am Chem Soc.-2006.- Vol. 128, Ne 8. — P. 2604-2608.

5 Kapadia M.A., Patel M.M., Joshi J.D. Coordination polymers of Ln(III): Synthesis, characteriza-
tion, catalytic and antimicrobial aspects // Inorganica Chimica Acta . —2009. - Vol. 362, Ne 9. - P.
3292-3298.
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[Momumo nepeuncieHHoro, B psany 3,4-nuruaponupumunus-2-(1H)-onos
(-THOHOB) OOHapy)KeHbI BelecTBa O0JaJaloNIMe BBHIPAKEHHOW aHTHOAKTepH-
aNbHOM, aHTHOKCHJIAHTHOM, aJJpEeHOPELEITOPHON U MHOTMMH APYTHMH TOJIE3-
HBIMH BUIAMH GHOJIOTHYECKOH aKTHBHOCTH .

Kak moxxHO BHzeTs, mpemapaTsl psama 3.4-muruaponupumunni-2-(1H)-
OHOB (-THOHOB) SIBIIIFOTCS] IPOMBIIINIEHHO BOCTPEOOBAaHHBIMU TPOIyKTaMH, 00-
JIAJIAIONIMI BBICOKUM KOMMEPUYECKHM IOTEHIMAIOM. DTO OOBSICHSET OIPOMHOE
YUCIIO PaboT, MOCBALIEHHOE Pa3pabOTKe M yCOBEPIIEHCTBOBAHMIO METOIOB HX
cunre3a. Cunre3 3,4-gurugponupumuanH-2-(1H)-oHOB (-THOHOB) MPOBOIHUTCS

B3aPIMOJ.'[eI7[CTBPIeM COOTBCTCTBYIOLICTO aqmpa aHCToyKCYCHOﬁ KHUCJIOTHI, aJIbacC-

Truaa 1 MOYCBHHBI (TPIOMO‘IeBI/IHLI) KaK 9TO YKa3aHO Ha CXCMC:

Ry
H (0]
H,
H;C C_ 29 HN NH.
\ﬁ/ \?/ . 2 \”/ 2 +
R,00C

O OR, o) 1 NH

Ry | /K

HsC N X

H

Ho ycioBus npoBeneHHs 3TOM peakuuud MOTYT OBITh CAaMHMH Pa3HOO0-
pa3HbMU. OOBIYHO UCTIONB3YETCS AIUTENFHOE KUIISTYCHUE NCXOIHBIX PEareHTOB
B Cpejie TOJAPHOrO BHICOKOKMIIAIIEr0 PacTBOPHTEIS . B KauecTBe KaTam3a-
TOpa WCIONB30BaNM JOCTYIIHBIE COJISTHYIO M CEPHYIO KUCIOTHL. Hecmorps Ha
Ka)KyLIYIOCsl IPOCTOTY, 3TOT METOJ UMEET ABa HEAOCTATKA, CACPKUBAIOIINX €r0
MIPOMBILIIICHHOE ITpUMeHeHne. CHHTE3UpOBaTh TAKMM CIIOCOOOM MOKHO TOJIBKO
TEPMUYECKH U KHUCIOTO-yCTOWYMBBIE NMPOAYKThl. CoNgHas M cepHas KHUCIOTHI
TpeOyIOT YTHIM3aluK M 00JIalal0T CHIBHBIM KOPPO3UPYIOIINM JIEHCTBHEM, YTO
MIPUBOJMT K paspylleHuto obopynoBanus. [lo3nHee HeopraHWM4ecKue KHCIOTHI

OBLIN 3aMEHEHBI OPraHn4eCKUMU KUCIIOTAMMU: HOHeHHHCYﬂLq)OHOBOﬁ, napa-

346 Kappe C. O. Aryldihydropyrimidines via the Biginelli Coondensation: Aza-Analogs of Nifedipine-
Type Calcium Channel Modulators //Molecules. -1998. -Ne 3. -P.1-94.
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Tonyoncyb(okucioToir’ ! . Peakiuu, MPOBOAMMBIE B THX YCIOBHSX, 3aBEp-
mrarores 3a 3-12 gaco. Bpems onpenensiercss TeMnepaTypoil KUIIEHUST pacTBO-
PHTEIS ¥ PEaKIMOHHON CTIOCOOHOCTBI0 KOMIIOHEHTOB.

BBICOKYI0 KaTalWTHYECKyI0 aKTHBHOCTH IIOKa3add KHCJIOTHI JIbromca.
Hapsnay ¢ xiraccmueckumu rajoreHHaaMu TsDkenbix metamioB (Bi, Cu, Sn...)
eme 0ojee BBICOKYIO KaTAIMTUYECKYI0 aKTHBHOCTH ITOKA3alM TPUQTANATHI TEX
Ke MeTa/uioB” . B 3aBHCHMOCTH OT IIPHPOJIBI KATAIN3aTOPA PEAKIUS IIPOTEKAET
KaK NpU KUIISTYEHUH, TaK U NPH KOMHATHOW Temrneparype. OOblYHOE 3HaYCHUE
BPEMEHU peakuu cocTaBisieT 3-12 gacoB. HegocTatkoMm 1aHHOrO MeTona sBJs-
eTcsi He0OXOMMOCTh OYMCTKH KOHEYHOTO MPOJYKTa, KOTOPBIM, KaK IpaBuIIo,
UMEET MEIUIMHCKOE HA3HAUYCHHWE OT COJNEH TSDKENBIX METAUIOB, KOTOpBIE
OOBITHO OYCHb TOKCHYHBI.

Hawmnyuriieli kaTaJTUTHYECKOH aKTHBHOCTHIO OOJIJal0T TaJOTCHUIBI U
TpudTaIaThl peAKO3eMeNIbHBIX MeTa/LTOB: JaHTaHa (III) u urtepOus (III)34°. He-
CKOJIbKO XYK€ KaTaJNTH4ecKas aKTHBHOCTH cojed nepus (IV). Peakuus, kara-
JU3UpyeMas MEePeUUCIICHHBIME COJISIMH PEIKO3EMENbHBIX METAUIOB, 3aBeplla-
ercs ¢ BeIxoaoM 95-99% (1) 3a mpomexyTok Bpemenu ot 30 cekyHa a0 15 mu-
HYT NpH KOMHATHOH TeMIlepaType B cpele TeTparuapodypaHa WIH HHOTO
uHepTHOTO pacTBopuTend. Ilo mokaszaTensiM BpeMeHH CHHTE3a U BBIXOJla KOHEY-
HOTO TIPOAYKTa, KaTalu3 COJNSIMH PEIKO3EMEIbHBIX METaJIOB SBJSETCA
HaWIy4lIMM U3 OMMCaHHBIX COCO00B cuHTe3a 3,4-auruaponupuMuani-2-(1H)-
OHOB (-THOHOB). EINMHCTBEHHBIM €ro HEIOCTATKOM SIBIISIETCSI BBICOKAs CTOM-

MOCTBb COOTBETCTBYIOIIIUX KaT.‘%lJ'II/B21T0p0B349’350’35 ! .

7 Sharma S., Gogoi P., Konwar D. A Highly Efficient and Green Method for the Synthesis of 3,4-
Dihydropyrimidin-2-ones and 1,5-Benzodiazepines Catalyzed by Dodecyl Sulfonic Acid in Wa-
ter//The Royal Society of Chemistry.-2006.-P. 112-127.

8 Suzuki L., Suzumura Y., Takeda K. Metal triflimide as a Lewis acid catalyst for Biginelli reactions
in water // Tetrahedron Letters. -2006. — Vol. 47, Ne 45. - P. 7861-7864.

9 Zhu J., Zhang M., Liu B., Li X. New Ytterbium Complex- catalyzed Multicomponent Reactions for
Synthesis of Dihydropyrimidines: [4+2] Cycloaddition vs. Biginelli Type Reaction// Chemistry Let-

ters.-2009.- Vol.38, Ne 1.- P.56.

3% Zhang M., Li Y. Facile One- Pot Synthesis of 3,4-Dihydropyrimidin-2(1H)-one Catalyzed by

Zn(NH,S0s),// Synthetic Communications.- 2006.- Vol. 36, No 7.-P.835-841.
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OnHUM M3 COBPEMEHHBIX OPraHMYECKHX KaTalU3aTOpPOB SIBIISFOTCS WOH-
HBIE KUIKOCTH, Harpumep Tpudrtanatr mMetmiumuiazonus ([Hmim] Tfa). Bos-
MOXHOCTb 110JI00pa KaTHOHHOTO M aHWOHHOTO (hparMeHTa MOHHOW >KHJIKOCTH
MO3BOJIICT TMOJNYYUTh KaTaIM3aTop C JIOOBIMH  JKeJaeMbIMH  (DPHU3HKO-
XMMHYECKHMH CBOMCTBAMH, B TOM YHCJIE TIO3BOJISIET PEryIHPOBATh KaTaluTHIe-
CKyI0 CHOCOOHOCTh. VICronp30BaHNE KaTaIMTHYECKUX KONMYECTB TpudTanzara
Metmwinmunazoius ([Hmim] Tfa) B cpene terparuapodypana no3BoiisieT npose-
CTH CHHTE3 S5-3TOKCHKapOOHMI-6-MeTHI-4-(eHunII-3,4-TUruIponupuMKIIH-
2(1H)-ona B Teuennu 30 MHHYT TIpU TeMIepatype peakimonuoi cmecu 50°C ¢
BbIX0ZIOM 95%. B HacTtosiee BpeMs 3TO OJHM U3 CaMbIX MaJOU3y4YCHHBIX, Nep-
CTIEKTHBHBIX i HHTEHCHBHO HCCIIEIyeMbIX KATATH3aTOPOB’ .

3.4-Murunponupumuana-2-(1H)-oHBl (-THOHBI) SBISIOTCS XUPaJIbHBIMH
MOJIEKyJIaMH, 00JIaIatoline pa3HON CTENEHBIO BHIPAKEHHOCTH OMOJIOTHYECKOM
aktuBHOCTH. Hampumep, R-sHantromep SQ-32296 obnamaer B 400 pa3 60i1b-
IIMM aHTHTHIIEPTEH3UBHBIM 3((PEKTOM IO CPaBHEHHIO C S-DHAaHTHOMEPOM.
[Mpumenenne XupajabHBIX KaTaJM3aTOPOB aBTOPaMH psifa paboT IMO3BOIMIO J0-
BUTHCS CTEPEOCEeKTHBHOTO CHHTE3a XKeIAeMBIX SHAHTHOMEPOB .

OnHolt U3 COBPEMEHHBIX TEHACHIMH IUIAHUPOBAHUS U Pa3pabOTKH Mpo-
MBIIIJIEHHO OPHEHTHPOBAHHBIX TEXHOJIOTUH — 3TO MPOBEIACHUE XUMUIECKUX Pe-
aKIMM B OTCYTCTBHE pacTBoputeis. [Ipexkne Bcero, 3To CBsI3aHO C BO3MOXKHO-
CTBIO OTKa3aThCsl OT SKOHOMHYECKUX HM3JIEPKEK M IKOJOTHUECKUX PUCKOB, CBS-
3aHHBIX ¢ pacTBopuTeneM. OTHUM M3 HHTEPECHBIX CIIOCOOOB peaIn3aliy 3TOro
HalpaBJICHU SBIISIETCS IPOBEACHHUE PEAKIMN Ha IOJUIOKKe. Tak, OMHMCaHbl CIIo-

co0pr cuHTe3a 3.4-murnaponupumMunni-2-(1H)-oHoB (-THOHOB) 63 pacTBOpH-

! Russowsky D., Lopes F., Silva V., Canto K., D’Oca M., Godoi M. Multicomponent Biginellis Syn-

thesis of 3,4-Dihydropyrimidin-2(1H)-ones Promoted by SnCl,.2H20// Sociedade Brasileira de Quim-
ica.-2004.- Vol.15, Ne 2.- P.165-169

352 Dabiri M., Salehi P., Baghbanzadeh M., Shakouri M., Otokesh S., Ekrami T., Doosti R. Efficient
and Eco — Friendly Synthesis of Dihydropyrimidinones, Bis(indolyl)methanes, and N-Alkyl and N-
Arylimides in Ionic Liquids// J. Iran. Chem, Soc.- 2007.- Vol. 4, Ned4. —P. 393-401.

353 Simon C., Constantieux T., Rodrigues J. Utilisation of 1,3- Dicarbonyl Derivatives in Multicompo-

nent Reactions// Eur. J.Org. Chem.-2004.— P.4957-4980.

239



Telsl HA MOJUIOXKKE M3 CHIMKAreisl, aKTHBMPOBAHHOIO XJIOPOM® ' M CHJIMKAresne,
AKTHBHPOBAHHBIM HOHAMH JBYXBAJCHTHOH MeH . B KIACCHUECKHX YCIOBHAX
peaxiysl Ha MOJUIOXKKE 3aBeplIaeTcsl B TeueHHe 3-12 4acoB mpu TeMmepaTrype
peakuronHol Maccel 80°C. Bbixoj xkenaeMoro npoaykra cocrapiser 80-95%.
Y 100CTBO MpOBEAEHNS ITOH PEAKIUM 3aKIHOYACTCS B BO3MOKHOCTU YAlICHUS
Katanuzaropa pUILTPOBAHUEM.

Metoauka poBeJeHNs CHHTE3a 0€3 PaCTBOPHUTENS 3aKII0UAeTCs B Harpe-
BE€ PEAKIMOHHOW CMECH B IIPUCYTCTBHU KAaKOTO-THOO U3 BHIIIE TEPEUHNCICHHBIX
KaTalu3aTopoB. B yClIoBUsAX KOHBEKIIMOHHOTO HArpeBa peaKiys 3aBeplIaeTcs 3a
nepro oT 3 g0 12 uyacoB mpu Temreparype peakiuoHHo# maccel 80-120°C.
BrIxonb! mpoayKToB cocTaBisaoT 75-90%

Kaxk cneyeT n3 OnMcaHHOTO BBIIIE, OCHOBHBIMH HEJIOCTATKAMH KJIACCH-
YEeCKHX METOJIOB CHHTE3a 3,4-TUTHAPOITUPUMHUANHOHOB (-THOHOB) SIBIISIOTCS
JUTTENBHOCTH TIpoliecca, He0OX0IUMOCTh B IPUMEHEHUH PAaCTBOPUTENS, TPY -

355 356
HOJOCTYIHBIX U AOPOTrOCTOAIUX KAaTAJIN3aTOPOB -,

2.6.1 CunTe3 NpoU3BOAHBIX 3,4-TMIMIPONUPUMUANHOHOB B YCIOBUAX MUK-

POBOJIHOBOTO 00JIy4eHUSs

B xone npoBeneHus uccieqoBaTeIbckol paboThl ObUIO pa3paboTaHO He-
CKOJIBKO METOJIOB CHHTe3a 3,4-IUrHApONUPUMUIMHOHOB IO peakuuu bumxu-
HEJUTH TPEXKOMIIOHEHTHBIM B3aUMOJICHICTBUEM MOYEBHHBI, 3TWJIOBOTO 3(upa
AIleTOYKCYCHOM KHCJIOTBHI M apPOMATHYECKUX aJbJCTHAOB B YCIOBUSIX MUKPOBOJI-
HOBOTO 00dy4YeHus. V3ydanuck 0cOOCHHOCTH NPOBEACHHS PEaKLUH B PacTBO-
putene, 0e3 pacTBOpuTeNsi, Ha NOIOXKKe cwimkarems. CuaTte3 3,4-

JUTAIPONUPUMUIMHOHOB MTPOBOJIUAJICS TIO CJIEIYIOLIEH cXxeMe:

35% Karade H., Sathe M., Kaushik M. Synthesis of 4-Aryl Substituted 3,4- Dihydropyrimidinones Us-
ing Silica-chloride Under Solvent Free Conditions//Molecules.-2007.-Vol.12. - P.1341-1351.

3% Evans M.D., Ring J., Schoen A., Bell A., Edwards P., Berthelot D., Nicewonger R., Baldino C.M.
The accelerated development of an optimized synthesis of 1,2,4-oxadiazoles: application of micro-
wave irradiation and statistical design of experiments //Tetrahedren Lett. -2003. -Ne 44. -C. 9337-

9341.

356 . . . L .
Whittaker T.M. Use of a Design of Experiments approach for the optimisation of a microwave

assisted Ugi reaction //Org. Biomol. Chem. -2004. -Ne 2. -C. 813-815.
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H,C H_C,H
Et00C NH EtOOC3 ¢
| b B
H,e” N0 A
H3C\N/CH3 H e
(2.149) 78 % @150 48%  QCHs
Et0OC

H;C” "N” O NO,

N H,¢” N7 So

(2.154) 90 % (2.151) 79 %
3

HyC. _CH
Et00C
NH Et00C -
(2.153) 90 % \/K Q15241 % | L
Hee” N Yo Hy ™ N7 YN0
H H

CuHTE3bI TIPOBOJIUINCH B YCIOBUSX MUKPOBOJIHOBOTO OOJIyYCHHUS B3au-
MOJICHCTBHEM Pa3JIMYHBIX aPOMATHUECKUX U alr(aTHYeCKuX allbJEruiioB, ale-
TOYKCYCHOTO 3(Mpa ¥ MOYEBHHBI B MOJIbHOM cooTHouieHun 1:1:1,5 coorBer-
CTBEHHO. B  KkauecTBe KaTamm3aTopa peakOWd  HCIONb3oBalics  N-
OpOMCYKITMHUMUI, CHIIKArelb, aKTHBUPOBAHHBIN CEPHON KHUCIOTOM.

B mporiecce moucka ONTUMAIbHBIX YCIOBUH JIJIs MPOBEICHUS PEAKIINU
MIPOBOAMIICS OAOOP MOIIHOCTH, BpEMEHHU 00ayueHus. BaxHyro pojib B BBIXOJIE
KOHEYHOTO IMPOJYKTa Urpall yJauyHo MOoJ0OpaHHbIi pacTBopuTenb. B peakuuu
BumpkuHe M HaMu ObUTH OTIPOOOBAHBI ATAHOJ, U3omponanoi, MDA,

[Ipn mnpoBemeHMM peakuuii B Cpeie OPraHUYECKOIO PacTBOPUTENS
HAWITy4IIAe Pe3yJbTaThl OBUIM IMOKAa3aHBI TPU MPOBEICHUH PEaKIUH B Cpesie
M30MPONUIOBOrO CIUPTA. Y CTAHOBICHO, YTO OJarofapsi MPUMEHEHHIO MUKPO-
BOJIHOBOTO OOJIy4eHHs, BpeMs PEaKIHH YAaJIoCch COKpaTUTh ¢ 6 gacoB 1o 3-10
MUHYT NIpH MOIIHOCTH 06my4yenus 150 Br.

OmHO# M3 COBPEMEHHBIX TCHICHIIMI MPOBEACHHS OPTaHHYECKOTO CUHTE-
3a, C OJHOM CTOPOHBI CHIXKAIOUIYIO 3KOJIOTHYECKYIO ONACHOCThH IIpolecca, C
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JPYTOH MOBBIIIAONIYI0 3KOHOMHYECKYIO PEHTa0EIbHOCT, SBJISIFOTCS IPOLIECCHI,
poBoAMMBIe 06e3 pacTBopuTelsi. Tak Kak paccMaTpHBaeMble B JJAHHOM pasfielie
IIPOILIECCHl MOTYT HMMETh IPOMBIIIJIEHHOE 3HAa4YeHHWe, ObLIa TpOBEACHA Ccepus
9KCIIEPUMEHTOB B OTCYTCTBUE PAacTBOPHTEIS. Y CTAaHOBJIEHO, YTO B OTCYTCTBHE
pactBopuTens peakuus 3aBepmaercs 3a 90-120 cexyrn. Heobxoaumo 3aMeTHTb,
YTO KOHTPOJBHBIH CHHTE3 B YCIOBHSX KOHBEKIIHOHHOTO HAarpeBa IPOBOIMICS
10 U3BECTHBIM MCTOJMKAM C paBHBIMU KOJUYECTBAMU PECArWpPYyrOINUX BEHICCTB,
YTO JeJaeT CpaBHEHHE BPEMEHH MPOTEKAHMsI PEaKIUK KOPPEKTHBIM. B pesyib-
TaTe ¢ BeIXoAaMu 35-75 % OBUIM MOXydYEHBI MPOAYKTHI, MTPEACTABISIONINE CO-
6011 Oerble (3KenToBaThIe) MOPOIIKOOOPAa3HBIE BELIECTBA, PACTBOPHMBIC B Opra-
HUYECKHX PACTBOPUTEIISX.

OnuuM 13 cnennuIecKnX CHUHTETHYECKUX NMPUEMOB, XapaKTEPHbBIX IS
CHUHTE3a B YCJIOBHUAX MHUKPOBOJHOBOT'O O6Hy‘IeHI/I)I, ABJACTCA MPOBCIACHUC XU-
MHUECKOI peakiyy Ha MOUI0KKE, MaTepHualie Ipo3pavyHoM B 00JIACTH CBEPXBBI-
COKOYaCTOTHOTO H3IIy4EHHs], 00JafalolieM KaTaluTHYECKUMH CBOWCTBaMu. B
9TOM peakuny B Ka4eCTBE MOJIOKKH OBbLT MCIONB30BaH CHIIMKArellb, aKTHBHPO-
BaHHBIN CEPHON KUCIOTOM. DTO MO3BOJIMIIO COKPATUTH BpeMs peakiuu 1o 30-50
CEKYHJI C BBIXOJOM kenaeMoro npoaykra 80-90 %. MoLHOCTs UCTIOIB3YEMOTO
B 3TOM cirydae oOmydeHus cocrasmwia 600 Br. HecmoTps Ha TO, 4TO BBIXOZBI
KeJaeMbIX MPOJYKTOB B METO/IaX «HA IMOJUIOKKE» M «0e3 pacTBOPUTEIS» OJIH-
HaKOBBI, MCIIOJIb30BAHNE ITOJUIOKKM 00Jiee ONpaBIaHO, TaK KaK B 3TOM Cilydyae
XKeJTaeMblil TPOAYKT Toirydaercst Oosnee uucThIM. OCMOJICHHE, 3arps3HSIoIee
KeJlaeMbIil POIYKT MpPHU IIPOBEICHUH PEAKIMH Ha IOJUIOKKE, B BBIPAKCHHOMH
CTETICHN MPOTEKAET HE 10 BCceMy 00beMy, a TOIBKO Ha TPaHMIE KOHTAKTa CHUJIH-
KareJs ¢ BO3AyXOM. DTO JIeiaeT peHTa0eIbHBIM IpUMEHEHHE 0oJiee TPYA0EMKO-
0 W MHOrOCTaJuiHOrO crocoba. MDU3NMKO-XUMHYECKHE CBOMCTBA BELIECTB
(2.149-2.154) coBnanu ¢ OMMCAHHBIMU B JIUTEPATYPE U MPECTABICHBI B TabIU-

ne 2.37.
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Tabmuua 2.37 — Beixonasl, (U3UKO-XMMHUYECKHE XapaKTEPUCTUKH U pe-
3yJNBTaTHI JIEMEHTHOTO aHann3a 3,4-TUruAponupUMUANHOHOB (2.149-2.154)

Brixox, % Bpewms HaI/IOL[eHO, BLI‘{PI]CJ‘ICHO,
Ne T. peaxkuuu % B %
T1J1. pyTTO-
coen. | C 3 § Qzﬁ 3 l; % e g | ®dopmyna c -
209- 357 357
2.149 | 510 | 84 78 | 64 1-10 | 64,73 | 6,15 | C14H16N2O5 | 64,60 | 6,20
357
2150 | 160 | P 48 | 6% | 1-10 | 60,01 | 8,42 | C12HxoN,0;5 | 60,11 | 8,45
2.151 1290%' 7257 | 79 | 10w | 1-10 | 62,14 6,18 | C;sH;sN,O4 | 62,06 | 6,25
21521 170 | 10°® | 41 64 1-10 | 58,27 | 8,11 | C;HisN>O5 | 58,39 | 8,02
357
2.153 22%89' 81 90 | 10« | 1-10 |55,12 | 4,89 | C14H;sN3Os | 55,08 | 4,95
2.154 225512 80%% | 90 | 60 | 1-10 |63.42 | 6.87 | CigHaNOs | 6335 | 6.98

CrpoeHne MOMy4YeHHBIX BEHIECTB OBIIO MOATBEPKACHO AAHHBIMH Macc-,
UK-, 1H—HMP—CHeKTpocKOHI/m, a uHauBuayanbHOCcTh MeTogoMm TCX. HUK-
CIeKTpHl BemecTB (2.149-2.154) comepkaT ciemyromme XapaKTepHBIE IOJIOCH
nornomenus (KBr, em™): 1635, 1725, 3240, 1578, 1672, 3181, 3339 '®. UK-
criextp coemuenust (2.153) npejcrasien Ha pucynke 2.38. Pucynox SIMP-'H

160 (Hpe,[l—

criekTpa coequHeHui (2.149-2.154) TunuveH M BceX COCAMHEHHHA
crapned B Tabmuue 2.38). I[lojockl moryomeHus XxapakTepHble mas 3,4-
TUTAAPOTIMPUMUAAMHOHOBOTO KOJBIA TPOSIBISTIOTCS B CIEAYIOIINX 00JIacTsX:
1.08 (T 3H, 6-CHj3); 2.23 (c 3H, CHs;); 3.98 (xB 2H, CH,); 5.13 (a 1H, 4-CH).
[TpoToHBI apomMaTHYECKOTro KOJbLA 3amHchiBaloTcs B obmactu 7.05-7.35 m.n.
[TonoxeHne NUKOB aMUTHBIX IPOTOHOB 3aBUCUT OT MPUPOJIBI 3amecTuTens. Jis
3,4-mUruApONTUPUMHUINHOHOB OHH 3aITUCHIBAIOTCS B oOmactsx 7.81 m.a. (c. 1H,

I-NH) u 9.15 (c 1H, 3-NH), s 3,4-auruaponupuMUIMHTHOHOB TIOJIOCH TIO-

TJIOIIEHHSI CMEMIAtoTCs B Ooee ciadyio o0macTs U cocTaBsioT 9.49 m.o. (¢ 1H,

»7Lee K.-Y., Ko K.-Y. Envirocat EPZ10: A Recyclable Solid Acid Catalist or the Synthesis of Bigi-
nelli-type 3,4-Dihydropyrimidin-2(1H)-ones //Bull. Korean Chem. Soc. -2004. -Vol. 25, Ne 12. -

P.1929-1931.
338 McLean N. J., Tye H., Whittaker M. Microwave assisted Petasis boronic-Mannich reactions

//Tertahedron Lett. -2004. -Ne 45. -C. 993-995.
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1-NH) u 10.21 (c 1H, 3-NH) coorBerctBenH0. IMP-criekTp coenunenus (2.42)

NpUBEACH Ha puc. 2.39.

Tabmuua 2.38 — Jlanusie cnektpos IMP-"H coemmnennii (2.149-2.154)

R
5 4 6
H3C_H2C_O_C 1
| /I\i
3 HyC g , O
No SIMP-'H cniexrp, 8, m.1., B DMSO-d6
coel gy, | H H; H, Hs He R
9,17 | 7,72 3,96- 1,08- | 5,14 723 1, 7,24-7,25 1,
21491 7 c 2.25¢ 401k | L1lT | 515K 7,30-7,34 1 (-Ph)
9,10 0,80-0,82 m (-CH-CH3),
2150 | 77| 7.61 | 224¢ | 401k | LI3T | 5261 171 (<CH(CHa))
5151 | 912 763 | 223- | 3,95 1,08- | 5,08- | 3,37 ¢ (-O-CHs), 6,86-6,88
: c c 224¢ | 400k | 1,121 | 5,10% 1, 7,13-7,15 1 (-Ph-)
9,00 | 7,54 0,76-0,81 m (-CH(CHa),),
2152 7 X 2,19¢ | 402k | 1,071 | 4891 1.69 s (-CH(CHy o)
9,33 | 7,87 3,97- 1,08- | 5,27- 7,49-7,52 1, 8,20-8,23
21531 7 c 2,26 ¢ 401k | L1lT | 528x% 1 (-Ph-NO,)
9,14 | 7,63 2,87 ¢ (-N(CHs),),
2154 | 7 N 226¢ | 400k | 1,141 | 506x 6.68 1.7.06 1 (Ph)
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2.6.2 CuHTe3 NMPOU3BOAHBIX 3,4-ITUIHIPONUPUMUAUHTHOHOB B YCJOBHAX

9
MHUKPOBOJIHOBOI'O Oﬁ.l'ly‘leHl/lﬂ35 360

CXO0XecTb CTPOSHHS M PEaKIHOHHOH CIIOCOOHOCTH MOYEBHHBI M THOMO-
YEBHHBI MO3BOJIMIO NMPUMEHUTH ONMCAHHBIE B MPEABIAYIIEM pa3/eliec METOMbI
CHHTE3a 3,4-muruAponMpPUMUANHOHOB JUISL CUHTE3a 34-
JUTHIPOTIMPUMHUIMHTHOHOB B YCIIOBHUSIX MHUKPOBOJIHOBOTO OOJNyuYeHHs, Oe3 u3-
MEHEHHs MeToauKd. [Ipn 3ToM Kenaemble NPOIYKTH OBIIIM CHHTE3UPOBAHBI 110

CHCILyIOHICﬁ CXEMC:

HiC  COOEt

(2.136) 65%

COOEtL

' r’? 1{') 8'} -.'0

_)‘n{ C.H. _)—m _)—-\H CH;

$ (2.160) 64% S (2.159) 28%

Boixoabl U (pHU3UKO-XUMHUECKHE XapaKTePUCTUKU BerecTB (2.155-2.161)
npuBeneHsl B Tabmuue 2.39.

[IpousBonHsie  4-3aMeleHHBIC-4-METIII-5-3TOKCHKapOokcmnar-1,2,3,4-
TETParuIPOIHUPUMHITHTHOHA-2 UMEIOT XapaKTCPHBIC TIMKH CHILHON WHTCHCHB-
HOCTH B cienyronmnx obmactsx MK-cmekrpa: 1645-1560 oM’ (C=0); 1715-1725
em” (C=0); 3235-3240 cm™' (N-H). Jlaunsie MK-ciiextpa coemumenus (2.155)

IIpUBEIeHBI Ha pucyHke 2.40.

% Xpycranés JI.I1.. Cunres 4-apuni-2-THOKCOUIHAPONUPUMHIMHOHOB B YCIOBUSX MUKPOBOJIHOBOTO
o6uryuenns // Becthuk UmxenepHoii akagemun PK. -2009. - Ne2. —C 34.

30X pycranés JI.I1. CuHTE3 HEKOTOPBIX TETPArUAPONUPUMHIMHTHOHOB B YCJIOBUAX MUKPOBOJIHOBOTO
obuyuenns // JKOX. -2009, -T.79, Nel. -C. 166-167.
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Tabmnuma 2.39 — Beixoapl, GU3UKO-XMMUYECKHE XapaKTEPUCTHKH U PE3YJIbTaThI
AIIEMEHTHOTO aHan3a 3,4-IUruApONUPUMHIIUHTAOHOB (2.155-2.161)

Bpewms Haiineno, Breruucieno,
Beixor, % pegxunn % %
Ne T. nn., : . Bpytro-
coezl. C° S = m S| m = dopmyna
ol S| 2alss] ¢ | H C | H
e 2=
2.155 208 89 942 | 64 | 1-10 | 61,02 | 5,77 | C14H1sN,O,S | 60,85 | 5,84
2.156 | 183-185 [36559] 65 [1325;] 1-10 | 5731 | 5,61 | C1aHigN:05S | 57,52 | 5,52
2.157 | 153-55 89 | 852 | 6u | 1-10 | 58,92 | 5,87 | C;sHgN,OsS | 58,80 | 5,92
2.158 | 157-62 55 67 6u 1-10 | 54,42 | 7,52 | C1;H1gN,O,S | 54,52 | 7,49
2.159 205 - 27,7 6u 1-10 | 48,03 | 6,12 | CgH;,N,O,S | 47,98 | 6,04
2.160 | 165-67 60 64 | 6u | 1-10 | 56,22 | 7,90 | C;oHxoN,O,S | 56,22 | 7,86
2.161 | 152-53 92 65,5| 6u 1-10 | 52,25 | 4,63 | C14H;5sN304S | 52,33 | 4,70

'H-SIMP — criextp coenuuenmii (2.155-2.161) XapakTepu3yrOTCs HATHUH-
€M OOLIMX NHKOB, COOTBETCTBYIOIINX THOKCOJUTHIPOINPUMHUINHOBOMY KOJIb-
y. Tak nporons! 6-CH;-rpynmsl IposSBMIIMCH CHHIJTIETOM B obyiactu 2.42 M.1I.
CHHITIETOM NPOSIBJIAIOTCS U aTOMBI BOJOpOJA HAaXOJSIIMECS Yy aTOMOB a30Ta
N;H u N;H B o6nactu 10.3 u 9.6 m.a. coorBercTBenHO. [Ipoton C4H 3anuckiBa-
ercsi B Busie qyonera B oosact 5.18 m.a. IIporonsl MerunbHoi rpynmsl (CH;-
CH,) 3anuceiBatoTcst TpUmiieToM B obmactd 1.1 M.A. B TO BpeMsl Kak MPOTOHEI
MetmwieHoBoro atoma yriepoaa (CH;-CH,-O) nposiBisiioTcsi KBapTeToM B 00Ja-
ctu 4.1 m.a. 3amectutenu B 4 TMOJIOKEHUW THOKCOJIUTHAPONAPUMUINHOBOTO
KOJIbI]a JAIOT THKH B XapaKTePHBIX UII HHUX OOJIacTIX 160, Jlanupie SAMP-
criekTpoB coenuHeHnd (2.155-2.161) mpencraBmensl B Tabmmme 2.40. SIMP-

criekTp coenuHeHus (2.155) nmpuBeneH Ha pucynke 2.41.
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Ta6muma 2.40 — Jlaunsie crekrpos SIMP-'H coesmuenmuii (2.155-2.161)

5

4

H3C_H2C_O_C

3 H3C

R

6 1

NH

A

N

S

Ne SIMP-'H CHeKTp, O, M.1., B DMSO-d6
coex. | H, H, H; Hy Hs Hs R
2155 10,31 | 9,63 229 ¢ 3,99- 1,08- 5,16- 7,21-7,23 n, 7,25-7,29 T,
c c 4,03 k 1,121 5,18 1 7,33-7,37 T (-Ph)
2156 | 1O3U OO 00 | 403k | 1aar | sa2g | O7HTI2M CPR), 942 C(
c c OH)
2157 | o1pc | 762 | 224 | 395 [ L09- | 508 [ 6866881 7.137.154(-
¢ | 226¢ | 400x | 1,027 | 5101 | Ph-),3,72 ¢ (-O-CHs-)
S 1sg| 1032 [ 9.62 [ 228 | 397 | 1,09- | 516- | 169w (-CH(CHy)). 0.76-
: c ¢ | 230c | 403k | L1271 |518an 0,81 M (-CH(CH),)
10,29 | 9,62 -
2.159 0, -6 2,26¢ | 4,02k 1,09 487 n -
c c LilT
1,92 m (-CH), 1,06 n (-
10,33 | 9,65
2.160 ; ,C 224c¢ | 4,01 x L1I0T 5,19 1 CH3), 0,96 T, 1,29 M (-
CH,CH;)
10,54 | 9,81
2.161 (’: ’C 2,34¢ | 4,04 L12T 5,331 7,51 1, 8,72 n (-Ph)
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2.6.3 MoaeaupoBaHie BJIUSIHHSI MEePEMEHHOr0 3JIeKTPOMATHHTHOIO IOJISI

Ha ME€XaHU3M peakuuu

[epBsiii Mexanu3M peakiun bummkrnHem 6but npemioxen 40 ner crycrs
nocisie €€ oTkpbITUs PosikepoM U [[PKOHCOHOM, KOTOPBIE CTPOMIIM CBOU YMO3a-
KIIFOUCHHSI Ha OCHOBE BBIXOJ0B KOHEYHOTO MPOJYKTa M BH3YaJIbHBIX HaOJOZe-
Huii. TeopeTHyeckn >kellaeMblii MPOAYKT MOXKET OBITh 00pa30BaH YETHIPHMSI
BO3MOHBIMA KOMOWHAITUSIMH TPEXKOMIIOHEHTHOW peakiuu: (A) TpexKoMIio-
HEHTHOH peaxnueil Mexay OeH3aIbIeTHIOM, STHIIAETOAETATOM, 1 MOYEBUHON
(TmomoueBHHOM); (B) KoHIeHcauel sTHaeToaneTaTa ¥ 0eH3aIbOMCMOYCBH-
ue; (C) B3amMosneiicTBHeM OeH3ambIernpa ¥ STHIOBOro 3dupa f-
kapbomunakporonata; (D) peakumeit 6eH3anbaneToanerara 1 MoyeBHHBI. Doit-
kep i Jixonc™®! pazzenuin TPEXKOMIOHEHTHYIO PEAKIIHIO Ha GHMONCKYIAPHBIE
PEaKIUK ¥ HCCIIEOBAIN BO3MOXKHOCTh MX TpoBeeHHs. iMH ycTaHOBIIEHO, 4TO
B3aUMOJICHCTBHE OeH3ambaleroalerara ¢ MOYEBUHON MPOTEKaeT C BBIXOAOM
xenaeMoro npoxaykra (2.163) Bcero 2%, ciaenoBarenbHo, BKiazd mponecca D B
o0mmwmit BIxoJ Kpaitne Man. Hanportus, peakiyu no Hanpasienuto B u C npote-
KatoT ¢ BBIXoJoM (6) 80%. Taxke IMH yCTaHOBJIEHA paBHOBECHOCTH IpEBpalle-

uuii A B C u A B B, ycraHoBieHo oOpa3zoBanue uHTepMeauara (2.162).

l OH | NH | NH
R — —_—
H,C ﬁJJ\NHZ H,C N o H;C H/go
CTTTTT @Gliey T 2.163)

3! Folkers K., Johnson T.B. Researches on Pyrimidines. CXXXVI. The Mechanism of Formation of
Tetrahydropyrimidines by the Biginelli Reaction // J. Am. Chem. Soc. — 1933. —Vol. 55, Ne 9. — P.
3784-3791.
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Pucynok 2.42 — Mexanusm peaxiuu bumpxunenmu no @omnkepy u J>koHCY

Uepes 40 nmet mocne pabot Ponkepa u xonca, Ceurom u deccexrcom
OBLT MpeIIoKEH qPYyTon MeXaHm3M 2. OH BKIIFOUAET B ceOst KOHJIEHCAIIO OEH-
3apJIeTUa W JTHJAleToaleTaTa ¢ o0pa3oBaHUEM in Sitl COOTBETCTBYIOLIETO
kapbokaTroHa (2.164), KOTOpHINA, B3aMMOAEHCTBYSI ¢ N-METHIMOYEBHHON, 00-
pasyer uaTepMennart (2.165), kotopsrii mukmsyercs B (2.166). Peakmus mpen-
BapHUTEIBHO CHHTE3MPOBAaHHOTO HTHiOeH3ampareroamnerata (2.167) ¢ N-
METHUJIMOYCBUHOM MPUBOAUT K UICHTHYHBIM PE3yJIbTATOM, YTO IOTYCPKUBAIIO
OUYEBHJHOCTh PacCMOTpeHHOro MexanmsMa. OnHako, yxe B KOHIE XX Beka
O.Kanmne Obuio oOHapykeHO, 4To 3THIIOeH3anbaneToaneTar (2.167), B3aumo-
JEeUCTBYsSI ¢ N-METHITHOMOYEBHHOM, IPUBOANT K CEIEKTHBHOMY 00pa3oBaHUIO
TnasuHa (2.168), a He K 3,4-NMPUMUANHTHOHY, 0Opa30BaHME KOTOPOTrO HalIIro-

AacTCA MpU MPOBEACHUN PCAKINU U3 6eH3anL/:[erm[a, THOMOYCBUHBI U 3TUJIALIC-

Toanerara.
\\C—NHMe O
+ (o] NH _ H20 HN
0 —> NMe
H NH; \ —
EtOOC CH;3 Me” \n’ 2
(2 164) o EtOOC CH; Et00C CH,
: (2.165) (2.166)
+H*|| -H' NHMe S
HN—{
\ O NMe
EtOOC CHj, EtOOC CH; EtOOC CH;
(2.167) (2.168) (2.169)

PucyHok 2.42a- Mexanu3sm peakunu bukuneniu no Ceury u @uccexkucy

? m3yumn Mexanmsm peaxuuu bumxusenmu, npumenus SIMP-'H

36
Kanme

CIIEKTPOCKOITUIO M BBIJCIUB MPOMEXYTOUYHBIE HPOMYKTHI, TIPOBEIS CHHTE3 CO

CTepUYECKU-3aTPyTHCHHBIMA peareHTamMu. VM ObUTO MpenmnonaoxkeHo odpa3oBa-

Hue n3 OeH3anpaernaa 1 MoYeBHHEI HHTepMeanata (2.170) gepes craauto obpa-

362 Frederick. Sweet, John D. Fissekis Synthesis of 3,4-dihydro-2(1H)-pyrimidinones and the mecha-
nism of the Biginelli reaction / J. Am. Chem. Soc.- 1973.- Vol.95, Ne 26. —P.8741-8749.

363 Kappe C.0. A Reexamination of the Mechanism of the Biginelli Dihydropyrimidine Synthesis.
Support for an N-Acyliminium Ion Intermediate // J. Org. Chem. — 1997.- Vol.62, Ne 21. —P. 7201—
7204.
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30BaHus nosyamuHais (2.171), KoTopslii He yaaercs 3adMKCHPOBAaTh METOIOM
ﬂMP-lH-CHeKTpOCKOHI/II/I. CorylacHO MHEHUIO aBTOpa, MPHUCOEANMHEHUE EHOJIb-
HOW (hopmbI dTHNaneToaneTara K (2.170), mpuBOAUT K 00pa30BaHUIO WHTEPME-
muata (2.172), neruaparaiiust KOTOPOTO MPUBOANT K MPOAYKTY peakuuu (2.173).
[TocnenHuMH apryMEHTaMH B TI0JI3Y ONHMCHIBAEMOTO MEXaHM3Ma OBLIO MOJyde-
HHE Ha OCHOBE CTCPHUYECKH 3aTPyIHEHHBIX 3(HPOB aleTOYKCYCHOW KHCIOTHI
cTabuiabHBIX nHTEpMenuaroB (2.173) u (2.174), npoJomKUTEIbHOE HarpeBaHue

KOTOPBIX NPUBEJIO K OJYYCHUIO OKNIACMbIX 3,4-HI/IpI/IMI/IJII/IHOHOB 362

O _
EtOOC o
EtOOCl N

H3C OH HN CH;
H,¢” Yo HZN H,N o HZO HaN o O)\NH(Z:OOEt
@171) (2.170)
2.172)
-H,0
—2> E00C EtOOC
| NH i EtOOC i
HiC
Cx= F3C C
H;C¢” N7 YO O N
W O Sy Ny @19 g [y O @17
3

Pucynok 2.43- Mexanmm peakuun bumpkenennu o O. Kanme

3HaYNTENBHOE COKPAIICHHE BPEMEHH CUHTEe3a 3,4-TUTuApONUPUMUANH-2-
(1H)-0HOB (-THOHOB) B yCJIOBHSIX MUKPOBOJIHOBOTO 00ydeHus (c 4-12 9 o 30-
50 cexyH[) MO3BOJISIET MPEIIIONIOKHUTD, YTO PEIIAIOIIYIO0 POJb B YCKOPEHHH pe-
aKI[MH UTPAIOT HE TOJBKO TepMudeckre 3(pdexTs, HO U criennpudecknii HeTep-
MHYECKHAH MUKPOBOJTHOBOU YPPEKT.

C uenplo MOATBEPXKIEHUSI STOTO TPEIIOIIOKEHUS U JeTalU3alul Mexa-
Hu3Ma peaknuu bumxunenmy, npeanoxennoro O. Kanme, metoqom PM3 6pumm
paccuMTaHbl JUMOJIbHBIE MOMEHTBI M TEIUIOTHI 00Pa30BaHUs KaXIOTr0 3HAYMMO-

T'0 YUYaCTHHKA PCAKINH, KaK 9TO [IOKA3daHO Ha CXEME!:
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H
—_— AlCl3
HO l
o H H—N—H N—-H H_N_H
AICIG
(2.175) (2.176) w H /K
\N 6 Ny o (2.180) H\N !
| '_|| H |
A 2.177) (2.178) (2.179) eIV

s " @.183)"

MeOOC. MeOOC.

H o

(2.185) (2.186) (2.187) (2.188)

Tabnuna 2.41- 3HaueHue JUIO0JLHEIX MOMEHTOB M TEIUIOT
oOpasoBanus (2.175-2.188)
Hurepmennar 2.175 2.176 2.177 2.178 2.179 2.180 2.181

Aunomeubti 1 o0 | 3601 | 4604 | 5390 | 2926 | 982 | 7.67
momeHT (D)
Tennora obpa-
soBaHUA 110,84 | 166,60 | 10337 | 10656 | 136,78 | -165.07 | -209.96

(KKaJ1/MOJIB )

Hurepmenuar 2.182 2.183 2.184 2.185 2.186 2.187 2.188

AurionbHeIH - 4452 | 9567 | 3210 | 4298 | 4378 | 1878
MoMeHT (D)
Temnnora o6pa-
30BaHUs - 32,29 14,667 16,201 17,24 77,771 -209,96

(KKa1/MOJIb )
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o muenmo O. Kanme’®, umenno oGpasosanne nntepmenuara (2.179)
SIBJISIETCS  CKOPOCTh JIMMUTUTUPYIOLIEH cTaguedl peakuuu. Pacdyer MonexyJisl
OeH3aNbJIernIa, MOKa3aja, YTO €ro JUMOJIbHBIA MOMEHT cocrtaBiseT 2,869D.
[IpoToHupoBanne OeH3adbIeruia NPUBOAUT K 0Opa3oBaHUIO KapOOKAaTHOHA
(2.176). BpruncieHHoe 3HaY€HWE IUIOJLHOTO MOMeHTa (2.176) cocraBiser
3,691D. HeobxoamMo 3aMeTHTh, YTO TEIUIOTa 00Pa30BaHMS, PACCUNTAHHAS Me-
tonom PM3, Bxomsmmm B maker HyperChem 8.0.3, cocraBmia 166,60
KKaJI/MOJlb, T.€. IPOTOHUPOBAaHUE OCH3AJBJETHIA SIBIISCTCS IHEPro3aTPaTHBIM
IIPOLIECCOM.

O6pazoBanue kapOokaTroHa (2.176) crocoOCTByeT ero arake aMHuIHOMN
TPYIIIO MOYEBHHBI ¢ 0Opa3zoBaHWeM uHTepMenuarta (2.177). JAUmomsHBIH Mo-
MEHT MOJIEKYJIBI YBEITMYNBACTCA HE3HAUUTENHHO, 10 4,604 D, HO umcno ¢yHK-
LUOHAJIHBIX TPYIII, CIIOCOOHBIX MOTJIONIATh MUKPOBOJIHOBOE H3Iy4EeHHE, yBE-
nugauBaeTcst oT Mosiekynbl (2.175) mo (2.178). Ilepexon mpoToHa ¢ aMuTHON
IpyNIbl Ha THAPOKCUIIBHYIO, elle OOJblIe yBEeIMYMBaeT OOIIYI0 IMOJISIPHOCTD
Modekyisl (2.178) (5,390 D). Ormennenne 3HepreTHyeckn EMKOH, HU3KOMOJIE-
KYJISIPHOHM 9aCTHIIBI — BOABI HE TOJNIBKO CMEIIAeT paBHOBECHE B CTOPOHY 00pa3o-
BaHMs MHTepMeanarta (2.179), HO TakKe CHUXKAET €T0 MOJPHOCTh, KOTOpast CO-
craBmiia Bcero 2,926D, 9To CHIKAET ero BOCIIPUUMYHUBOCTh K MUKPOBOJIIHOBOMY
oOyuennto. lHTEpeCHO OTMETHTB, YTO B Cilydac HCIOJIb30BaHUS B IpoIEcce
MO/JICTIMPOBAHUSI BMECTO MPOTOHA KHCIOTHI JIbrorca, Hanpumep, TPEXXJIOpUCTO-
r0 aJIOMHHUS, TO JAMIIONBHBIA MOMEHT KoMiutekcoB (2.180) u (2.181) momxen
OBITh 3HAYUTENIFHO BbIIE, YeM Y (2.176) (2.177), u paBabM 9,82 u 7,67 coor-
BercTBeHHO. bompmias momspusanust cBszu O-C u crabmim3anus MOJI0KHUTETb-
HOTO 3apsijia Ha KapOOHWIFHOM aTOME YTJIepoJia B CIIydae HCIOIb30BAHUS KHC-
not Jlrobuca oOBsCHAET UX 0oJiee BBHICOKYIO KaTAIUTHYECKYIO aKTHBHOCTH IO
CpPaBHEHUIO C KHCJIOTaMH bpeHcTena, 4Tto coriacyercsi ¢ M3BECTHBIMH JIUTEpa-
TYpPHBIMHU JJaHHBIMH, O KOTOPBIX YIIOMHHAJIOCH paHee.

Kak crnemyer u3 tabmumsl 2.41, oOmMiA TUIIONBEHEIA MOMEHT B IIPOIIECCE

peaxmmm Bo3pactaeT ot (2.175) o (2.178), ciaemoBaTenbHO, POIb YCKOPSIIOIINX
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XMMHUECKYIO peakuuio 3(¢HeKToB, KaK TEPMHUUECKHX, TaK U CHEIU(HUUECKOTO
HETePMHUUECKOr0 HEYKJIOHHO Bo3pacrtaeT. HecMoTpst Ha To, 4TO TeruioTa oOpa-
30BaHUs uHTEepMenuara (2.179) Oomemre, yem (2.178), mpomecc mnepexona
(2.178) B (2.179) Gomee sHEPTeTUICCKH BHITOJICH, TaK KaK paBHOBECHE CMeEIIa-
€TCs 33 CUET OTIICTUICHUS BOABI.

Jumoneuerii MoMmeHT (2.179) cocraBuster 2,926, 9TO CBUACTEIBCTBYET O
CHUXXCHHUU 3HeKTpOMaFHHTHOﬁ BOCHIPUMMYNBOCTHU, HO TYT B PCAKIIHUIO BCTyHacT
HaXOJSIIIUICS B €HOJBHOW (OopMe STHIIOBBIA 3(Up aleTOyKCyCHOW KHCIIOTBHI,
JIMIIONIBHBIH MOMEHT KOTOPOTO, COTJIACHO pacueTaMm, NMpUOJIM3HTENHHO BIBOE
6oubie 1 cocrasisier 4,475. Ilepenoc 3apsina oT B-yriaepoHoro aroma Ha OeH-
3WJICTHOBEIM aTOM yTIIepoJia COMPOBOXKIACTCS 00pa30BaHHEM KOBAJICHTHOM CBsI-
3u. OnHako nHTepMenuat (2.183) mano oTamyaeTcs MO MOISPHOCTH OT UCXOA-
HOro Komiuiekca (2.182), HO TUIOBHBIN MOMEHT KapOokaTHoHa (2.184) mpak-
TUYECKH BIBOE OOJIBIIIC UCXOMHOTO W BTpoe Oosbine mpoaykra (2.185). Takoe
pe3Koe W3MEHEHHE UIIOJBHOTO MOMEHTa MOJIEKYJN IO3BOJISET HpeNrosaraTh
MIPOSIBJICHUST CHEIM(PHUIECKOTO HETEPMHYECKOTO MHKPOBOJHOBOTO d(deKTa.
OO0pa3zyromuiicss TUKIMYECKI nOH aMMOHU (2.185), kKak 1 Bce MOHBI aMMOHUS,
SIBIIICTCSI XOPOIINM aJCOPOCHTOM MHUKPOBOIHOBOTO oOiydeHHs. BeposarHo, oH
MIPOTOHUPYET THAPOKCHIBHYIO TPYIILY, IPUBOIS K 00pa30BaHHUIO HOHA OKCOHUS
(2.186) ¢ mocnenyroomUM OTPHIBOM BOABI. OOpas3yromuics KapOOKaTHOH
(2.187), cyns mo Temnore 00pa30BaHUs, SABISIETCS OYCHb SHCPTETUYCCKUA SMKOU
gactunei. [ToTeps mpoToHa MPUBOIUT K OOpA30BAHUIO TBOMHOM CBSI3M U KeJa-
€MOMY TIPOAYKTY, KOTOPHIi 001aaeT Hanbosee HU3KUM JTUITOJIbHBIM MOMEHTOM
13 BCEX MCCIICIOBAHHBIX PEaKIIMOHHBIX YacTHII.

Takum o0paszoM, cuHTe3 3,4-TUTHIPOITUPUMHUINHOHOB (-THOHOB) MPOTE-
kaeT yepe3 10 3HaunMbIX uHTEepMenuaroB (2.176-2.179 u 2.182-2.187). O6Ha-
PYKEHBI CIIEAYIOIe 3aKOHOMEPHOCTH: JIUTIONBHBIIT MOMEHT, CJI€JJ0BAaTEIbHO, U
BJIMSIHE MHKPOBOJIHOBBIX 3((eKTOB, B TOM YMCIIE U CIENHU(UUECKOr0 HE Tep-
MHYECKOT0 pacrteT Ha cragmsx (2.176-2.178), unrepmenuar (2.179) sBusercs

CKOPOCTH JIMMUTHUPYIOIIUM N 06na;(aeT HanMCHBIIUM OUITIOJIbHBIM MOMCHTOM. B
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pany (2.183-2.188) pe3ko OTIMYAIOTCS OT CPEIHMX 3HAYEHHH HHTEpMequaT
(2.164), 3HaueHue IUMOJIBHOTO MOMEHTa cocTtaBwiio 9,82 D, u npoaykr (1,87D).
Takum 00pazoM, MOXXHO YTBEP)KIATh, YTO MHUKPOBOJIHOBOE H3JIyYCHHE WUTPAET
Ba)XXKHYIO POJIb B XOJIe BCETO Tporiecca cuaTe3a. OcoOeHHO Ha cTaausx odpas3o-
BaHUS MHTepMeanaToB (2.179), (2.165) u npoxykra peakiuu. MOXHO Ipearo-
JIOXKHTh, YTO PEIIAOLIYI0 POJIb B 00OPa30BaHUM 3THX MPOIYKTOB UIPACT CIICIH-
(uuecKuil HETEPMUYECKHH MUKPOBOJIHOBOM (D HeKT.

Kak ormeuanoch paHee, KOHCTaHTa CKOPOCTH PEaKkIUU B YpaBHEHUU Ap-
pernyca (k=A+exp(-E.«/RT)) npu npruMeHEeHHH MHKPOBOJIHOBOTO H3ITydYEeHUS
MOXKET YBEJIMUUBATHCSI HE TOJBKO 33 CUET YBEIWYEHHs TEMIEpaTypbl MM CHH-
KEHUSI DHEPTHN aKTHBAIMH, HO TAKXKE 33 CUET YBEIMUYCHUS MPEIIKCIIOHCHIIH-
QTBHOTO MHOXHUTENS A, XapaKTepHu3ylomero 3(p¢eKTHBHOCTh CTOJIKHOBEHHIA,
MPUBOJSIIMX K OOpa30BaHHUIO TPOMEKYTOYHOTO MM KOHEYHOTO IPOIYKTa.
WHpIMH ClTIOBaMU, YCKOpSIOIIEe BIMSHHE MHKPOBOJIHOBOTO OOJyYEHHsS TaKKe
0OBSICHSIETCSI OPUEHTAIIMOHHBIM 3(()EeKTOM HEepeMEHHOrO 3JIEKTPOMAarHUTHOTO
monst. M3mepenus komruiekca (2.182), mpoBenernoe B mporpamme HyperChem
8.03 mokasanm, 94TO TeOMETPHUYECKHE MapaMeTphl OeH3aIbMOUYEBHUHBI 3aMETHO
Oouibllie €HOJMBHOM (POPMBI ITHIOBOTO d(Hpa alleTOYKCYCHOM KHUCIOTHL. J{nnHa
MOJIEKYJIBl OCH3aJIbMOYECBHHBI COCTABIISICT 9,27& mmpuHa 4,34 j\, B TO BpeMs
Kak giuHa AYD coctaBisgeT 5,45 A, a mmpuHa 2,41 A. JumonbHbIE MOMEHTBI
OeH3aJIbMOYEBUHBI 1 AYD, XapaKTepH3yIOIlue Mepy BOCHPUHUMYHMBOCTH MHK-
POBOJIHOBOTO M3ITydeHHs cocTaBuin 2.926D u 4.85D coorBercTBeHHO. Paccun-
tanaele MetogoM PM3 (HyperChem 8.03) 3HaueHust 3apsmoB Uil €HOJIBHOU
¢dopmMBl AYD MOKa3bIBalOT, YTO Ha (-aToMe YyTIIepoAa OTPHIATSIBHBIA 3apsiT
cocrasister -0,297 3apsina snmekTpoHa, a Ha Y-0,164. D10 o3HavaeT, 4TO IBOWMHAS
CBsI3b, KOTOpas B JaHHOM CiIydae SIBJISETCS DPEaKIMOHHBIM ILIEHTPOM, TaKKe
MpeacTaBisieT coboit mumnoib. [lepexoanoe coctosuue (2.182) m3o0paxkeHo Ha

pucyske 2.43.
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PucyHok 2.44- Monenb komiuiekca (2.182). a- Bun ¢ «dponTan, 6- ¢ «Topa»

O0nanasi MEHBIIMM MOJIEKYJIIPHBIM BECOM, OOJIBIIIEH AIIEKTPOMAarHUTHOM
BOCITPUUMYHMBOCTBIO U, KaK CIEACTBHE, OOJBIICH TOABMXHOCTBIO IO JEHCTBH-
€M MHKPOBOJHOBOTO H3Jy4EeHHs MOJIEKYJa THJIOBOIO d(Hpa aleTOyKCYCHOM
KHCIIOTBI, HaXOAAIICHCS B €HOJNIBHOW (opMe, IpHHUMAaeT HeoOXOAUMOE II0JI0-
’KEHHE B IIPOCTPAHCTBE, YTOOB! BCTYIUTD B PEAKIHUIO ¢ OEH3aJIbMOYEBHHOM.

Tak kaxk B mepeMEHHOM 3JEKTPOMAarHUTHOM I10JI€ TIPOUCXOAUT MOJSIPH3a-
sl T-00J1aKOB €HOJIBHOM (POPMBI ATHUIIOBOTO 3(hMpa aleTOyKCyCHOH KUCIIOTHI,
NPUBOIAIICH HA KOPOTKOE BpeMsl K MOBBIILCHHUIO JIEKTPOHHOW IUIOTHOCTH H,
CJIEZI0BATENIFHO, 3TO NMPHBOIUT K MOBBIIICHHIO PEAKIIMOHHOW CIIOCOOHOCTH [3-
aToma yriepoga. O JOCTOBEPHOCTH MOZOOHOTO IPEATOIOKESHUS CBUACTENb-
CTBYIOT CIeIyroIMe UDPBI: BpeMs XKH3HHI TiepexoaHoro coctosHus 107, Bpe-
Mst monspu3anu Mosekymbl 10°c, Bpems pemakcammmi momekynsl 107c. He
TPYAHO MOCYUTATh, YTO BpeMs MOJIAPH3aLUU MOJeKynbl npumepHo B 1000 pa3
OoJibllie BpEMEHH JKU3HH MEPEXOJHOT0 COCTOSHMA. Kak MOXKHO HPENIONI0KUTh
U3 MEXaHM3Ma PEaKUUH BHKWHEIH, OPHEHTAlMOHHO — MOJIAPU3ALHOHHBIH
3¢ dexT, HHAYIMPYEMBId TEPEMEHHBIM MHUKPOBOJHOBEIM IIOJIEM, CIIOCOOCTBYET
YBEJINYCHUIO YacTOTHI A(P(HEKTUBHBIX COYIAapeHHH, YTO, B CBOIO OUYepeb, IPH-

BOJAUT K YBEIMYCHUIO NMPEAIKCIIOHECHIUAJIBHOTIO MHOXHUTEIIA Amn YBEINUCHUIO
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CKOPOCTH XUMHUYECKOM peakiuu. Ele oaun npumep npuBeieH Ha pucynke 2.45.
Ha HéM HarnmsgHO moka3aHa BO3MOXHOCTh MEPEHOCa MPOTOHA HA THAPOKCHIIb-
HYIO TPYIILy ¢ 00pa30BaHUEM MOHA OKCOHUS O] BIMSHUCM ITEPEMEHHOTO JICK-

TPOMAarHuTHOTO ITOJIA.

Pucynok 2.45 — Matepmenuar (2.177) MOH OKCOHHS

Takum 00pa3oM, COBEPIICHHO OYEBHIHO, YTO MPHUMEHEHHE TICPEMEHHOTO
ANIEKTPOMATrHUTHOTO MOJIsI YBEIWYHMBAET BEPOSTHOCTh B3aHMMHON OpHEHTALIUH
PEaKIUOHHBIX [EHTPOB B CPABHEHUH C YCIOBHSIMH KOHBEKI[HOHHOTO HArpeBa.
MOHO TPeAINOoI0KUTh, YTO TOJISIPU3AIMS 3aps0oB (IMIOJICH, WK JIOKATBHBIX
3apsiI0B) OKa3bIBAaeT JICHCTBUE, CXOJHOE C HCIIOIb30BAHHEM KaTalIU3aTOPOB
JIptouca.

JumonbHelid MOMEHT, paccuuTanHbei MeTogoM PM3 (HyperChem 8.03),
MOKa3bIBaeT 00Illee 3HAYEHUE AUIOIBLHOIO MOMEHTA MCCIEIyeMOil MOJIEKYJIbl,
MOJY4YEHHOT0 KaK BEKTOPHYIO CyMMY AMIIOJIBHBIX MOMeHTOB 1o ocu OX, OY,
OZ, TakuM 00pa3oM, B XOJI¢ PACUECTOB MBI MOJyYaeM TOJIHKO OOy MHPOpMa-
LU0, HUYEr0 HE TOBOPSIIYIO O MPOCTPAHCTBEHHOW HAMPABICHHOCTH MOJISIPHBIX
cBsizeid. JIist Toro, 4ToOBI M3YYUTh HAPABICHHOCTH JUIOJCH, BOZMOXKHOCTh CE-

JIEKTUBHOHN aacopOIy MUKPOBOJIHOBOTO M3Ny4eHHUs, ObUTH co3gansl 3D moe-
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JIU TOTEHIMAJIOB u3MeHeHus: moyiHoro 3apsga. (PM3, Chem3D, ChemOffice
9.0).

Ha pucyHkax n3o0pakeHbl MOTEHIUAIbI H3MEHEHHS TTOJIHOTO 3apsiia MH-
TepmenuaroB (2.176), (2.177), (2.178). Kak BuaHO U3 pucyHka 2.46a, TpagueHT
W3MEHEHHs MOTeHIala 3apsiaa OEH3MIBHOIO KapOOKaTHOHA HANpaBiieH BIOJIb
ocu O-C u He chauBaeTcsl ¢ AJIEKTPOHHBIM TOJjeM (DEeHUITHLHOTO KOJbIA, YTO
03HauaeT BO3MOXKHOCTh O-C — rpynmsl CeNEeKTUBHO, T.€. HE IPUBOJSA BO Bpallle-
HUE BCIO MOJIEKYIy, TpaHC(HOPMHUPOBATH MUKPOBOJTHOBOE M3JIy4eHHE BO Bpallia-
TEJIFHOE JBHXXEHHE, YBEIMYHMBasi BHYTPEHHIOIO SHEPIUIO MOJIEKYJIBI 10 HE00X0-
JIUMOTO 711 XUMHYECKOTO TIPEBPAIICHUs] YPOBHS.

Ha pucynke 2.46b BUIHBI N30JMPOBaHHBIC JUIIONHN, KOTOPBIC TaKXKe, BE-
POSITHO, CIIOCOOHBI K CAMOCTOSITEJIbHOW MEPEOPUESHTAIMN B IIEPEMEHHOM 3JIEK-
TPOMAarHWTHOM TI0JIe, HE TIPUBOAS K BPAILCHUIO B MPOCTPAHCTBE BCEH MOJIEKY-
nsl. Ha pucynke 2.46¢ u3obpaxen n Hrepmenuar (2.178), numeronyii HaMMEHb-
U AUNONbHBIA MOMEHT. BHUMaTENbHOE U3yUEHUE paclpeaesieHUs TOTEHINA-
JIa MOJIHOTO 3apsa MOKa3bIBAET, YTO €r0 U3MEHEHHE B IPOCTPAHCTBE MIPOUCXO-
JUT, OHAKO NPH 3TOM IOTEHIMAJl paclpeiesIeHus 3apsaa o0pasyeT «rio0alb-
HBI TUTIOJB» BOKPYT BCEH MOJIEKYIBL. Bo3meiicTBrne MUKpPOBOIHOBOTO 00Iyde-
HUS B 3TOM CIy4ae akKTUBUPYET HE OTICNIBbHYIO CBSI3b WM TPYIIIBI CBS3H, a BCIO

MOJIEKYITy [IEIMKOM, UTO, BEPOSATHO, HE 3(PPEKTUBHO.

N

Pucynok 2.46 — I'pangueHT M3MeHeHus MOTeHIMana 3apsiaa B (2.176, 2.177, 2.178)
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Takum 00pa3om, B X0ie NPOBENEHHS JUCCEPTALMOHHBIX HCCIIEI0BaHUM
Obun  pa3paboTaHbl  BBEICOKOd((eKTHBHBIE  MeTOomsl  cuHTe3a  3.4-
JIUTUIPOTIMPUMHIUHOHOB (-THOHOB) B CpeJie paCTBOPHUTEILS, 0€3 PACTBOPUTENS U
HA MOJUIOKKE M3 CHIIMKArels, akTHBUPOBAHHOTO CEPHOM KHCIOTOH. Y CTaHOBIIE-
Ha 3((HEKTUBHOCTH UCIOJIL30BAHUSI CIEAOBBIX KOJIM4eCTB N-OpOMCYKIIMHUMU A
B KadyecTBE KaTaju3aTopa peakuumn bumxkunenmn. Bpems cuHTesa ymamock
YMEHBIINUTH ¢ 6-12 yacoB 10 0,5-5 MUHYT, YTO OMpEAENseTCsl YCIOBUIMU MPO-
BEJICHUSI PEAKIIHH.

C npuMeHeHneM METOZ0B KOMIIBIOTEPHOTO MOJAEINPOBAaHUS OBIJIO IPOBE-
JICHO MOJIpOOHOE N3yUYEHUE BIHUSHUSI IEPEMEHHOTO AJIEKTPOMArHMUTHOTO MOJISl Ha
MexaHu3M peakiun brumkunaenm. I[TokazaHo, 9To pacdyeT AUTOIFHOIO MOMEHTa
HCCIIeyeMOI MOJIEKYJIbl ¥ BH3YyaJIbHOE KOHCTPYMPOBAaHHE PACIPENEIICHUs M0-
TEHI[MAaJa MMOJHOTO 3apsiia MOXKET CITYKHUTh Ka4eCTBEHHBIM KPUTEPHUEM OIICHKU
CHOCOOHOCTH MOJIEKYJIBI K BOCHPHSTHIO MUKPOBOJIHOBOTO M3JIYYCHHS U CEJEK-
THBHOW aKTHBALMU OMPEAETCHHBIX (PYHKIMOHATBHBIX TPYIII. DTOT CIOCO0 MO-
XKeT OBITh IPUMEHEH JUISl ITPOTHO3MPOBAHUS HAIIPABICHUS IPOTEKAHUS OPraHH-

YECKOW PEaKINy B YCIOBHIX MUKPOBOJIHOBOTO OOJTydIEHHUS.

2.7 HoBble MeTOABbI CHHTe3a  HEKOTOPBIX CHMETPHYHBIX 1,4-

AUTHAPONIMPUIUHOB B YCJIOBUAAX MUKPOBOJIHOBOI'0 Oﬁﬂy‘lelﬂ/lfl

BnepBble 0 MyJbTUKOMIIOHEHTHOM PEaKLMU, 3aKIHYAIOIICHCA B JIH-
TEJIbHOM KHUIITYEHUH TPEXKOMIIOHEHTHONW CMECH, COCTOSIIIEH M3 anpAeruia, f3-
KeTo3(Hpa U BOAHOTO PacTBOpPa aMMHaKa B CPe/ie METaHoJIa, ObLIO COOOIIEHO B

364 N

1881 romy 'anuem™ . BrIxon peakuuy MEHSETCS B 3aBUCUMOCTH OT YCJIOBHH €€
365

MIPOBEICHUS U BapbUPYETCs B IIUPOKOM JIuanas3oHe oT 35 no 95% . Oto oana

3 () (EeKTUBHBIX MYJIBTUKOMIIOHEHTHBIX PEaKIiid, M3y4eHHe OCOOEHHOCTEH

364 Hantzsch A. Condensationprodukte aus Aldehydammoniak und ketoniartigen Verbindungen//

Chem. Ber. - 1881. —Vol. 14.-P. 1637-1638.
%5 Saini A., Kumar S., Sandhu J.S. Hantzsch reaction: Recent advances in Hantszsh 1,4-
dihydropyridines //J.Sci. Ind. Res. - 2008. - Vol.67. - P.95-111.
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IIPOBEJCHUS] KOTOPOI1 JIETJIO B OCHOBY Pa3pabOTKH COBPEMEHHBIX METO/I0B KOM-
OUHATOPHOM XpMuI ™,

CuntesupyeMbele 1o peakuuu [aHda 1,4-TUrHApONUPUAMHBEI IIHPOKO
MIPUMEHSIOTCS B COBPEMEHHON MEAWIMHE AJIS JICYEHHS TUIEPTOHUYECKOH 00-
JIE3HH, CEPIIEYHO-COCYIUCTHIX 3a00JeBaHUM, JIeYeHUH U NPOQMIAKTHKUA WH-
cynbTa. [ToMrMO 3TOT0, HEKOTOPBIE MPEICTABUTENN 3TOTO KJ1acca UCIONIb3YyOT-
csl B JIedyeHUH Auabera, peBMAaTOMIHOIO apTpHTa, arepockieposa. CTpoeHue H

TOProBOC HA3BAHUE HanboJlee U3BECTHBIX U3 HUX MPUBEACHO HMUKE 365’366’367’368.

NO,
NO,
Et00C COOEt MeOOC COOMe
Me N Me Me N Me
H H
Hurpennunun Hudemumin
NO,
Cl
C;H,00C COOCH,CH,0CH, MeOOC COOEt
Me N Me Me N CH,OCH,CH,NH,
Humonunun AMIIOIMINH
NO, Cl

o
ﬂ COOCH; “
0/

MeOOC COOEt

HsC u CHs | |
Me N Me
H

Jlepkanuaunun Denogunun

3% Bannwarth W., Hinzen B. Combinatorial Chemistry - From Theory to Application. — Warstein:
Wiley-VCH, 2006. —C. 672.

37 Bypunnckuii C.I'. AHTATOHUCTBI KAJIbIMEBLIX KAHATIOB U POGJeMa HEHpONPOTEKIHH //310poBbe
VYxpaunsl. -2004. - Ne 106. -27-30.

% TTorocona I'.B. Hudeaunun B leueHHH cepiedHo-coCyAUCThIX 3abonepanuii //Knunmdeckas pap-
Makojorus u Tepamnust. -2004. -Ne 13. -C. 51-56.
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Hudenunun, nepeiii 1 10 cux mop HauOoee MHUPOKO NMPUMEHSIEMbIH U3
MIPEACTaBUTENCH 3TOro Kiacca MpernapaToB, OB BHEAPEH B MEIUIMHCKYFO
npakTuKy emie B 60-x rogax XX Beka M yCIEIIHO MPUMEHSIeTCS IO CHX Iop B
Ka4eCTBE aHTHTHIIEPTEH3UBHOTO CPEACTBA. AKTHBHYIO KOHKYPEHTHYIO OOpBOy
Ha pbIHKE OJIOKATOPOB  KAJIBLMEBBIX  KAHAJIOB, IPOM3BOAHBIX  1,4-
JUTHIPONIMPUANHOB BEAyT Takue KpyIlHeliue (apManeBTUIECKHE KOMIIaHUU
kak «Bayer» (Nifedipine, Nimodipine), «Pfizer» (Almodipine), «AstraZeneca»
(Felodipine), «Berlin Chemie» (Lercanidipine). O BbICOKOM Hay4yHOM HHTEpece
K pa3paboTKe HOBBIX METO/OB CHHTE3a IPOU3BOJHBIX |,4-AUTHIPOIMPHINHOB
CBUJICTEIBCTBYIOT ~COOTBETCTBYIOLIME HAay4yHble MYONMKAallMM W  IIaTeH-
11370373723 o Muenmio SKcrepToB B 061aCTH MEIUIMHCKON XHMUH KOH-
KypeHTHass 00pb0a Ha (hapMaleBTHYECKOM pPBIHKE OyIeT MpOTeKaTh MO ABYM
HalpaBJCHUSIM: CHHTE3 HOBBIX OHONMOTEK (HECKOJNBKO JIECSATKOB THICSY Be-
IIECTB) IMOTEHIMAIBHO OWOJOTMYECKH AaKTUBHBIX BEIIECTB C IOCIEIYIOIIUM
OMOCKpUHUTOM U pa3paboTka Ooiee 3(p(PeKTUBHBIX METOIOB CHHTE3a yXKE M3-
BECTHBIX HpenaparoB. HecMoTps Ha riryO0OKOoe M BCECTOpPOHHEE M3Y4EHHE Kak
METOJIOB CHHTE3a, TaK W OWMOJIOTHYECKOM aKTHBHOCTH IIPOM3BOAHBIX 1,4-
JUTUIPOTIMPUANHOB, TIPOU3BOJHBIE TOTO Kilacca IMO-MPEXHEMY IPEHNOAHOCAT
cropripusbl. Tak, B 2009 rogy MpaHCKUMH YYE€HBIMH OIyOJIMKOBaHa CTaThsl, B
KOTOpPOW BIIEPBBIC ONMCHIBAETCS BBIPAKEHHAS! MPOTUBOTYOEPKYJIE3HAsT aKTHB-

HOCTDB B pAAY HOBBIX ITPOU3BOAHBIX 1,4-)II/IFI/I}IpOHI/IpI/I}II/IHOB374.

% Litvic M., Filipan M., Pogorelic V., Cepanec I. Ammonium carbamate; mild, selective and efficient
ammonia soursefor preparation of f-amino-a,B-unsaturated sters at room temperature //Green Chem. -
2005. -Ne7.-C. 771-774.

0 Filipan-Litvic M., Litvic M., Cepanec 1., vinkovic V. Hantzsch Synthesis of 2,6-Dimethyl-3,5-
dimethoxycarbonyl-4-(o-methoxyphenyl)-1,4-dihydropy-ridine; a Novel Cyclisation Leading to an
Unusual Formation of 1-Amino-2-methoxycarbonyl-3,5-bis(o-methoxyphenyl)-4-oxa-cyclohexan-1-
ene // Molecules. -2007. -Ne 12. -C. 2546-2558

"' Korosa B.B., Macnour B.3., ITextepesa T.M., Uepsunckuii A.IO. HccienoBanue mpoTeKaHHs pe-
akuuu ['anda B coctaBe kapbamumopopmansaeruanbix cmoi //JKIIX. -2008. -T. 81, Ne 5. -C.864-866.
32 Nakamichi N., Kawashita Y., Hayashi M., Nakamichi N., Kawashita Y., Hayashi M. Activated
Carbon-Promoted Oxidative Aromatization of Hantzsch 1,4-Dihydropyridines and 1,3,5-Trisubstituted
Pyrazolines Using Molecular Oxygen //Synthesis. -2004. -P. 1015-1020.

" Yadav J.S., Reddy V.S., Basak A K., Baishya G., Narsaiah A.V. Iodoxybenzoic Acid (IBX): An
Efficient and novel Oxidising Agent for the Aror Dihydropiridines //Synthesis. -2006. -P. 451-454.

¥ Khoshneviszaden M., Edraki N., Javidnia K., Alborzi A., Pourrabas B., Mardaneh J., Miri R. Syn-
thesis and biological evaluation of some new 1,4-dihydropyridines containing different ester substitute
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Takum 00pazom, MOMCK MPUHIMINAIBLHO HOBBIX ITyTEH CHHTE3a, paspa-
00TKa M ONTHUMM3AIM MMCIOIINXCSI METOAOB CHHTe3a 1,4-IUruaAponupHIHHOB
SIBJISIETCS BOCTPEOOBAHHOM MPAaKTHYECKH 3HAYMMOM 3a/1a4ei.

Kak crnemyer u3 cXxemsl, NMPEUIOKEHHON HHUXKE, YETBIPEXKOMIIOHEHTHAs

peakiust 'aHua MOXKET OBITH peai30BaHa MO YETHIPEM BO3MOXKHBIM MapIpy-

TaM.
ROOC
n
peaKuus Knosenares
o CHs
CHO . _-CO0R R/00C
NH;3 +
A B
o CH, HsC NH,
ROOC COOR,
HasC N CH
D 3 H 3 C
ROOC R,00C R,00C
+ + +
o CHs  HC NH, CHO HsC NH, CHO

[To nanpasnennto A u C MOryT OBITh OJyYEHBI TOJILKO CHMMETPHUYHBIE,
He xupanbHble, 1, 4-murnapornupuauasl (R=R;). Meroast B u D o6prano mC-
MOJIb3YIOT AJISL CUHTE3a HECUMMETPUYHBIX, XUPAIBHBIX 1,4-TUruaponupuInHoB
(R#Ry).

MexaHn3M CHHTE3a CHMMETPHYHBIX 1,4-TUTHIPONUPUANHOB MOIPOOHO

Ol'II/Ica.H375 U MPEACTABJIACT coboif ICIIb MMOCJICA0BATCIIBHBIX KOHZ[eHcaHHﬁl

and diethyl carbamoyl group as anti-tubercular agent / Bioorganic and Medicinal Chemistry. - 2009. —
P. 1579-1586.

375 Krstenansky J. L., Cotterill I. Recent Advances in Microwave-Assisted Organic Synthesis //Curr.
Opin. Drug Discovery Dev. - 2000. -Ne 4. -P. 454-461
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O NH;
NH,*
HN) R
OR" R OR"
o o & o
- -
R' / R ) 74 '
O N R ON R
TayTomepus H H

OR" R OR"

ROy

KonBeknnoHHbIC METO/IBI CHHTE3a CUMMETPHYHBIX 1,4-
JTUTUIPONIMPUAMHOB HE OTJIMYAIOTCS pa3HOOOpa3reM M CBOASATCS K B3aUMOJIEH-
CTBHIO AJIBAETHIA, 3-KeTo3(upa 1 JOHOpa aMMHUaKa (BOAHBIN pacTBOpP aMMHAKa,
ra3o00pa3Hblii aMMHaK, KapOOHaT aMMOHHS, alleTaT aMMOHHS, Kapbamar aMMo-
HUSI) B CPEZIe OPTaHNIECKHX PACTBOPHUTEINCH.

Haubonee pacnpocTpaHeHHBIMH pPACTBOPUTEISIMU  SIBJISIOTCSL  HU3IIHE
CHHPTHI, B YaCTHOCTH, BBICOKOTOKCHYHBIA METaHOJI. boiee skoimorndecku um-
CTBIE — ATAHOJI, U30IPONIAHOJ. B HEKOTOPBIX CIIydasX MPUMEHSIOTCS BHICOKOKH-
nsiye pactoputenu: Gopmamua, aumermidopmamun. OqHAKO, UX TPUMEHE-
HHUE TPHUBOIUT K YACTHYHOMY OCMOJIEHHIO PEaKIIMOHHOW CMECH U 3aTpyIHSET
OUYHCTKY KOHEYHOT'O MPOJYKTA OT BHICOKOKHUIISIIETO PACTBOPUTEIIS.

B OpHMrHHAIBHOM TATEHTE ~ JEHCTBYIONIME BEIIECTBA JEKAPCTBEHHBIX
npenaparoB Hudenunua n Hurpenannue ObUH MOTy4eHbBI MHOTOYACOBBIM KH-
IISIYEHUEM COOTBETCTBYIOLIETO 3(upa aleToyKCyCHOM KHCIOTHI, HUTPOOEeH3aIIb-

JIernjia ¥ BOJHOTO pacTBOpa aMMuaka. Beixoa npomykra cocraBui 75-80%. Me-
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ToAMKa 0e3 M3MEHCHHs ObLIa MCIOJIb30BaHA aBTOPAMU JIJIS CHHTe3a 0ojiee 4eM
30 coemuHeHUil. AHaJOTHYHAS METOIUKA PEKOMEHIOBaHA M B 0OJiee TO3THHIX
paborax”.

ABTopamu’'® Gblla H3yYeHa BO3MOXKHOCTb CHHTE3a CHMMETPHYHBIX 1,4-
JUTHUAPOITUPUIMHOB U3 apOMATHYECKOTO aJIbJCTH/IA, CYCIICH3UH alleTaTta aMMOo-
HUS B U30MPOTIAHOJIE ¥ BOIHOTO pacTBOpa aMMHaka. [lociae KunsiaeHusl peakiim-
OHHO cMecH B TeueHue 22 4 OBUIM MOTYYEHBI HY>KHBIC MMPOAYKTHI C BBIXOAAMU
25-41 %.

B pa60Te377’378 W3y4eHa BO3MOXKHOCTh CHHTE3a JUTHIPONHPUINHOB W3
apoOMaTHYECKOro WK ann(aTHUECKOrO alibJCrHIa, METHIOBOTO 3(Hpa anero-
yKCycHOTO 3(upa U areraTa aMMOHUS HAaIpEBAaHWEM B TCUCHHE 4Yaca MPHU TEM-
neparype 80°C. BbIxosl mpoayKToB mpu 31oM cocramid 70-97 %.

W3BecTHO, UTO OHONIOTHYECKAsT aKTUBHOCTH IIMMEPOB OJHOTO HUTOTO XKE
BELIECTBA MOXET OTIHYaTbcsi B COTHM pa3. llomoxenwne 4 B 1,4-
JUTHAPOITUPUINHAX — XUPATBHOE, M CHHTE3UpyEeMbIe OOBIYHBIMH MeTonaMu 1,4-
JTUTHAPOITUPUINHEI PEICTABISIOT CMECh YJHAHTHOMEPOB. [IpoBeneHme ciHTe3a
Hutpenanniaa Ha HAHOOKCHIHBIX KaTalM3aTOPax MO3BOIMIIO YBEIHIUTH MPO-
IYKT, 00OTaIIeHHBIA S-3MMepoM OoJiee 4eM Ha 20%7°.

80
380 Ymu

[TonspHbIE pacTBOPHUTENN Ha TeKCaH YAAJIOCh 3aMEHUTh aBTOpaM
pa3paboTaHa OpUTrHHAIbHAS METOAMKA MPOBEICHUS peakiuu ['aHda, NCTIONb3ys
B KauecTBe JOHOpa aMMHaKa aneTaT aMMOHUs. Peakiius NpoBOAUTCS Ha KaTalu-
3aTope, KOTOPBIM SIBIISIETCA CUIMKArellb, K KOTOPOMY NPUBUT KOBAJEHTHON CBsI-

3bI0 OCTATOK MPOIAHCYIb(MOHOBOW KHCIOTHI. Peakius 3aBepmiacTcss B TCUCHHU

376 IMar. 3644627 USA. Pharmaceutical compositions and Methods for producing coronary dilation
with 4-aryl-1,4-dihydropyridine derivatives /Bossert F., Elberfeld W., Vater W.; omy6x. 22.02.1972. -
17 c.

7 Tlar. 4814455 USA. Dihydro-3,5-dicarboxilates /Poindexter G.S.; ony6m. 21.3.89.-14 c.

378 Ghorbani-Choghamarani A., Zolfigol M.A., Salehi P., Ghaemi E., Madrakian E., Nasr-Isfahani H.,
Shahamirian M. An Efficient Procedure for the Synthesis of Hantzsch 1,4-Dihydropyridines Under
Mild Conditions //Acta Chim. Slov. -2008. -Ne 55. -P. 644-647.

37 Turosa 10.A., OBunnnukosa N.I'., denoposa O.B., Pycunos I'.JI. Pa3paboTka peruo- u crepeoce-
JIEKTHBHBIX METOJIOB CHHTe3a HU(EAMIIMHA U ero aHaitoros // Marepuanst XI mKkoisl KOH(pepeHIHH
0 OpraHn4eckoi xumuu. -Exarepunoypr.- 2008. - 201-203 c.

0 Gupta R., Gupta R., Paul S., Loupy A. Covalenty anchored sulfonic acid on silica gel as an efficient
and resursable catalyst for one-pot synthesis of Hantzsch 1,4-dihydropyridines under solvent condition
// Synthesis. - 2007. — P. 2835-2838.
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4,5 — 7 yacos npu Temnepatype 60°C. BBIX0OAbI KOHEUYHOTO IIPOAYKTa BLICOKH U
cocTaBISIIOT 85-95%. KaranusaTtop MOXXeT ITOBTOPHO MCIOIB30BATHCS O€3 MOTe-

PpU aKTUBHOCTHU.

R
CH3COONH4 R,00C COOR,
MOR - O \/ SO;H
R, N R,
H
Becbma HWHTEPECHBIM SIBJISICTCS HCIIOJIb30BaHUE 2,4,6-

tpuxiop[ 1,3,5]tprazuHa, B KadecTBe KaTaau3aTopa B peakuuu [ aHda, KoTopas
npoBOAUTCS B TeueHuu 15-150 muH, npu komHaTHON Temmepatype. [Ipu stom
PEaxIys OCYIIECTBISIETCS B OTCYTCBHE PACTBOPHUTENS, a JOHOPOM aMMHaKa SIB-
JISIeTCs aleTaT aMMOHHS. BBIXO/(I KOHEYHOT'O MPOIYKTa BEICOKH W HaXOJSTCS B
nuana3oHe 88-94%. MATKOCTb YCIIOBHI IMO3BOJISIET MCIIOJIB30BaTh B KAUECTBE

381
AJIBACTUAOB aJIbA03bI, KOTOPLIC o6pa3y10T MPOAYKT C BBICOKHMM BBIXOJJOM

R
0 0 0 R,00C COOR,
)k N M CH3;COONH, | |
R H R; OR,
Ry N R,

OmnucanHble KOHBEKIIMOHHBIE METOIBI UMEIOT CEPhE3HBIC HEIOCTATKH, Ta-
KM€ KaK JIUTENbHOCTh NPOBEJCHUS PEAKIUM U CBSI3aHHBIE C JTHM 3aTpPaThl
IEKTPOIHEPTUH, HCIIOIb30BAHUE BOJHBIX M TPYIOBBIX PECYPCOB, CTOMMOCTh
KOTOPBIX BXOJHT B c€0ECTOMMOCTH NMPOAYKIMHU. Vcronb3oBaHue MOXKapoorac-
HOTO BBICOKOTOKCHYHOT'O PACTBOPUTEISI, METAHOJIA, TAKKE CBA3aHO C OIEpaly-
SIMH TPaHCTIOPTUPOBKH, XPaHEHUsI, OYUCTKH, peTeHepalny, yTuin3anun. Hamu-
YHe pacTBOPUTEIISA CO3AAET OMACHOCTh €ro B3phIBA, PO3JIMBA, XpaHeHUs. IHTeH-
cu(UKaIys mpolecca CUHTE3a, OTKa3 OT HCIOJIb30BAHMS PACTBOPHUTENS MOTYT
CIIy’)KUTh OCHOBOM CO3/1aHHsI KOHKYPEHTHOCIIOCOOHOM TeXHOJIOrnU cuHTe3a 1,4-

JUTHIPOTTUPUANHOB.

! Sharma V.M., Reddy K.L., Lakshmi P.S., Krishna P.R. ‘In situ’; Generated ‘HCI’; - An Efficient
Catalist for Solvent-Free Hantzsch Reaction Temperature: Synthesis of New Dihydropyridine Gly-
coconjugates //Synthesis. -2006. -P. 55-58.

268



B xoxe wuccrnenoBanms %% Gpi0 M3yueHo HECKONBKO METOOB
CHHTE3a CUMMETPUYHBIX |,4-IUTHAPONTMPHINHOB YETHIPEXKOMIIOHEHTHBIM B3a-
HUMOJICHCTBHEM JIOHOPA aMMHaKa, dTUIOBOT0 3(pupa aneToyKCyCHOW KHCIOThI U
apOMaTHYECKUX ANBAETHIOB B YCIOBHSIX MHKPOBOJHOBOTO OOJydEHHS IO Cie-

JYIONIEH cxeme:

Ph
EtOOC COOEt
| | COOEt NO,

H;C _ COOEt H;C g CH; N
HN NO, (2.189) 86 %

H, (' COOEt / (2.190) 75 %

(2.194) 82,6 %

H;C CH
N HN OCH, N 3

(2.193) 47 % il coom (2.191) 53 %
3
(2.192) 64 %

Be3yciioBHO, HAUOOJBIIMY PAKTHYSCKUI UHTEPEC B UCCIICIOBAHUU ITOM
PeaKIyy 3aKITI0YANCS B U3yUYCHHH BO3MOXKHOCTH MIPUMEHEHUST BOJHOTO PacTBO-
pa aMMHaka B YCIOBHSIX MHKPOBOJHOBOTO oOiydeHus. Hanbompimmm onaceHu-

eM OBLIO TO, YTO aMMHAK HUCIIAPUTCA paHbIIC, YCM BCTYIHUT B PCAKIIUIO. OI[HaKO

382 CyneiimenoBa A.A., Xpycranes [I.I1., ®a3pmos C.J., MyngaxmetoB 3.M., I'azamues A.M. IIpu-
MEHEHHE MHKDOBOJHOBOH aKTHBAIIMH B CHHTE€3€¢ H3BECTHBIX MpEMNapaToB OJIOKATOPOB KalbIMEBBIX
kaHanoB //Te3ucsl TOKI. MeXTyHap. Hayd-lpakT. KoH}. «Hayka u ee polb B COBpeMEHHOM MHpE» -
Kaparanna, 2009. - 424-429 c.

3% Xpycranés JI.I1.. MeToas! CHHTE3a HEKOTOPBIX 1,4-TUTHIPONMPUINHOB B YCIOBHSIX MHKPOBOJHO-
Boro obuyuenust / Tpymsl Mex . Hay4HO-TIPakT. KOH(. «COBPEMEHHOE COCTOSIHUE U MEPCIICKTHBBI
pa3BUTHS HayKH U BbIciiero oopaszoBanus B LlentpansHom Kasaxcrane». —Kaparanpa. -2008. - 37-40
c.

3 Xpycranés JI.I1.. HoBble METOIBI CHHTE3a HEKOTOPBIX 1,4-IHIHAPONMPHIMHOB B YCIOBUAX MUKPO-
BOJIHOBOTO 00mydenus // Tpyxst Mexa. HayqaHO-TIpaKT. KoH(. «XI MexxyHapo Has MOIOeKHAsS
KOH(epeHIUs o opraHuyeckoi xumumy». -ExarepunOypr. -2008. -217-219 c.

35 Xpycranés JI.I1.. HoBble METOIBI CHHTE3a HEKOTOPBIX 1,4-THIHAPONMPHIMHOB YCIOBUSX MUKPO-
BosiHOBOrO 0o6nyuenus // Mzectuss HAH PK. Cep. xum. - 2009. - Nel. - C. 71-75.
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BBIXOJI JK€JIaeMOr0 MPOAYKTa B YKa3aHHBIX YCJIOBUSX cocTaBua 62-70 %, uto
COIIOCTABUMO C BBIXOJAMH COOTBETCTBYIOIIMX NMPOAYKTOB B YCJIOBHSIX KOHBEK-
LIMOHHOTO Harpesa .

Jlorn4HO OBIIO MPEAINOIOKUTH, YTO BBIXOJ JKEIAEMOTO MPOIYKTa MOXKHO
YBEIUYNUTh, YMEHBIIMB JIETy4eCTh aMMuaka. Jlji1 3ToH 1eau BOJIHBINA pacTBOp
ammuaka (25 %) pacTBOpsIICS B TPEXKPATHOM M30BITKE YKCYCHOM KHCIIOTHL. 13-
BECTHO, YTO COJIb, OOpa3oBaHHasl CaObIM OCHOBAaHHEM M CIa0OH KHCIIOTOM,
BEChMa JIETKO THIIPOJIU3YETCsl, HO JIETy4eCTh aMMHaKa TIPH STOM CHIIHO CHH)Ka-
ercsi. U 11t cMeleHnst B CTOpoHy 00pa3oBaHMsI aMMHaKa U YKCYCHON KHCIJIOTBI
HEOOXOMM CUIIbHBII Harpes.

HeobxoanMo OTMETHTH, YTO aMMOHHMHBIE COJM CHJIBHO MOTJIOMIAIOT
MHUKPOBOJIHOBOE U3JIy4EHHUE, U 3TO CBOMCTBO UCIIOJIB3YETCs /It O0Jiee CHIIBHOTO
pasorpeBa manoBocnpuuMunBeIX K CBY sxupkocteir. IoH aMMOHWMS, mMOTydas
MOPLMIO M3JIy4EHHs, HarpeBaeTcsl, JUCCOLMHUPYET, IEPEXOIUT B BO30YKIECHHOE
COCTOSIHWE, YTO TIPUBOJUT, B CBOIO odepenb, K Oonee OpicTpoMy U Ooiee TOJ-
HOMY TPOTEKaHWIO peaknuu. Kak n ObIIO MPEAIoI0KeHo, MPUMEHEHHE YKCYC-
HOW KHCJIOTHI B KAYECTBE PACTBOPHUTENS TIO3BOJIMIIO TOBBICHTH BBIXOA ¢ 62-70%
1o 82-86 %.

Taroke ObITa M3yUeHa BO3MOXKHOCTh T€HEPHUPOBAHUS aMMHaKa in situ pas-
JOKeHneM KapOoHaTta amMMOHHA. [ 3TOro cMech kapboHata aMMOHHA, OeH-
3aJpJeTHia U STHIOBOTO 3(Upa aleTOyKCYCHOM KHCIOTHI HarpeBaiach B MUK-
POBOJIHOBOHM yCTaHOBKE B TedeHHe 5-10 MuH mpu MomHocTH n3mydarens 150
Bt. B aToM cityuae Beixo bl cocTaBmin 53-70 %, 4TO HECKOJIBKO XYyKe, YeM ISt
OTIMCaHHBIX paHee mpuMepoB. [IpnunHa 3aKim09aeTcs, BEPOSITHO, B HU3KOM A
TEPMHUYECKOTO Pa3NIoKEeHHs KapOoHaTa aMMOHHSA TeMieparype. Tak Kak B cMecH
OTCYTCTBOBaJa BO/A, TO OOJbINAs YacTh KapOOHATa aMMOHUS HAXOIMIIACh B HE-
pacTBOPEHHOM BHJE, CIENOBATEIbHO, HE COpOMpOBala MHKPOBOJIHOBOE H3ITY-
yeHue. Bo3MokHO, 100aBiIeHNEe HECKOIBKUX Kallellb BOABI ciemaia mpouecc 60-
nee 3¢ (HEeKTUBHBIM.

OnuuM u3 cren(UUECKUX HaIpaBJICHUH CHUHTE3a, NMPUMEHSEMBIX HC-

KIIFIOYUTEIBHO B CHUHTE3aX B YCIIOBHUAX MUKPOBOJIHOBOI'O O6Hy‘{€HI/I§I — 3TO CHH-
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Te3bl Ha MOAJIOKKe. [10NI0KKOM SIBIISIETCS MHEPTHBIM Marepuall, Mpo3payvHblii
JUT MEKPOBOJIHOBOT'O M3ITy4eHHS (CHIMKATellb, OKUCh AIFOMUHHUS, IIEOJIUT), KO-
TOPBIH MPOIMUTHIBACTCS PEAKIIUMOHHON cMechio. O030p JMTEpaTyphl TOKA3bIBACT,
YTO MCIIOJIb30BAaHHE TTOIOKKH, KaK MPABHUJIIO, IPUBOIUT K YBEITHYCHHIO BBIXOIA
¥ MEHBIIEMY OCMOJICHHIO MPOIYKTOB PEaKIHI > .

HexoTopbie aBTOpHI HOJararoT, 4TO 3a CYET afACOpPOMPOBAHHOW HA IIO-
BEPXHOCTHU MOJIJIONKKH BOJABI, B MUKPOBOJHOBOM I10JI€ MIOBEPXHOCTH MOJIOKKH
croco0Ha OKa3bIBaTh KATATUTHUYECKOE JCHCTBHE HA MHOTHE XHMHYCCKHE Peak-
U, B HEKOTOPBIX CITydyasX, 4YTO ONPEIEIIACTCS CICHU(DUKON pEeaKIUu, TOBEPX-
HOCTb MOJIJIOKKH aKTUBUPYETCSI TEMU WJIM UHBIMH PeareHTamH.

Kak ObLTO YyCTaHOBIICHO B XOJI¢ MPOBEICHHBIX MCCIICIOBAaHHUN, HanOoJce
BBICOKHE BBIXOJIBI (75-86 %) ObUIM JIOCTUTHYTHI B Clydac MPUMEHCHUS B Kade-
CTBE PaCTBOPHUTENS BOJHOTO PacTBOpa areraTa aMMOHHS, TOIy9aeMoro in situ
HEIMOCPEACTBEHHO CMEIIMBAHUEM BOJHOIO pacTBOpa aMMHAKa U YKCYCHOM KHC-
JIOTHI 110 cnabo-KuciIoi peakiuu. DPPEeKTUBHOCTh JAHHOTO METO/Ia 3aKIF0YaeT-
cs B TOM, 9TO 0Opa30BaBIIMIKCS aleTaT aMMOHHS HE JIETYY, HO NPH BBICOKOU
TeMIepaType OUCCOIMHUPYET Ha aMMHAaK M YKCYCHYIO KHCIIOTY, YTO ITO3BOJISET
MTOBBICHTD TEMIIEPATYPY PEAKINH H, KaK CIICACTBUE, YMEHBIIIUTE €€ BPEMSL.

Taroke BbICOKYI0 3((EKTHBHOCTh MMOKAa3aJl METOA MPOBEACHHUS PEaKIUH
l'anua Ha noyoxke U3 cunukaresns. Kak nmokasaHo Belie, peakuus ['aHua sBis-
eTCsl MOCTaIMHHON peanu3alueil Tpex NBYMOJEKYIApHBIX peakuuid. Kak cnemy-
€T U3 PUCYHKA, CKOPOCTh OMPEIEISIOIINMU PEAKIUSIMU SIBJISIOTCS KOHJAEHCALUU
aMMHaKa C alleTOYKCYCHBIM 3(UpPOM KM OCH3albJAerHa C aleTOyKCYCHBIM 3(u-
pom. Kaxxkmast U3 3TuX craanii MOKeT OBITh IpOBeIeHa OTACNBHO. Takke W3-
BECTHO, YTO peaknus KHeBeHarens, 3aKIIOYArOIIAsLCS B KOHACHCAIIMN OCH3ab-
JeTH/AA C alleTOYKCYCHBIM 3(HPOM KaTaJIM3HPYETCs YeTBEPTHIHBIMA aMMOHHI-

234
HBIMH COJIIMH . Takum 06p2130M, alcTraT aMMOHHUA ABJISACTCA HC TOJIBKO TOHO-

3% Kappe C.0., Dallinger D. Creating chemical diversity space by scaffold decoration of dihydro-
pirimidines //Pure Appl. Chem. -2005. - Vol. 77, Ne 1. -P.155-161.

*7 Kappe C.O. Controlled microwave heating in modern organic synthesis //Angew. Chem. Int. Ed. -
2004. -Ne 43. -P. 6250-6284.
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poM amMmuaKa, HO U 3((GEKTHUBHBIM KaTaJH3aTOPOM KOHICHCAIIMH alETOYKCYC-
HOTO 3(Hpa C COOTBETCTBYIOIINM aJTbICTUIOM.

JMoKcH | KpeMHUS SIBISIETCST KMCIOTOOOPA3yIOIIMM OKCHJIOM U HaOJIo/1a-
€MBbIe BBICOKHE BBIXOJBI KOHEYHOTO TPOIYKTa MOTYT OBITH CIEACTBHEM XEMO-
copOIMK aMMHaKa Ha TOBEPXHOCTH KUCIIOTHBIX TPYIII, YTO MPUBOIUT K CHHKE-
HUIO JIETy4eCTH aMMHUaka 1 00pa30BaHUIO HOHOB aMMOHHS Ha €ro TIOBEPXHOCTH,

U KaTanu3upyeT peakuuto KHoBeHarems.

HO 0] OH HO

O
N

ONH,

B xome w3y4eHHS BO3MOXXHOCTH TpOBemeHHs cuHTe3a  1,4-
JUTUIPONIMPUAMHOB Ha ITOJUIOKKE U3 CHIIMKAreis B YCIOBUSIX MHUKPOBOJIHOBOTO
o0mydyeHnss  OBIO  YCTAaHOBIEHO, YTO  HAWiIy4dmue  BeIXomel  1,4-
JUTHIPOTIMPUINHOB OBUIH MOJYYEHB! TIPH MCIOJIB30BAHUM MOIIHOCTH 00Jyde-
Hus 600 Bt B reuenue 1-3 munyTt (75-86 %).

UK-cniextp BemectB (2.189-2.194) COmEpX HUT XapakTepHble IHKH 'O
(KBr, cm™): 3345, 3239 (N-H), 3090, 3061 (penun), 2980, 2902 (C-Hamudy),
1692 (C=0), 1492 (C=Capom), 1373 (C=C aurnaponupuInHOBOE), a TaKKe NH-
TEHCHBHEIE ITOJIOCHI Iorjomenus B odimactax 1301, 1217, 1248, 1121, 1094.
UK-cnextp coennnenns (2.189) npencrasnen Ha pucynke 2.47.

SIMP-'H criextp coenunennii (2.189-2.194) (tabnuma 2.42) nmeer xapak-
TEPHBIA PUCYHOK 1 Tak, nammame 1,4-TITHAPOTTMPUAMHOBOTO SApa TTOATBEP-
KJTACTCSI TPEMsI XapaKTepHbIMU cHUHTIeTaMu. B obmactu 2,28-2,30 M. 1. 3amw-
CBHIBAIOTCSl CHHIJIETOM [IBE METHJIbHBIC TPYHIBI B MOJIOKeHUAX 2 u 6. B oOma-
cTax 4,95 u 8,95 M. 1. 3aIUCHIBAIOTCS CUHITIETHI COOTBETCTBYIOIIUX MPOTOHOB B
nojioxxkeHusix 1 u 4. Hannume NByX 3TOKCHIIBHBIX TPYIIIT TPUIUIETOM UHTEHCHB-
HocThi0 6 H B obmactu 1,11-1,14 M. 1., COOTBETCTBYIOIIMM METHIBHOU TpyTie
U MYJIBTUIUIETOM UHTEHCHUBHOCTHIO 4 H B 00mactu 3,95-4,05 M. 1., xapakTepHOH

it CH, rpynmn. ®eHmIbHBIN 3aMeCTUTENh XapaKTepU3yeTCsl COOTBETCTBYIOMIH-
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MHU TI0JI0caMu B obnactsax 7,52-7,56 m. a. (1), 7,52-7,62 m. 1. (1), 7,98-8,01 m. 1.
(M). AMP-cnextp coenuuenus (2.189) mpencrasieH Ha pucyHke 2.48.

Ha ocHOBaHMU TIOJIyYEHHBIX PE3YJIBTATOB MOXKHO CAEJIATh CIIEIYIOIINE
BBIBOJBI: IpuMeHeHne MBI MHOrOKpaTHO MOBBIIIAET HHTEHCHBHOCTH CHHTE3a
1,4-murnaponupyuIMHOB, COKpalas Bpems cuHTe3a ¢ 6-12 gacoB no 1-10 mu-
HyT. Pa3paboTaHHbIe METOABI HANpaBJIEHBl HA pEILICHHE NPaKTUYECKUX 3ajad,
OTBEUAIOT TPEOOBAHUAM KOHICHIHH «3€/ICHAs XHMHUS» = U MOTYT OBITh PeKo-
MEHJIOBaHbI UIsi BHEAPEHUS! B MPOMBILIUIEHHOCTh. DHU3NKO-XUMHYECKUE CBOW-
ctBa BemiecTs (2.189-2.194) coBnanm ¢ ONMCaHHBIMU B JIMTEPATYPE U MPEJICTAB-

JIEHBI B Tabuue 2.43.

Ta0numna 2.42 — JlaHHBIC CIIEKTPOB SIMP-'H coemnennit (2.189-2.194)

(0] R O
s [ i s
H3C_H2C_O_C C_O_H2C_CH3
3 | | 3
H;C N CH;
2 H
Ne SIMP-'H crekTp, 0, M., B DMSO-d6

cocna. H] H2 H3 H4 H5 R

397- | 1,11- 7,07-7,10T, 7,14-7,16 1,
2189 | 486¢ | 877c | 226¢ | 400k | 1,141 7,18-7.21 1 (-Ph)

4,00- 1,12- 7,41, 7,44, 8,00, 8,17
2.190 | 4,82¢ 8,75¢ | 2,27¢ 403k | 1157 (-Ph-NO»)

1,70-1,73 M (-CH), 1,06-1,07
2191 | 3,121 | 873¢c | 2,09¢ | 4,19% | 1,291 1 (-CHs), 1,32 m (-CH,CHj),
0,95-0,98 T (-CH,CH3)

3,99- 1,10- 6,64 1, 7,05 1 (-Ph),

2192 | 483¢c | 8,76¢c | 2,25¢ 402k | 1141 3.72 ¢ (-OCHs)

1,85-1,92 M (-CH(CH3)y),

2193 | 3151 | 874¢ | 221¢ | 422% | 1311 6.98-1.01 1 (CH(CHL).)

3,95- 1,1-

2.194 | 495¢ | 895¢c | 23c¢ 405x | 115t

7,5-7,6, 8,0-8,05 M (-Ph)

3% Cumming S. Award for Microwave chemistry //Green Chem. -1999. -Ne 1. -P. 94-96.
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Tabmnuma 2.43 — Beixozpl, GU3UKO-XMMUYECKHE XapaKTEPUCTHKH U PE3YJIbTaThI

3JIEMEHTHOTO aHayn3a 3,4-AUTruAPONUPUMHUIAHTAOHOB (2.189-2.194)

coen. | C° ;S}l MB | Knyer | MB | ¢ | u | ®oPwm | o H
2189 | 165 | 94 | 86 | 30w | 10 16932 | 7,01 | CHnNOs | 6928 | 7.04
2190 | 161 [38707] 75 | 64 [377] Lig 60,90 | 5.87 | C1oHxN>Og | 60,95 | 5.92
2191 187 [35757] 53 | 6u[379]| 10 | 6607|873 | CiHNO, | 6599 | 880
2192 | 154 [38769] 64 [2339'3 191 66.91 | 7.08 | CootlsNOs | 6683 | 7.01
2.193| 198 [36707] a7 |6ap3771| 19 16512 | 845 | MO | 6506 | 853
2104 | X [38797] 826 (8413791 | 10 1 6089 | 5,87 | CioHnNa0g | 6095 | 592
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2.8 CunTe3 HeCMMMETPHYHBIX 1,4-TUTrHIPONUPHINHOB B YCIOBHIX MUKPO-

BOJIHOBOI'0 oﬁnyqe}mﬂ Ha mpuMepe «HI/IMOI[l/IlIl/IHa»389

Kak yxe mompoOHO omuchBaNIOCH B paszzmeine 2.7, mpousBomHbie 1,4-
JUTHIPOTIUPUANHOB HAllUIM IIMpouaiiliiee MPUMEHEHHE B MEIUIMHCKON Mpak-
tuke. Hapsiny ¢ cuMMeTpu4yHBIMU 1,4-TUTHIpOTTMPUINHAMY, B HACTOSIIEE Bpe-
Ms aKTUBHO H3Y4YarOTCd HCCUMMCETPUYHBIC 1,4-):[I/IFI/I}1p0HI/IpI/II[I/IHI)I. Hecummert-
PUYHOCTH CTPOEHUS MO3BOJISIET COYETaTh B OJHOW MOJIEKYJe OOJIbIIee YHCIO
(apMaxko(OpPHBIX TPYIII, YTO MO3BOJISICT BAPEUPOBATH KaK (PU3UKO-XUMHUYECKNE,
Tak 1 (papMareBTHUECKUE CBONCTBA 1,4-AUTHIPONHPUANHOB B IIUPOKUX IIpeie-
nmax. HemaBHO B psimy HECUMMETPUYHBIX |,4-TUrHApONUPUINHOB OBLTH OOHA-
PYXKEHBI COCIMHEHHMs, 00/1aatone BbIPAXXEHHON MPOTUBOTYOCPKYIE3HON aK-
THBHOCTBIO . AKTHBHOCTBIO PaHEEe HE XapaKTepHOH I 3TOro Kacca Be-
IIECTB.

Hexoropbele HecummerpuuHble 1,4-AUTHIPONUPHIUHEI 110 (hapMaleBTH-
yeckoMy 3((eKTy He3aMEHHMBI B MEAMIMHCKON NpakThke. K HUM OTHOCATCS
«Amvomuruey (Pfizer), «®@enmmomnmua» (AstraZeneca), «Lercanidipine» (Ber-
lin Chemi). O030p NMaTEeHTHOM JINTEPATYpPbI ITOKAa3bIBAET, YTO HECMOTPS Ha TO,
yro «Humonunuu» (mponsBonurcst kopnopamuei «Bayer»), BoepBble OblT CHH-
Te3upoBaH Oonee 40 jeT Ha3aa M aKTHBHO NpHMeEHsieTcsl B MeaunuHe Oonee 30
JIET, OH TI0 NIPEXHEMY OCTaeTCsl 00bEKTOM IpUCTAIBLHOTO M3ydeHus. Ha ero oc-
HOBE M300peTaloTcs HOBBIE COCTaBBI, HOBBIE METOJBI BBeldeHUS. M ¢ ydyerom
TEHACHITNI pa3BUTHS HAHOTEXHOJIOTHI 0(hOpMIIEH BCEMHPHBII NAaTEHT Ha HaHO-

o 1392
pa3sMepHEI HUMOTOII, Kak 6onee sddexTuBHyIo hopmy npemapara’”’,*”! %,

% Xpycranés J.I1.. CHHTe3 HECHMMETPHYHBIX 1,4-THTHAPONHPHIMHOB B YCIOBUAX MUKPOBOTHOBOTO
obuyuenus // Tpyasl Mexn. Hay4HO-TIpakT. KoH(. «Hayka u oOpa3oBanue - Beayumii paktop crpa-
Terun «Kaszaxcran 2030»». -Kaparanna. -2009. —422-424 c.

% Christen D.P. Dihydropyridine calcium channel blockers for hypertension. The art of drug synthe-
sis. Warstein: Wiley and Sons, 2007. - P.160-167.

! Tar. WO 2008013416 Kor. Process for preparing powder comprising nanoparticles of sparingly
soluble drug/ Bae J.H., Lee J.H., Lee H. Kim J.J.; ony6u1. 31.01.08. -24c.

2 TTat. WO 2008132710 USA. Pharmaceutical nimodipine compositions /Coulter I.; omy6:1. 06.11.08.
—Tec.



CuHTe3 HECUMMETPUUHBIX 1,4-IUTHIPOITUPUINHOB HE MOXKET OBITh OCY-
LIECTBJICH OJHOCTAIUHHON peakiueil. AKTyalbHOCTh MOUCKAa HOBBIX METOJIOB
CHUHTE3a HECUMMETPHUUHBIX |,4-TUrHApONUPUINHOB HAILIO CBOE OTPaKEHHUE B
pAZe COOTBETCTBYIOIIMX NATEHTOB. B  OPMIHHAIBHOM MaTeHTEe >  5-
nzomnponuiar-3-(2-merokcudtunar)-4-(3-autpodennin)-2,6-mumerui-1,4-
muruaporpuaul («Humomnmua» (2.195) GBI CHHTE3UPOBaH B TPU CTaIWH.
[NepBas 3axmodanach B KOHJCHCALMU 3-HUTPOOEH3AIBAEIUAA C M30IPOIHIO-
BBIM 3(HMPOM alleTOYKCYCHOW KHCIIOTHI 1Mo peakunu KHoBenarens (A). Drtor
mporuecc xopomo u3ydeH. JKemaeMblii NMpORyKT, H30MPOMWIOBHIH 3¢up 3-
HUTPOOEH3WIINICHAIIETOYKCYCHOM KHCIOTH (2.196). Peaknus mporekaer cme-
IIMBAaHUEM HCXOJHBIX PEAareHTOB C JAOOABICHHEM KAaTaTUTHYECKHX KOJIHIECTB

nunepuanHa. Peakuus 3aBepiaercs B TEUSHUH CyTOK TP KOMHATHOI Temrepa-

Type.
NO,
NO, H,
o c o
Y Y —
CH; O\'c " ﬁH
1
CHO T He C o
T e
0 )
(2.196)

Bropas cragus (B) 3akmrodaercst B cmHTe3e¢ aMHHOKpoToHaTa (2.198).
Jist aTOrO CMEImMBaICs BOJHBIH PacTBOP aMMHAaKa € 2-METOKCUATHIIOBBIM d(H-

POM areTOyKCYCHOHM KUCIOTHI (2.197) 1 moaBepraics IIUTeIbHOMY IepeMenu-

BaHUIO.
e H,N ¢ O
NH; + o ¢ 0 N =
CH; O CH; O
CH,CH,0CH; CH,CH,0CH;
(2.197) (2.198)

3% Tar. 4166855 USA. 1,4-Dihydro-2,6-dimethyl-4-(3-nitrophenyl)-3,5-pyridinedicarboxylic acid es-
ter, and its use as a peripheral vasodilator / Wehinger E., Bossert F., Meyer H., Heise A., Kazda S,.
Stoepel K., Vater W.; ony6u. 04.09.79. — 23c.
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Cramust cunre3a koHeyHoro npoxykra (C) ocymectsisiercst 20 4acOBBIM

KHUIITYEHHEM TOJTyTIPOIYKTOB B CpeJie 3TaHOJMA.

NO, NH, NO,
H3C4\<
. CH »
CH 0 i-C5H;-00C COOCH,CH,0CH;

H3COH,CH,C o)
(2.198) ‘ |

H
5C C o\iC .
3 H;C N CH;
H
0 o)

(2.196) (2.195)

B opuruHampHOM MaTEHTE MPUBOAUTCS €Il TPH CIIOCo0a MOTyUCHUS HU-
MOJIMIIMHA, KOTOPhIE OTJIMYAIOTCS OT ONMCAHHOTO BaphbUPOBAaHUEM 3aMECTHUTE-
JICH WM CHHTE30M aMHHOKPOTOHATa in situ. OJHAKO UX Bce OOBCTUHSCT IJTHU-
TEJIBHOCTD MPOBEAEHUS Mpoliecca Ha nocneanen ctaauu 20-24 yaca KANSYeHUs..

CymecTByIOT U 00Jiee COBpEeMEHHBIE ONMMCAHNS KOHBEKIIMOHHBIX METOIOB
CHHTE33a HECHMMETPHYHBIX 1,4-IHTHAPOHPHIAHOB -2, OJHAKO OHH HMEIOT
KpaifHe MaJlo MPUHIUINHAIBHBIX OTIMYUNA OT OMHCAHHOTO 37IeCh. AHAIMU3 JIUTE-
paTyphl TIOKa3bIBA€T, YTO B YCIOBUSAX KOHBEKIIMOHHOTO HarpeBa ctaaus A 3a-
Bepuiaercs 3a 7-10 yaco, cranusa B — 3a 20-24 yaca, a cragusa C 3a 24-30 yva-
COB.

C menpro WHTCHCH(UKAIIMH TIporiecca CHHTe3a Humonmununa Oblia H3y-
YeHa BO3MOXKHOCTH HCIOJIB30BAaHUS MHUKPOBOJIHOBOTO OOyUEHHS JJIS yCKOpe-
HUSI XUMHUYECKOM peaKIuu.

Cramus (A), a WMCHHO KOHJCHCAIlUS M-HUTPOOCH3aNbJeruaa ¢ 2-
METOKCHUATHIIOBBIM 3()HUPOM al[ETOYKCYCHOM KUCIIOTHI MPOBOAMIACH B TCUCHHUH 3
MHHYT IpH MoIHOCTH oOurydeHus: 350 Br. B kadecTBe OCHOBHOTO KaTann3aTo-
pa ucnons3oBanock 0,01 T numepuauaa. /1 TOMOTEHU3AIHA PACTBOPA MOYKHO
HCTOJIH30BAaTh HEMHOI'O YKCYCHOM KHCIIOTHI.

Craaus (B) B yclI0BHAX MHKPOBOJHOBOTO OOJIydcHHMs, ObLIa OCYIICCTB-

JIeHa B3aUMOJICHCTBUM M30bITKa BOJHOTO PACTBOPA aMMHUaKa C M30MPOIHIOBBIM
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3(pHUPOM aleTOYKCYCHOH KHCIOTHI. YCTaHOBJIEHO, YTO 3-X MHMHYT OOJIydeHUs
mpu MomHOCTH 350 BT moctaTodHO TS MOJSYYCHHS H3OMPOIMIIOBOrO 3dupa
aMUHOKPOTOHOBOM KHUCIIOTHI € BBIXOAOM 95%.

Cramus (C), cuHTE3 ACHCTBYIOMIETO BEIISCTBA JIEKAPCTBEHHOTO Ipernapa-
Ta «HumoTomn», mpoBOAMIICS CIIEAYIOUIMM CHOCOOOM: HMPOIYKTHI, MOITy4YCHHBIE
Ha cTagusax (A) u (B) oObennHsIMCE M peaKIIMOHHas CMech 00Iydanach BOIHA-
MH CBEPXBBICOKOW YaCTOTHI B TEUCHMU 3-X MHHYT Ipu MourHocTH 350 BT. BEI-
X0J] KOHEYHOTO MPoAyKTa coctaBui 75-80%. T.mr. = 124-125°C.

Tak kak Ui TpOBeNEHMSI peakUuH TPeOYyIOTCSl OJMHAKOBBIE 3HAYCHUS
MOIIHOCTH OOJIy4eHHs! ¥ BPEMEHH PEaKIMH, TO HANpalInBaeTCsl Hes BO3MOX-
HOCTH NTapaJuIeIbHOTO TPOBE/ICHNS YKAa3aHHBIX CHHTE30B B OJJHOH MHUKPOBOJIHO-
BOW ycTtaHoBKe. IIpyu MpoBeJEHUH KCIIEPUMEHTA, ObIO YCTAaHOBJIEHO, YTO IS
MOJIYUCHHA TEX KE BBLIXOJOB XKCJIAEMOI'0 IMPOJAYKTA, YTO U IIPpU HOCTaHHﬁHOM
CHHTE3€ BpeMS PeaKkInu He0OXOANMO YBEIMYHUTH 10 5-7 MUHYT IPU MOITHOCTH
350 Br.

JocToBepHOCTH CTPOEHHUS 3-m3omponui-5-(2-MeTOKCUITII)-2,6-
muMeTin-4-(3-aurpodernn)- 1 ,4-muruaponupuanaa-3,5-gukapookcunara  (Hu-
MOJUIIMHA) ObUIa OJHO3HAYHO IMOATBEPKAEHA pe3yJIbTaTaMU WHTEPIpPETaLUH
SAMP-'H cnekTpa. Tak, METHIBHBIE TPYIIEI B MOJOKEHISIX 2,6 TUTHAPOIIUPH-
JIMHOBOTO KOJIbIA XapaKTePU3YIOTCsl CHHIVIETOM MHTEHCUBHOCThIO 6H B 00na-
cte 2.3 M. IMrupOITMPUIMHOBOE KOJIBIIO TAK)KE XapaKTepU3yeT CHHIJIET MH-
TeHcuBHOCTBIO 1H, 3amuceiBaemblii B obmactu 4,95 M.1., XapakTepU3yIOMNi
HaJIM4Ue NpoToHa B mosioxkeHun 4. CuHTIeT MHTeHCHBHOCTHIO 1 H, 3ammchiBae-
MBI B oOacTi 9 M.J., IMeeT XapaKTepHOe MOJOKEHHE U cooTBeTcTByeT NH
poToHy 1,4-TUruApOTUPUANHOBOTO KOJIBIIA.

Hannuune 3-HuTpodeHHIBHOTO 3aMECTUTENS OHO3HAYHO XapaKTepHU3yeT-
cs1 nByMs nyOneramu B obnactax 8,02-7,99 u 7,63-7,615 m.1n. u Tpuruieta B 00-

nmactu 7,56-7,53 m.o.
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WzonponuibHblid pagukain ObUT MISHTU(QUIMPOBAH MO HAJIWYHIO Xapak-
TEPHBIX PE30HAHCHBIX TMKOB: IBYX 1yOseToB B obnactsax 1 ma. (3H) u 1,2 m.n.
(3H) u kBuHTeTa MHTeHCMBHOCTHIO 1H B oOsactu 4,85 m.x.

OTOKCHIBHBIA ()ParMEHT METOKCHUATIIIBHOTO pajuKalla XapaKTepHU3yeTcs
HaJIM4YHEM JBYX MYJIBTHIDIETOB B obmactsx 3,45 (2H) u 4,05 (2H). MeTtokcnib-
HbIE TIPOTOHBI B SAMP-'H CIIEKTpE 3aMUCHIBAIOTCS B BUJE CHHIJIETA B 00IaCTH
3,25 m.a.

UK cnekTp CHHTE3MPYEeMOTO COEIMHEHHUS TaKKe COAEPIKHUT IMOJOCHI IO-
TJIOUIEHUSI, COOTBETCTBYIOIINE (YHKIMOHAIBHBIM TpyINNaM, HAaXOAAIIAMCS B
coctaBe npoaykra. Tak, Hanmune NH rpynmbl XxapakTepusyercs: MoJocoi mo-
riomenns 3299,92 cvm™'. MeTHibHbIC ¥ METHIICHOBEIC TpyNIbl JAlOT XapakTep-
HbIE TOJIOCHI TIOromteH st B o6macti 2981 u 2930 cv™'. CioxmosdupHas rpymn-
na XapakTepusyeTcsi HaiudmeM mojoc mornomenus 1695 cvm™'. Hutporpymma
XapaKTepu3yeTCs HATMYHEM IOJIOC TIOTTIOMEH s B 00acTy 1523, 1495 cm™.

SAMP-1H u UK cnektp HUMOAMIMHA NpHBENEHBI Ha pUCyHKax 2.49 u
2.50.

Takum o0pa3oM, Ha IpUMepe CHHTE3a 3-U30MPONHI-5-(2-METOKCHITIII)-
2,6-mumetnia-4-(3-aurpodenun)- 1 ,4-muruaponupuanta-3,5-qukapookcuiara
(HumonmunmHa) mOKa3aHO, YTO MHKPOBOJIHOBOE OOydYeHHE MOXKET OBITh
YCIIEIIHO MPUMEHEHO JJid CUHTC3a HECCUMMCTPUYHBIX 1,4-[[I/IFI/I}1pOHI/IpI/II[I/IHOB.
Hcnonp3oBaHre MUKPOBOJIHOBOTO M3JIyYEHUS MMO3BOJISIET COKPATUTh BPEMs pe-
aKIMK C ABYX CYTOK 110 6-7 muHyT. IIpn nmpoBeneHnN CHHTE3a yJaqoch 3HAYH-

TCJIbHO COKPATUTH 00BEMBI HCIOJB3yEMOI'0 paCTBOPUTEIIA.
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2.9 MeTtoabl noJry4yeHus TUAPa3uaa M30HUKOTUHOBOM Kuca0Thl (TMHK)

Ilo nanneiM BcemupHo#l opranuzauuu 3,[[paBOOXpaHCHI/I$I394’395’3%

, TyOep-
KyJIe3 OCTaeTCsl OJJHOM M3 CaMbIX PACIPOCTPAHEHHBIX U OMACHBIX 3200JIEBaHUIN B
Mupe. B Hacrosmee BpeMs UM HHOUIIMPOBAH KAXKABIN TPETUH JKUTENb 3eMIIH,
T.c. Oomee 2 mupa. yenoBek. EskeromHo akTuBHOW (Qopmoit TyOepkynes3a 3a60-
neBaeT Oosee 9 MIIH. YeoBeK, 2,5 MIIH. ymMupaeT. JlnHaMuKa pacupocTpaHeHe-
HUsI MHQEKIUU BBI3BIBaeT TpeBory: naxke B CIIIA 3a mocnemnue 7 yer, 4ucio
60sbHBIX yBenMumiioch Ha 20%. Haubonpimmii npupoct 3abosieBmux Habmrona-
ercst B cTpaHax Adpuxu — 6% B rox. Ilo cratucTrke, onuH 00IBHON TyOEpKY-
JIE30M B CPETHEM 3apa)kaeT OT JIECSTH JI0 MATHaauaTH yenosek. boiee 90 % 3a-
OoJieBaHUI perucTpupyercsl B pa3BHBaIOIIMXCs cTpaHax. [Ipu aToM B umcie 3a-
6oneBmux — 75 % TpynocrnocoOHoe HaceneHue. Takum oOpazoM, mpoduiakTu-
Ka ¥ JiedeHne TyOepKylie3a sIBISETCS BaKHON MOJUTHYECKOH, SKOHOMHUYECKOH,
coLManbHON 3a7a4eii 1r60ro rocyrapcTaa.

O030p JUTEPAaTYPHBIX JaHHBIX MO MMEIOIIUMCS TIPOTHBOTYOEPKYIE3HBIM
CpeACTBaM MOKa3bIBAIOT, YTO MHOTHE M3 UCIIOJB3YEMbIX B MEIUIIMHCKOM Mpak-
TUKE TIPOTUBOTYOEPKYJIE3HBIX MPENapaToB COJIEPKAT B CBOCH CTPYKType TH-
pasuaHBIA (parMeHT.

B Teuenne nocnennux 50 neT B Mupe MpOBOASTCS UCCIEIOBAHMS T10 TO-
HCKY M CHHTE3y HOBBIX MPOTHBOTYOEpPKYJIE3HBIX MpernapaToB Ha ocHOBe «l30-
amazugay ~ 0, Tlonck HOBBIX MPOTHBOTYGEPKYIC3HBIX MPEMAPATOB HE Tpe-
Kpamiaercs, 9T0 00yCIOBJICHO TOSBICHHEM MYJIbTHPE3UCTEHTHBIX IITAMMOB TY-
OepKyJIe3HOH NaJoYK{, OJJHAKO KakuM OBl He ObUIa 3TUMONOTHs TyOepKylesa,
€ro JIe4eHNe HAYMHAETCS MTpenapaTaMy «IIepBOH JIMHUN, K KOTOPBIM OTHOCHTCS

«HW3onnasuny.

3% Xpycranés JI.I11. CunTes ruapasuia H30HUKOTHHOBOM KUCIIOTHI B YCIOBHSX MUKPOBOIHOBOTO 06-
nydenus // CoBpeMeHHble HayKoeMKue TexHosnoruu. -2009. Ne3. -C.84.

3% Global tuberculosis control : epidemiology, strategy, financing : WHO report 2009. 314p.

39 Komapos B.M., Ilypkan A.A., CmuproB U.B. u np. Cunte3 R-MeraHcynb(oHATHBIX IPOU3BOI-
HBIX n3oHHa3uaa. // Mart. Il Poccuiickoro HalmoHaIbHOTO KOHrpecca «YenoBek u JieKkapcTBo» — M.,
1996. — C.28.

¥ llemoposa U.B., Maiizens B.5., Boxubiit U.B. CuHTe3 HOBBIX NPOM3BOAHBIX MUPA30JIOHA U TIPOU3-
BOJHBIX HUKOTUHOBOM KHCIOTHL. [IX BiusiHEE Ha akTUBHOCTH nutoxpoma P-450 // Xum. dapwm. xkyp. —
2000. — T.34, Ne10. — C.17-18.

3% Karokosa JI.A., TIpanues K.JI. OcHOBHBIE HANPABJIEHHs TIOMCKA HOBBIX POTHBOTYOEPKYIE3HBIX
cpenctB // Xum. dapm. xxyp. —2000. — Nel. — C.12-19.
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«M3onmnasuny» - ruppasun n3oHUKOTHHOBOH kucioTel (ITMHK) mpossnser
CHJIHOE MTPOTUBOTYOEPKYIE3HOE JICHCTBUE U SBISETCS aHTAarOHWCTOM HHUKOTH-
Hamuaa — KOo()epMeHTa, PEeryJHpYIOIIEro MpoLecchl YHEPreTHUecKoro oOMeHa
KJIeToK. B MeaunuHckol npakTuke npumensiercs ¢ 1952 r. u 1o cux nop ocra-
€TCs. CaMbIM IIUPOKOUCIOIB3YEMBIM IIpErnapaToM IMEpBON JIHMHUU MPOTHBOTY-
OCpKYJIC3HBIX CPEICTB.

[TpoMBIIUIEHHBI METOJ] XUMUYECKOTO cuHTe3a «l30HMa3zuma» ObuLT pas-
paboran Bo BHUX®U B 1951 r. u npumensics Ha [10 «Axpuxuny. Xumude-
CKHI CHHTE3 IIpOTEeKaeT uepe3 3 CTaauu:

1) momy4yeHue XJIOprujpaTa XJIOPAaHTUAPHUIA W3OHUKOTHHOBOH KHCIIOTHI
(2.199);

2) nosy4eHue STHIOBOTO 3(hHpa H30HUKOTUHOBOH KucoTh (2.200);

3) B3auMOJEHCTBUE 3THIOBOTO 3(Hpa M30HUKOTHHOBOH KHUCIOTHI C THI-

PA3HH-THAPATOM I MONyYeHHe THAPA3H/IA H30HUKOTHHOBOM KHCIOTHI (2.201)*%%.

COOH cocl COOEt CONHNH,
EtOH N,H,*H,0
fj (POCL3) X A ’ X
= pZ Z =
N N N N
(2.203) (2.199) (2.200) (2.201)

MHorocTamuitHOCTh METOAa, HH3Kas aToMHas 3(P(GEKTHBHOCTh Ka)IIOH
cTaanu, OONBIOION OOBEM pPACTBOPHUTENCH Ha SAWHUIY KOHEYHOTO IPOIYKTa;
HEOOXOANMOCTD B YJIaBIMBAHNH M YTWIM3AIMH ITOOOYHBIX NPOIYKTOB, HEOOXO-
JUMOCTh B PETeHEpallii PACTBOPHUTEIEH - SIBISIOTCS OCHOBHBIMH HEJOCTATKa-
MH, OECCIIOPHO CKa3bIBAIOIIMECS Ha ce0ECTOMMOCTH MpoAyKTa. [Ipu 3TOM BEI-
XO0J] KOHEUHOTO MPOAYKTa cocTaBisgeT 63-68 %o.

[IponsutrocTpupoBaTh BBIIETIEPEUHUCICHHBIE HEJOCTATKH METO/Ia MOKHO,
MIPOAHATIU3UPOBAB TEXHOJIOTMYECKMH LUKI. XJIOPaHTHAPUJ H30HUKOTHHOBOMH
KUCIOTHI (2.199) cunTe3upyeTrcss B3aMMOJEHCTBIEM M30HUKOTHHOBOW KHCIOTHI
(2.203) ¢ enkuMH, TOKCHYHBIMHU BEIIECTBAMHU, TAKUMH KaK: XJIOPHCTHII CyIb]y-
WL, XJIOPUCTHIA THOHIII, XJIOPOOKUCH (ochopa, xiopus pocdopa (II1), xmopua

dochopa (V). B nporiecce cuHTe3a 00pa3yroTcs BemiecTa (HarpuMep, XJIopo-
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BOJIOPOJT), KOTOPBIE HEAOIMYCTHMO BHIOPACHIBATH B OKpYyXkaromytoo cpeay. Cie-
JIOBaTEIbHO, UX HEOOXOIMMO YJIaBIMBaTh M YTHIM3HPOBATh, T.€. HEOOXOANMO
BBOJIUTH HETIPOM3BOJICTBEHHYIO CTaJMI0, MOBBILIIAIONIYI0O CE0ECTOMMOCTh ITIPO-
naykra. Heo6XxoanMo 3aMeTHTh, YTO TMOJTyYeHNE TIEPEUUCIICHHBIX XJIOPUPYIOLIHX
AréHTOB SABJIACTCA BECbMa TPYAOCMKUM ITPOLECCCOM. HpI/I'-leM, CHUHTE3, XpaHCHHUE
U TPAHCIIOPTHPOBKA CBS3aHbI C PUCKOM JKOJIOTHYECKOTO 3arps3HEHHs] OKpYKa-
IolIeH cpelibl OUeHb TOKCUYHBIMH BEIIECTBAMH.

Cunre3 >THIOBOTO 3(Mpa M30HUKOTHHOBOH KHCIOTHL (2.200) sBisiercs
BeChbMa KalpU3HBIM IpolieccoM. Peakiuio npoBoasT B 00JbIIOM H30bITKE abCO-
JIIOTHOTO 3TaHoJIa (ClIeJI0BaTeIbHO, HEOOXOAMMA CTaausl ero aOCOIOTHU3AINH,
TpeOyromas 3aTpar IEKTPOIHEPTUN U PeakTHBOB). HeoOX0MMMOCTh CBSA3BIBATH
BBIICIISIFOIIUICS XJIOPOBOIOPO/I, BIPOUEM KaK M paboTa ¢ KUCIOTOOOPa3yIOIIH-
MH peareHTaMu, TpeOyeT KHUCIOTOYCTOHYMBOE amnmapaTHoe o(hOpMIICHHE Npo-
ecca.

Huskas MHTEHCHBHOCTH ONHMCAHHOTO IIPOIECCA, 3KOJIOTHYECKas Ormac-
HOCTb TIPOBOJMIMBIX PEaKIMi, HEOOXOIUMOCTh YTIIIN3AIMN TOOOYHBIX POIYK-
TOB OBUIM OOBEKTHBHBIMH INPUYMHAMHU OTKa3a OT HCIIOJIb30BAHHS OIMCAHHOMN
TEXHOJIOTHH, U B Hacrosmee Bpems [ THK mo marHOMY crmocody ckopee Bcero
HE MTPOU3BOANTCH.

l'opasno Gomee HKOJIOTMUECKH APYKECTBEHHBIMH M 3KOHOMHUYECKH PEH-
TaOEeNbHBIMU SIBIISIIOTCS KaTaInTHYecKue npouecchl. Tak B MIHCTHTYTE XUMHYe-
ckux Hayk UM.A.B. bexTypoBa Obl1 pa3paboTaH HOBBIH METOJ| MOJTYYEHHS H30-
HHUa3WJa U3 HUTPHJIa H30HUKOTHHOBOW KHUCIOTHL. Pa3zpaboTaHHBIN METOx cocTo-
UT U3 3-X CTaAuil:

1. cunTe3 4-nuaHnUpUANHA (HUTPUIA H30HUKOTUHOBOM KHCIOTH) (2.204)
aMMOHOJN30M U3 4-metwinupuausa (2.203);

2. HUTPWJI U30HUKOTHUHOBOUW KHUCIOTHI (2.204) moaBepraroT BOIHOIIEIOY-
HOMY THAPOJIH3Y H MTOTyYaroT aMUI H30HUKOTHHOBON KUCIIOTHI (2.205);

3. U3 aMuJa M30HUKOTHMHOBOW KHUCIIOTHI IEHCTBHEM T'MIpa3HH-THIpaTa

MOJTyYaroT THIPA3U]] H30HUKOTUHOBOM KHCHOTH (2.201).
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0—=C—NH, O—C—NH—NH,

O—0—0 —C

(2.203) (2.204) (2.205) (2.201)

K HenocTaTkaMm JaHHOTO METO/1a MOTyYeHHsI N30HHa3HUJa OTHOCSTCS:
1. mpomece OCYIIeCTBIAIOT MPH BEICOKOi Temmepatype 340-380 °C u ¢ mpume-
HEHHEM B KaUeCTBE KaTaJM3aTOPOB OKCHJOB JOPOTOCTOSIINX U TOKCUYHBIX Me-
TaJLIOB;
2. BBICOKAas CTOMMOCTB U CJIO)KHOCTb alNapaTHOro o(OpMIICHUS MPOLECCa;
3. BBICOKAsi SHEPrOEMKOCTh U KOJIMYECTBO 3aTPaYNBACMOT0 BPEMEHH.
H3BecTHO, 4TO B YCIOBHAX KOHBEKIMOHHOTO HarpeBa rHApasui H30HUKO-
THHOBOH KHUCHOTH (2.201) He oOpa3yeTcs Mpu B3aMMOAEHCTBHN M30HUKOTHHO-
BOM KHMCJIOTHI C TUAPAa3uHOM. OTta pCakuAa B KIIACCHYCCKUX YCJIIOBUAX HE MIPOTEC-
kaeT. [To3ToMy HafeXAbl Ha ycIieX NPOBENCHHS NaHHOW pPeaKkUuH B YCIOBHAX
MHKPOBOJIHOBOTO 00Iy4deHHs1 ObUT0 He MHOTO. OIHAKO B JINTEpAType OIHCAHBI
ClTy4ad, paCCMOTPECHHbIE B IIEPBOH IlaBe, KOTAa B YCIOBHAX MHKPOBOJHOBOTO
00JIydeHH s MPOTEKAIOT PEAKIUH, He MPOTEKAIOIINe B KIACCHYCCKHX YCIOBHUSIX.
B xone skcriepuMeHTaIbHOM padoThl OblIa H3ydeHa BO3MOXKHOCTD CHHTE3a THI-
pa3uaa M30HUKOTHHOBOH KHCIIOTHI B YCIIOBUSX MUKPOBOJIHOBOTO OOIy4EHHS IO

o 399
CJICAYIOLUICH CXEMC

COOH CONHNH,
Ny NHNH*H,0 N
—_—
= MB >
N N

(2.201)
HCCJ’IC}IOBaHI/Ie I/I3y‘IaeMOﬁ pCakuu MpoBOAUJIOCH C BApbUPOBAHUEM 3HA-
YHUMBIX MMapaMETpOB pCaKuU: NPUPOALI PACTBOPUTEIIA, KaTaJn3aTopa, COOTHO-
IMEHUEC pCarcHToOB; BPpEMs pCaKIMU U MOIITHOCTb O6Hy‘leHI/I${. Cunres OCyHICeCTB-

JIAJICSA B OTKPBITOM COCYJI€ B MYJIbTUMOAOBOM MUKPOBOJIHOBOM PCAKTOPE C pa-

¥ Xpycranés J1.I1., Xamsuma [.T., ®assuios C.JI., Mymmaxmeros 3.M. Crioco6 momyuerus H30HHA3HIA B
YCIIOBUSIX MHKPOBOJIHOBOTO oburydenus. [Tat. PK Ne22770, 25.06.10
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6oueit wactoroit MBU 2,45 I'T1, momtHOCTh n3nmydeHus coctasmia oT 90 go 800
Br.

HccnenoBanue npupoabl pacTBopuTeisi. B kauecTBe pacTBOpUTENS UC-
CJIeI0BAIMCh TOJSIPHBIE MPOTOHHO-JAOHOPHBIE PACTBOPUTENH: BOJA, M30IMpPOIIa-
HOJI, 9TaHOJI, AUMETHI(POPMAaMuU. Y CTAHOBJICHO, YTO B Cllyyac MPUMCHCHUS B
KauecTBE PACTBOPHUTEINS BOJbI, U30MPOMNAHOJIa U dTAaHOJA PeakIusl THApPaA3UHU-
poBaHus He mpoucxoaut. Ilocie oxjaxkaeHUs peaKHMOHHOW CMeCH, U30HHKO-
TUHOBAsl KUCJIOTA BBIACISIACH U3 PEAKIIMOHHOM CMECH KOJIMYECTBEHHO, B HEU3-
MCHCHHOM BH/JIC.

B cnydae ucnonb3oBaHus TuMeTHIGOpMaMuaa, HaOII0JaeTCs YaCTUYHOE
oOpa3oBaHue THIPa3Haa MypaBBHUHOMN KHCIOTHL. BBIIETUTH THAPA3HI H30HUKO-
THUHOBOU KHCIIOTHI U3 PEAKIIMOHHOM CPENbl HE y1aoCh.

B pesynprare 3KCIIEpUMEHTAIBHOTO MMOI00Pa YCIOBUI CHHTE3a, yIaloch
BBIICIIATH THAPA3N] H30HUKOTHHOBOM KUCIIOTHI IIPH B3aMMOACHCTBHH H30HUKO-
TUHOBON KHCJIOTHI C 75 %-HBIM PacTBOPOM THAPA3UH-THIpaTa O0e3 pacTBOpHTE-
Js. BRIXOJ KOHEYHOro MpPOIYKTa BapbHpyeTCs B AWamaszoHe oT 5 go 35% npu
MontHoctH 00mydenust ot 300 10700 Br. Otu ycnoBus OblM BEIOpAaHBI KaK HC-
XOJHBIE IS TIONCKA HanOoJiee ONTHMAaIbHBIX YCIOBUH CHHTE3a.

BansiHue mpupoOABI KATAIU3ATOPOB. 13 nHUTEpaTypHBIX ITaHHBIX W3-
BecTHO Y , UTO KaTaUTHYCCKHE KOJMYECTBA XJIOPAHTHIPUIOB KapOOHOBBIX
KHCJIOT SBJISTFOTCSI KaTaJIM3aTOPaMH B3aUMOJICHCTBUS KapOOKCHILHOW TPYIIITEI C
aMUHOTPYIIIIAMH, TPUBOJAIIAE K OOpPA30BAHUIO COOTBETCTBYIOIIMX aMHUJIOB.
Omnrako noOaBlieHIE XJIOpaHTHAPUAAa OCH30MHON KHCIOTHI B Komudectse ot 0,1
10 10 % oT BBOAUMOM B peaKUIo N30HUKOTUHOBOM KHUCIIOTHI HE MPUBETIO K XKe-
JIACMOMY pe3yJbTaTy, 4TO, BEPOSITHO, OOBACHICTCSA THUAPOIM30M COOTBETCTBY-
OIIIETO XJIOPAHTUIPUIA U B3AUMOACHCTBUEM UX C BOJON WX THIPA3UHOM.

Kaxk u3BecTHO, /Ui peakuud aMUIUPOBaHUS MOTYT OBITH MCIIOJB30BAHBI
KaTaJIUTUYECKHEe KOJIMYECTBA COJIEH TSDKENBIX MeTautoB. [IpoBenenue peakuun
HAa TIOJIOKKE aKTHBUPOBAHHOMN COJISIMU TSDKEJIBIX METAJUIOB HE MPUBEJIO K 00pa-
30BaHUIO KEJIAeMOTO TIPOAYKTA TaXKe B TEX YCIOBUAX, B KOTOPBIX OH 00pa3zyeT-

Cs1 B BBIIICOITMCAaHHOM IIPUMEDPE.
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CooTHolIeHNe PeaKTHBOB. MOJBbHBIH HM30BITOK THAPA3UH-THIpATa TI0
OTHOILIECHUIO K M30HUKOTUHOBOH KHCJIOTBI BapbUpOBaiCad OT OJHOKPAaTHOIO 10
JECSTUKPATHOTO. Y CTAaHOBJIEHO, YTO HAWIYYIIUI pe3ynbTaT MOJy4YeH IpU HC-
M0JIb30BAHNH JIBYKPATHOTO M30BITKA THAPa3HH-TUAPATA.

BapeupoBanne MOIIHOCTH peaknuM. Peakius uccienoBanack npu cie-
JTYIOIIHAX MOITHOCTSAX MHUKPOBOJIHOBOTO obydenus: 90 Bt, 150 BT, 360 Bt, 600
Br, 800 BT. YcraHoBIIeHO, YTO HaWIydIlue pe3yibTaThl ObUIM MOIYUYESHBI TPH
UCIIOJIb30BaHUK MoUIHOCTH 00ydeHus 600 Bt. MeHbIass MOITHOCTh IPUBOAUT
K XYZILIEeMY BBIXOJY KeJaeMoro IpoJyKTa, OoJbIIas — K UCIIAPEHUIO THIpa3HH-
THIpaTa, He IPUBOJISA K 00PAa30BAHUIO LIEJIEBOTO MTPOIYKTA.

CtpoeHNE CHHTE3MPOBAHHOTO B YCJIOBHSX MHKPOBOJIHOBOTO OOIy4EHUS
rugpasuna n3oHukotuHoBod kucnotel ('MHK) Obuto nokazaHo cpaBHeHHEM
HK-crieKTpoCKOB CHHTE3UPOBAaHHOTO NMPOAYKTa ¢ 3TaloHOM. Kak BUIHO U3 pu-
cyaka 2.51 cnextp 'MHKa, cuHTe3npoBaHHOTO B ycnoBusx MB-o6mydenns
naentuueH UK-cnektpy ToBapHoro npenapara. Tak, B UK-cnekTpe coennHenus
IPUCYTCTBYeT MHTGHCHBHAs 10JI0ca MOrIomeHus B obmacti 3113-3301 cm™,
cooTBeTcTBYyROmas BaineHTHBIM N-H konebanmsim, 3016-3049 cm '1, COOTBET-
cTByromas BaneHTHIM C-H xonebaHmsM mupuanHOBOTO KobIla, 1870-1955 cm
! — 06epTOHBI MUPHAMHOBOrO KoIbIa, 1660-1635 cM™' — koneGanuam C=0O cBs-
31, koneGanust C-N CBSA3M MPOMKICHIBAIOTCA B o6macti 1027 cm™.

Heobxoanmo 3aMeTHTh, YTO NpH MPOBEJICHUH PEaKkIHU T'MAPa3HHHPOBaA-
HUSL HUKOTUHOBOM KUCJIOTHI THJPA3HH-TUAPATOM B YCIOBHSIX aHAJIOTUYHBIX IS
I'MHKa, oxunaeMslii IPOAYKT - TIP3l HUIKOTHHOBOW KHCIIOTHI HE 00pasyeT-
csi. BappupoBanue 3HauMMBIX (PaKTOPOB Tak k€ HE NPHBEIH K JKEIAEMOMY pe-

3yJbTary.
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Pucynok 2.51 - UK-cnextpsl T MTHKa, cuHTE3MpOBaHHOTO B KIIACCHUYECKUX YCIOBHSX (2) U



C TOYKH 3pCHHUS KIIACCHYCCKOW OPraHMYECKON XMMHUHU TaKyH Pa3HYIO pe-
AKI[HOHHYIO CIIOCOOHOCTh HUKOTHHOBOM U M30HUKOTHHOBOW KHCJIOT OOBSCHUTH
HE BO3MOXXHO. KHCIIOTHOCTH 3THX COCAMHCHHH MPUMEPHO OJMHAKOBBI, Kap-
OoKcuJIbHAS Tpymna He dKpaHupoBaHa. OJJHAKO 3TH KUCIOTHI HE SIBISIOTCS JK-
BHUBAJICHTHBIMHU C TOYKH 3PEHUS paclpeie/IeHUs NEeKTPOHHOH IIIOTHOCTH. Tak,
pacueT AUIOIBHBIX MOMEHTOB IOKa3all, YT0 y HUKOTHHOBOW KHcIOTH (3,003D)
OH TPUOJU3UTEIHFHO B TPH pa3a OOJBINE, YeM Y H30HUKOTHHOBOH KHCIOTHI
(1.209D). Takum 00pa3oM, Ha OCHOBAHHUHU JHMITOJIEHOTO MOMEHTA PACCUUTAHHBIX
MOJIEKYJT MOXKHO OBUIO OBI MPEIIOJ0XKHUTh, YTO HUKOTHHOBAS KUCIIOTA JIydIlie
BOCIIpUUMYKNBA K UBMCHCHUIO BJICKTPOMArHUTHOT'O I10JIA.

Panee B HacTosIIeH AMCCEPTAIIMOHHOW paboTe MPHU HCCICIOBAHUN peak-
WU BUpKUHEIIH, TS IPOrHO3UPOBAHKS BO3MOYKHOCTHU CEJICKTUBHOW COPOIMU
ANIEKTPOMArHUTHOTO U3JIyYeHHUsI OBLIO MPEUIOKEHO MPOBOIUTH moctpoeHue 3D
— MOJENM TOTCHIMANA PACHpeIeNICHHs 3JICKTPOHHOW IUIOTHOCTH, YTO OBLIO

CHETaHo ISl N30HUKOTHHOBOW M HUKOTHHOBOM KUCIIOT (PUCYHOK 2.52).

Pucynok 2.52 — TToteHiman pacnpeaeneH st IeKTPOHHO! TIOTHOCTH H30HUKOTHHOBOH () U

HHKOTHHOBOI (6) KHCIOT

AHanu3 MOTeHIMaNa paclpeneseHUs] JIEeKTPOHHON IUIOTHOCTH TOKa3all,
YTO B M30HUKOTHHOBOH KHCJIOTE €CTh YETKOE pacIipeieieHue 3apsaaoB, ¢ o0pa-
30BaHUEM JUIIOJS, HANPABICHUE KOTOPOro Jexut BHoius cesizu C-OH. Beposit-
HO MMEHHO 3TO CTEPEOVIEKTPOHHOE OTJINYME CIIOCOOCTBYET CEJIEKTUBHOM aKTH-

BalMM KapOOKCUIIBHOM IPYIIBI H30HUKOTHHOBOM KUCIIOTHI B PEAKIMU C THIpa-
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3MHOM. B ciiydae HMKOTWHOBOW KMCIIOTHI INIOTHOCTH PAcIpeesIeHus! dIIeKTPO-
HOB KapOOKCHJIBHOM TpymNIbl 00pa3yeT €MHOE MOJIe C OCTAJIBHONW YacThIO MO-
JIEKYJIbL, YTO MPEISTCTBYET M30UpPATEIbHOMY IMOTJIOMIEHUI0 MHKPOBOJIHOBOIO
W3JTy4YeHHs, U, KaK CICICTBHE, HE NPUBOAUT K 00OPA30BaHUIO THAPA3NAA HUKO-
TUHOBOH KHCIIOTHI.

CuHre3 ruapasuia H30HUKOTHHOBOM KUCIIOTHI IIPOBOAMIN C UCIIONIB30BaA-
HUEM METOJa MaTeMaTHYEeCKOro IUIAHWPOBAHUS JKCIIEPHMEHTa W CTaTUCTHYe-
CKOiT 00pabOTKH IKCIEPUMEHTAIBHBIX JaHHBIX C BHIBOZAOM 00OOIIEHHOIO YpaB-
Henus 1o [IpoTomsskoy* . DKCIEPUMEHTHI MPOBOIMINCH 10 MATPHILE, HPe/-
cTaBlIeHHOH B Tabmuue 2.44. PesynsraTel onenuBanich no Beixoay ' THKa npu
BIIMSIHAY CIIEAYIOMUX (PaKTOpoB: MOMIHOCTE M3mydeHus (Y,), BpeMs 00IydeHUs
(Y,), xoadduiment m3dbiTka ruapasuH-ruapara (Yy); Tak Kak ONTHMH3ALM
Ipoliecca ¢ IOMOIIBI0 HECKOJIBKUX ypaBHEHHH Oojiee oOCTOsITENbHA M TOYHA.
[Tocne mpoBeaeHUsI MaTPUYHBIX SKCIIEPUMEHTOB OCYIIECTBIISIIACH BHIOOPKA Ha
YpOBHE M MOAOOP YACTHBIX 3aBHCHMOCTEH METOZOM IIOCIEIOBATEIHHOTO MPH-
OIDKEeHNS.

Bnauane Touky annpoKCUMHpPOBAINCH HAa ypaBHEHHUE NpaMoi. IIpu 3tom,
€CIIM MOJIeNIb OKa3bIBaJlach a/IeKBaTHOM, TO OHAa COXpaHsIach, B CIyyae HealleK-
BaTHOCTH - NIEPEXOMIN K MOJIEIISIM OoJiee BBICOKUX MOPSKOB. J{OMOIHNATEIHHO
UCIIONIB30BAIM MH(OpPMALIUIO, CBA3aHHYIO ¢ (PU3NYECKHM CMBICIOM H3y4aeMOi

3aBUCHUMOCTH.

Tabnwma 2.44 - Marpuna 3-(hpakTOpHOTO IUTAHUPOBAHHS HAa 5 YPOBHSIX

Ne dakTopHh
Y, Yu
OIbITa X Xz X3
1 2 3 4 5 6
1 90 0,5 1 2 5,7848
2 90 3 3 6 9,5581
3 90 1 2 4 6,7893

“ TIporoansakonos M.M., Tenep P.J. MeToayka paiioHaIbHOTO MIAHUPOBAHUS SKCTIEPUMEHTA. —
M.: Hayka, 1970. - C.15.
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1 2 3 4 5 6
4 90 10 10 15 8,6943
5 90 5 5 10 11,3084
6 360 0,5 3 8 12,3752
7 360 3 2 20 18,7502
8 360 1 10 9 10,1076
9 360 10 5 24 24,0747
10 360 5 1 22 21,3271
11 150 0,5 2 4 7,7260
12 150 3 10 16 8,8838
13 150 1 5 9 8,9072
14 150 10 1 18 14,4497
15 150 5 3 16 14,5200
16 800 0,5 10 21 9,7702
17 800 3 5 24 20,8953
18 800 1 1 16 14,2691
19 800 10 3 17 26,2573
20 800 5 2 16 24,1950
21 600 0,5 5 15 14,3537
22 600 3 1 19 20,9079
23 600 1 3 17 16,1955
24 600 10 2 30 27,3286
25 600 5 10 24 19,1109

Toueunsle rpadyky W KPHUBBIE ANMPOKCUMALUK JUIS ONTUMH3ALUH TIPO-
necca cuHresa 'MHKa mpusenensl Ha pucynke 2.58. Kaxayro U3 4acTHBIX
(GYHKOHH TIPOBEpSII Ha 3HAYUMOCTB, MCIIONB3YsS K0d(dHIMeHT HermHeHHOo

MHO>XECTBEHHOU Koppesuu (6):

(N -DY (¥, -7,)

R= [1- ! (6)

(N-k-DY (v, -v,)

1
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U €r0 3HAYMMOCTH 1151 5%-r0 ypoBHs (7):

tg=———>2 )

rae N — 9Hcio ONMMCBIBaeMBIX TOUCK, K - uncino meiicTByromux (hakTopos.
Ilepemennbie (aKTOPBI U YPOBHHM X BapbHPOBAHUS MPHUBEICHBI B Ta0JIU-
e 2.45. PacueTHbIe 3HAUEHHMS BCEX YACTHBIX 3aBHCHMOCTEH M MX 3HAYMMOCTH

npuBeeHbl B Tabuuue 2.46.

Tabnwma 2.45 — YpoBHHU (aKTOPOB M HHTEPBAIBI UX BapbUPOBAHUS

®daxrop YpoBeHb
1 2 3 4 5
1 2 3 4 5 5
X — MomHocTs n3ny4yenus, Bt 90 150 360 600 800
X, — Bpewms uznyuenusi, MUH 0,5 1 3 5 10
X3 — KoaduumenT nzodpitka ruapa- | 5 3 s 10
3UH-THpaTa

Tabnwma 2.46 - PacueTHbIe 3HaYCHNS YaCTHBIX (DYHKINH

YpoBun
OyHKIMH 1 2 3 4 5 R tr 3Hayn-
MOCTb
1 2 3 4 5 6 7 8 9

Y= -4E-05x" + 0,0499x + 4,3795 | 7.4 | 12,6 | 16,6 | 21 18,8 | 0,9007 | 4,77 | 3nauuma

Y,=-0,1741x° +2,8354x + 8,731 | 10 | 11 | 17 | 17,6 | 19,8 | 0,8357 | 2,77 | 3naunma

Y3=-0,1264x + 1,0094x + 14,354 He 3Ha-
15 | 16,6 | 15,6 | 16,4 | 11,8 | 0,674 | 1,24
YuMa
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OmnpenenuB 3HaAYMMOCTh YaCTHBIX (YHKIMH, COCTaBIISUIM 00OOIIEHHOE

ypaBHeHHe IIpOTONBAKOHOBA 110 KAKIOMY IIapaMeTPy ONTUMU3ALIUU:

®)

rae: Y,- o0o6menHas Gyukiwms; Y;- qacTHas Gynkiums; [1 - mpousBeneHue Bcex
4acTHBIX QYHKIHH; Y- 00IIee cpesHee BCeX yUHTHIBAEMbIX 3HAUCHHUI
Takum o06pazom, 0000meHHOe ypaBHeHHE [IpOTOIBIKOHOBA IS TIpOLIEC-

ca cunTe3a «30Hna3ua» MOKHO MPEACTABUTH CACIyIOIUM obpa3om (9):

2 2

v (-4E - 05x | + 0,0499x | + 4,3795 ) * (-0,1741x | + 2,8354x , + 8,731 )

n 2 -1 2

(-0,1264x

+1,0094x , + 14,354) *15.28

)

3

O0001eHHbIE yPaBHEHHS IPOBEPSIINCH HA 3HAYUMOCTB ITyTEM CPaBHEHHS
BBIUHCIICHHBIX PE3yJIbTAaTOB MO 00OOIIEHHOMY YPaBHEHHUIO C SKCHEPHMEHTAIb-

HBIMHU JaHHBIMH.

3aBHCHMOCTDL BBIX0/12 OT MOIHOCTH
W, % 00 yueHnust
25 -
20 -
15
10 ~

0 T T T T 1
0 200 400 600 800 1000 W,Br
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3aBucumMocCTb BBIX0JA OT BpPE€MECHHU

00yyeHnst
W, %
25
20
15 /4?‘
10
5
0 - T T ]
0 5 10 5
t, MUH
3aBHCHMOCTE BBLIX0/Ia OT H30BLITKA
W, % ruapasuHa
20
15 ')V—\‘
10
5
0 - T T ]
0 5 10 15 k

PucyHok 2.53 - To4yeunsle rpauKi U KPUBBIE alNPOKCUMALIMH JUTST ONTUMH3ALIUH
nporecca cunresza [ THKa

Ha ocHoBaHuM NpOBEIECHHBIX HCCIEIOBaHUI YCTAHOBJICHBI CIIEIYIOIIUE
onTuManbHele ycnoBus cunte3a [ IHKa:

Mownocmo uznyyenus - 600 Bm

Bpems obnyyenus - 10 mun

Kosppuyuenm uzbvimra

2UOpasuH-euopama -2

Cunre3 'THKa B onTUManbHBIX YCIOBHSIX OCYIIECTBIISIETCS C BBIXOJIOM —

30 % mo BemectBy. [IponyKT mpeacrapiseT coOoi Oenoe KPUCTANINIECKOE Be-

LIECTBO.
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Takum 00pa3oM, C UCHOJIH30BAHUEM METO/Ia MATEMATUICCKOTO TUIAHUPO-
BaHUs SKCIIEPUMEHTA U CTATUCTHYCCKONH 00paOOTKU 3KCIIEPUMEHTAIBHBIX JaH-
HBIX, YCTaHOBJICHBI 3aBrcuMocTH Beixoga [ THKa ot MomHOCTH M BpeMeHH 00-
Jy4eHHs, COOTHONICHNs peareHToB. OmpeneNieHbl ONTUMAIBbHBIE YCIOBUS TPO-
Benenus cuare3a ' THKa B ycnosmsix MBO.

CuHTe3 aMHIOB MPSIMBIM B3aMMOJACHCTBHEM aMHHA WM aMMHaKa ¢ Kap-
OOHOBOM KHCJIOTOM XOPOIIO U3yYeH U SIBISIETCS] OJIHUM U3 JIA00PATOPHBIX METO-
JIOB MX mosydeHus. CunuTaeTcsi, YTO MEXaHU3M PEeaKlMu MPOTEKaeT yepe3 cra-
U0 00pa3oBaHMsI COOTBETCTBYIOIICH aMMOHHWIHON COJNH, KOTopas Moj Aci-
CTBUEM BBICOKOW TEMITEPATyphI MEPETPYIIUPOBLIBACTCS (Peakus oopaTuMa) ¢
00pa3oBaHUEM COOTBETCTBYIOIIETO aMHIa M BOJBI, KaK 3TO NOKAa3aHO Ha CXe-

400
MC

0 NH O  210-220°C O
R% N, R% R% + H0
OH ONH,4 NH,

MexaHn3M peaknuy Xopomo u3ydeH. Cuuraercs, YTo MeperpynmnupoBKa
I'odmana mpoTekaeT Mo BHYTPUMOJICKYISIPHOMY MexaHu3My. [Ipy HarpeBaHuu
KapOOKCHIIBHBIN aTOM KHCJIOpOAa OTTATHBAET Ha ceds aToM Bomopoaa (TepMu-
YecKas JUCCOLMAINS COJIM), M DJIEKTPOHHAS Iapa aToMma a3oTa aTakyeT Kap0o-
HWIBHBII aToM yriiepozna. IIpu 3TOM IPOMCXOOUT Mepexo] aToMa BOJOpoJa K
THIPOKCWIFHOMY (parMeHTy KapOOHHJIBHOW TPYIIIBI, YTO W MPHUBOIUT K OT-
IIETUICHHIO BOBI.

U3 nuTepaTypHBIX JAHHBIX W3BECTHO, YTO THIPAa3MH B MONOOHYIO peak-
LU0 B YCIOBHUAX KOHBEKIIOHHOTO HarpeBa He BCTYIAET, a THAPAa30OHHEBBIE CO-
T apUIKapOOHOBBIX KHCIIOT, B NPOTHUBOIIOJIOXHOCTE aMMOHHUWHBIM COJISIM, B
OOBIYHBIX YCIIOBHSIX HE CYILECTBYIOT. BeposiTHO, 3TO CBSI3aHO C TEM, YTO THIpa-
3UH SBIISETCA CIa0bIM OCHOBAHHUEM, a KaK U3BECTHO, COJU, OOpa30BaHHBIE Clla-
ObIM OCHOBaHHEM W CJa0OH KHCIIOTOW, B BOIHBIX PacTBOpax THIPOIU3YIOTCS

MTOJTHOCTHIO HITH HE 00pa3yroTcs.
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OnHako, Tak Kak THApa3H] W30HUKOTHHOBOW KHCIIOTHI BCE ke 00pasyer-
csl, TO ero 00pa3oBaHKHe BEPOSITHO OIMUCHIBACTCS OJHUM U3 JIBYX CaMbIX Pacrpo-
CTpaHEHHBIX MEXaHU3MOB. Tak Kak B XOJA€ PEaKkIMH HCIOJb3YeTCs BOIHBIA
pacTBOp THIPA3WH-THAPATA, TO MOXKHO TNPEIIONIOKHUTE ABa IyTH 0Opa3oBaHUA
TUApa3uia M30HUKOTHHOBOM KHCJIOTBHI: a) 00pa3oBaHHE T'MIPAa30HHEBOM COJH
W30HUKOTHHOBOI KHCJIOTHI U €€ MEPErpynnupoBKa B KOHEUHBINH MPOAYKT (aHa-
nornyHo peakumu [odmana); 0) 3amenieHHE THUAPA3HHOM T'MIPOKCHUIILHON
IpYIIBI H30HUKOTHHOBOH KHCIIOTHI 10 HYKJIEO(QUIEHOMY MEXaHU3MY - B3aHMO-
JIeHCTBHEM DJIEKTPOHHOM Iaphl aToMa a30Ta 110 KapOOHWIEHOMY aTOMY YIJepo-
Ja.

C mpuMeHeHWeM METOJIOB KOMIIbIOTepHOro MomenupoBaHus PM3 (Hy-
perChem 8.03, Mopac 7.0), ObI1 IpOBEIeH pacdeT TEIUIOT 00pa30BaHU HCXOI-
HBIX ¥ KOHEYHBIX NMPOIYKTOB, SHEPTHMH 0Opa30BaHUS MEPEXOJHOTO COCTOSHHMSL.
Ha pucynke 2.54 npencraieH rpadguk 3aBUCHMOCTH SHEPTHU 00pa30BaHUs OT
KOOPJMHATHI peakiuu. MIHTepMeauaThl pacioyioxKeHbl Ha ocu abCIMCC B MOCIIe-
JIOBAaTEIbHOCTH YMEHBIICHHS MEXaTOMHOTO PAcCTOSHHUS MEXAY KapOOHMIb-

HBIM aTOMOM YTJIEPO/a M a30TOM THAPA3HMHOBOTO (parMeHTa
H

0 |
N — NH;

Sl T —

H

R N
T \NH2
H H
o)
\O/

H
\ | HO
-0 N
N—NH; R \NH2
R H o
\H
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Pucynok 2.54 - Ilpoduie peakiuy B3auMOISHCTBUS THAPa3HHA C U30HHUKOTHHOBOM
KHCIIOTOH

Kak BuaHO 13 rpaduka (puc.2.54), Terora o0pa3oBaHHs UCXOHBIX MPO-
JIYKTOB cocTaBiisieT -36,01 KKan/MoJb, UTO MPUMEPHO HA 4 KKaJI/MOJb OOJIBIIC
TEIUIOTH 00pa30BaHUsI KOHEYHBIX NPOAYKTOB. Takum 00pazoM, B yCIOBHUSX 00-
paTUMOCTH TIPOBOJMMON PEAKLMH J0JDKHA CYIIECTBOBaTh PAaBHOBECHAs CMECh
HCXOJHBIX M KOHEYHBIX IPOJYKTOB. FIMEHHO 3TO M HaOMOAaeTcsl B X0/1€ TIPOBE-
JICHUS SKCIIEpUMEHTA. BeraucnenHas Ternora o0pa3oBaHus THAPA30HHEBOH CO-
JIA N30HUKOTHHOBOM KHUCIOTHI COCTABIISET - 19,25 KKan/MoJIb.

Janee Ha rpaduKe pacloIOKEHO 1Ba BOSMOXHBIX MEPEXOIHBIX COCTOS-
Hust. [lepexonHoe cOCTOsIHUE, peaTi3yIolIeecs 10 YeTHIPEXWICHHOMY Mepexo/-
HOMY COCTOSIHHIO, 3aKJIIOUAOIeecs: B HyKJICOPMILHOM 3aMEIEeHUH THIPOOKCO-
TPYIITEI aTOMOM a30Ta, UMEET TEeIIoTy oOpazoBanus 19,25 xkan/monb. [lepe-
XO/IHO€ COCTOSIHUE AJIsl PeakIM IPEBpaIeHNs THIPAa30HNEBOI COIM M30HHUKO-
THHOBOH KHCIIOTHI UMEET TEIIOTY 00pa3oBaHms Ha 9 Kkai/monb 6onbmie. Takum

o6pa30M, MOXXHO MTPEATIOTIOKUTH 2 BO3MOXKHBIX HalpaBJICHUA TCUCHHUA PCAKIIUU.
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DHepruu akTHBAallMM TMpPSMBIX M OOpPATHBIX IPOLECCOB OTIMYarOTcs Ha 4
KKaJI/MOJIb M COCTABJISFOT COOTBETCTBCHHO 55 U 59 (HampariieHue A) [uis miep-
BOTr'0 HampaBJieHUs U 68 1 64 KKay/MOJIb JUIsl BTOPOTO HalpaBlieHHs (Hampasiie-
Hue B) Teuenns peakunu.

KommuiekcHbIe nccenoBaHus MPOTEKAHMS pPEeaKIui aMHIUPOBAHUS Kap-
OOHOBBIX KHCJIOT B YCIOBUSX MHKPOBOJHOBOTO OOJYYIEHHUS MO3BOJIIIIN aBTOPaM
1y rBepiKIaTh, YTO PEIIAIONLYIO POITh B 0OPa30BAHMH AMUJIOB UIPAET HETEPMH-
YECKHMI MHUKPOBOJHOBOM 3 (hEKT, KOTOPBIA CTaOMIH3UPYyET 00pa3oBaHue mepe-
XO/IHOTO COCTOSIHUSI. DTHMH K€ aBTOpPaMH JJOKa3aHO, YTO NMPUMEHEHHE MHKPO-
BOJIHOBOTO OOJIy4eHHsI CHI)KAeT SHEPTHI0 aKTHBAIMU IIpoliecca B CPaBHEHUH C
KIIACCHYCCKAMHU yCIOBHUAMHU. TakuM 00pa3oM, Ha OCHOBAHWHU PacieTOB WU W3-
BECTHBIX JIUTEPATYPHBIX JAHHBIX MOXKHO CHETATh BEIBOJ O TOM, YTO PEIIAIOIIYIO
poJib B 00pa30BaHUM TUAPa3HIa H30HUKOTHHOBOW KHUCJIOTHI UTpaeT crerupuye-
CKHUi1 MUKPOBOJIHOBOHU 3(h(heKT.

HesHauurtenvHass pa3HUIIAa B DHEPIHAX aKTUBALUH NMPSIMOW M 0OpaTHOMN
peaknuu (4 KKai/MOJb) TOKa3bIBAET, YTO PEaKIys THAPA3HHOIN3a U30HHUKOTH-
HOBOH KHCIIOTHI SIBIISIETCS OOpaTHUMOIA.

B sTOoM pasnene HaMHM PacCMOTPEHO MPEUMYIIECTBO METOJA IMOIYUYCHHUS
«M3onmnazunay (2.201) B ycnoBusx MB-o0mydeHuss mo cpaBHEHHIO ¢ KJlaccHie-
CKHM METOJIOM C MO3UIMH KOHIIETIINHU «3eJIeHast XUMHSD).

Hamu Obutn paccunmTaHa KOJIMYECTBEHHas XapaKTEPUCTUKA — BEJIMUMHA
ATOMHOM SKOHOMHH JUTS PEAKIMN THAPA3NHOIN3a N30HUKOTHHOBOW KUCIIOTHI.

B kauecTBe MeTOna CpaBHEHHS MOXKHO PAacCMOTPETh KIACCHYECKUH METO.
MONMyYeHHUsT THUApPA3UAa H30HUKOTHHOBOH KHCIOTEL. CyMMapHOEe ypaBHEHHE

kiaccudeckoro merosa nmomydenust [ THKa:

“' Loupy A., Perreux L., Liagre M., Burle K., Moneufe M. Reactivity and selectivity under micro-
waves organic chemistry. Relation with medium effects and reaction mechanisms // Pure Apple.
Chem. —2001. - Vol.73, Nel. - P.161-166.

300



COOH CONHNH,
POCI, C,H;OH *
Yy POCly CHsOH Ny H *H,0 N

=
=
N N
(2.201)

Pearentsr: M, (MHK) = 123; M, (POCl;) = 153,5; M, (C,HsOH) = 46, M,
(N,H4*H,0) = 50.

ponykr: M, ('MHK) = 137.

ATOMHasi SKOHOMHS OINPEACNIACTCS ypaBHEHHEM, ONMCAHHBIM B pasjeie

1.3:

137

A9 =0,3677 (36,77 %)

123 +153 ,5+ 46 + 50

CrenoBareibHO, aTOMHASI YKOHOMHSI KJIACCHYECKOTO METO/a MOTyUYeHHUs
I'MHKa cocraBnsiet 36,77 %.

Cymmapnoe ypaBHeHue metoia nonyuenus [MIHKa B ycnmousix MB-

00JIyUeHUS:
COOH CONHNH,
AN N,H,*H,0 AN
| — |
p =
N N
(2.201)

Pearents: M, (MHK) = 123; M, (N,H,*H,0) = 50. IIpoaykt: M, (I'MHK) =
137.

137
AD = ———— = 10,7486 (74,86 %)
123 + 50
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CrenoBarenbHO, aToOMHast 3koHOMHS Metona noiydenus ['MHKa (2.201)
B ycioBusix MB-o0my4yenus cocrasisier 74,86 %, uTo B J1Ba pa3a 0OJbIle YeM B
KJIACCHUYECKHX YCIIOBHSIX.

Takum 00pa3oMm, MPOBEICHHBIN aHAIN3 U PacdeThl aTOMHON SKOHOMUH U
aTOMHOU 3(p(PEeKTHBHOCTH TMOKA3aJIM, YTO MPEIOKEHHBIN crocod CHHTE3a M3-
BECTHOTO TNPOTHBOTYOEpKye3Horo mpemnaparta «VI30HHMa3um» HEMOCPEACTBEH-
HBIM B3aMMOAEUCTBHEM TuApasuH ruapata (75%) ¢ N30HUKOTHHOBON KHCIOTON
B OTCYTCTBUE PACTBOPUTENS B YCIOBHAX MHUKPOBOJHOBOW aKTHBAIMHU SIBIISIETCS
METOJIOM, ITOJTHOCTHIO OTBEYAIOIINM TPEOOBAHMSIM 3KOJIOTHYECKOM YNUCTOTHI U
9KOJIOTMYECKON Oe30MacHOCTH KOHLEMINH «3elieHas XUMHUSD). DTO TO03BOJISET
paccMaTprBaTh pa3paOOTaHHBIM METOJ] KaK BECbMa IMEPCIEKTHBHBIA JUIS TPH-
MCHEHHs KaK B TOHKOM OPraHMYeCKOM CHHTE3€, TaK M B (papMaIieBTHUECKOM

MIPOU3BOACTBE.

2.10 Cunre3 npounspoanbix I'MHKa npoTnBoTy6epKyJjie3HbIX IpenapaTos

«®tuBazua» u «Merazua» B ycaosusax MB-o0ayuennst

IIpousBoaHbIE TUApa3uia W30HUKOTMHOBOM KHCIOTBI — «®DTHBa3um»
(2.208) u «Metazun» (2.209) — ABJISIOTCS MPOBEPEHHBIMH U A (HEKTHBHBIMU
JIEKapCTBEHHBIMHU TpernapaTtamy, NPUMEHSEMbIMU B JIUeHUH TyOepkyiesa. Mx
IIPOM3BOJICTBO OCYIIECTBISIETCSI B IPOMBIIIICHHBIX MaciiTtabax ¥ B HacTosILee
BpeMs psIOM BeAyIMX (apmareBTuaeckux kommnanuii Poccun, [Tonsmm 1 psaga
JIpYTuX cTpaH. BecbMa MHTEpECHO M3MEHEHHE PHIHOYHOW CTOMMOCTH Iperapa-
ToB. Tak ymakoBka «3onnazumga» 300 mr mo 100 mTyk mpomaercst co CKIIafoB
kommaanu «Xumbapm» (1. llsmvrenT) mo nene 218 ternre. «Mertazum» u «D1H-
Basua» B Pecnybnuke Kasaxctan He HMpOHM3BOIST. AHAIM3 Mpanc-IucToB dap-
MalleBTHYEKHX KOMITaHWH MOKa3all, YTO HauMEHbIIasi OTIycKHas 1eHa «DTtuBa-
3uga» Obuta mpeaniokeHa kommanuer «Posdapm» (MockBa) u cocraBisier 45
py6. (225 1r.). HaumeHnsImas oTmyckHas 1ieHa «MeTa3umay Oblia HpeaiokKeHa
kommanueil «Papmcunres» (r. Cankr-IlerepOypr) u cocraBuna 476 py6. (2380

1r.). Takum 00pa3om, HOBBIE, SKOHOMHUYECKH 0ojiee peHTa0eNbHbIe TEXHOIOTHH
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MPOU3BOJICTBA 3THUX COCAMHCHHHA CHOCOOHBI CHH3HTH CEOCCTOMMOCTH MPOAYK-
LUK, U CIIENIaTh JICUCHUE TyOepKyJIie3a eie 00Jiee TOCTYMHBIM.

Kak 0Obu10 TIOKa3aHO paHee, IPUMCHEHHE MHKPOBOJHOBOTO OOJYYCHUS B
OOJIBIIIHCTBE CIy4aceB CIIOCOOCTBYET MHOTOKPATHOMY YCKOPEHHIO CKOPOCTH
MIPOTEKAHUS PEAKIIUH, YTO HIMEET OTPOMHOE 3HAUYEHHE IS IPOU3BOJUTEIHHOCTH
1 ce0eCTOMMOCTH BEIITyCKaeMoro mpoaykTa. IloaTomy OBIT TIIATENBHO pa3pa-
6otan MeToj cuHTe3a «DTHBazuIa» U «MeTa3ua» B YCIOBHIX MHUKPOBOJIHOBO-
r'o 00JTyYeHHSI.

Knaccuueckuit METOJ CHHTE3a HM30HUKOTHHOMII-(3-MeTOKCH-4-
okcuOeH3ab)-ruipa3oHa («DTuBa3uIy) 3aKI0YACTCS B HATPEBAaHUH THAPA3UIA
HM30HUKOTHHOBOW KHCJIOTH ¥ BAHWIMHA B TeUCHUE 3 U Ipu Temreparype 50 °Cs
cpene BOZBI!

YcTaHoBIIEHO, YTO B IPUMEHEHHE MHUKPOBOJIHOBOTO HU3JIyUY€HHs TO3BOJIS-
€T COKpaTHTh Bpems cuHTe3a «PtuBazuma» (2.208) ¢ 3 u go 1 - 2 muH npu
MOIIHOCTH u3nydenus 360 Br.

OxJnaxkieHre pacTBopa 1O KOMHATHOM TemmepaTypbl HPUBOAMUT K BbIIa-

JCHUIO KEJIa€MOT0 IIPOAYKTA. BrIxoa KonHM4YeCTBEHHEIM.

% _NHNH, _NHN=CH
O O
(2.201) (2.208)

[Mocne ouncTku (GU3UKO-XUMHUYECKHE CBOiicTBa, maHHbe MK-cmexTpor
«®ruBazuna» COBHAIU C JIMTEPATyPHBIMU manneME™ . Tak, B HK-cnextpe
MMEIOTCS TI0JIOCKI TIOrIOMIeH s py 3229 cM™', cootBeTcTByMomMe cBsi3u N-H,
npu 3071 em”', coorBercTByIOmHE KoneGanusaM OH rpymmsL. BaneHTHbIE KoOITe-
Garms C=N npormceiBaioTcst B obmacti 1665 em™'. Konebanns C-C apomatnde-
CKOT'0 KOJIbIIa HaxoAsaTcs B obomactu 1460 eml, HK-cnektp coemunenus (2.208)
MMOKa3aH Ha pUCYHKe 2.55.

[pouszBongnoe 'MHKa — Guc-n3oHMKOTHHOMI-THIpa3uHOMeTaH («Meta-

3W7») B KIACCHYECKUX YCIIOBHAX IMONy4aroT rnpu HarpeBanuu cmecu ['1THKa u
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37 % pactBopa (opmanuHa B Teuenue 1,5 u npu temmeparype 60-80 °C. Ipu
MIPUMECHCHUHN MI/IKpOBOJ’IHOBOﬁ AKTHUBAllUU yAacTCd CUHTC3UPOBATHL COCAMHCHUC
(2.209) 3a 30 ¢**'. BapbupoBaTh MOIIHOCTb H3ITyYCHHS B JAHHON PEAKIIHH MOX-
HO B mupokux npezaenax ot 70 o 800 Br. OnmHako, Kak moka3aia mpakTHKa OTl-
THMaJIbHBIM 3HAYEHHEM MOIIMHOCTH sBisierca — 360 Br. dusuko-xuMuueckue
KoHCTaHTH U gaHHbIe MK-criekTpa «MeTasunay (pucyHok 2.56) coBnamu B pa-

HEe OMMCaHHbIMU B nnTepaType281.

O\C/NHNH2 ﬁ) ﬁ)
C C
~N ~
X (CH,O)n 7~ ’ NH HN | o
—_—
MB N HN\C/NH _N
/
N H,
(2.201) (2.209)

B tabmure 2.47 npeactaBicHbl ((U3NKO-XUMHUECKUES KOHCTAHTHI, BBIXOJIBI

1 JTaHHBIE 3JIEMEHTHOTO aHam3a coequaeHuit (2.208, 2.209).

Tabnuna 2.47 — OU3NKO-XUMHYECKHE KOHCTAHTEI, BLIXOALI U JaHHBIE DJIEMEHT-
HOTO aHanmn3a coequHeHmi (2.208-2.209)

T.mo., °C Brixon, % Brruncneno, % Hatiineno, %
Coenu- K. Ko Bpytro dop-
MB. ME. pyTTO (Op
HEHHE yCIL. yciI. C H MyJa C H
yeIL. yCIL.
[397] [397]
225- 225-
2.208 90 97 61,99 | 4,83 C14H13N303 | 62,03 4,87
226 226
175- 175-
2.209 70 95 54,54 | 493 C13H14NgO, | 54,65 5,03
179 179

Takum 00pa3oM, MOKHO yTBEPKAATh 00 3(h(HEeKTHBHOCTH UCIIOIE30BAHUS
MB-00yueHust Ui CHHTE3a M3BECTHBIX NMPOTHBOTYOEPKYJIE3HBIX IPENapaToB
«®ruBazun» u «Metazuay. I[IpennoxkeHHbIN METOJ] MOMYYEHUsI NaHHBIX COEAU-
HEeHUH B ycioBusAX MB-o0iydeHus: xapakTepusyercsi 3aMETHbIM COKpalleHHEM

PCAaKIUOHHOT'O BPEMCHHU 10 CPABHCHUIO C KIITACCUYCCKHUM METOIO0M.
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T'maBa 3

JKcnepuMeHTAIBHAS YacTh
3.1 OnucaHue UCNOJIb30BAHHBIX NPUOOPOB U PEAKTUBOB
3.1.1 Hcnonb30BaHHbIE NPHOOPHI M BHIYUCIUTEIbHAS TEXHUKA

OKCIIepUMEHTBl NPOBOJWINCH B MHUKPOBOJHOBOH ycraHoBke LG

MS2022G.
HK-crieKTpsl perncTpupoBajiiCh B TOHKOM CJIO€ MEXIy IUIACTHHOK Opommuia
kanus B guamasone 400-4000 oM mHa cmektpodortomerpe ¢ Dypbe-
npeodpasoBareiieM «AVATAR-320» ¢upmer «Nicolet» B Tabmerkax KBr.
SAMP'H crextpsl 3ammcansl Ha mpu6ope Bruker DRX500 SF=500.13 MHz.
Macc-criekTp 3amucan Ha npubope MX-1321 ¢ UCHOIB30BaHHEM CHCTEMBI TIPsi-
MOTO BBOJIa [P SHEPTUU HOHU3HUPYIOIIUX 3JEKTpoHOB 70 3B.

Temneparypa 1umaBneHus omnpezneneHa Ha mpudope «Boetiusy (morper-
HocTh m3Mepenuit 20,1 °C).

Xox Bcex peaklUui U MHAUBUAYAIBHOCTh COCJUHEHUM KOHTPOJIUPOBAIIU C
TIOMOIIBI0 TOHKOCIIOWHOM Xpomarorpaduu Ha CTaHAAPTHBIX IUIacTHHKaX «Silu-
fol UV-254», nsiTHa nposIBISUTH ITapaMy #0712, paCTBOPOM IIepMaHraHaTa Kajusl.

B mensix WCKIIOYEHWS BIWSHHS MOCTOPOHHUX NpPUMEced Ha pe3yibTaT
N3MEpEeHNs BCE MPUMEHSBIINECS PEAKTHBBI MOJBEPTaINCh TIIATEILHOW OYHCT-
ke. J{ng mpurotosieHus: paboYMX pacTBOPOB HCIOIb30BaHbl PEAKTUBBI «XU» U

OMAMCTHIUTUPOBaHHAS BOAA.
3.2 IloAroToBKA MCXOAHBIX BEIeCTB U KATAJIM3AaTOPOB

B kavecTBe MCXOAHBIX IPOLYKTOB B TaHHOM paGOTe HCIIOIB30BAHBI Clie-
OYIOIIHE COSTMHEHHS MapKH «Xu»: (DeHIIALETHICH, aleTO)eHOH, [IMKIOreKca-
HOH, STHWJIOBBIM 3(Up allETOYKCYHOW KHCJIOTBI, MaJOHOBBIN 3(up, OeH3aubae-
THJ, T-HATPOOCH3AJbACTUA, M-HUTPOOCH3ANBACTUI, M-METOKCHOCH3AbACTH],
JTUMETHAMHHOOCH3Ab/ICT I, U30MACISIHBIA allbICTH]l, H30BAICPUAHOBBINA ajb-
neruj, napadopm, MUPHIMH, 4-METUINHPUANH, BTOPUYHbIC aMUHBI — MOpdo-
JIMH, TUICPUINH, AU3THIAMHH, BOJHBIA pacTBop ammuaka (25 %), runpasuH-
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TUIIpaT, aHa0a3uH, OYHUIICHHBIC B Ja0OPATOPHBIX YCIOBHIX MO CTaHIAPTHBIM
MeTOUKaM (KUISYeHUE HaJ| MIeTOYbl0 U neperonxa)zso. Ucnons3yemsblii anka-
yon]] aHaOa3WHA TUAPOXIIOPUA — (hapMakomeWHbd HPOxyKT IIIBIMKEHTCKOTO
XIMHKO-(PapMareBTHIecKoro 3aBoja, orBevatontuii TpedoBanusm ['® (X uzz.)
IMoaroToBKa MOMIOKKH UIsi CHHTE3a MPOM3BOAHBIX 4-3aMellleHHBIX-
2-0KCO- U THOKCOMMPUMHUIMHOB. B kpyrimomonnyro koiby emkocteio 100 mi
nomemarot 20 r cumukarens (I'OCT 3956-76), 2 Ma KOHLIEHTPUPOBAHHOW Cep-
Ho#t kucnothl U 30 M1 96 %-HOTO ATUIIOBOTO CIIUPTA, TIIATENHHO MEepeMeIBa-
I0T. 3aTeM pacTBOPUTEIh OTTOHSIOT HA POTOPHOM HCHApUTENe IIPH MOHMKCH-

HOM JIaBJICHHUH JIOCYXa.
3.3 CuHTE3BI B YCJIO0BUAX MUKPOBOJHOBOIO 00, 1y4YeHHA
3.3.1 CunTe3 2-3amMenieHHbIX-1,3-0Kca30 1M IMHOB

OO0mass MeToAMKA CHHTe3a 2-3aMelleHHbIX-1,3-0KCa30JIMIUHOB B

KJIACCHYECCKHX yC.]IOBI/lSIX159

. B kpyrimomonnyto kom0y eMKocTho 250 wu,
CcHaOXXEHHYIO OOpaTHBIM XOJIOMMIBHUKOM momemanu pactsop 21 t (0,2 moust)
QU3TAaHOJIAMUHA B M30MPOIMIOBOM crupTe. B koi0y oxHOM moprmel BHOCHIN
1,5-kpaTHBII N30BITOK CBEXKENEPErHAaHHOTO aJIbIeruia Wik keToHa. Kunsuenue
IpoBOIWIN B TeueHue 5-12 yacoB. OKOHYAaHUE pEeaKkUU ONpPENesIsId METOA0M
TCX (cucrema Genzom:atanon, 5:1; Ry mudranonamuna ~0,05; kapOOHUIEHOTO
coequaeHus 0,95; oxcazomuanua 0,3-0,5). M30mponuioBeIii ciupT U u30BITOK
KapOOHHMIIPHON KOMMIOHEHTHI OTrOHsUTA. OOpa3zoBaBIIUIICS MPOIYKT OYHINAIA
BAKYYMHOW IEPETrOHKOW. BBIXOIBI MPOIYKTOB IMOJIyYEHHBIX II0 3TOMY METONY
coctasunu 55-70 %.

Cunres 2-pyphypuia-3-(3tmi-2-0i1)-1,3-0kcazoimauHa B KJIaccude-
CKHX yCa0BHAX (2.16). AHAIOTHYHO 00IICH METOANKE CHHTE3a 2-3aMEIICHHBIX -
1,3-0Kca30auIuHOB B KiaccHyecknx ycioBusax u3 21 r (0,2 mMois) qusTaHoNa-
muHa 1 29 1 (0,3 Moust) Gypdypona nmomydeH IpoayKT B BUIE OSCIIBETHOM KU~
KocTH ¢ BeIXomoM 23.8 T (65 %), 1. kum./mMm. pT. cT. 150/5, n20D 1.4926.

Haiineno, %: C 59.25; H 7.38. CoH3NOj3. Beruncneno, %: C 59.00; H 7.15.
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Cunre3 2-pennn-3-(3tuia-2-041)-1,3-oxcazonuauna (2.14) B ycjaoBusix
MH-KPOBOJIHOBOI0 00JIy4eHUsl. B IUIOCKOJOHHYIO TEPMOCTOHKYIO KOJIOY eM-
kocthio 250 mi nmomemmanmu 6,3 r (0,06 Mosb) auaTaHonamuna. [locie sToro B
konOy mo6aBumu 12,7 T (0,12 monp) Oenzanpaernga. Cmech mpeaBapuUTEIHHO
MHTEHCHUBHO pa3MeNInBaiach, Koi0a HakpeiBajgach damrkon [letpu (uist mpenot-
BpaIeHns B3pbIBA — HENB3s 3aKPhIBATh TEPMETHYHO) M CTABHUJIACH B IICHTP Bpa-
LIAIOIIETOCS TIOAHOCA MHUKPOBOJIHOBOW meun. Bpems mpomecca cocrasisio 30
MHUHYT 1pu MoIlnHocTH u3mydenus: 70 Br. [Ipoaykr Obut mosiyueH B Buae Oec-
IBETHOH XHUIKOCTH ¢ BEIXomoM 9,3 T (80 %) 1 ounIIeH MeperoHKoi B BaKyyMe,
T. kum/mm. pr. cr. 145/2, n*’,  1.5399. Haiineno, %: C 68.55; H 7.69.
C11H5NO,. Beruucaeno, %: C 68.37; H 7.82.

Cunrte3 2-(4-(N,N-numernaaMmuHo)-¢penunn)-3-(3Tuia-2-0.)-1,3-oxcazo-
JanauHa (2.12) B ycJI0BHSIX MMKPOBOJHOBOIO 00Jy4YeHMsl. AHAJIOTHYHO Be-
mectBy (2.14) u3 6,3 r (0,06 monp) nustanonamuna u 17,9 v (0,12 mons) mn-
JTUMEeTHIIaMUHOOEH3alIbIernia ObUT TOJTy4YeH MPOIYKT B BUE OECIBETHOM JKU/I-
KOCTH ¢ BBIXOJOM 12 T (85 %) M OYHIICH MEPEeroHKON B BaKyyMe, T. KUIL./MM.
pr. cr. 210/2, n*°y 1.5579. Haiineno, %: C 66.29; H 8.75. Cy3H,0N,0,. Borunc-
neHo, %: C 66.07; H 8.53.

Cunre3 2-(4-merokcudenunn)-3-3Tua-2-0ia)-1,3-oxcazoauauna (2.17)
B YCJOBHAX MHUKPOBOJHOBOro 00JiydeHusl. AHaJIOTHYHO BeuiecTBy (2.14) u3
6,3 r (0,06 monp) muaTaHonmamuHa ¥ 16,3 r (0,12 MOJIb) aHUCOBOTO aJbJACTHIA
ObBUT TIOJTy4YeH MPOXYKT B BUAE OecIBeTHOI kunkocTH ¢ Beixogom 11,4 (85 %)
¥ OUMINEH MEPEroHKOil B BaKyyMe, T. KHMIL/MM. pT. cT. 198/7, n*’p 1.5449.
Haiineno, %: C 64.43; H 7.89. C,H;7NOs. Beraucieno,%: C 64.55; H 7.67.

Cunrte3 2-BTop-0yTHI-3-(3THI-2-0.1)-1,3-0Kca30auauna (2.13) B yciio-
BUSIX MMKPOBOJIHOBOTO 00Jy4eHHsl. AHAJIOTHMYHO BemiecTBy (2.14) uz 6,3 r
(0,06 monp) nustanonamuna u 10,3 r (0,12 MoJb) H30BaNIEPUAHOBOTO ANbACTHAA
OBLT MOJYYCH MPOAYKT B BHJIC OCCIIBETHOW KHUIKOCTHU C BbIX0o0M 8,4 T (81 %) u
OUMIIEH TEPEroHKON B BakyyMme, T. KHUIL/MM. pT. cT. 104/3, n*’,  1.4680.

Haiineno, %: C 62.47; H 10.85. CoH;oNO,. Beruuciaeno, %: C 62.39; H 11.05.
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Cunre3 2-uzonponuwi-3-(3Tuia-2-01a)-1,3-oxkcazosmnauna (2.15) B yciio-
BUSIX MMKPOBOJIHOBOTO 00Jy4eHUsl. AHAJIOTHMYHO BemiecTBy (2.14) u3z 6,3 r
(0,06 moxp) muatanomamuHa U 8,7 T (0,12 MOJIB) U30MACIITHOTO ANBACTHAA OBLI
MONTyYeH MPOAYKT B BUAE OCCIIBETHOW XHUIKOCTH ¢ BbIxogoM 7,9 T (83 %) u
OWHIIIEH MEPEroHKOi B BaKyyMe, T. KHIL/MM. pT. cT. 94/2, n*’ 1.4650. Haiise-
Ho, %: C 60.42; H 10.87. CgH7NO,. Beruucneno, %: C 60.35; H 10.76.

CunTte3 2-muKjaorekcuanaen-3-(3Tuia-2-01a)-1,3-okcazoaunauna (2.9) B
YCIOBHSIX MHKPOBOJHOBOro 00/y4eHMsl. B INIOCKONOHHYIO TE€PMOCTOMKYIO
koi0y emkocThio 250 M momermanu 6,3 T (0,06 Mons) audTanonamuna. [locie
sToro B kondy nob6aswmm 10,3 1 (0,12 Monp) nukiorekcanona. CMech npeaBa-
PUTETPHO WHTCHCHBHO pa3MeIIMBajiach, Koj0a HaKphIBajach damkoi [lerpm
(It mpenoTBpaIeH s B3pbIBa — HENb3sI 3aKPhIBATh TEPMETHYHO) M CTAaBMIIACh B
LIEHTP BpalllaloIIerocsi MOJIHOCA MHUKPOBOJIHOBOM meud. Bpems mpouecca co-
ctaBsuio 60 MuHYT 1ipu MouHoCTH n3ydeHus 70 Br. [IpoaykT ObuT mosyueH B
BHJIC OCCLBETHOM XUIKOCTH C BBIXOJOM 6,6 T (59 %) M OUHINEH MEePEeroHKOH B
BaKyyMe, T. KHIL/MM. pT. cT. 150/5, n’’y 1.4969. Haiineno, %: C 63.79; H
10.23. C;yH9NO,. Brrurcneno, %: C 64.83; H 10.34.

Cunre3 2-metmi-2-peHmn-3-(3Tuia-2-o0)-1,3-okcazonuauna (2.8) B
YCJI0BUSIX MHUKPOBOJHOBOIO 00/ 1y4eHHsl. AHAIOTHYHO BeulecTBy (2.9) u3 6,3
r (0,06 moinb) audTaHonamuna u 7,2 v (0,12 mMounp) anerodpeHoHa ObLIT MONTyYEeH
MIPOJYKT B BHUJIE OECIBETHOM >KUIKOCTH C BbIX0OoM 2,2 T (18 %) 1 oumnieH ne-
PErOHKOH B BaKyyMe, T. KHIL/MM. pT. cT. 202/6, n*’, 1.5197. Haitnero, %: C
69.61; H 8.39. C,H7NO,. Beruucneno, %: C 69.54; H 8.27.

Cunre3 2-MeTWI-2-3TUI-3-(3THI-2-041)-1,3-0kca3oauauna (2.10) B
YCJI0BUSIX MHUKPOBOJHOBOI0 001y4eHHsl. AHAIOTHYHO BeulecTBy (2.9) u3 6,3
r (0,06 Momp) muataHoiamuHa u 8,7 T (0,12 MOJIB) METHIIITUIIKETOHA OBLT TIOJTY-
YeH MPOAYKT B BUJE OeCIBETHOM KHUIKOCTH ¢ BbhixomoM 1,1 r (11 %) u ounrinex
TIEPErOHKOI B BaKyyMe, T. KMIL/MM. pT. cT. 130/15, n*’y 1.4659. Haiinero, %:

C 60.48; H 10.53. CgH7NO,. Beraucaeno, %: C 60.35; H 10.76.
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Cunre3 2,2-auMeTwi-3-(3Tui-2-0.1)-1,3-okcazoauauna (2.11) B ycio-
BUSIX MHUKPOBOJIHOBOTO 00JIydyeHHMsl. AHaJOTMYHO BemecTBy (2.9) uz 6,3 r
(0,06 monb) mustanonamuua u 7 1 (0,12 Monb) aneToHa ObUT MOYYeH MPOIYKT
B BuJe OecBeTHOU XHUAKOCTH C BEIxoaoM 0,78 T (9 %) 1 ounIleH IeperoHKoi B
BaKkyyMme, T. KHIL/MM. pT. cT. 125/10, n*’y 1.4664. Haiineno, %: C 59.93; H
10.70. C;H;5sNO,. Beraucneno, %: C 59.60; H 10.41.

3.3.2 CunTe3 2-3aMelieHHbIX-1,3-110KCOJIaHOB

OO0mas MeToANKa CHHTe3a 2-3aMellleHHbIX-1,3-1M0KC0IaHOB B KJIac-
cuuecknx ycaoBusax' . K pactsopy 0,2 MOJNb COOTBETCTBYIOMIETO albIerH/a
i ketoHa u 36 T (0,4 Monp) Oyranmnona-2,3 B 200 M OeH3oma H0OABISIN
0,0062 monb n-TonyouncynbhokucnoTel. CMech KHISTWINA ¢ Hacaakoi [una-
Crapka B TeueHue 7 4yacoB. PeakllMOHHYIO Maccy MpPOMBIBAJIM BOJOH, PacTBO-
pPOM rupoKapOoHaTa HaTpHs, CHOBA BOJOH M CyMIMIN 0€3BOJIHBIM Cyibparom
Harpus. [lociie OTTOHKHM PacTBOPUTENSI MOJTYYaJIM IPOAYKTHI C BBIXOJOM OT 65
70 98 %.

Cunres 2,4,5-tpumerni-2-penna-1,3-1uokcosana (2.49) B ycaoBusx
MHMKPOBOJHOBOI0 00JIy4eHHUsI. B TIIOCKOIOHHYIO TEPMOCTOMKYIO KOJIOY €MKO-
cthio 250 M1 momemanu 7,2 t (0,06 Mois) anetodeHoHa, nodasisuu 5,4 T (0,06
MoJib) OyTanauoia-2,3 u 0,03 r I-Toayoscyab(pOKUCIOTHI, TIIATSILHO HepeMe-
LIMBAJIM ¥ TOJBEPTIIN MUKPOBOJIHOBOMY OOJyrydeHuto B TeueHue 40-60 MuHyT
pu MotrHOocTH o0nydeHus 70 Bt. [IpoxyxT ObII moydeH B BUAE OeCIBETHOU
KHUIKOCTH C BBIXOZOM 6,2 T (54 %) M OYMIINEH NEepEerOHKOH B BaKyyMme, T.
kuIL/mm. pr. cr. 120/5, n*’p  1.5023. Haiineno, %: C 75,10; H 8,45. C,H,;40,.
Brruucneno, %: C 74,97; H 8,39.

Cunre3 4,5-numerni-2-uuxiorexkcuaunaen-1,3-1mokcosnana (2.50) B
YCJIOBHSIX MUKPOBOJIHOBOTO 00,Ty4eHNsl. AHaJIOrn4HO BemiecTBy (2.49) u3 5,4
r (0,06 Monp) Oyranmuona-2,3, 0,03 T m-romyoncyaspokuciaoTs U 5,9 T (0,06
MOITb) IIMKIIOTEKCAaHOHA OB MOJYYEH MPOAYKT B BHUIE OCCIBETHON XKHUIKOCTU C

BBIXOZOM 6,3 T (62 %) M OuYMILEH NMEPEeroHKOH B BaKyyMe, T. KHIL./MM. PT. CT.
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82/10, n’%y 1.4489. Haiineno, %: C 70,68; H 10,61. C,(H30,. Beraucneno, %:
C 70,55; H 10,45.

Cunre3 2-Top-0yTni-4,5-numeruii-1,3-1mokconana (2.51) B ycjaoBu-
sIX MHKPOBOJHOBOT0 00/y4eHHsl. B IDIOCKOIOHHYIO TEPMOCTOMKYIO KOJIOY
emMKocThio 250 Mt momeranu 5,15 1 (0,06 Moip) H30BaIEpPHAaHOBOTO ABACTHIA,
nobasmsmm 54 r© (0,06 wmomp) Oyrammwona-2,3 uw 0,03 T m-
TOJYOJICYJIL(OKUCIIOTH, TIIATENIHFHO MEPEMEIINBAIN U TIOBEPrajJd MUKPOBOJI-
HOBOMY OOJIy4eHHUIO B TeueHHe 5-15 MuHYT npu MoinHoctu obiydenus 70 Br.
[TpoxykT OBUT MONy4eH B BHJE OSCIBETHOM >KUAKOCTH C BbIX01oM 6,9 T (73 %)
¥ OUMIIEH IEPErOHKOH B BaKyyMe, T. KMIL/MM. pr. cT. 161, n*’p 1.4175.
Hatineno, %: C 68,48; H 11,55. CoH;30,. Beraucneno, %: C 68,31; H 11,47.

Cunrte3 4,5-numermii-2-uzonponui-1,3-qruokcosana (2.52) B ycja0Bu-
sIX MUKPOBOJIHOBOTO 00J1ydeHusi. AHaoruyHo BemectBy (2.51) uz 5,4 r (0,06
MoJib) Oytanauona-2,3, 0,03 r n-romyoscyasdhokuciaorsl u 4,35 r (0,06 MoJIb)
M30MAaCIISTHOTO ajbJeru/ia ObLT MOy4eH MPOAYKT B BUIE OECIBETHOM JKUAKOCTH
¢ BBIXOIOM 5,6 T (65 %) M OYHIIECH MEePETOHKOM B BaKyyMme, T. KUIL./MM. PT. CT.
140, n*p 1.4121. Haiineno, %: C 66,52; H 11,25. CsH;40,. Boruncneno, %: C
66,63; H11,18.

Cunte3 2-(4-(N,N-mumernnamuno)denun)-4,5-numernii-1,3-nuoxco-
JaHa (2.53) B ycJ10BHSIX MHMKPOBOJHOBOIO 00/1y4eHHMsl. AHAJOIMYHO Belle-
ctey (2.51) w3 54 r (0,06 wmomp) Oyrammuona-2,3, 0,03 r m-
Toiyosncynbpokuciorsl u 8,95 v (0,06 Moib) N-ITUMETHIaMUHOOEH3aIbACTHIA
OB IOJTyYeH NPOAYKT B BUE OECLBETHOW )XUAKOCTHU € BBIXoAoM 3,3 T (25 %) u
OUNINGH TEPEeroHKOH B BakyyMme, T. KMIL/MM. prT. cr. 120/5, n*’p 1.4804.
Haiineno, %: C 70,43; H 8,72. C13H;oNO,. Berauciaeno, %: C 70,56; H 8,65.

Cunre3 4,5-numerni-2-¢penuin-1,3-auokconana (2.54) B ycaoBusix
MHKPOBOJIHOBOTO 00JiyueHusi. AHamornyao BemiectBy (2.51) u3 5,4 r (0,06
MoJib) Oyranmuona-2,3, 0,03 r m-tonyoncynbdokuciore u 6,4 r (0,06 Mob)
OcH3anpaernaa ObUI MONYYEH MPOIYKT B BHJE OCCIIBETHOW KUIKOCTH C BBIXO-

aom 9,1 1 (85 %) n ounIeH MeperoHKor B Bakyyme, T. KUIL./MM. pT. cT. 130/30,
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n*’y 1.5055. Haiineno, %: C 74,23; H 7,81. C,1H40,. Boruncneno, %: C 74,13;
H 7,92.

Cunre3 2,3,5,6-TerpaMeTwiiiuokcana (2.55) B ycJ0BHAX MHKPO-
BOJIHOBOTO 00JIy4eHHsl. B IIIOCKOIOHHYIO TEPMOCTOWKYIO KOJOY €MKOCTBHIO
250 mn momemanu 5,4 1 (0,06 monp) Oyranmgmona-2,3 u 0,03 T m-tomyos-
CyIb(OKHUCIOTH, THIATEIFHO NMEPEMEIINUBAIN W TOABEPTaIl MHKPOBOIHOBOMY
oOnyuenuto B Tedyenue 10 MUHYT npu MoiHocTu oOsydenust 70 Br. TIpomykr
ObLT TTOJTy4YeH B BUe OeclBETHOM ®HUIKOCTH ¢ BbIxonoM 0,7 T (15 %) 1 ounieHn
TIEPErOHKOI P HOpMaTbHOM napienmy, T. kum. 130, n°’, 1,4079. Haiinero,
%: C 66,51; H 11,24. CgH,c0,. Beruucneno, %: C 66,63; H 11,18.

Cunre3 okucu 0ytuiena-2,3. B xonby ®aBopckoro ¢ BeICOTOH medurer-
maTopa 30 cM omemanu 6yranauon-2,3 B komuaectse 5,4 1 (0,06 mons) u 0,03
r n-ronyoncyibdokuciaorsl. KonOy nomemanu B criaB Byna, pasorpersiii g0
temneparypsl 210°C. Habmomanu oTrodky gppakuuu ¢ T. Kui 62-65 °C, uto co-
OTBETCTBYET CMECH IIUC- U TPAHC-M30MEPOB OKUCH OyTHiieHa. Beixon 1,9 r (45
%). Haitneno, %: C 66,51; H 11,25. C4HgO. Beraucneno, %: C 66,63; H 11,18.

Cunres 2-uzonponui-4-okucmerni-1,3-quokcosiana (2.59) B ycjaonu-
SIX MHKPOBOJHOBOro 00/y4eHHs. B IIIOCKOIOHHYIO TEPMOCTOMKYIO KOJIOY
eMKkocThio 250 M momemanu 4,35 1 (0,06 MOJIb) H30MACIISTHOTO albACTHIA, 10-
6apmsun 5,5 (0,06 Mosb) runepuna u 0,03 T n-TONY0JICYIb(HOKUCIOTHI, TIIA-
TEJIFHO TIEpEMEIINBAIN 1 MTOJIBEPTali MUKPOBOJIHOBOMY OOJIYUEHHIO B TEUCHHE
5-15 munyT 1pn MoutHOCTH oOmydeHus 70 Br. [Ipoxykr Obu1 momydeH B Buzae
BECIIBETHOI JKHIKOCTH C BBIXOAOM 5,4 T (61 %), T. kum./mm. pr. c. 92/5, n*%p
1,4426. Haiineno, %: C 57,67; H 9,73. C;H40;. Beruucneno, %: C 57,51; H
9,65.

Cunre3 2-BTop-OyTmi-4-oxkucmerui-1,3-qruokcosiana (2.60) B ycJo-
BUSIX MMUKPOBOJIHOBOTO 00Jy4eHHsl. AHAJIOTHYHO BemecTBy (2.59) u3 5,5 r
(0,06 moip) runepuna, 0,03 r n-romyoscynbhokucaotsl ¥ 5,15 t (0,06 Mob)
N30BAJEPUAHOBOTO ANbAETHIa OBbII TOJIyYeH MTPOAYKT B BHJE OECIBETHOM >KU-

KOCTH C BBIXOAOM 5,9 T (62 %) 1 OUYMIIECH EPErOHKOH B BaKyyMe, T. KHIL./MM.
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pt. ct. 110/10, n*%p 1,4476. Haiineno, %: C 59,61; H 10,03. CsH505. Beruuc-
neHo, %: C 59,97; H 10,15.

Cunre3 2-dpenui-4-okucmermi-1,3-quokcosana (2.61) B ycjoBusix
MHKPOBOJHOBOTO 00Jy4eHHsi. AHAIOTHYHO BemiecTBy (2.59) u3 5,5 r (0,06
MoJib) rauepuna, 0,03 r n-ronyoncynbhokucnorsl u 6,35 r (0,06 Monb) OeH-
3ampAeruaa ObUT MONydYeH MPOAYKT B BHIE OECIBETHON KUIKOCTH C BBIXOJOM
7,71 (71 %) ¥ OYMILEH [IEPErOHKOI B BAKyyMe, T. KHIL/MM. pT. cT. 150/5, n*’p
1,5371. Haiigeno, %: C 66,53; H 6,81. C,yH;,0O;. Beruucneno, %: C 66,65; H
6,71.

Cunte3 2-mUKJIOTeKcuInaeH-4-okcuMeTmii-1,3-1mokcoana (2.62) B
YCJIOBHSIX MHKPOBOJHOBOTO 00.y4eHHsl. B IIOCKOIOHHYIO TEPMOCTOMKYIO
Ko0y emkocThio 250 mi momemanu 5,15 r (0,06 Moib) IUKIIOTEKCAaHOHA, JO-
6asmsun 5,5 (0,06 mosb) runepuna u 0,03 T n-TONy0ICYIb(HOKUCIOTHI, TIIA-
TEJIHO MepEMEIINBAIN U MOJ[BEPIaii MUKPOBOJIHOBOMY OOJIYUEHHIO B TEUCHHE
40-60 MunyT npu mMomHoctu obiydenus: 70 Bt. [IpogykT ObLT oMydeH B BUze
OeCIIBETHOI KUIKOCTHU C BBIXOAOM 4,6 T (45 %), T. kum./Mm. pt. cT. 120/7, n*’p
1.4784. Hatineno, %: C 62,85; H 9,45. CoHc0;. Beruucneno, %: C 62,77; H
9,36.

Cunre3 2-metui-2-penmnia-4-okcumerui-1,3-1uokconana (2.63) B
YCJI0BHSIX MUKPOBOJHOBOT0 00, 1y4eHHsl. AHAJIOTHYHO BemecTBy (2.62) u3 5,5
r (0,06 moip) Tiurepuna, 0,03 T n-romyoscyiabhokucaotsl u 7,2 T (0,06 MoJIb)
areTo)eHOHa OBLT MOYYCH MPOIYKT B BUJIE OCCIBETHOH YKUIKOCTHU C BBIXOJOM
2,1 1 (18 %) ¥ OuHMIIEH NEPEeroHKOH B BaKyyMe, T. KMIL/MM. pT. cT. 190/7, n*p
1,5495. Haiineno, %: C 68,14; H 7,15. C;;H;405. Beruucaeno, %: C 68,02; H
7,27.

3.3.3 Cunre3 1-amuHo0-3-peHNI-2-MPONMHOB B ycaoBusix MB-o01ydenns

1-mopdonnno-3-penni-2-nponus (2.90). B xoHndyeckoil TepMOCTONKON
KoJ0e eMKOoCThIO 250 MIT roTOBHIIACch cMech, cocTosmas u3 5 T (0,05 moms) de-
HunaneTtwierna, 1,95 r (0,065 mons) mapadopmanpaeruna u 5,6 r (0,065 monb)

MopdoauHa. B kadecTBe Karanuzaropa IPUMEHSITUCH 3 Kallld CBE)KCIPUTOTOB-
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JeHHoH cycnensuu 1 r oxHoxsopuctoit menu B 3,5 mu JIM®A. Cmech nmpeasa-
PHUTEIBHO TIIATEIBHO BCTPAXUBAIACh, K0J0a HaKphIBajiach yamikoi [letpu (mis
MPEOTBPANICHAS B3phIBA — HEJIB3S 3aKpPBIBaTh T'€PMETUYHO), CTaBWIACH B
LEHTP BPAIAIOMIErOCs MOJHOCA MUKPOBOIHOBOM MEUH M MOABEPraiach MUKPO-
BOJIHOBOHM akTHWBanuu mnpu MourHocTH 350 BT u Bpemenu oOiydeHus 3 MuH.
OkoHuanne peakuuu onpememsuin  meroqoM TCX  (cucrema  OeH-
som:aneToHuTpui, 4:1; Ry denunanerunena ~ 0,95; mopdonuna ~ 0,10; mpo-
nykra ~ 0,4-0,45). IIpoaykt ObuT BBLAENEH B BHJE OSCLBETHOW XHUIKOCTH U
OYHMILEH MEPErOHKOM 1MOJ BaKyyMOM MacisHoro Hacoca. T.kum. 131-133 °C (2
MM pT. CT.), nzoD = 1,5675, Beixon 78,4 %. Haiigeno, %: C 71,29; H 7,58.
C3HsNO. Brruucneno, %: C 71,25; H7,51.

1-nunepuauHo-3-penna-2-nponud (2.91) cuHTE3WpPOBaH aHAIOTHYHO
coeauHenuio (2.29) u3 5 r ¢pennnanerunena, 1,95 r napadopmanbaernaa u 5,5 r
nunepuanHa. [IpoayKT ObLT BeIJETICH B BHJIE OECIIBETHOM )KUAKOCTH U OUHILECH
MEPErOHKOM O BaKyyMoOM MacisHoro Hacoca. T. kum. 132-135 °C (2 MM pr.
CT.), nzoD =1,5600, Beixog 77,6 %. Haitneno, %: C 84,36; H 8,51. C;;H7N. BrI-
yuciaeHo, %: C 84,40; H 8,52.

1-mmyTHNaMUHO-3-peHun-2-nponuH (2.92) CUHTE3UPOBAH AHAJIOTUIHO
coequaeHuio (2.29) w3 54r ¢enunanermiena, 2,06r mapadopmanpaernga u
5,03r mguatwiamuna. [IpoaykT ObLT BBIZCIACH B BHE OCCIIBETHOM KHIKOCTA U
OYHMIICH MEPETOHKOM MOJ BAKyyMOM MacisiHoro Hacoca. T. kum. 150-155 °C (5
MM PT. CT.), nzoD = 1,5356, BeIxom 66,5 %. Haiigeno, %: C 83,48; H 9,12.
C3H7N. Breraucaeno, %: C 83,42; H 9,09.

1-ana6a3uno-3-¢pennia-2-nponuH (2.93) cHHTE3UPOBAH AHAIOTHYHO CO-
enuneHnio (2.29) u3 5,4 r penmnaneruicHa, 2,06 r napadpopmansaeruga 1 10 r
aHaba3uHa. [IpogyKT OBLT BBIENEH B BUAE OCCIBETHOM KHMIKOCTH M OYHILECH
MEPErOHKOM MO BaKyyMoM MacisHoro macoca. T. xum. 205-207 °C (2 Mm pr.
CT.), nzoD =1,5925, Beixoa 57 %. Haiigeno, %: C 82,63; H 7,29. C;9H,oN,. BrI-
yucneno, %: C 82,61; H 7,23.
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Ob0mass mMeroguka cuHTe3a 1-aMuHO-3-GeHMI-2-NIPONIMHOB B
KJaccuyeckux yciaoBusix (2.90-2.93). B kpyriogonHoi koibe oobemom 250
MJI, CHa0KEHHYIO OOpaTHBIM XOJIOJJUJIBHUKOM M MEXaHHUYECKOH MEMIAIKOH ro-
TOBHJIACh CMeCh, cocTosmias u3 5 T (0,05 monp) dpenmnanermiena, 1,95 r (0,065
Mons) napadopmanpaeruaa u 5,03-10 r (0,065 M0Ib) COOTBETCTBYIOIIETO BTO-
puuHoro amuHa. K naHHOW cMecn m00aBisuIMCh 3 Kalik KaTaau3aTropa — CBe-
KETPUTOTOBJIEHHOH cycrnieH3uu | r ogHoxiaopuctoi menu B 3,5 M JIM®DA. Pe-
aKIIMOHHYIO MacCy HarpeBad IpH MepeMelIMBaHUY B TeueHue 12 4 Ha KHIIs-
mel BonsHOM OaHe. M30bITOK mapadopMa OTGHIBTPOBANHM, MPOAYKTH OBLIH

BBIJIENIEHB] IEPErOHKON Mo BakyyMoM. Beixon 60-65 %.

3.3.4 Cunres 1,1-amunopenna-3-¢peHuI-2-NponuHOB B ycjaoBusax MB-

00J1yueHust

1,1-mopdonnnopenni-3-gpenuni-2-nponul rugpoxaopun (2.94). B xo-
HUYECKOH TEepMOCTOHKOI Koibe eMKOCThIo 250 MJI OTOBHIIM CMECh, COCTOS-
mryio u3 5 1 (0,05 monp) ¢enmnanermwieHa, 5 r (0,065 monp) OeH3anpaernaa u
5,6 T (0,065 mop) MOpdoarHa, K KOTOpoii qobaBieHo 3 Karm Katanmuzaropa (1
I xjopuctod Memum cycmnensupyerca B 3,5 ma IM®PA). Cmechk TmATeasHO
BCTpSIXMBAJIaCh M II0JIBEPrajach MHUKPOBOJHOBOW aKTHUBALMK IPU MOIIHOCTH
350 Bt u Bpemenn 3 mun. [locne obaydeHHs K peakIMOHHOIN Macce MPUIIIN
10 MJI KOHLIEHTPUPOBAHHOM COJISTHOM KUCIIOTHI. [l0JydeHHyI0 cMeCh KUIIATUIIN B
KPYTJIOMOHHOH KOJI0€, CHAOKEHHBIM OOpaTHBIM XOJOIMIFHHKOM B TeueHue 30
MuH. OxoHuanme peaknuu ompenersum MerogoM TCX (cucrema OeH-
som:atmnanerat=4:1). HempopearupoBasime WCXOTHBIE BeHIeCTBA OBLIH yaa-
JIeHbI SKCTpakuuei 6enzonom. [IpoaykT ObLI BbIIENEH U3 BOJHOTO pacTBOpa B
BHJIC KPHUCTAJUIOB OEJIOro I[BETa, KOTOPhIC MPOMBLUTH arleToHoM. T.mr. 167-168
°C. Ry= 0,44, Bexon 65,2 %. Haiineno, %: C 72,78; H 6,34. C,oH;oNO*HCI .
Brruucaeno, %: C 72,73; H 6,38.

1,1-nunepuaunodenunn-3-peHn-2-nponun ruapoxaopus (2.95) cus-
TE3UPOBaH aHAJOTHYHO coequHeHuio (2.33) u3 5 v ¢eHmnanermieHa, 5 r Oex-

3ampaeruga u 5,5 r nunepunuHa. IIpoxykT ObUT BBIZENCH B BHIE KPUCTALIOB
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OeJoro 1BeTa, KOTophie poMmeut arerodom. T.mr. 84-85 °C. Ry= 0,37, Brixox
71,1 %. Haiineno, %: C 77,08; H 7,02. CyoH, N* HCI. Beruncneno, %: C 77,05;
H 7,06.

1,1-nu3Tniaamuuopenn-3-gpeHunn-2-nponuH ruapoxiaopua (2.96) cun-
TE3WPOBaH aHAJIOTHYHO coenuHenuto (2.33) u3 5,4 r penmnaneruiena, 5 v Oex-
sampaeruga u 5,03 v amdTHIaMuHA. [IpoayKT OBUT BEIIENEH B BUAE KPHCTAIIIOB
Oenoro 1Bera, KOTopbie mpoMbutu anetonoM. T.mr. 203-205 °C. Ry= 0,23, BeI-
xonx 57,2 %. Haiineno, %: C 76,18; H 7,36. CoH, N*HCI. Brruucieno, %: C
76,13; H 7,35.

Cunre3 ruapoxsopuaoB 1,1-amunopennn-3-gpeHuI-2-nponuHa B
KJIACCHYEeCKUX YCa0BHUSAX (2.94-2.96). 0,05 Mons permnanetunena, 0,065 Mo
6ensanpaeruga u 0,065 MOIb COOTBETCTBYIOIIETO BTOPHYHOTO aMHHA B IIPHUCYT-
CTBHU KaTaliu3aTopa — HECKOJIbKUX Kall€jlb CYCIICH3UN OI[HOXJ'IOpHCTOﬁ MEOIUu B
JIM®A nomecTHiM B KPYIJIOJOHHYIO KOOy oO0bemMom 250 M, CHaOXEHHYIO
00paTHBIM XOJOAWIEHUKOM. PeakiMoHHYI0 MacCy HarpeBaiu B TeueHue 6-12 4
B uHTepBane Temmepatyp 95-105 °C. Jlanee no6apmsmm 10 M1 CONAHO# KHCIO-
16, 1 HarpeBaymy eme 0,5 4. OkoHUaHHWe peakuuy ompenersum meromom TCX
(cuctema Oenzom:aTunanerar=4:1) HempopearupoBapiiue HCXOIHBIC BEIIECTBA
ObLTH yAaleHsl SKCTpaknueil 6eH3o010M. [IpoxyKTel ObIIM BBIIENCHBI U3 BOJHO-
ro pacTBOpa B BUE O€JbIX KPHUCTAJIOB, KOTOPBIC MPOMBUIH alleTOHOM. Bbixos

65-75 %.

3.3.5 Cunre3 1,1-amuHo-n-MeTokcHPpeHWI-3-(peHNI-2-NIPONMHOB B YCJIOBH-

s1x MB-006.1yyeHus

1,1-mopponnno-n-MeTokcHpeHMI-3-PeHUI-2-NIPONUH  THAPOXJIOPH/L
(2.97). B KOHUYECKOW TEPMOCTOHKOW KOJIOE eMKOCThIO 250 MJI TOTOBHIA
cMech, coctosmyto u3 5 r (0,05 monp) ¢penmnanermnena, 8,7 T (0,065 moib)
aHucoBoro ampaeruna u 5,5 r (0,065 mMonb) MopQonrHa, K KOTOPOi T00aBICHO
3 karm karanusaropa (1 r xiopuctoit Mmemu cycrnensupyeres B 3,5 mu IM®DA).
CMech TIIATETHHO BCTPSAXHMBAIM W IOJIBEPralOT MHUKPOBOJHOBOW aKTHBAIIUU

pu MourHocTH 350 Bt u Bpemenu 3 muH. Ilocne oOmydeHus K peaklMOHHON
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Macce npuiuBaroT 10 M KOHIIEHTPUPOBAHHON COJIIHOM KUCIOTHL. [loyueHnyo
CMECh KHITATAT B KPYIJIOJOHHOW KOJIOE, CHA0KEHHBIM OOPATHBIM XOJIOIMIbHH-
koM B TeueHne 30 muH. OKOHYaHWE peakiuu onpeaensua Merogom TCX (cu-
crema OeHzomaTHianerar=4:1). HempopearupoBaBmme HUCXOIHBIC BENIECTBa
ObUTH ynaneHsl dKcTpakuueil 6enzomoM. [IpogykT OBUT BBIAETICH W3 BOJHOTO
pacTBopa B BHAE KPHCTAIIOB OENOro I[BETa, KOTOPHIE MPOMBUIA aIleTOHOM.
T.mn. 165-167 °C. Ry = 0,24, Bexox 58,3 %. Haiineno, %: C 69,84; H 6.,41.
C,oH,NO,* HCI, Brruncneno, %: C 69,87; H 6,40.

1,1-nunepuanHo-n-MeToKCUPpeHnI-3-PpeHUI-2-TPONMH THAPOXJIOPH]
(2.98) cuHTE3MpPOBaH aHATOTMYHO coequHEeHHMIO (2.97) u3 5 T QeHunamneTuiceHa,
8,7 T aHmcoBoro ampaeruaa U 5,4 r numepuguHa. [IpomyKT OBLT BEINENEH W3
BOJIHOTO PacTBOpa B BHJE KPHUCTAJUIOB OEJIOTO I[BETa, KOTOPHIE MPOMBLIH arie-
toHoM. T.mr. 209-210 °C. Ry= 0,44, Beixon 62,2 %. Haiineno, %: C 73,83; H
7,09. C,;H,3sNO* HC1, Brruucieno, %: C 73,79; H 7,03.

1,1-q1u3THIAMMHO-R-MeTOKCU(PeHNI-3-PeHUI-2-NPONMH
ruapoxjaopua (2.99) cuHTE3MpOBaH aHAIOTHYHO coequHeHHio (2.97) m3 5 1
(enmnanernieHa, 8,7 T aHHCOBOTO anmpAeruna u 4,7 r nudtwiamuHa. [IpomgykT
OB BBIZIEJICH M3 BOJAHOTO PACTBOPA B BHJIE KPUCTAIIOB OEJIOTO I[BETa, KOTOPhIC
npombutd aneronoM. T.wt. 189-190 °C. Ry= 0,20, Beixoxn 42,1 %. Haiineno, %:
C 72,89; H 7,32. CyHp;;NO* HCl, Beruucneno, %: C 72,84; H 7,28.

Cunresa ruapoxsopunos 1,1-aMmuHo-n-meTrokcudennI-3-penni-2-
MPONHMHOB B KJACCHYECKHX YCJI0BHAX (2.97-2.99). 0,05 monb denmnanermie-
Ha, 0,065 mosb anucoBoro ampaeruaa u 0,065 MoJib COOTBETCTBYIOLIETO BTO-
PUYHOTO aMUHA B MPUCYTCTBUH KaTaIM3aTOpa — HECKOJIBKAX Kalelb CYCICH3HH
1 T ogHOXIOpHCTOM Meau B 3,5 Mt JIM®DA moMecTHIN B KPYTJIOOHHYIO KOJIOY
o0beMoM 250 M, CHaOXXEHHYIO OOpaTHBIM XOJOAMJIBHHKOM. PeakIMoHHYIO
Maccy HarpeBali B TedeHue 12 u B maTepBaie Temmepatyp 95-105 °C ua Boas-
Hoii Oane. [lanmee moGaBuim 10MJT CONSIHOWM KUCIOTHI, U Harpeanu eime 0,5 .
OkoHuaHwe peakuuu onpexemsumd  meroqoM TCX  (cucrema  OeH-

som:atmnanerat=4:1). HempopearupoBaBime WMCXOTHBIE BeUIecTBA OBUIM yHa-
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JICHBI 3KCTpaKIIPIeﬁ OEH30JI0M. HpO,HyKTI)I ObLIH BBIACJICHBI U3 BOOAHOT'O paCTBO-

pa B Buje OeNbIX KPUCTAIIOB, KOTOPbIE IPOMBUIH arleToHOM. Brrxon 50-54 %.

3.3.6 Cunre3 1,1-amuHounzonponui-3-geHu-2-nponuHoB B ycjopusax MB-

o01y4yeHust

1,1-mopdonnnon3zonponui-3-penna-2-nponnn ruapoxopun (2.100).
B koHHueckoil TepMOCTOWKOH K0J0e eMKOCThIO 250 MJI TOTOBST CMECh, COCTO-
sryto u3 5 r (0,05 monb) denmnanerunena, 4 (0,065 mMonb) M30MaciIHOTO
anpaeruga u 5,6 v (0,065 mosp) MopdonuHa, K KOTOpoit 100aBieHo 3 Karum Ka-
tammsaropa (1 T xmopucrort Memu cycrensupyercs B 3,5 min IM®A). Cmech
TIIATETbHO BCTPAXHUBAIOT M ITOJBEPTAIOT MUKPOBOJIHOBOM aKTHBALIMH TP MOTII-
Hoctu 350 BT m Bpemenu 3 muH. [locne obmydeHus K peakIMOHHON Macce
npuiauBaioT 10 MJI KOHIIEHTPUPOBAHHOM COJISTHON KUCNOTHI. ITomydennyro cMech
KUIATAT B KPYIJIOJOHHOW KOJIO€, CHaOKEHHBIM OOpaTHBIM XOJIOJMIBHUKOM B
teueHue 30 muH. OxoHuaHue peakuuu omnpenesnsuii Merogqom TCX (cucrema
6enzom:atmnanerar=4:1). HenpopearnpoBaBmime HCXOIHBIC BEIIECTBA ObUIH
yZIaJeHsl 3KcTpakipei 0er3onom. IIpoaykT ObIT BBIAEIEH U3 BOZHOTO PacTBOpa
B BHJIC KPHCTAJIOB 0OEJIOro 11BETa, KOTOPbIe MpOMbLIH arieToHoM. T.rur. 138-140
°C. R¢= 0,19, Brixon 52,3 %. Haiineno, %: C 68,72; H 7,89. C,sH,;NO* HCI,
Brruucaeno, %: C 68,69; H 7,87.

1,1-munepuanHon3onponui-3-gpeHuwI-2-nponud ruapoxsopua (2.101)
CHHTE3MPOBAaH aHAIOTHYHO coemuHeHMO (2.100) u3 5 r denmnanernieHa, 5 T
M30MAcCISHOTO anbleruaa u 5,5 T nunepuanHa. [IpoaykT ObLT BRIZETICH U3 BOA-
HOTO pacTBOpa B BUJIC KPHUCTAJIOB OENIOr0 IBETA, KOTOPHIE IPOMBIIH AI[CTOHOM.
T.aun. 142-144 °C. R¢= 0,23, Beixon 74,1 %. Haiineno, %: C 73,53; H 8,66.
C7H;N*HCI, Beruucneno, %: C 73,51; H 8,65.

1,1-AM3 THIaAMUHOU30NIPONUWII-3-(heHUI-2-NPONuH THAPOXJIOPHI
(2.102) cunTesupoBaH aHamoruyHo coeauHenuto (2.100) u3 5,4 r dpennmnanern-
JieHa, 5 T m3oMacisHoro anmpaeruna u 5,03 r mudTmiamuHa. [IpoxykT OBLT BEHI-

JIeTIeH U3 BOJHOTO PacTBOPA B BHAE KPHUCTAIIOB OEIOro mBeTa, KOTOPBIE MPO-
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MbLIM aneroHoM. T.mr. 214-216 °C. Re= 0,46, Beixon 41,2 %. Haiineno, %: C
72,38; H 9,09. C;sHx;N* HCI, Bswruucneno, %: C 72,32; H 9,04.

CuHTe3 coeuHEHHIiI B YCJIOBHIX KOHBEKIIHOHHOTo Harpena (2.100-
2.102). 0,05 momp ¢enmnanermwieHa, 0,065 MoIbp U30MACISIHOTO ajblIeTAAa U
0,065 MOIBP COOTBETCTBYIOIIETO BTOPUYHOTO aMHHA B NMPHUCYTCTBUU KaTaln3a-
TOpa — HECKOJIBKUX Kamellb CyCIeH3UuM oJHoXJopucTtoil Mmenu B JIM®PA nome-
CTHJIM B KPYIJIOZAOHHYIO KOJIOY 00beMoM 250 Mil, CHAOKEHHYIO OOpaTHBIM XO-
JIOJIMIIBHUKOM. PeakimoHHyI0 Maccy HarpeBaloT B TeueHHe 12 4 B WHTepBaie
temmeparyp 95-105 C. Tanee 106aBnsi0oT 10MIT CONSHON KHCIOTHI, X Harpesa-
1ot emte 0,5 4. OxoHwyanue peakuuu onpenensuii MerogoM TCX (cucrema GeH-
3omaTminanerar=4:1). Hempopearnposasnie HCXOIHBIE BEIIecTBa ObUTH yAa-
JIEHBI 3KcTpakiueil 6eH3o10M. [IpoayKThl ObIIM BBIIENIEHBI M3 BOJHOTO PacTBO-

pa, KpUCTaJlIbl MPOMBUTH alleToHOM. Brixon 40-65 %..
3.3.7 CuHTe3 AMaMUHOMETAHOB B ycjoBusiX MB-00.1y4yenns

Jnanadaznauiamerad (2.103). B koHHYeCKo# TepMOCTOWKOH KojIbe eM-
KOCThIO 250 My rotoBwim cMech, coctosmryio u3 0,3 T (0,01moms) mapadop-
Manpaeruaa u 3,24 r (0,02 monb) anaba3una noaseprator MB-o6uydenuto npu
morHocTd 70 BT u Bpemenu 8-10 muH. Maciio, BbIJIEIEHHOE MEPErOHKON MO/
BaKyyMOM, 3aKpHUCTAJUIM30BANOCh NpU OxJaxiaeHnu. OKOHYaHHME peaKIUU
onpenemsima merogqoM TCX (cucrema UIIC:6en3om:ammuak=10:5:2). Iuanaba-
3WHWIMETaH OBUT BBIICTICH MEPETOHKON O] BAKYyMOM IIpH Temneparype 202-
205 °C (8 Mm.pT.cT.) Macnoo6pasHblil IPOIYKT 3aKPHCTAILIH30BAIICS TIPH OCTHI-
BaHUH. [IpoayKT B BHAE 0ENOT0 KPUCTAUIMIECKOTO MOPOIIKA ITEPEKPUCTTATH-
30BBIBaNM M3 Oensona. T. . 94 0C, R= 0,29, Beixoxg 70 %. Haiineno, %: C
75,09; H 14,10. C,;HygN,. Beraucneno, %: C 74,96; H 8,39.

JAuvopdomuanameran (2.104). B koHmueckoll TepMOCTOHKON Kojbe
€MKOCTBIO 250 MJI TOTOBHIIH cMech, coctosmryto u3 0,3 r (0,01 mons) mapadop-
mansaernaa u 1,74 r (0,02 mons) mopdonunaa. Cmech nmpeABapUTENHHO TIIA-
TEIBHO BCTPSAXWBANACh, KOJIOAa HaKpwIBanack wamkou [letpm (st mpemorBpa-

IICHUS B3pBIBAa — HEJIb3s 3aKpPBIBATh T€PMETHYHO), CTaBHJIACh B LIEHTP Bpalla-
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IOLIErocst NOAHOCAa MUKPOBOJIHOBOW TEYH M MOJBEPrajlaCh MUKPOBOJIHOBOM aK-
TUBanuu npu MomHocT 350 Bt u BpemeHu o6nydenus 3 MuH. OKOHYaHUE pe-
aknuu onpeaensuia MetogoM TCX (cucrema Oenzom:anerorutpuin=1:2). Ilpo-
IyKT OBLT BBIICTICH B BHAE OCCIBETHOH JKHUIKOCTH M OYHUIIEH IEPETOHKOH IO
BakyyMoM MacisiHoro Hacoca. T. kun. 190-191 °C (11 mm pr. cr.), Re= 0,44,
" = 1,5325, Boixox 65 %. HaitneHo, %: C 58,94; H 9,51. CoH;sN,O,. Borawc-
neHo, %: C 58,04; H 9,74.

Jdununepugununiameran (2.105) cuHTe3UpOBaH aHAJOTHYHO COEIUHE-
nuto (2.104) u3 0,3 r (0,01 mons) napadopmansaeruna u 1,7 r (0,02 mons) nu-
nepuarHa. [IpoayKT OBUT BBHINENCH B BUIE OCCIIBETHOHW KHIKOCTH W OYHIICH
NEPErOHKOM MO/l BaKyyMOM MacisiHoro Hacoca. T. kun. 203-204 °C (11 mm pr.
ct.), R=0,26, nzoD = 1,4825, Beixoa 69,4%. Haitneno, %: C 72,54; H 12,21.
C1H2,N,. Beramcneno, %: C 72,47; H 12,16.

N,N’-oucausrTuiamuHomeran (2.106) CUHTE3MpPOBAaH AHAJIOTUYHO CO-
enunenno (2.104) u3 0,3 r nmapadopmanpaeruna u 1,46 r ausTuinamuna. [po-
IYKT OBUT BEIICJICH B BUJIE OCCIIBETHOM JKUJKOCTH W OYHIICH MEPETOHKON IO
BaKyyMoM MacisHoro Hacoca. T. kun. 139-142 °C (70 mm pr. cr.), Re= 0,21,
nzoD =1,5320, Beixox 62,4 %. Haiineno, %: C 68,34; H 14,10. CoH»,N,. Brrunc-
neHo, %: C 68,29; H 14,01.

CuHTe3 TNaHA0a3HHNIMETAHA B YCJIOBUAX KOHBEKIIMOHHOTO HATrpeBa
(2.103). B xpyrionoHHO#M K06e 00beMoM 250 MiI, CHAOKEHHYIO OOpaTHBIM XO-
JIOTUIIFHUKOM W MEXaHHYCCKOH MEIIAKOi TOTOBHJIACH CMECh, COCTOAIIAS W3
0,3 r (0,01 moxp) mapadopmansaeruaa u 3,24 r (0,02 monb) anabazuna. B xaue-
CTBE PACTBOPHUTENS MPUMEHSIICS 3TaHOJ. PeaknnoHHas Macca HarpeBaiach B
TedeHre 6 4 Ha BozsgHOI OaHe. IloiaHOTa MpOTEKaHUS peakIUN KOHTPOIUPOBaA-
nack MerogoM TCX (cuctema MIIC:6en30m:ammuak=10:5:2). Jlanee oTorHamu
pactBoputenb. Jlnanaba3uHUIMETaH ObLI BBIJIENICH TIEPETOHKOMN 0] BAKYYMOM
npu temneparype 202-205 °C (8mMM.pT.cT.) MaciooGpasHblil MPOIYKT 3aKpH-
CTAJUTM30BAJCS NP OCTHIBaHWH. [IpoAyKT B BHAE OENOTO KPHCTAILTHYECKOTO

MIOPOIIKa TEPEKPUCTTAIN30BbIBAIN U3 OeH3oua. Bexon 50 %.
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CuHTe3 AMAMMHOMETAHOB B YCJOBHSIX KOHBEKIMOHHOIO HarpeBa
(2.103-2.106). B kpyriomoHHo# koj0e oobeMomM 250 M1, cCHaOXKEHHYIO 00paT-
HBIM XOJIOAWJIBHUKOM M MEXaHWYECKOH MEIIANKOH roTOBMJIaCh CMECh, COCTOS-
mast u3 0,01 moms mapadopmansaeruga u 0,02 MOJIb COOTBETCTBYIOIIETO BTO-
pUuYHOrO amMuHa. PeakioHHast Macca HarpeBajach B TeUEHHE 6 4acOB HA BOAS-
Hoii Oame. ITomHOTa mMpOTEeKaHWS peakWK KOHTPOJHpoBasiach meromom TCX
(cucrema Oensom:aneroHuTpua = 1:2). IIpoayKTsl peakiuu ObUIM BBIAEICHBI

MIeperoHKoi moja Bakyymom. Berxoz 65 %.
3.3.8 Cunre3 amuHaJjeil B yc1oBusix MB-o001yuyenus

4,4'-(pennamernnen)aumopdoann (2.107) B TepmocToiikoit KoHHYE-
ckoit konbe oobemom 250 mi cmemanu 2,4 1 (0,022 mMomb) OeH3zanpaeruga U 4 T
(0,044 monn) Mopdonuna. CMech THIATEIBHO TIEPEMEIIHBAIACH U [TOIBEPraJIach
MUKPOBOJIHOBOH aKTHBalUM NMpHU MOIIHOCTH u3nyueHusa 350 Bt B Teuenue 3-4
MUH. PeaknimoHHyto maccy nociie 00y4eHHs OCTaBHIM OXJIaAUThCS 0 KOMHAT-
HOW Temmeparypsl. IIpy OXJaXI€HWH U3 PacTBOpa BbINAJAET MPOJIYKT B BHIE
6emoro KpUCTaTNIecKoro BemecTsa. [lepekpucrammin3oBany u3 3TaHona. T.1uL.
92-93 0C, BeIxoj 87,1 %. Haiineno, %: C 68,75; H 8,51. CsH,,N,O,. Beruncie-
Ho, %: C 68,67; H 8,45.

1,1'-(pennnamernaen)ununepuaun (2.108) cuHTE3MpOBaH aHAIOTHYHO
coeauHenuto (2.107) u3 3,11 r Oenszanbaeruna u 5 v nunepuanHa. [poaykr Obu
BEIZICJTICH B BUJE OEIIOT0 KPHUCTAIUIMIECKOTO BemiecTBa. llepexprcTammm3oBaii
u3 draHona. T.mi. 82-85 OC, BeIxoa 79,4 %. Haiineno, %: C 79,12; H 10,24.
C17HxN>. Beraucieno, %: C 79,02; H 10,14.

4,4'-((4-meTokcudenna)mernneH)aumoppoaun (2.109) cunresnpoBan
aHAJIOTUYHO coeauHeHuto (2.107) u3 5 r anucoBoro anpaeruaa u 6,4 r Mmopdo-
nmHa. [IpogyKT OBUT BBIIENICH B BHJE OENIOr0 KpHUCTALTMYECKOro BeniecTna. le-
peKkpucTaIIM30BaNId U3 dTanona. T.mr. 110-111 OC, BeIXOJ 75,9 %. Hatineno, %:
C 65,81; H 8,32. C16H4N,0O3. Brrurcneno, %: C 65,73; H 8,27.

1,1'-((4-meToxcudenua)mMerusien)) aununepuand  (2.110) cunTesupo-

BaH aHAJIOTMYHO coenuHeHuto (2.107) u3 5 T aHUCOBOrO anpjeruaa u 6,2 T nu-
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nepuauHa. [IpoaykT ObUT BBIIEIEH B BUIC O€JI0T0 KPUCTAIUTMYECKOTO BEIIECTBA.
0 o
ITepexpucramnmmzoBanu u3 sranona. T.mwi. 99-100 “C, seixon 81,2 %. Haiineno,

%: C 75,09; H 9,81. C13sH»N,0. Brruncneno, %: C 74,96; H 9,78.

3.3.9 Cunre3 N-OKHAOB a30TCO/AEPKAIINX TeTePOUUKIOB NMUPHIMHOBOIO

psina B ycinosusix MB-o0xyuenus

N-oxua mupuauHa (2.120). B TepMocTolikoii KOHMYECKON KOJIOe 00Bbe-
MoM 250 MII IpH OXJIAKIECHUU NPUIMIK 5 T mupuauHa K 30 M1 IesHOH yKCycC-
HOW KUCIIOTHI, 3aTeM aoOasmwnn 15 mi 30 % mepekucu Bogopoma. Cmech mpea-
BapUTEIbHO TIIATEIFHO BCTPSXMBalach, KOa0a HakpelBanach damkoil Ilerpm
(U1 IpeIOTBpAIIEHNs B3pbIBA — HENb3S 3aKPhIBATh TEPMETHYHO), TOMECTHIIH B
OBITOBYI0 MMKPOBOJIHOBYIO I€Ub. PEakIOHHYIO Maccy MOABEPIIIH MHKPOBOJI-
HOBOMY 00JydeHuto npu MoitHocT 70 BT B Teuenue 20 MuH, 1o 5 MuH 4 pasa.
K pactBopy mpunmunu 15 Ma Boas! M THIaTeNbHO nepeMemand. Ilocne ocTeiBa-
HUS PEaKIMOHHON MaccChl 10 KOMHATHOW TeMIIepaTypsl OTOTHAIN BOAY, COAEP-
JKAaIyI0 HEKOTOPOE KOJIMYECTBO HEMPOPEArUPOBABILIEH YKCYCHON KUCIIOTHI MOJ
BAKYyMOM BOJOCTpYHWHOTo Hacoca. Ilpu oxnaxJeHuu 10 KOMHATHOH TeMuepa-
Typbl BBINAJIAET NPOJYKT B BUJIE OEJIOr0 MOPOIIKOOOPA3HOro BEIIECTBA, KOTO-
Pbiii MepeKpHUCTaIM30BbIBATH U3 Oer3ona, crmpra. T.mr. 67-68 °C, Beixox 85,2
%. Haiineno, %: C 63,19; H 5,25. CsHsNO. Brruucneno, %: C 63,15; H 5,30.

N-oxna 4-mernianmupuanHa (2.121) cuHTe3UpOBaHa aHAJIOTUYHO COENU-
HeHuio (2.136) u3 5 v 4-meTrnmmupuanHa, 30 MII TeASHOW YKCYCHOM KHUCIIOTHI U
15 M 30% nepexucu Bogopoxaa. [IpoxykT ObII BEIZETICH B BHIIE O€I0T0 TTOPOTII-
KOOOpa3HOTO BEIIECTBA, KOTOPBIN IMEPEKPUCTAIUIN30BBIBATIN U3 O€H30Ia, CIIUp-
Ta. T.m1. 184-186 OC, BeIx0a 87,5 %. Haiineno, %: C 66,09; H 6,52. CcH,NO.
Brruucaeno, %: C 66,04; H 6,47.

N-oxkuJ HMKOTMHOBOWH KHCJOTHI (2.122) cuHTE3WpoBaHAa AHAJOTHYHO
coeauHeHuIo (2.136) u3 5 T HUKOTUHOBOW KHCIOTHI, 30 MII JIeASHON YKCYCHOM
kucaoTsl U 15 M 30 % nepexucu Bogopoaa. IIpomykT ObLT BEIIENEH B Bue Oe-

JIOTO IOPOIIKOOOPAa3HOTO BEIIECTBA, KOTOPHIA IEPEeKPUCTAIUIM30BBIBAIN U3
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Oensoina, cnimpra. T.mr. 258-259 °C, Bbxox 85,5 %. Haiineno, %: C 51,92; H
3,68. CcHsNOs. Brrunucieno, %: C 51,80; H 3,62.

N-oxkua M30HUKOTHHOBON KUCEJI0THI (2.123) cuHTE3UpoBaHa aHAJIOTUY-
HO coefuHEHUIo (2.136) U3 5 T N30HUKOTHHOBOW KUCIIOTHI, 30 MJI JIeITHON YK-
cycHoit kucnotsl 1 15 mi 30 % nepekucu Bopoposa. [Ipoaykt Obl BeIZETIEH B
BHJE 0€JI0TO MOPOIIKOOOPA3HOTO BEUIECTBA, KOTOPHIN MEPEKPHCTAILIN30BBIBAIN
u3 Oenzouna, cnupra. T.mi. 265-267 OC, Beixop 70,3 %. Haiineno, %: C 51,87; H
3,72. CcHsNOs. Beruncineno, %: C 51,80; H 3,62.

N-oxkua aMuga HUKOTMHOBOM KUCJIOTHI (2.124) cuHTe3upoBaHa aHalo-
TUYHO coeanHeHHIO (2.136) U3 5 T aMua HHKOTHHOBOHM KHCIOTHI, 30 MIT Jes-
HON yKcycHOM KucnoTel u 15 mir 30 % nepexucu Bopopona. [Ipoxykt ObIT BbI-
JIeJIeH B BUJIE OEJIOT0 MOPOIIKOOOPa3HOTO BEIIECTBA, KOTOPBIH MepeKPHCTAIIIH-
30BBIBAJIM U3 OcH301a, ciiupTta. T.mr. 291-292 0C, Beixox 70,5 %. Haiineno, %:
C 52,21; H 4,42. C4HgN,O,. Boruncneno, %: C 52,17; H 4,38.

Py-N-okua 8-okcMMuHO-O-(IMPUANI-3) BaJEPHAHOBOH KHCJIOTHI
(2.133). B TepmocTOiikoif KOHHYECKOH Koibe oobeMoM 250 MIT Ipu OXJIaxe-
HUH PacTBOPWIM 5 T aHaba3uHa (6o 3 r auaHabasuHwIMeTana) B 30 Mt Jesi-
HOW yKCyCHOM KHCHOTHL, mpuirti 15 M 30 % nepekucu Bogopoxaa. Peakinon-
HYIO MacCy MOJBEPIIIA MHUKPOBOJHOBOMY OOJIydeHHIO mpu MorHoctd 70 BT B
teyenue 30 MuH, mo 5 muH 6 pa3. K pactBopy mpununu 15 M Boabl, TIIATENEHO
nepeMemmand. [locie ocThIBaHUS PEaKIIMOHHON MacChl IO KOMHATHOW TeMIiepa-
Typel OTOTHAIH BOJAY, COACPKAIIYID HEKOTOPOE KOJIUYECTBO HETIPOpEearupo-
BaBILEH YKCYCHOM KHMCIIOTHI 110/ BAKYYMOM BOAOCTpYyiHOro Hacoca. Ilpu oxia-
XKIIEHUU 10 KOMHATHOW TeMIIEpaTyphl BBINaAai 0caJoK OeJloro 1BeTa, KOTOPbIH
¢unbTpoBasin Ha Boponke lllorra. Ilepekpucramnmuzanuio BeaM W3 3TaHOIA.
T.mn. 227-228 OC, BbIxon 65,2 %. Haitneno, %: C 53,61; H 5,36. C,(H,N,O,.
Brruucaeno, %: C 53,57; H 5,39.

Cunre3 Py-N-oxuaa §-okcuMuHO-3-(MUpuANI-3) BajJepHaHOBOI KHC-
JIOTHI B YCJOBHSIX KOHBEKIIMOHHOTO Harpesa (2.133). 40 r ana®a3una pac-

TBOpPEHB! NpH oxyaxaeHud B 300 MJI yKCYCHON KHCIOTHI, K pacTBOPY B OIMH
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npuem npuiuto 160 mu 34 %-Hoii nepekucu Bogopoaa. Cmech HarpeBaiach 24
4 pu Temrneparype 70-80 %, 3aTem pacTBop ObLI pa30baBiieH BOJIOH U yIapeH B
BaKyyMe 10 HaJaja BBIJEJICHUS] KpUCTAIUINIECKOT0 BelecTBa. M3 pacTBopa npu
MIPOAOJDKUTEIHPHOM CTOSIHUH BBIACISUIACH KpHUCTAILTBL. [lepekpucTrannzoBaiii
MPOXYKT U3 3TaHoMa. Brixon 68 %

1,4-mu-N-oxun- 2-gpeHnaxunokcaanta (2.136). B repMocToiikoit KOHH-
yecko kosbe oObemMoM 250 MJI OpU  OXJ@KAGHHM OPWIWIM ST 2-
¢denmTxuHOKCaTMHA K 30 MJI JIeNIHON YKCYCHOM KHCJIOTHI, 3aTeM Jo0aBwmm 15
it 30 % mepexncu Bogoponaa. CMech NpeiBapuUTEIbHO TIIATEIBHO BCTPSIXHBA-
nmack, Koji0a HakpbIBajlack 4amkoil [leTpw (a1 mpenoTBpalleHHs: B3phIBa —
HENB3sl 3aKPhIBaTh TEPMETHUYHO), IIOMECTHIN B OBITOBYIO MHKPOBOJHOBYIO
meyb. PeakimoHHYI0 Maccy MOIBEpTI MHKPOBOJIHOBOMY OOJIYYEHHUIO MpHU
motHocTH 90 BT B Teuenue 20 mMuH, o 5 MuH 4 paza. K pactBopy npunmiu 15
MJI BOJBI U THIATECJIBHO MEPEMEIIAIH. ITocne ocTeiBaHUS peaKHI/IOHHOf/’I MaccChI 10
KOMHATHOW TeMIIepaTypbl OTOTHAJIM BOJY, COJAEPXallyl0 HEKOTOpOe KOJInde-
CTBO HEIPOpearnpoBaBUIel YKCYCHOM KHCIIOTHI ITOJ] BAKyYMOM BOJIOCTPYHHOTO
Hacoca. [Ipy oxmakaeHnn 10 KOMHATHOH TeMIepaTypbl BEIaaeT MPOIYKT B
BHJE KPUCTAUTMUECKOTO BEIIECTBA JKEITOTO IL[BETa, KOTOPBIH MEepEeKPUCTAILIH-
30BBIBaNN U3 OeH3ona, cmpTa. T.ur. 206-207 OC, BeIX01 86,5 %. Haiineno, %:

C 70,81, H 4,42 C14H|0N202. BbI‘-lI/ICJ'IeHO, %: C 70,58, H 4,23
3.3.10 CunTe3 H30HUKOTHHOBOI KUCJIOTHI B yca10BusIX MB-001yuenus

H30HUKOTHHOBASI KUCI0TA. B KOHMYECKYIO TEPMOCTOIKYIO KOOy eM-
kocThio 250 mi momectwa S T (0,05 monp) 4-metwmupunuaa. K HemMy ocro-
poxHo npwmma 31,5 1 (0,15 mone) 30 % a3oTHol KucnoTel. B manHoi cmecu
npubaBwim 12-15 r cunmkaressi, 1 TIIATEIbHO MEPEMEIINBAIM 10 IOJIyYEHUS
rycroii Maccel. Konby momecTiiu B OBITOBYI0 MHUKPOBOJIHOBYIO I€Ub W TIOJ-
Bepriin MB-o6aydenuto. MomniHocts 00aydenust cocrasiser 70 Bt, Bpemst 00-
nmyuenust 20 muH (110 4 MuH 5 pa3, ¢ nepepbiBaMu ~ 30 c). [Tocie oGmyyenns B

kousiOy nprimiu 100 mut, 1 erie ropsauM OoTGUIBTPOBAIN Ha BOpOHKE broxHepa.
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Cuitnkarelis IpOMBUIH Topstueii Bonoit 4 pasa. [lomyunsimecs ¢puibTparsl 00b-
€IMHWIN M YNapWId IO BaKyyMOM BOJOCTPYHHOrO Hacoca A0 BBIMAJEHUS
ocajka. Bemasmmuit ocanoxk MHK nepexkpucTanin3oBsIBalOT U3 TOpAYei BOABIL.
T.mm. 323-325 OC, Beixox 30 %. Haiineno, %: C 58,61; H 4,15. C4H5NO,. Bri-
yucaeno, %: C 58,54; H 4,09.

CHHTe3 M30HNKOTHHOBOM KHMCJIOTHI B KJIACCHYECKUX YCIOBUAX OKHC-
JleHHeM mepMaHratanoM kanusi. 4,87 mn 4-metunnupuanHa u 150 M Bosl
narpeaioT 10 70 °C B Tpexropoii konbe oGbeMoM 250 M1, CHAOKEHHYIO Me-
IIANKOA, OGPATHBIM XONOMMIBHIKOM U TepMoMerpoM 10 100 °C, mpu snepruu-
HOM IepeMEIINBaHUH JT0OABISIFOT MEJIKOPACTEPThIN NepMaHTraHaT Kajus, pasjie-
muB ero Ha 10 mopiwii. O4yepenHyro MOpIHI0 BHOCSAT TIOCIE TOTO, KaK B KOJIOE
HCUE3HET OKpacka MepMaHraHaTa Kalus OT MpeIblAyNINX mopiuid. Bo Bpems
0GABIEHAS TIEPBBIX 3-X MOPIHil moIepkuBaioT Temmeparypy ~70 °C, 3atem
HarpeBaHMe BeAyT Ha Knusmiel BonsHo# Oane. ITociie mM3pacxonoBaHusi BCETO
NepMaHraHaTa Kalus, TOpSYyl0 PEeaKIMOHHYI0 CMeCh (MIBTPYIOT B BOPOHKE
Broxuepa, ocamok IHOKCHIA MapTaHila 4 paza IpOMBIBAIOT ropsiueii BOJOH, 00B-
€IMHEHHBIH (QUIbTpaT ymapuBaloT B BaKyyMe. 3aTeM MpHUOABISIOT K 3TOMY pac-
TBOpY KoHueHTpupoBanHyo HCl mo pH 3,6, pacTBop HarpeBaroT Ha KHITAIICH
BOJISTHOI OaHe W JIal0T MEAJICHHO OXJIQJAUThCS. BhInaBine KpUCTaIbl H30HUKO-
THHOBOM KHCJIOTHI (QMIBTPYIOT U CyIIAT Ha Bo3ayxe. Beixox 65 %.

CHuHTe3 M30HMKOTHHOBOH KHCJOTHI B KIACCHYECKHX YCIOBHSAX OKHC-
JIeHHeM a30THOi kucaoToii Cmecs 15,175 xr 40 % dopmanmna n 11,95 kr 4-
METHITHUPUANH KUISATAIA Tpu repemenmBanni 16-18 gacos. [lo okoHuanun
peakuuy OTOrHAIM 4-MeTWINUpHAMH W ¢dopManuH. Boanwlii pactBop 4-
METHINIHUPHUANHA NTOJIBEPINIM OKUCIEHHUIO. J{J1sl 9TOro noiy4eHHsIi pacTBOp npu
temneparype 100 °C u nepemenianuy B Teuenue 7-8 4 npummm K 36,3 kr 57-
60 % a30THON KUCIOTHL. 3aTeM TpelH IpU TOH ke TeMrepaType 4 4, OXJIaJuiIn
110 75-80 °C u nepemermmBaiy 2 9 ¢ 350 r akTUBHpOBAaHHOTO yTist. OXITax/IeH-

HBIA ¥ IpOQUIBTPOBaHHBINA KUCIBIN pacTBop HUTpaTta MHK memnenHo mertpa-
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JIM30BAJIN yriekucibM HaTpreM a0 pH 3,5-3,7. Beipenusiryrocss UHK otduib-

TPOBAJIH, MPOMBLTH BOO#H ¥ BEICYLHH mpu 85-100 °C. Boixomx 69 %.
3.3.11 OkucieHne KeTOHOB

Cunte3 ¢enuaranokcans (2.142) B kjIaccuyeckux ycnonnﬂxgs. B
cmech 500 mut rokcana u 20 mut Boast ipu 60°C u nepemernuBanuu BHOCAT 112
r (1 momp) SeO,. mociie MOJHOrO e¢ PACTBOPEHUS HMPUOABISIOT B OIMH IPHEM
120 r (1 momp) arleToeHOHA M HATPEBAIOT OKOJIO 3 U B KOJIOE C 00OpaTHBIM XO-
JIOJMIBHUKOM IIPY SHEPTUYHOM IepeMemnmBannu. [locie oxmaxkaeHus oTgpuib-
TPOBBIBAIOT BBINABIINI CEJIEH U OCTOPO’KHO OTTOHSIOT Ha BOISHOW OaHE ITHOK-
caH, JIydIlle Py MOHIKCHHOM JaBiieHHH. JlanbHeHIIyro OYiCcTKy (heHMITITHOK-
caJisi, KOTOpPBIH OYEHb JIETKO IOJIMMEPHU3YETCs! MPOBOAAT (PAKIMOHHON mepe-
TOHKOH (T. KMIL/MM. PT. cT. 96/22) nin nepekpucTauiu3alueil ero ruapara us3
stanoina. Beixox 93,8 1 (70 %). 'mupat nomyyaroT Takxke IMepeKpucTauIu3aiy-
ei N3 HeOOJIBIIOr0 KOJIMYECTBA BOJIBI.

Cunre3 ¢penmiaranoxcanis (2.142) B yc10BHsIX MUKPOBOJHOBOT0 00JTy-
YyeHUs1. B MI0CKOIOHHYIO TEPMOCTOHKYIO KOJOY EMKOCTBIO 250 MII, TOMECTHITH
20 MJT OYHIIIEHHOTO OT MEPEKUCEl MeperHaHHoro JUOKCaHa, | Ml IUCTUILTUPO-
BaHHOM BOJbI U HArPENU B MUKPOBOJIHOBOH neun 1o 60-70 °C. Tlocne storo B
KoJIOy BHECIM JUOKCH] cenieHa Macco 5,6 T (0,05 Moiib) M Harpesu mnpu nepu-
OJIMYECKOM TIepEMENIMBaHUN NPU MOIMHOCTH m3iydarens 70 BT mo momHoro
pacTBOpEHUs UOKCHAA celeHa. 3aTeM KOOy OXJIaIviIn A0 KOMHAaTHOW TeMIle-
patypsl. K noxydenHoMy pactBopy onHoi mopuueit nobasmmu 6 r (0,05 mMonb)
anieroheHOHa, KO0y PHEPIHYHO BCTPSAXHYIH M ITOMECTIIIM B MHKPOBOJIHOBYIO
neys mpu MotrHocT! n3nydenus 350 Bt. KonOy Beiepxkain B MUKPOBOJTHOBOH
yCTaHOBKe 2 pa3a 1o 2 MUHYTHI. [locie 3Toro BeIMaBIINiA celieH OTGUIBTPOBAIN
Ha OyMa)XHOM (HIBTpE, AMOKCAaH OTOTHAIN B BaKyyMe BOJOCTPYHHOTO Hacoca,
a OCTAaTOK NeperHajd B BaKyyMe€ MaciITHOrO Hacoca, codupas (pakuuio c T.
kuit. 96/10 MM prt. cT. [IpoayKT mpeacTaBisieT )KUAKOCTH JKEITOTO IBETa, OBICT-
po monmMepu3syromytocs npu crosHud. Beixox 6,7 T (70 %). Haiineno, %: C
71,32; H 4,84. CsHgO,. Beruucaeno, %: C 71,64; H 4,51.
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CuHres peHMIrIHOKCAIBIUAPaTA B YCJIOBHAX MHUKPOBOJIHOBOIO 00-
Jy4eHusi. B IUI0CKOIOHHON KoJOe OJMH 00BbeM (EHWITIMOKCANS 3N 3
00BpEMaMU TOPSYCH BOJIBI M HATPEBAJI B MUKPOBOJIHOBOI TeUH JI0 00pa30BaHUs
TOMOTEHHOTO pacTBopa. [Ipu oXiTa)IeHNH BBIMAAAI0T KPUCTAIUIBI MOHOTHIpATa
¢enunrmrokcais ¢ T. wi. 91 °C. Beixos mpoaykra cocrasui 69,5 %. Haiineno,
%: C, 63,30; H, 5,15. CgHgOs. Brrumcineno, %: C, 63,15; H, 5,30.

CunTte3 nuukiorekcananona-1,2 (2.143) B ycioBusix MUKpPOBOJIHOBOIO
00ydeHnsi. AnanoruvHo BemiectBy (2.142) u3 4,9 r (0,05 mMoib) HUKIOreKca-
HOHA OBLT IOJTYYEH MPOIYKT B BUJEC OCCIIBETHOM KUIKOCTH ¢ BBIxoaoM 1,2 T (22
%) W OYHUIIEH IIEPETOHKOM B Bakyyme, T. Il 34 °C, T. kum. 94/2 MM pT. CT.
Haiineno, %: C, 64,5; H, 7,07. CsHgO,. Beruncneno, %: C, 64,27; H, 7,19.

Cunte3 3TWIOBBIA 3¢up 2,3-1u0Kco0yTaHOBONH KHCJIOTHI (2.144) B
YCJ10-BHSIX MMKPOBOJHOBOI0 00, 1y4eHHsl. AHAJIOTHYHO BenecTBy (2.142) u3 8
r (0,05 Mosb) MagOHOBOrO 3¢upa ObUT MONYyYEH MPOAYKT B BHIC OCCIBETHON
skuakocTu ¢ BeixogoM 0,94 1 (13 %) u ouunlleH neperoHkoil B BaKkyyme, T. KUIIL.
72/10 MM pt. ct. Haiineno, %: C 71,32; H 4,84. CsH¢O,. Brruncneno, %: C
71,64; H4,51.

CuHTe3 1MITHI0BOrO0 3(hupa Me3okcaneBoil kucaotol (2.145) B yciio-
BHAX MUKPOBOJIHOBOrO 00,Iy4yeHMsl. AHAJIIOTHYHO BemiecTBY (2.142) m3 6,5 T
(0,05 moip) aneToykcycHOro 3¢upa ObLI HOJIy4eH MPOAYKT B BHAC OCCIBETHOM
JKuakocTd ¢ BbixogoM 1,7 1 (19 %) 1 ouMilleH neperoHkoi B Bakyyme, T. KHII.
101/10 mm prt. ct. Hafineno, %: C 71,32; H 4,84. CgH¢O,. Brruncneno, %: C
71,64; H4,51.

3.3.12 CuHTe3 NpON3BOAHBIX MUPA3HHA

Cunre3 2-pennnxuHokcanuna (2.135) B yci10BusIX MUKPOBOJIHOBOIO
o0y4yenns. B miockomoHHyI0, TEPMOCTOHKYIO KOJIOY eMKOCThIO 250 Mir mome-
ctua 1,34 1 (0,01 monp) dpenmnrarokcains B 10 mu nuokcana. K atomy pactso-
py no6asmiu 1,08 r (0,01 Monp) o-penmnenauamuaa. CMech ObUIa TOMEIIEHa B
OBITOBYIO MUKPOBOJHOBYIO Tleds Ha 5-8 MuHyT npu MomHoctd 350 Br. IIpo-

JyKT ObLI BBIAEJIEH MepeKpucTaum3anueii u3 stwiosoro spupa. T. mwi. 75 °C.
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Beixon cocraun 1,3 r (62 %). Haiineno, %: C, 81,58; H, 4,53. C4H(N,. BbI-
yucieno, %: C, 81,53; H, 4,89.

Cunre3 2-¢pennnnupasuna (2.147) B yca10BHsIX MUKPOBOJIHOBOTO 00-
Jy4deHHsl. B MmI0CKOOHHYO, TEPMOCTOHKYIO KOJIOY eMKOCThIO 250 M mome-
crtinu 1,34 1 (0,01 monp) denmnrauokcans B 10 M muokcana. K atomy pactso-
py mobasumu 0,6 T (0,01 MOIB) CBEXETIEPETHAHHOTO HAJ THAPOKCUIOM HATPHSA
sTuieHauamMuHa. Habmonanocs mokpacHeHue u pasorpeBanue pactsopa. [Tocne
OKOHYAHHMS SK30TEPMHUUECKOM PEaKIMy U OXJIKAECHHS pacTBOpa 10 KOMHATHOM
TEMIIepaTypbl CMECh IOMECTHIIN B OBITOBYIO MUKPOBOJHOBYIO IIedb Ha 3-6 MH-
HyT npu MotHocTH 350 BT. [lonmydennas cMosnononoOHast Macca OblLia pacTBoO-
peHa B 40 mu G6ensona. [Iponykt momyumnu ocaxkaeHueM u3 Oenzonma 100 mi
nerposieiinoro s¢upa. T. mwi. 40-60 °C. Bbixo npoayKra 10 NepekpucTalin3a-
uuun coctaBuna 1,5 t (95 %). Haiineno, %: C, 76,94; H, 5,32. C,yHgN,. Boruuc-
neHo, %: C, 76,90; H, 5,16.

3.3.13 Cunre3 Npou3BOAHBIX 2-aMHHOTHA30JIa

Cunrte3 2-aMmuHo-4-peHUITHA30JIa B KJIacCHYeCKUX ycaoBusx (2.136)

Meton 1'%, K cmecn 24 t (0,2 monst) aneroderona u 30,4 r (0,4 mous)
THOMOYEBUHBI N00aBisa0T 50,8 T noma. CMech HarpeBarOT Ha BOJSHOW OaHe B
3aKpBITOM COCYJIe B TEUEHHE CYTOK, a 3aTeM pa30aBiIsAIOT BOJON M MPOAOIIKAIOT
HarpeBaTh JI0 TeX MOp, IMoKa He 00pa3yeTcsi TOMOTreHHbIH pacTBop. Hebobioe
KOJIMYECTBO CEePhbl OT(PUIBTPOBBIBAIOT, (DMIIBTPAT OXJIAKAAIOT, TOAICTAIHBAIOT
BOJIHBIM pAacTBOPOM aMMHaKa. BbiienuBiueecs CBOOOJHOE KPHCTALTUYECKOE
OCHOBaHME OT(UIBTPOBBIBAIOT U MEPEKPUCTAIITH30BBIBAIOT U3 ATaHOJIa. BbIxos
331 (94 %), . . 147 °C.

Meton 2", K cmecn 30,4 1 (0,4 Monb) THOMOueBHHBI 1 50,8 T (0,2 MOB)
fiona nobasumm 24,0 r (0,2 Monp) anerodeHona. CMech HarpeBaiau Ha BOISHOMN
OaHe IpU MEXaHHMYECKOM IepeMelIMBaHuU B TedeHue 8 uvacoB. [lomydeHHBIH
TBEP/IbIA 0CAI0K MPOMBIBATH JUITUIOBBIM 3(QUPOM JJIsl YIAAJICHUS CIEA0B arle-
TodenoHa. [Tocme 3Toro ocraTok OBUT IPOMBIT BOAHBIM PACTBOPOM THOCYJIb(]a-

Ta HAaTpUs JJIsl yAaJleHus n30bITKa nojia, 3aTeM IPOMBIT AUCTUILITMPOBAHHON BO-
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J0H. ['ps3HBIN NPOIYKT PacTBOPSIIM B Topsiueii Boje, OTQUIBTPOBBIBAIIM OT U3-
OBbITKa Cepbl U OCAXKIAJIH BOJHBIM PACTBOPOM aMMuaka. [ToiayueHHBIH MPOayKT
OBLT MEePEKPUCTAIITN30BaH U3 dTaHona. Beixon 22,2 1 (0,13 mons, 65 %), T. L.
146-148 °C.

Cunrte3 2-amuHo-4-gpenniruazona (2.136) B ycJ10BHUSIX MUKPOBOJHO-
BOro 00,y4yeHusi. B KOHIMUECKYI0 TEPMOCTOIKYIO KOOy ITOMemIani cMecs 7,2 T
(0,06 moip) anerodenona, 9,13 r (0,12 momnp) TuomoueBunsl, 15,23 r (0,06
MoJb) Hoaa. CMech TIIATENbHO NepeMeIINBaIIH, HETNIOTHO 3aKPhIBAIN CTEKIISIH-
HOM KPBIIIKOM M CTaBWIM B MHKPOBOJIHOBYIO TI€Yb IPU MOIHOCTH W3JTydaTes
70 Br. PeakumoHHsbIH cocyn obaydanu 5 pa3 no 1 MUHYTE, ¢ IEPEPBIBOM MEXIY
obmyuenusmu 30 cexynn. I[locie storo B konOy HammBamu 100 mur Bomel u
HarpeBanu npu MomHocTH 150 BT B Teuenme 5-7 MUHYT 0 pacTBOpEHHs OCal-
ka. Ilocrne aToro o0pa3o0BaBHIMICS JKENTHI PAcTBOP CIMBAIA CO CMOJHCTOH
JKUIKOCTH, 00pa3yroIieics Ha JHE KOJIObI, U OT(HUIBTPOBBIBAIM OT HEOOJIBIIOTO
konmuectBa cepbl. [locie oxnakaeHus GUIbTpaT NOAMETaYHMBAIN BOJHBIM pac-
TBOPOM aMMHaKa 710 clIabomeIOuHON peakuy. BrimaBmmii ocanok oTuibTpo-
BEIBas Ha BopoHKe 1l0TTa, MepeKprcTaIH30BEIBAN U3 ATAHOIA, TPOMBIBAIN
JOU3TIIIOBBIM 3¢upoM. Bexon ceiporo mpoaykra coctaBui 9,7 r (92 %), T. mi.
148-149 °C. Haiigeno, %: C 61,45; H 4,47. CoHgN,S. Beruncneno, %: C 61,34;
H 4,58.

Cunres 2-amuno-3,4,5,6-terparugpodensoruasosa (2.137) B yciaoBn-
SIX MHKPOBOJHOBOI0 00JIy4eHHMsl. AHAJOTMYHO BemecTBy (2.136) m3 59 r
(0,06 moup) ukiorekcanona, 9,13 r (0,12 mons) THomMoueBuHBI U 15,23 1 (0,06
MOJIb) MoAa OBIT MOJTyYeH KPUCTAJUIMIECKHHA MPOAYKT ¢ BBIXoA0M 6,2 T (67 %)
U OYHMIIEH IepEKpHUCTAIIIM3AIMEN U3 dTaHoa, T. 1. 86-87 °C. Haiineno, %: C
54,31; H 6,61. C;H(N,S. Breruucneno, %: C 54,51; H 6,54.

Cunre3 2-aMuHO-4-MeTWITHA30/1a (2.138) B yc/0BUSIX MUKPOBOJIHO-
BOro 00.,ry4eHusi. AHanornyHo BeriecTBy (2.136) u3 3,5 r (0,06 MoJib) arierona,

9,13 r (0,12 monb) THOMoueBuHBI 1 15,23 T (0,06 Monb) Mona ObUT MONYUYCH
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npoaykt ¢ BeixogoM 0,75 r (11 %) ¢ T.mut. 43 °C. Haiineno, %: C 42,23; H 5,15.
C4HgN,S. Brrumcneno, %: C 42,08; H 5,30.

3.3.14 Monuduxanus 2-aMHHO-4-()eHHITHA30IA

Cunres 2-amMmuHo-5-Mopdoann-4-ni-4-gpennarnasona (2.141) B xkaac-
cuueckux ycaosmsix' . K pacteopy 1 T (0,0057 momb) 2-amuHO-4-
¢denmnTrazona B 20 M xsopodopma 0bU10 100aBiIeHO Mo KarwisiMm 0,29 M Opo-
Ma B 2 M1 xjopodopma, cMech Oblta repemerniada B Tedyenue 30 MUH Ipu KOM-
HaTHOH TemrepaType. PeaknnonHyto cmech ymapuim, godasmwmu 10 mir mopdo-
nuHa ¥ niepemenmBany npu 120 °C B Teuenue 75 MuH. MopdosiuH ObUT OTOrHAH
B BakyyMme, 3aTeM nobaBwim xiopodopm. OpraHudeckuil ciaoil OBUT MPOMBIT
HACBIIIEHHBIM PAcTBOPOM THAPOKapOOHATa HATPUs, HACBHIIIEHHBIM PacTBOPOM
COJIM U BBICYILIEH Haj cyjbdaTom HaTpus. PacTBopuTenb OTOTHANM B BaKyyMe U
00pazoBaBIIAsICsl cMOJIa OYMIIEHA KOJIOHOYHOM Xpomarorpadueil Ha cuimKare-
Jie, JIIOCHT rekcaH : tunanerar 2:1. [Tomyueno 625 mr (42 %) nenesoro mpo-
JyKTa.

Cunre3 2-aMuHO-5-MopdonH-4-ui1-4-¢penunaruazona (2.141) B ycio-
BUSIX MUKPOBOJIHOBOIr0 00yuenusi. K pactsopy 1 r (0,0057 mons) 2-amMmuHO-
4-penmnruazona B 20 ma xyopodopma Obuto g00aBiIeHO 1Mo KarmisiMm 0,29 mi
Oopoma B 2 mi xjopodopMma, cMech ObLIa mepemeniana B Teuenue 30 MuH npu
KOMHATHOW TemriepaTtype. PeakiyonHyro cmech ymapwid, mobaBuiau 10 mo
MOpQOJIIMHA U TTOJBEPTaIN MUKPOBOJIHOBOMY OOIydeHHIO B TedeHue 7-10 MuH
npu momHocty 70 Bt. Mopdonua OblT 0OTOTHAaH B BaKyyMme, 3aTeM 100aBHIN
xmopodopm. OpraHudeckuii cioi OBUT IPOMBIT HACBHIIIIEHHBIM PAaCTBOPOM TH-
pokapOoHaTa HaTpHsl, HACHIILIEHHBIM PACTBOPOM COJIM M BBICYIIEH HaJl Cyibda-
TOM Harpusi. PacTBopuTeNh OTOrHAIM B BaKkyyMe M 0Opa3oBaBIIasicss cMOJa
OUHIIeHA KOJOHOYHOH XpoMmarorpadueil Ha CUIMKarese, JIOSHT TeKCaH : 3TH-
nanerar 2:1. Beixon npomykra cocrasun 0,55 1 (37 %), 1. mi. 205 °C. Haiineno,
%: C 59,10; H 5,85. C13HsN;0S. Breruncneno, %: C 59,74; H 5,79.

Cunre3 2-aMuHO-5-nunepuauH-4-wi-4-gpennaruaszona (2.142) B yciio-

BUSIX MUKPOBOJIHOBOTr0 00ay4yenusi. K pactsopy 1 r (0,0057 mons) 2-amMmuHO-
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4-penmnruazona B 20 mu xyopodopma Obuio go6aBiaeHO 1Mo Kamwisiv 0,29 mi
opoma B 2 mi xjopodopma, cMech ObLia mepemeriana B TeueHue 30 MUH mpu
KOMHATHOW Temrneparype. Peakimonnyto cMech ynapwiy, gobdasmiu 10 Mt mu-
MEpPUIMHA U TIO/IBEPTaId MHUKPOBOJIHOBOMY OONydeHHWIO B TedeHue 7-10 muH
mpu momHOcTH 70 Br. ITumepuany ObU1 OTOTHAH B BakyyMme, 3aTeM J00aBHIN
xnopodopm. OpraHudeckuii cioi OBUT IPOMBIT HACHIIIEHHBIM PACTBOPOM TH-
pokapOoHaTa HaTpHsl, HACHIILIEHHBIM PACTBOPOM COJIM M BBICYIIEH HaJl Cyibda-
TOM Harpusi. PacTBopuTeNb OTOrHAJIM B BaKyyMe M OOpa3oBaBIIasiCsi CMOJa
OUHIIeHa KOJIOHOYHOI XpoMmarorpaduell Ha CUIMKarese, JI0SHT TeKCaH : 3TH-
nanerar 2:1. Beixon npomykra coctasua 0,6 T (41 %), 1. mn. 193°C. Haiineno,
%: C 64,77; H 6,43. C14H7N3S. Brruncneno, %: C 64,83; H 6,61.

Cunrte3 1,2-N, N-qu(2-amuno-4-pennaruazonwn)ruapasuna (2.143) B
YCI0BHSIX MUKPOBOJIHOBOro 00aydenus. K pacrsopy 1 r (0,0057 momns) 2-
aMuHO-4-penmarrasona B 20 M xjaopodopma 0b110 100aBaeHO 110 Kamisim 0,29
M1 6poma B 2 mi xstopoopma, cMech Oblila iepeMeriana B reueHre 30 MUH 1pH
KOMHATHOW Temrieparype. PeaknonHyto cmechk ynapwim, 1ooasmmm 10 Mo rua-
pa3uHa W TMOJBEprajii MUKPOBOJHOBOMY OOJy4eHHIO B TeueHne 7-10 MUH mpu
mortHocTH 70 Bt. I'mapasun ObT OTOTHAH B BaKyyMe, 3aTeM JOOaBUIM XJIOPO-
¢dopm. Opranudeckuii cioif ObUT TPOMBIT HACHIILIEHHBIM PAaCTBOPOM THIPOKap-
OoHaTa HaTpWs, HACBHIICHHBIM PAacTBOPOM COJHM W BBICYIIEH HaJ CyJb(haTom
Harpus. PacTBopuTens oTorHanu B BakyyMme M 00pa3oBaBLIasCsl CMOJIa OYHIIEHA
KOJIOHOYHOH Xpomarorpadueil Ha CHIIMKaresie, 3JII0eHT TeKCaH : dTuanerar 2:1.
Brixon mpoxykra coctasun 0,45 r (42 %), 1. . 105-107 °C. Haitneno, %: C
56,70; H 4,32. C;3H6N¢S,. Beruucaeno, %: C 56,82; H 4,24.

Cunres 2,5-nnamuno-4-penniarnasona (2.144) B ycaoBHAX MHKPO-
BOJIHOBOro o0Jaydenusi. K pactBopy | r (0,0057 wmomp) 2-amuno-4-
¢benmnTrazona B 20 M xsopodopma 6bU10 H00aBiIeHO Mo KarwiiMm 0,29 M Opo-
Ma B 2 M1 XJiopodopma, cMech Oblia nepeMeriada B Tedenue 30 MUH Ipu KOM-
HATHOH Temmepatype. PeakimoHHyr0 cMech ynapuin, 1obasmmi 10 M1 BOTHOTO

pacTBOpa aMMHaka ¥ MOJBEPTaIN MHUKPOBOJIHOBOMY OOJIydEHHUIO B TE€UCHHE 7-
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10 muH npu mormHocTd 70 BT. AMMuak ObUT OTOTHAH B Bakyyme, 3aTeM Jqo0a-
BWIK XJIOpopopM. OpraHryeckuii ciioi ObUT MPOMBIT HACBIIIEHHBIM PacTBOPOM
rupokapOoOHaTa HATpus, HACHIMIEHHBIM pAacTBOPOM COJIM M BBICYIICH Haj
cynbhaToM HaTpusa. PacTBOpuTEeNh OTOTHAIM B BakyymMe W 0Opa3oBaBIIascs
cMoOJIa OYHINEHa KOJIOHOYHOU Xpomarorpadueii Ha cuimMKarese, JII0eHT TeKCaH
: srunanerar 2:1. Beixox npoaykra cocrasua 0,39 r (35,5 %), 1. . 195 °C.
Haiineno, %: C 56,47; H 4,81. CoHoN3S. Brruucaeno, %: C 56,52; H 4,74.

Cunre3 2-aMmuHO-5-aHa0a3uH-4-wi-4-¢pennaruazona (2.145) B ycio-
BHSIX MHKPOBOJHOBOro obay4denus. K pacrsopy 1 r (0,0057 monb) 2-amuHO-
4-pernntuazona B 20 mi xinopodopma Obi10 100aBieHO 1Mo Kamsim 0,29 Mo
Opoma B 2 mi xjopodopMa, cMech Obla mepeMernana B TedeHne 30 MUH mpu
KOMHATHOW Temmeparype. Peaknmonnyro cmeck ymapunu, nodaswmm 0,48 T ana-
0a3uHa, pactBopeHHOro B 10 Ml mupuanHA, ¥ TOABEPrajl MHKPOBOJIHOBOMY
o0yuenuto B Tedenue 7-10 mun npu mourHocty 70 Br. IlupuanH Okl oTOrHAH
B BakyyMme, 3aTeM a00aBwin xyiopodopm. OpraHudecKuidl Ciaod OBUT MPOMBIT
HaCBIIIEHHBIM PacTBOPOM T'HIPOKapOOHATa HaTpusi, HACHIIIEHHBIM PacTBOPOM
COJH ¥ BBICYIIICH HAJ Cylb(haToM HaTpus. PacTBOpHUTENh OTOTHAIH B BaKyyMe U
00pa3oBaBIIAsCs CMOJIa OYMIIEHA KOJIOHOYHOM Xpomarorpadueil Ha CuinKare-
JIe, STIOCHT TeKcaH : sTmnanerat 2:1. Bexox mpoxykra coctasun 0,95 T (49,6
%), T. 1. 65-70 °C. Haitneno, %: C 67,91; H 6,04. C19H2N,S. Brruncneno, %:
C 67,83; H 5,99.

3.3.15 Cunre3 npou3BOaAHBIX 3,4-TUTHAPONMPUMUHIUHOHOB

OO0masi MeToauKa cuHTe3a 3,4-TUrMIAPONUPUMHUANHOHOB B PaCTBO-
pHuTe/e B YCJIOBHSIX KOHBEKIMOHHOro Harpesa''>. B KpyIIIOZOHHYIO TepMO-
CTOHMKYIO KOJ0y eMKOCThIo 250 Myl CHaGXEHHYIO0 OOpaTHBIM XOJOAMIEHHUKOM
nomectusiu 50 mi atusoBoro cnupta, 0,03 MOAb COOTBETCTBYIOIIETO apOMATH-
Yyeckoro anpaeruaa, 3,9 r (0,03 Moib) 3THII0BOTO 3(hHpa aleTOYKCYCHOM KUCITO-
161, 2,46 T (0,041 wMoOMIB) moueBuHsl u 1,07 T (0,006 w™momp) N-
OpOMCYKITMHUMUIA. PeakIMOHHYI0 cMech KUTITHIN B TeueHne 24 gaco. Obpa-

30BaBILIMICS MOCIIE OXJIAXKICHUSI PEAKIUOHHON CMECH 0Calok OT(HIBLTPOBBIBA-
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JIM, IPOMBIBAJIM XOJIOJHBIM STHJIOBBIM CIIMPTOM, BBICYIINBAIIH, IEPEKPUCTAILIH-
30BBIBAJIM U3 3TaHOJIA. BBIX0/IbI MPOTyKTOB cocTaBmiu 65-95 %.

CuHTe3 mNpPOM3BOAHBIX 3,4-TUTHIPONUPUMHUAMHOHOB B YCJIOBHUSAX
MHKPOBOJTHOBOIO0 00, Iy4eHH.

Metoa A. B KOHHYECKYIO TEpMOCTOHKYIO KOJIOY eMKOCThI0 250 My mo-
vectrm 0,03 MoIe cOOTBETCTBYIOMIETO anmpaeruaa, 2,46 r (0,041 mons) Moue-
BuHbl U 1,07 T (0,006 Monp) N-O6poMcykurHUMHIA. PeaklinoHHYI0 CMeCh MOA-
Beprajiil MUKpPOBOJIIHOBOMY OOJIy4eHHIO B TedyeHne | MuH npu MomHoctd 150 BT
10 00pa3oBaHUsI TOMOTEHHONH CMecH. 3aTeM B PEaKIHOHHYIO CMECh JTO00aBHIIH
3,9 r (0,03 Monb) 3THIIOBOTO 3(Hpa ALETOYKCYCHOH KHCIOTHI M CHOBA ITOJIBEP-
rajd MHKPOBOJHOBOMY OOJy4eHUIO B TeueHre 1-3 MuH npu MomHOocTH 150 BT.
O0pazoBaBIIHiicS TOCIE OXJTAXKICHNS PEAKIIMOHHON CMECH 0CaloK OT(PHIBTPO-
BBIBAJIM, IEPEKPUCTAIIIM30BBIBAIN U3 ITAHOJA.

Meton B. B xoHMYeCKyI0 TEpMOCTOHKYIO KOOy eMKocThio 250 mi mo-
MecTwin 5 T nojioxku, 0,03 Mosib COOTBETCTBYIOMIErO anbaeruaa, 3,9 r (0,03
MOJIb) STHIIOBOTO 3(Hpa aneToykCycHOH Kucinotsl u 2,46 1 (0,041 mMons) Moue-
BUHBI, TIIATEIHHO MEPEMENINBATN. PEaKkIMOHHYIO CMECh ITOJBEPTAN MHKPO-
BOJIHOBOMY oOurydeHuio B TedeHue 30-60 ¢ npu mouHoctu obmydenus 800 Br.
ITocne oxoHuaHMsT OOJTydEHUsS] PEAKIMOHHYIO CMECh PacTBOPSUIM TPH HarpeBa-
HUH B dTaHoje. 3aTeM OT(QUIBTPOBBIBAIM OT CHJIMKATeNs, OTTOHSIIA PacTBOPH-
Tenb. OOpa30BaBIIMIACS TOCIIE OXJIAXKICHUS OCAJOK OT(WIFTPOBBIBAIH, TIEpe-
KPHCTaJUTN30BBIBAIIA U3 3THIIOBOTO CIIUPTA.

Cunres 5-3TokcnkapOoHUI-6-MeTHI-4-PeHUI-3,4-TUTHAPONUPH-
MuauH-2(1H)-oHa (2.149) B ycJI0BHSIX MUKPOBOJIHOBOTO 00/ 1y4eHM.

CunTtesnposad 1o meroay A u3 3,19 r (0,03 monp) Oenzanpaeruna, 3,9 r
(0,03 MoiB) ATHIOBOTO 3dHpa aNETOYKCYCHON KucaoThl, 2,46 T (0,041 moinb)
moueBuHb! U 1,07 1 (0,006 Moap) N-GpoMCYKITMHMMHUAA U BBIIENEH B BUJE IO-
POIIKOOOPA3HOrO BEIECTBA CBETIO-KENATOro IBera ¢ T. wi. 208-209 °C u BbI-

xoxoM 5,07 T (65 %).
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Cuntesuposasn o meroxy b u3 3,19 r (0,03 monb) OeH3anpaeruna, 3,9 v
(0,03 Mosb) ATHIOBOTO 3dHpa alETOYKCYCHOH KuciaoThl, 2,46 T (0,041 moinb)
MOYEBHHBI U BBIJICJICH B BUJE MOPOIIKOOOPA3HOTo BellecTBa 0eoro ngera C T.
mr. 210 °C u Bexomom 6,1 r (78 %). Haiineno, %: C, 64,73; H, 6,15.
C14H14N,O3. Beruucneno, %: C, 64,60; H, 6,20.

Cunte3 5-3TOKCHKAPOOHUII-6-MeTHI-4-(4-MeToKCcUPeHn)-3,4-Turu-
aponupumuanH-2(1H)-ona (2.151) B yca10BHAAX MHKPOBOJHOBOIrO 00JIy4de-
HUSL.

Cuntesuposan o meroay A u3 4,1 r (0,03 Mob) aHUCOBOTO aNbAETHIA,
3,9 r (0,03 Moip) 3THIIOBOTO 3dHpa aneToyKCycHoW KucioThl, 2,46 T (0,041
Mois) MoueBuHHI 1 1,07 T (0,006 Mons) N-OpOMCYKITMHIMHUIA U BBIICIICH B BH-
Jle TIOPOLIKOOOPA3HOTo BEIIECTBA CBETIIO-KENTOrO mBeTa ¢ T.mi. 195-198 °C u
BbIXOJI0M 4,8 T (55 %).

CunresupoBat mo meroay b u3 4,1 r (0,03 Monb) aHUCOBOTO aNbJETHA,
3,9 r (0,03 Moiyib) 3THIIOBOTO 3(Hpa aeToyKCycHoUW Kuciotel, 2,46 T (0,041
MOJIb) MOYEBHHBI W BBIAEIEH B BHJE MOPOIIKOOOPA3HOTO BEIIECTBA KEJITOrO
nsera ¢ T.LL 197-198 °C u BexomoMm 6,9 1 (79 %). Haiineno, %: C, 62,14; H,
6,18. C;5H3sN,O,. Brruncneno, %: C, 62,06; H, 6,25.

Cunres 5-3T0KCHMKapOOHMI-6-MeTHI-4-H30NPONUI-3,4-AUTHAPONUPH-
muann-2(1H)-ona (2.152) B yci10BUIX MUKPOBOJHOBOT0 00J1y4€eHMSI.

CunresuposaH 1o meroay A u3 2,2 r (0,03 Moib) U30MaciTHOTO ayibje-
ruga, 3,9 v (0,03 Monp) 3THIOBOTO 3(Upa aANETOYKCYCHOW KHCIOTHI, 2,46 T
(0,041 monb) mouesunsl U 1,07 T (0,006 Monp) N-OpOMCYKIIMHUMHZA U BBLIE-
JIEH B BHJE MOPOUIKOOOPA3HOTO BEMIECTBA CBETIO-KOPHYHEBOTO IIBETA C T.ILI.
170 °C u Beixomom 2,8 r (41 %). Haiineno, %: C, 58,27; H, 8,11. C;H;gN,0s.
Brruucaeno, %: C, 58,39; H, 8,02.

CuHTe3  5-3TOKCHKAPOOHMI-6-MeTHI-4-BTOP-0yTHII-3,4-TUTHAPOIIH-
pumuauH-2(1H)-ona (2.150) B yc/10BHAX MHKPOBOJIHOBOTO 00/1y4eHM.

CuntesupoBan 1mo meroxy A m3 2,6 T (0,03 Moip) U30BaJICpHAHOBOTO

anpreruma, 3,9 r (0,03 momns) 3THIIOBOTO 3(hHpa aneTOyKCyCHOM KHCIOTHI, 2,46 T
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(0,041 monp) mouesunsl U 1,07 T (0,006 Monb) N-OpOMCYKIIMHUMHZA U BbIIE-
JIEH B BHJE TIOPOIIKOOOPA3HOro BemecTna 6enoro nsera ¢ T.ul. 160 °C u BeIXo-
oM 2,46 T (48 %). Haiinerno, %: C, 60,11; H, 8,45. C1,H,)N,O;. Brraucneno,
%: C, 59,98; H, 8,39.

Cunres 5-3ToKcnKapOOHNI-6-MeTHI-4-(4-HUTpOodenm)-3,4-1urn-
aponupumuauH-2(1H)-ona (2.153) B ycja0BHAX MMKPOBOJHOBOIO 00JIy4Ye-
HUSL.

CunresupoBan 1o wmeroxy A w3 4,53 1 (0,03 w™oap) m-
HUTpoOeH3apaeruaa, 3,9 r (0,03 Momb) 3THIOBOTO 3Hpa areTOyKCYCHON KHC-
moter, 2,46 r (0,041 w™moms) ™moueBunsl u 1,07 T (0,006 wmomp) N-
OpOMCYKIIMHAMU/Ia W BBIJCIICH B BUJE ITOPOIIKOOOPA3HOTO BEIISCTBA CBETIIO-
xenToro 1gera ¢ 1.1 205-208 °C u Beixogom 8,24 1 (90 %).

CunresupoBan 1o wMerony b wu3 453 r (0,03 wmomp) m-
HuTpoOeH3apaeruaa, 3,9 r (0,03 Mob) 3THIOBOTO 3(Hpa aleTOYKCYCHOU KHC-
n0T1hl, 2,46 T (0,041 MONB) MOUEBUHBI U BBIICICH B BHJE MOPOIIKOOOPA3HOTO
BEIECTBA CBETIO-KenToro 1geta ¢ 1.1t 208-209 °C u Bexomom 7,32 1 (80 %).
Haiineno, %: C, 55,12; H, 4,89. C4H;5sN;0s. Brruncneno, %: C, 55,08; H, 4,95.

Cunres 5-3TokcuKap6ooHMI-6-MeTHI-4-(4-N,N-1uMeTHIaMUHO (peH M)
-3,4-nuruaponupumuaud-2(1H)-ona (2.154) B yciioBUAX MHKPOBOJIHOBOIO
00Ty4eHusl.

CunresupoBan 1o meronxy A u3 4,48 t (0,03 Momb) m-aUMETHII-
amuHOOeH3anbAerna, 3,9 r (0,03 Moib) 3THII0BOTO 3(hHpa aleTOyKCYCHOM KHC-
motel, 2,46 r (0,041 w™moms) ™moueBunsl u 1,07 1 (0,006 wmomp) N-
OpOMCYKITMHAMU/IA W BBIJCNICH B BHJIE MOPOIIKOOOPAa3HOTO BEIIECTBA KOPHUHE-
BOro 11BeTa ¢ T.1u1. 250-252 °C 1 BexomoM 5 1 (55 %).

CunresupoBan 1mo meroxy b us 4,48 r (0,03 monp) mn-puMeTui-
amuHOOeH3anbaeruaa, 3,9 r (0,03 mMoub) 3THIOBOTO 3(Hpa aleTOyKCYCHOH KHC-
notel, 2,46 T (0,041 MONB) MOUCBUHBI U BBIICJICH B BUJIE MOPOIIKOOOPA3HOTO
BELIECTBA KOPUYHEBOIO IBeTa ¢ T.ILL 251-252 °C u BhIXOAOM 5,64 1 (62 %).

Haiineno, %: C, 63,42; H, 6,87. C;4H,;N30;. Briuucneno, %: C, 63,35; H, 6,98.
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3.3.16 Cunre3 npou3BOAHBIX 3,4-1UTrHAPONIMPUMHIMHTHOHOB

Oo0mas Meroguka cuHTe3a 3,4-IUrMAPONMPUMHMIMHTHOHOB B pac-
TBOpHUTeJIE B YCJIOBHSAX KOHBEKIMOHHOro Harpesa''>. B KpyriofoHHy0 Tep-
MOCTOMKYIO KOJIOY eMKOCTBIO 250 MJI CHaOKeHHYI0 00OpaTHBIM XOJIOAMILHIKOM
nomectiii 50 mut 3tunoBoro cnupta, 0,03 MOJIb COOTBETCTBYIOMIETO apOMaTH-
Yyeckoro anpaeruaa, 3,9 r (0,03 moip) 3THI0BOTO 3(hHpa aleTOyKCYCHOM KUCIIO-
eI, 3,12 T (0,041 w™momp) THoMoueBmHbl u 1,07 r (0,006 ™omb) N-
OpOMCYKIIMHUMHUA. PeakimoHHy0 cMech KUIATHIHN B TeueHne 24 yacoB. OOpa-
30BaBIIAICS TTOCIIE OXJTAXKACHUS PEAKIIMOHHON CMECH 0CaZoK OT(MIETPOBBIBA-
JIM, TIPOMBIBAJIM XOJIOJTHBIM 3THJIOBBIM CIIUPTOM, BBICYIIMBAIIH, IEPEKPUCTAIIH-
30BBIBAJIN U3 ATaHOJNA. BBIXOABI MPOAYKTOB cocTaBmid 65-95 %.

CuHTe3 npou3BOAHBIX 3,4-IUTHAPONMPUMUANHTHOHOB B YCJIOBHUSAX
MHKPOBOJHOBOTO 00/ Ty4eHH.

Meton A. B KOHHUYECKYI0 TePMOCTOIKYI0 K00y eMKocThio 250 M mo-
Mectuiu 50 M u3onponuiaosoro cnupra, 0,03 MOIb COOTBETCTBYIOILETO aNIbJe-
ruma, 3,9 v (0,03 momp) 3THIIOBOTO >(Hpa aneTOyKCYCHOH KHCIOTHI, 3,12 T
(0,041 mons) TnomoueBuus! U 1,07 T (0,006 Monp) N-OpomcykunanMuga. Peak-
LIUOHHYIO CMECh MOABEPraji MHKPOBOJIHOBOMY oOiyueHHi0 B TedeHue 4-10
MUH C TepepbIBaMHU I0CIE KXKI0H MUHYTHI IIPU MOIIHOCTH 00sydenus 150 Br.
O0pa3oBaBIIUIICS TIOCIIE OXJIAKICHUS PEAKIIMOHHON CMECH OCaJIOK OT(GUIBTPO-
BBIBAJIH, TIEPEKPHCTAIIIM30BBIBAIN U3 STHIOBOTO CIIHPTA.

Metoa b. B KOHMUYECKYIO TEPMOCTOMKYIO KOJIOY eMKOCThIO 250 M 1MO-
Mectrm 0,03 Mone cOOTBETCTBYIOMIEro anpaeruaa, 3,12 v (0,041 moms) THO-
moueBuHbI U 1,07 T (0,006 monp) N-OpomcykunHIMHa. PeaknnonHyo cMmech
noaBeprajaim MHUKPOBOJIHOBOMY O6Hy‘IeHI/IIO B TedyeHne 1 MUH Ipyu MOLIHOCTH
150 Bt 1o 0Opa3oBaHus TOMOTCHHOW CMECH. 3aTeM B PEAKIIMOHHYIO CMECh J[0-
6apwmu 3,9 r (0,03 Monp) 3TWIOBOrO 3(upa areToyKCyCHOW KHCIOTHI, TIIa-
TEJIFHO TIepeMeNIad U CHOBA MOABEPTall MHKPOBOJIHOBOMY OOJy4YEHHIO B Te-

gerne 1-3 muH npu MomHOcTH 150 BT. OOpa3oBaBmmiics mocie OXIaKIACHUS
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PEaKIMOHHOM CMECH 0CaloK OT(HILTPOBBIBAIN, NMEPEKPUCTAIUTU3OBHIBAIN U3
JTaHoJIA.

Metoa B. B KoHMYECKYIO TEPMOCTOHKYIO KOJIOY eMKOCThIo 250 mil mo-
MecTiii 5 T moanoxku, 0,03 Moibp cooTBeTcTBYIOMmETO anbaeruaa, 3,9 r (0,03
MOJIb) 3THIJIOBOTO 3¢Hpa aneToykcycHoi kuciotsl u 3,12 r (0,041 mons) THO-
MOYEBHUHBI, TIIATEIHFHO NIEpPEMEIINBAIN. PEaKIIMOHAYIO CMeCh TTOIBEPTald MUK-
poBonHOBOMY 00nyueHuto B teueHue 30-60 ¢ npu MourHocTH oOiydyenus: 800
Br. ITocne okoHuaHust 00Ty4eHUS] pEaKIIMOHHYIO CMECh PaCTBOPSUIH IIPH Harpe-
BaHUM B 3TaHONE. 3aTeM OT(QHIBTPOBEIBAIN OT CHIIMKATENS, OTTOHSIIA PaCTBO-
putens. OOpa3oBaBIIMIACS MOCIE OXJIAXKACHUS OCaI0K OT()UIBTPOBBIBAIM, Tic-
PEKPHUCTAILTH30BBIBAIIN U3 STHIIOBOTO CITUPTA.

CuHrte3 5-3TOKCHKAPOOHMI-6-MeTH.I-4-PeHnII-3,4-TUruApOoNnMpPUMH-
auH-2(1H)-Tuona (2.155) B yc10BHSIX MUKPOBOJIHOBOIO 00 IyYeHHs.

Cuntesuposan o meroxy A u3 3,19 r (0,03 mosp) OeHsanpaeruaa, 3,9 r
(0,03 MoiB) ATHIOBOTO 3dHpa aNETOYKCYCHOH KucaoThl, 3,12 1 (0,041 moinb)
tromodeBuHs! 1 1,07 T (0,006 Monb) N-OpOMCYKIIMHAMHIA 1 BBIAEIEH B BUJE
HOPOIIKOOOPA3HOro BEIIECTBA CBETIO-KENTOro Ipera ¢ T. mi. 207-209 °C u
BbIX0ZIOM 6,2 T (75 %).

Cuntesuposas o Meroay b u3 3,19 r (0,03 monp) Genzanpaeruna, 3,9 T
(0,03 Mosb) 3THIOBOTO 3dHpa alETOyKCyCHOH kuciaoThl, 3,12 1 (0,041 mounb)
tromodeBuHsbl 1 1,07 T (0,006 Monb) N-OpOMCYKIIMHUMH/IA U BBIAEIEH B BUJIE
HOPOIIKOOOPA3HOro BEIIECTBA CBETIO-KENTOro Ipera ¢ T. mi. 206-208 °C u
BEIXOJIOM 5,5 T (67 %).

CuntesnposaH 1o Metoay B u3 3,19 r (0,03 monp) Oer3ampaeruna, 3,9 T
(0,03 momp) aTHIIOBOTO 3(Upa aneToykcycHou KuciaoTsl, 3,12 T (0,041 Moib)
THOMOYEBHHBI ¥ BBIJIEJICH B BUJIE TIOPOLIKOOOPA3HOTO BELIECTBA OEJIOro 1BeTa C
T. wi. 208 °C u Bexomom 7,8 T (94,2 %). Haiimeno, %: C 61,02; H 5,77.
C14HsN>O,S. Beruucieno, %: C 60,85; H 5,84.
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CuHres 5-3T0KCHKAPOOHUI-6-MeTHI-4-(3-Tuapokcupenm)-3,4-1uru-
aponupumuaun-2(1H)-tuona (2.156) B yca1oBusiX MMUKPOBOJIHOBOIO 00J1y-
YeHHsl.

CunrtesupoBan mo wmerony A w3 3,6 1 (0,03 w™momp) M-
THIIPOKCUOEH30MHOTO anpaeruaa, 3,9 T (0,03 Moip) STHIOBOTO AdHpa areToyk-
cycHoit kucnotsl, 3,12 r (0,041 mons) THOMOueBuHH U 1,07 T (0,006 Momb) N-
OpOMCYKITMHAMU/Ia M BBIJICIICH B BHJE MOPOIIKOOOPA3HOTO BEIIECTBA CBETIIO-
xenroro nsera ¢ T.nL 187-188 °C u BexomoMm 5,7 T (65 %). Haiineno, %: C
57,31; H5,61. C4HsN,O3S. Beruucaeno, %: C 57,52; H 5,52.

Cunre3 5-3TOKCUKAPOOHWI-6-MeTHI-4-(4-MeToKcHpeHmT)-3,4-TUTrn-
aponupumuanH-2(1H)-tuona (2.157) B ycjioBUAX MHUKPOBOJHOBOIO 00.1y-
YeHHsl.

Cunre3upoBat o meroay A u3 4,1 r (0,03 Monb) aHUCOBOTO aNbJETHA,
3,9 r (0,03 moisib) 3THIIOBOrO 3dHpa aleToOyKCycHOU KucioThl, 3,12 r (0,041
MoJb) THoMoueBuHHI U 1,07 r (0,006 monb) NBS 1 BbleneH B BHJE TOPOIIKO-
00pa3sHOro BemecTBa XenToro 1sera ¢ T.mwi. 150-151 °C u Beixomom 5,5 T (60
%).

Cunrtesuposan o Metoay b u3 4,1 r (0,03 mMonp) aHHCOBOTO anmbAerHa,
3,9 r (0,03 moisp) 3THIOBOTO 3dHpa aneToykKCycHoW KucioTsl, 3,12 r (0,041
Mois) THoMoueBHHbI U 1,07 1 (0,006 mosip) NBS u BbleneH B BUJIe MOPOIIKO-
06pa3Horo BelecTsa xkearoro usera ¢ T.mL. 151 °C u Beixogom 6,9 1 (75 %).

Cunresuposan 1o meroay B u3 4,1 1 (0,03 Moib) aHHCOBOTO albleTrnaa,
3,9 r (0,03 moxp) aTMIIOBOrO 3dHpa aneToyKcycHoW Kuciotsl, 3,12 T (0,041
MOJTb) THOMOYEBHHBI U BBIJICIICH B BUJIE TOPOIIKOOOPA3HOTO BEIIECTBA JKEITOTO
usera ¢ T.uL 151 °C u BeixomoMm 7,8 1 (85,2 %). Haiineno, %: C 58,92; H 5,87.
C5HsN,OsS. Breraucieno, %: C 58,80; H 5,92.

CuHre3 5-3TokCHKapOOHMI-6-MeTHII-4-H30NPONWI-3,4-ATUTHAPONUPH-
muanH-2(1H)-Tuona (2.158) B yci10BHAAX MHKPOBOJHOBOTO 00/1y4eHMS.

Cuntesupoan 1o merony b u3 2,2 r (0,03 Moib) H30MACISIHOTO ajbJe-

runa, 3,9 v (0,03 momp) 3THIIOBOTO 3(Hpa aneTOyKCYCHOH KHCIOTHI, 3,12 T
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(0,041 moub) THOMoueBuHBI 1 1,07 1 (0,006 Mosis) NBS u BbIzZesieH B Bue 1O-
POIIKOOOPA3HOrO BELIECTBA CBETIIO-KENTOrO IBeTa ¢ T.IUL 157-162 °C u BBIXO-
noMm 4,55 T (67 %). Hatineno, %: C 54,42; H 7,52. C;H3sN,0,S. Brruncnenro,
%: C 54,52; H 7,49.

Cunre3 5-3TokcuKapOOHNI-6-MeTHII-4-BTOP-0y THII-3,4-TUTHAPO-
nmupumMuaun-2(1H)-tuona (2.160) B yciaoBUIX MHKPOBOJHOBOTO 00.J1yue-
HHSL.

CuntesupoBan mo mMerony b u3 2,6 r (0,03 Moib) M30BaJICpUaHOBOTO
anpaeruna, 3,9 r (0,03 monp) aTHOBOrO 3PpHpa aANETOYKCYCHON KUCIOTHI, 3,12 T
(0,041 moup) THOMOueBHHBI 1 1,07 T (0,006 Mosie) NBS u BbIZIEIeH B BH/E TO-
POLIKOOOPA3HOro BeleCTBa OEI0ro 1BeTa ¢ T.0ul. 165-167 °C u Bixoaom 4,6 r
(64 %). Haiineno, %: C 56,34; H 7,90. C,H,,N,0,S. Beraucneno, %: C 56,22;
H 7,86.

Cunte3 S5-3TOKCHKAPOOHMI-6-MeTHI-3,4-nuruaponupumuaud-2(1H)-
THOHA (2.159) B yc10BHSIX MUKPOBOJIHOBOTO 00 IyYeHHs.

Cunresuposan no meroxy A u3 0,9 r (0,03 monp) nmapamsneruna, 3,9 v
(0,03 momp) >THIOBOTO 3dHpa aNeTOyKCycHOH kucioTsl, 3,12 T (0,041 Monb)
tromoueBuHbl 1 1,07 T (0,006 Mons) NBS u BbIZieNieH B BHIe TOPOIIKOOOpa3HO-
ro BEIIECTBA CBETIIO-KenToro nsera ¢ T.ul 205 °C (Bosr.) m Beixogom 1,7 T
(27,7 %). Hatineno, %: C 48,03; H 6,12. CgH,N,0O,S. Brraucneno, %: C 47,98;
H 6,04.

CuHre3 5-3TOKCHKAPOOHWI-6-MeTHI-4-(4-HUTpodeHu1)-3,4-TUrHIpo-
nupumMuauH-2(1H)-tnona (2.161) B yc/IOBUSX MHKPOBOJIHOBOIO 00Jy4e-
HMS.

CuntesupoBan 1o Metony B m3 453 r (0,03 wmomp) ©-
HUTpoOeH3abaeruaa, 3,9 T (0,03 MOJB) STHIOBOTO 3(Hpa aNEeTOYKCYCHOU KHC-
n071hl, 3,12 1 (0,041 MONIb) THOMOYEBUHBI U BBIIENIEH B BUE MOPOIIKOOOpa3HO-
IO BELIECTBA CBETIIO-KENTOro mBera ¢ T.mi. 198-200 °C u Beixomom 6,3 1 (65,5
%). Hatineno, %: C, 52,25; H, 4,63. C4H,sNs0,4S. Berancneno, %: C, 52,33; H,
4,70.

340



3.3.17 Cunre3 cuMMeTPUYHBIX 1,4-AUTrHAPONUPUANHOB

Oo0mas meroguka cuHTe3a 1,4-IMrHAPONUPHIMHOB B KJIACCHYECKUX
ycaoBusix. PactBop 0,2 MoIb cOOTBETCTBYIOIIETO anbaerunaa, 52,0 T (0,4 Moib)
STHIIOBOTO 3(Hpa aneToyKcycHOH Kuciothl, 40 mur stanona u 20 MJI KOHIICH-
TPUPOBAHHOT'O BOJIHOTO pacTBopa amMmmuaka. CMech KUISITUTCS ¢ 0OpaTHBIM XO-
JOTMIBHUKOM 2-8 dacoB. CMech OXJaXAal0T OO KOMHATHOW TeMIepaTyphl.
[IponyKT 3akpHCTAJUIM30BBIBAIOT 100aBisisi B pactBop 500 M JensHON BOJBI.
[MomyueHHBIH OcaOK OYHIIAIOT MEPEKPUCTAIIM3ALUCH 13 ITaHOIA.

CuHTe3 npousBoAHbIX 1,4-TUrHAPONMPHIMHOB B YCJIOBHAX MHMKPO-
BOJIHOBOT'O 00.1y4YeHHs.

Metoa A. B IUIOCKOOHHYIO TEPMOCTOMKYIO KOJIOY eMKOCTBIO 250 Mt
nomectrsiu 0,01 Mob cOOTBETCTBYIONIETO anbaeruaa, 10 mi 25 %-Horo BOJHO-
ro pacreopa ammuaka u 2,6 T (0,02 Monb) 3THIIOBOTO 3Hpa aneTOyKCYCHOMH
KHCJIOTH. PeakIMOHHYI0 CMeCh MOJBEPrajii MHUKPOBOJIHOBOMY OOJIyYCHHIO B
TedeHue 5 MuH npu momHoctu 150 Bt ¢ nepepsiBamu uepes kaxable 1-2 MuH.
[MonHOTy mpoTekaHMs peakIuu KOHTposmpoBainu ¢ momomsio TCX. Obpaso-
BaBIIHUIiCA IOCNIE OXJAKACHHUS PEAKIIMOHHOM CMECH OCaJOK NMEPEeKPUCTATITH30-
BbIBAJIM U3 3TAHOJIA.

Metox b. B miockomoHHYIO TEPMOCTOHKYIO KOOy eMKOCThiO 250 mut
nomectusin 0,59 M1 NeAsTHOW YKCYCHOM KHCJIOTBI, 3aT€M MOCTENEHHO MpU Te-
peMeImBaHuy MPUOABISIIN 25 %-HBIH BOIHBIN pacTBOp aMMHaKa JI0 TOSBICHUS
ycToitunBoro 3amaxa aMMuaka. [locie 3Toro K peakmoHHONH cMecH J00aBIIsIIN
0,01 momb cooTBercTBYyIOMEro anpaeruaa u 2,6 T (0,02 Monb) 3THIIOBOTO ddupa
aIleTOyKCYCHOW KHCJIOTHL. PeaknnoHHYI0 CMeCh IOABEPra MHKPOBOJHOBOMY
oOyuenuto B Tedenue 5-10 mun npu mommHoctr 150 BT ¢ mepepeiBamu yepes
kaxzple 1-2 muH. [ToJHOTY NpOTeKaHus peakuy KOHTPOJIMPOBAIN C TIOMOIIBIO
TCX. Ob6pa3oBaBmIuiics MOC/Ie OXJIKIACHUSA PEAKIIMOHHON CMECH OCaJIOK mepe-
KPHCTAJUTN30BBIBAJIA U3 STaHOJIA.

Metoa B. B mI0ocKOZOHHYIO TEepMOCTOHWKYIO KOJIOY eMKOCThIO 250 Mt

momectinin 0,015 mMone cooTBeTcTBYIOIIETO anbaeruaa, 2,6 r (0,02 Mons) 3TH-
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J0Boro 3¢wupa aneroykcycHor kuciotsl u 0,72 r (0,0075 moinb) kapboHara am-
MoHUs. PeakiMoHHYI0 cMech TOABEpraji MUKPOBOJIHOBOMY OOJIyYEHHIO B Te-
yeHue 15-20 mun npu momHocty 150 BT ¢ nepepsiBaMu yepe3 Kaxkable 5 MUH.
[omHOTY TIpOTeKaHWsI peakuuu KOHTponmpoBau ¢ momompio TCX. Obpaso-
BaBIIHMICA MOCTIE OXJAKICHNSA PEAKIIMOHHOM CMECH OCaJI0K MEePEeKPHCTAIIIH30-
BEIBAJIM M3 3TAHOJA.

Cunre3 4-pennn-2,6-numerni-3,5-1ukap603Tokcu-1,4-1urugponupu-
AuHA (2.189) B yc10BHSIX MUKPOBOJIHOBOTO 00J1y4eHUS].

CunTtesuposan o metoxy b u3 1,06 r (0,01 moins) GeH3anpaeruna u 2,6
(0,02 Momnp) aneToykCycHOTo 3(upa U BBIICIEH B BUE KPUCTAIIMYECKOTO Be-
IIECTBA CBETIIO-XKENTOrO LBeTa ¢ T.I11. 165 °C 1 BoIx0m0M 2,84 1 (86 %).

CunTtesuposan o Mmetoay B u3 1,59 1 (0,015 mons) Ger3ansaeruna, 2,6 T
(0,02 mosb) sTHIIOBOTO 3dHpa aneroykcycHoit kuciotel u 0,72  (0,0075 mounb)
kapOOHaTa aMMOHHS M BBIJICJICH B BUJIE IIOPOLIKOOOPA3HOIO BEIECTBA CBETIIO-
xenToro 1gera ¢ 1.1 165 °C u BeixomoM 2,15 1 (65 %). Haitneno, %: C, 69,32;
H, 7,11. C19H3N,4. Beruncneno, %: C, 69,28; H, 7,04.

Cunte3 4-(4-nurpodenmnn)-2,6-1rumeTnii-3,5-1ukapoodroxcu-1,4-1u-
ruaponupuanHa (2.194) B ycJI0BHSIX MUKPOBOJIHOBOIO 00/ 1y4eHMsI.

CunresmpoBan 1mo wmerony A w3 1,51 r (0,01 wmomp) m-
HuTpoOeH3apaeruaa u 2,6 T (0,02 MoJb) alleTOyKCyCHOTO 3(upa U BBIZCICH B
BHJIE TIOPOLIKOOOPA3HOTO BEUIECTBA KENTOro IBeTa ¢ T.mwil. 161 °C u BeIxom0M
2,51 (68 %).

CunresupoBan 1o wmeroxy b w3 1,51 r (0,01 wmomp) m-
HUTpoOeH3ampaeruna u 2,6 T (0,02 Momb) aneToykCycHOTO 3(upa U BBHIIACICH B
BHUJIE IOPOLIKOOOPA3HOTO BEMIECTBA XKENTOro 1BeTa ¢ T.0ul. 161 °C u BEIXOIOM
3,09 r (82,6 %). Haiineno, %: C, C, 60,89; H, 5,87. C;9H;,N,O¢. Breruucieno,
%: C, 60,95; H, 5,92.

Cunre3  4-(4-metoxcudenun)-2,6-1umeTnii-3,5-1ukapoo3rokcu-1,4-

Au-ruaponupuauHa (2.192) B ycJ10BHSX MUKPOBOJIHOBOIO 00, 1y4eHMs.
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Cunresuposan no meroxy b u3 1,36 r (0,01 mMosnb) aHMCOBOTO anpaeruia
u 2,6 T (0,02 Monp) arieroykcycHOro 3¢hupa U BbIJCICH B BHJE MOPOIIKOOOpa3-
HOTO BEILECTBA KENTOro 1peTa ¢ T.IUL 154 °C u Beixomom 2,3 1 (64 %).

CunTtesuposad 1o meroay B u3 2,04 t (0,015 Monb) aHHCOBOTO albAETH-
na, 2,6 T (0,02 monb) atuiioBoro 3¢dupa aneroykcycHoit kucnorst u 0,72 r
(0,0075 momnp) kapOOHaTA aMMOHUS U BBIJIENICH B BHIE MOPOMIKOOOPa3HOTO Be-
1iecTsa xearoro usera ¢ 1.0l 154 °C u Beixogom 1,9 r (53 %). Haiigeno, %: C,
66,91; H, 7,08. C,,H,sNOs. Beruucaeno, %: C, 66,83; H, 7,01.

Cunre3 4-mzonponuia-2,6-1umMeTu-3,5-1ukapo03Tokcu-1,4-nuruapo-
nupuauHa (2.193) B yc10BMSIX MUKPOBOJIHOBOI0 00/1y4€eHMS.

Cuntesuposan 1o meroay B u3 1,08 r (0,015 Monp) n3oMaciusHOTO ajb-
neruna, 2,6 T (0,02 Mosb) 3THIIOBOTO 3(Hpa aleToyKCycHO#M kucnotel u 0,72 T
(0,0075 Mosp) kapOOHAaTA aMMOHUS ¥ BBIJICJICH B BUJC MOPOIIKOOOPA3HOTO Be-
HIecTBa CBETNIO-KenToro nsera ¢ T.ul 198 °C u Beixomom 1,39 r (47 %).
Haiineno, %: C, 65,12; H, 8,45. C,sH,5sNO,. Beraucneno, %: C, 65,06; H, 8,53.

Cunre3 4-Top-0yTHia-2,6-1umMeTni-3,5-1ukap06o3Tokcu-1,4-nuruapo-
nupuauHa (2.191) B ycJ1I0BHSIX MUKPOBOJIHOBOI0 00/ 1y4eHMs.

CunresupoBat 1o meroay B u3 1,29 r (0,015 mMonb) n3oBanepruanoBoro
anpreruna, 2,6 r (0,02 Monp) aTHIOBOTO 3(hHpa areTOyYKCYCHOM KUCIOTH 1 0,72
r (0,0075 monb) kapOoHaTa aMMOHUSI W BBIJIENICH B BHZE IOPOLIKOOOPA3HOTO
BELIECTBA CBETIO-KOPUYHEBOTO 1BeTa ¢ T.ml. 187 °C u Beixomom 1,64 1 (53 %).

Haiineno, %: C, 66,07; H, 8,73. C,7H,;NO,. Beruucneno, %: C, 65,99; H, 8,80.

3.3.18 Cunre3 S5-uzonponuaar-3-(2-meroxkcudTHAAT)-4-(3-

HUTPOPeHw1)-2,6-1umeTni-1,4-muruaponupuaud (Humoaununa) (2.195)

Cramgusa (A). Cmecs u3 cocrosmyto n3 0,01 r mumepuamnaa 3,02 T o-
HUTpoOeH3ampAernaa u 3,2 T 2-METOKCHATHIIOBOTO 3(Hpa aleTOyKCYCHOH KIHC-

70THI 00Ty49atoT pu MomHocTy 350 BT B Teduenun 3-X MUHYT
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Cranus (B) 30 mu BomHOTO pacTBopa ammuaka (25%) ¢ 2,88 r uzomnponu-
J10BOTO 3(pupa aneToykcycHoi kucinotel. CmMech 00iaydaercs npu MorHocTH 350
Bt B Teuenuu 3-x MUHYT.

Cramgusa (C). Comepxxumoe peakiuoHHBIX cMeceir (A) u (B) o0benuns-
JIMCh U MOJBEPTAINCH OOIYYEHHIO BOJTHAMH CBEPXBBICOKON YaCTOTHI B TCUCHUU
3-x muHYT npu MomHOCTH 350 BT. BEIXOA KOHEUHOTO NpoIyKTa cocTaBmi 80%.

T.= 127°C.

3.3.19 Cunre3 ruapa3uaa W30HHMKOTHHOBOH KHCJIOTHI B yciaoBusix MB-

00J1y4eHus

I'ugpa3ua u30HUKOTHHOBOH KHEI0THI (2.201). 0,5 T (0,004 MonB) H30-
HUKOTHHOBOHM KHCIOTHI pacTBopmid B 2 Mit 30 % pacTBOpa ruapasiHa B BOAE B
TEPMOCTOMKON KoHHMYeckoi Kkoibe oObemom 250 mul. [lomyueHHbIH pacTBOp
noasepri MB-o6myuenuro npu momuoctr 600 Bt B Teuenne 10 muH (2 pasa
1o 5 MuH). PeakiioHHy10 Maccy mociie OCTBIBaHHMS 10 KOMHATHOM TeMIepaTy-
pel ynapuwm npu 90 Bt B TeueHue 5 MUH B MUKpOBOJIHOBOM neun. Ha aue xoi-
051 00pa30BaNIOCh TYCTOE MACIO CBETJIOKENTOTro 1BeTa. [locTaBmuimm xodiry ¢ pe-
aKIMOHHOW Maccoi Ha niefl. [Ipu oxnmaxnaenuu BeimagatoT kpuctamisl [ THK-a.
O0pazoBaBmuiicss TpoayKT oTduibTpoBain Ha BopoHke llloTra, nmepekpucrra-
JIM30Bajiv U3 BoAbl U cnupta. T.mn.170-174 OC, BeixoJ 30 %. Hatineno, %: C
52,64; H 5,25. C¢H3N;0. Breruucneno, %: C 52,55; H 5,14.

Cunre3 I'MHKa B ki1accuyeckux ycjaopusx (2.201)

CuHTe3 ruIpOXJI0PHAA XJOPAHTHIPH/IA M30HMKOTHHOBOM KHCJIOTBI 5
r (0,042 monp) THoHMIXIOpUAa B TeueHue 30 mmH mpwmmm K 3,6 T (0,029
MOJIb) U30HUKOTHHOBOM KHCIIOTHI. Temmeparypa MpH 3TOM MOBBICHIACH 10 60-
70 °C u M30HMKOTHHOBAs KHCIOTA MepexoIuT B pacTBop. Peakimonnyio maccy
Harpenu B Tedenue 2 9 npu 74-76 °C m M3GHITOK THOHMIXJIOPHIA OTOTHATH B
Bakyyme (350 mm). [TosrydeHHBII THAPOXIIOPHUT XJIOPAaHTHAPHIA H30HHUKOTHHO-
BOM KHCIIOTHI 0€3 BBIIEIECHHS HCIIOIb30BAIN Ha CIEAYIOMEH CTaany.

CuHTe3 3THIIOBOT0 3()UpPa N30HHKOTHHOBOW KHCJIOTHI. ['mapoxiopun

xnopauruapuaa MHK npubasumn npu Temneparype He Bbime 75-80 °C k 2,9 r
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0€3BOJIHOTO ATHJIIOBOTO CHHpPTa. PeaknMoOHHYI0 Maccy KUMISTHIN | 4, OXJIaHiIH
0 15-20 °C, mo6asumu 5 r npaa u Heiitpanusosama 20 % pacTBOPOM €IKOTO
Hatpa (~ 3 MJI) JJO UCUE3HOBEHUS KUCIION PeaKIMu, IOAICPKUBas TEMIIEPATyPy
B Macce He Boime 20 °C. 3atem npuGasuiu B Teuenue 1 4 8 i 20 % pacTBopa
consr g0 pH 10,0-11,0, stunossiit a¢pup MHK oTaennmm, a BOAHO-IIEIOYHON
PacTBOp IKCparupoBau AUXIOPITaHOM (3 X 5 1). AUXJIOPITAHOBBIE DKCTPAKTHI
n stuinoBslit 3¢up MHK o0beanHumm, BRICYIIMIN Cyib(aToM HaTpus, OT(QUIb-
TPOBaJH, YIAPWIA ¥ OCTATOK MEPETHAIIH.

CuHTe3 ruapa3ujia U30HMKOTMHOBOH KHEI0THI (2.201). ITomyuenHsrit
srunossiit a¢up MHK B Tevenne 10 mun npu 15-20 °C 1 mepememmBannu npu-
6aBuu k 2 r (0,03 monb) 85 % rumpasun rugpara. TemmepaTypa Macchl mpu
5TOM moBbIcHIach 10 60-70 °C. OctaBumu Ha 2 4, 106aBHIH 2 T CIHPTA, HATPE-
JU 70 PazKIKCHUS W CIWIH Ut Kpuctainmm3anud. Bemmapmmii TMHK otduins-

TPOBaJM, IPOMBUIN CIUPTOM U BeICyImiu. Beixox 74 %.

3.3.20 CuHTe3 H30HUKOTHHOWI-(3-MeTOKCH-4-0KCHUOEH3aJIb)-THAPA30Ha,

rugapata («@tuBasun») (2.208) B ycaoBusax MB-001yuenust

HN3onukoTuHOWI-(3-MeTOKCU-4-0KCHOEH3aIb)-THAPA30H, THAPAT
(2.208). 0,5 r T'MHKa (2.201) pactBopuiu B Boje u npudaswimm 0,73 © BaHWIH-
Ha, PacCTBOPEHHOTO B Boje. PeakimonHyro Maccy moasepriii MB-o0mydeHunio
mipu MotrHOocTH 360 BT 11 Bpemenu 2 muH. [Ipn ocThIBaHUH PEaKIIMOHHON MacCHI
00pazoBajics CBETIOXKENTIH KPUCTAJUTHUECKUH OPOLIOK MPOIYKTa, CO CIIabbIM
3amaxoM BaHwiIuHA. T.mr. 225-226 0C, Beixox 97 %. Haiineno, %: C 62,03; H
4,87. C14H3N;0;5. Beruucneno, %: C 52,55; H 5,14.

Cunrte3 H30HUKOTHHONI-(3-MeTOKCH-4-0KCHOEeH3aJIb)-THAPA30HA,
rujpara B kiaccudyeckux yciaopusx (2.208). K narperomy no 50 °c pacTBopy
4,2 v (0,027 Monp) BaHWIMHA B 8§ MJI BOABI HNPWIMIN B TedeHue 15-20 muH
HarpeTsIit 1o 50 °c pactBop 3,8 r (0,026 monp) 97 % 'MHK-a (2.201) B 20 M

Boabl. OctaBuim Ha 3 4 mipu 60 OC, 3aTeM PEaKIMOHHYI0 MAacCy OXJaIiId IO
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20°C, oTUIBTPOBATH HPOAYKT, MPOMBLTH 15 M1 Harpetoit g0 70 °C Bomsl u

soicymmmi mpu 60 °C. Beixox 90 %.

3.3.21 CuHre3 0MC-U30HMKOTHHOWI-THApa3uHoMeTaHa («Meta3ua») (2.209)

B yciaoBusix MB-o001yuenus

Buc-nzonnkorunoua-ruapazunomeran (2.209). 0,5 r 'MHKa (2.201)
pactBopwin B Boae u npubasmwin 0,1 T mapadopma. PeakiiMoHHYO Maccy mo-
Beprim MB-o06ny4enuto npu momroctr 360 Bt u Bpemenu 30 c. [Ipu octriBa-
HUM PEaKIMOHHON Macchl oOpa3yeTcst Oelblii KpUCTAIUIMIECKHH TOPOIIOK TPOo-
mykra. Taor 175-179 0C, BeIxoa 65 %. Haiigeno, %: C 54,65; H 5,03.
C13H14NgO,. Beruucneno, %: C 54,54; H 4,93.

CuHTe3 OHC-M30HUKOTHHOWJI-THAPA3MHOMETAHA B KJACCHYECKHX
yeaoBusx (2.209). Cycnensuto 5 r (0,035 mons) 'MHKa (2.201) B 5 M Boxs!
narpemu 0 60-80 °C. Korma THHK monHOCTBIO pacTBOpHUTCS, mpuGaBmmi 1 r
yIIIsl, Harpeiu NpH Toi ke Temneparype 5-10 MMH M OTQHIBTPOBAIH, Yroib
npoMblTH 2 71 ropsueii Bomsl. K duastpary mpu 60-80 °C npubasmmi 30 r
(0,035 momp) 37 % ¢dopmanuna ¥ mpoaODKMIN HepememuBanue. Yepes 5-10
MHH Haydajioch obpasoBaHue Oenoro ocamka. CMech mepememmBand 1,5 4 npu
60-80 °C, oxnaxmamu 10 15-20 °C u uepes 3 4 0caok OTGHILTPOBAIH, IPOMBI-
a1 oT popmanmua 30-40 mut xostomHOU Boel U 10 MIT 3THIIOBOTO criupTa. Beixon

70 %.
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