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(57) Pedepar: H300peTeHHE OTHOCHTCA K OOIACTH MEIHIMHEL, (DAPMAKOIOTHH U XHMHKO- (DapMALEBTHUCCKONH MPOMBIIIICHHOCTH,
4 HMEHHO K HOBBIM COCITHHCHHUAM 00mei Gopmy sl (I), HX ONTHYECKHM H30MEPaM H (papMaLEBTHUCCKA MPHEMIIEMEBIM COJIIM, (ap-
MAaNEBTHYECKOH KOMIO3HIIMH HA OCHOBE coequHeHHE o0meit (hopmy sl (I) Hin HX ONTHIECKUX H30MEPOB WIH HX (hapMANEBTHICCKH
TIPUEMIIEMBIX COJIEH, TEKAPCTBEHHOMY CPEACTBY HA OCHOBE YIIOMSHYTHIX COeAHHEHHH o0meii (hopMy sl () MM HX ONTHYECKUX H30-
MEPOB, WK HX (PApMALEBTHYCCKH MIPHEMIIEMBIX COJICH, HIIH YIIOMIHYTOH (hapMaleBTHIECKOl KoMmo3uuuu. F300peTeHne TakKe oT-
HOCHTCS K MMPUMEHECHHIO YIOMSHYTHIX COeAUHEHHH o0mei (Gopmyst () MM HX ONTHYECKUX H30MEPOB WIH HX (hapMALEBTHUECKH
MPUEMIIEMBIX COJIEH, (hapMalEBTHICCKOH KOMITO3HIMH, JICKAPCTBEHHOTO CPEACTBA AJIA JCUCHHA H/HIH MPO(UIAKTUKH 3200 1CBaHHIH
JBIXaTCIBbHBIX Iy TEH.
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HOBBIE ITPOU3BOJAHBIE I10JIMOJIOB, UX ITPUMEHEHUE, ®PAPMAIIEBTUYECKAA
KOMIIO3ULMA HA UX OCHOBE

Uzobperenne orHocuTcs K oOjmacTh  MenuUUMHBL, (HAPMAaKOJIOrMM U XHUMHKO-
(apMareBTHUECKON MPOMBILIIEHHOCTH, & UMEHHO K HOBBIM COeMHeHHUsAM obO1meit ¢popmydsl (1),
HETOKCUUYHBIM TEpaneBTUYeCKH AaKTUBHBIM BellecTBaM i1 MPUMEHEHUs B Tepanuu
UH(EKIIMOHHBIX U BOCMIAIIUTENBbHBIX 3a00JI€BAHHH.

MHor#e BUPYCHI MOPAKAIOT AbIXATENbHbIE MyTH, HOCOBbIE XObI, TOPJIO, OPOHXH, JIETKHE,
B CBSI3M C YeM TaKHe BUPYCHbIE HHPEKIIUH COOPAHBI B TPYIITY OCTPBIX PECIUPATOPHBIX BUPYCHBIX
uadexuii (OPBU), nmockonbky o0namaroT Takxke U OOIIHOCTBIO KIMHHYECKHUX CHMIITOMOB.
Bupycsl rpunna takske otHocstes k rpynne OPBU, onHako BeieneHbl B OTAENbHYIO TPYIIY B
CBSI3U C TE€M, YTO BO3AEHCTBYIOT CHCTEMHO Ha Bechb opraHusM. IIpmumHoit OPBU moryT ObITh
bonee 200 pasnuuHbIX BUPYCOB, mnpencraBurtenein 4 cemelicts PHK-conmepskammx BUpycoB
(OPTOMHUKCOBHPYCHI, TAPAaMUKCOBUPYChI, KOPOHABUPYCHI U MUKOpHaBUpPYyCHI) U 2 cemeiicts JITHK-
cofiepKalIiX BUPYCOB (aaeHOBUPYCHI U repruecBupycel) [1, 2]. Ilo wacrore uHuUIMpOBaHUSI
rpunn cocrasiseT okono 15% (tun A — 12%, B — 3%), naparpunn u puHoBupycsel — 10 50%,
aaeHoOBHUPYC — 10 5%, pecnupaTopHO-cUHUUTHANBHBIN BUpyC (PC) — 4%, MukoriazmMa — OKOJIO
2%, >HTEpOBUPYChI — OKOJIO 1%, cMemaHHble HHpeKIH — okojio 23% cnyyaeB. K rpymnme
BBICOKOTO PHICKA OTHOCSITCS IETH, Y KOTOPBIX 3a00JIeBaHUs PECITUPATOPHOTO TPAKTA COCTABIISIOT
10 90% Bceli uH(pEKIMOHHON MaTONOTUU B 65% OT Bcex pernucTpupyemsix 3adonesanmii [1, 3].

Hns Bcex OPBU xapakTepHbl CHMITOMBI OOIIell WHTOKCHKAILMH (TOJOBHAas OOJb,
cnabocTh, MbIIIEUHbIE OONH, IMOTEPs ammeTHTa), MOBBIIIEHHAs TEMIEPaTypa, KaTapasibHble
SIBJICHUS (3aJI0’KEHHOCTh HOCA, HACMOPK, Kalllelb, 00Jb B ropiie). Jlokanusanus odara mopakKeHust
BO MHOT'OM 3aBHCHT OT BUza Bo3Oynutens. Tak, puHOBHPYCHBIE 3a00J€BaHMS XapaKTEPUIYIOTCS
npeo0ajaHieM PUHUTA, alE€HOBUPYCHbIE HH(EKUMH — pPHHOpAPUHTHUTA, U Taparpurna
XapakTepeH (apuHIHUT, a A TPUMNA — TPAXEHT, PECIUPATOPHO-CHHUUTHAIBHBIA BUPYC
nopaxkaetr OpoHxH. BO3MOXKHBI U APyTrHe CHMITOMBI, HAITPUMED, aACHOBUPYCHI MOTYT BbI3BIBATh
KOHBIOHKTUBUTBI B KepaTutbl. O0bmHO cuMmnrombl OPBU coxpassitorcss B Teuenue 3—7 nHel
(xamenb MoKeT HabJFoAaThes OoJee ITUTENbHOE BPEMs1), BO3MOJKHAS [UTMTEIbHOCTD rpumnma 1-2
Hemenu. Cpenu OCIOKHEHUH BBIACISIFOT JIAPUHTUT, TOH3WJUIUT, (ApPUHTHT M TPaXxeHuT

OaKkTepHaTbHON MPHUPOIBI, pa3nyHble (POPMBI CHHYCHUTOB (raiiMOPUT, STMOUANT, (PPOHTHUT), a
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TAKXXE€ OTHUT, €BCTAXUUT, BO3MOXKHO pa3BUTHE OpPOHXHTAa U MHEBMOHUH. OCHOBHBIE NPUYHUHBI
OCJIO’)KHEHUN — HapylleHUs UMMYHHOH 3alllUThl, IMPUBOASIINE K JJIUTEIBHO MPOTEKAIOINUM
UMMYHOAE(PHINTAM, COUETAOIIIUMCS C PE3KUM CHIDKEHHEM aHTHOAKTEPHATBHOMN Pe3UCTEHTHOCTH
opranusMa. IIpu mpaBunbHO BeIOpaHHOH TakTHKe JeueHuss OPBU puck pa3BUTHS OCIOKHEHUH
3aMETHO CHHKaercs [1-5].

HecMmotps Ha ycriexu, AOCTUTHYTbIE B MEAMLIMHE 32 [TOCIEAHNE AECATUIIETHS, B HACTHOCTH
B JiedeHNN UH(QEKIMOHHBIX 3a0oneBanuii, OPBU u BupyCHI rpumma mpomoiKalOT OCTaBaThCS
Cepbe3HON MpoOIeMON 3PaBOOXpAaHEHHs U OOJBINMHCTBA CTPaH MHUpPA W3-32 Ype3BbIUATHO
BBICOKOTO YPOBHSI 3a00J1€BA€MOCTH, OOBIYHO HOCSIIETO XapakTep ce30HHbIX snuaemuii. OPBU u
TPUMIT 3aHUMAIOT JIMAUPYIOIIME TIONOXKEHUS IO OOpamaeMocTH 3a BpauyeOHOM MOMOIIBIO
IETCKOrO M B3POCJOr0 HACENeHHs, BPEMEHHOW yTpaTe TPYAOCIOCOOHOCTH, KOJUYECTBY
notpedIieMbIX JIEKapCTB 3a nepro Ooe3nu. B HaubobIel cTeneHn Ce30HHOM 3a001eBaeMOCTH
NOABEPIKEHbI JETH, MOXHIIbIE JIFOAH, JIUIA C COMYTCTBYIOLUIUMH 3a00JIeBaHUSAMH (pa3IHyHbIe
UMMYHOAE(PHUIUTHBIE COCTOSTHISL, 3a00JIEBAHUSI JIETKUX, CEPIEYHO-COCYIUCTONH CUCTEMBI, TICUSHH,
MOYeK, CaxapHbI AUa0eT U mp.).

CampM 3P eKTHBHBIM CITOCOOOM KOHTPOJIS 38 CE30HHON 3a00J1€BAEMOCTBIO TPHITIIOM 10
HACTOSIILIETO BpPEMEHHM ocTaercs BakuuHauws. OpHako, BakIMHBL, 3(PQEeKTHBHONH NPOTUB
PUHOBUPYCHOH MH(EKLNH, HE CYIIEeCTBYET.

I'maBHBINA HENOCTATOK BAaKUMHALMK U CrIeU(UIECKON MPOTUBOBUPYCHON NMPOQHIAKTHKH
COCTOMT B TOM, UTO MX AEHCTBHE OrPaHUUYEHO TOJIBKO BUPYCAMU IPUIINA, 3aL1UTa MPOTUB APYTUX
Bo3Oynuteneit OPBU orcyrcrByet. CymuecTByer nmoTpeOHOCTh B pa3pabOTKe HOBBIX CPEACTB U
JOCTYITHBIX TepamneBTuIeckux GopM s neueHus: 1 npodunaktiku rpunmna u OPBU. Ipu sTom
TAKW€ CpencTBa  MPENNOYTHTENBHO  JOJDKHBI — O0NajmaTh  CHOCOOHOCTBEO — OKa3bIBAaTh
NPOTHUBOBOCTIAIUTENBHOE AEHCTBUE B OUarax JIOKaIN3aul HHPEKIUH.

Takum oOpa3om, 3amaueil HACTOALIEr0 H300pPETEHMs SBISUIOCH CO3JAHHE HOBBIX
HETOKCHYHBIX TEPANIeBTUYECKH AKTHBHBIX BEIIECTB JJIs1 IPUMEHEHHUS B TePariy HH(EKIIHMOHHBIX
U BOCTIAJIUTENIbHBIX 3a00JIEBAaHHH.

Huxe mnpuseneHbl onpeneneHuss TEPMHUHOB, KOTOpPbIE HCIOJB3YIOTCS B ONHUCAHUU
HACTOSIIIETO H300pETEHHUS.

«JIekapCTBEeHHOE Hadajo» (JIEKapCTBEHHAs CyOCTaHLMS, JIEKAPCTBEHHOE BEIIECTBO)

O3Ha4vacT (I)I/ISI/IOJ'IOFI/ILIGCKI/I AKTHBHOC BCIICCTBO CHHTCTHYCCKOI'O HUJIN HHOTO
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(OMOTEXHOIOTUYECKOTO, PACTUTENBHOTO, JKUBOTHOTO, MUKPOOHOTO M MPOYEro) MPOUCXOKIEHUS,
obnanaromee (HapMaKOIOTHUECKOH aKTHBHOCTBIO U SIBJISTIOIIEECS AKTHBHBIM — HA4YajIoM
(dapManeBTHUECKONH KOMITO3UINH, HCIOIB3yeMONW [JIsi MPOW3BOJACTBA W HM3TOTOBJICHUS
JIEKapCTBEHHOIO Npenapara (CpeacTsa).

«JlexkapcTBeHHOE CpencTBO (Ipemapar)» - BEIIECTBO (MJIM CMECh BEIIECTB B BHUIE
(dapmaneBTHUECKON KOMITO3UINH) B BUJIE TA0JIETOK, KarCyJl, HHbEKIHA, Ma3eil U JPYTUX TOTOBBIX
dbopM, peaHA3HAYSHHOE JIJIS1 BOCCTAHOBJICHUS, UCTIPABJICHUS WM U3MEHEHUS (PU3HOJIOTHUECKUX
(GYHKOUH y YeloBeKa U JKUBOTHBIX, a TaKXe ISl JIeYeHUs W TPOPUIAKTHKU OOJIe3HEH,
TUArHOCTUKH, AHECTE3UH, KOHTPALEIIINH, KOCMETOJIOTHH U MPOYETO.

«@PapmareBTnyeckast KOMIIO3ULUs» 0003HAYaeT KOMITO3ULIMIO, BKJIFOUAIOIIYIO B cels 10
MEHbIIIeH Mepe OJHO coenuHeHue obmel ¢popmynsl (I) W/unm ero onTU4ecKre U30Mepbl, H/HITH
ero (¢apMaleBTHYECKH TPUEMJIEMbIE COJIM U, TO KpaiiHeH Mepe, OAUH W3 KOMITOHEHTOB,
BBIOPAHHBIX U3 TPYMIbI, COCTOSIIEH U3 (papMaLleBTHYECKU MPUEMIIEMBbIX U (HapMaKOJIOTHYECKU
COBMECTUMBIX HAMOJHHUTEJICH, pacTBOPUTENeH, pa30aBUTENe, HOCUTENEH, BCIIOMOTAaTebHBIX,
pacrpeieNsionX CPEACTB, CPEACTB AOCTaBkW. K rpyrme mnepeuyrcIeHHbIX KOMITOHEHTOB
OTHOCSITCSI KOHCEPBAHTHI, CTAOWIM3ATOpPBI, HATMOJNHUTENU, JEe3UMHTETPAHTBI, YBIAXKHUTEIH,
SMyJIbIaTOPbl, CYCIEHOWUPYIOIIME  areHThl, 3aryCTUTENH, TMOACIACTUTENH,  OTAYLIKH,
apoOMaTH3aTOPbl, AaHTUOAKTEpUATbHBIE AareHThl, (YHTULIUABL, JyOPUKAHTBI, PETYJATOPbI
MPOJIOHTHPOBAHHON JOCTaBKH, BBIOOP U COOTHOIICHHWE KOTOPBIX 3aBHCUT OT WX MPHUPOIBIL,
criocoda BBEICHHSI KOMITO3UIUU U JO3UPOBKH. [IprMepamul CyCrieHANPYIOIINX areHTOB SIBJISIFOTCSI
STOKCHJIMPOBAHHBIN M30CTEAPHUIIOBBIA CIUPT, MOJTUOKCUATHIICH, COPOUTON U COPOUTOBBIN 3(up,
MUKPOKPHCTAJUTNYECKas] [EJUTI0JI03a, METaruApOKCUA aJIOMUHUSI, OEHTOHWT, arap-arap |
TparakaHt, a TaK»Ke WHbIe (hapMalleBTHUECKH TPUEeMJIeMble TIOBEPXHOCTHO-aKTUBHBIE BEIECTBRA,
U CMECH JTUX BEIIECTB. 3alUTa OT JEWCTBUS MUKPOOPTAHU3MOB MOXKET OBITh obecrieyeHa ¢
MOMOIIBI0 Pa3HOOOPA3HBIX AHTHOAKTEPUANIbHBIX U MPOTUBOTPHOKOBBIX areHTOB, HAMPUMED,
TaKUX Kak OCH3WJIOBBIA CITUPT, YPOTPOINHH, STHICHINAMUHTETPAYKCYCHAST KUCIOTa, OeH30MHAas
KHUCJIOTa, XJOPOYTaHO, COPOMHOBAsI KUCIIOTA, MapaOeHbl, alKWIMUPUAHHAN, OSH3€TOHUM W WX
(dapManieBTHUECKU TMpPUEMIIEMble COJM W TOAOOHBIE MM COeNUHEHUs. KOMMO3UIUs MOKEeT
BKJIFOYATh TaKXK€ H30TOHMYECKUE AareHThl, HANpHUMeEp, caxapa, XJIOPUCTbIM HATPUH U UM
nopoOHsle. [IponoHrnpoBaHHOE NEHCTBHE KOMITO3UIIMH MOXKET ObITh 00ECHeueHO C MOMOLIBIO

areHTOB, 3aMeIIIOINX a0COPOLMI0 aKTUBHOTO Havajia, HAPUMeEp, TAKUX KakK THMAPOQHIbHbIE
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NOJMMEPHBIE  3aMEIUINTENH  BBICBOOOXKIEHHs, HANpUMep, MPOU3BOAHBIC  LIEJUTFOJIO3bI,
NOJIMATHJIEHOKCH], JKEJIAaTHUH, TOJMBUHWIOBBIA CHHPT, MOJUBUHIIMUPPOIUIOH, AJbIHHATEI,
kapOboMepbl, ruApoGoOHbIE 3aMeNIUTENId BBICBOOOKICHMS, TaKWe KakK TIIHIepUIOereHar,
MOHOCTeapaT amoMHuHus. [IpruMepaMu monxoasmux HOCUTENeH, pacTBopuTenelt, pasdasureneii u
CPEACTB NOCTaBKU SIBJISIIOTCS BONA, 3TAHOJ, MOJHUCIHUPTHI, Oy(depHble pPacTBOPBI, a TaKXKe HX
CMECH, PacCTHTENbHbIE Macya (Takhe Kak OJIMBKOBOE MAcli0) U MHBEKIMOHHBbIE OpPTaHUYeCKHe
CIOXKHBIE >PUpbl (Takue Kak sTwionear). IlpuMepamMu HamoNHUTENEH SBISIFOTCA JIAKTO3a,
MOJIOYHBIM caxap, MHUKPOKPHCTAUIMYECKas LEJUTI0JI03a, LUTPAT HATpHsl, KapOOHAT KaJbLHs,
dochar kamprmsa u wM momoOHble. Jlnst perynuposanuss pH Moryr ObITb HCIOJNIB30BaHbBI
pa3IMYHBIE OPraHMYECKHEe M HEOPraHMYeCKHe KHUCJOTBI, TaKue Kak s0JIouHast, acKOpOMHOBAs,
JMMOHHAsA, YKCYCHasl, SSHTapHasi, BUHHAs, (yMapoBasi, MOJIOYHAs, aClIaparMHOBAsl, TIIyTapoBas,
IJyTAMHHOBAsi, COpOMHOBass  KUCIOTBL.  llpuMepamMu  IUCHEPTHUPYIOLIMX  areHTOB U
pacrpeneNsoIuX CPEACTB SIBIIOTCA KpaxMall, ajJbrHHOBAs KUCJIOTa U €€ COJIM, CHJIMKATBHI.
IIpumepamu JyOpHKAHTOB SIBISIOTCS CTeapaT MarHus, JaypwicyibdaT HaTpus, TaJbK,
KOJUIOUIHBIA TUOKCHI KPEMHHMS, & TAKKE TTOIU THIICHTJTUKOJb C BBICOKUM MOJIEKYJIIPHBIM BECOM.
dapmaneBTHUECKass KOMIO3ULHUS U1 MEPOPabHOTO, CYOJMHIBAJIBHOTO, TPAHCAEPMAIBHOTO,
BHYTPHUMBILIEYHOTO, BHYTPUBEHHOr'O, MOAKOXKHOTO, MECTHOTO WJIM PEKTAJbHOIO BBEICHUS
AKTUBHOTO Hayaja, OJHOTO WJIM B KOMOWMHAILMM C APYTUM aKTHBHBIM Ha4allOM, MOJET OBIThb
BBE/ICHA JKUBOTHBIM U JIFOASIM B CTAHAAPTHOH (pOpMe BBEACHHUS, B BUIE CMECH C TPAIULIMOHHBIMU
bapmMareBTHUECKUMH HOCUTENsIMHU. [lpuromHele craHmapTHble (OPMbI BBEACHUS BKIFOYAIOT
nepopaibHbie (OPMBI, Takue Kak TaOJETKH, >XKENATHHOBBIE KarCyJbl, MUJTIOJH, MOPOLIKH,
IPaHyJbl, JKEBAaTEJbHbIE PE3MHKH W TEPOPAIbHBIE PACTBOPBI, JJIMKCHPBI WM CYCHECH3HH,
CcyONMHIBaJIbHBIE M TPaHCOYKKabHBbIE (POPMBI BBENEHHs, adPO30JIM, MMIUIAHTATBHI, MECTHBIE,
TpaHCAEPMAJIbHBIE, TONKOXHbIE, BHYTPHUMBILICUHbIC, BHYTPUBEHHBIE, HWHTPAHA3AJIbHBIC MM
BHYTpPHUIJIa3HbIE (POPMBI BBEICHUS U PEKTAIbHbIC (POPMBI BBEICHUSI.

«@DapManeBTUYeCK MpUemMiieMasl COJib» O3HA4aeT OTHOCHUTENbHO HETOKCHYHBIE
OpPTaHUYECKHE M HEOPraHWYEeCKHe COJM KHCJIOT W OCHOBAaHWH, 3asBICHHBIX B HACTOSIIEM
u300peTeHnH. DTH COJM MOTYT OBITH MOJYYEHHI in Situ B MpoLecce CHHTE3a, BBIACICHHS WU
OYUCTKH COCAMHEHHH, WM MOJYYEeHbI CIIEHAIbHO. B 4aCTHOCTH, COIM OCHOBAaHUI MOTYT OBITh
NOJYYEHbl CHELUANbHO, HCXOAS W3 OYHIIEHHOTO CBOOOIHOTO OCHOBAaHHUS 3asiBIEHHOTO

COCIMHEHUs] WM TMNOAXOASAINEeH OpPraHW4YeCKOH WIH HEeOpraHu4eckon Kuciotsl. IIpumepamu
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MOJIYYEHHBIX TaKUM OOpa3oM COJieH SIBJISIFOTCS THUAPOXJIOPUABI, THAPOOPOMUABI, CYib(aThl,
oucynbdarel, ¢GocdaTel, HUTPATHI, ALETATHI, OKCAJNATBI, BAJIEPHATHI, OJICATHI, MAJTHLMUTATHI,
cTeaparbl, JlaypaThbl, OOpaThl, OEH30aThl, JTAKTATHI, TO3WJIATHI, [IUTPATHI, MajeaThl, PyMapaTsl,
CYKIIMHATBI, TapTPaThl, ME3WJAThl, MAJIOHATHI, CAJUIHIATHI, MPOMUOHATHI, ATAHCYJIb(POHATHI,
OenzoncynbhoHaThl, cynbdamarsl u UM nmoaoOHbIe [6]. Conu 3asBIEHHBIX KUCJIOT TAK:KE MOTYT
OBITh CIEHANbHO TOJyYEHbl peaKI[He OYUINEHHON KUCIOTHI C MOIXOMSIIHM OCHOBaHUEM, TIPH
3TOM MOTYT OBbITh CHHTE3UPOBAHBI COJIU METAJIIOB M aMUHOB. K COJISIM METaJIIOB OTHOCSITCS COJTH
HATPUsI, Kausi, Kajblusi, Oapusi, [IMHKA, MATHUS, JIUTUS U AJFOMHUHUS, HAUOOJIee JKeTaTeIbHbIMU
U3 KOTOPBIX SIBJISIFOTCSI COJTM HATPus U Kajws. [1onxoasimuMu HEOPraHHYeCKUMH OCHOBAHHUSIMH,
U3 KOTOPBIX MOTYT OBITh IMOJTyY€HbI COJTH METAJIIOB, SIBIISTIOTCS TUAPOKCH, KapOoHaT, OukapOoHaT
U THAPUI HATPHsl, TMAPOKCHUA M OukapOOHAT Kajiwus, TMOTAIl, THAPOKCHUA JHUTHS, TUIAPOKCHI
KaJblMs, TUAPOKCUI MArHWs, THAPOKCHUI IWHKA. B KadecTBe OpraHMYECKHWX OCHOBAaHUH, U3
KOTOPBIX MOTYT OBITh MOJyYeHbI COJIU 3asBJIEHHBIX KHCJIOT, BRIOPAHbI AMUHBI i AMUHOKHCIIOTHI,
o0nafaroiue J0CTaTOYHONH OCHOBHOCTBIO, YTOOBI 00Pa30BaTh YCTOWYUBYIO COJIb, U MPUTOTHBIE
JUTT UCTIOJIb30BAHUSI B MEIMIMHCKHX LENsIX (B YaCTHOCTH, OHM JOJUKHBI 00JIafaTh HHU3KOU
TOKCHYHOCTBIO). K TakuM amMuHAM OTHOCSTCS AaMMHaK, METWIaMUH, JIHMETHUJIaAMUH,
TPUMETHJIAMHH, OSTHJIAMHH, JIHITHJIAMUH, TPUITHIAMHH, O€H3WIAMHUH, JUOEH3UIaMUH,
IUIUAKJIOTEKCUIAMHUH, THIEPa3HH, JTHINMUIEPUINH, TPUC(TUAPOKCHMETHI)aMUHOMETAH |
nonobubie um. Kpome Toro, mis coneoOpa3oBaHUs MOTYT ObITh KCIOJb30BAHBI THIAPOOKHCH
TeTPaANKUIAMMOHHUS, HAITPUMED, TAKHUE KaK XOJIHMH, TETPAMETHIAMMOHUN, TETPAdTHIIAMMOHHI U
UM nono0HbIe. B kayecTBe aMHHOKUCIIOT MOTYT OBITh HCIIOJIb30BAHbI OCHOBHBIE AMHUHOKHUCIIOThI
— JIU3UH, OPHUTHH U apTUHUH.

dapmaiieBTHYECKHE KOMIIO3UIIMM MOTYT BKJIIOUYaTh (hapMaleBTHYECKH MPUEMJIEMbIE
skciunuenTol. [lox (apMarieBTUYeCKH MNPUEMIIEMBIMU DSKCIUITHEHTAMH TOIPAa3yMEBAFOTCSI
npumeHsieMble B chepe papmarieBTuku pa3daBUTENH, BCIIOMOTAaTEIbHbIE ar€HThI U/UJTM HOCHUTEJTH.
dapmaiieBTHYECKAs KOMIIO3UIMS Hapsily C AEHCTBYIOIIHM BEIIECTBOM [0 HACTOSIIEMY
U300peTeHnI0 MM ero (papmaieBTHYECKU MPUEMIIEMON COJIbI0 MOMKET BKJIOYaTh W IPyrue
aKTHBHBIE CYOCTaHIMM, B TOM 4HCIEe O0JagaroInue aKTUBHOCTHIO, MPH YCIOBHM, YTO OHH HE
BbI3BIBAIOT HEXKEIATEIbHBIX 3P EKTOB.

Tepmun  «repaneBruuecku 3(PGPEKTUBHOE  KOJMYECTBO»  O3HAYAET  KOJHMYECTBO

NENCTBYIOLIErO BelecTBa, KOTopoe (1) JeuuT win mpenymnpexaaeT KOHKpeTHoe 3abojieBaHue,
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COCTOSIHHE WJIM PAacCTPONCTBO, (2) ocnabisieT, yaydlnaer WA YCTPaHseT OAWH wiu Oolee
CUMIITOMOB KOHKPETHOTO 3a00JIeBaHUsI, COCTOSIHHSI WJIM PacCTPOMCTRA, WK (3) mpeaynpeknaet
WIN 337epKUBAET HACTYIUIEHHE OJHOrO WM 0ojiee CUMITOMOB KOHKPETHOrO 3a0O0JIeBaHMS,
COCTOSIHMSI JTA PaCCTPONCTBA, U3JIOKEHHOTO B JAHHOM OMHCAHUH.

TepMuH «(papManeBTHUECKU TPUEMIIEMbIH» O3HA4YaeT, 4YTO JaHHOE BEIIECTBO WIIH
KOMIIO3UILMA, B OTHOIICHUN KOTOPBIX MPUMECHACTCSA 3TOT TCPMUH, JOJIZKHBI 6bITb COBMECTUMEI C
TOYKH 3PCHUA XUMHU WA/WIH TOKCUKOJIOTHH C APYTUMH UHIPEAUCHTAMU, BXOOAIINMU B COCTaB
npernapara, u 6€30MacHsI ISl TOrO, KOTO JIEYaT STHM BEIECTBOM HJIH KOMIIO3UIIHEH.

TepMuHBI «comepKaIUii», «CONEPKUT» O3HAYAeT, YTO VYKa3aHHbIE KOMOWHAINH,
KOMITO3ULINU 1 Ha60pr BKJIFOYAOT NEPEUYNCICHHBIC KOMIIOHCHTBI, HO HE NUCKJIIOYAr0T BKIIFOUYCHUEC
IPYTUX KOMIIOHEHTOB.

IIpenmeTrom HaACTOSIIETO U300PETEHUS SIBIISTIOTCS HOBBIE COEMUHEHUsT 00melt (hopmMyibl

(D:
OR
Ro__h_OR
@,
N N
R H </ J/\/ M
rmoe NH 0 O | npu sTOM x0T OB OMH U3 R mpexacTaBisieT
H
p, N
CT Y
coboii © o,

WIM UX ONTUYECKUE M30MEPhI WU MX (papMaleBTUYECKU MPUEMIIEMbIE COJIU, KOTOPBIE
MOTYT OBITh HCHOJB30BAHBI JJISI JICUEHUsS] W/Wiu NpouiIakThKU 3a00eBaHUN JBIXATEIbHBIX
MyTEeu.

IIpenmeroM HacTosIIEro W300pETeHUs] TaKKe SBISIETCS CIOCO0 JIeYeHUs W/HIIH
npouaakTUKU 3a00JIeBaHUN  JbIXATENbHBIX TyTeH, BKIFOYAIOIINI BBENCHUE MAI[UEHTY,
HYKIAIOMIEMYyCst B 3TOM, 3(pQEeKTHBHOrO KOJMYECTBA IO MEHBIIEH Mepe OJHOIO COCAMHEHUS
dopmyibl (I) Wl ero ONTUYECKOTO NU30MEPA, WK ero (hapMaleBTHUSCKH TPUEMIIEMON COJIH.

Bonee nmpeanodYTUTENbHBIM SIBIISIETCS CIIOCO0, XapaKTEPU3YIOLIHICS TEM, UTO 3a00JI€BaHHS
BbIOpaHbl W3 TPYMINbl, COCTOSINEH W3 pPUHUTA, CHHYCHUTA, PUHOCHHYCHUTa, (apuHTHTA,

HaSO(I)apI/IHFI/ITa, TOH3UWJJIUTA, 00JIe3HEH TOJIOCOBBIX CKIIAAOK W TOpTaHu, Ba3OMOTOPHOr0O H
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AJJIEPTUYECKOr0 PUHHUTA, OpPOHXUTA, OPOHXHOJHNTA, ITHEBMOHHH, OpPOHXUAJIBHOW aCTMBbI,
XPOHUYECKOH OOCTPYKTHBHOM OOJIE3HH JIETKUX, MYKOBHCIIH103.

Bonee nmpeanodYTUTENbHBIM SIBIISIETCS CIIOCO0, XapaKTEPU3YIOLIHICS TEM, UTO 3a00JI€BaHHS
BbI3BAHbI BHUPYCOM, BBIOPAaHHBIM W3 TPYMIbI, COCTOSIIEH W3 PUHOBHPYCA, PECIUPATOPHO-
CHHLIUTHAJIBHOTO ~ BUpyCa, BUpyca  [aparpuina, BUpyca  TpUINA,  aAeHOBUpYycCa,
METaITHEBMOBHpYCa, KOpOHaBHpyca, BHUpyca Kokcaku, 3HTepoBUpYyCa, pPOTaBUpyCa, BHpyCa
repreca.

Bonee mpennouTUTENBHBIM SIBIISIETCS CIIOCO0, XapaKTePU3YIOLTUICS T€M, YTO IO MEHbIIEH
Mepe OJHO YKa3aHHOE COENMHEHHE BBOIST MalMeHTy oT 5 10 10 nHei.

IIpenmerom HacToOsIIEro N300PETeHUS TaKXKe SIBIETCsS (papMaLeBTHIECKast KOMITO3ULHS
U JiledeHust W/vu npoUIaKTUKU 3a00JIeBaHUN JbIXATENIbHBIX MyTeH, MPUYeM YIOMSHYTast
KOMTIO3UIHSI COJEPKUT B TeparneBTUIeCKu 3(P(PEKTUBHOM KOJHYECTBE MO MEHbIIEH Mepe OIHO
coenuHeHue oOmed (opmynbl (I) wnn ero onTUuecKkui HU3oMep, WK €ro (papManeBTHUECKU
MPUEMJIEMYIO COJIb, U TIO MEHBIIIeH Mepe OauH (GapMaleBTUIECKH IPUEeMIIEMbI HOCUTEb.

IIpenmeroM HacTOSIEro H300PETEHUS] TAKXKE SIBISETCS JIEKAPCTBEHHOE CPENCTBO IS
JedeHus: u/vunv npoduTakTHKY 3a00JIeBaHUH AbIXaTeIbHBIX MyTeH B BUIE TAOJNETOK, KATNCYJl WK
CUpOma, TOMEIICHHBIX B (papManeBTUYECKH TPUEMIIEMYIO VIIAKOBKY, MPUYEM YIIOMSHYTOE
CPEICTBO CONEPKHUT B TePANeBTUYECKH 3((HEKTUBHOM KOJIMUYECTBE COSAMHEHUE 001l hopMy bl
(I) wnm ero onTuYeckwii w3oMep, WM ero (papManeBTUYECKU TPUEMJIEMYIO COJIb, WU
(dapMaleBTHYECKYI0 KOMIIO3UIIHIO, COAEPIKAINyl0 coenuHeHue obmei ¢opmynsl (I) wim ero
ONTUYECKUHN M30Mep, WIN ero (papManeBTHIECKH PUEMIIEMYIO COJTb.

IIpenmeToM HacTOSIIIEro N300PETEHHSI TAKKE SIBJISIETCS] IPUMEHEHHE COeIMHEHMs 00 el
dopmyibl (I) WK €ro ONTUYECKOrO U30MePa, WM COJIU €ro ONTHYECKOr0 U30Mepa ISl JIeUeHUs
u/vnn npodunakTuku 3a00JIeBaHNN AbIXaTEbHBIX MyTEH.

IIpenmeTom HaCTOALIETO M300PETEHHS TAKXKE SBISIETCSA MPUMEHEHHe (papMaleBTHIECKOH
KOMITO3ULIH COTJIACHO HACTOSIILEMY H300PETEHHIO WJIM JIEKAPCTBEHHOTO CPEACTBA COTJIACHO
HACTOSIIEMY H300PETeHHIO Ui JICUeHHs W/WIH NMPOPUIAKTUKH 3a00JIEBAHUN bIXaTEIBHBIX
MyTEeu.

ABTOpaM HacTOSIILEr0 M300PETeHUsT YAAJIOCh CHHTE3UPOBATh HOBbIE COCIMHEHHUS OOIei
dopmyinl (I), KOTOpbIe OONATAIOT CIIOCOOHOCTBIO CBSI3BIBATH MEPEXOAHBIE METAIUIBI (00Nanar0T

XEJIaTUPYOLIUMNU CBOfICTBaMPI), a TaKKe CIOCOOHBI HWHAKTUBHUPOBATH CBO6OI[HI:;I€ paauKaabl
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(obnmamaroT aHTHOKCHIAHTHBIME CcBoWcTBamu). Kpome Toro, coemunenus obmeit gpopmynsr (1)
COTJIACHO HACTOSIIIEMY H300PETEHHIO CIIOCOOHBI CTHUMYJIUPOBATh Makpodaru, 4to SBISIETCS
BAXHBIM M HEOOXOAMMBIM 3BEHOM HMMYHHUTETa, OO0Jagal0T MNPOTHBOBUPYCHBIMH U
NPOTUBOBOCTIAIUTENBHBIMU CBOMCTBAMH. COBOKYITHOCTD YKAa3aHHBIX CBOWCTB COSAMHEHUS O0IIeH
dopmynbl (I) cormacHO HacTosIEMy H300PETEHHIO JEeNaeT MX MEePCIEeKTUBHBIMU OOBEKTaMHU,
KOTOpble MOTYyT OBITb HCIIOJNIB30BaHBl B TEPANEBTHUECKUX LEJSIX [UIA JISYCHUs W/Wn
npoHIaKTHKH MH(PEKIUOHHBIX 3a00JIEBaHM, B TOM YHCIIE BUPYCHBIX 3a00JIEBAHHM, a TAKXKe B
Ka4eCcTBe MPOTUBOBOCHIAIIUTEIBHOIO CPENCTBA.

Hacrosmee n3o0pereHune OTHOCHTCS K  CIOXHBIM  3dupam MOJINOJI-
UMHA30JIMIIITHIIAMHIIOB TIEHTAHAMOBOM KUCIOTHI o0mmei ¢opmynsl (1), KOTOpble MOTyT
UCIOJBb30BaTbCsl B KAaueCTBE HETOKCHYHBIX MPOTUBOBUPYCHBIX M IPOTHUBOBOCHAIMTEIbHBIX

CpPEncTB:

OR

RO._h _OR

rac

H
N N
R H, l\{(;f\/ m]/
H
N N
Nﬁj/\/ m]/.

Haubonee mnpennmouyTHTENbHBIMH —SBISIOTCA  coenuHeHust oOmen  ¢opmynsr (D),

@,

, IPH 3TOM XOTsA Obl oauH m3 R mpencrasnsieT

coboit

npeACcTaBIeHHbIe B Ta0mwie 1.

Tabnmuua 1. Hanbonee npeanouturenvHbie coequHenust odmieit ¢popmynsl (I) cornacHo

HACTOSIIIEMY U300PETEHHIO.

Howmep CrtpykTtypa Hassanue o

COeqUHEHUS IUPAC
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10
5 N /\/ﬁ HD7 3-
"//‘. -
H\NJ \g/\/ﬁfo\/\o TUAPOKCUIIpOnaH-1,2-
e}
o nunt-ouc-[5-((2-(1H-
AMHUa301-4-
o»/«[\ N WJI)3THI)AMUAHO)-3-
OKCOITIEHTaHOAT]

ITpumep 1. Ciocob monyuenust coennHernii oomen Gpopmyst (I).

CoenuHeHHs1 COrIAaCHO HACTOSIIEMY U300PETEHHIO TIOTYYaJIi B HECKOJIBKO CTaNH.

Ha nepsoil craguu cmelmnBaau TINIyTapOBYIO KHCIOTY C IJIMLEPUHOM B MOJIBHOM
cooTHouIeHuH 1:1 B MpUCYTCTBUM PacTBOPUTENS aLleTOHUTpUIIA. B kauecTBe BOAOOTHUMAIOIINUX
areHToB ucronb3oBan N,N'-nunukiorekcunkapobogunmugn (DCC) u 4-nuMeTnnaMIHONUPUIUH
(DMAP). Peakunonnyto cMmech nepemMernnBaiu B Tedenne daca npu 0°C. IlomHoTy mporekaHus
peakuuu koHTposiupoBanu MetonoM TCX. PeaknOHHYIO CMECh OTOrpEBaIM IO KOMHATHOM
TEMIIepPaTyphl, 0CAIOK OTPUIBTPOBAIN. PacTBOpUTENN yIANSAIN B BAKYYM€, OCTATOK PACTBOPSIIH
B XJIOPUCTOM METHJICHE U MPONyCKau depe3 cio SiOa.

IIponyktamMu peakuuu SIBIAETCS CMEChb H30MEpPOB  CIOXHBIX  3¢upo  1,3-

JUTHIPOKCUTIPOTIaH-2-WJI IEHTaHOATa U 2,3- IUTHIPOKCUTTPOIIIII TEHTAHOATa.

it S

OH
HOW/\/\TOH . OH DCC, DMAP
o 3 HO\ - OH -H,O OH

., HO - o\)\/OH
™Y

Pazngenenune npoaykToB MPOBOAMIN METOIOM MpernapaTuBHoi BOXX.

1,3-AuruapoKCUIpornan-2- i MeHTaHoaT Moy4YeH ¢ BeixoaoM 48.7%.

AMP: 1H (300 MHz, CDCI3) 6 = 1.92 (p, 2H), 2.47 (t, 4H), 3.78-3.90 (m, 4H), 4.28 (t,
2H), 4.73-4.79 (m, 1H). AMP-cniektp 1,3-auruapoxcunponas-2-un nearadoara cM. Ha ¢wur. 1.

2,3-JIuruApoKCUNpPONIII EHTAHOAT NOJIy4eH ¢ BbIxoaoM 46,9% .
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SAMP: 1H (300 MHz, CDC13) 6 = 1.86-1.95 (m, 2H), 2.43-2.55 (m. 4H), 3.28 (dt, 1H), 3.47
(dt, 1H), 3.61 (br, 1H), 3.64-3.72 (m, 1H), 4.16-4.21 (m, 2H), 4.34 (dd, 1H). AMP-cnextp 2,3-

OUTUAPOKCUIIPONIII IEHTaHOATa CM. Ha ¢ur. 2.

OOfmass MeronWka TMOJNYYEHHUsS] CJOXKHBIX 3(PUPOB  MOJUOJ-UMHUIA3OTITHIAMUIOB
NEHTAHAUOBOW KHCJIOTBI: K TOJNYyYEHHOMY Ha MpeOblaylied CTaguu CIOoXKHOMY 3¢upy B
AlleTOHUTPHJIE NOOABJISIIM THCTAMHH B H30bITKE. B KadecTBe BONOOTHHUMAOIIErO AareHTra
ucnonp3zoBanu DCC. PeakinonHyio cMech nepemernnBanu B TeueHue vaca npu 0°C. IlomHoty
NpOTeKaHusl peakuuu kKoHTpoauposanu merogoM TCX. PeaklnoHHYI0 cMmech OTOrpeBalu 0
KOMHATHOU TEMIEepaTyphl, OCanoK OTQUIBTPOBAIH. PacTBOpUTENH yOaIsIn B BAKyyMe, OCTaTOK
PacTBOPSUIH B XJIOPUCTOM METHJICHE U MPOITycKanu depe3 cioi Si0z. IIpoaykT kpucrammzoBaiu

u3 cMecu uzonponunosslii cnupt (MUIIC) : rexcan.

I
H{}\\ e T 'f(“}'\ T N Mo ,N P ..O\ AN
b L A NNy e @ T T YT YT YT TOH
O T Loy .3 . i H.0 s & }\‘
OH N : HN o
OH
({H No L NN ‘,Q,\w,,i\ng
HOL o O WOH | 3 ity ' E
: b HAO e O O

O o
IIponykramu naHHON peakuuu sBAsAtOTCA 1,3-muruapokcunponas-2-un-5-[(2-(1H-umunazon-4-
WJI) 3TWI) aMHUHO]-5-0KkconenTanoar u 2,3-quruapokcunponui-S-[(2-(1H-umunaszon-4-um) stin)

aAMHHO|-5-0KCOIIEHTaHOAaT.

1,3-Aurunpoxcumnpomnan-2-mi-3S-[ (2-(1 H-umugazon-4-uia)sTuin)aMuHO | -5-OKCOeHTaHOAT
MOJIy4€H C BbIXOnoM 78,2%.

AMP: 1H (300 MHz, CDC13) 6 = 1.90-1.96 (m, 2H), 2.42 (t, 2H), 2.47 (t, 2H), 3.00-3.07
(m, 2H), 3.52-3.58 (m, 2H), 3.78-3.90 (m, 4H), 4.36 (t, 2H), 4.85 (p, 1H), 6.80 (dd, 1H), 7.35 (t,
IH), 7.50 (dd, 1H), 8.75 (m, 1H). AMP-cnektp 1,3-gurunpoxcunpormnan-2-mi-S-[(2-(1H-

UMUIa30J1-4-WT)3THIT)aMUHO]-5-OKCOMeHTaHoaTa CM. Ha ¢ur. 3.

2,3-Murunpokcurnponi-S-[(2-(1H-umugazon-4-uia) 3TWiI) aMHUHO]-5-OKCOMEHTaHOAT

noJty4eH ¢ BoixonoM 81,5%.
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AMP: 1H (300 MHz, CDC13) 6 = 1.84-1.99 (m, 2H), 2.28-2.36 (m, 2H), 2.44-2.53 (m,
2H), 3.02-3.12 (m, 2H), 3.22-3.28 (m, 1H), 3.42-3.57 (m, 3H), 3.63-3.70 (m, 2H), 4.17 (dd, 1H),
4.31-4.36 (m, 2H), 6.85 (dd, 1H), 7.41 (t, 1H), 7.61 (dd, 1H), 8.80 (m, 1H). AMP-cnextp 2,3-

auruapokcunponui-S-[(2-(1H-umunazon-4-umm) 3THIT) aMUHO]-5-OKCOMEHTaHOATa CM. Ha ¢ur. 4.

IMpumep 2. HccrnenoBanne NPOTHBOBOCMAIUTENLHON AKTUBHOCTH COENMHEHUH oOImei
¢dopmysl (I) B Monenu kapparnHaHOBOT'O OTEKA JIalbl Y KPbIC.

OKCIIeprMEHT TPOBOAWIM Ha Kpbicax JUHUM Bucrap o000oMX TONOB, KOTOPBIX
PAaHAOMHU3UPOBAHHO NEIWIA Ha O Tpymm, B Kakaou rpymnme mo 10 »KUBOTHBIX: COenNUHEHHE 1,
coeuHeHHne 2, coeAuHeHue 3, coenHeHue 4, COeqUHEHNe 5 U TpyIna KOHTPOJs, MoNyyaBLias
mwiane6o. JKWBOTHBIX comepkalu MO MATh 0cobell B TepMoperyiImpyembix Ookcax (c
temnepatypori B cpenneMm 21°C) mpu 12-4acoBOM LHMKJE€ OHS W HOYHM M C JOCTAaTOYHBIM
KOJINYECTBOM BOABI M NUIIU. JIs1 mMpoBeneHMs HCCIENOBaHWH ObLIa HMCMOJB30BaHA MOIEINb
KapparvHaHOBOTO OTeKa Janku Kpbic JuHUM Bucrap. OTek BbI3bIBAIN CyOIUIaHTApHBIM
BBezieHneM (,1 M1 1%-HOro BOJHOTO pacTBOpa A-KapparnHaHa B 3aJHFOK0 KOHEYHOCTb )KHBOTHBIX
OMBbITHBIX M KOHTPOJBHbIX TIpynn. JKHUBOTHbIE OSKCIEPUMEHTANbHBIX TIPYNI  MOJyYasH
ucclielyeMble COeJMHEHHs Ccpa3y IOcje MHAYKLMM KapparMHaHOBOI'O OTeKa MeppopajbHO MpHU
NOMOIIM 30HAAa B 1o3e 30 Mr B Imepecdere Ha 4elOBeKa. AHAJIOTMYHBIM OOpa3oM JKHBOTHbBIE
KOHTPOJIBHOH Ipymibl nmonyyanu mianedo. OneHKy oTeka MpOBOAMIN U3MEePEHHEM 00'beMa CTOIbI
C MOMOIIBI0 MEXaHUYECKOrO OHKOMETpa A0 BBEACHUs (aroreHa, yepes ABa 4aca MOCIE €ro
BBEJICHUS U depe3 ueThlpe 4aca rnocjie ero BeefeHus. O cTeneHu oTeka CyAWIN MO Pa3sHULE B
00BEMe MEKAY OTEYHOM CTOIMOM M CTOMON 10 MHAYKLUUHU BocnaneHus. [IpoTHBOBOCTIATUTENBHY IO
aKTUBHOCTh coenuHeHud obmeit popmyiel (I) onpenensin npu nomomu dopmyisl A=(AVk-
AV3/AVx)-100%, rne A— nMpoTUBOBOCHANMTENIbHAS aKTUBHOCTh B mpoueHTax; AVs u AVk —
pasHULAa MeXy OTE€YHOM M HOpPMaJbHOM CTOMAMM Y JKUBOTHBIX SKCIIEPUMEHTANBHBIX MU
KOHTPOJIBHOM Ipyml.

Tabmuua 2. IlpoTHBOBOCHANUTENBHOE AEHCTBUE coequHeHUi oOmen ¢opmynsl (I) B

MOJCIIN KapparnHaHOBOI'O OTCKaA Jiallbl Y KPbIC.

JlexapcTBeHHBIN CreneHpb yMeHbLIEHUS OTEKa CTOMbI, %

npenapar yepes 2 vaca yepes 4 vaca

Coenunenue 1 45,9+0,7 52,6+0,7
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Coenunenue 2 46,7+0,6 53,1+0,8
Coenqunenue 3 51,1+0.8 57,8+0,7
Coenunenue 4 57,3+0,7 63,2+0,7
Coenqunenue 5 52,6+0.8 58,9+0.8

IIpencraBneHHble JaHHBIE CBUAETEIBCTBYIOT O TOM, YTO NIPU IPUEME COSTUHEHNH 001ei
dopmynbr (I) Habmonmanmock pocroBepHoe (p<0,05) CHIKEHHME OTeKa CTOMbI y MbIIeH
SKCMEPUMEHTAIIBHBIX TPYIII, YTO CBUAETEIBCTBYET O TOM, YTO COeAMHEHUs odme Gopmysl (I)
00JIagar0T MPOTHBOBOCTIAIUTEIBHON aKTUBHOCTBIO.

Uzobperenne MokeT OBITH HCIONB30BAHO B MENUIUMHE, XUMHH, (PapMaleBTHUECKOH

MNPOMBIIIIJIEHHOCTH.
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OOPMVIJIA U30BPETEHHUA

1.  Coenunenue oOmeidt Qopmynsl (I) wim ero onTUUeCKUd H3OMEP WIH €ro

(dapmaneBTHUECKU TTpHeMIIeMasi COJIb,

OR

Ro._A__OR

5 (D,
H
N N
R H ¢
H
N N

, IPY 3TOM XOTs1 Obl 0711H 13 R npencrasser

coboit
2. Coemunenue no 1.1, mpeacrapisitoinee codoi coeTnHeHne hopMyIbl
N~ W
See™SGNL L
(/ f';{ S \f“f' "\\”,. ,'0 A
HN— A T\
O 'S, r'\ OH
OH WK ero (papManeBTHYECKH MPUEMIIEMYIO COJIb.
10 3.  Coenunenue 1o 1.1, mpencrassitoiiee codol coenuHeHne GopmyJibl
‘ HG
N H
<\.:‘:z :l'\!’rfj’\ /-N y f“"\vf "{\‘\ ) O ?
HN-— it RN
O O

WK ero (PapMaLeBTHUECKH IPUEMIIEMYIO COJTb.

4. ®dapMareBTH4IeCKast KOMITO3ULIUS IJIs JICUSHUS W/WTh TPOUIaKTUKH 3a00IeBAaHHIA
AbIXaTCIIbHBIX HYTefI, Npu4eM yIHIOMAHYTAadA KOMIO3ULUA COACPKUT B TEPANCBTUYCCKU
3¢ (HEeKTUBHOM KOJTMYECTBE TIO MEHBIIEeH Mepe OTHO COSAMHEHUE IO MIT. 1-3 WU ero ONTHYeCKHid
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(hapMareBTHYECKU TPUEMJIEMbIH HOCUTEITb.
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NPUEMIIEMYIO YIAKOBKY, IMpUYEM YIOMSAHYTOE CPEACTBO COHAEPKUT B TEPANEBTUYECKU

20  3(p¢eKTUBHOM KOJMYECTBE COENWHEHHE MO M. 1-3 WM ero ONTHYeCKUH H30Mep, W €ro

(hapMaeBTHYECKU TPUEMIIEMYIO COJTb, WU (PapMalleBTUYECKYI0 KOMITO3HIIHIO 1O T1. 4.
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6. [Ipumenenne coenuHeHuss mO mr. 1-3, €ro ONTUYECKOTO H30MeEpa, €ro
(dapManieBTHUECKH MPUEMIIEMON COJM, Wi (hapManeBTUYeCKOW KOMIIO3ULIMK MO 1.4, Win
JIEKapCTBEHHOT'O CPEACTBA T10 M.5 IS JISUSHUS 1/ WITH PO HIIAKTUKY 3a00JI€BAaHHH IBIXATEIbHBIX

MyTEeu.

3AMEHSAIOLWWA NUCT (NPABUIIO 26)
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