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HNHI'UBUTOPBI AYTOTAKCHUHA U UX TIPUMEHEHUWA

Onucanue

CchLIKA HA POACTBEHHLIE 3AIBKH

CornacHo Hacrosllell 3asBKE€ HCHpAIIMBAETCS MPUOPUTET B COOTBETCTBUM C
npeaBapuTeNbHON 3asBKo Ha Bbinady nateHrta CIIIA ¢ cepuitabiv Ne 62/167216, nonanHo#i 27
Mast 2015 rona, KOTOpast TEM CaMbIM BKJIFOUE€HA B HACTOSILIUN JOKYMEHT BO BCEH CBOEH MOJHOTE

NMoCpeaACTBOM OTCBIJIKH.

006J1aCTh TEXHHKH, K KOTOPOH OTHOCHTCS HACTOsSIIIEE M300peTEHH e

B HaCTOAIIEM JOKYMEHTC  OIMUCBIBAIOTCS CITIOCOOBI NPpUMEHCHUS I/IHFI/I6I/ITOpOB
AYTOTaKCHHA U HUX (bapMaLleBTI/I‘—IeCKI/IX KOMITO3ULIH H JICKAPCTBCHHBIX TPETIAPATOB B JICHCHUUN

COCTOSIHMH, 3a00JI€BaHUI 1 HAPYIIEHUH, aCCOLIMUPOBAHHBIX C AKTUBHOCTHIO ayTOTAKCHHA.

IlpeamecTBYIONIMI VPOBEHb TEXHUKH HACTOSIIEr0 H300peTeHus

Aytorakcun (ATX), Takxke M3BeCTHBIM Kak npenactasurenb 2 win ENNP2 cemeiictBa
skToHyKJIeoTuanupodocharasb/pochomuscrepasbl, MpencTaBisieT coOOH  CEeKpPeTUPYEMYHO

anunoruramu  Jmszodochonunazy D, koTtopas kaTanuzupyer oOpasOBaHUE JTUITHIHOIO
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menuatopa - nuzodocharunror kuciaorbl (LPA). Dkcnpeccusi ayTOTaKCHMHA YCHJIMBAETCS Y

HHAUBUAYYMOB C HCKOTOPBIMU COCTOAHUAMU UJTA 3a00JIEBAHUSIMU.

CyIIHOCTHh H300peTeHHus

IIyte mepemauu cuWrHama ayToTakCUH-TU30pochaThIHAS KHUCIOTa Y4aCTBYET B psifie
HYTeI\/'I nepeaayn CurHajga, BOBJICUCHHBIX B MUT'PALURO, Hponn(bepaumo 1 BBDKHUBACMOCTDH
KJIeTOK. biaronapst cBoel ponu B 3TUX MyTAX ayTOTAKCUH UCCIEAYETCs B KA4eCTBE LIEJIN MOUCKA
JICKAPCTBCHHBIX CPECACTB AJIA JICHCHUA XPOHUYCCKOTO BOCIAJICHUA, HeBpOHaTI/ILIeCKOI\/'I 6OJ'II/I,
(ubpo3HOTO 3a00NIEBAHUS U PA3JIUYHBIX pakoB. MHTEHCUBHBIC YCHIIHS ObUTA COCPEIOTOYEHBI Ha
BBIABJICHUU I/IHFI/I6I/ITOpOB AyTOTAKCHUHA MPHU JICUCHUH 3TUX HapymeHHfI.

CornacHo OIHOMY acHeKTy B HACTOSLIeM JOKYMEHTE TMPEICTABICHbI CIOCOObBI
NPUMEHCHUA OJHOI0 WKW HECKOJIBbKUX I/IHFI/I6I/ITOpOB AyTOTaKCUHA [OJid  JICHCHHUA WU

NpeaynpexIeHust 3a00JeBaHUN UM COCTOSIHUH, B KOTOPBIX YYaCTBYET ayTOTaKCUH W/uimm LPA,
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BOBJICUEHHBbIE B JTHOJOTMIO WM TATOJIOTHIO 3a00JNeBaHWs WIM HWHBIM  00pa3oM
aCCOIMUPOBAHHBIE 110 MEHbIIEH Mepe C OMHMM CHMIITOMOM WJIH OCJOXXHEHHEM 3a00JIeBaHMUS.
HNurubuposanne Qpu3NOIOrMYecKOl aKTUBHOCTH ayTOTakchHa w/mimu LPA mpumeHumo B psine
3aboneBannii wian cocrosiHuid. IlyTe mepemaum curHanma ayrtortakcuH-LPA Boiekaercs B
¢ubposHble 3aboJieBaHUs, KOJUT, pak, 3yI, AaHTHOTeHe3, BOCMAJIeHHe, ayTOUMMYHHbBIE
3a0oneBaHus, 3a00N€BaHUS PENPONYKTHBHBIX OpPTaHOB, HEBPOJIOTHUECKHE 3a00NeBaHHUA |
MPOTrPECCUPOBAHUE OMYXOJIH.

CornacHo OZHOMY acmHeKTy CHocoObl, ONMUCBIBAEMbIE B HACTOSIIEM IOKYMEHTE,
BKJIFOYAIOT NPUMEHEHHE OJHOIO WJIM HECKOJIbKMX COEJUHEHMH HMHruOWTOpa ayTOTAKCHHA JJIS
JedeHus 3a00IeBaHUN WM COCTOSIHUM, MPU KOTOPBIX aKTUBHOCTh ayTOTAKCHHA CIIOCOOCTBYET
CHUMIITOMOJIOTUH WJIM TPOTPECCHPOBAHMIO 3a00JIEBaHMs, HApPYLIEHHs WJIH COCTOSHUs. Takue
3a00JIeBaHMs, HAPYIIEHUS WM COCTOSHUSI MOTYT UMETh OJJHY MJIM HECKOJIbKO M3 FeHEeTHYECKOM,
SATPOr€HHOM, WMMMYHOJIOTUYECKOH, HWH(PEKIHOHHON, MeTa0ONUYeCKOl, OHKOJIOTUYECKON,
TOKCHYECKOM, XUPYPTUIECKONH W/ WM TPaBMATUYEeCKOH 3THONOrUU. COrjlaCHO OJHOMY acleKTy
crocoObl, CoeAnHeHMs, (apMaleBTUUECKHE KOMIIO3UIMA U JIEKAPCTBEHHbIE Ipernaparsl,
OITMCHIBAEMbIE B HACTOSIIEM JOKYMEHTE, COJIePKAT HHIHOUTOPHI ayTOTAKCHHA.

CornacHo OZHOMY acCHeKTy HMHTHOUTOPBI ayTOTAKCHHA TNPUMEHUMBI JUIS JICYEHUS
3a00NeBaHNIT WJIM COCTOSIHMM, TakMX Kak Oe3 orpaHuueHus (GpuOpo3, KOJNUT, KJIETOYHOE
nponudepaTuBHOE 3a00JI€BaHUE, BOCMAIUTENLHOE 3a00JIeBAaHNE, ayTOMMMYHHbIE 3a00JIEBaHU,
3a00ieBaHMs PENPOAYKTUBHBIX OPTaHOB, ACCOLUHPOBAHHOE C MATOJOTHUYECKUM aHTHMOTE€HE30M
3aboneBaHue, CKIepoaepMusi, pernep(y3nOHHOE MOBPEXKAECHUE TOJIOBHOIO MO3Ta WM CepAla,
HelipoziereHepaTHBHOE 3a0o0JieBaHMe, HeBpomaTtudeckas Oosib, mepudeprueckas HEBPOMATHS,
rnasHoe 3aboneBaHue, nuabeTHueckas peTHHONATHs, NMpojudepaTuBHAS BUTPEOPETHHOMATHS,
pyouyromuiics nempurona, MeTadouuecKkoe HapyIIeHUe U riIayKoMa.

CornacHo OZHOMY aCIeKTy B HACTOSIIEM AOKYMEHTE MPEICTaBIeHBI (hapMalleBTHUECKUE
KOMITO3ULIMH, COJEepKallue OOMH WM HECKOJNbKO HMHIHOUTOPOB  AyTOTAKCHHA, HX
(apMareBTHYECKH TMPHUEMJIEMbIX COJ€H WJIM COJNbBATOB, MPHUMEHUMBIX MU JICYEHUS WU
NPEAYNPERIEHUs] OJJHOTO MIJIM HECKOJIBKUX 3a00NIeBaHUH WM COCTOsTHUHA. COTTacHO HEKOTOPBIM
BapUAHTAM OCYINECTBJICHHUS (papMalleBTHUECKasi KOMITO3UIMSA ocnabisier uian odpamaer OfuH
WIH HECKOJbKO MPHU3HAKOB WM CHMIITOMOB, ACCOLIMMPOBAHHBIX C OJHUM MM HECKOJIbKUMU
3a00neBaHMSIMA MM COCTOSIHUSIMU. COIJIaCHO HEKOTOPBIM BapHaHTaM  OCYILIECTBIICHHS
dapmMarieBTHUECKHE KOMIIO3ULIMS TPENyNPekKaaeT BO3HUKHOBEHHE OJIHOTO WJIM HECKOJBKHX
OCJIO)KHEHUH, AaCCOLMUPOBAHHBIX C OJHHUM WJIM HECKOJbKHUMHU 3a0OJEBaHUSMH WU
coctossHusIMU.  COriacHO HEKOTOPBIM BapHAaHTAM  OCYINECTBJICHUS (hapMaleBTHUECKHE

KOMIO3UIMSI CONEPKUT WHruburop ayrorakcuHa A. CorjlacHoO HEKOTOPbIM BapHaHTaM
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ocyliecTBlieHHs (apMaleBTUYECKUE KOMITO3UIMS COIEPXKUT HWHTUOWTOpP ayTOTakchMHa B.
CornacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJICHUS (hapMaLEeBTHUECKUE KOMITO3ULHSI COAEPIKUT
uaruburop  ayrorakcmHa C. CormacHO  HEKOTOPBIM  BapHaHTaM  OCYIIECTBIICHUS
dapmaneBTHYECKHE KOMITO3UIUS COAEPKUT MHIUONTOp ayrotakcuHa D. CorsacHO HEKOTOPBIM
BapMAaHTAM  OCYIIECTBJCHHUS  (papMALEBTHUECKUE  KOMITO3ULIUS  CONEPKUT  WUHTUOUTOP
ayrorakcuHa E. CormacHO HEKOTOPbIM BapHUaHTaM OCYINECTBJIEHHUS (hapMaleBTHYECKHE
KOMIO3UIMS  COAepkKUT WHruoutop ayrorakcmHa F. CoriacHO HEKOTOPBIM BapHaHTaM
OCYILIECTBJICHUSA Q)apMaueBTquCKHe KOMIIO3ULUA COACPIKUT I/IHFI/I6I/ITOp AyTOTaKCHHa G.
CornacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJIECHHUS (papMaLEeBTHUECKUE KOMITO3ULHSI COAEPIKUT
uaruburop  ayrorakcuHa H.  CormacHO  HEKOTOPbIM  BapUaHTaM  OCYIIECTBJICHUS
dapmarieBTUUECKHE KOMITO3ULIUS CONEPKUT MHruourop ayrorakcuHa I. CornacHO HEKOTOPBIM
BapUAHTaM OCYIIECTBJIEHUS (papMalleBTUYECKUE KOMIIO3ULIUS JIOTIOJIHUTENBHO COJEPIKHUT
JONOJNHUTENIbHOE  TepameBTHueckoe  cpenctBo.  CorjgacHO  HEKOTOPbIM — BapUaHTam
OCyLIECTBJICHHs] (PapMALIEBTHUYECKYI0 KOMIIO3ULMIO BBOAST B KOMOMHALMH C OJHHM HJIH
HECKOJIbKUMH  JIOTIOJIHUTEJIbHBIMU ~ TEPAlleBTUUECKHMHU CPEACTBAMH MNPOTHUB  3a00JeBaHUs,
HapyuieHus win  coctosiHus.  CorylacHO — HEKOTOpPBbIM — BapHaHTaM  OCYILECTBJICHUS
¢dapmarieBTHUECKHE KOMIIO3UIMS COIEPXKUT IO MEHbIIeHl Mepe OmHO (apMaleBTHUECKH
npUeMJIeMOe BCIIOMorarenbHoe cpenctBo. COrjacHO HEKOTOPhIM BapHUaHTAM OCYIIECTBIICHHS
(I)apMaLIeBTI/I‘IeCKYIO KOMITO3MIHUKO COCTABJIAKOT MJIA BBCACHUA MIICKOIIUTAOIIEMY IIYTEM
BHYTPUBCHHOI'O BBCACHUS, IMMOAKOXHOI'O BBCACHUS, MEPOPATIbHOTO BBEACHM, HHIAJIALIUOHHOTO,
Ha3aJIbHOT'O BBEACHHsA, BHYTPUKOXHOIO BBCACHHSA MM TJA3HOI'O BBCACHUS. CorjacHo
HEKOTOpPbIM BapUAaHTaM OCYLIECTBIIEHHs (papMalleBTHYECKHE KOMITO3ULMS HMeeT (popmy
Ta6J'IeTKI/I, MUJIFOJIN, KaIllCYJibl, XKUAKOCTH, CYCIICH3UH, I'Clid, JUCIICPCUH, pacTBOpa, SMYJIbCUH,
Ma3H WU JIOCBOHA.

CornacHO OZHOMY acCNeKTy B HACTOSIIEM JOKYMEHTE ONUCBIBAETCS CIIOCOO JIEUEHUs UIIN
NPeAYNpPExRIEHUs] KaKOro-Inbo n3 3a00IeBaHUI WIIM COCTOSTHHM, ONMHCHIBAEMBIX B HACTOSIIIEM
JIOKYMEHTE, BKJIFOUAIOLINI BBEIEHHE TEPAeBTUUECKU 3(P(PEKTUBHOTO KOJHYECTBA MHIHOUTOPA
ayTOTaKCHHA WU ero (apMauneBTHYECKH NMPHEMJIEMON COJIM WM COJIbBATA MIIEKOIUTAIOLIEMY
Py HEOOXOUMOCTH 3TOTO.

CornacHO OZHOMY acIeKTy B HACTOSIIEM JOKYMEHTE ONUCBIBAETCS CIIOCOO JIEUEHUs WIIN
NpeAyNpPexRIeHUs] KaKoro-1nbo n3 3a00eBaHUI WIIM COCTOSTHHI, ONMHCHIBAEMBIX B HACTOSIIIEM
JIOKYMEHTE, BKJFOUAIOLINI BBEIEHHE TEPANeBTUUECKU 3(P(PEKTUBHOIO KOJHYECTBA WHIHOUTOpPA
ayTOTaKCHHA WU ero (hapManeBTHYECKH NMPHEMJIEMON COJIM WM COJIbBATA MIIEKOIUTAIOLIEMY

npyu HEOOXOAMMOCTH 3TOrO; MPH 3TOM HMHIHOUTOP ayTOTAKCMHA WM €ro (apMaleBTHYECKH
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npuemiieMas COJIb J50)041 COJIbBAT HE BBI3BIBAECT FeHaTO6I/IJ'II/IapHOG MOBPECKKACHUE Y
MIIEKOTTUTAIOLIETO.

CornacHO OIHOMY aCNeKTy B HACTOSILEM JOKYMEHTE OMUCHIBAECTCS CIOCOO JICUSHHUS WITH
NpPEenynpesKaeH s KaKoro-iudo 13 3a00ieBaHUi MJIM COCTOSIHUI, OMUCHIBAEMbIX B HACTOSILEM
JIOKYMEHTE, BKJIFOUAIOLINI BBEIEHHE TEePareBTUUECKU 3(P(PEKTUBHOrO KOJMYECTBA WHIMOUTOpPA
ayTOTaKCHHA WK ero (papMaleBTHYECKH MPHEMJIEMON COJIM WJIM COJIbBAaTa MIIEKOMUTAIOLIEMY
npu HeO6XOI[I/IMOCTI/I OTOro, npu 3TOM OAWH UJIKN HECKOJIbKO MEYCHOYHBIX 6eJ'IKOB IIOBBIIIAIOTCAA
HE 3HAYUTCJIBHO Y CY6’beKTa IIOCJIE BBCACHUA I/IHFI/I6I/ITOpa AyTOTaKCMHa WJIK €ro
(dapmaneBTHYECKH TpueMiIeMoll conu WM conbBata. COINIACHO HEKOTOPbIM BapUaHTaM
OCYLICCTBJICHUSA 3HAYHUTECIBbHOC MOBBIMICHUE KOHLUCHTpALUUHU MNECYCHOYHOI'O 6eJ'IKa NpeaACTaBJIACT
coboif moBblmeHne 1o MeHbined mepe Ha 50%, 100%, 200% wnmu 500% KOHUEHTpaLUU
neyeHouHoro Oesika. COriacHO HEKOTOPBIM BapHAHTAM OCYILECTBJIICHUS MEUYEHOYHBIM OENKOM
ABJSIETCST  acmparaTrpaHcamMuHasa. COIJIaCcHO  HEKOTOPbIM — BapuUaHTaM  OCYIIECTBIICHUS
NEYCHOUHBIM OeskoM siByisieTcsl menoyHass ¢ocdaraza. COrgacHO HEKOTOPbIM BapUaHTaM
OCYILIECTBJICHUS] IEYEHOUHBIM OEJIKOM SIBJISI€TCSI OMITPYOUH.

CornacHO IpyroMy acrekTy B HACTOSIIEM JOKYMEHTE OIHMCBIBAETCS CIIOCO0 JICUSHHS WIIN
npenynpexnenust pudposa, 3yna, KOJIKTa, paka, BOCIAIUTENIBHOTO 3a00JIEBAaHHS UM COCTOSIHHS,
3a00JIeBaHUsI WM COCTOSIHUSI [bIXaTEJIbHBIX MyTel, ayTOMMMYHHOro 3a0O0JieBaHHs WIIH
COCTOSAHUsA, HEBPOJOTUYCCKOIro 336OHeBaHI/IH UKW COCTOSAHUSA, OXUPEHHA, BHYTPHUIIIA3HOI'O
JaBJICHUA, HeBpOHaTPI‘{eCKOﬁ 60.HI/I UM UX KOM6I/IH3L[I/Iﬁ Y MIICKOIIUTAIOUICTO, BKJII'OLIaI*OH_II/Iﬁ
BBCACHUE TEPANICBTHYCCKU 3(1)(1)6KTI/IBHOFO KOJIN4YeCTBa I/IHFI/I6I/ITOpa AyTOTaKCHMHA WU €ro
(bapmarieBTHYECKH TPUEMJIEMOI COJIM WJIM COJibBaTa Miekomnuraroiiemy. CoriacHO HEKOTOPBIM
BapHaHTaM OCYIICCTBJIICHUA BBCACHUE I/IHFI/I6I/ITOpa AyTOTaKCHMHA HJIM €TI0 (I)apMaL[eBTI/ILIeCKI/I
NPUEMJIEMON COJIM WJIM COJIbBaTa OCNIAOJSET MO MEHbIIeH Mepe OOuH cuMnToM u3 ¢Gudposa,
3y/a, KOJUTA, paKa, BOCMAJIUTENPHOrO 3a00JIeBaHUSI WJIM COCTOSIHUSI, 3a0O0JIeBaHUsSI WU
COCTOsIHUA AbIXAaTCJIbHBIX HYTeﬁ, AYyTOUMMYHHOI'O 336OJI€BaHI/I$I 501051 COCTOsAHHA,
HEBPOJIOTHYECKOTO 3a6OJ'IeBaHI/I$I N COCTOsSAHHSA, OXHUPEHUA, BHYTPUIIIIA3HOTIO HOaBJICHUA,
HEBPOMATUYECKOHN OOJIM UITH NX KOMOMHAIUH.

CornacHO OIHOMY aCMeKTy B HACTOSIEM JOKYMEHTE OMUCHIBAETCS CIOCOO JICUSHUs UITH
npeaynpexaeHnss 3a00JieBaHusl, HAPYIIEHUS WM COCTOSHUS, OIMCHIBAEMOrO B HACTOSIIEM
AOKYMCHTE, IIPHU 3TOM CHOCO6 BKJIFOYACT BBCACHUC I/IHFI/I6I/ITOpa AYyTOTAKCHMHA MJICKOIMUTAOIIIEMY
npu HeO6XOI[I/IMOCTI/I STOro, Mpu 3TOM IMOCJC BBCACHUSA I/IHFI/I6I/ITOpa AyTOTaKCUHA COOCPKAaHUC
nm3odochaTuaHON KUCIOTHl B KPOBHU Y MIIEKOMHTAIOIIETO CHUXKAETCS 1O MEHbIIEH Mepe Ha

npubm3uTeNbHO 5%, 10%, 20%, 30%, 40% wumu 50%.
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CornacHo OgHOMY acCIeKTy B HACTOSIIIEM AOKYMEHTE OMHCHIBAECTCS CIIOCOO JICUSHHS FITH
npeaynpexaeHust 3a00NeBaHus, HAPYLIEHUs WJIN COCTOSHUS, OMHMCHIBAEMOTO B HACTOSIIEM
JIOKYMEHTE, TPH 5TOM CIoco0 BKIIFOYAET BBEACHNE HHIMOUTOpA ayTOTAKCHHA MJIEKOITUTAIOIIEMY
pu HEOOXOIMMOCTH 3TOTO; MPH 3TOM IOCJEe BBEIEHUs] HHTHOUTOpA ayTOTAKCHHA COJEpPIKAHHE
ayTOTaKCHHA B KPOBU Y MJIEKONUTAIOIIErO CHIDKAETCS 10 MEHbLIEH Mepe Ha NMPUOIM3UTEIbHO
5%, 10%, 20%, 30%, 40% wmu 50%.

CornacHo OZHOMY acCIeKTy B HACTOSIIEM AOKYMEHTE OMHCHIBAECTCS CIIOCOO JICUSHHs HITH
npeaynpexaeHust 3a00NeBaHus, HApPYLIEHUs HWJIH COCTOSHUS, OMHMCHIBAEMOTO B HACTOSIIEM
JOKYMEHTE, TPU 3TOM CIOCOO BKIIIOYAET BBEACHHWE HWHTUOWTOpAa AayTOTAKCHHA WM €ro
(dapMarieBTUYECKH NPUEMIIEMON COJHM WJIM CONIbBaTa, NPU 3TOM MHIHOWUTOP AayTOTAKCHHA
COCTAaBJIIIOT JJII  BBENEHUS  MIIEKONUTAIOINEMY IIPU  HEOOXOAMMOCTH 3TOr0  IyTeM
BHYTPUBEHHOTO BBEIEHUs, IIOJKOKHOIO BBEACHUS, TIEPOPATBHOIO BBEICHMUS, HHIAISALHOHHOTIO,
Ha3aJIbHOT'O BBEIEHUs, BHYTPUKO)KHOTO BBEJICHHSI UJIH IJIA3HOTO BBEICHMS.

CornacHO OZHOMY aCNeKTy B HACTOSIEM JOKYMEHTE ONUCBIBAETCS CIIOCOO JICUEHUS WIIN
npenynpexneHus 3a0oyieBaHus, HAPYLICHUS WIM COCTOSIHHS, ONHCBHIBAEMOTO B HACTOSIIEM
IOKYMEHTe, TPU O5TOM CHOCOO BKJIIOYAET BBEIEHHE WMHIUOMTOpAa ayTOTAKCHHA WM €ro
(dapmarieBTHYECKH NPUEMIIEMON COJM MJIM COJIbBATa, INPU 3TOM HHTUOUTOP AayTOTAKCHHA
HAaXOAMTCS B (hapMaLleBTHYECKOH KOMITO3ULIUH, UMeroel Gopmy TaOJIeTKH, IO, KarCyJIbl,
JKUJKOCTH, CYCIICH3HH, TeJIsl, AUCTIEPCUH, PACTBOPA, SMYJIBCHH, Ma3H HJIH JIOChOHA.

CornacHo OZHOMY aCIEeKTy B HACTOSIIEM JOKYMEHTE OMHCHIBACTCS CIIOCOO JICUSHHS HITH
npeaynpexneHust Gudpo3a y MIEKONMHUTAIOLIETO, BKIIIOYAIOIIUN BBEACHHE TEPANEBTHUECKU
3¢ EKTUBHOrO KOJIMYECTBA MHIHOUTOPA ayTOTAKCHHA WM ero (papMaleBTHYECKH MPHEeMJIEMO
CONM WM COJbBaTa Miekonuraromemy. COrjJacHO HEKOTOPBIM BapHAHTAM OCYIIECTBIICHUS
HAKOIIJICHHE BHEKJIETOYHOTO MAaTPUKCA HJIM CKOPOCTh HAKOIUICHHUS BHEKJIETOYHOIO MAaTpPUKCa B
TKaHH C (uOpo30M CHUKAeTCsT TMOCie BBEACHUS HMHTCHOUTOpPA ayTOTAKCHMHA WM  €ro
dapmarieBTHYECKH TpUEMIEMOH conmu wiu  conbBata. COIJIACHO HEKOTOPBIM BapHAaHTaM
ocymecTBiieHus: (HUOPO3 BKJIOYaeT B cedsl MepUTOHEANbHbIN (UOpPO3, JerodHbiil (HudPO3,
neueHO4YHbIH Gudpo3, moueunslid puoOpo3, rnazHoi Gudpo3 mam xkoxkHBI (Hudpo3. B kauecTse
npuMepa, Crnocod BKIIOYAET BBENEHHE WHIHOWTOpAa AayTOTAKCHMHA MIIEKONHTAOLIEMY C
neyeHOYHbIM  (uOpo3oM. B HEKOTOpBIX Cly4asix NpPOSIBIEHHE LUPPO3a WM TEUEeHOYHOH
HEJJOCTATOYHOCTH OTKJIQABIBACTCS WM NPEAYNPEXKIAeTcss TMOCie BBEOCHHS WHIUOWTOpA
ayTOTaKCMHA WM ero (papMaleBTHUECKH NPHEMIIEMON CONM WM COJbBaTa. B HEKOTOPBIX
CIydasix HakOIUIeHHe (UOPOTeHHBIX KIETOK W/WIM OTJIOKEHHE OEJKOB BHEKJIETOYHOI'O
MaTpUKCa B TIEYEHH OCHA0JsIeTCs WM TPEeayNpeskAaeTcss IOclie BBEOEHHs WHruOuTopa

ayTOTaKCHHA WM €ro (apMaleBTUYECKH MPHEMIEMON COMM WK coibBaTa. COrJIACHO OXHOMY
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npuMepy crnocod BKIFOYAET BBEICHNE HHIMONTOPA Ay TOTAKCHHA MIIEKOITUTAIOIIEMY € TIOYEUHBIM
¢ubpo3oM. B HEKOTOpHIX Ciydasix BBEAEHHE HHTHOMTOpPA AyTOTAKCHHA MIIEKOMHTAKOLIEMY
NpeaynpexIaeT MOYeUHy HEeAOCTaTOYHOCTh. COrJIacCHO APYroMy HpUMeEpy CIOCO0 BKIIFOYAET
BBEICHHE MHIMOWUTOpPa AayTOTAKCMHA MJIEKONUTAIEMY C IEPUTOHEATBHbIM (HUOpPO30M.
CornacHo creayrolieMy NpPUMEPY CHOCO0 BKJIIOYAET BBEACHHE HHICHOUTOpPA ayTOTAKCHHA
MJIEKOITUTAIOLIEMY C KOKHBIM (puOpo3oM. B HEKOTOPBIX Cilyyasix TONIIMHA KOXH 0Opas3ia KOXXH
¢ (pubpo3oM yMeHbIaeTCs 0 MeHblIel Mepe Ha mpudmmsuTesbHo 10%, 20%, 30%, 40%, 50%,
60%, 70%, 80% wumu 90% mocie BBeNeHHUS HMHTUOMTOpPA AayTOTaKCHHA WJIH  €ro
bapmareBTUIECKH TPUEMIIEMOI COJIN MU COJIbBATA.

CornacHo OZHOMY acCIeKTy B HACTOSIIEM AOKYMEHTE OMHCHIBAECTCS CIIOCOO JICUSHHs MU
npeaynpexaeHust Guopo3a y MIIEKOMMTAIOLIET0, BKIIOYAKOLINN BBEIEHHE MIIEKOIMHUTAIOLIEMY
TepaneBTUUeCKH  5((EeKTHBHOrO  KOJMYECTBA  HMHIMOMTOpa  ayTOTAaKCMHA MM €ro
(bapMarieBTUYECKH TPUEMJIEMON COJM WJIM COJIbBaTa M BTOPOTO TEPANeBTUYECKOrO CPEICTBA.
CornacHO HEKOTOPBIM BapUaHTAM OCYIINECTBJIEHUS BTOPOE TEpareBTUYECKOE CPEICTBO
COZIEP’KUT WHIHOUTOP AHTMOTEH3MHA, KOJXUIMH, KOPTUKOCTEPOWZ, WHTUOMTOP SHAOTEJIMHA,
uHTepepon-anbda, uHTepneiikinH 10, aHTHOKCHIAHT, HHTUOUTOP 3BE3AYATHIX KIETOK MEeueHH
(HSC), umaruburop ACE, unrunburop ADAM, wmeramnodpepmeHTt, nup(HeHUIOH, TPAHHUIACT,
¢dropheHnoH, MPOTUBOBOCTIAIUTENIFHOE CPEACTBO, MMMYHOCYTIPECCAHT MIJIM UX KOMOWHALHIO.

CornacHo OZHOMY aCIEKTy B HACTOSIIEM JOKYMEHTE OMHCHIBACTCS CIIOCOO JICUSHHS HITH
NPEAYNPEexKIEHUs] KOJUTA Y MIIEKOMHUTAIOMIEr0, BKIIOYAOIUN BBEICHHE TEPareBTUUYECCKU
5P EKTUBHOrO KOJIMYECTBA MHIHOUTOPA ayTOTAKCHHA WM ero (papMalleBTHYECKH MPHEeMJIEMOM
COJIM WJIM COJbBaTa miekonuraromemy. COriacHO OJHOMY acCHeKTy B HACTOSILIEM JIOKYMEHTE
OMHUCBIBAETCSI  CIOCOO  JIEYEHUS WM TPEOyNpekIeHUs BOCMAJIMTEIBHOTO 3a00JeBaHus
KUIIEYHUKA Y MIIEKOMHTAIOMIETO, BKIOYAIOLINA BBEJEHHE TeparneBTHUECKH 3(QeKTHBHOrO
KOJINYEeCTBA MHIMOUTOpAa ayTOTAKCMHA WM ero (papMaleBTHUECKU NPUEMIIEMON COJNH WIN
COJIbBATA MIJIEKONUTAIOIIEMY. B HEKOTOpBIX Cily4asiX KOJUTOM SBISE€TCA OCTPbI KOIuT. B
HEKOTOPBIX CITy4dasiX KOJIUTOM SIBJISIETCS XpOHUYECKUH KOUT. COrlacHO HEKOTOPBIM BapHaHTaM
OCYLIECTBJICHHST KOJUTOM SIBJISIETCSI ayTOUMMYHHBIH  KOJIUT, WAWOMATHYECKUNA  KOJUT,
ATPOT€HHBIN KOJIUT, COCYAUCTOE 3a00IeBaHIe WITH HHPEKIIHOHHBINA KOJIHT.

CornacHo OgHOMY acCIeKTy B HACTOSIIEM JOKYMEHTE OMHCHIBACTCS CIIOCOO JICUSHHS HITH
NPEAYNPEXKIEHUs] S3BEHHOTO KOJHTAa Y  MJIEKONMTAIOLIErO, BKJIIOYAIOIIMN  BBEICHUE
TepaneBTHUeCKH  3(P(PEKTUBHONO  KOJMYECTBA  MHTUOMTOpAa  AyTOTAKCHMHA WM €ro
bapmMareBTHIECKH MPUEMJIEMOI COJIM WM COJbBaTa MileKonuTaroueMmy. COorflacHo HEKOTOPbIM
BapUAHTaM OCYIIECTBJIEHUs] BBEIEHHE WHIHOMTOpA ayTOTAKCHHA MM €ro (apMaleBTHYECKH

NpUeMJIEMON COJIM MJIN COJIbBAaTa YMEHbINAET pa3Mep sI3Bbl MPU S3BEHHOM KOJIUTE 1O MEHbIIeH
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mepe Ha npudmmsuTensHo 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80% wmu 90% mocne
BBEJICHUS.

CornacHo HEKOTOPBIM BapHUAHTAM OCYILECTBJICHUS OIMH WJIM HECKOJIBKO NMPU3HAKOB WIIN
CHMIITOMOB KOJIUTA YMEHBINAIOTCS y MIIEKONHTAIOLIETO TIIOCNIe BBEACHUS WHIUOHMTOpA
ayTorakcuHa. IIpr3HaK¥M WM CUMOTOMBI BKIIFOYAIOT B ceOs1 Oe3 orpaHnyeHust abOMHHAIBHYIO
Oonb, nuapero, CIU3b B CTyJE, CIa3Mbl, YYBCTBUTEIBHOCTb B OOJACTH JKUBOTA, JHXOPAIKY,
KPOBSIHUCTBIH CTYJI, B3yTHE )KUBOTA, SpUTEMA CIU3UCTON OOOJIOUKHU TOJICTON KUIIKH U SI3BBI.

CornacHo OZHOMY acCIeKTy B HACTOSIIEM AOKYMEHTE OMHCHIBAECTCS CIIOCOO JICUSHHs HITH
NPeAyNpPexXIeHUs] KOJIUTAa Y MIIEKOIUTAIOINEro, BKIOYAOIUN BBEJEHHE MIIEKOIMHUTAIOLIEMY
TepaneBTHUeCKH  3(P(PEeKTUBHOrO  KOJMYECTBA  HHTUOMTOpAa  AyTOTAKCMHA WM €ro
(bapMarieBTUYECKH NPUEMIIEMON COJM WJIM COJIbBaTa M BTOPOTO TEPAINEeBTUYECKOIO CPEICTBA.
CornmacHoO HEKOTOPBIM BapUAHTAM OCYINECTBJIEHUS BTOPOE TEPAINeBTUYECKOE CPEICTBO
BKJIIOYAaeT B ceOsl CTepOMi, MPOTHUBOBOCIAIUTEIBHOE CPENCTBO, UMMYHOCYIPECCAHT WM HX
koMmOuHaimo. COrslacHO OJHOMY AacIleKTy B HACTOSINEM AOKYMEHTE MpEeACTaBJIeH Crocod
JICYCHUS] WIN TMPEAYNPEKACHUs] KOJWTA Y MIIEKOIHUTAIOIIEro, MPU 3TOM CIIOCOO BKIIFOYAET
BBEJEHHE HHIHOUTOpA ayTOTakCMHa M wLukjocnopuHa A. CoriacHO OAZHOMY acHeKTy B
HACTOSIIIEM JOKYMEHTE TMPEACTaBJIeH CIOCOO JIeUeHHs WIM MNPEeayNnpekAeHus KOJIuTa Y
MIIEKOITUTAIOIEr0, NP 3TOM CHOCOO BKJIOYAET BBEACHHE HWHTUOUTOpPAa ayTOTAKCHUHA |
cyJabacanazuHa.

CornacHo OZHOMY aCIEeKTy B HACTOSIIEM JOKYMEHTE OMHCHIBACTCS CIIOCOO JICUSHHS HITH
NPEAYNPEKIEHUs] HEBPOJOTHYECKOro 3a00JIeBaHUs WM HAPYIIEHUS Y MIIEKOIHTAIOMIETO,
BKJIFOYAIOLITHI BBEICHUE TepaneBTUYeCKH 3(PPEeKTHBHOrO KOJINYEeCTBA MHIMONTOpPA ayTOTAKCHHA
win ero (hapMaLeBTUYECKH TPUEMJIEMOH COJHM WM COjibBaTa Miiekonuraromemy. CoriacHo
OJHOMY aCIEKTY B HACTOSIIEM JOKYMEHTE OMHCHIBAETCS CIIOCO0 JICYSHUS WU MTPEIYIPEKACHUS
pacCessTHHOTO CKJIepo3a Yy MIJIEKONHTAOLIET0, BKIOYAIOMINK BBEJEHHE TEPAeBTUYECCKH
3¢ EKTUBHOrO KOJIMYECTBA MHIHOUTOPA ayTOTAKCHHA WM €ro (papMalleBTHYECKH MPHEMIIEMO
CONM WM CojJbBaTa Miekonuraromemy. COrjJacHO HEKOTOPBIM BapHAaHTaM OCYIIECTBIICHUS
BBEICHHE HMHIHOWTOpPAa ayTOTaKCHHA WM ero (papMauneBTUYECKH TPUEMIIEMOH CONU WU
cojpBaTa OCnadysier, oOpamiaeT WJId HHTUOMPYeT JAEMHUEUHU3ALUI Y MJIEKOMHUTAIOIIETO.
CornacHO HEKOTOPBIM BapHAHTAM OCYIIECTBJICHUS] BBEIEHUE HHIMOUTOPA ayTOTAKCHHA HJTH €ro
(dapMarieBTHYECKH TPUEMIIEMON COJHM WJIM COJbBAaTa MJIEKOMUTAOIIEMY C pPaCCeTHHBIM
CKJIEPO30OM CHIDKAET YaCTOTY, TSDKECTb WM/MIIHM TMPONOJIKUTEIBHOCTb PELHIUBHBIX CHMIITOMOB
paccesTHHOTO CKJepo3a y MiekonuTaromero. CHUMITOMBI PACCESTHHOTO CKJIEPO3a BKIIFOYANOT B
ceOs1 Oe3 orpaHMYeHHs OHEMEHHWE WM CJIabOCTh B KOHEYHOCTH, YACTUYHYIO WM TIOJHYIO

MOTEPI0 3PEHUs], JIBOMHOE 3PEHHE, HESICHOCTb 3PEHHs], OINYIICHHE IMOKAJbIBAHUS, TPEMOP,
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OTCYTCTBHE KOOpPAHMHALMH, HEYCTOWYMBYIO IIOXOJAKY, HEBHSATHYKO pedb, YCTaJIOCTh U
TOJIOBOKPY KEHHE.

CornacHo OgHOMY acCIeKTy B HACTOSIIEM JOKYMEHTE OMHCHIBAECTCS CIIOCOO JICUSHHS FITH
NPEAyNPEexKIEHUs] HEBPOJOTHMYECKOro 3a00JIeBaHUsl Y MIIEKONMTAIOLIETr0, MPU 3TOM CHOCOO
BKJIFOYAET BBEACHHE MIICKONHUTAIOLIEMY TepaneBTHYECKH 3(PQPEKTHBHOIO  KOJINYECTBA
MHrUOUTOpa ayTOTAKCHHA WIM €ro (papmMauneBTUYECKH NPUEMIIEMON COJNM HIJIM COJIbBaTa M
BTOPOTO TepamneBTHUecKoro cpenctsa. COrnacHO HEKOTOPhIM BapHaHTaM OCYIIECTBJICHUS
BTOPO€  TEpaNeBTUYECKOE  CPEACTBO  COAEPIKUT  KOPTHKOCTEpOHJ, HHTepdepoH-Oera,
riaTapaMepa  anerar, auMetwipymapar, QuHrommmon, TepudIyYHOMHMA, HaTaIHU3yMao,
MHUTOKCAHTPOH, MBbILIEUHbIH pENaKCaHT WIM WX KOMOMHAIMI0. B  HEKOTOpBIX criydasx
HEBPOJIOTUUECKUM 3a00JI€BAaHUEM SIBIISIETCS PACCESHHBIN CKIIEPO3.

CornacHO OZHOMY aCNeKTy B HACTOSIIEM JOKYMEHTE OMUCBIBAETCS CIIOCOO JICUEHUS WIIN
NpeAynpexIeHust 3yJa y MIEKONHUTAIOLIEro, BKIIOYAIOIIUNA BBEJEHHE TEPareBTUYECKU
3¢ PEeKTHBHOrO KOJIMYECTBA HHIMOUTOPA ayTOTAKCHHA WK ero (papMaLeBTHYeCKH MPHEeMIeMON
COJIM WJIM coJibBaTa MilekonuTaroimeMy. COrjaacHO HEKOTOPBIM BapUAaHTaM OCYILECTBIICHUS 3Y[
accouMupyercs ¢ TreprneTH(GOpMHBIM  IEPMATUTOM, JEPMATOMHUO3HTOM, MEeM(pUTOUIOM,
cunapomoMm Illerpena, Gonesnero Jlapbe, OonesHpto Xelnau-XeHnu, UXTHO30M, CHHIPOMOM
Ilerpena-Jlapccona, nepmaropurreli, GOJUTUKYIUTOM, UMIETUTO U APYTHMHU OaKTepHATbHBIMU
UHPEKIMsIMH, YKycaMH HAaCEKOMBIX, MEIUKYJe30M, YEeCOTKOW, BHUPYCHOH WH(EKIHeHH,
acTeaTo30M, aTONMUYECKOW 3K3eMOM, KOHTAKTHBIM JEPMATUTOM, PEeaKIHeld Ha JIeKapCTBEHHOE
CPEACTBO, KPACHbIM IUIOCKHM JIMIIAEM, TMPOCTHIM XPOHHYECKHM JIMIIAEM, MAaCTOLUTO30M
(MUrMEeHTHOW KpanmuBHHLEH), MaJsIpuei, ncopuasoM, pyonom(amu), KpanuBHULEH, KOxHON T-
KJIETOUHOH JHM(POMONW MK (PYHTOMJAHBIM MHKO30M, KOXKHOH B-knerounoit mumd¢omoi,
NOpPAKEHHEM KOXH TPH JIeHKo3e, MeM(pUTONIoM OepeMeHHbBIX, MOJUMOP(HBIM IepPMaTO30M
OepeMeHHBIX WM Touecyxoh OepemeHHbIX. COrJacHO OJHOMY acHeKTy B HACTOSIIEM
JOKYMEHTE OITUCBIBAETCS CHOCOO JIEYeHMs WIN TPERyNpPEeKISHHsT XOJeCTaTHUECKOro 3yna y
MJIEKOITUTAIOLIETO, BKJIIOYAIOIINN BBENEHHE TepaneBTUYeCKd 3(PHEKTHBHOTO KOJINYECTBA
UHTHOMTOpa AayTOTAaKCMHA WJIKM ero (apMaleBTHYECKH TNPUEMJIEMOH COJHM WJIM COJbBaTa
MJIEKONIUTAKOLIEeMy npu  HeoOxommmoctu 3toro. COrjgacHO  HEKOTOPBIM — BapHaHTaM
OCYILIECTBIIEHHS TOCJ]IE BBEACHUSI MHTHOMTOpA ayTOTAKCHHA YUCIIO TMOYECHIBAIOLINX JBIKEHHH,
HAOJMIOMAIOMIMXCST Y MIJIEKONUTAIOIIEro C 3yAOM, CHIDKAeTcss IO MeHbInell Mepe Ha
npubmm3utensHo 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80% wmu 90%. CoriacHO OmHOMY
acTIeKTy B HACTOSIIIEM JOKYMEHTE OMUCHIBAETCS CIIOCOO JICUSHUS WU MPENYNPEKACHUS 3yIa
MJIEKOITUTAIOLIETO, MPH 3TOM CIIOCOO BKJIFOYAET BBEACHHE MIICKOMUTANOIIEMY TEPANEBTHUECKU

3¢ EKTUBHOrO KOJIMYECTBA MHIHOUTOPA ayTOTAKCHHA WM €ro (papMalieBTHYECKH MPHEMIIEMOM
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COJIN WJI COJIbBATa U BTOPOTO TepareBTHUeCKOro cpencrsa. CornacHO HEKOTOPHIM BapHUaHTaM
OCYIIECTBIIEHHSI BTOPOE TEPANIEBTHUECKOE CPEACTBO COAEPIKUT MECTHBIN KaTICAULIH.

CornacHO OZHOMY acIeKTy B HACTOSIIEM JOKYMEHTE ONUCBIBAETCS CIIOCOO JIEUSHUs WU
NPeAyNpexIeHus] paka y MICKONMUTAIOLEr0, BKJIIOUYAIOIINNA BBEIEHHE TEPareBTUYECKU
3¢ EKTUBHOrO KOJINYECTBA MHIMOUTOPA ayTOTAKCHHA WM €ro (papMalieBTUYECKH MPHEMIIEMOM
COMM WM CcoibBaTa MilekonuTaroumeMy. COrilacHO HEKOTOPBIM BapUaHTaM OCYLIECTBIICHUS
PaKoOM sABJISIETCsT cONMUaHAasi onmyxoib. COrjlacCHO HEKOTOPBIM BapUAaHTaM OCYIIECTBJICHUS PAKOM
ABJISIETCS PaK MOUYEBOTO Iy3BIPs, PAK TOJCTOW KHUIIKH, PAaK TOJOBHOTO MO3ra, pak MOJIOYHOM
JKEJIe3bl, PaK SHIOMETPUs, PaK CepAla, PaK MOYKH, paK JIETKOTO, paK MEeuYeHH, paKk MaTKH, pak
KPOBEHOCHOW M JHMM(AaTHYECKON CHUCTEM, paK SUYHHKA, PAK IIOJKENYIOYHOW >KENe3bl, pak
NPEeACTAaTeNIbHON JKeJe3bl, paKk ILIMTOBHIHOM »ene3bl Wid pak kKoxkd. COrjlacHO HEKOTOPBbIM
BapUAHTaM OCYILECTBJICHUS PAKOM sIBJIIETCSl CapkoMa, KapuuHoma uiu jumdoma. CoriaacHo
HEKOTOPbIM BapHaHTaM OCYLIECTBIEHMs] paK SBJSIETCd BOCIPUUMYUBBIM K  JIGUEHUIO
uHruouTOpoM ayrorakcuHa. COrJacHO HEKOTOPbIM BapHUAHTaM OCYINECTBJICHUS CHOCOO
JIOTIOJTHUTENBHO BKJIFOUAET BBEIEHUE BTOPOrO TEPANEBTHUECKOTO CPEICTBA MIIEKOIUTAIOLIEMY B
JONOJIHEHHe K MHIMOUTOPY ayTOTaKCHHA WJIHM €ro (papManeBTHYeCKd MPUEeMIIEMON COJU I
conbBaTy. COIJIACHO OJJHOMY aCIIeKTy B HACTOSINEM JOKYMEHTE ONHCBIBAETCS CIIOCOO JICUEHHSI
WIN TIPenynpekaeHuss paka y MIEKONHTAIOIIEro, NMpH 3TOM CIOcO0 BKIFOYAET BBEICHUE
MJIEKOITUTAIOLIEMY TeparneBTUYecK 3((HEKTUBHOIO KOJMYECTBA MHIMOUTOPA ayTOTAKCHHA WU
ero (hapmaLeBTUYECKH MPUEMIIEMOIT COJIM MJIM COJIbBATAa M BTOPOTO NMPOTHBOPAKOBOT'O CPENCTBA
WIH TeParvu.

CornacHO OIHOMY acCIeKTy B HACTOSIIEM AOKYMEHTE OIHCHIBAETCS CIOCOO CHIDKEHUS
WIM HWHTHOUPOBAaHHUS ~ AHTHOTEHEe3a Y  MJIEKONMTAIOIEero,  BKJIIOYAIOIIMNA  BBEICHUE
TepaneBTHUECKH  S(P(EKTUBHOTO  KOJUYECTBA  WHTUOMTOpAa  AYyTOTAKCHMHA WM €ro
¢apmarieBTHIECKH IPUEMJIEMOH COJM WM COJIbBaTa MiekonuraromemMy. COrlacHO HEKOTOPBIM
BapUAHTAM OCYILIECTBJICHHs CHIDKEHHE WM WHIMOMpPOBAHHME aHTHOTE€HE3a Y MIIEKOMUTAIOIIErO
JEYUT aTepPOCKIIepO3, THIEPTEH3HMI0, POCT OIYyXOJH, BOCMAJICHHE, PEBMATOHIHBIA apTPUT,
BIOKHYIO (OPMY JereHepaluyd >KEITOro IIATHA, XOPHOUAAJBHYI) HEOBACKYJSIPU3ALIUIO,
PETHHANBHYI0 HEOBACKYJAPH3ALHUI0O WM Auaderndeckyro peruHomaturo. COracHO OZHOMY
acTieKTy B HACTOSIIEM JIOKYMEHTE OITUCBIBACTCS CIHOCOO0 CHMKEHHS MM WHTHOMPOBAHUS
AHTHIOT€He3a y MIIEKOIUTAIOIIEro, MPH 3TOM CIOCO0 BKIIIOYAET BBEACHHE MIICKONUTAIOLIEMY
TepaneBTHUeCKH  3(P(PEKTUBHONO  KOJMYECTBA  MHTUOMTOpAa  AyTOTAKCHMHA WM €ro
bapMareBTHIECKH MPUEMIIEMOI COJIM WJIH COJIbBATA U BTOPOTO TEPAIEBTUYECKOTO CPEACTBA HITH

Teparmui. B HEKOTOpBIX Cllydasix BTOPOE TEPANEBTUYECKOE CPEACTBO COMEPKUT HHTHOUTOP
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aHruorenesza, Hanpumep, wuHruouropa VEGF (6eBaumsymald), copadenund, cyHuTHHHO,
na30naHuod, 3BEPOIMMYC UIIH UX KOMOMHALHIO.

CornacHo ApyroMy acrekTy B HACTOSIIEM JIOKYMEHTE OMUCBIBAETCS CIIOCO0 JICUEHUS HITH
NPEAyNPExKIEHUs] BOCHAIUTENBHOIO 3a00J€BaHUS WIIM COCTOSHUSL Y  MIIEKOIHTAIOLIETO,
BKJIFOYAIOLINI BBEICHUE TepaneBTUIecKd 3(pPeKTUBHOrO KONINYEeCTBA HHIMONTOpPA ayTOTAKCHHA
win ero (apMaLeBTUYECKH NPUEMIIEMON COJHM WM CcojibBaTa Milekonuraromemy. CoriacHo
HEKOTOPHIM BapHaHTaM OCYILIECTBJIEHHsS BOCHAIUTENBbHBIM 3a00JIEBAHUEM WM COCTOSHHEM
ABJISIETCA  TICOPHMA3, PEBMATOWAHBIM apTPHUT, BACKYJIMUT, BOCHAJIUTENbHOE 3a0oyeBaHue
KUIIEYHNKA, JAEePMATUT, OCTEOAPTPHUT, AacTMa, BOCHAJIHUTEIbHOE 3a00JieBaHHE  MBIIILI,
AJUIEPTUYECKUH PUHUT, BArMHUT, MHTEPCTULHMAIBHBIN [IUCTUT, CKJIEPOAEPMUs, SK3eMa, KpacHas
BOJUAHKA, JAE€PMAaTOMHO3UT, cuHapoMm lllerpeHa, TUpeOMOUT, MHACTEHHUs  TPABHUC,
AYTOUMMYHHBIH Te€MOJIUTHUYECKAas aHEeMHS, pPACCesIHHBIH CKJIEPO3, KHCTO3HBIA (GuOpo3,
XPOHUYECKUH PELUIUBUPYIOIIUH TelaTUT, MEePBUYHBIA OMJIMAPHBIA LUPPO3, MEPBUYHBINA
CKJIEPO3UPYIOIINM XOJIAHTUT, AJUIEPIrHYeCKUl KOHBIOHKTHUBUT WJIM aTONMUYECKUH IepMaTUT.
CornacHO OIHOMY AacIeKTy B HACTOSIIIEM IOKYMEHTE OIMCHIBAETCS CHOCOO JICUEHUS HIIH
NPEeNyNPEsKIeHs BOCIAINTEIBHOTO 3a00JI€BaHUs WJIM COCTOSIHUSL Y MIIEKONMTAOLIEro, MPH
5TOM CHOCOO BKJIIOYAET BBEACHHE MIIEKOMMTAIOLIEMY TepaneBTu4ecku 3(dexTuBHOrO
KOJIMYEeCTBA MHIMOUTOpAa ayTOTAKCMHA WM €ero (papMaleBTHUECKU MPUEMIIEMON COJMH WU
CONbBaTa M MPOTHBOBOCHAIUTEIBHOIO JIeKapCTBEHHOro cpenctBa. COrjlaCHO HEKOTOPBIM
BapUAHTAM OCYLIECTBJIEHUs] MPOTHBOBOCHAIHUTEIBHOE JICKAPCTBEHHOE BKIIIOYaeT B ce0s
HECTEPOHIHOE MPOTHBOBOCTIATUTEIBHOE JIEKAPCTBEHHOE CPENICTRO.

CornacHo apyromy acrekTy B HACTOSIIIEM JIOKYMEHTE OMUCBIBAETCS CIIOCO0 JICUEHUS HITH
NPEAYNPExKIEHUs] ayTOMMMYHHOTO 3a00JIeBaHUS WJIM COCTOSIHUSI Y MJIEKOIMTAIOIIETO,
BKJIFOYAIOLTHI BBEICHUE TepaneBTUIeCKH 3(pPEeKTHBHOrO KOJINYECTBA MHIMONTOpPA ayTOTAKCHHA
win ero (apMaLeBTUYECKH TNPUEMIIEMOH COJHM WM CojibBaTa Miiekonuraromemy. CoriacHo
OJTHOMY aCIEeKTy B HACTOSIIEM JOKYMEHTE OMHCHIBAETCS CIIOCO0 JICYCHHUS WU MTPEaYIPEKACHUS
AyTOMMMYHHOTO 3a00JI€BaHUSI MM COCTOSIHHSI § MJIEKOIMHUTAOINETO, BKIFOYAKOLINI BBEICHUE
MJIEKOITUTAIOLIEMY TeparneBTUIeCKH 3((HEKTUBHOrO KOJHMYECTBA MHIMOMTOpPA ayTOTAKCHHA WU
ero (papmareBTUYECKH MPHEMJIEMON COJIM WJIM COJbBaTa M MMMyHocynpeccanta. CoriacHo
HEKOTOPbIM  BAapHAaHTAM  OCYINECTBJICHHS]  MMMYHOCYNPECCAaHT  BKJOYaeT B  cels
TJIFOKOKOPTHKOUJ, IUTOCTATHK, AHTUTEJIO, JIEKAPCTBEHHOE CPECTBO MIIH MX KOMOWHALIUIO.

CornacHo apyromy acrekTy B HACTOSIIIEM JIOKYMEHTE OMUCBIBAETCS CIIOCO0 JICUEHUS HITH
npeaynpexneHust 3a00eBaHUsl WM COCTOSIHUSL JIBIXaTENIbHBIX TYTEH y MIIEKOMHTAIOMIETO,
BKJIFOUAIOLIMI BBEICHUE TepaneBTUIeCKH 3(pPeKTUBHOrO KOJINYECTBA HHIMONTOpPA ayTOTAKCHHA

Wi ero (papMaleBTUYeCKH NPHUEMIIEMOI CONMM WM coibBaTta Miekonuraromemy. CoriacHo
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HEKOTOPbIM BapHaHTaM OCYLIECTBJICHUs] 3a00JIeBAHUEM JbIXAaTEJIbHBIX TMyTeH SBISETCS
XPOHUYECKOe OOCTPYKTUBHOE JIETOYHOE 3a00JIeBaHHe, KUCTO3HBIN (PUOPO3 MITH acTMa.

CornacHo ApyroMy acrekTy B HACTOSIIEM JIOKYMEHTE OMUCBIBAETCS CIIOCO0 JICUEHUS HITH
NPEeAyNpPexKIeHUs] BHYTPHUIJIA3HOTO [AaBJICHUS Y MIIEKOMUTANOIIETO, BKIOYAIOLINI BBEACHUE
TepaneBTHUeCKH  3(P(EeKTUBHOrO  KOJMYECTBA  HHTUOMTOpAa  AyTOTAKCHMHA WM €ro
(bapmMarieBTHUECKN MPUEMJIEMOI COJIM WM COJbBaTa MileKonuTarouieMy. COorjiacHo HEKOTOPbIM
BapUaHTaM OCYIIECTBJICHHs BHYTPUIJIA3HOE 1aBJICHHE ACCOLIMUPYETCS C TTIay KOMOM.

CornacHo Apyromy acrekTy B HACTOSIIEM JIOKYMEHTE OMUCBIBAETCS CIIOCO0 JICUEHUS HITH
NpeAyNpexIeHUs] HEBPONaTHYeCKOW OONM y MIIEKONMTAIOIIEro, BKIIOYAOLINNA BBEICHUE
TepaneBTHUeCKH  3(P(PEeKTUBHOrO  KOJMYECTBA  HHTUOMTOpAa  AyTOTAKCMHA WM €ro
(bapMmarieBTHYECKH NPUEMJIEMOI COJIM WM COJIbBaTa MileKonurarouieMy. COorjiacHo HeKOTOPbIM
BApUAHTAM OCYIIECTBJICHUS HEBpOMaTHuecKas OOJb SBISIETCS PE3YJIbTATOM IOBPEKACHUS
HepBa.

CornacHO OZHOMY aCNeKTy B HACTOSIEM JOKYMEHTE ONUCBIBAETCS CIIOCOO JICUEHUS WIIN
NPEenyNpesKIeHss MeTa0OJMYeCKOro HapYIIEeHHUs /MM OIHOTO MJIM HECKOJBbKHX COCTOSIHMH,
ACCOLIMMPOBAHHBIX C META0OJMYECKUM HApYLICHHEM, NPHU 3TOM CHOCOO BKIIIOYAET BBEACHUE
UHrUOMTOpa ayTOTAKCHHA MIIEKOMHTAIOLIeMYy NMpH HeoOxomaumocTu 31oro. CorjiacHo Apyromy
acTieKTy B HACTOSALIEM JIOKYMEHTE OMMCBHIBAETCS CIIOCOO MPEenynpexaeHHs WIH 3aMeJICHUs
NPOSIBJIEHUS] 10 MEHBIIEH Mepe OJHOTrO MeTabOJIMYEeCKOrO HAPYIICHHUS Y MIIEKOMHUTAIOLIEro C
PHUCKOM pa3BUTHSI METaOOJIMYECKOrO HApPYIIEHHs], BKIFOYAIOIUI BBEIEHUE MIICKOIUTAIOIEMY
uHruouropa ayrorakcuaa. CorjaacHO HEKOTOPBIM BapHUAHTAM OCYLIECTBJIEHUs] MEeTabOIHMIeCcKOoe
HapyIlleHHe Jie4aT MyTeM CHIDKEHUs COIEpKaHHs TIFOKO3bl B KPOBH. B HEKOTOPBIX CIydasx
cofep KaHue TIIIOKO3bl B KPOBU CHUKAETCSl Y CyOBEKTa MO MEHbIIEH Mepe Ha MPUOIH3UTEIbHO
10% mocne BBenenus wuHruOuropa ayrorakcuHa. COIJIaCHO HEKOTOPHIM —BapUaHTaM
OCYLIECTBJICHHsT METa0OJMYECKOe HApPYLIEHWE Jie4aT IyTeM CHIDKEHHS COAEpIKaHUs
mmodocharuaHoil KuCHoThl B iasMe. COrJlaCHO HEKOTOPhIM BapHAHTaM OCYIIECTBIICHHUS
MeTabOoJIMuecKoe HapyLIeHHe JiedaT MyTeM YJIy4IIeHHs YYBCTBHTEJIBHOCTH K HWHCYJIUHY.
CornacHO HEKOTOPBIM BapHaHTAM OCYINECTBJIEHHS] METaOOJIMYEeCKOe HapyIIeHHE JiedaT MyTeM
yculieHHss Ccekperuu HHCyianHA. COrjlacHO HEKOTOPbIM  BapHaHTaM  OCYLIECTBIICHHS
MeTabOJIMUeCKOe HAPYLICHHE JIeYaT MyTeM YJYYIIeHHS TOJIEPAHTHOCTH K ritoko3e. CorimacHo
HEKOTOPBHIM BapHAHTAM OCYINECTBJIEHHS METaOONIMYEeCKOe HApPYLIEHHE JIeUaT MyTeM CHUKEHUS
paspacranusi  kUpoBoH TkaHW. COrNacHO HEKOTOPBIM  BapUaHTaM  OCYIIECTBJIICHHUS
MeTabOIIMUeCcKOe HapyIIeHHe He HHAYLUPYET TUnoriankeMuto. COorjaacHO HEKOTOPBIM BapHaHTaM
OCYILIECTBIIEHHsT MeTa0OJNIMYeCKOe HApyIIeHHWE BBIOPAHO W3 TPYIIBL, COCTOSINEH U3

MEeTa00JIUYECKOTO CUHAPOMA, MOBBIICHHOIO COACPIKAHUSA TJIIFOKO3bI B KPOBU, PE3UCTCHTHOCTU K
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UHCYJIMHY, HApPYIIEHHs TOJIEPAHTHOCTH K TJIFOKO3€, caxapHoro amabera 2 Tuma, CaxapHOTrO
mnabera 1 Tuma, npenualera, HeamkOrospbHOW kupoBoil OonesHu mnedenu (NAFLD),
HeanmkoronpHOro crearorenaruta (NASH), okupenuss wnmm unx komOuHanmm. CoriacHO
HEKOTOpPHIM BAapUAHTAM OCYLIECTBICHHUsS MIIEKONHUTAIOLIEe HMEET MHAEKC MacChl Tena I10
MeHblIel Mepe 25 Kr/M> 1 MO MeHbIlell Mepe OJHH MJIH HeCKOIbKO (PaKTOPOB PUCKA CaXxapHOTo
nuadera, BBIOPAHHBIX W3 TPYIIBL, COCTOSIIEH W3 (PU3MYECKOW WHEPTHOCTH, HAJIHYUS
POACTBEHHHKA MEPBOW CTENEHU POACTBA C CaXapHbIM AMA0ETOM, NMPHHAMIEKHOCTU K pace WU
STHUYECKON I'PYIIIe BHICOKOTO PUCKA, POXKIEHHS V KEHIIMHBI pebeHka Maccoli bonee 9 GyHTOB,
NPEeABAPUTENBHOIO JHAarHOCTHPOBAHUS Yy SKEHIIMHBI 1uadera OepeMEeHHBIX, TUNEPTEH3HH,
copepkanus xonecreprHa HDL Hike mo menbiuel mepe 0,9 mmons/n (35 mr/an), conep:kanust
TPUIIIHLIEPUAA 110 MeHbIel Mepe 2,82 Mmoub/n (250 Mr/an) unm Bblle, CHHAPOMA MOJUKHACTO3a
AUNYHUKA Y SKEHIIMHBI, TSDKENOro OXKUpeHus, acanthosis nigrican U CepaeYHO-COCYAMCTOrO
3aboneBaHusL.

CornacHo IpyroMy acrekTy B HACTOSIIEM JOKYMEHTE OIMCBIBAETCS CIIOCO0 JICUSHHS UIIN
NpeAyNpPexIeHUs] OXXUPEHHUsT Y MJIEKONMTAIOIIEro, BKJOUYAIOLINM BBEJEHHE TepareBTHYECKU
3¢ PeKTHBHOrO KOJIMYeCTBA HHIMOUTOPA ayTOTAKCHHA WK ero (papMaLeBTHUYeCKH MPHEeMIeMON
COJIM WJIM COJIbBATa MJIEKOITUTAIOLLEMY .

CornacHO OIHOMY acCIEKTy B HACTOSIIEM AOKYMEHTE OIHCHIBAETCS CHOCOO CHIDKEHUS
Coep KaHus TJIFOKO3bI B KPOBU MJIEKOTHMTAIOIIETO, BKIFOYAIOLINIA BBECHHE MIICKOMUTAIOLIEMY
UHrHOMTOpa AayTOTAKCHHA CO CHI)KEHHEM TEeM CaMbIM CONIEp)KaHHsl TJIFOKO3bI B KPOBHU
miiekonurarouiero. Kpome Toro, mpeacraBieH crnocod NpeaynpekaeHus WIH 3aMeIJIeHUs
NPOSIBJIEHUS] TIOBBIIIEHHOTO COAEPIKAHUS TIIFOKO3bI B KPOBH Y MIIEKOMHTAIOMIET0 C PHCKOM
Pa3BUTHS TOBBIIIEHHOTO CONEPKaHHs TJIFOKO3bL, TPU 3TOM CHOCOO BKIKOYAET BBEICHHE
MJIEKONIUTAIOLIEeMy ~ WHrubutopa  ayrorakcmHa.  COMJIaCHO ~ HEKOTOPbIM  BapHaHTaM
OCYLIECTBJICHHS] MJICKOIIUTAIOIEe HMEET TMOBBIIIEHHOE COAEpIKaHUE TJIFOKO3bl B KPOBH.
CornacHO HEKOTOpPBIM BapHaHTAM OCYIIECTBIICHHs CIIOCOO BKIIFOYAET M3MEpPEHHE COAEpIKaHUS
TJIFOKO3bI B KPOBH MJyIekonuTaromero. CoriacHO HEKOTOPhIM BapHAHTaM OCYLIECTBIIEHUS CIIOCO0
BKJIFOYAET OTOOP MIIEKONHTAIOLIETO, UMEIOINEro MOBBIIIEHHOE COMAEPYKaHUE TIIFOKO3bI B KPOBH.
HsmepeHHOe coneprkaHHe TIIFOKO3bl B KPOBH MPEAYCMATPUBAET COMAEPKAHHE TIFOKO3bI B KPOBH
HATOINAK, COJEPKAHNE TIIFOKO3bI B KPOBHU TOCTIE €bl, COAEPIKaHNE TIIFOKO3bI B LIEJIbHOH KPOBU U
cofep:KaHue TIIOKO3bI B IiasMe KpoBU. COrNIaCHO HEKOTOPBIM BAapHAHTAM OCYIIECTBIICHUS
Colep KaHue TIFOKO3bl B KPOBU CHIKaeTcst Hbke 200 mr/mn, 175 mr/mn, 150 mr/mn, 125 mr/mn,
120 mr/mn, 115 mr/nn, 110 mr/an, 105 mr/nn wiu 100 mMr/an mocnie JieueHuss UHTHOUTOPOM

ayTOTaKCHHA.
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CornacHo OIHOMY aCIIeKTy B HACTOSILIEM JOKYMEHTE OMHCBHIBAETCS CIIOCOO CHUIKEHUS
comep:kaHus ar30(ochaTuIHON KUCIOTHI B IJIa3Me MIIEKOIUTAIOIIET0, BKJIFOYAOIIUI BBEACHNE
MJIEKONIUTAIOLIEMY HHTUOMTOpAa AayTOTAaKCHHA W CHIDKEHHE TEM CaMbIM  COAEpIKaHUsS
mm3odocaTuaHON KHUCIOTHI B Iia3Me Miekonutaromero. CoriacHO HEKOTOPhIM BapHUaHTaM
OCYILIECTBIICHUsST MJIEKOIIUTAIOIEe HMEET IOBBIIEHHOE COAEpIKaHHE TJFOKO3bl B KPOBH.
CornacHO HEKOTOPHIM BapUAHTaM OCYILIECTBIIEHHS] MJIEKOMUTAIOIIEE SBISIETCS PE3UCTEHTHBIM K
UHCYJIUHY.

CornacHo OTHOMY acCleKTy B HACTOSINEM JOKYMEHTE OIUCBIBAETCS CIOCOO yNIy4IIEeHUs
YyBCTBUTEIBHOCTH K WHCYJIMHY, 3aMEJJICHUs MPOSIBICHUS PE3UCTEHTHOCTH K MHCYJIHHY W/WIN
YCUJIEHUsI CEKPELINU MHCYJIMHA Y MIIEKOITUTAIOIIEr O, BKIIIOYAOIINUN BBEACHNE MIIEKOITUTAIOIIIEMY
UHruOUTOpa AayTOTAaKCMHA U YJIy4lIE€HHE TEeM CaMbIM pPE3HCTEHTHOCTH K HWHCYJIHUHY VY
MJIEKOITUTAIOLIETO.

CornacHO OTHOMY aCHeKTy B HACTOSIILIEM JOKYMEHTE OIMCBIBAETCS CIIOCOO YIIydLIeHHUS
TOJIEPAHTHOCTH K TJIIOKO3€ Y MJIEKONMTAIOIIEro, BKJIIOYAIOIUN BBEJEHHE MIIEKONUTAIOIIEMY
MHTHOUTOpA ayTOTAKCUHA M YJIYYIIEHHE TEM CAMbIM TOJEPAHTHOCTH K TJIFOKO3€.

CornacHO OZHOMY acIleKTy B HACTOSIIIEM JOKYMEHTE OIHCHIBAETCS CIIOCO0 YMEHbLIEHUS
pa3pacTaHus )KUPOBOM TKAHU Yy MJIEKONUTAIOINErO, BKJIIOYAIOIIUN BBEIEHHUE MJIEKOIUTAIOILEMY
MHIHOUTOpAa AayTOTAKCHMHA M YMEHbLIEHHE TEeM CaMbIM pa3pacTaHUsl SKUPOBOH TKAaHU Y
miiekonuraroniero. CoracHO HEKOTOPbIM BapHUaHTAM OCYIIECTBJICHHS MJICKOMUTAIOINEE UMEET
NOBBIIIEHHOE ~ COAEpKaHMe IOKO3bI B KpoBH. COrJaCHO HEKOTOPHIM — BapHAaHTaM
OCYLIECTBJICHHSI MJICKOITUTAIOIIEE SIBJIIETCS] PE3UCTEHTHBIM K HHCYJIUHY.

CornacHo KakoMy-THOO ¥3 BBILICYNIOMSHYTBIX MPEACTABICHbI JTOTIOJHUTENbHBIE
BapUAHTBI OCYLIECTBICHHUS, B KOTOPBIX 3(p(PeKTHBHOE KOTMYECTBO MHTHOUTOPA ayTOTAKCHHA FITH
ero (hapmManeBTHYEeCKH MPUEeMJIEMON COJIH (a) BBOAAT MIIEKOMUTArOIIeMy cucTeMHO, u/uiu (b)
BBOJSIT MJICKOIHTAIOIIEMY MEePOpPabHO, W/MIH (C) BBOIAT MIIEKOMMTAIOIIEMY BHYTPUBEHHO,
w/wnu (d) BBOOST MHTANALMEH;, 1/HiH (€) BBOIAT MyTEM Ha3aJIbHOTO BBeneHUs, 1/mH (f) BBOISIT
MJIEKOITUTAIOLIEMY HHBEKLIUEH; 1/ UiH (g) BBOASAT MIIEKOIIUTAIOLIIEMY MECTHBIM iyTeM; u/uiu (h)
BBOJSIT IyTE€M IJIA3HOTO BBEICHMS, WK (1) BBOAAT MIIEKONUTAIOIIEMY PEKTAIbHO, W/uiH (])
BBOJISIT MJIEKOTIUTAIOIIIEMY HECHCTEMHO WJIH JIOKAJIBHO.

CormacHo  KakoMy-TuOO W3 BBIIICYNIOMSHYTBIX  ACIEKTOB  IPEACTABIIEHBI
JOTIOJTHATENbHBIE BaPUAHTBI OCYLIECTBICHUS, NMPEAYCMATPUBAIOIINE OIHOKPATHBIE BBEICHUS
3¢ EKTUBHOrO KOJIMYECTBA HHIHONTOPA ayTOTAKCHHA, B TOM YHCJIE JOMOJHUTEIbHbBIC BAPHAHTBI
OCYILIECTBIIEHHS, IPU KOTOPbIX HHTHOUTOP ayTOTAKCHHA BBOISAT MIIEKOIMTAIOIIEMY ONIUH pa3 B
CYTKH WJIM UHTHOUTOP ayTOTAKCHHA BBOJASAT MJIEKOMUTAIOIIEMY HECKOJBKO pa3 B TEUEHUE OJHUX

cyTok. COrllacCHO HEKOTOPBIM BapHaHTaM OCYINECTBJICHHS MHTHOUTOP ayTOTAKCHHA BBOJST IO
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CXe€Me HeNpephIBHOTO BBeAeHMs N03bl. COrJacHO HEKOTOPHIM BapHAHTAM OCYIIECTBIICHUS
UHTUOUTOP ayTOTAKCHHA BBOIAT IO CXEME HEMPEPBIBHOTO €KECYTOUHOTO BBEIEHHS JIO3bI.

CornacHo moOOMy W3 BBIIIEYIIOMSHYTBIX ACHEKTOB, BKIIIOYAOIUX B ceOs JiedeHue
3aBHCHUMBIX OT AayTOTAKCHHA 3a00JIeBaHUIl WM COCTOSIHUH, IOIOJIHUTENbHBIE BAPHUAHTBI
OCYILIECTBIIEHHs BKJIIOYAIOT BBEACHHE 110 MEHBIIEH Mepe OJHOTO AOMOJHUTENBHOTO CPEACTBA B
JOTIOJTHEHNE K BBEIEHUIO MHTHOMTOpA ayTOTAKCHHA WM €ro (papMaleBTUYECKH NMPUEeMIIEMON
conu. COrflacHO Pa3MYHBIM BapHAaHTAM OCYIIECTBJIEHHUsS KaKI0€ CPEACTBO BBOIAT B JIHOOOM
HOpsIZIKE, B TOM YHCJI€ OTHOBPEMEHHO.

CornacHo moO0OMy H3 pPacKpblBa€MbIX B HACTOSINEM JOKYMEHTE BapUaHTOB
OCYILIECTBIICHHUS MJIIEKOITUTAIOIIUM SIBJISIETCS YEJIOBEK.

CornacHO HEKOTOPBIM  BapHaHTaM  OCYINECTBJIEHHUS HMHIHOUTOPBI  ayTOTAKCHHA,
IPE/ICTaBJIEHHBIE B HACTOSIIEM JOKYMEHTE, BBOIAT YEJIOBEKY.

CornacHo HEKOTOPBIM BapUaHTaM OCYLIECTBJIEHUS HHTHOUTOPBI ~ ayTOTAKCUHA,
NPE/ICTABJIEHHBIE B HACTOSIILEM JJOKYMEHTE, BBOJSAT IEPOPAIIBHO.

IIpencraBneHsl M37eNusi, KOTOpbIE BKIOYAIOT B Ce0sl YIAKOBOUHBIA MaTepHal,
WUHTHOUTOP AyTOTaKCHMHA WIM €ro (apMaleBTUUECKH NPUEMIIEMYI0 COJIb B YIIAKOBOYHOM
Marepuaie W STHUKETKy, Ha KOTOPOW YKa3blBa€TCs, YTO HMHIMOMTOpP ayTOTAKCHHA WIIH €ro
KOMIIO3MLIMIO, WIN (papMaleBTUYECKH TNPHEMIIEMYIO COJb, TAayTOMEpbI, (hapMareBTHUECKH
npuemsiemblii  N-okcup, (apManeBTUUECKH AKTUBHBIA  MeTa0oJuT, (hapMaleBTHUYECKU
NpUEMIIEMOE TPOJIEKAPCTBO WK (hapMALeBTHYECKH MPUEMIIEMbIH COJIbBAT HUCIIONB3YIOT JJIst
UHrHOMPOBAHUS AKTUBHOCTH ayTOTAKCHHA WM JJIS JICUSHUSI, IPEAYNPEKACHUS WIH OCTa0JIeHUs
OJTHOTO WJIM HECKOJIBKHX CHMITTOMOB 3a00JIEBAHUS UM COCTOSIHHSL, TIPU KOTOPBIX OyIET MOIEe3HO
UHrHOMPOBAHUE AKTUBHOCTU ayTOTAKCHHA.

Jlpyrue 1enu, NMpU3HAKM M TPEUMYIIECTBA WHTMOUTOPOB ayTOTAKCHHA, CHOCOOOB U
KOMITO3ULMH, OMUCBIBAEMBIX B HACTOSIIEM MOKYMEHTE, CTAaHYT OYEBHIHBIMU U3 CIIEAVIOIIEro
noapodOHoro onucanust. OHAKO CleNyeT YYUThIBATh, YTO MOAPOOHOE OMUCAHNE M KOHKPETHBIE
NpUMEPBbI C YKa3aHUEM KOHKPETHBIX BAPHUAHTOB OCYLIECTBIEHHS MPUBOISATCS HCKIIOUEHUS C
WUTIOCTPATHBHOM LIEJBIO, MOCKOJBKY Pa3INYHblE U3MEHEHUS W MOAM(UKAIHNU B MpeaMere U
00BbEME HACTOSIILEr0 PACKPBITHS CTAHYT MOHSATHBIMH CIIELUATUCTY B JAaHHOW oOjactu u3

MOPOOHOTO OTMCAHHS.

KDaTKOC OINHCAHHE rpa(_[)nqecxnx MaTEpPHAJIOB

Ha ¢ur. 1 mpencraBneHo conep’kaHWe THAPOKCUIPOJIMHA B KOXKHBIX OHMONTaTax OT

UHBELUPOBaHHBIX PBS winm WHBEIMPOBAHHBIX OJICOMHIIMHOM MbIlIeH, 00paboTaHHBIX
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uHrHOUTOpOM ayrotakcuHa. CoenmHeHne A ocnalisier KOxHbIA (GuOpPO3 Mpu BBEACHHH JO3bI
npodunaktudecku (npod.) WM TepameBTUYECKH (Tep.) HAa MBIIIMHONH MOAENH MOAKOKHOTO
OneoMuIHa.

Ha ¢ur. 2 npencrasneHo conepKaHue€ TUAPOKCUNPOINMHA B HEJIUTMPOBAHHBIX U
aurupoBaHHbIX nodkax menuedr UUO nocne npodunakrudeckoit (A) mm tepaneBTHUecKoi (B)
oOpabotku mHruomropom ayrorakcuHa. CoenunHeHme A ocnabnser modeuHsldi ¢ubpo3 mpu
BBEJICHUU J103bI podunakTudecku (A) mnu tepanesrudeck (B) Ha mprmunnoli mogenu UUO.

Ha ¢wmr. 3 npencraBneHo copepskaHUE TMIPOKCHUIPOJIMHA B MBIIUHONW OpIOIIMHE OT
UHBELUPOBAHHBIX CPENOH-HOCUTENIEM HITH XJIOPTeKCUINHA TITFOKOHATOM MblIIIel, 00paboTaHHbIX
uHruburopom ayrorakcusa. Coenunenue A ocnabisieT mepuTOHeaNbHbIN (UOPO3 NpU BBEACHUU
7036l MPOMUITAKTHUECKH HA MBIIIMHOW MOJIENN XJIOPTeKCUANHA TTIOKOHATA.

Ha ¢ur. 4 npexncrasneH NpOLEHT IUIOINAAM IOJIOKUTENBbHOro okpammBaHus PSR B
nevyenu nonydaBumx CDAA/HFD wmblmeii, 0OpabOTaHHBIX TeparneBTHYECKH CPEeNoH-HOCHTEIEM
Wi uHruoOuropamu ayrorakcuHa. CoenuHeHne A W coenuHeHHe B 0cnabnsioT medeHO4HSbIH

¢$uOpo3 npu BBeAEHNH A03bI TepaneBTHYeCKH Ha MblnHON Monenu CDAA/HFD.

TloapoOHoOe pacKpPbITHE HACTOSIINEIr0 H300peTeHUs!

Aytorakcud u LPA
Ayrorakcun (ATX, NPP2 wmu ENPP2), rnukonporenH mnpubnusutensHo 120 x/la,
npeacTaBisier co0ol cekperupyemyro Hykieoruanupodocdarasy/pochonuscrepasy (NPP) ¢

AKTUBHOCTBIO m3odocdonunasbr D KOTOpast npeBparaer BHEKJIETOYHBIH

,
nmodocharuamixomun (LPC) u ppyrue nmuzodochonumnuasl B au30PocHaTUIHYIO KUCIOTY
(LPA). CuutaroT, 4YTO ayTOTAaKCMH OTBE€YaeT 3a OOJBINYH YacThb NPOAYLUPOBAHUS
mupkyaupyromeit LPA.

LPA pnelicTByer uepe3 psabl Crelu(pHUECKUX COCOUHEHHBIX ¢ OenkoMm G peunenTopos
(GPCR), Takux kak LPA1, LPA2, LPA3, LPA4, LPAS, LPA6, LPA7, LPAS8, ayTOKpHHHBIM U
MApakpuHHBIM 00pa3oM ¢ TONy4YeHHEeM psiia OHOJIOTMYeCKHX OTBeTOB. Hampumep,
mm3odochonmumuasl, Takue kak LPA, kak U3BeCTHO, HAPYIIAIOT Takue OUoorndeckue GyHKIHU
kak mnpoiudpepauns, auddepeHunpoBKa, BBDKUBAEMOCTb, MUTPALMs, aAre3usi, HHBA3HA U
Mopdorenes knerok. Kpome Toro, mssectHo, uro LPA, urpaer posib B TakuX mpoLeccax Kak
aKTHBAaLUs TPOMOOLIMTOB, COKpAalleHWe [IAAKWX MbI, o0pa3oBaHWE aKTHHOBOTO
CTPECCOPHOTO BOJIOKHA M MUTPALIHS KIJIETOK.

AyrtorakcuH U LPA ObUiH BBISBICHBI B PA3JIMYHBIX OMOJOTMYECKUX JKHIKOCTSX, TAKHX

KaK CbhIBOPOTKa KpPOBH, IlJIa3Ma, uepe6poanHaanaﬂ JKHUAKOCTb, CCMCHHAA KHMAKOCTb, MOYad U
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CIIIOHA, KAaK Yy J>KUBOTHBIX, TaK W Yy JIIOJAEH, YTO TMOATBEPXKIAET TO, YTO OHH SIBJIAIOTCS
MOTEHIUATBHBIMA ~ OHMOMapKepaMu JJisi [POTHO3UPOBAHUS OMPEAENIEHHBIX 3a00JIeBaHUM.
Hanpumep, KOHUEHTpalusi U aKTUBHOCTb ayTOTAKCHHA B CHIBOPOTKE KPOBH IIOBBIMIAOTCS Y
OOJIPHBIX XPOHUYECKUMHU 3a00JIeBaHUSMU Te4eHH Hu y OepemMeHHbIX >keHIIUH. CoriacHo
OPYroMy NPUMEPY aKTHBHOCTb ayTOTAKCHHA MOBBIMAETCS B LEPeOPOCTUHAIBHON KUAKOCTH U
CBIBOPOTKE KPOBU OOJIBHBIX PELIUTUBUPYIOLINM/PEMUTTUPYIOIIUN PACCESIHHBIM CKJIEPO30OM TIO
CpaBHEHHUI0O C OOJBHBIMH JPYTMMH HEBPOJOTHYECKUMH 3a0oneBaHusiMu. Kpome Toro,
ayTOTAKCHH, KaK U3BECTHO, BJKEH JJII HOPMaJIbHOTrO pa3BuTusi. Hampumep, Mbimu ¢ reumurom
ayTOTaKCHMHA YMHPAIOT Ha 9,5 CyTkH 5MOPHOHAIBHOW CTaauu C TIyOOKUMH COCYAHCTBIMU
nedexTaMu Kak B XKEJITOYHOM MeIKe, Tak U B d3MOpuoHe. Kpome Toro, BhIICHWIH, YTO Ha 9,5
CYyTKM 5MOpHOHANBHOM  CcTaguu OSMOPHOHBI €  JAeQUIUTOM  ayTOTAaKCHHA  HMMEIOT
neGopMUpOBaHHBIN aJTAHTOUC, NOe(pEeKThl HEPBHOM TPYyOKM M aCHMMMETPUYHBIE TOJIOBHBIE
CKJIQJIKU.

CornacHo OIHOMY AaCHeKTy B HACTOSIEM JOKYMEHTE TMPEACTaBJEHbI CIIOCOObBI
NPUMEHEHUsT UHTUOWTOPOB ayTOTaKCHHA W (hapMAaLEBTHUECKUX KOMITO3UIMH, COAEPIKALINX
UHTUOUTOPBI AyTOTAKCHHA, ISl IPEAYIPEKACHUST W/ I JICYSHHs COCTOSIHUS, 3a00JIeBaHHS WITH
HApYIIEHHUS, aCCOLMHPOBAHHOIO C AaKTUBHOCTBIO ayToTakcuHa. COrjjacHO HEKOTOPbIM
BapUAHTAM OCYIIECTBJICHUSI CHOCOOBI, PacKpbIBA€MbIe B HACTOSIIIEM IOKYMEHTE, BKJIOUYAOT
BBEZICHHE WHIMOUTOpA ayTOTAaKCHHA CYOBEKTY C 3a00JIeBaHHEM, COCTOSIHEM WJIM HAapyIIEHUEM,
ONMCHIBAEMBbIM B HAcCTOsIIeM NOKyMeHTe. COriacHO HEKOTOPbhIM BapHaHTaM OCYIIECTBJICHHS
crocoObl, pacKpbiBa€Mble B HACTOSIIEM [OKYMEHTE, BKIJIIOYAIOT BBEIEHHE WHIHOUTOpA
ayTOTAKCHHA CYOBEKTY, Y KOTOPOTO MPEANOJIaraeTcsl Wik pa3BUBaETCs 3a00/1eBaHNe, COCTOSHUE
WJIU HapyILIEHHUE, OMMChIBAEMOE B HACTOALLEM JOKYMEHTE.

CornacHO OTHOMY aCHeKTy B HACTOSIIEM JOKYMEHTE MPeNCTaBJIeHbI CIIOCOOBI JICUEeHUs
WIN TIPEAYNPEKICHUS] ONHOTO WM HECKOJbKUX MPHU3HAKOB, CHMIITOMOB WJIM OCJIOKHEHUH Y
CcyOBbeKTa B pe3yJibTaTe 3a00JIeBaHUsI, COCTOSIHUS WJIM HAPYIIEHUS, OMMMCHIBAEMbBIX B HACTOSIIEM
JOKYMEHTE, MPH 3TOM CIOCOOBI BKJIFOYAIOT BBEICHHE HHIHOUTOPA ayTOTAKCHHA CYOBEKTY.

CormacHO OFHOMY aCHeKTy B HACTOSNIEM JOKYMEHTE TMPeICTaBIeHbl CIOCOOBI
NPeNyNpexRIeHNUs COCTOSIHMSI, 3a0OJjieBaHWsl WM  HApPyIIeHUs, AacCCOLMHUPOBAHHOTO C
AKTUBHOCTBIO ayTOTaKCHUHA, TIPU 3TOM CIIOCOOBI BKITIOYAKOT BBEACHHE MHIMOUTOPA ayTOTaKCHUHA
B KOMOWHALIUY C IPYTUM NPOPUITAKTHUECKUM TEPAMEBTUYECKUM CPEICTBOM.

CornacHO OTHOMY aCHeKTy B HACTOSIIEM JOKYMEHTE MPeNCTaBJICHBI CIIOCOOBI JIeUeHUs
COCTOsTHUSI, 3a00JIeBaHUSI WM HAPYIIEHUs, aCCOLMHPOBAHHOTO C AKTUBHOCTBHIO ayTOTAKCHHA,
MPU 3TOM CHOCOOBI BKJIFOYAIOT BBEICHHE WHTMOMTOpA ayTOTAKCHHA B KOMOWHALIMU C PYTHUM

MCTOAOM JICUCHMUA.
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CornacHo OmHOMY AacmeKTy B HACTOSINEM JIOKYMEHTE IIPEACTaBJICHbI CIIOCOOBI
ocnabneHusi, oOpalieHus W/WIM WHTUOWPOBAHUS TPH3HAKA, CHUMIITOMA WJIH OCJOKHEHUS
COCTOsIHUS, 3a00JIeBaHUSl WM HAPYLIEHUs, aCCOLMHUPOBAHHOTO C AKTUBHOCTBIO ayTOTAKCHHA,
IPH 3TOM CIOCOOBI BKIIFOYAIOT BBEIEHHE HHIMONTOPA ayTOTAKCHHA.

CornacHo OmHOMY AacmekTy B HACTOSINEM JOKYMEHTE IPEACTaBJICHbI CIIOCOOBI
ocnabneHusi, oOOpalleHWss W/WIW TpPEeKpPalleHus MPH3HAKA, CHMITOMA WA OCJOKHEHUS
COCTOSIHUS, 3a00JIeBaHUsl WM HAPYLIEHUs, aCCOLMHUPOBAHHOTO C AKTUBHOCTBIO ayTOTAKCHHA,
IPU 3TOM CIIOCOOBI BKJIIOYAIOT BBEJIEHHE MHIMOUTOpPA ayTOTAKCHHA B KOMOMHALIMH C OTHUM WJIN
HECKOJIbKUMH JOTIOJTHUTEIbHBIMH TEPANIEBTHUECKUMH CPEICTBAMU.

CornacHo HEKOTOpPHIM BapUaHTaM OCYLIECTBJICHUs BBEIEHHE MHIHOMTOpA ayTOTAKCHHA
WIN BBeAeHHE (apMalleBTUYECKONH KOMIIO3UIMH, COAep Kallell MHIMOUTOp ayTOTAaKCHHA,
OIMCHIBAEMBIH B HACTOSILEM JOKYMEHTE, BKJIOUAeT BBEICHHE WHTMOUTOpa ayTOTaKCHHA INPH
TepaneBTUUecKH d(dexTuBHOW nmo3e. COrmacHO HEKOTOPbIM BapUaHTaM OCYIIECTBICHUS
TepaneBTHUecKu 3(dexTuBHas no3a cocraisier or npudimsurenbHo 0,01 mMr mo 5000 wmr.
Hanpumep, TepaneBrudeckas 103a cocTaBisieT OT npuonmmsuTenpHo 0,1 Mr 10 mpubIM3UTeTbHO
5000 wmr, ot mpubmuzurensho 0,1 mr no npubausutensHo 1000 mr, ot npudnuzurensHo 0,1 mMr
no npubmusutensHo 500 wmr, ot mpubnmsurenbHo 0,1 mMr no mpubnmsurenbHo 250 mr, oT
npubmusutensio 1 mr po npubmmsurensro 1000 mr, or mnpubmusurensHo 1 Mr go
npubmusuTensHo 100 mr, ot mpubnusutensHo 1 Mr 1o npubiamsurenbHo 10 Mr UM paBHSIETCS
a000My IIeJIOMy YHCIY MEXKIY BBILIEYNOMSIHYThIMH 3HaueHUsIMH. COrJIacHO HEKOTOPBIM
BapUAHTAM OCYIIECTBJICHUS TEPANEBTUUECKU d(PPEKTUBHYIO 103y BBOIST NMOCTOsIHHO. CorlacHO
HEKOTOPBIM BapHaHTaM OCYLIECTBJICHHs TEPANEBTUYCCKU dPPEKTUBHYIO A03y BBOIAT 4 pas3a B
CYTKH, 3 pas3a B CyTKH, 2 pa3a B CYTKM, OAAMH pa3 B CYTKH, 6 pa3 B HeAelNto, 5 pa3 B Hexnento, 4
pasa B HeZIeNio, 3 pasa B HEEII, JBa pa3a B HEENO, OAUH pa3 B Henemo win pexe. CornacHo
HEKOTOPbIM BapUAHTAM OCYINECTBJICHHWS HWHTUOMTOpP AayTOTaKCHHA BBOAST B TEYCHHUE
TepaneBTHYecKu 3P PEeKTUBHOTO MPOMEKYTKAa BPEMEHH B JIFOOOM U3 CITOCOOOB, OMUCHIBAEMBIX B
HACTOSIIEM  JIOKYMEHTE, BKJIOUAIOIIMX  BBEACHWE HWHTUOMTOpAa  ayTOTAKCHHA WK
(apmMarieBTHYECKOW KOMIIO3HMLIUHM, COAepiKalleil HHrHOUTOp ayTOTakCMHa. B HEKOTOpbIX
cly4asix TeparneBTH4ecku 3(PpQeKTHBHBI MPOMEKYTOK BPEMEHH IPENCTaBISET COOOH Bpems,
3aTpaynMBaeMoOe Ha CHIDKEHHE WM YCTPAaHEHHWE OJHOTO WMJIM HECKOJBKUX IPHU3HAKOB HIIH
CHMIITOMOB 3a00JIEBaHMsI, COCTOSIHUSI WM HAPYLICHHS, OMNHCHIBAEMOrO B HACTOSILIEM
nokymenrte. Hanpumep, Tepanesruyeckul 3pQeKTHBHBII MPOMEKYTOK BPEMEHHU COCTaBJISAET OT 1
cytok a0 1 roma. Ilpumeps! BbIIEYNOMSAHYTONH TEPaNeBTHUYECKOW ITO3UPOBKU HE SIBJISIFOTCS
OTPAaHUYMBAIOIIMMU.  JIONIOJHHUTENbHbIE  TEPANEBTUYECKUE  PEKUMBI  JOIMOJHUTEIBHO

OMUCBIBAKOTCH B APYTHUX pasaciiaXx HACTOALIECTO JOKYMCHTA.
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®dubpo3

CornacHo HEKOTOPbIM BapHaHTaM OCYLIECTBJIEHHs B HACTOSIIEM JOKYMEHTE
PaCKpBIBAIOTCS CIIOCOOBI JieueHust pubpo3a MHrHOUTOpOoM ayrorakcrHa. COrIacCHO HEKOTOPBIM
BApUAHTAM  OCYILIECTBJEHUs B  HACTOSAILIEM  JOKYMEHTE  pAaCKPBIBAIOTCS  CIOCOOBI
npenynpexnenuss ¢udposa mHruOUTOpoM ayrtortakcwHa. COrJIacCHO HEKOTOPBIM BapHUAHTaM
OCYIIECTBJICHHS] B HACTOSALIEM IOKYMEHTE PACKPBIBAIOTCS CHOCOOBI OCiIalieHwus, oOpameHus
WIIM MTHTUOMPOBAHUS MPU3HAKA UM cuMmnToma ¢pudposa.

CornacHo HEKOTOPbIM BapHaHTaM OCYLIECTBJIEHHs B HACTOSINEM JIOKYMEHTE
PaCKpBIBAIOTCST  CIOCOOBI, BKJIIOYAIOINME BBEACHHWE HHTHOUTOpPA ayTOTaKCHMHA CyOBEKTY C
¢ubpozom. CornacHO HEKOTOPbIM BapHUaHTAM OCYLIECTBJIEHHS B HACTOSILIEM JIOKYMEHTE
PacKpbIBAIOTCST  CMOCOOBI, BKIIOUAIOIHME BBEACHHE WHTHOUTOpAa ayTOTAKCHHA CyOBEKTY,
BOCIIPUUMYHBOMY K (pUOPO3y.

CornacHo HEKOTOPbIM BapHaHTaM OCYLIECTBJIEHHMs B HACTOSINEM JOKYMEHTE
PacKpbIBAIOTCST CIIOCOOBI YMEHbLIeHUsT (HOpo3a B TKAHM, BKJIIOYAIOLINE BBEIEHHE B KOHTAKT
(rOpO3HOH KJIETKM WJIM TKaHU C MHIMOMTOPOM ayTOTAKCHHA B KOJHMYECTBE, TOCTATOYHOM IS
CHIKEHUs W/nunu nHruonposanust Gudposa. CorlacHO HEKOTOPBIM BAPHAHTAM OCYLIECTBICHUS
¢ubpo3 Brmouaer B cebss PuOpo3HOe cocTosiHue. B HEKOTOPBIX Clydasix KOJUYECTBO,
JIOCTaTOYHOE Uil CHW)KEHUs WWiu WHruOupoBaHus (GuOposa, SIBISETCS TeparneBTUYECKU
3¢ (HEeKTUBHBIM KOJTHMYECTBOM.

CornacHo HEKOTOPBIM BapHUAHTaM OCYIIECTBJICHUs YMEHbIIeHUEe GuOpo3a UK JIeueHue
(UOPO3HOrO COCTOSIHMSI BKJIFOYAaeT B CeOsi CHIDKEHHWE WM WHTHOMPOBAHHE OHOIO HJIH
HECKOJIbKMX U3 00pa3OBaHMS WM OTJOKEHHs OEJTKOB BHEKJIETOYHOrO MATPHKCA, YHUCJIA THIIOB
npopUOPO3HBIX KIETOK (Hampumep, uyncia GudpodiacToB Wi UMMYHHBIX KJIETOK); COAEpPKaHUs
KJIETOYHOTO KOJUIareHa WM THUAPOKCUMPOJMHA B (QUOPO3HOM oOdvare; 3KCIOPECCUH HIIH
akKTUBHOCTH  (uOporeHHoro Oenka;, yMmeHblieHUss (uOpPO3a,  aACCOLMHMPOBAHHOTO  C
BOCIAJIUTEIbHBIM OTBETOM HJIM MX KOMOWHALIUH.

Hcnonb3yemblii B HACTOSIIEM JTOKYMEHTE TePMHUH «(PHOPO3» OTHOCUTCS K HAKOILICHHIO
KOMITOHEHTOB BHEKJIETOUHOIO MAaTPHUKCA, KOTOpPbIE MOSIBJISIOTCS TMOCJE TPaBMbI, BOCIAJCHUS,
pereHepary TKaHU, HIMMYHOJIOTHYECKUX PEaKLUi, KJISTOYHOH THIepIUia3ui 1/ UM HEOTUTa3HH.
ITpumeps! pubOpo3a TKaHU BKIIIOYAIOT B ce0si Oe3 OrpaHUYeHHsl JIeTOUHbI (PUOPO3, MOYEUHBIN
¢ubpos, ¢udbpos cepaua, uuppo3 u ¢GuOPO3 medeHu, riasHoH (GuOPo3, KOKHBIE PYOIBI H
KeJIOUJIbI, TIOYeUHbIN (GUOPO3, MepuUTOHEaTbHbIN (HUOpPO3, craiiku, GudpPOMATO3, aTEPOCKIEPO3 U

AMHJIONI03.
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CornacHO HEKOTOPbIM BapUAaHTaM OCYINECTBICHUS (PHOPO3IHOE COCTOSIHHE SIBJISIETCS
nepBruHbIM  (uOpo3omM. CornacHO HEKOTOPbIM BapUAHTAM OCYILIECTBICHUS (PHOpO3HOE
COCTOsiHME siBJIsieTcsl MauonatudeckuM. COrylacHO HEKOTOPbIM BapHaHTAM OCYLIECTBIICHUSI
(uOpPO3HOE COCTOSIHME ACCOLMHUPYETCsl (HAmpuUMep, SIBJISIETCS BTOPUYHBIM IO OTHOLICHHUIO K
3aboneBannio) ¢ 3a0oneBaHreM (Hampumep, WHPEKIHOHHBIM 3a00IeBaHHEM, BOCIAIUTEIbHBIM
3a00seBaHIEM, ayTOMMMYHHBIM 3a00JIeBaHHEM, 3JI0KAY€CTBEHHBIM HITH PAKOBBIM 3a00JI€BaHHEM
W 3a00NeBaHHEeM COENUHHUTENbHONH TKaHH), TOKCHHOM, MOBPEKIAOLIMM (HaKTOPOM
(HanpuMep, BpeAHBIM BO3ICHCTBHEM OKpPY’KarOIIeH cpeabl (Hampumep, acOecT, yrojbHas MblIb,
NOJMLHUKJINYECKHEe  apOMaTHYeCKHe  YIJIeBONOPOABI), KYPEHHEM CHIaper, paHEHHEeM);
MEIMLMHCKIM JIedeHHeM (Hampumep, XHUPYPrUUECKHUM pa3pe3oM, XHMHOTEeparnued WM
00JIy4eHreM) WM UX KOMOUHAIMEH.

CornacHO HEKOTOPbIM BapHaHTAM OCYLIECTBICHUS (HOPO3HBIM COCTOSIHUEM SIBIISIETCS
¢ubpo3Hoe cocTosiHue Jierkoro, GUOPO3HOE COCTOSIHUE MeveHu, GrUOpO3HOe COCTOSIHUE CepaLa
WIH COCYAMCTOM ceTH, GuOpo3HOe COCTOsSIHUE MOYKHU, HUOPO3HOE COCTOSTHUE KOXU, GUOpo3HOe
COCTOSIHUE KEJTyTOYHO-KHILIEUHOTO TPakTa, GUOPO3HOE COCTOsIHME T1a3a, GUOpO3HOe COCTOsIHME
KOCTHOTO MO3ra WIM KpPOBETBOPHOH TKaHH, (pUOpO3HOE COCTOSHHE HEPBHOH CHCTEMBI,
¢$ubpo3HOe cocTosiHNE OPIOIINHBI MITH MX KOMOMHAIIHS.

CornacHo HEKOTOpPbIM BapUaHTaM OCYLIECTBIEHHs (UOPO3HOE COCTOSIHME TMOpa)kaeT
TKaHb, BBIOPAHHYIO M3 OJHOM WJIM HECKOJBKHX M3 MBIIIIbL, CYyXOKUJIMS, XPSINa, KOXKH
(HampuMep, KOKHOTO SMUAEPMUCA WM DHIOAEPMUCA), TKAHH CepAala, TKaHH COCYIOB
(HanpuMep, apTepuii, BEH), TKAaHH MOMKEIYIOYHOM JKeJe3bl, JJErOYHON TKaHU, TKAHHU TEeYEHH,
TKaHU MMOYKH, TKAHU MATKH, TKaHU SIMYHWKA, HEPBHOW TKAHW, TKAHM SIMYKA, [MEPUTOHEATHHOM
TKaHHU, TOJICTON KWIIKH, TOHKOTO KHIIEYHHKA, JKETYHBIX MyTeH, KUIIEUYHHUKA, KOCTHOrO MO3ra
WM KPOBETBOPHOM TKAHH.

CornacHo HEKOTOPBIM BapHaHTaM OCYINECTBIIEHUS (PUOPO3HBIM COCTOSIHUEM SIBJISIETCS
¢ubposHoe cocTosiHue nedeHru. COrlaCHO HEKOTOPhIM BapUaHTAM OCYIIEeCTBIIeHUs (GUOpO3HOE
COCTOSIHHE TI€4eHHU BHIOPAHO M3 OJHOIO MJIM HECKOJIbKUX U3 KUPOBOH OOJIE3HU MEUYSHHU, CTeaT03a
(mampumep, HeankorompHOro crearorenarura (NASH)), xonecraruyeckoro 3adoJieBaHUS
nedyeHu (Hampumep, mepBudHOro OwnmuapHoro wuppo3a (PBC)), umpposa, BBI3BAHHOTO
AJIKOTOJIeM TieueHOYHOro (pubdpo3a, MOBpEKASHHs KETYHBIX MPOTOKOB, OmnuapHoro ¢pudposa,
XojecTaza wWid xonaHruomatuii. COracHO HEKOTOPbIM — BapHaHTaM  OCYINECTBIICHUS
rernaTuYecKuil Uiu medeHOo4YHbld Gudpo3 BKIIOYaeT B ceOs Oe3 OrpaHWYeHHs] TemaTU4ecKui
($uOpo3, acCCOLUMUPOBAHHBINA C aJKOTOJIM3MOM, BUPYCHOW HH(EKLHel, HampuMep, remaTUTOM
(marmpumep, renmatutoM C, B mnm D), ayTOMMMYHHBIM TeénaTUTOM, HEAJIKOTOJBHOW >KHPOBOH

oonesupto meyeHn (NAFLD), mnporpeccuBHbIM MacCUBHBIM (uOpo3oM © BO3IEHCTBUEM
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TOKCHHOB WIIM pasfapaxkureield (Hampumep, crupra, (papMameBTUYECKHX JIEKapPCTBEHHBIX
CPEACTB U OKPYKAIOIIUX TOKCHHOB).

CornacHO HEKOTOPHIM BAapHAHTAM OCYINECTBJIEHUS B HACTOSALIEM JOKYMEHTE
OIUCBIBAIOTCS CIIOCOOBI JISUEHUS WIIH TIpenynpekaeHns Gudpos3a nedeHn y cyObekTa, pu 3TOM
Croco0bl BKJIOYAIOT BBEAEHHE WHIMOUTOpAa ayTOTaKCHHA CyObeKTy. B HEKOTOpBIX ciydasx
¢ubpo3 sBIAETCS XPOHUUYECKUM WM OCTPHIM. B HEKOTOPBIX Cydasx BBEACHHE WHIHOHMTOpA
ayTOTaKCMHAa MPUBOAUT K OCHAaOJEHUIO, 3alePKUBAHUI0O WM TPENyNpekIeHHs NpPU3HAKa,
CUMITOMA W/WIH OCJIO)KHEHUsT TiedeHouHoro ¢udposa. Hampumep, cnocod ocmabser,
3a/lep)KUBACT WM TPEAyNpekIaeT NPOsBIEHHE LUPPO3a, NEUYEHOYHOH HEeAOCTaTOYHOCTH,
NOPTAJbHON TMIEPTEH3UN W/WIIN UX OCJIOXXKHEHUH. THUIHUYHBIE OCIIOKHEHHS LIUPPO3a BKIOYAIOT
B ce0s acuMT, MOYEYHYK HENOCTATOYHOCTb, IMEYEHOUHYIO SHIE(AIONaTHI0 M BapUKO3HOE
KpOBOTeUeHHe. B HEKOTOpBIX Cllydasx BBENEHHE WHIUOMTOpa ayTOTAaKCMHA HMHIHOHPYeT
HakorjieHne (UOPOTEHHBIX KJIETOK W/WIIM MPeayNpeskaaeT OTJIOKeHHe OEJKOB BHEKJIETOYHOTrO
MaTpukca (Hampumep, KojulareHa) B TedeHH. HruOuTOphl ayTOTAaKCHHA, HCIONb3yeMble B
criocobe, MPEeACTaBICHHOM B HACTOAIIEM IOKYMEHTE, MPUMEHHMBI JUIsl JICUSHUS] NTeYEHOYHOTO
¢ubposza, BbI3ZBAHHOrO JHOOOH TNPHUYMHOW TOBPEXKAECHUS TNedeHUu. [IpuMepsl TNpUUUH
neueHOYHOro Gpudpo3a BKIHOYAIOT B cedst 0€3 OrpaHu4eHus BUPYCHYIO MH(EKIHIo (Hampumep,
reratut C), ayTOMMMYHHBII Te€NaTUT, HACJIEACTBEHHbIN renarndeckuii pudpos, OakTepraIbHyO
urdexuoo (Hanpumep, Opyueies), mapasuTapHyro HHGEKUUIO (HampuMmep, SXHHOKOKKO3),
37I0yNOTpeOIEHUe  AJIKOTOJIeM, TEePBUYHBIH CKJIEPOSUPYIOIIUN XOJIAHTUT, JIEKAPCTBEHHbIE
cpeactsa (Hampumep, aMHOAAPOH, XJIOPIMPOMAKCHH, HM30HHA3HI, METOTPEKCaT, METUJIIONA,
OKcH()EHUCATHH, TOJOYTAaMHI), MEXAaHWYEeCKOe TMPEmsTCTBHE (HAmpuMep, XUPYpPrHYecKoe
BMELIATENbCTBO), HeanKoroybHbli ctearorenatut (NASH) u ux komOuHaImH.

B HekoTOpBIX Cilydasix B HACTOSIIIEM AOKYMEHTE OMHCHIBAIOTCS CIIOCOOBI OOpalieHus
¢bubpo3a unn perpeccuro Gudpo3a nmeyeHu y CyobekTa, mpu 3TOM COCOObI BKITFOYAKOT BBEIEHUE
UHTHOUTOpA ayTOTAKCHHA CYOBEKTY.

CornacHo HEKOTOPHIM BapHAHTAM OCYINECTBJIEHUs JIFOOOH Crocod, MpencTaBieHHbIH B
HACTOSIIEM JOKYMEHTE, BKJIOYAIOLIMA BBEICHWE HWHTHOUTOpPAa AayTOTAKCHHA, KPOME TOrO,
BKJIFOYAET BBEIACHHE OMHOrO WM HECKOJBbKUX JOMOJHUTENBHBIX MPOTUBOPUOPO3HBIX
TEPaNeBTHUECKUX CPeAcTB. [lomonHuTenpHble MPOTHBOGUOPO3HBIE TEPANIEBTHUECKHE CPENCTBA
BKJIIOYAOT B ce0s, Hampumep, BBEACHHE WHTUOWTOpAa AHTHOTEH3MHA, KOJXHULMHA,
KOPTHUKOCTEPOHN1a, HWHTUOWTOpa OSHAOTENWHA, uHTepdepoHa-anbda, wuHTepneikura 10,
AHTUOKCHUJIAaHTa, MHruouTOpa 3Be3a4aThix kierok rnedenu (HSC) mmm nx koMOnHanmu.

CornacHo HEKOTOPBIM BapHaHTaM OCYINECTBIEHUS (PUOPO3HBIM COCTOSIHHUEM SIBJISETCS

¢ubposznoe cocrosiHre mouku. COracHO HEKOTOPHIM BapHAHTaM OCYLIECTBIEHUs (HUOpPO3HOE
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COCTOSIHME TOYKH BBIOPAHO W3 ONHOTO MJIM HECKOJIbKHX M3 modeyHoro ¢udposa (Hampumep,
XPOHHYECKOTO MOYEYHOT O ¢ubpoza), HedpomaTuii, aCCOLIMUPOBAHHBIX c
noBpexnenneM/pudpo3oM (Hampumep, XpOHUYECKHX HedpomaTuii, aCCOLMMHPOBAHHBIX C
caxapHbIM anaderoM (Hampumep, nuaberudeckas HepomaTusi)), BOIUAHKH, CKIEPOAECPMHHU
MOYKH, TJIOMEPYIISIPHOTO HedpuTa, (POKAIbHO-CETMEHTAPHOIO IIIOMEPYJIOCKIIEPO3a, OYEUHOrO
¢ubpoza mnpu Heppomatnm IgA-TMma, accCOUMHMPOBAHHOH C XPOHHUYECKUM TMOYEUHBIM
3abonesannem (CKD) udenoseka, XpoHuueckoid mnporpeccupyromeii Hedpomatuu (CPN),

TyOyJIOMHTEPCTUIIMANBHOTO  (UOpO3a, 3aKYNMOPKH MOYETOYHHKA, XPOHUYECKOH ypeMHH,

XPOHHYECKOTO MHTEPCTULIUATBHOTO HedpuTa, panuaLOHHON HedponaTuy,
TJIOMEPYJIOCKIIepOo3a, MIPOrPECCUPYIOLIETO riiomepyJsioHedposa (PGN),
SH/IOTEINATBHOTO/TPOMOOTHYECKOTO MHKPOAHTMONIATUYECKOTO MOPAKEHUS, HIV-

accoOLMMPOBaHHON Hepponatun Wi (Gudpo3a, acCCOLMHUPOBAHHOIO C BO3JEHCTBHEM TOKCHHA,
pasapakuTeNsl MM XUMHOTEPANeBTHYECKOTO CPEACTRA.

CornacHo HEKOTOPbIM BapHaHTaM OCYLIECTBJIEHHMs B HACTOSINEM JOKYMEHTE
OIHCBIBAIOTCS CIIOCOOBI JISUSHHsT WIIN MpeaynpexaeHus Gudposa nouku y cyObekTa, pu 3TOM
crocoObl BKIIFOYAIOT BBEAEHHE HHIMOUTOpA ayTOTAKCHHA CyOBeKTy. B HEKOTOpBIX ciydasx
BBEICHHE WHTUOWTOpAa ayTOTaKCMHA CYOBEKTy oOcialisier, 3aMemnsieT WId HHTUOHpyeT
nporpeccupoBanue mo4yeuHoro (udpo3a. B  HEKOTOpBIX cCiyudasix BBEOEHHE WHIHOMTOpA
ayTOTaKCHHA TPUBOAUT K OCIaOJNIEHUIO, 3aMEICHHI0 WK MPEAYNPEKIeHUI0 MpPU3HAKa,
CHMIITOMa W/WJIM OCJIO)KHEHHs TMoYeyHoro ¢ubpoza. B HEKOTOpBIX cCiydasx BBEICHUE
WHCHOUTOpA AyTOTAKCHHA CHIJKAET HAKOIUICHWE BHEKJIETOYHOTO MAaTPUKCA HIJIM CKOPOCTh
HAKOIUIEHUS BHEKJIETOYHOrO MaTpPUKCa B TO4YKe. B HEKOTOPBIX Cliydasx moueuHbiii Gudpos
SIBJISIETCSI PE3YJIbTATOM OCTPOrO HJIH XPOHHUYECKOTO, YCTOWYMBOIO MOPaKEHHs TKAHHU MOYKH. B
HEKOTOPBIX CJIy4Yasx MovYedyHblid GuOpo3 XapakTepu3yeTcsi MIOMEPYIOCKIePO30M. B HEKOTOpBIX
CITy4asix Mo4YeuHbId GUOPO3 XapakTepusyercs TyOyIOMHTEPCTULHAIBHBIM (PUOPO30OM.

B HeKOTOpBIX Cllydasx B HACTOSIIEM JOKYMEHTE OMUCBIBAIOTCS CHOCOOBI oOpalueHwHs
¢ubposa wm perpeccun GudPo3a MOYKH § CYOBEKTA, MPU 3TOM CIIOCOOBI BKITIOUAIOT BBEJECHUE
UHTCHOUTOpA ayTOTAaKCHHA CYOBEKTY.

CoriacHO HEKOTOPBIM BapUaHTaM OCYLIECTBJIEHHUs JI00O0H Croco0, MPeACTaBICHHbIH B
HACTOSILIIEM JOKYMEHTe, BKJIIOYAIOLIMI BBEIEHHE HHIMOMTOpPAa ayTOTaKCHHA, KPOME TOrO,
BKJIFOYAE€T BBEACHHE OIHOIO WM HECKOJbKHMX JOMOJIHUTEIbHBIX TEPaneBTHYECKUX CPEICTB
npotus ¢$udpo3a /MK MOUEHUHOTo 3a00JeBaHus. [[OONHUTENPHOE TEPAEBTUIECKOE CPEICTBO
NpeayCcMaTpUBaeT, HaNpuUMep, HHrHOupoBaHHMe mnepemaun currama npodudposnoro TGF-
f/Smad. CormacHo apyromy mnpuUMepy HIOIMOJHUTEIBHOE TEpPareBTHUYECKOe CPEeNCTBO

NpeayCcMaTPUBAET TIOBBIIEHHE KOHLEHTPALUU NPOTUBOGHOPO3HBIX (HAKTOPOB B IOUKE,
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Harpumep, (axrtopa pocra remarouutoB (HGF) m xoctHOro mopdorenerndeckoro Oenka-7
(BMP-7), kortopele MOryT aHTaroHu3upoBarh ¢udOporeHnoe neivicreue TGF-B. Tunmunbe
npoTuBOGUOPO3HbIE TEPaNeBTUUECKUE CPENCTBA TAK)KE BKIIOUAIOT B cebst 0e3 orpaHUYeHus
BBEJICHHE OIHOTO WJINM HECKOJbKMX u3 muppenunona (S-merun-N-penwmn-2-(1H)-nmupunona),
TpaHmiacta, Gropdennnona, OIOKaabl peHHH-aHTHOTEH3UH-AIbIOCTepoHa, HHruOuTOopoB ACE,
uarnouropos ADAM u moHoksoHampHOTO anTutena npotus CTGF.

CornacHo HEKOTOPBIM BapHAaHTaM OCYIIECTBIEHUs (PUOPO3HBIM COCTOSIHHUEM SIBJISETCS
¢ubposHoe cocrosiuue koxku. COryiiaCHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHs (HUOPO3HOE
COCTOSIHME KOKM BBIOPAHO W3 OJHOTO WJIM HECKOJIbKUX M3 KOXHOro (pubposa, ckiepomepMumu,
HeporeHHOro cucremMHoro ¢uOposza (Hampumep, B pe3yjbTaTe BO3AEHCTBUS TaJOJIUMHUSA,
KOTOPBII 4acTO UCTONB3YIOT B Ka4eCTBE KOHTPACTHOrO BemecTsa 1151 MRI y OOnbHBIX TskeIon
MOYEUHON HEOCTATOYHOCTHIO), PyOLIeBaHUS U KEJIOUA.

CornacHo HEKOTOPbIM BapHaHTaM OCYLIECTBJICHHMs B HACTOSINEM JOKYMEHTE
OIUCBHIBAIOTCST CIIOCOOBI JICUSHHsT WK TpenynpeskaeHust Gudpos3a Koku y CyObeKkTa, Mpu 3TOM
crocoObl BKIIFOYAIOT BBEAEHHE HHIMOUTOpA ayTOTAKCHHA CyOBeKTy. B HEKOTOpBIX ciydasx
BBEJICHHE WHrUONUTOpa AayTOTakCHHa CyOBeKTy ocnabnser, 3amemiser WIHM HHruOupyer
nporpeccupoBanue pudposa koxxu. B HEKOTOPBIX Cilydasix BBEAEHHE MHIHOUTOpA ayTOTAKCHHA
NPUBOANT K OCNAOJEHUIO, 3aMEIUICHHIO WINM TPEeNyNpekIeHHI0 NMPU3HAKA, CHUMITOMA W/WIH
ocnoskHeHus1 (uOpo3a KOKH. B HEKOTOpBIX Cllydasx BBENEHHWE HHICHOUTOpPA ayTOTAKCHUHA
CHMKAeT HAKOIJIEHHE BHEKJIETOYHOTO MATPHKCA HIIH CKOPOCTh HAKOIUIEHUS BHEKJIETOYHOIO
MaTpuKca B KOke. B HeKOTOphIX ciiydasx (UOPO3 KOXKH SIBIISIETCS PE3YJIBTATOM OCTPOTO HIIH
XPOHHYECKOTO, YCTOWYMBOTO MOPAKEHHUS TKAHH KOXKH.

CornacHO HEKOTOPbIM BapHaHTaM OCYIIECTBJICHUS [OCJ€ BBENCHUS HWHTHOMTOpA
ayTOTaKCHMHA CYOBeKTy ¢ (UOpO30M KOXKHU TONMHMHA (PUOPO3HONW KOKU yMEHBIIAETCS.
Hanpumep, BBeneHHe WHrHOMTOpPAa ayTOTAKCHHA YMEHBIIAET TOJIIHMHY (PUOPO3HOW KOXKH IO
MeHbLIeH Mepe Ha npudOmmsurenabHo 5%, 10%, 20%, 30%, 40% wmm 50% 1o cpaBHEHUIO C
TOJILIUHOM KOKU IO BBEIECHHS MHTHOUTOPA ayTOTAKCHHA.

CorjacHo HEKOTOPbIM BapHaHTaM OCYLIECTBJIEHHs B HACTOSIIEM JOKYMEHTE
OINMHUCBIBAIOTCST crIocoObl oOpamienust pudposa wim perpeccuro Gpudposa Koku CyOBeKTa, MpU
5TOM CIIOCOOBI BKITFOYAIOT BBEACHNE HHTHOUTOPA ayTOTAKCHHA CYOBEKTY.

CornacHO HEKOTOPBIM BapUaHTaM OCYLIECTBJIEHUs JI000W Crnocol, MpeACTaBIeHHbINH B
HACTOSILIIEM JOKYMEHTe, BKJIIOYAIOLIMI BBENEHHE HHIMOMTOpPAa ayTOTAKCHHA, KPOME TOro,
BKJIFOYAET BBEACHHE OIHOIO WJIM HECKOJbKHMX JOMOJHUTEIbHBIX TEPaNneBTHYECKUX CPEICTB
npoTuB (udbpo3a w/minm KoKHOTO 3abojeBanus. TepameBTUYeCKHUEe CpencTBa NMpOTUB (udpo3a

KOJKM BKJIFOYalOT B celst Oe3 OrpaHU4YCHUSA BBCACHUEC D—HCHI/II_II/I.]'I.]'IaMI/IHa, OBIYbETO KoOJJ1arcHa,
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MeToTpekcara, MukodeHomata ModeTusia, HYeIOBEeUECKOro peNlakChHa, HHTepdepoHa-anbda,
AQHTHUTEJ POTHB TPAHCPOPMHUPYIOLIETO POCTOBOTO hakTopa OeTa Wi UX KOMOWHAIHH.

CornacHo HEKOTOPBIM BapHaHTaM OCYINECTBIEHUs (PUOPO3HBIM COCTOSIHUEM SIBJISIETCS
¢ubposHoe cocrosiHue rinaza. CoriacHO HEKOTOPBIM BapHaHTAaM OCYINECTBJeHHs (HUOpo3HOe
COCTOSIHME TJla3a BBIOPAHO M3 OJHOTO WJIM HECKOJbKHX U3 TJIAYyKOMBI, CyOpETHHAJBbHOTO
¢ubpo3a, Bo3pacTHOU aereHepauuu sxkentoro msatHa (ARMD), nuabermueckoll peTHHONATHU
(DR), perunonatuu HenoHoueHHbIX (ROP), ¢ubposa mnocne odrampmonornyeckoro
XHPYPrHYECKOr0 BMELIATENLCTBA (XUPYPTUYECKOTrO BMEINATEIbCTBA IO TOBOAY IJIAYKOMBI,
XHPYPrHYECKOr0 BMELIATENbCTBA 0 TOBOAY KAaTapakThl, XUPYPTUYECKOTO BMEIIATEIbCTBA
LASIK).

CornacHo HEKOTOPbIM BapHaHTaM OCYLIECTBJIEHHs B HACTOSINEM JIOKYMEHTE
OITUCBIBAIOTCST CIIOCOOBI JICUSHMsT WK TpenynpeskaeHust Guoposa riasa y cyObekTa, mpu 3TOM
crocoObl BKIIFOYAIOT BBEASHHE HHIMOUTOpA ayTOTAKCHHA CyOBeKTy. B HEKOTOpBIX ciydasx
BBEICHHE HWHTUOWTOpAa ayTOTaKCMHA CYOBEeKTy ocnalisier, 3aMemyisieT WId HHTUOHpyeT
nporpeccupoBaHue riasHoro (udposa. B HEKOTOpBIX Cly4asix BBEIEHHE WHIHOMTOpA
ayTOTAKCHHA NPUBOAUT K OCHAOJNEHUIO, 3aMEUICHHIO WM NPEAYNPEeKACHUI0 MpPU3HAKa,
CHMIITOMA W/WJIH OCJIOKHEeHHUsI I1a3Horo pubposza. B HEKOTOPBIX ciiy4asix BBEACHHE HHIUOUTOPA
AyTOTAKCUHA CHIDKAET HAKOIUICHHE BHEKJIETOYHOrO MATPUKCA WM CKOPOCTh HAKOILJICHUS
BHEKJIETOUHOI'O MATpPHUKCa B T[jady. B HEKOTOpBIX Ciy4yasix TJa3HOW (GUOpO3 sIBISIETCSI
Pe3yJIbTATOM OCTPOTO HITH XPOHUYECKOTO, YCTOMYMBOTO MOBPEKAEHHUS TKAHH IJ1a3a.

CoriacHO HEKOTOPbIM BapHaHTaM OCYIIECTBJICHUS [IOCJ€ BBEIEHUS HHTHOMTOpA
ayTOTakCHHA CyOBEKTy ¢ riasHbiM Gudpo3om, creneHb Gpudpo3a riasza cHukaercs. Hanpumep,
BBEJICHHE HHTHOMTOpAa ayTOTAKCHHA yMEHbIIaeT (uOpo3 (GUIbTPAllMOHHONH MOAYIIKH IOCHE
TpaOEeKyIIKTOMHYECKOrO  XHUPYPTUYEeCKOrO0  BMeEIIATeJIbCTBA M CHIDKAET  YacTOTY
Hed(h(HeKTUBHOCTH (HIBTPALIMOHHON MOAYIIKK M3-32 (Gubposa Ha mpubnusutenbHo 5%, 10%,
20%, 30%, 40% wmm 50% mno cpaBHeHHIO C OOJNBHBIMH, HE TOJYYaBIIMMH JICUECHUS
UHTHOMTOPOM ayTOTAKCHHA.

CorjacHo HEKOTOPbIM BapHaHTaM OCYLIECTBJIEHHs B HACTOSIIEM JOKYMEHTE
OIUCBIBAIOTCST CNIOCOOBI oOpameHust ¢pudpos3a wmm perpeccun pudposa rnasa y cyobekra, mpu
5TOM CIIOCOOBI BKITFOYAIOT BBEACHNE HHTHOUTOPA ayTOTAKCHHA CYOBEKTY.

CornacHO HEKOTOPBIM BapUaHTaM OCYLIECTBJIEHUs JI000W Crnocol, MpeACTaBIeHHbINH B
HACTOSILIIEM JOKYMEHTe, BKJIIOYAIOLIMI BBENEHHE HHIMOMTOpPAa ayTOTAKCHHA, KPOME TOro,
BKJIFOYAET BBEACHHE OIHOIO WJIM HECKOJbKHMX JOMOJHUTEIbHBIX TEPaNneBTHYECKUX CPEICTB
npoTtuB pudpoza w/mmm rinazHoro 3adojieBaHus. TepameBTUYECKHUE CPEACTBA MPOTUB TIIA3HOTO

¢ubpo3a BKIIOYAIOT B ceOsi Oe3 OrpaHWYeHUs: BBENEHHWE MUTOMHIIMHA, S-pTOopyparuia,
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KOPTHUKOCTEPOHIOB, aHTUOMOTHUKOB, AaHTUTEJ MPOTHB TPAHC(POPMHUPYIOIIETO POCTOBOTO hakTopa
Oera UM UX KOMOMHALIUHL.

CornacHo HEKOTOPBIM BapHaHTaM OCYINECTBIEHUs (PUOPO3HBIM COCTOSIHUEM SIBJISIETCS
¢ubpo3noe cocrossHue OprommHbel. COrIaCHO HEKOTOPBIM BapUaHTAM OCYILIECTBICHHUS B
HACTOSIIIEM JOKYMEHTE OIUCBIBAIOTCS CIIOCOOBI JIEUEHUS WM TpeaynpexaeHus ¢Guoposa
OpromuHbl y CyObeKTa, TPHU 3TOM CIOCOOBI BKIIOYAIOT BBEIAEHHE HHTHOMTOpAa ayTOTaKCHHA
cyObekTy. B HEKOTOpBIX ciyuyasix BBEIEHHE WHIMOMTOpA ayTOTaKCHHA CyOBEKTy OCiallser,
3aMelIsieT WM MHrUOUpPyeT MPOTrpecCHpOBaHUE MEepUTOHeanbHOro ¢udpo3a. B HekoTOpbIX
Cllyyasix BBEIEHHME HHIHOMTOpa ayTOTAKCHHA MNPUBOAUT K OCJIA0JEHUIO, 3aMEIUICHUIO WU
NPeAyNpPEexKIEeHUIO MPU3HAKA, CUMIITOMAa W/HWIJIN OCJIOKHEHHs IMepUTOHeaJbHOro ¢uodbposza. B
HEKOTOPBIX CIIy4asx BBEIEHHE MHIMOMTOpPA ayTOTAKCHHA CHIDKAET HAKOIUIEHWE BHEKJIETOYHOTO
MAaTpUKCa MM CKOPOCTh HAKOIUICHHsI BHEKJIETOYHOTO MAaTPUKCa B OpIOIINHE.

CornacHO HEKOTOPBIM BAapUAHTAM OCYLIECTBIEHHs] (HOpO3 OpIOMIMHBI BbI3BIBAECTCS
JUTUTENIbHBIM TIEPUTOHEATbHBIM AHaan30M. COrnacHO HEKOTOPhIM BapHaHTaM OCYIIECTBJIEHUS
MHTHOUTOpP ayTOTaKCHHA BBOIAT CYOBEKTYy ¢ nepuToHHTOM. COIJIACHO HEKOTOPBIM BapHaHTaM
OCYIUECTBJICHHUS] TEPUTOHEANbHbIH (UOPO3 BBI3BIBAETCS OJHUM HJIM HECKOJBKUMH W3
CIEYIOUINX MOBPEKAAMNX (HaKTOPOB: OMOHECOBMECTHUMBbIE TUANN3ATHI, TIEPUTOHUT, YPEMHUS
W/ WM XPOHUUYECKOE BOCTIAJICHHE.

B HekoTOpBIX Cilyyasix B HACTOSIIEM JOKYMEHTE OMHCHIBAIOTCS CIOCOOBI OOpalieHUs
¢ubposa wiu perpeccun GudOpo3a OpPrOMUHBI Y CyObeKTa, MPU 3TOM CIOCOOBI BKIIKOYAKOT
BBEJICHUE MHTHONUTOPA ayTOTAKCHHA CYOBEKTY.

CornacHo HEKOTOPHIM BapHaHTAM OCYINECTBJICHUs JIFOOOH Crocol, MpencTaBieHHbINH B
HACTOSIIEM JOKYMEHTE, BKJIIOYAIOLIMA BBEICHUE HWHTHOUTOpPA AayTOTAKCHHA, KPOME TOrO,
BKJIFOYAET BBEJEHHE MPOTHBOBOCIAIUTEIBHOIO CPENCTBA U UIMMYHOCYTIPECCAHTA.

CornacHo HEKOTOPBIM BapHaHTaM OCYINECTBIIEHUS (PUOPO3HBIM COCTOSIHUEM SIBJISIETCS
¢ubpo3HOE COCTOSTHHE KENyJOYHO-KUIIEYHOro TpakTa. COrjacHO HEKOTOPBIM BapHAaHTaM
oCyIecTBNieHUs] (PUOPO3HOE COCTOSTHHE BBIOPAHO W3 OJHOTO WJIM HECKOJNbKUX u3 (Hhubposa,
aCCOIMUPOBAHHOTO CO CKJIEPOAEPMHEH; WHAYLHPOBAHHOTO o0nyueHHeM (¢(udpo3a KHIIKY,
¢ubpo3a, aCCOUMMPOBAHHOTO C  BOCHAJIHUTENBHBIM  HApyIIEHHEM TMepeaHed  4acTu
MHIIEBAPUTENIPHOIO TPAKTa, TAKMM KaK MUIIEBOA bapperra M XpOHHYECKHi TacTpHT, W/WIH
¢ubpo3a, acCOMUPOBAHHOTO C BOCTAJIUTEIBHBIM HAPYLICHHMEM HIDKHEH YacTH KUIIEYHHKA,
TAaKUM KaK BOCHAJNUTENbHOE 3a0oneBanue kuieyHuka (IBD), si3BeHHBIH KOMUT U OOJE3HB
Kpomna.

CornacHo HEKOTOPBIM BapHaHTaM OCYINECTBIEHUS (PUOPO3HBIM COCTOSIHHUEM SIBJISETCS

¢ubposznoe cocrosiHue jerkoro. COrJacHO HEKOTOPBIM BapHaHTaM OCYLIeCTBIeHUs (HUOpO3HOE
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COCTOSTHHE JIETKOrO BBIOPAHO W3 OJHOTO WJIM HECKOJNBbKUX U3 JieroyHoro ¢ubposa,
unuonaTudeckoro Jseroynoro ¢udbposa (IPF), oOBMHOrO WHTEPCTHLHANIBHOTO ITHEBMOHHTA
(UIP), WHTepCTULHANIBHOTO JIETOYHOTrO 3a00JieBaHUs, KpPUNTOreHHoro (ubdposupyromiero
anbeeosnta (CFA), obnmurepupyromero Oponxuonura uin Opouxoskraza. CorimacHO HEKOTOPBIM
BapUAHTaM OCYIIECTBICHHs (PUOPO3 JEerkoro sBIAETCS BTOPUYHBIM [0 OTHOLIEHHIO K
3a00JI€BAaHHIO, TOKCHHY, IOBpEXAAKOLIeMy (akTopy, TEPaNeBTHUECKOMY JIEUEHHUIO WIH HX
koMOuHammu. CornacHO HEKOTOPBIM  BapHaHTaM  OCYIIECTBIeHHs (uOpoO3  JIerkoro
aCCOLMUPYETCSI C OJJHUM UJIM HECKOJIbKUMH M3 MATOJIOTMYECKOTO MPOLecca, TAKOro Kak acOecTos3
U CHJIMKO3, BpeIHOro (hakTopa Ha MPOHM3BOJICTBE; 3arpsI3HEHMs OKPYKAIOIEH Cpenbl, KypeHus
CUrapeT; ayTOMMMYHHBIX HApYLICHHUH COEIMHHUTENbHOH TKaHU (Harpumep, peBMATOHIHBIM
apTpPUT, CKJIEPOJEPMHUsl U CUCTeMHAasl KpacHas BoiuaHka (SLE)); HapylieHus coenuHUTENbHON
TKaHHM, TAaKOrO Kak CapKoWao3; WH(peKuHOHHOro 3aboyieBaHMs, Hampumep, HHPEKIUH, B
YAaCTHOCTH, XPOHUYECKOW WH(EKUMH, TepaneBTUYeCKOro JIeYeHUs, B TOM 4YHCIe 0Oe3
OTpaHMYEHUs] JIy4eBOW Tepamuu | JIEKAPCTBEHHOH Tepamnuy, HampuMep, XUMHOTEparuu
(Hampumep, JieyeHue OJEOMHMLIMHOM, METOTPEKCATOM, aMHOAApPOHOM, OycynbhaHOM H/WiIu
HUTpOdypaHTONHOM). COrJIaCHO HEKOTOPBIM BapHaHTaM OCYLIeCTBIEHHs (UOPO3HOE CoCTOsHUE
JErKOro, KOTOpOe JiedaT crocodaMu B COOTBETCTBHM C HACTOSIIUM H300peTeHHeM,
accouuupyercs (Hampumep, SBISETCS BTOPUYHBIM [0 OTHOLIGHUIO K JIEYEHHIO) C
NPOTUBOPAKOBBIM JICUEHUEM, HAalpUMep, JIeYeHHeM paka (Hampumep, IJIOCKOKJIETOYHOU
KapLHMHOMBI, paKa siu4ka, 00Je3HN XOIKKUHA OJIEOMULINHOM).

CorynacHO HEKOTOPBIM BapHAHTAM OCYIIECTBIEHUS (PUOPO3HBIM COCTOSIHUEM SIBJISIETCS
¢ubposznoe cocrosinue cepana. CoraacHO HEKOTOPBIM BapUaHTaM OCYLIECTBJICHHsS (HUOPO3HBIM
COCTOSIHUEM CepJLia SIBJISETCS] MUOKapIuabHbI GUOpo3 (Hampumep, MUOKapAHAIbHBINA GUOPO3,
ACCOIMUPOBAHHBIA C paJUAllIOHHBIM MHOKAPAWTOM, OCJIOKHEHHEM TIOCHe XHPYPrU4ecKon
npouenypsl (HanmpuMep, MHOKApAUAJBHBIA IMOCIEONEePAHOHHbIA (HUOpP0o3), MHPEKINOHHBIMU
3aboneBanusimu  (Hampumep, Oonesnp Illaraca, OakTepHaNbHBIN, TPUXUHEIJIEIHBIA WU
rpUOKOBBI MHOKApAWT)); TPAHYJIEMATO3HbIE HAPYIIEHUs, HapyIIeHUs MeTaboIn4ecKoro
HAKOIUIeHUs1 (HarmpuMep, KapAHMOMUOIATHS, FTEMOXPOMATO3); HApYIIEHHs Pa3BUTHs (HApUMEp,
CyO9HIOKapAUAIbHBIN (GUOPO3TIACTO3); APTEPHOCKIIEPOTHIECKOE 3a00/IeBaHIEe WM BO3IEHCTBUE
TOKCHHOB WJIM pa3ApakuTenell (Hampumep, HWHAYLUPOBAHHAS JIEKAPCTBEHHBIM CPEICTBOM
KapAMOMHONATHSI, WHAYLUPOBAHHAS  JICKAPCTBEHHBIM  CPEACTBOM  KapAHOTOKCUYHOCTb,
AJTKOTOJIbHAST KAPAMOMHUOIATHS, OTPaBJIEHHE KOOAIBTOM HIIH BO3AEHCTBUE TakoBoro). CormacHo
HEKOTOPHIM ~BAapUaHTAM OCYLIECTBICHHS MHOKapIUaNbHbIA (UOPO3 accomumpyercs ¢

BOCIIAJIUTENIbHBIM HapYyLIEHHEM TKaHH cepaua (Hampumep, MHOKapIUaIbHBIA CAPKOUI03).
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CornacHoO HEKOTOPBIM BapHAHTAM OCYINECTBJICHUS (PUOPO3HBIM COCTOSIHUEM SIBIISTFOTCS
cnaiiku. COrjacHO HEKOTOPBIM BapHAaHTaM OCYLIECTBJICHHs CIaiK{ BBIOPAHBI U3 OJHOTO HIIH
HECKOJIbKUX 13 a0JOMHHANbHBIX CIaeK, TMEPUTOHEATbHbIX CHAaeK, Ta30BbIX CIAaek,
HepUKAPAUATBHBIX CIAeK, MePUAYPATbHBIX CHAaeK, OKOJOCYXOKMIIbHBIX CIACK WJIH a[Are3UBHOIO
KarcyJnTa.

CornacHo HEKOTOPBIM BapHaHTaM OCYINECTBIEHUS (PUOPO3HBIM COCTOSIHUEM SIBJISIETCS
¢ubposHoe cocrosiuue rinaza. CoriiacHO HEKOTOPBIM BapHaHTaM OCYINECTBJeHHs (HUOpo3HOe
COCTOSIHME TIJla3a BKJIIOYaeT B ce0si 3a00jeBaHUSI TEpeqHero CerMeHra Ijia3a, Takhe Kak
IJayKoMa U TIOMYTHEHHE pOrOBHLbI, COIJIACHO HEKOTOPbIM BapHUaHTaM OCYLIECTBICHUSI
¢ubpo3HOE COCTOSHUE TT1a3a BKIKOYAET B ceOs 3a00eBaHue 3aIHETO CETMEHTa IJ1a3a, TaKoe Kak
BO3pACTHAsl JereHepalysl SKeNTOro IisiTHA, AuabeTHyeckas peTHHONATHs, PEeTUHOMATHS
HEZOHOLICHHBIX M  HEOBACKYJISIPHAs  IJIAYKOMA;, COIJIACHO  HEKOTOPbIM  BapUaHTam
ocyuiecTBiieHnss (UOPO3HOE COCTOSIHME TJjia3a SIBJSIETCSl ClencTBUeM (uOpo3a mocje ria3Horo
XHPYPrHYECKOrO BMEIIATEIbCTBA.

CornacHO HEKOTOPbIM BapHaHTAM OCYLIECTBJIEHUS! (HOPO3HBIM COCTOSIHUEM SIBIISIETCS
¢uOpo3HOE COCTOSIHME KOCTHOTO MO3ra WM KpOBETBOPHOH TKaHU. COrJacHO HEKOTOPBIM
BApUAHTAM OCYIIECTBJICHHs (PUOPO3HOE COCTOSHHUE KOCTHOTO MO3Ta SIBJISIETCSI HEOTBHEMIIEMbIM
NPU3HAKOM XPOHUYECKOH MHUENONpor(epaTuBHON HEOIUTa3ud KOCTHOTO MO3Ta, TaKOW Kak
NepBUYHBI  MHETOPUOpo3 (Tak)ke HA3bIBAEMbIi B HACTOSIIEM IOKYMEHTE arHOTE€HHOM
MHUEJNIOUTHON MeTaruia3ue WM XPOHUYECKUM uauomnarudeckum mueiopudposom). CoriacHo
HEKOTOPbIM BapUaHTaM OCYILIECTBJEHUST (PUOPO3 KOCTHOrO MO3ra acCOLMHPyeTcs (Hampumep,
SIBJISIETCSI BTOPUYHBIM MO OTHOLIEHHIO K) CO 3JIOKAYECTBEHHBIM COCTOSIHUEM HJIH COCTOSIHHEM,
BBI3BAHHBIM KJIOHAJBHBIM Mposiu(epaTuBHbiM 3a00seBanneM. COrjiacHO HEKOTOPHIM BapUaHTaM
ocyiiecTByieHuss (HUOPO3 KOCTHOTO MO3ra acCOLMHUPYETCs C IeMaTOJIOTHYECKHM HapYLIEHHEM
(HanpuMep, reMaTOJOTMYECKUM HapyIleHHEM, BbIOPDAHHBIM K3 OJHOTO HJIM HECKOJbKUX U3
UCTUHHOM NOJIULUTEMHH, 3CCEHIMAIbHON TPOMOOLIMTEMUH, MUEJIOANCIUIA3UH,
BOJIOCATOKJIETOYHOTrO  Jieliko3a, JuMpombl  (Hampumep, auMpombl  XOKKHHA K
HEXOP)KKUHCKOH JIMM(pOMBI), MHOKECTBEHHOH MHEJIOMbl WJIH XPOHUYECKOTO MHEJIOr€HHOTO
neiiko3a (CML)). CornacHO HEKOTOPBIM BapUaHTAM OCYIIEeCTBIEHUs (UOPO3 KOCTHOrO MO3Ta
accouuupyercs (Harmpumep, sIBJISIETCS] BTOPHYHBIM IO OTHOLIEHHIO K) C HEreMaTOJOTMYeCKUM
HapylleHreM (HampuMep, HereMaTOJOrMYeCKUM HapylleHHeM, BbIOpAaHHbIM M3 MeTacTa3uca
COJIUTHOM OMyXOJiM B KOCTHBIA MO3r), ayTOMMMYHHBIM HapylleHHeM (Hampumep, CHCTEMHOM
KPaCHOM BOJIYAHKOM, CKJIEPOAECPMHUEH, CMEIIAHHBIM HAapyLICHUEM COCIMHUTEIbHOW TKAHU WU
NOJJMMHO3UTOM), uHpexmen (marmpumep, TyOepKyJe30M) WU BTOPUYHBIM

TUTIEPTIAPATHPEONIN3MOM, ACCOLIMUPOBAHHBIM C e(pUITOM BUTaMuHA D.
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Koaut

CornacHO HEKOTOpPBIM BapUaHTaM OCYIIECTBJIEHMS] B HACTOALIEM JOKYMEHTE
PaCKPBIBAIOTCST CIOCOOBI JICUEHHs] KOJNUTa MHIHMOUTOpPOM ayToTakcuHa. COrjlaCHO HEKOTOPBIM
BApUAHTaM  OCYINECTBJIEHHS B  HACTOSIIEM  JOKYMEHTE  PACKPBIBAIOTCS  CIIOCOOBI
NpPeAyNpexIeHus] KOJUTAa HMHIHOMUTOpOM ayTroTakchHa. COrylacHO HEKOTOPBIM BapHaHTaM
OCYIIECTBJICHHS] B HACTOSLIEM IOKYMEHTE PACKPBIBAIOTCS CHOCOOBI OCiIadieHws, oOpameHus
WJIM MTHTUOVUPOBAHUS MTPU3HAKA UM CUMIITOMA KOJIUTA.

CornacHO HEKOTOpPBIM BapUaHTaM OCYIIECTBJIEHMS] B HACTOALIEM JOKYMEHTE
PaCKpBIBAIOTCST  CIOCOOBI, BKJIIOYANOINME BBEACHHE HHTHOUTOpPA AayTOTaKCHHA CyOBEKTY C
konmuroM. COrnacHO HEKOTOPbIM BapUaHTaM OCYINECTBJIEHUS B HACTOSALIEM JOKYMEHTE
PaCKpBIBAIOTCST  CIOCOOBI, BKJIIOYAIOIIME BBEACHHWE MHIHOUTOpPAa AayTOTAKCHHA CYyOBEKTY,
BOCIIPUUMYHMBOMY K KOJIUTY.

CornacHo HEKOTOPHIM BapHAHTAM  OCYINECTBJIEHUS B  HACTOSALIEM JOKYMEHTE
PacKpbIBAIOTCS CIOCOOBI YMEHBILIEHUS KOJIMTA B TKAHH, IIPU STOM CIIOCOOBI BKIIFOUAIOT BBEICHUE
B KOHTaKT TKaHU C MHTHOUTOPOM ayTOTAKCHHA B KOJIMYECTBE, JOCTATOYHOM JUISl CHUKEHUSI WITH
MHTHOMPOBAHUS KOJINTA. B HEKOTOPBIX CllydasX KOJIUYECTBO, JOCTATOUHOE ISl CHYDKEHHS W/HITH
MHTCHOMPOBAHUSI KOJINTA, SIBIISIETCS TEPANEBTUYECKU 3()H()EKTUBHBIM KOJIMUECTBOM.

Hcnonb3yeMblii B HACTOALIEM JOKYMEHTE TEPMHUH «KOJUTY» OTHOCUTCS K BOCIAJIEHHIO
TKaHU TOJICTON KUIIKU. KonmuT BKJIIOUaeT B ce0si OCTPhIN, CAMOKYIHPYIOIUHCS U XPOHHYECKHUI
konuT. Koour Bkimoyaer B ce0sl ayTOMMMYHHBIH KOJIUT, WAMONATUYECKUI KOJIUT, STPOT€HHBIN
KOJIUT, cocyaucroe 3abosieBaHHe W WHQEKLHUOHHBIH KOJUT. AYTOMMMYHHBIC THIIBI KOJHTA
BKJIIOYAIOT B ce0s BOCHANUTENbHOE 3a00JieBaHWE KHUINEYHMKA W SI3BEHHBIH  KOJIHT.
Hpnonatuyeckue THITbI KOJUTA BKIIIOYAIOT B C€0sI MUKPOCKONTUYECKHHA KOJIHT, TUM(OLUTAPHBIHI
KOJIUT W KOJUTATCHO3HBIH KOJHUT. STPOTeHHbIE THUIBI KOJHTA BKJIKOYAIOT B Ce0s KOJHT
OTKJIFOYEHHOW KHUIIKH U XUMUYECKHH KOJUT. KOMHUT, BBI3BIBAEMBII COCYIUCTBIM 3a00JI€BAaHHUEM,
BKJIFOYaeT B ce0sl umeMudeckuid KoauT. MH(MEKUMOHHBIA KOJNUT BKIFOYAET B Ce0sl KOJMT,
Bei3BaHHbI Clostridium difficile, Shigella dysenteriae wnam ImKUra-TOKCUreHHOW TpyHION
Escherichia coli. CornmacHo HEKOTOpPBIM BapHaHTaM OCYIIECTBIIEHHUS KOJHUT BKJIFOYAET B ceOs
SI3BEHHBIN KOJIUT.

CornacHO HEKOTOpPBIM BapuaHTaM OCYIIECTBIEHMs] B HACTOALIEM JOKYMEHTE
PaCKpBIBAIOTCST  CHOCOOBI  JIEUEHHUs] KOJUTa y CYOBEKTa IyTeM BBEOCHHS HHIHOUTOpPA
ayToTakcuHa cyObekTy. CoriacHO HEKOTOPHIM BapHAHTaM OCYLIECTBIICHUSI OJUH MU HECKOJIBKO
NPU3HAKOB HJIM CHMIITOMOB KOJIUTa YMEHBLIAOTCSA y CyOBEKTa IMOCie BBEACHUS WHTHOMTOpA

AyTOTAKCHUHA. HpI/ISHaKI/I UJIH CHMIOTOMBI KOJIUTA BKJIIOYAOT B cebst Oe3 OTrpaHHUYCHUSA
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a0IOMHMHANBHYIO 0O0JIb, MOTEPI0 AaIMeTUTa, YCTaJOCTh, AMAPEI0, CIIU3b B CTyJe, CHa3Mbl,
UMIIEPATHBHBIA MO3bIB K MOYEHCIYCKAHMIO, B3IyTHE, YYBCTBUTEIBHOCTb B OOJIACTH KHUBOTA,
MOTEePI0 BeCa, U3MEHEHHUs] PUTMA OMOPOKHEHMsI KHILICYHHKA, TAKHE KAaK MOBBILICHHE YaCTOTBHI,
JIMXOPAJKY, KPOBOTE€UEHHUE, KPOBSHHUCTBIHN CTYJI, B3AYTHE )KUBOTA, SPUTEMY CIM3HCTONH 000IOUKH
TOJICTOM KHIIKHU H S3BBI.

CornacHO HEKOTOPbIM BapHAaHTaM OCYINECTBJICHUS [OCJE BBEACHUS HWHTUOUTOpA
ayTOTakCHHAa CyOBEKTy C KOJUTOM y CcyObekTa HaOMIomaercss yJydLIeHHe KJIMHUYECKUX
NPU3HAKOB, CHUMIITOMOB WJIM THUCTOMATOJOTMH KosiuTa. COrJIaCHO OJHOMY MpHMEpPY IOCie
BBEIEHHsT MHIMOMTOpA ayTOTAKCHHA BOCHAJICHHWE TOJCTOM KHUIIKK yMeHbmaercsi. CoryacHO
APYroMy MpUMeEpy MOCie BBEACHUS MHIHOWTOpA ayTOTaKCHHA MOPa)KEHHWE TKAHU O0painaercs.
CornacHo ApyroMmy mpHMepy IOCIe BBEOEHHs WHTHOMTOpA ayTOTAKCHHA MPOrPECCUPOBAHUE
nopakeHust Tkanu ocnadnsercs. CornacHo claenyoueMy MpuMepy Mocjie BBeACHUss HHIHOUTOpa
ayTOTaKCHHA TOpakeHHe TKaHU uHruompyercs. IlopakeHme TKaHM MOXeT  OBITh
BU3YQJIN3UPOBAHO, HATIPUMEp, C MOMOLIBIO TUCTOJIOTHH C UCIIOJIB30BAHUEM KPACUTENIs, TAKOro
KaK TPeXLBETHBIN KpacuTens (1o Maccony).

CornacHO HEKOTOPbIM BapHAaHTAM OCYINECTBJICHUS IIOCJI€ BBEACHUS WHrUOUTOpA
AyTOTAKCHHA CYOBEKTY C SI3BEHHbIM KOJMTOM, IUIOIIA[b SI3Bbl YMEHBINAETCS, HANPHMED, IO
MeHbLIeH Mepe Ha npubnusurenbHo 1%, 2%, 3%, 4%, 5%, 10%, 15%, 20%, 50%, 90%, 99%
CBOEro pasMepa J0 BBeIeHUs MHruOuTOopa ayrorakcuHa. COrjlacHO APyromy MpUMEpPY IMOCie
BBEIEHMsT WHrHOMTOpa ayTOTAKCHHA IJIOIIAAb SI3BbI [0 MEHbLIEH Mepe MPHUOIU3UTETHHO B 2
pasa, 3 pasa WiIu 5 pa3 MeHbIIIE [0 pa3Mepy, YeM 0 BBEIEHHUs] MHIMOUTOpA ayTOTAKCHHA HITH T10
CPaBHEHHIO C BBEEHHEM KOHTPOJIS.

CornacHO HEKOTOPbIM BapHaHTaM OCYIIECTBJICHUS [OCJ€ BBENCHUS HWHTHOMTOpA
ayTOTaKCHHA CYOBEKTY C KOJUTOM Macca Tejia CyObeKTa He MOBBIMIAETCS WM HE CHIKAETCSI
Oosee yem Ha npubIu3nUTENBHO 2%, 5% wnu 10%.

CorjacHO HEKOTOPbIM BapHaHTaM OCYINECTBJICHUSI [OCJ€ BBEICHUS WHTHOMTOpA
ayTOTaKCHHA CYOBEKTY C KOJHUTOM Yy CyOBEKTa yIIyuIlaeTcss KOHCUCTEHIIMS CTYJIa.

CoriacHO HEKOTOPbIM BapHaHTaM OCYIUECTBJIEHHs CYyObeKTa C KOJUTOM JieuaT MyTeM
BBEIEHHs WHIUOMTOpAa AyTOTAKCMHA W OJHOTO MM  HECKOJbKHX JIOTMOJHHUTEIbHBIX
TepaneBTUUECKHX CpenacTB. JlOMOJHUTENbHbIE TepaneBTHYECKUe CPeICTBa BKIKOYAIOT B ceOs
I'UAPATALMOHHYIO TepPanui U BBEIEHHE CTEPOHIa, MPOTHBOBOCIAIUTEIBHOTO CPENCTBA H/HIIH
uMMyHocynpeccanta. COrjlacHo OJHOMY NpPUMEPY MAOMOJHUTENbHbIM JIEYEHHEM SIBJISETCSI
ukstociopud A (CsA). CormacHo ApyromMy mpuUMepy AONOJHHUTENBbHBIM JIEYEHUEM SIBJISETCS

cyibacanasuH.
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CornmacHo  HEKOTOPBIM  BapHaHTaM  OCYINECTBJIEHHS  JKMBOTHOM  MOIENH  C
UHIYUUPOBAaHHBIM KonuToM (Hampumep, DSS-unaynmpoBanHbiM komutoM wuian DNBS-
UHIYLHUPOBAHHBIM KOJIUTOM) BBOIAT (MPOQUIAKTHYECKH WM TEPAIeBTUYECKH) WHTUOUTOP
ayTOTaKCHHA, NPU 3TOM IIOC]Ie BBEIACHHUS MHTHOWTOpA ayTOTAaKCHHA Y JKUBOTHOTO HAOJIONAIOT
NOBBIIIEHHNE JJTNHBI TOJICTON KHUIIKH, TOBBIIIEHHE MACChl TOJCTON KHIIKU UM TOBBILIEHUE KaK
JUTMHBL, TAaK U MacChl TOJCTOM Kuiuku. Hampumep, mocie BBeIEHUs HHIMOUTOPA ayTOTaKCHHA
MBIIIM WM KPbICE C HHAYLUPOBAHHBIM KOJWUTOM JJIMHA TOJCTOM KHUINKHM IOBBIIAETCS I10
MeHbIe Mepe Ha mpudmusutensHo 0,1 cm, 0,2 cm, 0,3 cm, 0,4 cm, 0,5 cm, 1 cm, 2 c™M uiu 3 cm
IO CPAaBHEHMIO C BBEIEHHEM Cpelbl-HOcuTeNss Wiu KoHTpousisa. CornacHO ApPYroMy IHpHMeEpy
1OCJIe BBEJEHUs] MHIMOUTOpA ayTOTAKCHHA MBILIIM HIIM KPbICE C WHAYLHUPOBAHHBIM KOJIUTOM
Macca TOJICTOM KHIIKM TMOBBINAETCA IO MeHbIned Mmepe Ha npubnusurensHo 0,05 r mo
CPaBHEHMIO C BBEIEHHUEM CpEAbI-HOCUTEN UM KOHTpOJsl. COriacHO HEKOTOPHIM BapHaHTaM
OCYLIECTBJIEHHsI TMociae OOpabOTKM MHIMOMTOPOM AayTOTAKCHHA MBI MM KPBICHI C
WHIYLHPOBAHHBIM KOJHMTOM Y MBIIIM WM KPBICHI HAONIOAAIOT CHIKEHUE IJIOIIAAU SI3BBI IO
MeHbLIel Mepe Ha npubansuTesabHo 10%, 20%, 50% uamn 90% no CpaBHEHHIO € TUIOIIAABIO SI3BBI
no BeeneHus. COrjacHO HEKOTOPbIM BapHAaHTaM OCYLIECTBJIEHUS Tocie O00paboTKH
MHTHOUTOPOM ayTOTAKCHHA MBIIIN WJIM KPBICHI ¢ MHAYLHMPOBAHHBIM KOJHTOM Y MBILIH HJIH
KPBICHI HAOIOAIOT CHIDKEHHE TUIOLIAHU s13BbI HA MpuOmM3uTenbHo 90%, 80%, 70%, 50%, 20%
win 10% 1o CpaBHEHHIO C IJIOLIAJBIO S13Bbl Y HEOOpaOOTAaHHOH MM KOHTPOJBHON MBIIIN WJIN
KPBICHI C UHAYLUPOBAHHBIM KOJIUTOM.

3yn

CornacHo HEKOTOPbIM BAapUAHTAM OCYINECTBJICHUS B  HACTOSILIEM JOKYMEHTE
PaCKPBIBAIOTCST CMOCOOBI JIYEHUs] 3yJa WHTHOUTOPOM ayToTakchHa. COracHO HEKOTOPBhIM
BApPUAHTAM  OCYINECTBJIEHHUS B  HACTOSINEM  JOKYMEHTE  PACKPBIBAIOTCS  CIIOCOOBI
NpeAyNpexIeHust 3yAa HWHruOuTopoM ayroTakcuHa. COrjiacHO HEKOTOPBIM BapHAaHTaM
OCYINECTBJICHHUS] B HACTOSIIEM MIOKYMEHTE PACKPBIBAOTCS CHOCOOBI OCiIadieHws, oOpameHus
WJIN HHTUOUPOBAHUS 110 MEHBIIEH Mepe OTHOTO MPHU3HAKa MM CUMIITOMA 3y/1a.

CornacHo HEKOTOPHIM BAapHAHTAM OCYINECTBJICHUS B HACTOSALIEM JOKYMEHTE
PaCKPBIBAIOTCS CITOCOOBI, BKJIFOUAIOIIHNE BBEIEHHE HHIHOUTOPA ayTOTAKCHHA CYOBEKTY C 3yJIOM.
CornacHO HEKOTOPBIM BapHAaHTaM OCYINECTBJICHHS B HACTOSILIEM IOKYMEHTE PACKPBIBAKOTCS
Croco0pl, BKIIIOYAIOIINE BBEICHHE MHIHONTOPA ayTOTaKCHHA CYOBEKTY, BOCHPUUMYHUBOMY K
3yay.

CornacHo HEKOTOPHIM BapHAHTAM OCYINECTBJIEHHS B HACTOSALIEM JOKYMEHTE

PaCKpPbIBArOTCA CIOCOOBI CHUYKEHUS 3yda B TKAaHU, IMPU 3TOM CIocOoOBI BKJIFOYAIOT BBCIACHHC B
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KOHTAKT TKAHU C UHTHOMUTOPOM ayTOTaKCHHA B KOJMYECTBE, TOCTATOYHOM JJISl YMEHBIIEHUS WIN
UHTUOMPOBAHUS 3yAa.

3ya mpexncrasiisieT coOOM COCTOSTHUE, BKITIOYAKOINEe B ce0sl JIOKAJTM30BaHHOE WK olriee
NOYEChIBAHNE, KOTOPOE SBISETCS OOIINM M CTPECCOTEHHBIN CUMIITTOMOM IIPH psifie 3a00IeBaHHH.
XoTs1 OOBIYHO BO3HHKAET B KOXKeE, 3y/] TAK)KE MOKET BOSHUKATh HAa OTJIMYHBIX OT KOJKU Y4aCTKaxX,
TAKUX KakK CIU3UCTble OOOJOYKH. 3y[ SIBJIAETCS YaCThIM IPOSBICHHEM JIOKAIM30BAHHOTO
KOXKHOTO HAapyLIeHMs, BBI3BAHHOIO pEAaKLUsIMH T'MIEpYyBCTBUTEIBHOCTH, TaKUMHU Kak
ajepruieckre peakliiy Ha YKyCbl HACEKOMBIX WJIM HA OKPYXKAIOIIKe aJIepreHbl, KPanuBHULIEH,
IepMaTo30M  TpUOKOBOrO U OakTepHaNbHOTO  MPOUCXOXKIAEHHH, 3KTONAPa3HTAPHBIMU
UH(EKIMSIMU U TeMOPPOUAaIbHBIME y31aMu. COracHO HEKOTOPBIM BapHaHTaM OCYIIECTBIICHUS
B HACTOALIEM AOKYMEHTE pAaCKpbIBAeTCs CHOCOo0 JIeYeHMs 3y[a, BBI3BAHHOIO CHCTEMHBIMU
3a00JI€BAaHUSIMU, B TOM YHCJIE, HAIPUMEP, THIIOTUPEO30M, THPEOTOKCHUKO30M, MyKOKaHIUI030M
npu caxapHoM auabere u Oone3Hpro XomkkuHa. COIJacHO HEKOTOPBIM —BapUaHTaM
OCYIUECTBJICHHSI B HACTOSIIEM JOKYMEHTE pACKPBIBAIOTCS CIOCOOBI JIEYEeHHs MPHCTYIIOB
MOCTOSIHHOTO WM PEUUAMBHOIO 3yAa, ACCOLMHUPOBAHHOIO CO MHOTMMH CHCTEMHBIMU
3a00JI€BaHISIMU U KOJKHBIMH HapyIIEHUSMH. 3y BKIIOUaeT B cebst 0€3 orpaHuyueHus MoYeuHbINd
3yJ, XOJECTATUUECKUHN 3y, FeMAaTOJIOTHUE€CKUN 3y U SHAOKPUHHBIN 3y .

CornacHo HEKOTOPHIM BapHAHTAM OCYINECTBJIEHUS B HACTOSLIEM JOKYMEHTe
PaCKPBIBAIOTCST  CIIOCOOBI JIEUEHUs] 3yJa, ACCOLMHUPOBAHHOTO C 3a00JIEBAaHUSMH TEUEHH U
BHYTPUIIEYCHOYHbIM WJIM  TIOCTTEMATHTHBIM  XOJiecTa3oM. [ledeHOuHble  3a0oJeBaHMS,
NPUBOAIINE K 311y, BKIIOYAIOT B ce0sl MepBUYHBINA OMIHAPHBIN LIUPPO3, BUPYCHBIN renaTut B u
C, mepBUYHBINA CKIEPO3UPYIOLIUN XOJAHTUT, KApLUHOMY >KETUHBIX MPOTOKOB, aJKOTOJbHbIN
LUPPO3, AyTOUMMYHHBIHN T'€NaTUT U Ipyrue.

CormacHO HEKOTOpPBIM BapuaHTaM OCYINECTBJIEHHUs] B HACTOALIEM JOKYMEHTE
PaCKPBIBAIOTCST CTIIOCOOBI JIEYEHUST 3y[a, BO3HUKAIOLIETO MO Psily MPHYWH, TAKUX KaK KCepos,
KOJKHBIE COCTOSIHMS (TaKue Kak ICOpHa3, 5K3eMa, COJHEUHBIH OXKOT, aTJIETH4YeCcKasl CTOma),
YKYChl HACEKOMBIX, SIOBHTbIC PACTEHHs (TaKHe KakK SAOBUTHIN IUIFOIN, SIOBHTHIA Ay0, cymax
SIIOBUTHIN), O0Ne3Hb XOMKKHMHA, JKEITyXa, MOJIHLIUTEMHS, YeCOTKA, BUIHM, TeJIbMHUHTBI, OOJIE3Hb
IIUTOBUIHON KEJe3bl, CaxapHbIi MuadeT, MepXOTb, aHEMHs, BbI3BAHHAS HENOCTATOUHOCTHIO
KeJesa, napasurapHble HHOEKUNH, MEINKAMEHTBI, XOJIECTa3, 3y/I, CBI3aHHBIN C OEpEMEHHOCTHIO,
urpexyst HIV, npyrue npuyuHbl MOYEChIBAHUS WK 3y[a UM UX KOMOMHALUH.

CornacHO HEKOTOpPBIM BapuaHTaM OCYIIECTBIEHMs] B HACTOALIEM JOKYMEHTE
PACKPBIBAIOTCS CITOCOOBI JIEUEHUST HIIH MPEAYIIPEXKACHUS 3yAa y CyObeKkTa mpyu HEOOXOAMMOCTH

3TOTO, MPH 3TOM CHOCOOBI BKIIFOYAIOT BBEIEHHE HHIMOUTOpPA ayTOTakCHHA cyObekTy. CoriacHo
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HEKOTOPBbIM BapHaHTaM OCYIIECTBJICHHS BBEACHHE WHTHOUTOpPA ayTOTAKCHHA CHUXKAET 3y[ IO
MeHbIIel Mepe Ha mpudm3uTesbHo 10%, 20%, 30%, 50% umu 90%.

CormacHO HEKOTOpPBIM BapHWAHTAM OCYINECTBJIEHHUsS IIOCJE€ BBEIASHUS HHrUOMTOpA
aAyTOTaKCHMHA CYOBEKTy C 3yIOM Yy CyObeKTa COKpamaercsi oOllee YHCIIO MOYECHIBAIOIINX
OBYOKCHHUI 1O CPaBHEHHUIO C YHCJIOM IMOYECHIBAHWUN 1O BBEICHUS WHTHOWUTOpPA ayTOTAKCHHA.
Hampumep, modechIBaromye IBIXKEHUSI COKPAINAIOTCS MO MEHBIIEH Mepe Ha MPUOIU3HTETHHO
10%, 20%, 50% wumum 90%. CorjnacHO HEKOTOPbIM BapHaHTaM OCYINECTBJICHUS 3Y[
NPeyNpexIanT WA JiedaT IyTeM BBEOEHHs WHTHOUTOpAa ayTOTAKCHMHA W OJHOTO HIIU
HECKOJIbKMX  JIOMOJHUTENIbHBIX ~ NPOTHUBO3YOHBIX  TEPANEeBTUYECKHX  CPEACTB WU
TepaneBTHUeCKuX cpeAcTB. [IpoTHBO3yAHBIE TepaneBTUYECKHEe CPEACTBA BKIIIOUYAIOT B cebst Oe3
OTpaHUYEHUs] IPUMEHEHNE KPEMOB U JIOCBOHOB JUISI KOJKH C LIEJIBIO MPERyTIPExACHUs CyXOCTH
KO)KM M TIPUMEHEHHWE aHTHUTUCTAMMHA, CTepouaa WM aHTUOMOTHKA. [IpOTMBO3yIHBIE
TEpaneBTHUECKUE CPEeNCTBAa BKJIKOYAOT B Ce0s  JOKCENMWH, MUTpAa3anuH, TrabarneHTuH,
amperuTaHT, KarCaulMH, TaKpPOJUMYC, TaMMa-JTHHOJEHOBYKO KHCJIOTY, XOJIECTUPAMUH,
pudaMIuH, OMMOUIHBINA AHTATOHUCT, OHAAHCETPOH U AKTHBUPOBAHHBIN YTOJIb.

CormacHO HEKOTOpPBIM BapHaHTaM OCYINECTBJIEHHS] B HACTOALIEM JOKYMEHTE
OMHUCBIBAKOTCST CIIOCOOBI MPEAYNPEKASHUST HITH JICYSHHsI IOYEUHOT0 3yaa y CyOBeKTa, mpu STOM
CrocoObl BKJIFOYAKOT BBENEHHE WHIMOUTOpa ayToTakcuHa CcyObekTy. COrjlaCHO HEKOTOPBIM
BapHAHTaM OCYIIECTBJIEHUsI B HACTOSIIEM JOKYMEHTE OMHUCBIBAIOTCS CIIOCOOBI MPEAyPEsKISHHUS
WIA JIEYEHHs XOJIECTaTUYEeCKOro 3yna y CcyObekTa, MpU 3TOM CIOCOOBI BKJIFOYAKOT BBEIEHUE
UHruOuTOpa ayroTakcuHa CcyObekTy. CorjlacHO HEKOTOPbIM BapHaHTAM OCYIIECTBIICHHUS B
HACTOSIIIEM  JOKYMEHTE  OIUCBHIBAKOTCS  CIOCOOBI  MpPEnymnpexkIeHus  WIM  JICUEHUs
reMaTOJIOTUYECKOr0 3y/a Y CyObeKTa, MPU 3TOM CIIOCOOBI BKJIOYAKOT BBENEHUE WHTHOUTOpA
ayrorakcuHa cyObekty. COrjlacHO HEKOTOpPhIM BapHAaHTAM OCYIIECTBJIIEHUS B HACTOSIIEM
JOKYMEHTE OIMUCBHIBAIOTCS CIOCOOBI MPENyNpEeKASHUs WM JICUEHUS SHIOKPUHHOTO 3yIa Y

cyObeKTa, MPH STOM CIIOCOOBI BKIIFOYAIOT BBEACHUE HHTHOUTOPA ayTOTAKCHHA CYOBEKTY.

Hesponoruyeckue 3adoesanus

CormacHoO HEKOTOPbIM BapUAHTAM OCYIIECTBJICHHUS B HACTOSALIEM JOKYMEHTE
PACKPBIBAIOTCS CIIOCOOBI JIEUEHUST HEBPOJIOIHYECKOT0 3a00JIeBaHMsI, COCTOSIHUSI WJIH HAPYIIEHUS
UHTHOUTOPOM ayToTakcuHa. COrJIaCHO HEKOTOPBIM BapUAHTaM OCYINECTBJICHUS B HACTOSIIEM
JOKYMEHTE PACKPBIBAIOTCS CIIOCOOBI MPEAYNPEXKIEHUS HEBPOJOTHUECKOro 3a00NIeBaHMA,
COCTOSTHUSI WJIM HApyILIeHUs] WHrUOMTOpOM ayToTakchHa. COrjlacHO HEKOTOPBIM BapUaHTaM

OCYIIECTBJICHHUS] B HACTOSILIEM IOKYMEHTE PACKPBIBAOTCS CHOCOOBI OCiadieHwus, oOpameHus
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WM UHTMOMPOBAHUS NMPU3HAKA UM CUMIITOMA HEBPOJIOTHYECKOTO 3a00JI€BaHuUs, COCTOSHUS WIIN
HapYLIEHHUS.

CornacHO HEKOTOPHIM BAapHAHTAM OCYINECTBJIEHUS B HACTOSALIEM JOKYMEHTE
PaCKPBIBAIOTCST  CIOCOOBI, BKJIOYANOINHE BBEICHHE HHTHOMTOpPA AayTOTaKCHHA CyOBEKTY C
HEBPOJIOTHUECKUM 3a00JIeBaHMEM, COCTOSIHMEM WiIu HapymeHneM. COrllacHO HEKOTOPBIM
BapUAHTaM OCYIIECTBJIEHHS B HACTOALIEM JOKYMEHTE PAaCKpPbIBAIOTCS CIOCOOBI, BKIIIOYAIOIINE
BBEICHHE WHIMOUTOpPAa ayTOTaKCHMHA CYOBEKTy, BOCHPUUMYHBOMY K HEBPOJOTHUYECKOMY
3a00JI€BAaHHIO, COCTOSIHUIO WJIM HAPYLIEHHUIO.

CornacHo HEKOTOPBIM BapHAaHTaM OCYIIECTBIEHHsS HEBPOJIOTHYECKHM 3a00JeBaHNEM
ABJISIETCS PACCESHHBIN CKIIEPO3. B HEKOTOPBIX Cilydasix HEBPOJOTHUYECKOE 3a00JIeBAaHNE BBI3BAHO
TeHEeTHYECKUM HapylleHHeM. B HEKOTOpBIX cilydasx HEBPOJOIHMUYECKOe 3a00JeBaHME CBSI3aHO C
pasBuTHEM, HanpuMmep, criuHa Ouguaa. B HEKOTOPBIX Cydasx HEBPOJIOTHYECKHM 3a00IeBaHHEM
SIBJISIETCSL  IeTeHepaTuBHOE 3aboneBaHue, Hampumep, OojesHb IlapkuHCOHAa wuiH OOJE3HD
Anprreiivepa. B HEKOTOpBIX Cllydasix HEBPOJOTHYECKOe 3a00JIeBaHUE SIBISIETCSI PE3YJIbTATOM
uHCyabTa. HeBponorndeckue 3a0oseBaHus, COCTOSHHMS M HAPYLIEHHS WM XapakTepHbIE
OCOOEHHOCTH HEBPOJIOTHYECKUX 3a00JIeBaHMH, COCTOSHUN W HApyIIEHWH, I KOTOPBIX
nopxoaut JjedeHune wunHruouropom ATX, BrirodaroT B ceOst Oe3 orpaHuueHHus OOKOBOM
amuoTpoduueckuii ckiepod (ALS), aprepuoBeHo3Hble Manbpopmanmu (AVM), aHeBpuUsMy
TOJIOBHOTO MO3ra, OINYyXOJib TOJIOBHOIO MO3ra, AYPAJIbHYK apTEPUOBEHO3HYI (HCTYIY,
SIUJIETICHIO, TOJIOBHYIKO OO0Jb, HapylleHuss namsit, Oosie3Hb [lapkuHCOHA, mepuepryecKyro
HEBPOIATHIO, TMOCTTEPIIETHYECKYI0 HEBPAJITHI0, OIMYyXOJb CIWHHOTO MO3ra M HWHCYJBT. B
HEKOTOPBIX CJIy4asX AaKTHBHOCTb ayToTakcuHa mnosbimaercss B CSF (uepebpocnuHambHON
JKHJKOCTH) M CBIBOPOTKE KPOBH Yy OOJBHBIX PELHIUBHBIM/PEMHTTHPYIOIIUM PACCESTHHBIM
CKJIEPO30M I10 CPABHEHHIO ¢ OOJIbHBIMU APYTHMH HEBPOJIOTHYECKUMH 3200 I€BAHUSIMHL.

CornacHo HEKOTOPBIM BapHAHTAM OCYINECTBIEHHUS PACCESTHHBIM CKJIEPO3OM SIBIISIETCS
PELUANBHBIN-PEMUTTUPYIOLIUN PACCESIHHBIN CKJIEPO3, PELUAUBHBIA PACCESIHHBIN CKJIEPO3,
NEPBUYHO-TIPOTPECCUPYIOLINI  PACCesSHHBIH CKJIEPO3 WM  BTOPHYHO-IIPOTPECCHPYIOIUI
PacCesiHHBII CKJIEPO3.

CornacHo HEKOTOPBIM BapHUAHTAM OCYIIECTBIIEHHUS PACCESHHBIM CKJIEPO3OM SIBIISIETCS
PEeLUIUBHBIN-PEMUTTHPYIOIIHIA paccessHHbI ckiiepo3 (RRMS). Jlronu ¢ Takum Tumom MS
UMEIOT YeTKO OMpeeNsieMble MPUCTYIBl YXYAIEHUs] HEBPOJOrHYeCKOoH (PyHKUMHU. 3a TaKUMHU
NPUCTYNIAMH CIIEAYIOT MEPUOAbl YACTUYHOTO WJIM TIOJHOTO BOCCTAHOBJICHHUS, Ha3bIBA€MbIE
pemuccusiMi. Bo BpeMsi peMHCCHM CHMIOTOMBI 4acTO VIYULIAIOTCS, W He HaOmogaercs
OYEBHJIHOE YXY/IICHNE MIIH POrpecCHpoBaHme 3a0oneBanus. Y npuOmmsuTensHo 85% mroaeii ¢

MS cnauana nuarnoctupyror RRMS.



33

CornacHo HEKOTOPBIM BapHAHTAM OCYIIECTBIEHHUS PACCESHHBIM CKJIEPO3OM SIBISIETCS
peunauBHBIN paccessHHbIN ckiepo3 (RMS). RMS Bkmrouaer B cebsi HeCkonbko ¢opm MS,
KOTOpPbIE XapaKTEPU3YIOTCS PEUUANBHBIMH IPH3HAKAMH, B TOM YHCJIE PELUAHBHBIN-
pemurtupyromuii MS, nporpeccupyroumuii-pequauBHelii MS U BTOPHUYHO-NIPOTrPECCUPYIOIININ
MS.

CornacHo HEKOTOPBIM BapHAaHTAM OCYIIECTBIIEHHUS PACCESHHBIM CKJIEPO30OM SIBIISIETCS
NEePBUYHO-TIPOrPECCUPYIOLINI paccesHHbI ckiepo3 (PPMS). Orta ¢opma xapakrepusyercs
MOCTOSIHHBIM YXYALIEHHEM HEBPOJIOTHUECKOro (PYHKIMOHUPOBAHMSA, HO 0€3 KaKUX-THOO SBHBIX
peLUANBOB MM NepuooB peMuccuu. CKOpPOCTh NMPOrPECCHPOBAHUS Y HWHAWBHUAYYMa MOXKET
BapbUPOBaTh CO BPEMEHEM, C SIMU30AMYECKHMHM IUIATO WM BPEMEHHBIMH YJIYyYIIEHHSIMH, HO
MPOTrpeCCUpPOBaHUE SIBIIsIETCS HenpepbiBHBIM. Y 10% nroneli AnarHocTupyroT 3ToT Tun MS.

CornacHo HEKOTOPBIM BapHAHTAaM OCYIIECTBIIEHHUS PACCESHHBIM CKJIEPO30OM SIBIISIETCS
BTOPUYHO-TIPOrpeccUupyromuil  paccesHHblii ckiepo3 (SPMS). Ilocne HauvanbHOrO mnepuona
peunguBHoro-pemutrtupyromero  MS (RRMS) y wHormx moneit HauumHaetcss SPMS.
3aboneBaHne HA4YMHAET YXYAWATbCS OOJiee YCTOWYMBO C OSMHU30IUYECKUMH DPELHIUBAMU,
PEMHUCCUSIMU, MJTH TUIATO, WIH 0€3 TAKOBBIX.

CornacHo HEKOTOPBIM BapHAHTAM OCYILNECTBJIEHUS B  HACTOSLIEM JOKYMEHTe
PacKpbIBAIOTCST CIIOCOOBI JIEYEHUsI MOBPEXKIACHHsSI HEPBHOW CHUCTEMBbI Y CyOBEKTa, Harpumep,
MIOBPEXKACHUST TOJIOBHOTO MO3ra, CIIMHHOTO MO3Ta W/WJIM HEPBHOH TKAaHHU, MPH 3TOM CIIOCOOBI
BKJIFOYAIOT BBEACHUE HMHTHOUTOPA ayTOTAKCHHA CyOBEKTY.

CornacHo HEKOTOPHIM BAapUAHTAM OCYINECTBJICHUS B  HACTOSILIEM JOKYMEHTE
PACKPBIBAIOTCST CIIOCOOBI JICYEHHUST PaKa, MOPAXKAKOIIEro HEPBHYIO CHCTEMY CYOBEKTa, IPU 3TOM
CroCcOOBl BKJIFOYAKOT BBENEHHE WHIHOUTOpa ayToTakcuHa CcyObekTy. COrjlacHO HEKOTOPBIM
NpUMEPaM PaKOM SIBJISIETCS PaK FOJIOBHOTO MO3Ta.

CornacHo HEKOTOPHIM BAapUAHTAM OCYINECTBJICHUS B HACTOSILIEM JOKYMEHTE
PaCKpBIBAIOTCST  CIIOCOOBI JICUEHHsT HMHAYLHUPOBAHHOW IOBPEXIEHHEM IEMHEIHHU3ALUN Y
cyOBbeKTa, MPH STOM CIIOCOOBI BKIIFOYAIOT BBEACHUE HHTHOUTOPA ayTOTAKCHHA CYOBEKTY.

CornacHo HEKOTOPHIM BAapHAHTAM OCYINECTBJICHUS B HACTOSALIEM JOKYMEHTE
PaCKPBIBAIOTCS] CIIOCOOBI JIEUeHUs] MHPEKIIH HEPBHOH CHCTEMBI y CYOBEKTa, IPU 3TOM CIOCOOBI
BKJIFOYAIOT BBEICHHE HMHIHOUTOpa ayToTakcuHa CyObekTy. COryiacHO HEKOTOPBIM MpUMepam
UH(EKIHsI HEPBHOM CHCTEMBbI BKJIFOYAET B Ce0sl MEHHHTHT.

CornacHo HEKOTOPHIM BapHAHTAM OCYINECTBJICHUS B HACTOSALIEM JOKYMEHTE
PaCKPBIBAIOTCS CITOCOOBI JIEUEHHUsT HEBPOJIOTHUECKOTO 3a00JIeBaHMUS, HAPYIIEHHS WM COCTOSTHUS
y cyOBeKTa, MpH 3TOM CIOCOOBI BKJIFOYAIOT BBEEHHE WHIMONTOPA ayTOTAKCHHA CYOBEKTY INpH

HeO6XOI[I/IMOCTI/I storo. CorjacHo HEKOTOPbIM BapHUaHTaM OCYLICCTBJICHHUS B HACTOALLIECM
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JOKYMEHTE PACKPBIBAOTCS CIOCOOBI JIEYEHHsI PACCESHHOTO CKIIEpO3a Y CyOBeKTa, MpPH 3TOM
crocoObl BKJIFOYAIOT BBEACHHE WHTHOUTOpa ayToTakchHa CyObekTy. COriacHO HEKOTOPBIM
BapMAHTAM OCYINECTBJICHUS JIeYeHHE BKJIIOYaeT B ce0s WHruOMpoBaHHME WM OOpalieHue
nemuenvHu3anui. MHruOupoBaHne NEeMUETHMHU3AINH BKIIOYaeT B Ce0sl CHUKEHHE CTENeHU
JOeMHEJIMHU3ALNN TIO CPABHEHUIO ¢ OTCYTCTBUEM JICYCHHSI HHTUOUTOPOM ayTOTaKCHHA, TIPU 3TOM
CHIKEHUEM CTEIEHU SIBJISIETCS CHIDKEHHE NEeMHENMHHU3aLUUU 1Mo MeHbled mepe Ha 5%, 10%,
20%, 30%, 40%, 50%, 80% wumu 90%. B HeEKOTOpBIX clydasix BBEACHHE WHTHOUTOpA
AyTOTaKCHHA MPEAYIPEKAaeT, 3aMeJIsIeT U W/ WJIH OCIadJiseT AeMUETHHU3ALUIO.

CornmacHO HEKOTOPbIM BapUaHTAM OCYIIECTBJIEHHUS B HACTOALIEM JOKYMEHTE
PAaCKpBIBAIOTCS  CIOCOOBI  TMPEeNymNpeNeHUs WIM JIeYeHHs MpH3HaKa, CHUMITOMA W/WIU
OCJIO’KHEHUS] HEBPOJIOTMUYECKOT0 3a00JIeBaHMsI, HAPYLIECHHUS] UJIU COCTOSIHUS, TTPU 3TOM CIOCOOBI
BKJIFOYAIOT BBEACHHE HMHruOuropa ayrorakcuHa. (CoryjiaCcCHO HEKOTOPbIM  BapHUaHTaM
OCYLIECTBJICHHSI B HACTOSILIEM JOKYMEHTE PACKPBIBAIOTCS CIOCOOBI MPEAYNPERKICHUS WIN
JIeYeHHsI TPU3HAKA, CUMIITOMA /TN OCJIOKHEHUsI PACCESTHHOTO CKJIEpo3a y CyOBeKTa, MpH STOM
Croco0bl BKJIFOYAIOT BBEACHHE MHIMOMTOpA ayTOTakCHHA CyOBeKkTy. [IpH3HAaKM M CUMITOMBI
PacCesTHHOTO CKJIepO3a BKIIOYAIOT B ce0si 0e3 OorpaHuYeHHsi OHEMEHHe WM OciabyieHre OIHOM
WIM HECKOJIbKMX KOHEUHOCTEH, YaCTUYHYI0 WM MOJHYI0 IMOTEPI0 3PEHUs, ABOMHOE 3pEHUE,
HESICHOCTb 3PEHHs], OLIYIIeHNEe MOKAJIbIBAHUS, OIIYIIEHUs MPOXOKAEHHS 3JIEKTPUUECKOro TOKa,
TPEMOp, OTCYTCTBHE KOOPAMHALIMH, HEYCTOMYMBYIO TOXOIKY, HEBHSTHYHK) pe€ub, YCTaJOCTh,
TOJIOBOKPY KEHHE M HW3MEHEHUs (PYHKIMH KHUIIEYHHKA W/WJIH MOYEeBOro my3bipsi. IIpumepbl
OCJIOKHEHUH PaCCESTHHOTO CKJIEp03a BKJIOYAKOT B ceOsi 0e3 OrpaHWyYeHUs] PUTHIHOCTD MBIIIIL,
MBIIIIEYHbIE CIIA3Mbl, TAPATHY, H3MEHEHUS TICUXUYECKOTO COCTOSIHUS, TAaKUE KaK OeCTIaMsITCTBO U
nepenanbl HACTPOCHHUSI, EMPECCUIO U STTUJIETICHIO.

CormacHO HEKOTOPbIM BapUaHTAM OCYIIECTBJIEHUS B HACTOSALIEM JOKYMEHTE
PACKPBIBAIOTCS CIMOCOOBI CHUKEHHSI YaCTOTBI, TSKECTH W/WJIA MPOIOJLKUTETbHOCTU PELMINBa
HEBPOJIOTHYECKOTrO 3a00JIEBAHUS, HAPYIIEHUSI WJIM COCTOSHUS, TIPU 3TOM CHOCOOBI BKITFOYAIOT
BBeZIeHHEe WHrHOWUTOpa aytotakcuHa. COrJIaCHO HEKOTOPhIM BAapUAHTAM OCYIIECTBJICHUS B
HACTOSIIIEM JOKYMEHTE pPAaCKPBIBAIOTCS CHOCOOBI CHUKEHHSI YaCTOThI, TSKECTU W/HIU
MPOAOUKUTEIPHOCTH  PEeLUINBA PACCESTHHOTO CKJIepO3a, MPU 3TOM CHOCOOBI  BKITFOYAIOT
BBEJICHHE MHTHONTOpA ayTOTAaKCHHA. B HEKOTOPBIX Cly4asix BBEICHHE UHTUOUTOpPA ayTOTAKCHUHA
CHIKAET WJIM OCTAHABJIMBAET MPOrPECCHPOBAHME OJHOTO WJIM HECKOJBKHUX CHMIITOMOB ¥
OOJIPHOTO PAaCCesTHHBIM CKJIEPO30M. B HEKOTOPBIX Cilydasix BBEJEHUE MHTHOWTOpA ayTOTaKCHUHA
MPEeNyNpekIaeT UIN 3aMeJISIET TIPOSIBJIICHUE CUMITTOMOB PACCEsTHHOTO CKIIEPO3a.

B HekoTOpBIX clydasx HEBPOJOTHYECKOE HaPYIICHHE, TaKO€ KaK PACCESHHBIA CKIEPO3,

Jeuar KOM6PIH21L[PI€I>1 I/IHFI/I6I/ITOpa AYyTOTAKCHMHA W OAHOIO HJIM HECKOJIbKUX OOMOJIHUTCIIbHBIX
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TEPANEeBTHUECKUX CPENCTB. J[OMONHUTENbHBIE TEPANIEBTHYECKHIE CPENCTBA BKIIFOYAIOT B cedst Oe3
OrpaHMYEHUs] TJIa3MOOOMEH, (PU3UYECKYIO TEparuio, MbILIEYHbIE PEIaKCAHThI, (HU3NUECKUE
YIPAKHEeHUsI, OTAbIX U BBEIEHHE OJHOTO MJIHM HECKOJbKHX U3 CICAYIOIIUX: KOPTHKOCTEPOUIBL,
uHTepdepoHbl-OeTa, rnaTupamepa auerar, AuMeTHidyMmapar, (UHroaMMon, TepUQIYHOMHN,
HaTtau3ymMad, MUTOKCAHTPOH, H UX KOMOWHAIIUH.

Hesponoruueckue 3a0oneBaHusi, COCTOSHHMS W HApyLIEHHs MM XapaKTepHbIE
OCOOEHHOCTH HEBPOJOTMYEeCKHX 3a00J€BaHMI, COCTOSIHMM W HApYLIEHWH, AN KOTOPBIX
HOAXOINT JIeYeHHEe HHIUOUTOPOM ayTOTAKCHHA, BKIIIOYAIOT B ce0s1 0€3 orpaHHMYEeHUs] OTCYTCTBHE
MPO3pPavYHON TEPEeroponKH, CBsI3AHHOE C KHCJIOW JMma3oil 3abonieBaHue, AeQUIUT KUCITON
MaJbTa3bl,  NPUOOpPeTeHHY0  smuiaentuopMHyr0  adasmio,  OCTpbIH  paccesHHbIN
SHIIe(paTIOMUENHT, ADHD, TOHUYECKUU 3padvokK Dy, CHUHIPOM 16)70:9% 8
apeHONIEHKONUCTPOPHIO, areHe3 MO30JMCTOrO  Teja, AarHo3ui0, CHUHAPOM  DKapaw,
HeBpoJsiornueckue ocnokHeHust nocie AIDS, OGonesnp Anekcanaepa, Ooje3Hb AJbrepca,
ATBTEPHUPYIOINYIO MeMHUIUIErHI0, Oose3Hb AunblreiiMepa, OOKOBOW aMHOTPOGUYECKUI CKIIEPO3
(ALS), amdHuHedanuoo, aHEBpU3MY, CHHAPOM AHIeIbMaHa, AaHTMOMATO3, AHOKCHIO,
aHTU(GOCHOTUITUIHBIN CHHIPOM, adas3uio, anpakChro, apaXHOWIAJIbHbIE KHUCTBI, apaxHOWIMT,
manbpopmarnmo ApHonbra-Kuapu, apreproBeHO3HYI0 Maib(opManuoo, CHHAPOM Acmeprepa,
aTaKCHIO, UHCYJIBT, CHHApOM bapra, 6onesnp barrena, muoronmoo bekkepa, 6onesHp bexuyera,
napaiud bemna, n0oOpokadecTBEHHBIM 3CCEHIMANbHBIN Ojedapocmnasm, n0O0pOKavYeCTBEHHYIO
(dokanbHy0 aMHOTpO(UIO, HOOPOKAYECTBEHHYIO BHYTPUYEPENHYIO THMIIEPTEH3HIO, CHHIPOM
Bepurapara-Pora, Oone3nbp buncBanrepa, Onedapocmasm, cunapom bnoxa-Cynbudeprepa,
MOBPEXKACHUS TUIEYEBOTO CIUIETEHUs, CUHIpOM bpenOepu-OrricToHa, aHEBPH3MY TOJIOBHOTO
MO3ra, TOBPEKIEHHE TOJOBHOrO Mo3ra, cuHapoM bpoyH-Cekapa, CADASIL, Oone3nb
KanaBaHa, Kay3ajruio, KaBepHOMbBI, KaBEPHO3HYK) AHTHOMY, KaBEPHO3HYIO Masib(HOpMalHio,
CHUHIIPOM IIEHTPAJBHOIO Mapayinya, [eHTPaTbHbIN O0JeBOM CUHIPOM, LEHTPATbHBIA MTOHTHHHBIN
MUENTMHONMM3, Ledaaudeckue paccTpoicTBa, AePUIUT  Lepamunasbl, epedelUISIPHYIO
JeTeHepanuo, LepeOeIUIPHYI0 THIOIUIA3UI0, AHEBPU3MbI COCYJOB TOJIOBHOIO MO3ra,
HepeOpanbHbIi  apTEPHOCKIIEpo3, LepedpaibHyr0 aTpoduro, lepeOpaibHbIi aBUTAMHIHO3,
1epeOpabHy0 KaBepHO3HYIO Maib(opmanui, nepeOpalbHbIii TUTaHTH3M, LepeOpalibHYIO
THITOKCHIO, 1epeOpaTbHbIA napajmd, 1epeOpooKyIodarocKeNeTHbIN CUHZIPOM,
manbpopmanmo  Kuapu, Xopew, XOpeOaKaHTOLHMTO3, XPOHHYECKYI0  BOCHAJHTEIBHYIO
neMuenuHusupyromyo — nonuHeBponatuto  (CIDP),  XpOHHHYECKYI0  OPTOCTATUYECKYIO
HeycToiunBoCcTh, cuHApoM KokkeiiHa II Tuma, cunapom Kodduna-Jloypu, kommouedanuro,
KOMY, KOMIUJIEKCHBII PErHOHAJbHBIN OONEBON CHHIPOM, BPOKACHHYIO JIMLEBYIO AMILIETHIO,

BPOXIACHHYIO MHACTCHUIO, BPOXKACHHYH) MHUOINATUIO, BPOXKACHHBIC COCYAHUCTBIC KABCPHO3HBIC
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Manb(popMaluy, KOPTUKOOA3aJbHYIO AETEHEPALMI0, BHCOYHBIA apPTEPUHUT, KPAHHMOCHHOCTO3,
suuepamut Kpu, Oonesup Kpeitudenpara-Akoba, KyMyJNSTUBHbIE TpPaBMATHUYECKHE
paccTpoiicTtBa, cuHApoM KyliMHra, HMHKIIO3MOHHYK) LUTOMErajui0, LUTOMErajJOBUPYCHYIO
uHpekuuto, curnpom J[ennu-Yokepa, O6onesnr [loycona, cunapom J[le Mopcbe, mapanuy
Hexepun-Knromnke, IE€MEHLIUIO, MPOrPECCUPYIOLIYIO epeOeuIIpHYy O ATAKCHIO,
IEHTATOPYOpaNbHYI0 aTpo(HI0, AEPMATOMHO3UT, AUCIPAKCHIO PA3BHUTHUsS, CUHApPOM JleBHKa,
nnadernyeckyro HeBpomaturo, audQy3HbI ckiepo3, cuHApoM [IpaBe, BereTaTUBHYIO
IUCTOHMIO, Aucrpaduio, mucdaruio, JUCTIPAKCHIO, MO3KEUYKOBYIO AMCCUHEPTHIO, JUCTOHUH,
Oynb0apHyI0 CHUHHOMO3TOBYIKO MBIIIEUHYIO aTpoduio, 3HIE(AIONaTHIO, CHHIPOM IIyCTOTrO
Typeukoro cemia, oSHUedanur, >HOedanonene, >SHUe(ATOTPUTEMUHATBHBIA aHTHOMATO3,
smuiencuro,  mapanuun  Opba-Jlromena  u  dexepun-Kimomnke, mapannu — Dpba,
SKCTPAIIOHTUHHBIN MuenuHonus, Oone3nb Padbpu, cunapom Papa, ceMelHYI0 BEreTaTUBHYIO
IAMCTOHUIO, CEMEHHYI0O T€MaHIHOMY, CEMEHHYI0 MIUONMATUYeCKYIO KaJbLU(pUKALN0 0a3aibHbIX
TaHIJINEB, CEMEWHbIe MEePUONUYECKUe Mapaludd, CeMEeHHBbIH CIacTU4ecKuil mapanud, OOye3Hb
dapbepa, ¢eOpunbHbie cynopord, (HUOPO3HO-MBILIEYHYI AHMCIUIA3HI0, CHHApoM @uinepa,

arakcuro @puapeiixa U JOOHO-BUCOYHYIO AEMEHIIUIO.

Bocnanenue u BocnajJuTe/IbHbIE HAPYILIEHHS

CormacHO HEKOTOpPBIM BapUaHTaM OCYINECTBJIEHHS] B HACTOALIEM JOKYMEHTE
PaCKPBIBAIOTCS COCOOBI JICUEHUs] BOCTIANIUTEIBHOTO COCTOSIHUS, 3a00JIeBaHUS MJIM HAPYLICHUS
UHrHOUTOPOM ayToTakcuHa. COrJIACHO HEKOTOPHIM BapHaHTaM OCYIIECTBJICHHS B HACTOSIIEM
JOKYMEHTE PAaCKpPBIBAIOTCS CIIOCOOBI CHMKEHHS BOCHAJIEHHs B TKaHU CyOBEKTa, NPU STOM
croco0 BKJIIOYAET BBEAEHHE CYObeKTy HWHTHOMTOpa ayTOTAKCHHA. B HEKOTOPBIX Clydasix
TKaHbIO SIBJISIETCS TKaHb TOJICTOM KUILIKH.

Hcnonb3yeMblil B HACTOSIIEM PaCKPBITUH TEPMHUH «BOCHAJIIEHHE» OTHOCHUTCSI K XOpOILIO
U3BECTHOMY JIOKAJM30BAHHOMY OTBETY HAa pAa3JIMYHbIC THIIbI MOBPEXKICHUS WIN WHQEKIHH,
KOTOpBIE XapaKTEPU3YyEeTCsl IOKPACHEHUEM, JKapOM, PUIYXJIOCTHIO H OOJIBIO, & 3a4aCTYI0 TaK)Ke
BKJIFOYAIOT B C€0s1 TUCYHKIMIO WIIH CHIDKEHHYIO TIOABH)KHOCTb.

CriocoObl, OMUCHIBAEMbIE B HACTOSIIEM JOKYMEHTE, COTJIACHO HEKOTOPBIM BapHAHTAM
OCYILIECTBIICHHS BKJIIOYAIOT B ce0s CHOCOOBI JICUEHMs, CHIDKEHHsS] pPUCKAa M 3aMeIUICHUs
NPOSIBJIEHUST IPYTUX BOCHAIUTENBbHBIX COCTOSIHUN WK 3a00J1€BaHUI HHTHONTOPOM ayTOTaKCHHA,
TAaKUX Kak (a) TIJIa3HOE BOCIAJIEHUE, ACCOLUHPOBAHHOE C SI3BOM POTOBUIIBl, THTAHTCKUM
NAaMWUIIPHBIM ~ KOHBIOHKTUBUTOM, OsieapuToM, Xala3uOHOM, YBEHUTOM, CYXOCTBIO TJias3,
MOCTEXUPYPIUUECKUM BOCMAIEHHEM, & TaKK€ AaCCOLMHPOBAHHOE C KOHTAKTHBIMM JIMH3AMU

BocnianieHue; (b) anneprudeckue 3adoyieBaHusl, TAKME KaK CEHHAs JIMXOPAJIKa, PUHUT, CE30HHBIN
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AUIEPTHYECKHi KOHBIOHKTHBHUT, BECEHHHH KOHBIOHKTUBUT M JPYrHe ONOCPEIOBAaHHbIE
s03uHO(MIaMI  COCTOSIHUS, (C) KOKHBbIE 3a0OJIeBaHUs, TaKWe KakK [COPUA3, KOHTAKTHBIM
IEPMAaTHUT, 5K3eMa, HH(EKIMOHHbIE SI3BbI KOXH, OTKPBITBIE paHbl u newmonut; (d)
uHpekunoHHble 3a00NeBaHMs, B TOM YHCIE CENCUC, CEeNTHYECKUN IIOK, OJHIe(aIHnT,
UH(EKIMOHHBIN apTPHUT, SHAOTOKCHYECKHH IIOK, FPaMOTPHLIATENbHBINA IIOK, peakuus Spwuira-
I'epkcxaiiMepa, mmrenses, TOKCUYECKHH INOK, IepeOpaipHas MaisApus, OaKTepHabHBbIHI
MEHHMHIHT, OCTPbIM pecniupaTtopHbiii auctpecc-cuaapom (ARDS), Gonesnp Jlalima u uHpekuus
HIV; (e) Gone3nu ucromeHus, Takue Kak KaxeKcHsi, BTOPHYHAs 10 OTHOIIEHHIO K paky u HIV;
(f) BocmaneHnue, cBA3aHHOE C TpAHCIUIAHTAIL[MENW OpraHa, TKAaHH WM KJIETOK (HaImpumep,
KOCTHOTO MO3ra, pOTOBHIBI, IIOYKH, JIETKOrO, TII€UEHH, CepAla, KOXH, OCTPOBKOB
HOKENYIOUHOM  JKene3bl), B TOM 4HCIE OTTOPKEHHME TpaHCIUIaHTaTa M 3aboJeBaHue
«TPAHCIUIAHTAT MPOTUB XO35IMHAY; (g) HeOnaronpusaTHble 3P(EKThl IEKapCTBEHHON Tepamnuy, B
TOM uucie HebmaronpusaTHble >p¢exTsl JedeHus amporepuuuHoM B, HeOnarompusiTHbie
5(p¢eKkTbl UMMYHOCYIPECCHBHON  Tepamuu, HanpuMep, JICUEHHs  HMHTEPJICHKHHOM-2,
HeOnaronpusatHele 3¢dexrsl gedenuss OKT3, neObnaronpustasie 3¢dexrsr neuenuss GM-CSF,
HeOnaronpusTHele 3P GEKTh! JIeueHHs LIKJIOCIOPUHOM U HeOnmaronpusTHble 3(pdeKThl tedeHust
AMUHOTJIMKO3HUIOM, CTOMAaTHUT U BOCIAJIEHUE CIM3UCTON 000JI0UKH U3-3a MMMyHocympeccuy; (h)
CEepPIeYHO-COCYANCThIE ~ COCTOSHUS, B TOM  4ucie  3a0o0JeBaHUsl  KPOBOOOpaLIeHUs,
UHIYLUUPOBAHHBIE WM YCUJICHHbIE BOCHAJIMTENbHBIM OTBETOM, TaKW€ KaK HIIEMHS,
arepockyiepo3, 3aboneBaHue TNepUPEPUUECKUX COCYIOB, PECTEHO3 IIOCHe IUIACTHYECKOM
OMepaLiy Ha COCYJaX, BOCHAJIUTENbHASI aHEBPU3Ma AOPThI, BACKYJUT, HHCYJIbT, TIOBPEKICHUE
CIIMHHOTO  MO3ra, 3aCTOWHAas CepAedyHasl HeJOCTAaTOYHOCTh, T'eMOPPAru4ecKuil  MIOK,
uIeMudeckoe/penepPy3ioHHOe  TOBPEKACHHE, Ba3OoCMa3M  Mocie  CyOapaxHOWAAIBHOTO
KPOBOMBJIUSIHUS, Ba30CMa3M IOCIE€ HAPYIICHHS MO3TOBOIO KPOBOOOpAIIEHUs, IUIEBPHT,
NEPUKAPIUT U CEPIEIHO-COCYANCTBIE OCIIOXKHEHHS CaXxapHOro anadera; (1) nuanus, B TOM YUCIEe
NEePUKAPIUT BCJIEACTBUE MNEPUTOHEANbHOro auanusa; (j) momarpa u (K) XUMHUECKH- WK

TEPMHUYCCKU-UHAYIHPOBAHHOE BOCIIAJICHUE, BBI3BAHHOE OXKOI'OM, KHCHOTOﬁ, mIEJI0YbIO U T.II.

AyToMMMYHHBIE 3a00/1eBaHHS

CriocoObl, OMUCHIBAEMBbIE B HACTOSIIEM JOKYMEHTE, COTJIACHO HEKOTOPBIM BapHAHTAM
OCYILIECTBIICHUsS BKJIIOYAIOT B Ce0s CHOCOOBI JICUEHMs, CHIDKEHHSI PUCKAa M 3aMeIUICHUs
NPOSIBJIEHUS] ayTOMMMYHHOTO 3a00JIeBaHUSl WM HapyIIE€HUs] HHTHOUTOPOM ayTOTaKCHHA.
IIpumepsl ayTOMMMYHHBIX 3a00J€BaHUI BKJIIOYAIOT B ce0sl O€3 OrpaHWYeHHsT O4YaroBYIO
AJIOTIELIMIO, BOJYAHKY, aHKUJIO3UPYIOLIHH CIIOHIWINT, Oone3Hb Menbepa, aHTH(OCh OMUIIIHBINR

CHHIPOM, CMELIaHHOE 3a00JieBaHHWE COCOUHHUTENBHOM TKAaHHW, ayTOMMMYHHYIO OOJe3Hb
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AnucoHa, ayTOMMMYHHYIO T€MOJHTHYECKYI0 aHEMHIO, MHUACTEHUIO TPABHC, ayTOMMMYHHBIN
renaTuT, OOBIKHOBEHHYIO My3bIpUaTKy, Oojie3Hb bexdera, MepHULIMO3HYIO aHEMHIO, OyIIIe3HbIN
neM(urons, HOAO3HBIA IOJUAPTEPUUT, KAPIAUOMHUOIATHIO, MOJUXOHIPUIO, LEITHAKUA-CIPY-
IEPMATHUT, TOJHUINIAHAYJSPHBIE CHUHIPOMBI, CHHApPOM XpoHudeckoil ycranoctu (CFIDS),
PEBMATHUYECKYIO  MOJUMHAITHI0,  XPOHMYECKYI0  BOCHAIUTENBHYIO  JIEMHEIMHHU3ALHIO,
NOJMMUO3UT U JIEPMATOMHUO3HT, XPOHUYECKYIO BOCIIAIIUTENBHYIO ITOJIMHEBPOIATHIO, IEPBUYHYIO
arammariobynuHemuto, cuHapom  Yapra-Ctpocc, TepBUYHbIA  OWNIMApHBIA  IMPPO3,
pyouyromutics nemduronn, ncopuas, cuaapom CREST, denomen PeitHo, 60ne3Hb X0I010BOM
arnIOTHHALUY, CUHAPOM Pelitepa, 6one3Hp Kpona, peBMaTHUECKYIO JTUXOPAIKY, JUCKOHIHYIO
BOJIYAHKY, PACCESHHBIH CKJIEpO3, PEBMATOUAHBIA apTPHUT, NEPBUYHYIO KPHOIIIOOYIMHEMHUIO
CMEIIaHHOTO THIA, CapKonao3, pudpoMuanruro, ckiepoaepmuro, Oone3Hs I peiiBca, CHHIPOMOM
Ilerpena, cunnpom I'mitena-bappe, cunnpom Crudda-Mana, Tupeonnut XammumMoro, OONE3Hb
Takasicy, nauonaTuyeckuii jerodnelii ®@uOpO3, TEMITOpPaNbHBIN apTEePUUT/THTAHTOKIETOYHBIH
apTEepUUT, HIUOMATHUECKYI0 TpomOonenudeckyro mnypnypa (ITP), s3BeHHBI  KOJHT,
Hepomaturo IgA-Tuna, yBeWT, MHCYJIMHO3aBUCUMBIN caxapHblii auader (I Tuma), caxapHbIii
nuaber (Il Tuma), BACKYJIUT, KPACHBIN MJIOCKHI JIUIIANA U BUTUJIHTO.

CornacHO HEKOTOPBIM BapHAHTAM OCYLIECTBIICHHSI CIIOCOOBI JIEUEHUs], CHIKEHHUS] PUCKA U
3aMeJIEHHs] TIPOSIBICHUs] ayTOMMMYHHOTO 3a0O0JIeBaHUSI WJIM HApPyLIEHHs] JOMOJHUTENbHO
BKJIFOYAIOT BBEICHHE HMMYHOCYyNpeccanta. MIMMyHOCYNpeccaHThl BKJIHOYAOT B cebs Oe3
OTPaHUYEHUS TIIFOKOKOPTHKOUBI, IMTOCTATHKH, AHTHUTEJNA U JIEKAPCTBEHHBIE CPENICTBA, KOTOPBIE
IEUCTBYIOT Ha UMMYHOGUIHHBL [IprMepsl TIIFOKOKOPTHKOUIOB BKIIOYAIOT B Ce0sl KOPTH30J,
KOPTU30H, TMPEOHHU30H, NPEAHHU30JOH, METUINPEIHU30JIOH, IeKCaMeTa30H, OeTaMeTa30H,
TPUAMIIMHOJIOH, OeKJIOMeTa30H, (IyAPOKOPTH30H, NE30KCUKOPTHKOCTEPOH U aJIbIOCTEPOH.
[TpuMepsl IUTOCTATHKOB BKJIFOYAKOT B Ce0sl aJKIIMPYIOIINE CPencTBa (HAmpUMep, a30TUCTHIE
UMPUTBI, Takue Kak wLukiIopochaMua, HUTPO3OMOYEBHUHBL, COSJUHEHHs IUIATUHBI) U
AQHTHMETa0ONUThI (HAMpUMeEp, aHAJIOTU (POJUEBOM KHUCIIOTHI, TAKHEe KaK METOTPEKCAT, aHAJIOTH
NypHHA, TaKWe KaK a3aTHONPUH W MPEKANTONYpPWUH, AHAJIOTH TNHPUMUANHA, TaKHE Kak
¢dTopypawmn, WHrHOMTOpHI CcHHTe3a Oenka). [IpuMeprl JEeKapCTBEHHBIX CPENCTB IS
NPUMEHEHHUS] B ONHCHIBAEMBIX CHOCO0aX BKIIIOYAIOT B Ce0s LUKIOCIIOPHH, TaKPOJIUMYC,
cuponumyc, uHTepdepoHbl, onuouabl, cBsi3bBaromue TNF Oenku, wmukodeHosar u
¢unronmumon. Ilpumepsl aHTUTEN, MPUMEHHMBIX JJII COBMECTHOTO BBEIEHHUS C MHTHOUTOPOM
ayTOTaKCMHa B crocobe, OMUCBIBAEMOM B HACTOSINEM JOKYMEHTE, BKIIIOYAIOT B ce0s
aaTUTUMOLIUTapHBIN rnodynuH, 1D09C3, ananumymat/D2E7 (Humira; Trudexa), adpennmomad,
apyry3ymad/GA101 (II Tuma), anemrysymad/kammar-1H (MabCampath), anmonmmsyma6/HulD10,

acenmusymad, armnm3ymad, Oacunmmkcumad (Simulect), Gextymoma®t/IMMU-LL2, Genmmymad



39

(Benlysta, LymphoStat-B), 6eprumnmymad, BL22/CAT-3888, 6pentykcumad/cAC10/SGN-35,
Opuaknaymad/ABT-874, kanakuaymaO/ACZ885 (Illaris), wueprommsymad meron/CDP870
(Cimzia), kneromukcnmad, manery3ymad/SGN-40, nakmuszymad (Zenapax), skynu3zymad/5Gl,1
(Soliris), sdammsymad  (Raptiva, panee  Xanelim), smpary3ymad/hLL2/IMMU-102
(Lymphocyde©), ¢donHTONMM3YMAO, dpe3onumymad/GC-1008, rayukcumad/IDEC-114,
rasuiumMomMad/ABX-CBL, remrysyma0, rommmymad/CNTO148 (Simponi), HL2434P (IMMU-
114), nbpuryromad tuykceran (MXDPTA)/IDEC Y2B8 (Zevalin), nnpnukcumad/xumepHbIi
A2 (cA2) (Remicade), wunomumoma®/BT563, wunoTy3ymad, kenukcumad/IDEC CE9.1,
nepremumymad/CAT-152, nuatuzymadb/HuM 195 (Zamyl), LMB-2, nopsoTty3ymad MepTaH3uH,
aymunukeumab/IDEC-152,  Lym-1  (Oncolym), MDX-060, wmenonu3zyma6/SB-240563,
merennmymad/CAT-192, moramynnzymab/KwW-0761/AMG-761, MOKCETyMOMaO
nacynotokc/CAT-8015/HA22, mypomonab-CD3 (Orthoclone OKT3), natanusymad (Tysabri,
Antegren), HepenumomMa®/CDP571, oxpenusyma®/PRO70769 (I Tuma), omynumomao,
oparymymad/2F2/HuMax-CD20 (Arzerra) q THIIA), oMau3ymab (Xolair),
orenukcn3ymMad/TRX4, mnackonmuzyma®/SB 240683, pecamzymat/SCH 55700 (Cinquil),
purykcumab/xumepnbiii  2B8  (IDEC-C2B8) (Rituxan, MabThera) (I Tuma), pyminzymad
(Antova), SAR-3419, cekykuHymao/AIN-457, SGN30, cummzymab/MEDI-507
tern3ymMad/MGAO31/hOKT3y1 (Ala-Ala), Toummmsymad (Actemra), Tosurymomad (Il Tumna),
ycreknaymad/CNTO 1275 (Stelara), Benonmu3zymad/MNL-0002, Benty3ymad/IMMU-106/hA20 (1
tuna), Buswim3ymad (Nuvion), 3aHomumymad/HuMax-CD4, 3onumomad aputokc/H6S,
abarauent/CTLA4-Ig/BMS-188667 (Orencia), 6enarauent/LEA29Y, arauuuent/BLyS/APRIL-
Ig, srtanepuent/TNFR-Ig (Enbrel), mnercynepuent/merummposannbiii TNFR-Ig, anedanent
(Amevive) u punonauent (Arcalyst). MIMMyHOCYNpecCUBHBIE AHTUTENA BKIKOYAOT B CeOs
AHTHUTEJIa, KOTOPbIE HAlleJeHbl HA KOMITJIEMEHT-3aBUCUMbIE OCJTKU 1 UHTEPJICHKUHBI.

AHrHuoreHes

CornacHO HEKOTOPbIM BapHAaHTAM OCYLIECTBJIEHHUs OMNKChIBAEMble B HACTOSIIEM
JIOKYMEHTE CMOCOObI JIEYeHHUs] WM MPEAyNPesKAeHUs] aHTMOreHe3a Yy CYObeKTa BKJFOYAIOT
BBEJEHIE NHIMOUTOPA ayTOTAKCUHA CYOBEKTY. AHTHOreHe3 BKIIKOYaeT B ce0sl pa3pacTarouics
AHTMOT€He3 W MHTYCCYCLEMLMOHHBIM aHrMOreHe3. B HEeKOTOphIX Ciydasx CrocoObI
JOTOJIHUTEJIBHO BKJIIOYAIOT BBEJCHHE MHTHOUTOpA aHrHOreHe3a, Hampumep, uaruouropa VEGF

(beBanmzymaba), copadennda cyHUTHHHOA, Ma30maHuba, BEPOTUMYyCa WIIH UX KOMOWHAITUH.

Pak
IIponemoHCTpUpOBaIK, YTO  AyTOTAKCHMH  YCWIMBAE€T  MOJABHXHOCTb  KJETOK,

HEOBACKYJISIPU3ALMIO, TNPONU(eEpanu0 M arpecCUBHOCTh omyxojeid. OH akTHBHpyeTCS BO
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MHOTHX ONYXOJIEBbIX JIMHUSAX, TAaKUX KaK pPaK MOJIOYHOH JKeNe3bl, TOYKH, IICUEeHH,
rIo0IacTOMa, SMYHUKA U TIPENICTATEIbHOM JKEIe3bl.

CornacHO HEKOTOPHIM BAapHAHTAM OCYINECTBJIEHUS B HACTOSALIEM JOKYMEHTE
PaCKPBIBAIOTCS CIIOCOOBI JISUEHUS paka MHTHOUTOPOM ayTOTAKCHHA.

AyTOTakCHH TIpEACTaBIsieT COOOW MPOMETACTaTH4YeCKHH (EePMEHT, H3HAYaJIbHO
BBIZICJIEHHBI W3 KOHAWLIMOHMPOBAHHON Cpenbl KIETOK MelaHOMBI dejioBeka. Kpome Toro,
HAJPKCIPECCHI0 ayTOTAKCHHA YacTO HAONIOJAIOT B TKAHSX 3JI0KAYECTBEHHON OMYXOJH, TaKOH
KaK paK MOJIOYHOH JKene3bl, pak TMOYkH, JuMpoma XOMKKHHA, MEUEHOYHOKJIETOUHAs
KapUMHOMA, paK MOKEIyAOYHON skene3pl W ramobmactoma. LPA  Takke cmocoOcTByeT
OHKOT'€He3y 3a CUET YCUJIEHUS TOABIKHOCTU U MHBa3UBHOCTH KJIETOK.

Hcnonp3yeMblil B HACTOALIEM AOKYMEHTE TEPMHH «PaK» OTHOCHUTCS K AHOMAJIbHOMY
POCTY KJIIETOK, KOTOpPbIE MPOSIBJISIIOT TEHASHLUIO K PO epalii HEKOHTPOIUPYEMbIM 00pa3oM
U B HEKOTOPBIX CJIydasX K METACTa3MpOBaHUIO (pacmpocTpaHeHuro). THmbl paka BKIHOYAIOT B
ceOs1 0Oe3 OrpaHMYeHHUs] COJUHBbIE ONYXOJdH (Takue Kak, OMyXOJHM MOYEBOrO IMy3bIps,
KUIIEYHNKA, TOJIOBHOTO MO3ra, MOJIOYHOM KeJe3bl, SHAOMETPHs, CEpALa, IMOUYKH, JIErKOro,
ne4YeHy, MaTky, JuMmartinueckoil TkaHu (TuMQoMy), SUYHHUKA, MMOHKETYIOYHON Kene3bl HIIH
APYrOro SHAOKPUHHOTO OpraHa (IMMTOBUAHOM KeJe3bl), NPENCTATENIbHOW >KeNe3bl, KOXHU
(MenanoMy min 06a3aJIbHOKJIETOUHBIH PaK) MM FeMaTOJOTHYECKHE OMyXOJH (TaKue KakK JIEHKO3bI
u TuM(OMBI) Ha JIFO00H cTaanu 3a00JIeBaHMs ¢ METaCTa3aMu WM 0e3 TaKOBBIX.

HeorpanuuuBaromue mnpuMeEPbl PakOB BKJIIOYAOT B ce0s OCTpbIil JuM$OOIacTHBIN
JIENKO3, OCTPBhII MUEJIOWIHBIA JIEWKO3, AAPEHOKOPTUKAIBHYK) KapLUHOMY, PaK AHaJbHOIO
KaHaJla, paK almneHIUKCa, AaCTPOLUTOMbBI, ATHIUYHYI) TEPATOUAHO-PAOIOUAHYIO OIyXOJb,
0a3aIbHOKJIETOYHYIO KApPLHOMY, PaK JKEJYHBIX MPOTOKOB, PaK MOYEBOTO MY3BIPs, PaK KOCTH
(ocTeocapkoMy U 3JI0KaYECTBEHHYI (UOPO3HYHO TMCTHOIUTOMY), TJIMOMY CTBOJIA TOJIOBHOTO
MO3ra, OMyXOJIA TOJIOBHOT'O MO3Ta, OMYXOJIA TOJIOBHOT'O MO3ra M CIIMHHOTO MO3Ta, paK MOJIOYHOH
JKeJe3bl, OpOHXHaJIbHBIE omyxonu, JuMmMdomy bepkurtra, pak ImeHKH MaTKH, XPOHHYECKHIT
TUMQOIUTAPHBINA JIEHKO3, XPOHUYECKUNM MHEJIOTEHHBIA JIEHKO3, paK TOJCTOM KHIIKU, pak
TOJICTON ¥ MPSIMOH KHUIIOK, KpaHUO(APUHIEOMY, KOKHYIO T-KJIETOUHYIO THM(pOMY, TECMOUTHBIE
OIyXOJIH, SMOPHUOHAIBHBIE OMYXOJH, PaK SHAOMETPUS, STMEHANMOOIACTOMY, 3TIEHIUMOMY, paK
NHIIEBOA, CEMEHCTBO OMmyXoJjel capkoMbl FOuHra, pak riasa, peTHHOOIACTOMY, paK >KEITYHOrO
Ny3bIpsl, JKENIYIOYHbIA pak (KeIyAKa), >KeTyIOYHO-KHIIEUHYI KapLHHOHIHYI OIyXOJb,
KEJYAOYHO-KUIIEYHYI0 CcTpoMasibHylo omnyxonb (GIST), omyxomp CTpOMasbHBIX —KIIETOK
KEITYAOYHO-KUIIEYHOT O TpaKTa, 5MOPHOHAIBHO-KJIETOYHYFO OITyXOJlb, TJIHOMY,
BOJIOCATOKJIETOUHBIN JIEHKO3, pPaK TOJIOBBl W IIE€H, NEUEHOYHOKJETOYHBIH pak (MeueHn),

miMpomy XOIKKMHA, TUNMO(apUHIeaNbHbId pak, HHTPAOKYJSIPHYIO MEJNAHOMY, OIyXOJIH
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OCTPOBKOBBIX KJIETOK (3HIOKPHHHOM YacCTH TOIDKEIYIOYHOH kenes3bl), capkomy Kamomm, pak
MOYKH, JIAHT€PTraHCOKJIETOUHbIM TMCTHOLIMTO3, PaK TOPTaHH, JIEHKO3, OCTpbIi 1M(pOOIaCTHBIN
JEeWKO3, OCTPBI MUEJIOUAHBIN JEHKO3, XPOHUYECKUN JTMM(POIHUTAPHBIA JIEHKO3, XPOHUYECKUH
MHUEJIOTEHHBIN JIEMKO3, BOJOCATOKJIETOYHBIA JIEHKO3, paK IEYEeHH, HEMEJKOKJIETOYHBIM paK
JIETKOT0, MEJIKOKJIETOUHBIN pak Jierkoro, tumbomy bepkutra, koxxnyro T-kiaerounyro auMdomy,
miMpomy  XOMKKHHA, HEXOUKKHMHCKYI JuMbpoMy, auMpoMy, MaKpOrIOOYIHHEMUIO
Banpnencrpema, menynnoOnacToMy, MeENYJUIO3NHMTENINOMY, MEJIAHOMY, MeE30TEeIIHOMY, pak
POTOBOM MOJOCTH, XPOHUYECKUI MHUEJOT€HHBIN JIEMKO3, MUEJIOUIHBIN JIEMKO3, MHOKECTBEHHYIO
MHEJIOMY, HOCOIVIOTOYHBIA  paK, HelpoOnacTomy, HEXOJKKMHCKYIO M omy,
HEMEJIKOKJIETOUHBIN paK JIETKOro, pak POTOBOW MOJIOCTH, POTONNIOTOYHBIM Pak, OCTEOCAPKOMY,
3JI0KAQUYECTBEHHYI0 (PUOPO3HYI0 T'MCTUOLIUTOMY KOCTH, PaK SIMYHUKA, PAK SMUTENUS SIMUHUKA,
SMOPHOHAIBHO-KJIETOYHYIO OIyXOJIb SIMYHUKA, ONYyXOJIb SIMYHUKA C HU3KUM IOTEHIHAJIOM
3JI0KAY€CTBEHHOCTH, paK MOKEIyJOYHON JKeJe3bl, MaluuIoMaTo3, pPaK MapaliuTOBUIHON
JKeJIe3bl, paK IOJIOBOTO wWiIeHa, (papuHreanbHBI pak, OMyXOJM MAPEHXHMbI IIUIIKOBHIHOM
JKeJIe3bl TMPOMEXYTOYHOH nuddepeHupoBky, NHUHEOOIACTOMY U CyNPaTEeHTOPUAJIbHBIE
NPUMHUTHBHBIE HEWPOSKTONEPMANIbHBIE OINYXOJH, OMNYXONb TIHIO(U3a, IIa3MOKJIETOYHYIO
HEOILIa3HI0/MHOKECTBEHHYI0 MHEJIOMY, IUIEBPOJIETOYHYIO OJIacTOMY, MEPBUYHYIO JHUMGPOMY
LEHTPAJIbHOW HEPBHOM CHUCTEMBI, paKk MPEACTAaTEIbHOM JKeJIe3bl, paK MpsMON KHUIIKH,
MOYEHHOKJIETOYHBIN pak (MOYKH), PETHHOOIACTOMY, pabJIOMHOCAPKOMY, PaK CIIFOHHOM >KeNe3bl,
capkomy, cuaapoM Cesapu, pak KOKH, MEJIKOKJIETOUHBIM pak JETKOro, pak TOHKOTO KUIIEUHHKA,
CApKOMY MATKHUX TKaHEH, IUIOCKOKJIETOYHYI0 KapLUHOMY, JKEeJIyJOUYHBbIH pak (Kenynaka),
CYNpaTEHTOPHANIbHBbIE  NPUMUTHUBHBIE  HEHPOIKTOAEPMANIbHbIE  ONYXOJdH, T-KJIETOYHYIO
auMpoMy, pak sIUYKa, paK ropyia, TAMOMY M THMYCHYEO KapLUHOMY, PaK IUTOBUIHOHN KeJe3bl,
paK ypeTpsl, pak MaTKH, CAPKOMY MAaTKH, BATHHAJIBHBIN PaK, PaK BYJbBbI, MAKPOTJIOOYJIHHEMHUIO
Banpnencrpema u onyxons Bunbpmca.

CornacHo HEKOTOPBIM BapHUAHTAM OCYIIECTBIEHUS HMHTHOUTOP AayTOTAKCHHA WJIMA €ro
dapMareBTHYECKH TPHUEMJIEMYIO COJIb TNPHMEHSIOT B JICUEHHH paka SWYHHUKA, pakKa
MPECTATEebHOMN JKeJe3bl, paka MOJIOYHOU JKeJe3bl, PaKa JIETKOrO, MEJIAHOMBI, paKka rOJIOBBbI U
IIeH, paka KUIIeYHWKAa (paka TOJCTOH M MpPSAMOHM KHINOK), paka IIHTOBHIHOHW JKEJe3Bl,
rIHOOMacTOMBL,  (DOJUTUKYJSIPHOW — JIMM(OMBIL, TIOYEYHOTO paka, JUMGPOMBI XOIKKHHA,
MEYEHOYHOKJIETOYHON KaPLUHOMBIL, paKa MOJKeyAOYHOM JKeJIe3bl U MEJTaHOMBI.

CornacHoO HEKOTOPBIM  BapHaHTaM  OCYLIECTBICHHS HMHIHOUTOP  ayTOTAKCHHA,
pacKpbpIBaeMblii B HACTOSIIIEM MAOKYMEHTE, MU ero (apMaueBTUYECKH MPUEMIIEMYIO COJIb

HCIOJIB3YIOT B JICHCHHUU METACTa3 B KOCTH.
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CornmacHo HEKOTOPBIM  BapHaHTaM  OCYLIECTBIEHHs HMHIHOUTOP  ayTOTAKCHHA,
pacKpbpIBaeMblii B HACTOSIIIEM AOKYMEHTE, MU ero (apMaleBTUYECKH MPUEMIIEMYIO COJIb
UCIIOJIB3YIOT B JIEUEHUHU pPaka POTOBOHM IOJOCTH, paka MPEACTATENbHOU JKENe3bl, paka MpsMOU
KUIIKH, HEMEJKOKJIETOUHOTO paka JIETKOro, paka ry0d M pOTOBOM IOJIOCTH, paka IEUeHH, paka
JIETKOr0, paka aHaJbHOIO KaHaJa, paka IMOYKHM, paka BYJbBbI, pPaka MOJIOYHOH >KeJe3bl,
POTOIIOTOYHOIO PaKa, paka Ha3aJbHOU MOJOCTU U OKOJIOHOCOBBIX Ma3yX, HOCOIVIOTOYHOIO paka,
paka yperpbl, paka TOHKOIO KUUIEYHHKA, PAKA KEIYHBIX MPOTOKOB, paka MOYEBOrO Iy3bIpS,
paka sMYHHKA, paka TOPTaHH, THIO(PApUHIEANTbHOTO paka, paka >XENYHOTo Iy3bIps, paka
TOJICTOM KMILKH, paKa TOJICTOW M MPsIMOM KUILNOK, PaKa rOJOBBbI U LIEH, paKa MapamuTOBUIHON
JKEJIe3bl, paka IOJIOBOIO YJIEHA, BAarMHAJIBHOIO pAaKa, paka LUTOBUAHOM KEJIE3bl, paka
HOKETYIOUHOM KeNe3bl, paka NHIIeBoAa, JUM(POMbl XOMKKHHA, CBA3aHHBIX C JIEHKO30M
HapyLIeHUH, PyHrOMIHOr0 MUKO3a HJIM MUEJIOAUCIIIIACTUYECKOTO CHHAPOMA.

CornacHo HEKOTOPbIM  BAapUAaHTaM  OCYIIECTBJCHUS HMHIMOMTOpP  ayTOTAKCHUHA,
packpblBaeMblli B HACTOSIEM NOKYMEHTE, MU ero (apMaleBTHYECKH MNPUEMIIEMYIO COJIb
NPUMEHAIOT B JIEUEHUU HEMEJIKOKJIETOUYHOIO PakKa JIETKOro, paka MOKeNy JIOYHOH JKeNe3bl, paKa
MOJIOYHOM JKeNe3bl, PaKka AMYHUKA, paKka TOJICTOM U MPSIMON KUIIOK WJIM PaKa rOJIOBBI U IIEH.

CornacHO HEKOTOPBIM BapUAHTAM OCYILIECTBJIEHUS MHTMOUTOP AyTOTAKCHHA I €ro
(dapmaLeBTHYECKH TNPHEMIIEMYIO COJIb HCHOJNB3YIOT B JICUEHHH KAapILMHOMBI, OIyXOJIH,
HEOIUIA3UH, IUM(OMBI, MEJJAHOMBI, TJIHOMBI, CAPKOMBI HJTH OJIACTOMBI.

CornacHo HEKOTOPBIM BapUAaHTaM OCYIIECTBJICHUs KapIMHOMA BbIOpaHA W3 TPYIIIIbI,
COCTOALIEH M3  KAPUMHOMBI,  aJ€HOKAapPLUHOMBI,  aJA€HOMJIO-KUCTO3HOW  KapLUHOMBI,
aIeHOCKBAMO3HOU KapLIUHOMBI, aAPEHOKOPTUKAJIBHOMN KapLIMHOMBI, XOpOLIO
nuddepeHIIMPOBAHHON KaPIUHOMBI, TIOCKOKJIETOYHOW KapIMHOMBI, CEPO3HON KapIIMHOMBI,
MEJIKOKJIETOYHON KAaPLUHOMBI, UHBA3UBHOM IMJIOCKOKJIETOYHON KapLMHOMBI, KPYIHOKJIETOYHON
KapLUHOMBI, KapLMHOMBI OCTPOBKOBBIX KJIETOK, OBCSHOKJIETOYHON KapLUHOMBI, CKBAMO3HOMU
KapLIUHOMBI, HenudepeHIMPOBAHHOM KapLIUHOMBI, BEPPYKO3HOMN KapLIUHOMBI,
MOYEYHOKJIETOYHOH KAapLUWHOMBI, MNaMWIIAPHON CEPO3HOW aA€HOKapLMHOMBI, KapLMHOMBI
KJIETOK Mepkens, Ne4eHOYHOKJIETOYHON KApLMHOMBIL, KapLUHOM MSTKHX TKaHEW, KapLHMHOM
OpOHXHMANBPHON JKele3a, KaNMUIPHOH KapLHMHOMBI, KapLUHUHOMBbI OapTONMHUEBOW IKEJE3Bl,
0a3aIbHOKJIETOYHOM KapLIUHOMBI, KapLIUHOCAPKOMBI, MaNHUIOMbY/ KAPLIMHOMBI,
CBETJIOKJIETOYHON KAapLUWHOMBI, JSHIAOMETPUOUIHON aNeHOKAPLUUHOMBI, ME30TEeIHAIbHOMN,
METAaCTaTUYECKONH KapLUUHOMBI, MYKO3MUAEPMOUIHON KAapLUUHOMBIL, XOJAHTHOKAPLUHOMBI,
AKTMHUYECKOrO Ke€pPaTo3a, IUCTAACHOMBI U IEYEHOYHOI0 aIeHOMAaTO3a.

CornacHo HEKOTOPBIM BapUAHTAM OCYLIECTBIEHHs] OMNyXOJib BbIOpaHA W3 TPYIIIHL,

COCTOsIIIe U3 aCTPOLUMTAPHBIX OMyXOJel, 3JI0KAYECTBEHHbIX ME30TEeIHAJIbHBIX OIyXOJeH,
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SMOPHOHAIBHO-KJIETOYHON  ONMyXONW  SIMYHHWKA,  CYNPATEHTOPHUAIBHBIX  MPUMHTHBHBIX
HEUPOIKTONEPMANIBHBIX OMyXoJiel, omyxonu Buibma, omyxonedi runodmusa, BHETOHATHOH
SMOPHOHAIBHO-KJIETOYHON OIyXOJM, TaCTPUHOMBI, 3MOPHOHAIBHO-KIETOUYHBIX —OIyXOJIeH,
reCTallMOHHON TpOo(OOIACTHUECKON OIMyXOJM, OMYyXOJeHW TOJIOBHOIO MO3ra, MUHEAJbHBIX MU
CYNpPaTEeHTOPUAIBbHBIX TPUMHUTHUBHBIX HEHPOIKTOAEPMANBHBIX OIyXOJIeH, omyxonu runodusa,
CEeKPETUPYIOIEeH COMATOCTaTHH OIMYXOJIH, OMyXOJH 3HAOAEPMAJIBbHOIO CHHYyCa, KapLIMHOUOB,
LIEHTPAJIbHON LiepeOpalibHONH aCTPOLMTOMBI, TNIFOKArOHOMBI, aJ€HOMBI TE€YEeHH, WHCYJIHHOMBI,
MeyJUIO3IUTETMOMBI, M1a3MOLIUTOMBI, BUTIOMBI M (PEOXPOMOLIUTOMBI.

CornacHo HEKOTOpPHIM BapUaHTaM OCYILIECTBJIEHHs HEOIUIa3us BBIOpaHa W3 TPYIIIbI,
cocTosien u3 BHYTPUANUTEINATBHON HEOIlIa3uH, MHO>KE€CTBEHHOM
MHEJIOMBY/TIIA3MOKJIETOYHON HEOIUIa3uy, IUIa3MOKJIETOYHONH HEOIUIa3UH, MEKIIHUTEIHaIbHON
IUIOCKOKJIETOYHON HEOIUIa3UH, SHAOMETPHANBHONW TIHmepruiasuy, (okaabHONH HOAYJNSApHON
TUNEpIUIa3iH, TeMaHTHOdHIOTENMOMBL, JIMM(AHTHONEHOMHOMATO3a M 3JIOKAYeCTBEHHOM
TUMOMBL.

CornacHO HEKOTOPbIM BapHaHTaM OCYLIECTBJIEHHs JHM(pOMa BbIOpaHa W3 TPYIIIIBL
coctositel u3 JuM(OMBI HepBHOI cucTeMbl, cBsizaHHOH ¢ AIDS numdomsbl, koxHOH T-
KJIETOUHOM JUM(POMBI, HEXOIKKMHCKON JTUM(OMBI, JTUMPOMBI U3 KJIETOK MAHTHHHON 30HBI,
bomnukynsapHoi TUMPOMBI 1 MakporiaoOyinHemMun BanbieHctpema.

CornacHo HEKOTOPBIM BapHAaHTaM OCYIIECTBJCHHsS MeEJIaHOMa BbIOpaHA W3 TPYIIIIbI,
COCTOALEH M3 aKpaJbHON JICHTUTMHO3HOW MEJaHOMBI, NOBEPXHOCTHOMN pPacCIpOCTPAHSIOLIEHCS
MEJIAaHOMBI, YBEaJbHONW MEJAaHOMBI, MEJIaHOM THIA 3JIOKAYECTBEHHOIO JIEHTHIO, MEJIAaHOMBI,
UHTPAOKYJIIPHON MEJIaHOMBI, aIeHOKAPLITHOMBI, HOAYJISIPHON MEJTaHOMbI 1 T€eMaHTHOMBI.

CornacHo HEKOTOPBIM BapUAHTAM OCYINECTBJIEHHs] CApKOMa BbIOpaHAa W3 TPYIIIIHL
cocTosiled U3 a7eHOM, aJeHOCAPKOMBIL, XOHJPOCAPKOMBI, CTPOMAJIbHOI CapKOMBI MAaTKH,
capkombl HOwmHara, capkombsl Kamommu, nedoMHOCApKOMBI, pabIOMHOCAPKOMBI, CApKOMBI,
CapKOMBbI MaTKH, OCTEOCaAPKOMBI U I1CEBIOCAPKOMBL

CornacHo HEKOTOPHIM BapHUAaHTaM OCYINECTBJIEHHsS TIJIMOMa BbIOpaHa W3 TPYIIIbL,
COCTOsIIIe W3 IJIMOMBI, TJIMOMBI CTBOJIa TOJIOBHOI'O MO3ra, a TakKe TUIOTajJaMHuYecKoll u
[JIMOMBI 3PUTENBHOTO My TH.

CornacHo HEKOTOPBIM BapHaHTaM OCYIIECTBIEHHUs OjacTomMa BbIOpaHa W3 TPYIIIbL,
COCTOSALIIEW W3 JIETOYHOW OJIACTOMBI, IUIEBPOJIETOYHOW OJIACTOMBI, PETHHOOIACTOMBEI,

HEeMPOOIaCTOMBI, MEAYJIJIO0IACTOMBI, TJTHOOIACTOMBI U TEMAaHTHOOJIACTOM.
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3a0oneBanus AbIXaTebHbIX MyTeil

BocnanutenbHbie COCTOSIHUS, 3a00JieBaHHUs W HAPYIIEHHS, KOTOPbIE MOXHO JI€YHMTH
UHTHOUTOPOM ayTOTaKCHHA, BKJIIOYAIOT B ceOst 3a00JIeBaHuUs IbIXaTEIbHBIX MyTeH, B TOM YHCIIE
BOCTAJIEHUE JIETKUX, TaKOe KaK XpOHUYeckoe odcTpykTuBHOE Jierounoe 3adbonesanue (COPD),
KUCTO3HBIH (prdpo3 u actMa. COPD rnaBHbIM 00pa3oM MpencTaBiisieT coOOW ABa POICTBEHHBIX
3aboneBanus: XpoHHUeckuii OpoHxuT u 3Mmpusema. [Ipu oboux 3adoneBaHusX HAOIOHAETCS
XpOHHMYECKasi OOCTPYKIMs TOTOKAa BO3[AyXa uepe3 MAbIXaTeNbHble MyTH U U3 JIETKUX, |
OOCTpPYKILHS, KaK MPABHJIO, SIBJSIETCSI TOCTOSIHHOM U POTPECCUPYIOLIEH CO BPEMEHEM.

AcTMma  sBJIsSIeTCS XPOHHUYECKUM  3a00JieBaHHEM  bIXaTEJIbHBIX TMyTEeH  JIETKUX,
XapaKTEePU3yeMbIM BOCIIAJICHUEM U MapafoKCaJbHBbIM CyKEHHEeM OpOHXOB. ACTMa BKJIFOYAET B
ce0s1 acTMaTHYeCKUe COCTOSIHUS, OTOCpenyeMble NeficTBUeM T-KIIETOK, B TOM YHCJIe BBI3SBAHHYIO
BHEIIHUMH (PaKTOpaMu acTMy (aJUIEPrHYECKYI0 acTMY), BBI3BAHHYIO BHYTPEHHUMH (pakTopamu
acTMy (HeaJUIeprU4eCcKyr acTMy), CMELIAHHYIO acTMy (BBI3BAHHYIO BHELIHMMH (haKTOpaMH U
BBI3BAHHYIO BHYTPEHHUMH (aKTOPaMH aCTMY ), BBI3BAHHYIO MPO(HECCHOHATBHOMN eATENIbHOCTHIO
acTMy, MHAYLHPOBAHHYIO CPEACTBAMH, TAKUMH KaK TOJYOJIWU3OLMAHAT, MOJHUBUHUIXJIOPH,
(TaneBblii aHTUAPUL, TPUMEJUIUTOBBIN aHTUAPHI, TUIMKATOBAsl KUCJIOTA (TyeBble NEPEBbs) WU
COJIM METAJIJIOB, TAKWE KaK IJIATUHA WM HUKEJb, MHAYLHPOBAHHYIO JIEKAPCTBEHHBIM CPEACTBOM
actMy (B TOM 4YHCJIE€ WHAYLHMPOBAHHYK) ACHHUPHHOM acTMy WJIM acTMy, WHAYIHPOBAHHYIO
HECTEPOMIHBIMA  MPOTUBOBOCIAIUTENbHBIMI  JieKapcTBeHHbIMU  cpenctBamu  (NSAID)),
UHIYLHUPOBAHHYIO (PU3MYECKOH HArpy3Koi acTMy M KaiuieByr actmy. COrjlacHO HEKOTOPHIM
BApHAHTAM OCYLIECTBJIIEHUS] AaCTMOW SIBJISIETCS QJUIEPTHUECKOE WJIM  HeaJIepruYecKoe
aCTMAaTUYECKOE COCTOSIHHE, OMOCpenoBaHHOe PyHKIHEH T-KIeToK.

CorjacHo HEKOTOPbIM BapHaHTaM OCYILIECTBJIEHHs] B HACTOSINEM JOKYMEHTE
PacKpbIBAIOTCSI CHOCOOBI JIEYEHHS] aCTMbl HHIMMOUTOPOM ayTOTAKCHMHA. Y acTMaTHYECKOro
WHIUBUAYYMa BBICBOOOKIEHHE HOPMAJbHBIX MEIHATOPOM perapainuu, B TOM uucie LPA,
HEHOPMAJIbHO YBEJIMYEHO, WJIN ASUCTBUSI MEIUATOPOB PErapaliid HEYyMEeCTHO MPOJOHTUPYIOTCS,
YTO MPUBOAWT K HEMPAaBUILHOMY PEMOIEIUPOBAHUIO MbIXaTedbHbIX myTeld. OCHOBHBIE
CTPYKTYpHBIE TPU3HAKU PEMOAETHPOBAHHOTO JBIXAaTEILHOTO MyTH, HAaOJFOaeMble MPH acTME,
BKJTFOYAIOT B Ce0sl YTOJIIEHHYIO PETHKYJISIPHYIO TUIACTUHKY (TOono0HyI0 OaszaibHON MeMOpaHe
CTPYKTYPy HEMOCPEACTBEHHO TOJ] OSMUTENUANbHBIMA KIETKAMH JbIXaTEJIbHBIX MyTEH),
MOBBIIIEHHBIE KOJMUYECTBA U aKTHBALNID MHOGUOPOOTACTOB, YTONMIIIEHHUE CIIOST TJAJAKUX MBbIIIIL,
MOBBILIEHHE KOJHMYECTBA CIM3UCTBIX JKeJe3 U CeKpeluH CIM3M, a TaKKe HW3MEHEeHHUsI
COEIMHUTENIbHOW TKaHW M KaIUJUISIPHOTO CJIOSI TTO BCEH CTEHKE AbIXaTeNbHbIX myTeil. CormacHo

HEKOTOPbIM BapUaHTaM OCYIIECTBJICHUs ayToTakcwmH w/wiu LPA  cnocoOCTByrOT 3THUM
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CTPYKTYPHbIM M3MEHEHHSIM B JbixaTelbHOM myTH. COrjacHO HEKOTOpPhIM BapUaHTaM
OCYLIECTBJICHHs] ayTOTakcuH wuiun LPA BOBIEKalOTCS B OCTPYIO THIEPPEAKTUBHOCTb
IbIXaTeJIbHbIX MyTel mpu acTMe. [IpocBeT peMoaeTMpoOBaHHOIO aCTMATUYECKOTO JbIXaTEIbHOIO
NyTH sIBJsieTCss Oojiee Y3KMM BCJIENCTBHE YTOJNIIEHUS CTEHKH [bIXaTENIbHBIX IyTEH, YTO
yMEHbIIaeT TOTOK Bo3ayxa. CoriacHO HEKOTOPBIM BapuaHTaM ocymecTtieHns LPA
CIIOCOOCTBYET JOJTOCPOIHOMY CTPYKTYPHOMY PEMOAETPOBAHHIO u oCTpoOit
TUIEPPEAKTHBHOCTH aCTMATHUECKOrO AbIXaTeJbHOro myTd. COrfIacHO HEKOTOPhIM BapHaHTaM
ocymectiennss LPA  cnocoOCTByeT TI'MIIEppeakTHBHOCTH, KOTOpasi SBISETCS OCHOBHBIM
NPU3HAKOM OCTPBIX OOOCTPEHUH aCTMBL.

CornmacHoO HEKOTOPHIM BapHAHTAM OCYINECTBJIEHUS B HACTOSALIEM JOKYMEHTE
pacKpbIBatOTCST CrOcoObI Jiedenus: wiu npexaynpexaeHnss COPD uHruOutopoM ayToTakcHHA.
Tepmun «xpoHmueckoe obcTpykTHBHOE Jierounoe 3aboneBanue (COPD)» otHocuTcs k rpymme
3a00eBaHUil JIETKOTO, B TOM 4YHCJIE K XPOHUYECKOMY OpOHXHUTY, >Mpuzeme u
obnurtepupyromeMy Oponxuonuty. Haubonee pacnpocTpaHeHHBIM U3 3THUX 3a00JeBaHMI
SIBJSIIOTCS] XpOHUUECKHH OpoHXHT U sMpuzema. Xots naausuayym ¢ COPD moxer nmers 1160
XpOHUUECKUH OpOHXUT, MO0 3MpH3eMy, y HEr0O WM Hee 3a4acTyro OyaeT HaOMoaaThCst CMeCh
CUMIITOMOB 3THUX JABYX COCTOSHHH. XOTs 5Mpu3eMa OOBIMHO SBIAETCS PE3YJIbTaTOM
HOBPEXXIEHUS JIETKHX, BBI3BAHHOIO IOBPEXAAIOIINM (PAKTOPOM OKPYIXKAIOLIEH Cpeabl, Kak
NPABHJIO, PE3yJIbTATOM JUINTEbHOTO KypeHus, SM]u3eMa Takke MOKeT ObITh BbI3BaHA
BPOJKIAEHHBIM OTCYTCTBHEM 0.1 -aHTUTPHUIICHHA B JIETKHX; TIPH 3TOM JaHHBINA THIT SM(pHU3EMBbI, KaK
NPaBUJIO, HACIEAYETCA.

CornacHo HEKOTOPbIM BAapUAHTAM OCYINECTBJICHUS B  HACTOSILIEM JOKYMEHTE
PAaCKPBIBAIOTCST CMOCOOBI  JIEYEHUS XPOHHYECKOrO OpOHXUTAa WHIHOUTOPOM ayTOTaKCHHA.
Xpouuveckuii Opouxutr (CB) mnpencraensier coOoOl BOCHAJEHHE OIHOTO HJIM HECKOJbKHX
OpOHXOB, Kak TMpaBWJIO, BTOPUYHOE [0 OTHOLIEHHIO K HWH(EKUUH, U XapaKTepUsyercs
M30BITOUHBIM MPOAYLUPOBAHHEM CJIM3H B OpOHXAaX, COMPOBOKAAIOIIUMCS —PELHIABHBIM
KalljeM, KOTOPbIi COXpPaHsSETCsl MO MEHbIIeH Mepe Ha MPOTSHKEHUH TPeX MECSILEB B rOay B
TeUeHWe 1O MeHbLIed Mepe [BYX mocienoBatenbHbix Jier. CB  sBiseTcss OCHOBHBIM
HeacTMaTH4YeckuM 3abosieBanueM Jjierkoro. CB HHULMHUPYIOT MHOTOYHCIICHHbIE DPa3HYHbIE
(pakTOpbI, B TOM YHCIIe KypEeHHE CHrapeT, 3arps3HeHHe OKPY’Karolied Cpelpl, XPOHUYECKHE
uHQEKUUMH M pa3JIMuHble TeHeTHYecKue aHomaiuu. M3 3Tux (akTopoB KypeHHe cHuraper
SABJISIETCS HanOoJiee pacnpocTpaHeHHbIM. llaTonornyeckne M3MEHEHHsT B JIETKOM BKJIIOYAIOT B
cebs (1) runeptpodu0 W TUNEPIUIA3UM CEKPETUPYIOIIMX CIIU3b JKejle3 B OpOHXax,
(2) yBenmuueHue OOKAJIOBHIOHBIX KIJIETOK, (3) MCUE3HOBEHHE WIIM TOBPEXIEHHE PECHUYEK HU

(4) XxpoHHUYECKHE BOCTIAIUTEIbHBIE M3MEHEHUS], & TAK)KE CY)KEHHE MEJIKUX JbIXaTeIbHbBIX MyTEH.
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CornacHO HEKOTOpPBIM BapUaHTaM OCYIIECTBJIEHMs] B HACTOALIEM JOKYMEHTE
PaCKpBIBAIOTCST  CHOCOOBI  JieueHWs] 5M(pU3eMbl HHTHOUTOPOM ayTOTaKCHHA. OMpuzema
NPEACTaBIsIET COOOW JIErOYHOE COCTOSTHHE, KOTOPOE SIBISIETCS PE3YJIbTaTOM IOBPEXKIECHUS
aJIbBEOJISIPHBIX MELIOYKOB B JIETKUX, KaK MPaBUJIO, BbI3BAHHOIO JUINTENbHBIM KypeHuem. Takoe
MOBpEXKI€HUE IPUBOJUT K MATOJIOTMYECKOMY HAKOIJIEHHUIO BO3/1yXa B TKAHSX.

Beenenue LPA in vivo HHIyIHUPYET THIIEPPEAKTHBHOCTD ABIXATENbHBIX MyTeH, peakuu
NOYEChIBAHUS TPU 3yAe, HHQUIBTPALMIO M aKTHBALMUI 303WHOQUIOB M HEHTpoduioB,
COCYIUCTOE PEMOAETMPOBAHME M HOLMLENTHUBHbIE (QiekcopHbie pednexcel. LPA  Takke
UHIYLUPYET BBICBOOOXKIEHHE T'MCTAMUHA W3 TYYHBIX KJIETOK MBI WM KpbIchl [Ipu octpoit
aJepruiyeckol peakluy IMCTAMUH HMHAYLUPYET Pas3jIM4YHble OTBETHI, TAKHE KaK COKpallleHue
IJIAAKON MYCKyJaTypbl, S3KCCYJaLUI0 TIa3Mbl U NMPOAYLMPOBAHUE CIN3HU. DKCCYAaLUs I1a3Mbl
BaXHa B JIbIXaT€JIbHOM IyTH, IIOCKOJbKY HCTEUEHHE M TOCIEAyIOLINH OTeK CTeHKU
ABIXaTEJbHbIX MyTell CHOCOOCTBYIOT PAa3BUTHIO THIEPPEAKTHBHOCTU IbIXATEJIbHBIX ITyTEH.
CornacHO HEKOTOPHIM BapHaHTaM OCYINECTBJIEHUS B HACTOSIIEM JOKYMEHTE DPaCKPBIBAIOTCS
crocoObl YMEHBLIEHHUsI SKCCYAAalMU IUIa3Mbl BCJIEACTBHE OCTPOH aJUIEPTUUECKOH peakLuu
UHTHOUTOPOM ayTOTAKCHHA.

Oxupenne

CornacHo HEKOTOPHIM BapHAHTAM OCYINECTBJIEHUS B HACTOSLIEM JOKYMEHTe
PAaCKPBIBAIOTCST  CIIOCOOBI  JICUEHHs] OKHUPEHUS W/MIM CaxapHOro auadera WHrHOMTOPOM
ayTOTaKCHHA.

AyTOTaKkCMH OTBe4YaeT 3a aKTHBHOCTh lysoPLD, BbICBOOOXKIAE€MOH amuIOLIUTAMU, H
OCYILECTBJISIET MapaKkpUHHBIA KOHTPOJb POCTa MPEAAUIOLUTOB IOCPEACTBOM 3aBHCUMOIO OT
LPA wmexanuzma. Kpome TOro, ayToTakCUH aKTUBUPYETCs Tpu OU(PEPeHIIMPOBKE aIUITOIUTOB
U IIpU FeHeTHYecKOM OoxkupeHuH. B HekoTopeix ciydasx mRNA ayToTakCHHa aKTUBUPYETCS B
anunorutax Mbimeid db/db, moaTBeprkaas, 4YTO aKTHBAILMS AyTOTAKCHHA CBsi3aHA C (DEHOTHIIOM
TSDKEJIOTO CaxapHOro awadera 2 TUMA W aAUMNOLUTAPHONH PE3UCTEHTHOCThIO K HMHCYJIMHY. B
HEKOTOPBIX ClIydasx aKTHBalUsl ayTOTaKCMHA B aJUIIOLMUTaX AaCCOLUUPYETCs € CaxapHbIM
nuaderoM 2 Tura.

Hcnonb3yeMblii B HAcTOsALEM JOKYMEHTE TEPMHH «OXKUPEHHE» OTHOCUTCS K
MEIULITHCKOMY COCTOSIHUIO, TP KOTOPOM HM30BITOYHBIN KUP B OPTaHU3ME HAKOIMUJICS 10 TAKOU
CTENEHW, YTO OH MOXKET OKa3blBaTh HEOJArompHsTHOE BO3AEHCTBHE HA 3I0POBbE, HYTO
ycyrybnsier mpobnemsl co 370poBbeM. COrJIacCHO HEKOTOPBIM BapUaHTaM OCYLIECTBIICHHUS
TEPMUH KOKUPEHHUE» OTHOCUTCS K YBEJIMUEHMIO MAcCChl, YTO COCTaBJISIET 110 MeHbluell mepe 5%

MacCbl BCEro oOpraHusma. CornacHo HEKOTOPBIM BapHUaHTaM OCYIICCTBJICHUA B HACTOSALLECM
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JOKYMEHTE pPAaCKPBIBAIOTCS CHOCOOBI JIUEHUsT TMOCTMEHOMAy3aJbHOTO OXUPEHUS W/ Win

BUCHECPAJIBHOIO OKUPECHUSA I/IHFI/I6I/ITOpOM AyTOTAaKCHHA.

Meta0oanueckue HaApyIIeHHS

CornacHo HEKOTOPbIM BapHaHTaM OCYLIECTBJIEHHs B HACTOSIIEM JIOKYMEHTE
pPacCKpBIBAIOTCS  CIOCOOBI  JIEUEHHMs] ~ METa0ONMYECKMX  HApPYUIEHWH M COCTOSIHUM,
ACCOLIMMPOBAHHBIX C MeTaOONMUECKUMU HAPYIICHUSIMU, BKJIIOYAIOIINE BBEACHHE WHIHOMTOpA
ayToTakcuHa. Mcrnonb3yeMslii B HACTOSLIEM TOKYMEHTE TEPMHUH «METa0OIMYECKOe HAPy IIEHHEY
OTHOCHTCSI K JIOOOMY MaTOJIOTMYECKOMY COCTOSIHHUIO, SIBJISIOLIEMYCSl PE3YJIbTATOM H3MEHEHUsI
Mmerabonusma y cyObekra. Takue HapylIeHHUs BKJIIOYAIOT B Ce0s SBISAIOLIMECS PE3yJIbTATOM
U3MEHEHHsT TOMeOCTa3a TJIIOKO3bl W/WIM HMHCYJIMHOBOH nuchyHkumu. Merabonndeckue
HApYIIEeHHs BKJIIOYAIOT B cebs Oe3 orpaHuyeHus: MeTabONNYeCKUil CHHAPOM, TMOBBILIEHHOE
CoZlep’KaHMe TJIFOKO3bl B KPOBH, PE3UCTEHTHOCTb K HMHCYJIMHY, HAPYIIEHHE TOJEPAHTHOCTH K
TJIFOKO3€, caxapHblii nuader 2 Tuma, caxapHbiii auaber 1 Tuma, mpenuabeT, HEATKOTOJbHYIO
JKUPOBYIO OOJIE3Hb MEYEHH, HEAJIKOTOJIbHBIN CTEATOreNaTHT 1 OJKUPEHHE.

Mertabonuueckue HapylIeHHs CBS3aHbl MeXAy Co0OH M MOryT NPUBOOUTH K
HAPYIIEHUSM pAa3JIMYHBIX CHUCTEM. YCTpPaHEHHE OCHOBHOIO MeTabOJINYECKOro HapyIIeHUs
MOXKET CHHM3HUTbH TSDKECTb POACTBEHHBIX COCTOSHHHM y OOJNBHOrO, B TOM 4YHCIE, HAmpumep,
CepIeYHO-COCYANCThIX HapyIleHWi (B TOM 4YHCIE, HANpUMep, HIIEMUYECKOro 3a00JeBaHUsI
cepAua, CTeHOKapauu u HWH(pAapKTa MHUOKAapAa, 3aCTOHHON CepAedHOW HEeIOCTATOYHOCTH,
BBICOKOTO KPOBSIHOTO JABJICHHsI, aHOMAJILHOTO COEPIKAaHUsSI XOJIeCTepUHa, TpoMO03a Iy OOKHX
BEH U JIETOYHOE 3MOOJIMH), HEBPOJIOTHYECKUX HApyLIeHUi (B TOM YUCIE, HATIPUMEp, HHCYJIbTA,
MapecTeTUYECKOW Mepasirii, MUTPEHH, HANONATUYECKOW W BHYTPUYEPEIHOW T'MIIePTEH3UH,
IETPecCHy W COLHAJbHOTO CTUTMATH3Ma), PEBMATOJNOTHYECKHX U OPTOINEINYECKUX HAPYLICHUN
(B TOM 4YHClie, HATIPUMEP, MOAATPbHI, CIA0ON MOABUKHOCTH, OCTEOApPTpUTa U OOJHM B HIDKHEH
YaCTH CIHHBI), IEPMATOJIOTHUECKUX HapylUieHHH (B TOM 4YHCNE, HAmpUMep, PacTsIKeK,
YEPHEIOIIEro aKaHTo3a, JUM(EneMbl, LEUTFOJINTA), KeTyJOYHO-KUILIEYHbIX HApYIIEHH (B TOM
qucie, Hampumep, ractposszodareanbHoil pedumokcHoit Oonesnn (GERD) um xonemurnasa
(CKeTYHBIX KaMHEW)), PeCIUpPATOPHBIX HApPYLUIeHWH (B TOM 4HCIE, HalpuMep, CHHAPOMA
OOCTPYKTHBHOTO alHO? BO CHE, CUHAPOMA T'MITIOBEHTHJSILUU BCJIEACTBUE OKHUPEHHMS, aCTMbI U
YBEJIMUYSHHBIX OCJIOKHEHHI BO BpeMsi 00LIel aHeCTe3n ), YPOJOrHYeCKHX U He()POIOrHIECKIX
HapylleHuid (B TOM 4HCJe, HAmpuMep, SPEKTHJIbHOW JUCHYHKIMU, HENEp’KaHUS MOUH,
XPOHUYECKON MOYEHHON HEIOCTATOYHOCTH M TMIIOTOHAIH3MA).

CorjacHo HEKOTOPbIM BapHaHTaM OCYLIECTBJIEHHs B HACTOSIIEM JOKYMEHTE

ONHUCBIBAIOTCSl  CHOCOOBI  JieueHUs1 Meradonnueckux HapymeHud. CoriacHO HEKOTOPBIM
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BapUAHTaM  OCYLIECTBICHHs BBEIEHHE HWHrUOMTOpAa AyTOTAKCHHA  WHAMBUAYYMY C
MeTa0OJIMUECKUM HApyIIEHHEM HMEET PsiZl JKEJIAeMbIX Pe3yJIbTAaTOB, KOTOPBIE BKJIIOYAIOT B Ce0s
0e3 OrpaHWYEHUs] CHIDKEHHE COIEpIKaHUS TJIIOKO3bl B KPOBH, CHIDKEHHS COAEPIKaHUS
mm3odocaTuaHON KHCIOTBI B IUla3Me, VIIYYIIEHWE YYBCTBUTEIBHOCTH K HWHCYJIHHY,
NOBBIIIEHNE CEKPEeLUH WHCYJINHA, YJY4IIeHHE TOJEPAHTHOCTH K TJIIOKO3€ M CHUKEHHE
pa3pacraHusi >kUpoBOW TkaHH. JIF0OOH M3 3THX PE3yJIbTATOB MOXKET JIEYUTh, 3aMEMJISATh MU
NpeaynpexIaTh MposiBIeHHEe METaOOINYeCKOr0 HapYyLUICHUs, IPU 3TOM TaKHe METa0OJNYeCcKre
HapYLIEHUs BKJIIOYAIOT B ceOst 0e3 orpaHMYeHus MeTa0OJMYeCKUH CHHAPOM, MOBBIIIEHHOE
cofiep KaHue TIIFOKO3bl B KPOBH, PE3UCTEHTHOCTb K HMHCYJHHY, HApYLIEHHE TOJEPAHTHOCTH K
IJIFOKO3€, caxapHblii nuader 2 Tuma, caxapHbiii auaber 1 Tuma, mpenualeT, HEaJIKOTOJbHYIO
JKUPOBYIO OOJIE3HDb MEUEHH, HEAIKOTOJIbHBIN CTEATOreNaTUT U O’KUPEHUE.

CornacHo HEKOTOPHIM BapHAHTAM OCYINECTBJIEHUS B HACTOSALIEM JOKYMEHTE
OIUCBHIBAIOTCSl CHOCOOBI BBEJEHUS HMHIMOMTOpA AyTOTAaKCHHA JUI CHIDKEHUSI COJEepPIKaHMsI
TJIFOKO3bI B KPOBU HATOLIAK Y MBIIIH, COAEpIKalleiics Ha JUeTe C BBICOKUM COZIEP’KaHUEM KUPA.
Mpiub, conepskalasicss Ha AUeTe C BHICOKUM COIEPKAHUEM JKUPA, KaK MOKAa3aHO B HACTOSILIEM
IOKyMeHTe, uMeeT Oosiee BBICOKOE COAEp’KaHHe IIIIOKO3bl B KPOBM HATOLIAK, Y€M MBbIIIb,
NPUHUMAIOINAsi HOPMAJbHOE IIMTaHWE. BBeneHme WHrHOMTOpa ayTOTAKCHMHA — MBIIIH,
cozepakalleiics Ha AMeTe C BBICOKUM COZAEP KAHUEM SKHPA, MOHMUXKAJIO CONIEPKaHHE IIIOKO3bI B
KPOBH HATOIIAK ¢ OOeCreueHueM TeM CaMbIM NPUOJMKEHUS COIAEpPKAHUS TIIFOKO3bl B KPOBHU
HATOIIAK K TAKOMY COIEPKaHHIO0, KOTOpOe HAOMIONAIM Y MBILIH, TPUHIUMAKOLIEH HOpMaIbHOE
NUTAHUE.

CornacHo HEKOTOPBIM BapHaHTaM OCYLIECTBICHHS CIHOCOOBI, pPacCKpbIBAEMblE B
HACTOSIIEM JOKYMEHTE, BKIIOYAIOT BBEIEHHE WHIHOWTOpa AayTOTaKCHHA CyOBEKTy ¢
NOBBIIIEHHBIM ~ CONEP’KAaHHEM TJIOKO3bI B KpoBU. COrjlaCHO HEKOTOPBIM  BapHaHTaM
OCYLIECTBJICHHsT WHTHOMTOP ayTOTAKCMHA WCHOJB3YIOT JJISi JIEYCHUS TEePBONPHYUHHOTO
meraboamueckoro  HapymeHus.  COrslaCHO  HEKOTOPBIM — BapHaHTAM  OCYIIECTBIICHUS
MeTabOJIMUECKOe HApYIIEHUE JIeuaT MyTeM CHU)KEHUS COJePKaHUs TIIFOKO3bI B KpoBU. CoryiacHO
HEKOTOPBIM BapUAHTAM OCYINECTBJICHUS CYOBEKT MMeEeT JIMIIHUIN Bec uin oxupeHre. CoracHo
HEKOTOPBIM BapUaHTaM OCYILIECTBIIEHHsI CYOBEKT MMeeT caxapHblii nuader 2 tuma. CormacHo
HEKOTOPBIM BapHUaHTaM OCYIIECTBJICHHsI CyOBEKT MMEET HEaJKOTOJBbHYIO JKUPOBYIO OOJIE3HBb
NEeYeHH W/WIM  HEaJKOrojbHbI  creatorenaTuT. (COrNaCHO  HEKOTOPbIM  BapHaHTaM
OCYLIECTBIIEHHsT CYOBEKT He HMeeT Meradonndeckoro HapymeHus. CorimacHO HEKOTOPhIM
BapUAHTaM OCYINECTBJICHHUS HWHTHOWTOpP AayTOTaKCHHA 3aMeUiieT WIH NPeoyNpexaaeT
NposiBJIEHHE MeTaboJIMYeCKOro HApPYIIEHHWs IyTeM CHIDKEHHUsS] TOBBIIIEHHOTO COAEpIKaHUsS

TJIFOKO3bI B KPOBH.
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CornacHo HEKOTOPBIM BapHaHTaM OCYLIECTBIEHHS CIHOCOOBI, pPaCKPBIBAEMbIE B
HACTOSIIEM IOKYMEHTE, BKJIFOYAIOT CHIDKEHHE CoAepKaHus Jnu30pochaTUIHON KHUCIOTHI B
IUla3Me y WHAMBHUAYYMa IyT€M BBEAECHUs WMHruomropa ayrotakcuHa. COIJacHO HEKOTOPBIM
BapUaHTaM OCYIIECTBJIEHUs cofepikaHne u30(pochaTHIHON KUCIOTHI B IUIa3Me Y HHAUBUAYYMA
SABJISIETCS  TOBBIIIEHHBIM OTHOCUTENBHO KOHTpOJs. COrjacHO HEKOTOPbIM — BapHaHTaM
OCYLIECTBIICHUs] KOHTPOJIEM SIBJIIETCS HMHAUBUAYYM 0e€3 MeTaboNn4eckoro HapyLIeHMs.
CormacHO ~ HEKOTOPbIM  BapUAHTAM  OCYLIECTBJIEHHS  TIOBBILIEHHOE  COIEpKaHHE
mm3o¢pocaTuaHON KUCIOTH B IUIa3Me€ Y MHAMBHAyyMa CIIOCOOCTBYET PUCKY MJIHM TOBBILIAET
PHCK pa3BUTHUS METAOOINUECKOTO HAPYIIEHUs.

CornmacHoO HEKOTOPHIM BapHAHTAM OCYINECTBJIEHUS B HACTOSALIEM JOKYMEHTE
PaCKpBIBAIOTCST  CIOCOOBI, BKJIIOYAIOINME BBEACHHWE HHTHOUTOpPA ayTOTaKCHMHA CyOBEKTY C
NOBBILIEHHBIM COJIEPKaHUEM JIN30(POChATHIHON KUCIOTHI B IUIA3M€ OTHOCUTENIBHO KOHTPOJISL.
CornacHoO HEKOTOPHIM BapHaHTaM OCYINECTBJIEHHS B HACTOSIIEM JOKYMEHTE DPaCKpBIBAKOTCS
crocoObl yIyYLIEeHNUs YYBCTBUTEIBHOCTH K WHCYJHUHY, BKJFOUAIOIIME BBEACHHE WHTHOMTOpA
ayTOTaKCUHA MHAUBHIAYYMY, YyBCTBUTEIBHOMY K MHCYJIHHY. COrIacHO HEKOTOPHIM BapHaHTaM
OCYIIECTBJICHHST B HACTOAIIEM IOKYMEHTE PACKPBIBAIOTCS CIIOCOOBI, BKJIIOYAIOIINE BBEACHUE
MHIHOUTOpPA ayTOTAKCHHA CYOBEKTY C PE3HCTEHTHOCTBIO K MHCYJIHMHY. COrJIacHO HEKOTOPBIM
BapUAHTAM OCYLIECTBJICHHSI B HACTOSLIEM JOKYMEHTE PACKpPbIBAIOTCS CHOCOOBI, BKIIIOYAIOIINE
BBEJICHHE HMHTUOMTOpA ayTOTAKCHUHA U YJIYUYLICHHUs CEKPeLMH HWHCYJIMHA Y WHAMBHIAYYMA.
CornacHO HEKOTOPbIM BapHAaHTaM OCYINECTBJICHHS B HACTOSILEM IOKYMEHTE PAaCKPBIBAKOTCS
Croco0bl, BKJIOYAIOIINE BBEEHHE HHIHOUTOpA ayTOTAKCHHA ISl YJIYYIIEHUs] TOJEPAHTHOCTH K
IJIFOKO3€ Y WHAMBHAYYMa C YXYIIIEHHOW TOJEPAHTHOCTBHIO K Itoko3e. COryliacHO HEKOTOPBIM
BapUAHTaM OCYIIECTBJICHHS B HACTOALIEM JOKYMEHTE pACKPBIBAIOTCS CHOCOOBI CHHUKEHUS
pa3pacTaHusi KMPOBOW TKAaHU y CyObeKTa, BKIIFOYAKOIIME BBEIEHUE CYOBEKTYy WHTHOUTOpA
ayTorakcuHa. COrjlaCHO HEKOTOPBIM BapHAaHTaM OCYIIECTBJICHHS B HACTOSLIEM JOKYMEHTE
PACKPBIBAIOTCST CIIOCOOBI JICUEHHsI META0OIUYECKOr0 HAPYIIeHHs Y CyObeKTa, KOTOPBIH HMeeT

JIUIITHUH BEC VI OKUPEHHE, BKITIOYAIOIINE BBEIeHUE CYObEKTY MHIMOUTOPA ayTOTAKCHHA.

NHayunpoBaHHAS 1eKAPCTBEHHBIM CPEACTBOM THNEPIIIHKeMHUS

CormacHO HEKOTOpPHIM BapHWAaHTAM OCYINECTBJICHHS] B HACTOSILIEM JOKYMEHTE
PACKpPBIBAIOTCS ~ CIOCOOBI  JIEUEHUST ~ WHIOYLUPOBAHHOW  JIGKAPCTBEHHBIM  CPEACTBOM
THIEPTIIMKEMUN § CYOBEeKTa, BKJIIOYANOIIHUE BBEAEHHE CYOBEKTy HMHTHOMTOpAa ayTOTaKCHHA.
CornacHO HEKOTOPBIM BapUaHTaM OCYIIECTBIICHUs] BBEACHHE WHTHOWTOpPA ayTOTaKCHUHA
CYOBEKTY JISUUT, IPEeNyIpekaaeT, Wik objierdaeT CAUMITOMBI HHIYLIHPOBAHHOU JIEKAPCTBEHHBIM

CPCACTBOM TUIICPTIUKEMHUN. CornacHo HEKOTOPBIM BapUaHTaM OCYLICCTBIICHHSA BBCACHUC
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WHTHOUTOpPA AayTOTAKCHMHA CYOBEKTy JICUUT, MPenymnpexkaaeT Wi o0JerdaeT CHMIITOMBI
WHIYIUPOBAHHOW JIEKAPCTBEHHBIM CPEACTBOM THUIEPTIIMKEMHH IyTeM CHIDKEHUS COIEpP KaHUs
TJIFOKO3bI B KpOBH. PapMaKoJIOrHYecKre CpencTBa MOTYT BJIUSATH Ha TOMEOCTAa3 TJIFOKO3bI, YTO
MOKET NPUBOAWTH K rumnepriukeMud. COrIacHO HEKOTOPBIM BAapUAHTAM OCYINECTBIICHHS
THIEePTIINKEMUsT HaOJIONAaeTCsl TPpH OTCYTCTBUU AMAarHo3a caxapHoro nuabera. bes neueHus
TIOBBILICHHOE CONEPIKaHKe TJIFOKO3bl B KPOBU MOJKET MPUBECTH K HEOOXOIUMOCTH OKa3aHUs
CPOYHOIN MeIUIMHCKON momormu. CHUMIITOMBI BKJIFOYAIOT B ceOst 6€3 OrpaHUYeHUs yCTajIoCTh,
ocnabnenue, (QpPyKTOBBIM 3amax JbIXaHHs, CIyTAHHOCTb, OTCYTCTBHE KOHLICHTpPALIHH,
3aTpyJHEHUE JbIXaHWs, TOIIHOTY, PBOTY, CYXOCTb KOXH U TIOKPAaCHEHHE KOXU.
PacripocTpaneHHble KaTerOpUM JIEKAPCTBEHHBIX CPEICTB, KOTOpPBIE AaCCOLUHPYIOTCS  CO
CocoOCTBOBAHHEM THIEPIIIMKEMHH BKJIIOUAIOT B ceOst O€3 OrpaHUYeHHUss aHTHOUOTHKH, TaKue
Kak (PTOPXHMHOJIOHBI, B TOM 4HcCIie raThdiokcaimH; 0eTa-0J0KaTophl, TAKHE KaK MPOMPaHOJION,
METOIMPOJION WM aTEHOJIOJN; THA3K, TaKOW KaK TMAPOXJIOPTHUA3U, a TaKXkKe MOJOOHbIE THAZUAY
IUYPETUKU U MONOOHBIe THA3UAY JIEKAPCTBEHHbIE CPENcTBa (METOJA30H);, aHTUIICHXOTUYECKHE
cpencta Broporo nokosieHus: (SGA) WM «aTUMUYHbIE AHTUIICUXOTUYECKUE CPECTBa», TaKue
KaK OJIAH3AIMH WJIM KJIO3aMWH, KOPTHKOCTEPOUIbl, MHTHOUTOPHI KAJBLIHEBPUHA, TAKUE Kak
LMKJIOCTIOPUH, CHPOJHMYC WM TaKpPOJHMYC, a TaKXK€ HMHIHOUTOPBI MPOTEasbl, TaKUE Kak

PUTOHABUP.

NHayuupoBaHHAast CTPECCOM THNEPTIHKEMHS

CormacHO HEKOTOPHIM BapHWaHTAM OCYINECTBJCHHS B HACTOSILIEM JOKYMEHTE
PaCKPBIBAIOTCS CHOCOOBI JIEUEHUs] HWHIYLMPOBAHHOW CTPECCOM TUIEPTIIMKEMUH Yy CyOBeKTa,
BKJTIOYAIOIINE BBEIEHHE CYOBbeKTy MHIHOUTOpa ayToTakcuHa. COrylaCHO HEKOTOPBIM BapUaHTaM
OCYINECTBJICHUS BBEJCHIE HHIMOUTOPA ayTOTAKCUHA CYOBEKTY JIEUHT, WU MPEAYIPEKIAET, T
3aMelIsieT TPOSIBJICHHE WHIYLMPOBAHHOW CTpeccoM rumneprivkemun. COracHO HEKOTOPBIM
BapUaHTaM OCYIIECTBJEHHs BBEIEHHE HWHIUOWTOpA ayTOTaKCHHA CyOBEKTY JIEUUT, WU
npeaynpexnaeT, Wik 3aMeIsseT MNPOSIBJICHHEe HWHIYIHPOBAHHOW CTPECCOM TUIMEPTIMKEMUN
NyTEM CHUYKEHHUSI COIEP KAaHUS TJFOKO3bI B KPOBU. MHIyIIMPOBaHHASI CTPECCOM TUIEPTIIHKEMUS
(SIH) mpencrasnsier cobol BpeMEHHOE MOBBIIIEHHE CONEPKAHUS TIFOKO3bI B Mjia3mMe Bbie 200
MT/JIJI, 9TO MPOUCXOIUT MPHU OCTPOHl ¢aze Oojye3Hu win noBpexaeHus. CoriacHO HEKOTOPBIM
BapHaHTaM OCYIIECTBJICHUS] THITEPTIIUKEMUsT HAOIIOIAeTCsl IPU OTCYTCTBUH IUArHO3a CaXapHOTo
nuabdera. SIH siBnsieTcst pe3ysibTaTOM TPEBBIMIEHUS MPOAYLHUPOBAHUEM TIIFOKO3bI KIUPEHCA
rmroko3bel. SIH accomuupyercss ¢ COCTOSHUSIMU, BKITIOYAKOIIMMH B ceOsi 0e3 orpaHuueHus
uHpapkT Muokapaa, uHCynbT U TpaBmy. SIH accoruupyercsi ¢ MOBBIIIEHHEM CMEPTHOCTU U

Ooee BBICOKOH 3a00JI€BAEMOCTBIO 3aCTOMHON CepAeUHON HENOCTATOYHOCTHIO U KapAHOT€HHBIM
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IOKOM y OOJIBHBIX TOcTe WHpapkTa Muokapra. Cpenu mepeHecIIuX WHCYJIBT HaOOTAr0TCs
Oomee BBICOKAst CMEPTHOCTh, accouuupoBaHHas ¢ SIH, u Xyamme [maHChl JKeTaeMbIX
HEBPOJIOTMUECKUX HCXOMAOB, MOCKOJBKY COAEpKaHue IMoKo3bl nosbiinaercs npu SIH. Taxxke
NOKa3aJli, 4YTO THUIEPIINKEMHs SBJSIETCS TPOTHOCTUYECKUM (PakTOpoM HMH(GEKIHOHHBIX
OCIIO)KHEHUH B (opMe IHEBMOHHH, HH(MEKUMH MOYEBBIX IyTeH, paHeBbIX HHOEKIUH U
Oakrepmii. B 1emnom, onyOnMKOBaHHBIE HCCIEAOBAHUS IIOCTOSIHHO IEMOHCTPHUPYIOT Oolee

BBICOKYIO 3a0051€BaeMOCTh 1 O0Jiee BHICOKYIO CMEPTHOCTD Cpelu OOJIbHBIX, Y KOTOPBIX UMEETCS

SIH.

BuyTpuriasnoe nasJjenue

CornacHO HEKOTOpPBIM BapUaHTaM OCYIIECTBIEHHs] B HACTOALIEM JOKYMEHTE
PacKpbIBAIOTCS CIIOCOOBI JIeUYeHUs MOBBILIEHHOTO BHYTPUIJIA3HOTO JaBJICHUS,
ACCOLIMMPOBAHHOTO C TJIAYKOMOW, y CyOBEeKTa, MpU 3TOM CIOCOOBI BKIIIOYAIOT BBEACHUE
MHTHOUTOpA ayTOTAaKCUHA CYOBEKTY.

I'mayxoma sBnsgeTrcs OAHOW U3 OCHOBHBIX MPHUYMH CJENOTBI U XapaKTepPU3yeTCs
NOBBILIEHHBIM BHyTpuriasHbiM aasieHueM (IOP). IOP npexncrasisier co0oit OCHOBHOM (hakTop
pHUCKa A Pa3BUTHUS IVIAYKOMBI, M PUCK Pa3BUTHUsA IJlaykoMma CHIbKaeTcs npu cHikeHuu IOP.
I'masHast rUMOTEH3MBHAs Tepamnus SIBJIETCS OCHOBOW JieueHus riaykombl. Iloseinuennoe 10P
BO3HUKAET B pe3yJjbTaTe IOHW)KEHHOI'O OTTOKa BHYTpHUIJa3HOW skumkoctu (AH) wuepes
TpaOeKyJSIpHbIM MyTh W AaKTUBHOCTU ayTOTAKCHHA, MPUBOIALIEH K u30bITKy Oenka B AH
YeJIoBeKa. AYTOTAKCHH CEKPETHPYETCs KJIETKaMU TPaOeKyJISIPHOM CeTH 4eJIOBeKa, U aKTUBHOCTD
ayTOTaKCHHA CYIIECTBEHHO MOBBIMNAETCS Y OOJBHBIX IIayKoMoW. MHruOmpoBaHue akTUBHOCTH
ayrorakcuHa B AH myTtemM MecTHON M HMHTpakaMepaslbHOM AOCTaBKM HHU3KOMOJIEKYJISIPHOTO

UHrUOUTOpa MPUBOAUT K CHIDKEHUIO IOP y KpOoHKOB.

Hesponatuueckasi 60J1b

CornacHO HEKOTOpPBIM BapUaHTaM OCYIIECTBIEHHMs] B HACTOALIEM JOKYMEHTE
PACKPBIBAIOTCS CMIOCOOBI JIEYSHHs] HEBPOMATHUYECKOH O00JIM MHIMOUTOPOM ayTOTaKCHHA.

LPA wuHayuupyer HeBpONATUYECKYIO OOJb, a TAaK)Ke NEMHEIMHU3ALMIO M CBSI3aHHBIC C
Oonbro M3MeHeHus >kcnpeccun OenkoB yepe3 LPA1. B HEKOTOpBIX cCiydasix reTepoO3UrOTHBIE
HOKayTHbIE TI0 ayTOTAKCHHY MBIIIH JEMOHCTPUPYIOT npubnusutenbHo 50% BOCCTaHOBJIEHHE
UHIYLHUPOBAHHON TOBPEXIEHHUEM HEpBa HEBPOIATHUECKOW OONM 1O CPaBHEHUIO C MBILIAMH
aukoro tuma. M3sectHo, uyto smsodocharuamnxonud (LPC) uHayuupyer HEBpOMATHUYECKYIO
Oonp. B Hekoropeix ciydasx wHnynupoBaHHas LPC HeBpomatuueckas OOJb YaCTHYHO

YMCHBIIACTCA Yy TETEPO3UT'OTHBIX HOKAYTHBIX MO ayTOTAKCHUHY MBIIIEHN.
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Hesponaruueckast Oonp sIBISieTCS pe3yJbTATOM TMOBPEKACHUS HepBa. B ormuume ot
HETIOCPEICTBEHHON OOJIH, BBI3BAHHOW MOBPEXIEHUEM TKAHHM COTJIACHO HEKOTOPBIM BapHaHTaM
OCYIIECTBJICHHUS HEBpONAaTH4ecKass OOJb pa3BUBAETCS uepe3 CYTKH WM MeCSIbl IOCIe
TPaBMaTHYECKOro MoOBpexaeHus. Kpome Toro, HeBpomaTuueckass OONb 3a4acTyrO SIBISETCS
JUIUTENIbHON MJIN XPOHUYECKON U MOXKET BOZHUKATh CIIOHTAHHO WM B PE3YJIbTATE PA3APAKEHHUS,

KOTOPOE B HOPME He SIBJISIETCS] OOJIE3HEHHBIM.

CoeauHeHust MHHTHOMTOPA AYTOTAKCHHA

CornacHO HEKOTOpPBIM  BapHaHTaM  OCYLIECTBJIEHHMs MHIHOUTOP  ayTOTAaKCHHA,
NpeayCcMaTpUBAaEMbIl JUIsi NPUMEHEHHUs COIJIACHO JTI000MYy W3 BapHAaHTOB OCYIIECTBJICHUS,
ONMHUCBHIBAEMBIX B HACTOSINEM JOKYMEHTE, IPEACTaBIseT CO0OW HU3KOMOJEKYJSPHBIN
UHTUOUTOP.

CornacHO HEKOTOPBIM BapHUaHTaM OCYIIECTBJIEHHsS HHTHOUTOPOM ayTOTAKCHUHA SIBIISIETCS
HU3KOMOJIEKYJISIPHbIH ~ MHTMOMTOP, KOTOPBI XapakTepU3yeTcs HaJIW4ueM OHOTO  HJIH
HECKOJIbKUX U3 CJIEAYIOIIUX CBONCTB:

- MOJIeKyJIsipHasi Macca He Oonee 700;

- crnocobHOCTh 1O MeHblIelt mepe 50% wuHruOmposanus (mpu |  MuKpomole)
npeBpalieHus ayTOTakCMHOM Ju3odocharuamixonuia B Ju30opochaTuaHyr0 KHUCIOTY B
NOAXOJIALIEM /7 Vifro aHaju3e, IPU KOTOPOM M3MEPSIFOT TAKYH0 aKTHUBHOCTD;

- CEJIEKTMBHOE UHTMOMPOBAHNE AKTHBHOCTH Ay TOTAKCHHA,

- TOAXOAWT JJisl BBEACHHS YEJOBEKY IPH TEPANeBTHYECKH PEJIEBAHTHBIX J03aX IO
MeHbLIelH Mepe ¢ 50% MHrHOUPOBaHUEM ayTOTAKCHHA MPU OCTATOYHOIN KOHIIEHTPALIUH.

CornmacHo  HEKOTOPBIM  BapHaHTaM  OCYIIECTBJCHUS  MHTHOUTOP  ayTOTAKCHHA
XapaKTePU3yeTCsl CTPYKTYPOI COeNUHEHHS A

0
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Coenunenne A.
CorynacHO HEKOTOpPBIM BapUaHTAM OCYIIECTBJIICHHS] COEIMHEHHE A HCHOJB3YIOT Kak

cBoOomHy0 KuCHoTy. COracHO HEKOTOPBIM BapHaHTaM OCYLIECTBIIEHUs] COCOMHEHHE A
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UCTIONB3YIOT Kak (papmaneBTudeckn mnpuemsieMyro coiib. COrilacHO HEKOTOPBIM BapHaHTaM
OCYILIECTBIICHHUSI COCMHEHNE A HCIIONB3YIOT KaK COJIb HATPHSL.
CormacHO  HEKOTOpPBIM  BapUAHTaM  OCYINECTBJICHUS] WHTUOUTOpP  ayTOTAKCHHA

XapaKkTepU3yeTcsl CTPYKTYpOH coenuHeHus B:

0
F OH

S
N—cl
Cl N
74
N~

Coenunenue B.

CornacHO HEKOTOpPBIM BapUaHTaM OCYINECTBIEHUS COeOUHEHHe B HCHoJp3yroT Kak
cBoOOaHy0 KuCioTy. COrjacHO HEKOTOPbIM BapUaHTaM OCYLIECTBICHHs COoeAnHeHue B
UCTIONB3YIOT Kak (papmarieBTudecku mnpuemyeMyro cojib. COrJlaCHO HEKOTOPbIM BapHaHTaM
OCYILECTBJIEHUS COeAMHeHe B HCronb3yoT Kak coib HaTpusl.

CornacHo  HEKOTOPbIM  BapHaHTaM  OCYIIECTBJCHUS  MHTHOUTOpP  ayTOTAKCHHA

XapakTepusyercs CTpykrypoi coenunenus C:

NH
Q

N

\ Nz&o
N

F

Coenunenue C.

CornacHo HEKOTOPBIM BapHaHTaM OCYLIECTBIEHHUs coenuHeHne C HCIONB3VIOT Kak
cBoOonHbli  amMuH. COracHO HEKOTOPhIM BapUaHTAM OCylIecTBIeHHs coennHeHne C
UCTIONIB3YIOT Kak (papmaneBTudeckn mnpuemieMyro coiib. COrllacHO HEKOTOPBIM BapHaHTaM
ocymecTBiieHns coeqruHerne C UCTIONB3YIOT KaK XJIOPHCTOBOAOPOAHYIO COJb.

CornmacHo  HEKOTOPbIM  BapHaHTaM  OCYINECTBJIEHHS  HHTHOUTOP  ayTOTAKCHHA

XapaKTepU3yeTcsl CTPYKTYpOoH coenuHenus D:
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NH

/\/\)
qﬁ/&
\

Coenunenue D.

CorymacHO HEKOTOpPHIM BapUaHTaM OCYILIECTBJIICHHSI COEIMHEHHE D HCHOJIB3YIOT Kak
cBoOomubili  amuH. COrJaCHO HEKOTOPBIM BapUaHTaM OCYIIECTBIIEHUS COeAuHeHne D
UCTIONB3YIOT Kak (hapMalleBTHUECKH MpUeMIIeMyl0 cojib. COrJIacHO HEKOTOPBIM BapHUaHTaM
OCYILECTBJIEHHS coeHeHe D NCTIONB3YIOT KaK XJIOPHUCTOBOIOPOAHYIO COJIb.

JlonoTHUTETbHOE HHIMOUTOPBI Ay TOTAKCHHA BKITIOYAIOT B CE0sl COEAMHEHNUs CIEeAYIOIeH

CTPYKTYPBIL:
NH NH
Q Q
N N
N N/&
Qfd ° S
cl N: N” N
F

NH

3 N/\/NJ ] N/\/NJ
LIQXO O
\ j \ ©

(bapmareBTHIECKH IPUEMIIEMYIO COJIb.

NN nux

CornacHo HEKOTOPBIM BapHaHTaM OCyIIeCTBICHUs 4-(pTopOeH3MIbHAs Tpymnmna JrO0oro
U3 TPEABIAYINNX COSNUHEHUH 3aMeHsieTcst Ha 4-xyopOeH3udr;, 3-xiopoensu;, 3-¢propbensuin, 3,5-
mudpropbersw, 2.4-nudropOensmn;,  3,5-muxyopOeH3WT,  2-XJOPHMHPUANH-S-UIMETH,  2-
METOKCHUITUPUANH-5-MIIMETUIT, 2-TpU(TOPMETHITHAZON-S5-MIMETHI, (DEHWIPON-3-1il, THEH-2-

WJIMETHII WU S-XJIOPTUEH-2-UIMETHUJL.
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CormacHO  HEKOTOpPBIM  BapUAHTaAM  OCYINECTBIICHHS  WHTUOUTOP  ayTOTAaKCHHA
XapaKTEepPU3yeTCsl CTPYKTYpoi coeauHenus E:

Q
OH

Cl

m
S*a'y
Zz— o il

Coenunenue E.

CornacHO HEKOTOpPbIM BapHUaHTaM OCYLIECTBJIEHHsS coeAnHeHHe E WuCrmonmp3yroT Kak
cBobomHy0 kuciaoTy. COrJlacHO HEKOTOPBIM BapUaHTaM OCYLIECTBICHUsI coenuHeHue E
UCTIONB3YIOT Kak (hapMalleBTUUECKH NpUeMeMyto coib. COrJlacHO HEKOTOPBIM BapHaHTaM
oCy1LIecTBJIeHUs coenuHeHne E Mcrnoab3yroT Kak Coib HATPHSL.

CornacHoO  HEKOTOPbIM ~ BapHaHTaM  OCYIIECTBJCHUS  MHTHOUTOpP  ayTOTAKCHHA
XapaKTepU3yeTcsi CTPYKTypol coequHenus F:

o)
OH

Cl

Coenunenue F.

CornacHo HEKOTOPBIM BapHUAHTAM OCYINECTBJICHUS COeAMHEHHEe F HCrmomp3yroT Kak
cBoOomHy0 kuciory. CoOrjlacHo HEKOTOPBIM BapHAaHTaM OCYIIECTBJIEHUS coenuHeHne F
UCTIONIB3YIOT Kak (papmarieBTudeckn mnpuemieMyro cojib. COrjlacHO HEKOTOPBIM BapHaHTaM
OCYIIECTBIICHHS COEUHEHNE F HCIONB3YIOT KaK COJIb HATPHSI.

CornacHO  HEKOTOPBIM  BapHaHTaM  OCYIIECTBJICHHS  HHTHOUTOP  ayTOTAKCHHA

XapaKkTepu3yeTcsi CTPyKTypoli coequHenus G:
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OH

Cl

ﬂ
b
#

Coenunenue G.

CornacHO HEKOTOpPBIM BapHaHTaM OCYINECTBICHUS coenuHeHre G HUCIONB3YIOT Kak
cBobonmHy0 kuciaory. CorlacHO HEKOTOPbIM BapHaHTaM OCYLIECTBIEHUs coenuHeHue G
UCTIONB3YIOT Kak (hapMalleBTUUECKH NpuemieMyto coib. COrJIaCHO HEKOTOPBIM BapHaHTaM
OCyILIeCTBJIeHUs coenuHeHne G UCTIONBb3YIOT KaK COJIb HATPHSL.

CornacHo  HEKOTOpPBIM  BapUAaHTaM  OCYLIECTBJIEHHs  HWHTHOMTOP  ayTOTaKCHHA

XapaKTepu3yeTcst CTPYKTypoli coequHenus: H:

0
R OH
S
Nyl
Cl N
F 2/\”
N

Coenunenue H.

CornacHo HEKOTOPBIM BapHaHTaM OCYIIECTBICHUs COeAMHEeHHe H HCIoNb3yroT Kak
cBoOomHy0 kuciaoty. CoriacHO HEKOTOPBIM BapHaHTaM OCYLIECTBIIEHUs] coenuHeHne H
UCTIONIB3YIOT Kak (papmarieBTudyeckn mnpuemsieMyro coiib. COrJlacHO HEKOTOPBIM BapHaHTaM
OCYILIECTBIIEHHsI coeqHeHne H NCIoMp3yI0T Kak COJTb HATPHSL.

CornacHoO  HEKOTOPbIM  BapHaHTaM  OCYIIECTBJIECHHUS  HHTHOUTOP  AyTOTAKCHHA

XapaKTepU3yeTcsl CTPYKTYpOH coequHenus I:
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OH

S
N—cl

Cl N
2 h
N/N

Coenunenue 1.

N

CornacHO HEKOTOPBIM BapHAaHTaM OCYLIECTBJIECHUS COeAWHEHHue | HCHoNb3yHT Kak
cBoOomHyI0 KucioTy. CorlacHO HEKOTOPbIM BapHAaHTAM OCYLIECTBJIEHHs coeAuHeHue I
UCTIONB3YIOT Kak (hapMalleBTUUECKH NpueMaeMyro coib. COrJIaCHO HEKOTOPbIM BapUaHTaMm
OCYLIECTBJIEHUs COeIUHEHNE | NCIOB3YIOT KaK COJIb HATPHSL.

CornacHO HEKOTOPBIM BAapUAHTaM OCYIIECTBJIEHHS MHIMOMTOpP ayTOTaKCHHA IS
NPUMEHEHHsI COTJIACHO JIFOOOMY M3 BAapPHAHTOB OCYIIECTBJICHHs, OMHCHIBAEMBIX B HACTOSIIEM
IOKYMEHTE, IMpPEACTaBisieT COOOH COEAMHEHHE, OMHMChIBAEMOE B MEXIYHApOIHOH MaTeHTHOM
sasBke Ne PCT/US2014/066706, nmomannoit 20 nHosiOpst 2014 roma, omyOJMKOBAaHHOH Kak
WO/2015/077503, xoTopasi T€M CaMbIM BKJIIOYEHA B HACTOSLIMHA JOKYMEHT IOCPEICTBOM
CCBUIKHM B OTHOIIEHHH TAKUX COCTUHEHUH.

CornacHo HEKOTOPbIM BapUAHTAM OCYLIECTBJIEHHs] WHTUOMTOpP AayTOTaKCHUHA ISt
NPUMEHEHUsI COTJIACHO JIOOOMY W3 BapPHAHTOB OCYIIECTBJICHHMS, OMUCHIBAEMBIX B HACTOSIIIEM
JIOKYMEHTE, TMPENCTaBIsieT COOOM COEIUHEHHE, OMHMCHIBAEMOE B MEXKIYHAPOMHON MaTEHTHOU
3asieke Ne PCT/US2014/066705, monmanHod 20 HosiOps 2014 ronma, omyONMKOBaHHOH Kak
WO/2015/077502, xotopasi T€M CaMbIM BKJIIOYEHA B HACTOSALIMHA JOKYMEHT IOCPEICTBOM
CCBUIKH B OTHOIIEHHH TAKUX COCTUHEHUH.

CornacHo OJHOMY acNeKTy HHTHOMTOPBI ayTOTAKCHHA UMEIOT (opMy (apMaleBTHYECKH
npueMIIeMbIX cojiel. Taxke akTHBHbIE METaOOJIUTHI JAaHHBIX COSNUHEHHH, O0JIaIar0Ine TeEM JKe
TUTIOM AKTUBHOCTH, BKJIOUEHBI B 00BEM HACTOSALIETO pacKkpbiTus. Kpome TOro, MHrHOMTOPHI
ayTOTAaKCMHa MOTYT CYIIECTBOBaTb B HECOJIbBATUPOBAHHOM, a TakKe COJIbBATHPOBAHHOMN
dopmax ¢ papManeBTUIECKH MPUEMIIEMBIMH PACTBOPUTEISIMU, TAKUMHU KaK BOJA, STAHON H T.IL
Taxoke cunuTaercs, 4To COIbBATUPOBAHHBIE (POPMBI COCTMHEHUH, IPEICTABICHHBIX B HACTOSIIEM
JIOKYMEHTE, PACKPBIBAIOTCS B HACTOSIIEM JOKYMEHTE.

Hcnonp3yeMblii B HACTOAILIEM IOKYMEHTE TEPMHH «(HapMaleBTUYECKU NMPUEMIIEMBINY
OTHOCUTCSI K MarepHajy, TAKOMY KaK HOCHTEIb WU pa30aBUTENb, KOTOPBIH HE IMONABISIET
OMONIOTHYECKYI0O AKTUBHOCTh WMJIM CBOWCTBA COCOUHEHHUST M SIBISIETCS  OTHOCHTEIIBHO

HETOKCUYCCKUM, T.€. MaT€puajl BBOAAT HHIAUBUAYYMY 0e3 BO3HMKHOBEHMSI HEKeJIaTeJIbHBIX



58
onosornuecknx 3P (GEeKTOB WM BPEIHOTO B3aUMONEWUCTBUS C KAKUM-JTHOO M3 KOMIIOHEHTOB
KOMITO3ULIMH, B KOTOPOH OH CONEP>KUTCSL.

Tepmun «papmaneBTHYECKH MpHEMIIEMasi COJb» OTHOCUTCS K (popMe TepaneBTHUECKH
aKTHUBHOTO CPEICTBA, KOTOpPas COCTOMT W3 KAaTHOHHOH (DOPMBI TEPAaNeBTUYECKH AKTHBHOTO
cpeacTBa B KOMOMHAIIMH € MOIXOSIIUM aHUOHOM, HUTM COTJIACHO aJIbTEPHATUBHBIM BapHAaHTaM
OCYILIECTBIIEHUS W3 aHUOHHOM (pOPMBI TE€PANEBTUYECKH AKTHBHOTO CPEACTBa B KOMOHMHAIIUHU C
nogxonsmuM karuoHoM. Handbook of Pharmaceutical Salts: Properties, Selection and Use.
International Union of Pure and Applied Chemistry, Wiley-VCH 2002; SM. Berge, L.D.
Bighley, D.C. Monkhouse, J. Pharm. Sci. 1977, 66, 1-19; P. H. Stahl and C. G. Wermuth,
editors, Handbook of Pharmaceutical Salts: Properties, Selection and Use, Weinheim/Zirich:
Wiley-VCH/VHCA, 2002. ®apmaieBTHUECKHE CONHM, Kak IPaBHJIO, SBISAIOTCA Ooiee
PacCTBOPUMBIMH, PACTBOPSIOTCSI B XKEJIYAOYHOM M KHMILIEYHOM COKax OBbICTpee, ueM HEHOHHbIE
YaCTHLBI M, TAKUM O0Opa3oM, NPUMEHHUMBI B TBEPABIX NO3MPOBaHHBIX (opmax. Kpome Toro,
IIOCKOJIBKY HMX pAacTBOPHMOCTb 4YacTo sBisgeTcst (yHkuumed pH, BO3MOXHO CeJIeKTUBHOE
pacTBOpEHHE B OIHOW MM APYrOil YacTH MUINEBAPUTEIBHOTO TPAKTA, M 3TOH CIIOCOOHOCTHIO
MOXKHO MAHHUITYJIMIPOBATh, KAK OJJHUM U3 aCIEKTOB MOBEAECHUS C OTJIOKEHHBIM U 3aMEAJIEHHBIM
BBICBOOOXKeHHEM. Kpome Toro, mockonpky coneobpasyrommasi MOJIEeKyJa MOXKET HaXOOHUTHCS B
paBHOBECHU C HeEHTpanbHOU (POPMOI, MOKHO peryJupoBaTh MPOXON 4Yepe3 OHOIOrHvecKHe
MeMOpaHbI.

CornacHo HEKOTOPBIM BapUaHTAM OCYIIECTBIEHUS (papMaLleBTUYECKH MTPHEMIIEMbIE COJTU
MOJYYalOT MyTEeM OCYIIECTBJICHUS PEAardpOBaHMs WMHIHOUTOpPAa ayTOTAKCHHA C KHCIJIOTOM.
CornacHO HEKOTOPBIM BapUaHTaM OCYINECTBJIEHUST WHrHOUTOp aytorakcuHa (T.e. Qopma
CBOOOHOTO OCHOBAHMSI) SIBJIIETCSI OCHOBHBIM U pPEarupyeT C OPraHMYeCKOW KUCJIOTOH WIIN
HEOPraHMYEeCKOW KHUCJIOTOH. HeopraHwmueckne KHUCIOThI BKJIIOYAIOT B ceOs Oe3 orpaHuveHus
XJIOPUCTOBOIOPOIHYIO  KHCJIOTY, OpOMHCTOBOAOPOAHYIO  KHCIOTY, CEPHYK  KHUCIOTY,
dochopHyO KUCIIOTY, a30THYHO KUCIOTY U MeTtadochopHyro Kuciaoty. OpraHudeckue KUCIOThI
BKJTIOYAIOT B ce0s1 Oe3 orpaHudeHus |-rugpokcu-2-HaQpTOWHYIO KUCIOTY; 2,2-AUXJIOPYKCYCHYIO
KUCJIOTY,  2-TMIPOKCHUATAHCYJIb(OHOBYIO  KHCIOTY, 2-OKCOTJYTapOBYKO  KHCIOTY, 4-
anetaMuI00€H30MHYI0  KUCJIOTY;, 4-aMHHOCAJHIMJIOBYIO KHCJIOTY, YKCYCHYIO KHCIOTY,
ANUIUHOBYI0 KUCJOTY, ackopOuHoByro kuciory (L), acmaparmHoByro kucioty (L),
OeH30JICYIbOHOBYIO KHUCIIOTY, OSH30HHYI KUCIOTY, KamdopHyw kucioty (+), xamdop-10-
BYJIb(OHOBYIO KHCIOTY (+), KalpHHOBYK KHCJIOTY (JE€KAHOBYIO KHCIOTY), KalpPOHOBYIO
KUCJIOTY (TE€KCAHOBYIO KHCIIOTY), KANpUJIOBYIO KHCJIOTY (OKTAaHOBYIO KHCIOTY), YTOJBHYIO
KUCJIOTY, KOPHYHYIO KHCIIOTY, JHMOHHYIO KHCIIOTY; LHKJIAMOBYI KHCIIOTY, AOAELMJICEPHYIO

KUCJIOTY, 3TaH-1,2-mucyib(pOHOBYIO KHCIOTY, 3TaHCYJb(OHOBYIO KHCJIOTY; MYpPaBbHHYIO
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KUCIIOTY, (yMapoOBYK KHCJIOTY, TaJAKTApPOBYIO KHCJIOTY, T€HTH3HMHOBYIO  KHCIOTY,
riroKkorenToHoBy0 kucnory (D); rmoxonoByro kucnoty (D); rmokyponoByro kucioty (D),
TJIyTAMHHOBYIO KHCJIOTY; TJIyTAPOBYIO KHCIOTY; TIHLIEPOPOCHOPHYIO KHUCIOTY; TIIMKOJIHEBYIO
KUCJIOTY, THUINYPOBYIO KHUCIIOTY, M30MACISHYI KHCJIOTY, MoyoyHyro kuciory (DL);
JaKTOOMOHOBYIO KUCIIOTY, JIAyPHHOBYIO KHCJIOTY, MAJIEMHOBYIO KHCJIOTY; SIOJIOYHYIO KHCIOTY (-
L), manoHoByr0 KuCIOTY, MuUHAanpHyr kucinory (DL);, meraHcynbpOHOBYIO KHCIOTY,
Hadranne-1,5-1ucynbhOHOBYIO KHUCIOTY; HadTanuH-2-Cyinb()OHOBYIO KHCIOTY;, HHKOTHHOBYIO
KUCJIOTY, OJIEMHOBYIO KHCIIOTY, OKCAJMHOBYIO KHCIIOTY, MaJIbMHTHHOBYIO KHCJIOTY, MaMOBYIO
KUCIOTY, (HOCPOpHYIO KHCIOTY, MPONHOHOBYIO KHCIIOTY, MUPOTIyTAMUHOBYIO Kuciory (-L);
CAJMIIWJIOBYIO KUCJIOTY, CEOAI[MHOBYIO KHCJIOTY, CTEAPHHOBYIO KHCIIOTY, SIHTAPHYIO KHCIOTY,
CepHYI0  KHUCJOTY,  BHHHOKaMeHHyK  kuciory  (+L);  TuonmaHoByr0  KHCIOTY,
TOJIYOJICYJIB()OHOBYIO KHCIIOTY (p) U YHIASLIMIEHOBYIO KUCIIOTY.

CornacHO HEKOTOPBIM BapHAHTAM OCYILIECTBJICHUs] HHTHOUTOP ayTOTAKCHHA MOJYYaroT B
BUJI€ XJIOPUAHON COJH, CynbpaTHOH cou, OPOMUAHON COJM, ME3HJIATHOHW COJIM, MajieaTHOU
conu, LUTpaTHOW comu wiu  ¢ocdarHoir comu. COracHO HEKOTOPbIM — BapHUaHTaM
OCYILIECTBJICHUS] UHTHOUTOP ayTOTAKCHHA MOJYYaIOT B BUAE XJIOPUCTOBOAOPOIHON CONH.

CornacHO HEKOTOPBIM BapHUAHTAM OCYIIECTBICHUS (papMalieBTHYEeCKH IPHUEMIIEMbIE COJIN
HOJIy4alOT IyT€M OCYINECTBICHUS] PEarnpoBaHMs HMHIMOMTOpPA ayTOTAKCHHA C OCHOBAaHHEM.
CornmacHO HEKOTOPBIM BapUAHTAM OCYLIECTBJIEHHS HMHTHOUTOP AyTOTAKCHHA  SIBJISIETCS
KUCJIOTHBIM M pPearupyeT ¢ OCHOBaHMEM. B TakuxX Cly4asix KHCJIOTHBIA MPOTOH HWHTUOMTOpA
ayTOTAaKCHHA 3aMEHSIETCSI HOHOM METaJlIa, HAalpuUMep, MOHOM JIUTHUs, HATPHUs, KaJIUs, MArHHS,
KaJIbLUsA WM aOMUHHA. B HEKOTOpBIX Cllydasix HHTCHOUTOPBI AyTOTAKCHHA BCTYMAIOT B
KOOPJIMHALIMOHHYIO CBsI3b C OPraHMYeCKMM OCHOBAaHHMEM, TAaKHM Kak 0e3 OrpaHu4eHus
STAHOJIAMUH, JIU3TAHOJAMHH, TPHUITAHOJAMHUH, TPOMETAMHH, METIYMHUH, N-METHITIIOKAMUH,
JIEUUKJIOTEKCHIIAMUH, TPUC(TUAPOKCUMETUI)METHIIAMUH. B Ipyrux ciny4asx WHTHOHTOPBI
ayTOTaKCHHAa OOpasylT CONHM C AMHHOKHUCJIOTaMH, TAKUMH Kak Oe3 OrpaHM4YeHHs apTrUHHH,
JT3MH U T.11. [IpuemieMble HEOPraHUYeCKHe OCHOBAHMS, UCTIONIb3YeMble JJIsl 00pa30BaHUs COJIeH
C COENMHEHHSIMH, KOTOPbIE BKJIIOYAIOT B CeOsl KUCIOTHBIA IMPOTOH, BKJIOUYAKOT B ceds Oe3
OrpaHUYEHUS] THAPOKCH]T aJTFOMHHHUS, THAPOKCH/T KaJIbLUs, THAPOKCH] KaJHsl, KapOOHAT HATPH,
KapOOHAT KaJHs, THIPOKCU HATPHUSL, THAPOKCUA JUTHA U T.I. COrNIaCHO HEKOTOPHIM BapHAHTaM
OCYILIECTBIICHHUS MPEACTABIEHHBIE B HACTOALIEM IOKYMEHTE COCOMHEHHs MOJYYalT KakK COJb
HATPHs, COJb KaJbLIUS, COJIb KaJIHs, COJb MArHHs, COJb METJIyMHUHA, COJb N-METHITTIOKAMHHA
win coib aMMOHHs. COrJlacHO HEKOTOPBIM BapHUaHTaM OCYLIECTBJIEHHUS IPEICTABJICHHBIE B

HaCTOAIIEM JOKYMCHTEC COCAMHCHUS IMMOJTYHar0T KaK COJIb HATPUA.
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Crnenyer yuuThIBaTh, 4TO YIIOMUHAHNUE (papMalleBTHYECKH MPUEMIIEMOI COJIM BKIIFOYAET
B cebs ¢Qopmbl mpucoenuHeHust pactBoputens. COrjlacHO HEKOTOPBIM — BapHaHTaM
OCYIIECTBIIEHHUSI COJIbBATBI CONEPIKAT JIMOO CTEXHOMETPUYECKHE, JTUOO HECTEXHOMETPUYECKHE
KOJINYECTBA PACTBOPUTENST M OOPa3yIOTCS B NPOLIECCE KPHUCTAUM3ALNH C (papMaLeBTHUECKU
NPUEMIIEMBIMU PACTBOPHUTEISIMU, TAKUMH KaK BOZA, 3TaHON U T.I. ['uaparsl oOpasyrorcs, ecinu
pPacTBOPUTENEM SIBJISIETCS BOZA, WJIM aJIKOTOJIATHI 00Opa3yroTCs, €CIM PACTBOPUTENEM SIBISIETCS
criupt. ConbBaThl WHIHOMTOPOB ayTOTAKCHHA YCIEIIHO IMOJNYYarOTCsl WIH 00pasyroTcs B
npoueccax, OINUChIBAEMBIX B  HacTosleM JAokyMeHTe. Kpome Toro, coeauHeHus,
NPEACTABIECHHBI B HACTOALIEM  JOKYMEHTe,  He0o0sA3aTeNbHO  CYINECTBYIOT B
HECOJIbBATUPOBAHHOM, a TAK)KE COJIbBATUPOBAHHOMN (popmax.

CriocoOblI M COCTaBbI, OMUCHIBAEMBIE B HACTOSIIEM JAOKYMEHTE, BKJIIOYAIOT MPUMEHEHHUE
N-oxkcunoB (B ciydae HEOOXOAMMOCTH), KpHUCTAUINYeCKuX (opM (Takke H3BECTHBIX Kak
nonumMopdbl) win GapMaLeBTUYECKU MPUEMIIEMbIX COJIeil MHTMOMTOPOB ayTOTAKCHHA, & TaKXKe
AKTHBHBIX METa0OJINTOB IaHHBIX COENMHEHUH, O0aar0IINX TeM K€ TUIIOM aKTHBHOCTH.

CornacHO HEKOTOPHIM BapHaHTaM OCYLIECTBJIEHUS YYaCTKU B OPTaHUYECKUX pajuKajax
(HanmpuMep, aJKWIBHBIX TIPYINIAX, apOMATHYECKUX KOJbLAX) HWHTHOMTOPOB AayTOTAKCHHA
BOCIPUUMYHBBI K pA3IMYHBIM MeTaOONMYeCKHM peaknusM. BKIFOUeHHe COOTBETCTBYIOIIMX
3aMecTUTeNlel B OpraHHYecKHe pajukaibl OydeT CHUXKaTh, MUHHMHU3HPOBATH WM YCTPAHATH
Takoi  Mmetabonumueckuit myTh. COINacHO KOHKPETHBIM  BapHaHTaM  OCYLIECTBIICHHSI
COOTBETCTBYIOLIMM 3aMECTHTEJIEM JUJISi CHWJKEHUS WM YCTPAHEHHs BOCIPUHUMYHUBOCTH
ApOMATHUYECKOTO KOJIbLIA K METaOOJIMYECKHM PEAKIHsIM SIBJISIETCS], UCKJIFOUUTENIBHO B Ka4eCTBE
npuMepa, TrajioreH, JAelTepuli, aJKuibHas TPyMNNa, TrajoreHalKWIbHAs TpyIlna WUiIu
JIeNUTepoaKuIbHas FPpyIna.

CornacHo npyromMy BapHaHTy OCYINECTBIIEHUS HHTHOUTOPBI AyTOTAKCHUHA SIBJISIOTCS
MEUYEHHBIMH U30TOIOM (HAMPUMEP, PATUONU30TONIOM) WJIH APYTHM CPEICTBOM, B TOM YHCie Oe3
OTpaHUYEHUs] C TPUMEHEHHeM XpoMo(dopoB WM  (IYyOPECHEHTHBIX  (PParMeHTOB,
OMOIFOMUHECTIEHTHBIX METOK MJIH X EMUJTFOMHHECIICHTHBIX METOK.

WHruOuTopsl ayTOTaKCHMHA BKJIIOYAIOT B Ce0sl MEUEHHBbIE M30TONOM COEIMHEHHUS,
KOTOpbIE SIBJSIFOTCS HMJIEHTHYHBIMHA VIIOMHHA€MbIM B pasHbIX (opMmyrax H CTPYKTypax,
NPEICTABICHHBIX B HACTOSIIEM MOKYMEHTE, 32 HCKJIIOYEHHEeM TOro ¢akrta, 4TO OOUH WU
HECKOJIbKO aTOMOB 3aMEHSIFOTCS aTOMOM, MMEIOLIMM aTOMHYKO MacCy HJIM MacCOBOE YHUCIIO,
OTIINYHOE OT AaTOMHOH MAacChl WM MAacCOBOTO YHCJA, OOBIYHO BCTPEYAIOIIHMXCS B MPUPOAE.
IIpumepsl W30TOMOB, KOTOpPbIE MOTYT OBITh BKIJIFOYEHBI B COEAMHEHHUS] B COOTBETCTBHH C
HACTOSIIIUM M300pETEHNEM, BKIIFOUAIOT B ce0sl NU30TOMbI BOAOPOAA, YIJIEPOAa, a30Ta, KUCIOPOAa,

dropa u xnopa, Takue kak, Hanpumep, “H, *H, PC, ¥C, PN, 180, 10, S, 1¥F, Cl. Cornacno
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OOHOMY aCIICKTy MEYCHHBIE U30TOIIOM I/IHFI/I6I/ITOpr AyTOTAaKCHHA, HAIIPUMEP, TAKUEC, B KOTOPLIC
BCTPOCHBI PAAUOAKTHUBHBIC H3O0TOIIbI, TAKHUE Kak 3H u 14C, NpUMEHUMbBI B aHaJinM3ax
pacnpeneneHusi JIEKApCTBEHHOrO cpeacTtBa w/wmu cydctpata B TkaHH. COrjiacCHO OJHOMY
ACIICKTY 3aMCLICHUE H30TONaMH, TaKHMHU KakK I[eﬁTepPIﬁ, o6ecnqu/IBaeT HEKOTOPbIC
TepaneBTUUECKIe TIPEUMYLIECTBA, SBJISIOLINECs] Pe3yIbTaTOM OoJjiee BbICOKOW MeTabOoInuecKon
CTa0MJIPHOCTH, TAaKOH Kak, HANpUMep, MOBBILIEHHBIH /7 ViVO TIEPUON TONYBBIBENCHUS, MU
CHIDKEHUSI HEOOXOTUMOM JO3UPOBKH.

CornacHo HEKOTOPBIM BapUAHTAM OCYIIECTBIEHUS HHIHOWUTOPBI AyTOTAKCHHA HMMEIOT
OJIMH MJTH HECKOJIbKHX CTEPEOLIEHTPOB, U KKIbIH CTEPEOLICHTP CYIIEeCTBYET HE3aBUCUMO U0 B
R-, mu6o B S-xondurypaumu. CoenuHeHUs, TPENCTABICHHbIE B HACTOSIIEM IOKYMEHTE,
BKJIIOYAIOT B ce0sl BCE TUACTEpEOMEpHbIe, SJHAHTHOMEPHbIE, aTPOIIOU30OMEPHBIE M SMHUMEPHbIE
¢dopmbl, a Takxke MX COOTBeTCTBYyHoIHe cmecu. COeMHEeHUsT M CIOCOOBI, MPEACTaBICHHbIE B
HACTOSIIIIEM TOKYMEHTE, BKJIFOUAIOT BCE LIUC, TPAHC, CHH, aHTH, «entgegen» (E) n «zusammeny
(Z) n3omepsl, a TaKke UX COOTBETCTBYIOIINE CMECH.

OTnesbHBIE CTEPEOM3OMEPHI MOJYYAIOT MPH HEOOXOOUMOCTH CIIOCOOaMM, TaAKUMH Kak
CTE€PEOCENIEKTUBHBIN CHHTE3 W/HIN pas[elieHHne CTePEeOHM30MEpOB C IOMOLIBI0 XHPAJIbHBIX
xpomarorpadudecknux  KoJgoHOK. CoOriacHO  HEKOTOPbIM  BapHAaHTaM  OCYIIECTBIICHUS
WUHTHOUTOPHI ayTOTAKCHHA MOJYYalOT B BHAE UX OTAENBHBIX CTEPEOH30OMEPOB IMyTEM
OCYILIECTBJIEHHUS PEardpOBAHUS PALEMUYECKOW CMECH COEIMHEHHS C ONTUYECKH aKTHBHBIM
PacTBOPSIOIIMM CPENCTBOM C OOpa3sOBaHMEM Mapbl JHACTEPEOH3OMEPHBIX COETHHEHHI/COIeH,
pasaciicHruss AUaCTCpEeOMEPOB M HU3BJICHCHHSA ONTUYCCKU YUCTBIX SHAHTHUOMEPOB. CornacHo
HEKOTOPBIM BapuaHTaM OCYHIECTBIICHUA pa3acicHue SHAaHTUOMEPOB BBIINTOJIHAKOT C
HCIIOJIB30BAHUEM KOBAJICHTHBIX AHUACTCPECOMEPHBIX IMPOU3BOAHBIX I/IHFI/I6I/ITOpOB aAyTOTaKCHUHaA.
CornacHO [pyroMy BapHaHTy OCYIIECTBICHHs IHACTEPEOMEPbl PA3LESIFOT METOAUKAMHU
oTHeJeHus/pa3fesieHnsT Ha OCHOBAaHHMHU pPAa3HULBl B pacTBOpuUMOCTH. COriacHO Ipyrum
BapUAHTaM OCYLIECTBJIEHHUs pa3lesieHHe CTEPEOU3OMEPOB BBIMOJHSIOT MyTeM XpoMaTorpadpuu
WM 1yTeM O0pa3oBaHUs JHACTEPEOMEpPHBIX COJNIEll ¥ pasnaelieHuss C  [OMOLIBIO
NEePEKPUCTALTN3ALMH, HIIH XpoMaTtorpadguu, Win Kakoi-mido nx komOmHaumu. Jean Jacques,
Andre Collet, Samuel H. Wilen, “Enantiomers, Racemates and Resolutions”, John Wiley And
Sons, Inc., 1981. CornacHO HEKOTOPBEIM BapUaHTaM OCYLIECTBJIEHUs CTEPEOH30MEPHI MONyUaroT
C MOMOIIBIO CTEPEOCETICKTHBHOTO CUHTE3A.

CornacHo HEKOTOPHIM BapHaHTAM OCYIIECTBICHHUS HHTHOUTOPBI ayTOTAKCHHA MOJyYar0T
B BHJE MposieKkapcTB. TepMHH «IPOJIEKapCTBO» OTHOCHTCS K CPEACTBY, KOTOPOE MPEBPALIAeTCsl B
UCXOIHOE JIEKapCTBEHHOE CPencTBo i1 vivo. IlpojiekapcTBa MPUMEHSIIOT YacToO, MOCKOJBKY B

HEKOTOPBIX ClIy4dasax HWX BBOAUTH JICTYEC, YEM HCXOAHOC JICKAPCTBCHHOC CPEACTBO. OHI/I,
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HarpuUMep, SIBJISIIOTCS OMONOCTYIHBIMH TPU TMEPOPATHHOM BBEIEHHM, TOTZAa KaK HCXOIHOE
CPEenCTBO - HEeT. B kauecTBe MOMOJNHEHMs WM aJbTE€PHATHBBI, MPOJIEKAPCTBO Takxke obyamaer
YAYYIIEHHOH PaCTBOPUMOCTBIO B (hapMaLIeBTHUECKHX KOMIIO3ULHSIX 110 CPABHEHHIO C HCXOIHBIM
JIeKapCTBEeHHbIM cpencTBOM. COIJIaCHO HEKOTOpPBHIM BapuUaHTaM OCYLIECTBJICHHs pa3paboTka
npoJjiekapcTea MoBbimaeT 3()(EeKTUBHOCTh PAcTBOPUMOCTH B Boxe. HeorpaHHUMBarOIIUM
NPUMEPOM IMPOJIEKAPCTBA SBJSIETCS] HHTHOUTOP ayTOTAKCHHA, KOTOPBIN BBOIST B BUJIE CJIOYKHOTO
sbupa («mpojekapcTBa»), HO 3aTeéM OH MeTa0ONMYECKH THAPOJU3YeTCsl ¢ olecredeHueM
aKTHBHOTO coenuHeHus. ClenyloumM NpUMepoOM MpPOJIeKapCTBa SIBISIETCS KOPOTKHH MENTHI
(MOTMaMUHOKHUCIIOTA), CBA3AHHBIN C KUCJIOTHOW TPYIION, MPU 3TOM MENTUA MeTaboNNu3UpyeTCst
¢ obecrieueHneM akTUBHOTO (parmeHTa. COriacHO HEKOTOPBIM BapHAHTAM OCYLIECTBIICHHS TPH
in Vivo BBEJEHMU TPOJEKAPCTBO XHMMHUECKHMM IyTeM IMpeBpaIiaercs B OHUOJOTMYeCcKH,
(papmaLieBTHYECKH WM TEPANIeBTUYECKH aKTUBHYIO (popmy coennHerus. COrjacHO HEKOTOPBIM
BApUAHTAM OCYLIECTBIIEHHs MPOJEKAPCTBO (PEPMEHTATUBHO METAOOIM3HPYETCs OMHOW(OTHUM)
WIN HECKOJBbKMMH CTaAUSIMH WIH TpoLeccaMu A0 Ouomorndeckd, (papmManeBTHYECKH WIH
TepaneBTUYECKH aKTUBHOHN (YOPMBI COSTUHEHMS.

IIposnekapcTBa HHTHOUTOPOB ayTOTAKCHHA BKIIOYAIOT B ce0si Oe3 OrpaHUYeHHs CIOKHbIE
a¢upbl,  3¢upb,  kapOoHaThI,  THOKApOOHAThI,  N-alMJbHBIE  NPOU3BOAHBIE,  N-
ALMJIOKCHAJIKIIIBHBIE TIPOM3BOJHBIE, YETBEPTUYHBbIE IPOM3BOAHBIE TPETUYHBIX aMHUHOB, N-
ocHoBaHuss ManHuxa, ocHoBaHus IIIudda, aMHHOKHUCIOTHBIE KOHBIOTaThl, CJIOXKHbIE 3(QUPHI
bochopHOI KUCIOTHI U CyNbPOHATHI CIOKHBIX 3¢upoB. Cm., Hanpumep. Design of Prodrugs,
Bundgaard, A. Ed., Elseview, 1985; Method in Enzymology, Widder, K. ef al., Ed.; Academic,
1985, vol. 42, p. 309-396;, Bundgaard, H. “Design and Application of Prodrugs” in A Textbook
of Drug Design and Development, Krosgaard-Larsen and H. Bundgaard, Ed., 1991, Chapter 5, p.
113-191; u Bundgaard, H., Advanced Drug Delivery Review, 1992, 8, 1-38, kaxkaasi i3 KOTOPBIX
BKJIFOYEHA B HACTOSLIMI TOKYMEHT MOCPEnCTBOM CChUTKU. COrNIAaCHO HEKOTOPHIM BapUaHTaM
OCYLIECTBJICHHUS THIPOKCHJIBHYIO TPYIIY B COEIMHEHHSX, PACKPbIBAEMbIX B HACTOSIIEM
JIOKYMEHTE, HCIOJB3YIOT i 00pa3oBaHUs MPOJIEKAPCTBA, MPU 3TOM THIAPOKCHIBHYIO TPYIITY
BKJIFOYAIOT B ALMJIOKCHAIKUJIOBBIA 3(Hp, aNKHIOKCUKaPOOHMIIOKCHATIKIIIOBBINA CIIOXKHBIN 3(up,
AJTKMJIOBBIA CJIOXKHBIN 3P, apUIIOBBIN CIOKHBIN 3(up, cioxHbIi 3¢up GochopHOI KHCIOTHL,
cnoxHbIi 3up caxapos, 3¢up u T.nm. COrlIacHO HEKOTOPHIM BapHAHTAM OCYILIECTBJICHUSI
I'UAPOKCUIIbHASI TPYMIa B COEAMHEHMSX, PACKPHIBAEMBIX B HACTOSIIEM IOKYMEHTE, SIBJISIETCSI
MPOJIEKAPCTBOM, TMPH 3TOM THIPOKCHII 3aTeM MeTabou3upyeTcss in vivo ¢ olecrieueHuemM
rpynmnbl  kKapOOHOBOW  KuCIOTHL.  COMNIACHO  HEKOTOPbIM — BapuUaHTaM  OCYLIECTBJICHUSI
KapOOKCHJIBHYIO TPYIITy HCIONB3YIOT ANl OOecCreueHHsl CIOKHOro >dupa wim amuzaa (T.e.

MPOJIEKAPCTBA), KOTOPBIH 3areM MeTaboNu3upyercs in Vvivo ¢ oOecredeHueM TPYIIbI
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kapOoHOBOW KuCHOTEL. COrNacCHO HEKOTOPhIM BapHUaHTaM OCYINECTBJICHHUS HHTHOUTOPBI
ayTOTaKCHHA MOJyHar0T B BUZE MPOJIEKAPCTB AJKUIIOBOTO CIOXKHOTO 3(Hpa.

IIponexkapcTBeHHbIE (POPMBI ONMUCHIBAEMBIX B HACTOSIIEM JOKYMEHTE COSNUHEHWH, MpU
3TOM TPOJIEKAPCTBO META0OIM3UPYETCS i1 Vivo ¢ obecrieueHrneM MHIHOUTOpa ayTOTAaKCHHA, KaK
U3JIOKEHO B HACTOSIIIEM JIOKYMEHTE, BKJIIOUEHBI B 00beM PopMyJisl n300peTeHus. B HekoTophix
CIy4asix HEKOTOpble W3 ONUCHIBAEMBIX B HACTOSIIEM IOKYMEHTE COCIMHEHUH SIBJISIOTCS
NPOJIEKAPCTBOM JUISL APYTOTO MPOU3BOIHOTO UM AKTUBHOT'O COEIMHEHHUSI.

CornacHo AOTIONHUTEIBHBIM WM CIEAYIOIINM BapUAaHTAM OCYINECTBJIEHUS] MHTHOUTOPBI
ayTOTaKCMHAa MeTa0ONM3UPYIOTCS IPU BBEAEHHM B OPraHU3M B Ciydae HEOOXOJUMOCTH C
oOecriedeHneM MeTabOJNTa, KOTOPBIM 3aTeM HCIONb3YeTCs Ui IOJNYYeHHs JKEeJIaeMOro
s¢exTa, B TOM YUCJIE KEJIAEMOTo TepaneBTHIeckoro s¢gexra.

Tepmun «metabonuT» MHTMOMTOpA ayTOTAKCHHA MPENCTABISIET COOO0H MPOM3BOAHOE TOTO
COeMHEHUs], KOTOpoe o0pasyeTcs MpH MeTaOOJM3HUPOBAHHM COCAMHEHHs. TepMHMH «aKTUBHBIH
MeTabOoJIUT» OTHOCHTCS K OMOJIOTHMYECKM AKTUBHOMY IPOM3BOAHOMY COEIMHEHHs, KOTOpOe
oOpasyercsi mpu MeTabOJNM3UPOBAHUH COeNUHEHMs. VICmosbp3yemMblii B HACTOSIIEM IOKYMEHTE
TEPMHH «MeTabONM3UPOBAHHBIN» OTHOCUTCA K CyMMe TmpoueccoB (B TOM uwucie 0Oe3
OrPaHMYEHUS] TUAPOJIN3HBIX PEAKLUH U peakini, KaTaIu3upyeMbIX (epMeHTaMH), ¢ TOMOLIBIO
KOTOPBIX KOHKPETHOE BEIECTBO M3MEHsIeTCs] B opraHusMe. Takum oOpa3oM, GpepMEeHTHl MOTYT
OCYLIECTBIIATh crieliuUyIeckre CTPYKTypHbIe H3MEHEHUs B coennHeHnn. Hanpumep, nutoxpom
P450 xatanusupyer psn  OKUCIUTENbHBIX M BOCCTAHOBUTENBHBIX pEaKLUM, TOrga Kak
ypunuHaudocharrmokypoHunTpanchepasbl  KaTalU3UPYIOT  MEPEHOC  AKTHMBHUPOBAHHOMU
MOJIEKYJIbl TJFOKYPOHOBOW KHCJOTBI B apOMATUYE€CKHE CHHPTHL, alu(aTudeckue CIUPTHL,
KapOOHOBBIE KHCJIOTBl, aMHHbI M CBOOOIHBIC CYJIb(TUAPWUIbHBIE Tpynmbl. MeTadonuThl
COEIMHEHUH, PaCKPbIBAEMBIX B HACTOSIIEM JOKYMEHTE, He00sA3aTeIbHO HASHTH(HUIIUPYIOT JTHOO
NyTeM BBEACHUS COCNWHEHHH XO35IMHY W aHaiu3a oOpa3sLoB TKaHW XO35MHA, JIMOO MyTem
UHKYOallMd COENMHEHHH C MEYEHOYHBIMH KJIETKAMHU in VItro M aHaju3a IOJyYeHHBIX B

pe3yabTaTe COCAUHEHUN.

HexoTopas TepmuHoIorus

Ecnu He yka3aHO WHOe, CIENyIOIIHE HCIONb3yEeMble B HACTOSIIEH 3asBKE TEPMHHBI
UMEIOT OTpEeNeNIeHus], MPUBEACHHbIE HIKe. [IpuMeHeHne TepMHHA «BKIIOYAKOIINI B cebs», a
TakKe Opyrux (opm, TAKHX KaK «BKIIFOYATh B ce0s1», «BKITIOUAET B Ce0s» U KBKJIFOYAIOT B CeOs»
HE SIBJISIETCS OTPAHUYHMBAIOIINM. 3aroJIOBKU Pa3/IeioB, UCIIOIb3YEMbBIX B HACTOSIIEM JOKYMEHTE,
CITy’)KaT HCKJIIOUUTENIbHO OpPraHM3alMOHHBIM ILENsIM W HEe NpeAHa3Ha4deHbl OrPaHUYHUBATH

OIUCHIBAEMBIi 3asIBJISIEMbINA OOBEKT.
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TepMuH «mpuUeMIIEMblil» B OTHOLIEHHH COCTaBa, KOMIO3ULMHM WJIM WHTPEIHEHTA,
UCIIONb3YEMbIX B HACTOSIIEM JOKYMEHTe, O3HayaeT OTCYTCTBHE TIOCTOSHHOIO BPEIHOrO
BJIMSTHHSL HAa O0Iee COCTOSIHUE 3[I0POBbs CYObEKTA, MOJIEKAIIET0 JCUSHHUIO.

Hcnonb3yemblii B HACTOSIIIEM JOKYMEHTE TEPMHH «MOAYJHPOBATHY O3HA4YaeT
B3aMMOJEHCTBUE C LEJbI0 JHUOO HEMOCPENCTBEHHO, JHOO OMOCPENIOBAHHO C H3MEHEHHEM
AKTMBHOCTH 1I€JIM, B TOM YHCJIE, HCKIIOYUTEIbHO B KayeCTBe MpHUMepa, C YCHICHHEM
AKTHBHOCTH LIeJIM, ¢ MHMMOMPOBAaHHEM AaKTUBHOCTH LEJH, C OrPAHHYEHHEM AKTUBHOCTH LEJIH
WIH C TIPOJJIEHUEM aKTUBHOCTH LIEJIH.

Hcnonb3yemblii B HACTOSIIEM JIOKYMEHTE TEPMHH «MOAYJISITOP» OTHOCHTCSI K MOJIEKYJIE,
KOTOpasl B3aUMOJEHCTBYeT C LEJbl0 JHOO HEMOCPEACTBEHHO, JHMOO OMOCpenOBaHHO.
BzaumonelicTBus BKIFOUAIOT B ce0si Oe3 OrpaHMYeHUs] B3aUMOJEHCTBUSI arOHUCTA, YaCTUYHOTO
aroHUCTa, OOPAaTMMOrO aroHUCTAa, AHTAOHMUCTA, NECTPYKTOpa WM X komOuHauumii. CoryiacHo
HEKOTOPbIM BapHaHTaM OCYIUECTBJICHHS MOJIYJSITOPOM siBisieTcss aHTaroHuct. CoriacHo
HEKOTOPbIM BapHAHTAM OCYLIECTBJICHHUS] MOAYJISITOPOM SIBIISIETCS] IECTPYKTOP.

Hcnonb3yeMble B HACTOSINEM AOKYMEHTE€ TEPMHUHBI «BBOAHTBHY, «IPUMEHEHHEY,
«BBEAEGHHE» W T.II. OTHOCATCA K croco0aMm, KOTOpble MOTYT OBITh HCHOJb30BaHBI IS
obecrieueHnsl JOCTABKH COCIMHEHUH MM KOMIO3UIMH B JKeJAEMbIH y4acTOK OMOJIOTHYECKOrO
netictBusa. Takue cnocoObl mpenycMaTpuBaOT Oe3 OrpaHM4YeHUs NepopajbHble IyTH,
UHTPaAyO[eHAabHbIE IyTH, MAPEHTEPAJbHYI0 HWHBEKIUIO (B TOM YHCIE BHYTPUBEHHYIO,
MOIKOKHYI0, BHYTPHUIIEPUTOHEANBbHYIO, BHYTPUMBILIEYHYIO, BHYTPUCOCYIUCTYIO HITH HHPY3HIO),
MECTHOe M peKTaibHOe BBeneHue. CrienuanuctaM B JaHHOH OOJAaCTH HM3BECTHBI METOIMKH
BBEJIEHMHsI, KOTOPbIE MOTYT OBITh UCIIOJIB30BAHBI C COEMHEHHSIMU U CIIOCOOAMU, OMHChIBAEMBIMU
B HacrosimieM qokyMmeHTe. COrjlaCHO HEKOTOpbIM BapHaHTaM OCYIUECTBJICHHS COEIUHEHHs |
KOMITO3HMLIH, OMTUCHIBAEMbIE B HACTOSILIIEM JIOKYMEHTE, BBOIST MEPOPAIbHO.

Hcnonb3yemble B HACTOSIIEM AOKYMEHTE TEPMHHbI «COBMECTHOE BBEICHHE» HIIH T.IL
OXBAaTBIBAIOT BBEJEHHE BHIOPAHHBIX TEPATIEBTUYECKHX CPEACTB OHOMY OOJILHOMY H BKJIIOYAIOT
PEXKHMMBI JICUSHHUS], IPU KOTOPBIX CPEICTBA BBOAAT OJHHM U TEM K€ MJIM WHBIM IyTE€M BBEIEHHUSI
100 OHOBPEMEHHO, JTMOO B Pa3HOE BPEMSL.

Hcnonb3yemble B HACTOSIIEM JOKYMEHTE TEPMHUHBI «3(P(PEKTHBHOE KOJIUYECTBOY MWJIH
«TeparneBTHYECKH dPPEKTHBHOE KOJHUYECTBO» OTHOCATCS K JOCTATOYHOMY KOJIMYECTBY CPENCTBA
WIH COeIMHEHUs, MOJIeKAILEro BBEICHUIO, KOTopoe OyaeT obserdatb A0 HEKOTOPOM CTEemeHH
OMH WJIN HECKOJIbKO CHUMITOMOB 3a0O0JIeBaHUSI WJIM COCTOSIHHUS, TOJIEXKALIEero JIEYSHUIO.
Pesynbrar BKIFOUYaeT B ceOsl CHI)KEHUE W/WiH OOJierdYeHre MPU3HAKOB, CUMIITOMOB HJIH MTPHYUH
3a00eBaHMsI WM KaKOTO-TUOO IPYroro >KejxaeMoro obOyierdeHusi B OMOJOTHYECKOH CUCTEME.

Hampumep, TepmuH «3((HEKTHBHOE KOJUYECTBO» JJIsi TEPANEBTHUECKHX IMPUMEHEHHN
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NpeACTaBIsieT COOOW KONMYECTBO KOMIIO3HMLIMM, CONEp’Kallell COeNMHEHHE, PAaCKpPhIBAEMOE B
HACTOSIIEM JOKYMEHTe, HeoOXoammoe sl oOecreueHHss KIMHUYECKH CYIIEeCTBEHHOT'O
YMEHbIIeHUsT cUMNTOMOB 3a0oneBanust. CooTBeTcTByIOLIEe «3(PPEKTUBHOE KOIUYECTBO» B
TF000M OTAEITBPHOM Cilydae HeoOs13aTeNIbHO OMPEAEISIIOT C HCIIOJIb30BAHHEM METOIMK, TAKUX KaK
UCCIISIOBAHNE C ITOBBILICHUEM JTO3BL

Hcnonp3yeMble B HACTOSIIEM JOKYMEHTE TEPMHUHBI «YCHJIMBATBY WIH «YCHUJICHUE)
O3HA4YAaIOT  TMOBBIIIEHHWE  WJIM  TNPOJOHTHMpoBaHuMe  JuOo  sddexruBHOCTH,  JNHOO
NPONIOJKUTENBHOCTH KenaeMoro 3¢ dexra. Takum obpa3zom, B oTHOmEHUH ycuiueHHus ¢ ¢dexra
TEPANEBTHUECKUX CPENCTB TEPMUH «YCHIIEHHE» OTHOCHTCS K CIIOCOOHOCTHM TOBBIIIATH HJIH
NPOJIOHrHpoBaTh MO0 3¢pdexTuBHOCT, NUOO NPOJOIKUTENBHOCTE 3P dekra apyrux
TEpaNeBTHUECKUX CPEACTB B cucTeMe. lcrnonb3yemblii B HACTOSINEM JOKYMEHTE TEPMHUH
«ycunuBaiomee 3(pQPeKTUBHOE  KONUYECTBO»  OTHOCUTCS K  KOJMYECTBY,  aJ€KBAaTHO
ycunuBaroemy 3¢ exT Ipyroro TepaneBTHYECKOro CPEACTBA B KeJIaeMOl CHCTEME.

Hcnonb3yeMblii B HACTOSIIEM AOKYMEHTE TepMHUH «(apMmaneBTHYecKass KOMOHMHAIMAY
O3HA4aeT MPOAYKT, KOTOPBII SIBJIAETCS Pe3yJIbTaTOM CMEIINBaHMS WM 0ObenuHeHus: Oonee yem
OJHOTO AKTUBHOTO MHIPEOHEeHTa U BKIIOYaeT B ceds Kkak (uKCHpOBaHHBIE, TaKk W
He(PUKCUPOBAaHHBIE KOMOWHALIMM AaKTUBHBIX HHIPEOMEHTOB. TepMHH «(HUKCHPOBAHHAS
KOMOWMHAIMS» O3HAYAET, YTO AaKTUBHbIE MHIPEIUEHTHI, HAIPUMEpP, UHTHOUTOP ayTOTAKCHHA HIIH
ero (papMarieBTHYECKH MPUEMJIEMYIO COJIb M COIYTCTBYIOLIEE CPEACTBO, BBOISIT OOJBHOMY
OTHOBPEMEHHO B (opMe ONHOW eAMHWIBI WIM IO3MPOBKH. TepMUH «He(QHUKCHpPOBAHHAsS
KOMOHWHAIMS» O3HAYAET, YTO AKTHBHbIE UHIPEAHEHTHI, HAIPUMED, MHTHOUTOP ayTOTAKCHUHA U
ero (papMarieBTHYECKH MPUEMIIEMYIO COJIb M COIYTCTBYIOLIEE CPEACTBO, BBOISIT OOJBHOMY
OJHOBPEMEHHO, MapaJJIeIbHO WM TOCIENOBATENbHO 0€3 ONMpenesieHHbIX MPEAebHBIX CPOKOB
MEXAy HHUMH, TPH 3TOM Takoe BBeleHue obecrieunBaeT 3(QexTHBHOE conmepikaHue IBYX
coenHeHUi B opranu3me OonpHOro. IlocienHee Takyke TPUMEHHMO ISl KOKTEHIIBHOH Teparnuy,
HarpuMep, Ut BBEACHUS TPeX WK 00Jiee aKTUBHBIX UHTPEIUEHTOB.

Tepmuabl «HaAOOP» U «U3IENNE» UCTIONB3YIOT KaK CHHOHHMBI.

Tepmur «cyObekT» UM «OONBHOI» OXBaThIBAET MIICKONMUTAOMUX. [IprmMepsl
MJIEKOMHUTAIOINX BKJIIOYAIOT B cebsi 0e3 orpaHuyeHus J0OOro TPEACTaBUTENs KJacca
MJIEKOITUTAIOLINX . JIIOJIeH, OTJIMYHBIX OT YeJIOBeKa MPUMATOB, TAKHX KaK LIMMITAH3€, APYTHX
BUJIOB Y3KOHOCBIX 00€3bsIH M OTJIMYHBIX OT Y3KOHOCBIX 00€3bsiH; CENbCKOXO3SHCTBEHHBIX
JKMBOTHBIX, TAKUX KaK KPYITHBIA pOTaThIi CKOT, JIOLIAAH, OBLBI, KO3bl, CBUHBHU, JOMAIIHUX
JKUBOTHBIX, TAKUX KaK KPOJHUKH, COOAKM M KOIIKH, JaOOPaTOPHBbIX >XKMBOTHBIX, B TOM YHCIIE
IPBI3YHOB, TAKUX KaK KPbICHI, MBIIIH U MOPCKHE CBHHKH, U T.N. COIJacHO OJHOMY acreKkTy

MJICKOITUTAKO UM ABJIACTCA YCJIOBCK.
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HCHOHBSyeMbIe B HACTOsIIEM I[OKYMGHTG TepMI/IHbI KJICUYUTDBY, «npouecc JICUCHUS> UIIHU
«JIeYeHNe» BKJIFOYAIOT B ce0si ocnabiieHue, CMsrdeHue wWin OOJierdeHHe MO MeHbIIeH Mepe
OOHOTO CUMIITOMA 3a6OHeBaHI/I$I nIJIIn COCTOsIHHAA, r[penynpexc):[eHI/Ie JOIMOJIHUTEJIBHBIX
CUMIITOMOB, I/IHFI/I6I/IpOBaHI/Ie 3a6OJ'IeBaHI/IH NI COCTOsIHHA, HaHpI/IMep, IIOOJaBJICHUC pa3BI/ITI/I$I
3a0oneBaHrsl WM COCTOSIHUSI, YCTpaHeHue 3a00JieBaHWsI WM COCTOSIHHS, OOeCredeHue
perpeccun 3a00JieBaHUSI WJIH COCTOSIHUS, YCTPAHEHUE COCTOSIHUS, BBI3BAHHOTO 3a00JieBaHHEM
NN COCTOsIHHUEM, nin nperameHHe CUMIITOMOB 336OJ'IeBaHI/I$I NI COCTOsAHUA

PO UIAKTUIECKH W/ WITH TePATIeBTHYECKH.

Nuruéuposanue ayToTakcHHA

CornacHO pasMIUuYHBIM aCMEeKTaM B HACTOAIIEM JOKYMEHTE MpPEACTAaBICHbI CHOCOObI
NpeAyNpexIeHUs] UIN JieueHusl 3a00NeBaHus, HApyLIEHUs WM COCTOSIHUSA y CyOBeKTa, A
KOTOpOro Oymer TMoJe3HO MHruOMpPOBaHME WM CHUJKEHHE AaKTHMBHOCTH ayTOTAaKCHHA,
BKJIIOYAIOLINE BBEJICHNE CYOBEKTY HHIHOuTOpa ayroTakcuHa. CoriacHO HEKOTOPBIM BapHaHTaM
OCYLIECTBJICHUST B HACTOSIIEM IOKYMEHTE MpPEACTAaBICHbl CHOCOOBI CHID)KEHHMS AKTHBHOCTH
ayTOTaKCHHAa B IUIa3Me y CyOBeKTa INpH HEOOXOAMMOCTH 3TOrO, BKJIIOYANOLINE BBEACHUE
TepaneBTUYeCKH A(PQPEKTUBHOIO KOJMYECTBA HHTHOUTOpPAa AayTOTAKCHHA CYOBEKTy IpH
HeoOxoaumocTn  3Toro. CoOrjacHO HEKOTOPbIM BapuUaHTaM OCYLIECTBICHHS CYOBEKT,
HY)KOAIOIMICS B JIEUEHWH, CTpajaer 3a0ojeBaHUEM, HApPYLIEHHEM WM COCTOSHHEM,
aCCOLIMUPOBAHHBIM C AaKTHUBHOCTBIO ayTOTaKCHHA. B HaCTOALIEM OKYMEHTE OIUCBHIBAIOTCS
HEOTrPAaHMYHUBAIOIINE TIPUMEPHI 3a00IeBaHNN, HAPYIIEHUI U COCTOSTHUM.

CormacHO HEKOTOpPBIM BapuaHTaM OCYIIECTBJIEHHUS] B HACTOALIEM JOKYMEHTE
OMHUCBIBAIOTCSl CHOCOOBI JIEYEHUS] OIHOTO WJIM HECKOJIbKHX COCTOSIHHMH, 3a0oneBaHui w/wiu
HApPYLIEHUH Yy 4YeJIOBeKa, BKJIOYAIOLINE BBEACHWE HMHIHOUTOpPA ayTOTAaKCHHA, TPU 3STOM
UHTHOUTOP ayTOTAKCHHA MOIXOAUT JIsI BBEIEHHSI YEJIOBEKY NPU TEPANEBTHUECKH PEJIEBAHTHBIX
no3ax 1o MeHbineld wmepe ¢ 50% WHrHOMpPOBaHHMEM ayTOTAaKCHHA TIPU  OCTATOYHOM
KOHLIEHTpaL1H.

CornacHO HEKOTOpPBIM BapUaHTaM OCYIIECTBIEHMs] B HACTOALIEM JOKYMEHTE
OINMHUCBIBAIOTCSl CHOCOOBI JIEYEHUS] ONHOTO WJIM HECKOJIbKHX COCTOSIHWMH, 3a0oneBaHuil w/wiu
HapYLIEHUH y CyOBbeKTa, MPH 3TOM CIocod BKIIFOYAET BBEIEHHE HEKOHKYPEHTHOTO MHTHOHMTOpa
ayToTrakcuHa. Heorpanu4mBaromue MNpUMeEpbl HEKOHKYPEHTHBIX HWHTHOMTOPOB ayTOTAKCHHA
BKJIIOYAIOT B ce0si coennHeHne A u coenuHeHne B.

CornacHO HEKOTOpPBIM BapuaHTaM OCYIIECTBJIEHMs] B HACTOALIEM JOKYMEHTE
OIMHUCBIBAIOTCSl CHOCOOBI JIEYEHUs] OIHOTO WJIM HECKOJbKHX COCTOSIHMH, 3aboneBaHuil w/wimm

HapYLIeHUH y CyOBeKTa, BKIFOYAIOIHE BBEJEHINE HHIMONTOPA ayTOTAKCHHA CYOBEKTY, IPH 3TOM



67
UHTHOUTOp ayTOTakCcHWHa Xapaktepusyercs in vitro 1Cso MHrHOMPOBaHUS ayTOTaKCHHA MEHee
npubmm3utensio 100 BM, 50 HM, 40 M, 30 #M, 20 #M wm 10 HM. CornacHO HEKOTOPBIM
npuMepaMm in  Vifro aHanu3 WHTHOMpPOBAHMS AayTOTAKCHHA BKIOYaeT B ceds  aHaus,
OIHCHIBAEMBIN B IPUMEpax.

CornacHo HEKOTOPHIM BAapHAHTAM OCYINECTBJIEHUS B HACTOSALIEM JOKYMEHTE
OIUCBIBAIOTCS CMOCOOBI JIEYEHUSI OFHOTO WJIM HECKOJBbKUX COCTOSTHHMN, 3a0o0jeBaHMN W/Win
HApYLIEHWH y CyObeKTa, IMPH 3TOM CIIOCO0 BKJIOYAET BBEACHHE MHIHOUTOPA ayTOTAKCHUHA, MPU
5TOM MHIHOUTOP ayTOTaKCHMHA MPEANOUTHUTENBbHO WHIMOMPYET aKTUBHOCTb AyTOTAKCHHA IIO
cpaBuennto ¢ ENPP1, ENPP3, ENPP6 w/mmu ENPP7. CormacHo HEKOTOpBIM BapuUaHTaM
OCYIIECTBJIEHUS] UHTMOUTOpP ayTOTAKCHHA, MPUMEHUMBIH B Crioco0ax JIeUeHUsl, ONUCHIBAEMbBIX B
HacTosAweM aokyMeHTe, xapakrepusyercsi [Cso mns maruOuposanuss ENPP1, ENPP3, ENPP6
wiu ENPP7 Gonee mpuGnusurensno 10, 20 wnum 100 MxkM B in vitro aHanuse, B KOTOPOM
U3MEPSIIOT TaKyl aKTUBHOCTb. B TakoMm in vitro aHanu3e coeanHeHHe A U coenuHeHne B
nemoHcTpupoBanu ICso 6onee 10 MxM st ENPP 1,3, 6 u 7.

CornacHoO HEKOTOPBIM BapHAHTAM  OCYILNECTBJIEHHS B HACTOSLIEM JOKYMEHTE
OIUCBHIBAIOTCS] CIIOCOOBI JIEUEHHs] OJHOTO WJIM HECKOJIBKUX COCTOSIHUH, 3a0oyeBaHMN W/HIiIH
HapylleHnH y cyOBeKTa, MpHU 3TOM CIOco0 BKIIIOYAET BBEAECHHE MHIMOUTOPA ayTOTAKCHHA, TPH
STOM MHTUOMTOP ayTOTAaKCHHA MO MeHbiueil mepe Ha 80%, 90%, 95%, 96%, 97%, 98% umu 99%
CBSI3BIBAETCS ITIA3MOI.

CornacHo HEKOTOPbIM BAapUAHTAM  OCYINECTBJICHUS B HACTOSIIEM JOKYMEHTE
OMHUCBIBAIOTCST CIIOCOOBI MPEAYNPEKISHHUS] UM JICUEHHsT OJHOTO MJIM HECKOJIbKHX COCTOSIHHIA,
3a00eBaHMI U/ UK HAPYIIEHUH Y CyObeKTa, IPH 3TOM CIIOCOO BKIIIOYAET BBEACHHE HHIUOUTOpA
ayTOTAaKCUHA, TMpPH 3TOM HWHTHOUTOP AyTOTAKCHHA BBI3BIBAET OCTPYHO MJIM XPOHUYECKYIO
TOKCHYHOCTh B medeHH. COrjlaCHO HEKOTOPBIM BapUaHTAM OCYIIECTBIEHHS TOKCHYHOCTb B
NEYEHH MOXKeT ObITh OLEHeHa B MOAXOMAMMX in vivo aHamm3ax. COriacHO HEKOTOPhIM
BapUAHTAM OCYIIECTBJICHHUS TOKCHYHOCTb B INEYEHU OLICHUBAIOT MyTEM MOHUTOPHHIA KaKHX-
ar0O0 TOBBIEHUH conepanus neueHodHbIX MmapkepoB ALT, AST, AlkP u OummpyOusna.
Hanpumep, B momxozmsimeM HCCIEAOBAaHUM TOKCHYHOCTh B TIEUEHH COOAKU COenuHeHne A
JIEMOHCTPHPOBAJIO HEXKEJIATEIbHOE TIOBBIIIEHHE MIEYEHOYHBIX MAPKEPOB, TOT/IA KaK COEIUHEHHE
B He nemoHcTpupoBaso Takux 3¢ ¢exron. CoriacHO HEKOTOPbIM BApHAHTAM OCYIIECTBJICHUS HE
HaOromanu moBbllIeHHe neueHouHbIXx MapkepoB ALT, AST, AlkP wu OwnupyOuna nist

coennHeHus1 B npu BBeneHnu 10361 100 MI/KT Maccel Tesla B TEYEHUE 5 CYTOK.

(I)apMaueBanecxne KOMIIO3UIIHHN
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CornacHo HEKOTOPBIM  BapHaHTaM OCYLIECTBIIEHHs] HHTHOUTOPBI ~ AyTOTAKCHHA
COCTABJISIIOT B (papMalleBTHUECKHE KOMIO3HLMU. PapMalieBTUIECKHEe KOMITO3ULUN COCTABJISIOT
TPAIULIMOHHBIM CITIOCOOOM C HCIIOJIb30BAHUEM OJHOTO WJIM HECKOJIBKHX (papMarneBTHYeCKH
NPUEMIIEMBIX HEAKTUBHBIX WHIPEAMEHTOB, KOTOpPble OOJerdaroT oO0pabdOTKy aKTHBHBIX
COEMHEHUIl B IIpernaparhbl, HCHOJb3yeMble ¢(apMareBTHdeckd. COOTBETCTBYIOLIMH COCTaB
3aBHCUT OT BBIOpaHHOrO myTH BBeneHus. Kpatkoe onucanune ¢papMaleBTHUECKUX KOMITO3UIUH,
OMUCHIBAEMBIX B HACTOSIIIEM JOKYMEHTe, HaXOAuTCs, Harpumep, B Remington: The Science and
Practice of Pharmacy, Nineteenth Ed (Easton, Pa.: Mack Publishing Company, 1995); Hoover,
John E., Remington’s Pharmaceutical Sciences, Mack Publishing Co., Easton, Pennsylvania
1975; Liberman, H.A. and Lachman, L., Eds., Pharmaceutical Dosage Forms, Marcel Decker,
New York, N.Y., 1980; u Pharmaceutical Dosage Forms and Drug Delivery Systems, Seventh
Ed. (Lippincott Williams & Wilkins, 1999), BkiIrou€HHBIX B HACTOSIIIUI TOKYMEHT ITOCPEACTBOM
CCBUIKU JJIs1 TAKOTO PACKPBITHS.

CornacHO HEKOTOpPBIM BapHAHTAM OCYIIECTBJICHHS HWHTHOUTOPHI ayTOTAKCHHA BBOJST
aubo oTaenbHO, MO0 B KOMOMHAMM C (papMaleBTUYECKH INPHEMIIEMBIMH HOCHUTEISIMU,
BCIIOMOTATENbHBIMU CPEACTBAMH MWJINM pa30aBUTEsIMA B (hapMaleBTHYECKOH KOMITO3ULIUH.
BBenenne nHruOMTOPOB ayTOTAKCHHA U KOMITO3UIIMH, OMMCBIBAEMbIX B HACTOSIIEM JOKYMEHTE,
MOKeT OBITh OCYIIECTBJIEHO JIFOOBIM CIIOCOOOM, KOTOPBIN 0OecredunBaeT JOCTAaBKY COSIUHEHHH
Ha y4acTtok nedcrBus. Takue crocoObl BKIIIOYAIOT 03 OrpaHHuYeHHst JOCTABKY C MOMOIIBIO
SHTEPAJIbHBIX MyTeH (B TOM YUCIIE MEPOPATBHOTO, JKEIYAOYHOTO HIIH AyO€HABHOTO 30HAA IS
NUTAHUS, PEKTAJIBHOTO CYNIO3UTOPUST M PEKTAIBHON KJIM3MbI), MAPEHTEPATbHBIX MyTeH
(vHbeKIMM WM WHQY3UM B TOM 4YHCJIE€ BHYTPHAPTEPHAIBHOW, BHYTPUCEPICUHOM,
BHYTPUKOKHOW, HHTPAAYyOAECHAIbHON, UHTPAMEAYJUISIPHON, BHYTPUMBILIEYHOMN, BHYTPUKOCTHOMH,
HUHTPAEPUTOHEATIbHOM, BHYTpHOOOJIOUEUHOH, BHYTPHUCOCYAUCTOM, BHYTPHUBEHHON,
UHTPABUTPEATbHON, OMHAYPAJbHOW M TOAKOXKHOH), HMHTAJSIUOHHOTO, YPECKOIKHOTO,
YPECCIU3UCTOTO, TOABSI3BIYHOrO, OYKKaJBbHOIO M MECTHOro (B TOM YHCIE HAKOXHOTIO,
BHYTPHUKOXKHOTO, KJIM3MOMW, TJIa3HbIMH KAIUISIMH, VIIHBIMH KaIUIIMH, HWHTPAaHA3aJIbHOTO,
BarvHAJIbHOTO) BBENEHUS, XOTsl HauOojee MOAXOMAIINNA MyTh MOXKET 3aBHCETh, HAMPHUMEP, OT
COCTOSIHUSI M HApYIIEHUs] peLUNHeHTa. VICKIIOUNTENbHO B Ka4deCTBE NPUMEpPA, MHTHOUTOPHI
ayTOTaKCHHA MOTYT OBbITh BBEACHBI JIOKAJIBHO B 30HY NPU HEOOXOIUMOCTH JICUCHHSI, HATIPUMED,
NyTeM JIOKaJbHOH MH(Y3UU B XOA€ XHPYPrUYECKOrO BMELIATENbCTBA, MECTHBIM HAHECEHHEM,
HarpuMep, KpeMaMH WM Ma3siMH, UHBEKIMEeH, KaTeTepoM WJIM UMIUIAHTOM. BBeneHue takske
MOYKET BKJIFOYATh NMPSMYIO HHBEKIHIO B yUaCTOK OOJBHBIX TKAHH WJIH OPTaHa.

CornacHo HEKOTOPHIM BapHaHTaM OCYINECTBJIEHUsS (papMaleBTUYECKHE KOMITO3UIIHY,

NOAXOAAIIHNE OJId NEPOPAIbHOTO BBEACHMS, MPEACTABIICHBI B BUAC NUCKPETHBIX CAWHUL], TAKHUX
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KaK KarcyJipl, camie WId TaOJeTKH, Kakaas W3 KOTOPBIX CONEPXKUT TPENBAPUTEIBHO
OTIpENeIEHHOE KOJMYECTBO AKTHBHOIO WHIPENUEHTa; B BHUIE IMOPOILIKA WM TPAHyJ, B BHIE
pacTBOpa WM CYCIIEH3UHU B BOJHOW CpeAe WJIM HEBOJHOW CpPeAe, WIN B BUAE KUJIKOH dMYJIbCUU
Macio-B-BOAE€ WM JKUAKOH SMYJIbCHH Boja-B-macie. COrjacHO HEKOTOPBIM BapHaHTaM
OCYIIECTBIICHHUsI AKTUBHBIA HHIPEIUEHT NPEACTABJIECH B BUE O0NOCA, SIEKTyapys HIIA NacThL

dapmaneBTHYECKHE KOMIO3HMLUK, KOTOPbIE MOTYT OBbITh HCIHOJB30BAHbI IMEPOPAIBHO,
BKJIFOYAIOT B ce€0s1 TaOJNeTKU, TBEPAbIE KaICYJIbl, BBIIOJHEHHbIE U3 JKEJATHHA, & TAK)KE MSTKUE,
3are4yaTaHHble KaICyJibl, BBITOJHEHHBIE U3 JKENAaTUHA U TUIACTH(UKATOPA, TAKOTO KaK INIHULEpUH
win copbur. Tabnerkn Moryr ObITh H3TrOTOBIIEHBI MYTEM IPECCOBAHUSA WMIH (HOPMOBAHMSA,
HEeOoOsI3aTeNbHO € OAHMM WM HECKOJbKUMH  BCIIOMOTATEJIbHBIMH  HMHIPEIUEHTAMHU.
IIpeccoBanHble TaONETKH MOTIYT OBITH IOJYYEHBI IyTEM IPECCOBAHUS B MOAXOAALIEM
YCTPONCTBE aKTMBHOTO MHIPEOMEHTA B Chillydeil (gopme, TakoW Kak MOPOIIOK WJIM IPaHyJbI,
He00s3aTeIbHO CMEIIAHHOTO CO CBSI3YIOLIMMH, HHEPTHBIMU Pa30aBUTEISIMU WIIM CKOJIB3SLIUMHU,
NOBEPXHOCTHO AaKTUBHBIMH WM IUCIEPTHPYIOIHUMHU cpenacTtBamu. PopMoBaHHbIE TaONETKH
MOryT ObITb TONy4YeHbl MnyTeM (OPMOBaHHA B IOOXOASAINEM YCTPOHCTBE CMECH
HOPOIIKOOOPA3HOTO COENUHEHUs, CMOYEHHOTO HHEPTHBIM KHIAKUM paszbasutenem. CorjacHo
HEKOTOPbIM BapHUaHTaM OCYLIECTBJICHHs TaOJETKU MOKPHIBAIOT WM BBINOJHSIOT HACEUKy H
COCTABJIAIOT TaK, 4TOObI O0ECHEeYNTh MEIJIEHHOE WJIM KOHTPOJIHMPYEMOE BBICBOOOKIEHUE
AaKTUBHOTO WHIPEIUEeHTa U3 Hee. Bce COCTaBbl IUisd MEpOpPaJbHOrO BBEACHHS TOJKHBI MMETh
JO3UPOBKH, MOIXOASIIUE ISl TAKOTO BBEACHHUS. TBEpAbIE KAICyJbl MOTYT COJEPKATh aKTUBHBIC
UHTPEIUEHTI B CMECHU C HAIOJHHUTENEeM, TaKUM KakK JIaKTO03a, CBS3YIOLUIMMH, TAKHMMH Kak
KpaxMaJibl, W/WJIN CKOJNB3SIIIUMH CPEACTBAMH, TAKMMU KaK TaJbK WJIM CTe€apaT MarHus, u
HeoOsi3aTeNnbHO CTa0mim3aTopamMu. B MSTkMX KarcyjaX aKTHBHBIE COCAMHEHUS MOTYT OBITh
pPacTBOPEHBI WM CYCHICHIUPOBAHBI B MOAXOMSIIUX JKHIKOCTSX, TAKUX KaK HEJETyuHue Macla,
KUOKUHA mapauH WM SKUAKHE TOJMATIIEHTIHKONH. COracHO HEKOTOPbIM BapHUaHTaM
OCyLIeCTBIIEHHs ~ NOOABISIIOT — crabmim3atopsl.  JlpakupoBaHHble —sapa  00€CHEUHBAIOT
NOAXONALIMMH MOKPBITUSAMH. JIJ1s1 3TOH L€ MOTYT OBbITh MCIIOJIb30BAHBI KOHIICHTPUPOBAHHBIE
pPacTBOPBI CaxapoB, KOTOpPble HEOOSI3aTENIbHO MOTYT COAEPKAaTb apaBHIICKYIO KaMellb, TaJbK,
NOJTMBUHUJIIUPPOJIUIOH, KapOOIONOBBIH Telb, MOJMUATHIIEHIIMKOIb W/HIN IHOKCUA TUTAHA,
pPacTBOPBI JIAKOB M TOAXOMSIINE OPTaHUYECKHE PACTBOPUTENN WM CMECH PACTBOPHUTEICH.
MoryT ObITh 10OABIEHBI KPACUTENN WM MUTMEHTHI B TAOJIETKH WIH JPAKUPOBOYHBIE TIOKPBITHS
Il UOeHTU(UKALMU WM I XaPaKTEePUCTHKH PAa3IMYHbIX KOMOWHALMH 1103 AKTUBHOTO
COEIMHEHUSI.

CornacHo HEKOTOPBIM BapHaHTaM OCYLIECTBIEHHsS (PapMaleBTUYECKUE KOMIO3HLIUU

COCTaBJIAOT HJIA MAapPC€HTCPAJIbHOIO BBCACHUA NMYTEM HHDBCKLIWH, HAIPHUMEDP, MyTEM OOJIFOCHOH
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UHBEKIMU HIH HernpepbiBHOW MH(GY3uHU. COCTaBbl i1 HHBEKIIMA MOTYT ObITh MPEACTABIICHBI B
€IMHUYHON TO3MPOBAHHON (popMe, HampuMep, B aMITyJiaX HIJIM B MHOTOZO30BbIX KOHTEHHepax, ¢
nobaBeHHBIM KOHCEpBAaHTOM. KOMMO3MIIMK MOTYT MPUHUMATh Takue (POPMbI KaK CYCIIEH3UH,
pPacTBOPBI WM 3MYJBCHH B MACJSIHBIX FUIM BOJAHBIX CPENax-HOCHUTENSIX U MOTYT COAepIKaTb
BCIIOMOTATENbHbIE CPEICTBA, TaKWe Kak CyCNEHAUPYIOIIHe, CTa0MIM3UPYIOIIUe H/HIN
aucrieprupyromue cpencrsa. Kommosunum MoryT ObITh NMPENCTaBIIEHbl B OAHOMO30BBIX WU
MHOTO/IO30BBIX KOHTEHHepax, HalpuMep, 3aledaTaHHbIX aMmyilax H (JIakoHax, M MOTYT
XpaHUTbCS B TOPOLIKOBOM  (opMe  WIM B BBICYIIEHHOM  BBIMOPQ)KUBAaHHEM
(Mo MIU3NPOBAHHOM) COCTOSIHHH, TPEOYIOIIeM TOJBKO I00aBJICHUS CTEPUIIBHOTO >KUIKOTO
HOCHUTENS, Harpumep, (PU3HOJOrMYecKOro pacTBOpa WM CTEPUJIBHON AamMpOreHHOH BOIBI,
HETIOCPEACTBEHHO Iiepea INpPHUMEHEHHEM. OKCTeMIIOpaibHble HHBEKIMOHHBIE pAacTBOPbI U
CYCIIEH3UM MOTYT OBITh MOJyuY€Ha W3 CTEPHJIbHBIX IOpPOIIKOB, IpaHyJ U TabJeTOK paHee
ONHCAHHOTO BUJIA.

dapmManeBTHYECKNE KOMITO3MLUHU ISl MapeHTEPaJbHOIO BBENEHUS BKIIIOYAIOT B CeOs
BOIAHbIE U HEBOAHBbIE (MaClsTHbIE) CTEPIJIbHBbIE WHBEKLHOHHBIE PACTBOPBI AKTHBHBIX
COeIMHEHUH, KOTOpble MOTYT COAEp’KaTb AHTHOKCHIAHTHL, Oydepsl, OaKTEpUOCTATUKH U
PacTBOPEHHBIE BEIIECTBA, KOTOPbIE NENAI0T COCTaB HM30TOHHUYHBIM KPOBH IPEIIONAraeMoro
PELIMITHEeHTa; a TAKXKe BOJHBIE M HEBOAHbIE CTEPHJIbHBIE CYCIIEH3UH, KOTOPbIE MOTYT BKJIOYATh B
ce0s1 cycneHmupymoomue cpeacrtsa u 3arycrurtenu. [loaxonsimue JunoduibHbIE PacTBOPUTENN
WIN CPEIbI-HOCUTENN BKJIIOYAIOT B ce0sl HEJeTyune Maciia, TaKHe KaK KYH)KYTHOE Macjo, WU
CHHTETHYECKHE CIOXKHBIE 3(PHUPBI )KUPHBIX KUCJIOT, TAKUE KaK STUJIONEAT WIH TPUTIHLIEPHIBL,
WIN JIMNIOCOMBbI. BOIHBIE MHBEKIMOHHBIE CYCHEH3HMH MOTYT COAEpKaTh BEIIEeCTBA, KOTOPBIE
YCHJIMBAIOT BSI3KOCTh CYCIICH3HMH, TaKHE KaK HATPHsl KapOOKCHMETWILEIUII0JI03a, COPOUT MM
nekcrpad. HeoOs13aTeNIbHO CyCNEH3Usl Tak)ke€ MOXKET COIEp:KaTh MOAXONSIINE CTaOUIIH3aTOPbI
WIN CPENCTBA, KOTOPBIE YCHIIMBAIOT PACTBOPUMOCTb COEIMHEHHH It 00eCTIeYeHUsT TIOTyIEeHUS
BBICOKOKOHLIEHTPHPOBAHHBIX PACTBOPOB.

dapManeBTUYECKHE KOMIIO3WIMK TaKXe MOTYT OBbITh COCTAaBIEHBI B BHJAE JEIO-
npenapara. Takue cOCTaBbl JIUTENBHOTO ACHCTBUSI MOTYT OBITh BBEEHBI MyTEM UMIUIAHTALIUU
(HanpuMep, MOJKOKHO WJIM BHYTPUMBILIEUHO) HJIH MyTeM BHYTPUMBIIIEYHON MHBEKLUHU. Takum
o0pasom, HalpuMep, COETUHEHNST MOTYT OBITh COCTAaBIIEHBI C MOAXOAALIUMH ITOJUMEPHBIMU WIIH
ruapooOHBIMU MaTepuanaMu (HampuMmep, B BHIE 3MYJbCHH B IMPHEMJIEMOM Macie) WU
MOHOOOMEHHBIMH CMOJIAMH, WJIA B BHAE YMEPEHHO PaCTBOPHMBIX MPOM3BOAHBIX, HAMIPUMED, B
BUJIE YMEPEHHO PACTBOPUMOM COJIH.

JInsi OYKKaJbHOTO MJIH TIOABSI3bIYHOTO BBEIEHHSI KOMIIO3ULIMKM MOTYT MPUHUMATH Gopmy

TaOJNIETOK, JIEACHIIOB, MACTHJIOK WJIM Tejiel, COCTaBJICHHBIX TPAJAHIHOHHBIM oOpa3om. Takwue
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KOMITO3ULIMM MOTYT COZAEPKaTb AKTUBHBIM HHIPEJUEHT CO BKYCOBOM OCHOBOMW, TaKOW Kak
caxaposa M akalueBasi KameZlb WU TparakaHr.

dapmManeBTUYECKHE KOMITO3UIMHA TAK)KE€ MOTYT OBITh COCTaBJIE€Hbl B PEKTAJIbHBIE
KOMIIO3UIIMH, TAKUX KaK CYNIO3UTOPUU WIIN YAEPKUBAIOLINE KJIN3MbI, HAIPUMEp, COeprKalue
TPaJAULIUOHHBIE OCHOBBI JJISl CYNIIO3UTOPHUs, TAKHE KaK MAacCJO Kakao, MOJUITUJIEHIVIMKOIb WIH
ApyTye MULEPUIBL.

dapmaneBTHYECKHE KOMIIO3UIIMUA MOTYT OBITh BBEAEHBI MECTHBIM IyTEM, TO €CTh IyTEM
HECHCTEMHOTO BBEIEHHUS. OTO IMpeNyCMaTPpUBAeT HAHECEHHE WHIHOMTOpa AayTOTAaKCHHA B
COOTBETCTBHHM C HACTOSLINM M300pETEeHNEM BHEIIHUM 00pa3oM Ha SMUAEPMHC UIH OyKKaJbHYIO
NOJOCTh M 3aKalblBAaHHE TAaKOrO HMHIHOWTOpPAa ayTOTaKCHMHA B yXO, IJIa3 M HOC TaK, 4YTO
COeMHEeHHe TONaAaeT B KPOBOTOK He 3HaunTeNbHO. HanpoTus, cucTeMHOE BBEACHUE OTHOCUTCS
K IEpOPAIbHOMY, BHYTPUBEHHOMY, UHTPANIEpUTOHEAIbHOMY U BHYTPUMBILIEUHOMY BBEJEHUIO.

dapMaleBTUYECKHUE KOMIIO3ULIUY, MOAXOASINNE Al MECTHOTO BBEACHHUs, BKJIIOUAKOT B
ce0st )KMAKUE WIN MOJYKUAKHE TpenapaTsl, NOAXOSIIINE ISl MPOHUKHOBEHHS Yepe3 KOXKY B
y4aCTOK BOCIAJIEHUs], TAKUE KaK I'eJId, JMHUMEHTBI, JIOCbOHBI, KPEMBbI, Ma31 WJIM MaCThl U KaIlJIH,
NOAXOASALINE JUIs BBEICHNUS B V143, YXO WIH HOC. AKTUBHBIN HHTPEIUEHT MOKET COCTAaBIIATh IS
mectHoro BBeneHusi oT 0,001% mo 10% wmacca/macca, Hampumep, ot 1% no 2% oT macchl
COCTaBa.

dapmaneBTUYECKHE KOMIO3HMLUU JJIsl BBEIECHUS HHrasILUed yJIOOHO JOCTaBISITH W3
uHCYyhDIsATOpa, a3PO30JbHBIX OAJIJIOHOB, HAXOMSAIIMXCS MO AaBJICHUEM, WM APYTUX yAOOHBIX
CPeACTB JOCTaBKU adpo30Jid. banioHel, Haxopnsimuecs MO MAaBJIEHHEM, MOTYT COAepKaTh
NOAXONALINHA  Ta3-BBITECHUTENb, TAaKOH Kak jauxyopaudTopMmeraH, Tpuxjiopdropmeras,
auxjopTeTpadTOpITaH, OUOKCUI YIJIepoda WM JAPYrod moaxoasmuid ra3. B cioydae
HaXOJSALIETOCs TOJ JABJICHUEM ad’po30Jisi JO3UPOBAHHAS €IMHHUIA MOXKET OBbITh ONpeneseHa
nyTeM oOecrnedeHHMss KiamaHa Uil JOCTaBKM OTMEpPEHHOro KojmdectBa. B kadecTse
AbTEPHATHBBI, 111 BBEICHUS] MHTAJSILHENH Wi UHCYhdsinuen GpapManeBTHYecKue mpemnaparsl
MOTYT MPUHUMATh (POPMY KOMITO3UIIMH CYXOT'O MOPOLIKA, HATIPUMEP, MOPOLIKOOOPA3HOH CMecH
COCIMHEHUs] W MOAXOASLIeN NOPOIIKOBOM OCHOBBL, TAaKOW Kak JIAKTO3a WM Kpaxmal.
ITopourkoBast KOMIO3HIUST MOKET OBITh NMPENCTaBlIeHa B €OMHUYHONH TO3MPOBAHHOW (opme,
HanpuMep, B KarcyJyax, KapTPUIKax, )KeJATHHOBBIX WM OJIMCTEPHBIX YIIaKOBKAaX, U3 KOTOPBIX
MIOPOLIOK MOKET OBITh BBEJIEH C MOMOIIBIO HHTAIATOpa MK HHCY(disiTopa.

Cnenyer y4uTbIBaTh, YTO B JOMNOJHEHHE K HHIPEAMEHTaM, KOHKPETHO YIOMSHYTBIM
BBILIIE, WHTUOMTOPHI ayTOTAKCHHA W KOMIIO3ULIMH, ONHCHIBAEMbIE B HACTOSIIEM IOKYMEHTE,

MOTYT BKJIKOYATh B ce0s1 Apyrue MPUHATHIC B JAHHOW OOJIACTH CPEACTBA, UMEIOIIHNE OTHOLICHNE
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K THUIy PacCMaTPUBAEMOrO COCTaBa, HANPUMeEp, MOAXOMALINE IJisi MEepOPaJbHOrO BBEACHUS,
MOT'YT BKJIFOUATh B c€0sl apOMaTHU3aTOPHI.

Cnoco0blI BBeieHHS 103b] U PeKHMBbI JIeYeHHUsI

CornacHo OIHOMY BapHAaHTy OCYINECTBJICHHS MHTHOUTOPBI ayTOTAKCHMHA WIIM HX
(bapMareBTHYECKH PUEMIIEMYIO COJIb UCTOJNB3YIOT B MOJYYEHUHU JIEKAPCTBEHHBIX MPENapaToB
Ui edeHnst 3a00JIeBaHUHM WJIM COCTOSTHUM Y MJIEKOIHUTAIOLIETO, MPH KOTOPBIX OyJaeT MOJIE3HO
UHrHOMPOBAaHUE WM CHIDKEHHE AKTUBHOCTH ayToTakcuHa. CrocoObl jeueHus JroOoro us
3a00JI€BAaHUI MJIM COCTOSIHUH, OMMCHIBAEMBIX B HACTOSIIIIEM JOKYMEHTE, Y MIIEKOITUTAOIIETO MPH
HEOOXOIMMOCTH TAaKOIO JIEYEHUs, BKJIIOYAIOT BBeIEHHE (DapMalleBTUYECKUX KOMITO3ULIHH,
KOTOpble BKJIIOYAIOT B ce0si MO MeHbInel Mepe OAWH HHTHOUTOp ayTOTaKCHHA WIJIH €ro
dapMarieBTUYECKH ~ TPUEMIIEMYIO  COJIb, AKTHBHBIH  METadOJHT, NPOJIEKAPCTBO WU
(dapMarieBTUYECKH TNPUEMIIEMbIII CONbBAT, B TepamneBTUYeCKH 3S(P(PEKTUBHBIX KOJHMYECTBAX
YKa3aHHOMY MJIEKOIUTAIOLIEMY.

CornacHo HEKOTOPbIM BapHAaHTaM OCYLIECTBJECHUs KOMIIO3ULUH, COAEp Kalliue
coenuHEeHne(us), OMUCHIBAEMbIE B HACTOSILEM IOKYMEHTE, BBOAST ISl MPOQPHIAKTHIECKOTO
WWIM TepaneBTHYecKoro JyedeHus. COriacHO HEKOTOPBIM TEPareBTHYECKUM INPHMEHEHUSIM
KOMIIO3MLIMK BBOAAT OOJNBHOMY, YK€ CTpajarolieMy 3a00JeBaHHEM WM COCTOSHHEM, B
KOJIMYECTBE, AOCTATOYHOM JUIsl M3JICYEHUS] WM 1O MEeHbLIeH Mepe YaCTHMYHOIO NpPEeKpalleHus
NPOSIBJIEHUS] 10 MEHbIIeH Mepe OJHOr0 M3 CHUMIOTOMOB 3a00JIeBaHHSI WM COCTOSIHHUSL.
KonnuectBa, >¢¢ekTuBHbIE Ui TAKOrO TNPUMEHEHUs, 3aBUCST OT TSDKECTH M TEUSHHS
3a00NeBaHMsI WJIM COCTOSIHUS, TPENBAPUTEIBHON TEparuu, COCTOSHUS 30POBbsi OOJBHOTO,
MacCel M OTBETa Ha JIEKAPCTBEHHbIE CPEACTBA, a TAaKK€ OT MHEHHUs Jieyalero Bpada.
Tepanesruueckn 3ddexTuBHBIE KOMMYECTBA HEOOA3aTENBHO ONpPENeNAoT — crocobamu,
BKJIFOYAIOLTUMH B ce0si 0e3 OrpaHWuYeHUs] KJIMHHYECKUM HCIBITAHHEM C YBEJUYEHHUEM J03bI
W/ Wiy ¢ moadOpOM ONTHUMAJIBHOM TO3BI.

IIpn npoduIaKTHUECKUX TNPUMEHEHHUSX KOMITO3UIMH, CONEepKAI(ue WHTHOUTOPHI
ayTOTaKCUHA, BBOIAT OOJBHOMY, BOCHIPUUMUYHUBOMY K KOHKPETHOMY 3a00JIEBAHUIO, HAPYIICHUIO
WIN COCTOSIHUIO, WJIHM, B NMPOTHUBHOM CJIy4ae, C PUCKOM PA3BHUTHUS TAKOBBIX. Takoe KOJHMUYECTBO
ONIPENENSIOT KakK «mpodriakTuiecku 3(G(EeKTUBHBIE KOJMYECTBO WM A03y». Ilpu Takom
NPUMEHEHUH TOYHBIE KOJIMYECTBA TAK)KE 3aBHCAT OT COCTOSHHUS 3[JOPOBbsI OOJNBHOTO, MacChl U
T.11. [Ipn ricnionb3oBaHNK y OONBHBIX 3P (PEKTUBHBIE KOIUYECTBA AJISI TAKOTO MPUMEHEHHs Oy IyT
3aBHCETh OT TSDKECTU W TeueHHsl 3a00JIeBaHUs, HAPYIICHUS WM COCTOSHUS, MPENBAPUTEIBHOM
TEPAaITH, COCTOSIHHS 3I0POBbs OOJIBHOTO, MACChl M OTBETA HA JIEKAPCTBEHHBIE CPENICTBA, & TAKXKE
OT MHeHHs Jiedamero spada. CornacHO OZHOMY acleKTy Mpo(HIaKTUYeCKHe TepaneBTUUECKUe

CpeACTBAa BKIIIOYAKOT BBCACHUE MIICKOIMMUTAKOIICMY, KOTOPOC paHEEC UCIBIThIBAJIO IO MeHbIIeH
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Mepe OIMH CHMITTOM 3a00JIEBaHMUs, MTOUIEKAIIETO JIEYSHUIO, M B HACTOSIIIUI MOMEHT HaXOAUTCS
B COCTOSHUM peMHCCHH, (apMaleBTHYECKOW KOMIIO3MLMH, COAepKalled WHTHOUTOp
ayTOTaKCMHa WM ero (apMaleBTHYECKH TNPUEMIIEMYIO COJIb, I TPEOyNpPesKACHUS
BO3BPALIEHUS] CHMIITOMOB 3a00JIEBAHUS MJTH COCTOSTHHSL.

CornacHo HEKOTOPBIM BapUaHTAM OCYINECTBIIEHHs, €CIH COCTOSsHUE OOJIbHOTO He
yAy4IIaeTcs,, TO HA YCMOTPEHHE Bpada BBEAEHHE MHTHOUTOPOB AayTOTAKCHHA OCYINECTBIISIOT
XPOHUYECKH, TO €CTh B TEUEHNE YBEJINYEHHOTO MEPHO/Ia BPEMEHHU, B TOM YUCJIE HA MPOTSLKEHUH
KU3HU OONBHOTO, It OOJIErYeHUs, WIM MHBIM 00pa3oM KOHTPOJHMPOBAHUS, WM OTPAHUYEHUS
CHMITTOMOB 3a00JI€BaHHsI I COCTOSIHUSA Y OOJBHOTO.

CornacHo HEKOTOPBIM BapuUaHTaM OCYIIECTBJIEHHUS, €CIH COCTOSIHHE OOJBHOTO
YIYYIIAeTCs], TO A03Y JIEKAPCTBEHHOI'O CPENCTBA, MOJIEKAINEr0 BBEICHNUIO, BPDEMEHHO CHHUKAIOT
WIN BBEJEHHE BPEMEHHO IPHOCTAHABIMBAIOT HA ONPEAENEHHbIM MPOMEXKYTOK BpeMeHHu (T.e.
«OTIBIX OT JIEKAPCTBEHHOro cpencTBa»). COrnacHO KOHKPETHBIM BapUaHTaM OCYIIECTBJICHHUS
IPOJIOJIKUTENBHOCTD OTABIXA OT JIEKAPCTBEHHOT'O CPEACTBA COCTABJISIET OT 2 CYTOK 10 1 rona, B
TOM UHUCJIE, UCKIKYUTENBHO B KaUeCTBE PUMEpa, 2 CYTOK, 3 CYTOK, 4 CyTOK, 5 CYyTOK, 6 CYTOK, 7
cyTok, 10 cyTok, 12 cyTok, 15 cytok, 20 cyTok, 28 cyTok uinu 6onee 28 cyTok. CHIKEHHE TO3bI
Ha MPOTSDKEHUM OTABIXA OT JIEKAPCTBEHHOI'O CPEJICTBA COCTABIISIET, UCKIIFOYUTEIbHO B Ka4eCTBE
npumepa, ot 10% no 100%, B TOM uucie, UCKIIOUUTENBPHO B KadecTBe mpumepa, 10%, 15%,
20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%, 95% u
100%.

Kax TombKO MPOUCXOAUT YIyYIIEHHE COCTOSTHUI OOJIbHOTO, TPU HEOOXOAMMOCTH BBOZSIT
NOAIePKUBAIOIIYEO 103Yy. 3aTeM COTJIACHO KOHKPETHBIM BapHAHTaM OCYLIECTBJICHUS JO3HPOBKY,
WK YaCTOTY BBEACHHMS, I U TO, U JPYroe CHIDKAIOT KaK (PYHKLIHIO OT CHMIITOMOB JIO YPOBHS,
IPU KOTOPOM yJIydlIeHHe 3a00JieBaHUs, HAPYLICHHUsS WM COCTOsIHHMsA coxpansercsi. CoriacHo
HEKOTOPHIM BapHaHTaM OCYLIECTBJIEHHs], OJHAKO, OOJbHOMY TpeOyeTcs WHTePMHUTTUPYIOINAs
TepaIus Ha JUIUTEIbHONH OCHOBE TPH JIFOOOM PELUANBE CHMITTOMOB.

KonnuecTBo JaHHOTO CpencTBa, KOTOPOE COOTBETCTBYET TAKOMY KOJIMYECTBY, BAPHHPYET
B 3aBHUCHUMOCTH OT (DaKTOPOB, TAKMX KaK KOHKPETHBIH WHTUOUTOpP ayTOTAaKCHHA, COCTOSIHUE
3a00JIeBaHMS U €r0 TSDKECTh, HHIUBUAYAIbHAsE OCOOCHHOCTD (HAIPUMEp, Macca, MoJ) CyOBeKTa
WIN XO35IMHA, HY)KAAIOINErocsi B JICYEHWH, HO BCE TAKH OIPENENseTCsl B COOTBETCTBHH C
KOHKPETHBIMH OOCTOSITENIbCTBAMH, CBS3aHHBIMH C 3TUM 3a00JI€BaHUE, B TOM YHCIE, HAIIPUMED,
KOHKPETHOE CpPEACTBO, TMOAJIEKAINee BBEASHHIO, IMyTh BBEIEHUS, COCTOSHHE, IOJIeKaIee
JIEYCHHIO, U CYOBEKT WITH XO3S5IMH, TPEOYIOINHN JIeYeHUS.

OnHako OOBIMHO MO3BI, HCHOJB3yE€MbIE Ui B3POCIOrO 4YENOBEKa, Kak IMPaBUJIO,

HaxoasTcss B auanaso”e or 0,01 mr 5000 mr B cytku. CoriacHO OJHOMY acIieKTy [AO03bl,
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UCTIONIb3YEeMBbIE JUII  B3pPOCJIOrO HEJIOBEKAa, COCTABISIOT OT npubnusutensHo | mr go
npubmm3uTenbHo 1000 mr B cytku. COrjlacHO OZHOMY BapHaHTy OCYILISCTBJICHHS ‘Kejlaemasi
no3a ans ynoOCTBa MpencTaBieHa B BUAE ONHOKPATHOW O3Bl WJIM B BUAE PA3NENEHHBIX 103,
BBOJIUMBIX OJJHOBPEMEHHO HJIM C COOTBETCTBYIOIIUMH HHTEPBAJIAMH, HAIPUMEpP, B BUJE IBYX,
TpeX, YeThIpex Win 0ojiee YacTel 103 B CYTKU.

CornacHo OmHOMY BapUaHTy OCYLIECTBIIEHHs CYTOUHBIE JO3UPOBKHU, MOAXOIALINE IS
MHrUOUTOpa ayTOTAaKCMHA MM ero (apMaleBTUYECKH MPUEMIIEMOH COJIM, COCTABISIOT OT
npubmmsutensHo 0,01 mo mpubmusurensHo S50 mr/kr maccbl Tena. COrIacHO HEKOTOPBIM
BapUaHTaM OCYILIECTBJEHHs CYTOYHbIE JHO3UPOBKA HJIM KOJWYECTBO AKTUBHOI'O MHIPEAMEHTA B
JO3UPOBAHHON (pOpME HIDKE WJIM BBIIIE JUANA30HOB, YKA3aHHBIX B HACTOALIEM JOKYMEHTE, B
3aBHCUMOCTH OT psifa IEPEeMEeHHbIX, KacaroIlUXCs WHAWBUAYAJIbHOTO pEKHUMA JIEYEHUS.
CornacHoO pa3IuUYHBIM BapHaHTaM OCYILECTBJIEHHUS] CYTOYHBIE U €AMHUYHBIE JO3UPOBKH MEHSIOT
B 3aBHCHUMOCTH OT psila TNEPEMEHHBIX, B TOM 4HCiIe Oe3 OrpaHW4YeHUs] OT aKTHBHOCTH
UCIIONb3YyEeMOr0 MHIMOMTOpAa ayTOTaKCHHA, 3a00JeBaHMs WM COCTOSIHUS, TOJUIEKAIINX
JedeHuto, crnocoba BBeleHUs, TpeOOBaHMN OTIAENBHOTO CYyObEKTa, TSDKECTH 3a0O0JIeBaHUS WU
COCTOSIHUSI, MOJUJIEKALETO JISYSHUIO, U MHEHHsI JIeYallero Bpaya.

ToxcnmuHOCTh M TepaneBTHYecKast 3((PEKTHBHOCTh TAKUX TEPANEBTHYECKUX PEKHUMOB
OIIPEAEISIIOT CTAHAAPTHBIMHU (hapMaleBTHUECKIMH MIPOLIEAYPAMH HA KJIETOYHBIX KYJIBTYPaxX HIIH
SKCMIEPUMEHTAIIbHBIX JKUBOTHBIX, B TOM 4YHcie Oe3 orpanumdenus: ompenenenue LDso u EDso.
OrHomeHHe a03 C TOKCHYECKMM M TepamneBTudeckuM d¢pdexkramu mnpencraeisier coOou
TEepareBTHYECKUN MHIEKC U BbIpaskaeTcsi kak orHouenne LDsy k EDso. CorinacHo HEKOTOpPBIM
BapUAHTAM OCYLIECTBJICHHs JAHHbIC, TOJYYCHHBbIE U3 aHAJIHM30B C KJIETOUHBIMU KYJIbTypaMu U
UCCIIEIOBAHUN HA JKUBOTHBIX, HCIIOJB3YIOT B COCTaBJICHUU TEPANeBTHUECKH 3(PPEKTUBHOrO
JMana3oHa CyTOYHOM JO3UPOBKH W/WJIH TepaneBTHIECKH 3((EKTUBHOTO KOJINYECTBA €AUHUYIHON
JO3UPOBKH JUJISl MPUMEHEHHsI Y MIIEKOITUTAIOINX, B TOM 4ucie Jroaed. CorimacHo HEKOTOPhIM
BapUAHTAM OCYILIECTBJIEHHsS] KOJIMYECTBO CYTOYHOW MO3UPOBKH HHTHOMTOPOB ayTOTAKCHHA
JEKUT B JUANA30HE ILUPKYJUPYIOIINX KOHLEHTPALMi, KoTopble BKIHOYaT B cebs EDso ¢
MHHHMAJBHON TOKCHYHOCTHIO. COIJIaCHO HEKOTOPBIM BapHaHTaM OCYLIECTBICHHS IUAIa30H
CYTOYHOH JAO3MPOBKH W/WJIH KOJHMYECTBO €IMHUYHON TO3UPOBKH BapPbUPYET B 3TOM JHANA30HE B
3aBHCHUMOCTH OT HCIIOJIb3yEeMOH TO3UPOBAHHOMN (DOPMBI U HCTIONIb3YEMOTO Ty TH BBEIEHHS.

CormacHo  kakoMy-TuOO W3 BBIIIEYIOMSHYTBIX  ACIEKTOB  IPEIACTABIIECHBI
IOTIOJHATENbHBIE BAPUAHTbI  OCYLIECTBIEHHUS, B KOTOPBIX 3((eKTHBHOE KOIMYECTBO
UHrHOWTOpa AayTOTaKCHMHA WM ero (QapMameBTHYecKH mpueMieMoil comu (a) BBOIAT
MJIEKONIUTAIOLIEMY CUCTeMHO, w/uiau (b) BBOASAT MIIEKONUTANOLIEMY IE€POPATBbHO; /WK

(c) BBOAAT MIIEKOMUTAIOIIEMY BHYTPUBEHHO, W/WiH (d) BBOAST MJIEKOMUTAIOIIEMY WHBEKIIUEH,
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w/unn (€) BBOIAT MIIEKONMTAIOIIEMY MECTHbIM myTeM;, u/win (f) BBOAST MIIEKONMHUTAIOLIEMY
HECHCTEMHO HJIH JIOKAJIbHO.

CormacHo  KakoMy-uOO W3 BBIIIEYIIOMSHYTBIX  ACIEKTOB  IPECTABIIEHBI
JOTIOJTHUTENIbHBIE  BAPUAHTHI  OCYLIECTBIEHMs, BKJIIOYAIOIIME OJHOKPATHBbIE BBEACHUS
3¢ EKTUBHOrO KOJIMYECTBA MHIMONTOPA ayTOTAKCHHA, B TOM YHCJIE JONOJHUTEIbHbBIE BAPHAHTHI
OCYIIECTBIIEHHS, IPU KOTOPBIX (1) MHTUOUTOP ayTOTAKCHHA BBOIAT OAMH pa3 B CYTKH, wiH (i)
UHTUOUTOP ayTOTaKCHHA BBOIAT MJIEKOIMTAIOLIIEMY HECKOJIBKO pa3 B TEUEHHE OJJHUX CYTOK.

CormacHo  kakoMy-uOO W3 BBIIIEYIOMSHYTBIX  aCIEKTOB  IPECTABIIECHBI
JOTIOJTHUTENbHBIE BAapPUAHTBl OCYIIECTBJIEHUS MPENyCMaTPHUBAIOIINE MHOTOKPATHBIE BBEICHMS
3¢ EeKTUBHOrO KOJIMYECTBA HHIHONTOPA ayTOTAKCHHA, B TOM YHCJIE JONOJHUTEIbHbIE BAPHAHTHI
OCYILIECTBJIEHHUs, TPU KOTOPBHIX (1) MHIMOMTOpP ayTOTAaKCHHA BBOAST IOCTOSHHO WM C
NPOMEXKYTKAMH. B BHJIE OJHOKPATHOW N03bI, (11) BpeMsi MeX1y MHOTOKPATHBIMH BBEICHHUSIMH
cocTaBiisieT 6 4acoB, (iii) MHTHOUTOP ayTOTAKCHHA BBOASAT MIIEKOMUTAIOIIEMY KasK/able 8 4acos,
(iv) MHrHOMTOp ayTOTAKCHHA BBOASAT MJIEKOMHUTAIOLIEMYy Kakabple 12 dacos; (V) HHrHOMTOP
ayTOTaKCMHAa BBOAAT MIIEKONHTaroLieMy kaxkzable 24 yaca. COriacHO IOMOJHUTENbHBIM HIIN
AMBbTEPHATUBHBIM  BapHaHTAM  OCYIUIECTBJIEHHMsS CHOCOO TNpeayCcMaTpuBaeT OTHABIX  OT
JIEKapPCTBEHHOTO CpPEACTBA, IPU KOTOPOM BBEAEHHE MHIUOMTOpPAa AyTOTAKCMHA BPEMEHHO
NPUOCTAHABJINBAIOT WM 03y MHTHOMTOpA ayTOTAKCHHA, MOJUIEKAINEro BBEICHUIO, BPEMEHHO
CHIDKAIOT, TI0 OKOHYAHUHU OT/AbIXa OT JIGKAPCTBEHHOT'O CPENCTBA BBEJCHHE JIO3bI MHIHOUTOpA
ayTOTaKCHHA BO30OHOBISIOT. COrIACHO OJHOMY BapHAHTY OCYILECTBIIEHHSI MPOIOKUTENIbHOCTD
OTIbIXa OT JIEKAPCTBEHHOIO CPENICTBA BapbUpPyeT OT 2 CYyTOK 110 1 roxa.

CornacHo HEKOTOPBIM BapUAHTAM OCYLIECTBJICHHS BBEIEHHE TEPANeBTHYECKH
3¢ (HeKTUBHOM A03bI HHTMOUTOpPA ayTOTAKCHHA HE BBI3BIBAET IeNaTOOUIIHAPHOE MOBPEKICHHE.
CornacHO HEKOTOPBIM BapUAHTAM OCYIIECTBJICHHUs BBENEHHE WHTMOWTOpAa ayTOTAaKCHHA HE
BBI3bIBAET TOBBILIEHHE HJIM HE BbI3bIBAET CYLIECTBEHHOE MOBBILICHUE COIEPIKAHKS B CHIBOPOTKE
KPOBH OJTHOT'O MJIM HECKOJIbKHUX MEYEHOUHbIX OenKkoB. [leueHouHbIe O€NKH BKIIFOUAIOT B cebst Oe3
orpaHuueHus: acripararrpaicamutasy (AST), OunupyOun u menounyro ¢ocdartasy (ALP). B
KauecTBe MPHUMEPA, CYLIECTBEHHbIM MOBBILICHHE SIBJISETCS MOBBILIEHHE MO MEHbIIEH Mepe Ha
npubmm3uTenbHo 50%, 100%, 200% wnu Oonee comeprkaHusi Oellka B CHIBOPOTKE KPOBU TMOCIE
BBEICHUS NPOPUIAKTUYECKON WM TEparneBTUYECKON 03bl WHTHOWTOpAa ayTOTAaKCHHA I10
CPaBHEHHIO C COIep KaHHeM OeJika B CHIBOPOTKE KPOBH IO BBEIEHHUS WHIMOUTOpPA ayTOTAKCHHA.
H3mepeHne neueHOUHbIX (PePMEHTOB TOCIIE BBEACHHS BKIIFOYAET B ce0s1 H3MEPEHHE NEUEHOYHBIX
(dbepMeHTOB TMOCNe 3aBEPLICHHs TEPANEBTHUECKOTO pekuMa. F3MepeHHe NeYeHOYHBIX
(depMeHTOB TOCTE BBENEHHs BKIOYaeT B ceds HM3MEpeHHe NeueHOYHBIX (DEPMEHTOB Ha

MNPOTAXKEHUHN TEPANICBTUYICCKOI'O pEeXKUMa.
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CornacHo HEKOTOPBIM BapHAHTAM OCYILIECTBIICHHS BBENEHHE TEPANEBTHUECKH
3¢ exkTUBHON 103bI MHTHOUTOpPA ayTOTAKCHHA HE BBI3BIBAET MOBBIIICHUS B CHIBOPOTKE KPOBH
comeprkaHus acrparartpaHcamuHasbl (AST) Mo cpaBHEHHIO C CONEP’KAaHUEM B CBIBOPOTKE KPOBHU
AST no BBemenusa. CorjmacHO HEKOTOPBIM BapHAaHTaM  OCYINECTBJIEHHS  BBEICHUE
TepaneBTHUeCKH 3()(PEeKTHBHON M03bI MHrHOMTOpPA ayTOTAKCHHA BbI3bIBAET MeHee ueM 10-
KpaTHOe, 5-KpaTHOe, 3-KpaTHOe WM 2-KpaTHoe mnosbliieHue conepkanus AST B chiBOpoTke
KpOBU 1O cpaBHeHHIO ¢ coxepkaHueM AST B ceiBopoTke KpoBu a0 BBeneHus. CoriacHO
HEKOTOPBHIM BapHAHTaM OCYILIECTBIIEHHsI TOCJIE BBEIEHHs TeparneBTH4ecku 3((HEeKTUBHON O3B
MHruOUTOpa ayToTakCHHa CyObekTy coxepkaHne AST B ChIBOPOTKE KpOBH y cyObeKkTa
cocTaBjsieT oT npudmm3uTenbHo 8 1o mpudamsuTensHo 200 ex./n, ot npubmusurensHo 8 no 100
en./n, ot npubnusurensHo 8 1o 80 exn./n win ot npubauzurensHo 8 1o 60 exn /.

CornacHo HEKOTOPBIM BapHAHTAM OCYLIECTBIIEHMsS BBEIEHHE TEepPANeBTHUYECKH
3¢ deKTHBHON 103bI UHTHOUTOPA ayTOTAKCHHA CYOBEKTY HE BBI3bIBAET MOBBILICHHS CONEPKAHUS
OunupyOuHa y cyObekTa IO CpaBHEHHIO ¢ coaepskaHueM OmnnpyOuHa no BBeneHus. CoryacHO
HEKOTOPbIM BapUAHTaM OCYIIECTBJICHUs COJepKaHne OMIMpyOrHA He 3HAYUTEIbHO MOBBILIAETCSI
B mpepenax 1 mnm Oojiee CyTOK, Heledb, MECSLEB WM JIET IMOCJIE HAYaJbHOTO BBEIEHUS
MHIHOUTOpPA ayTOTAKCHHA. 3HAYMTENIbHOE TOBBILIEHHE BKJIIOYAET B ce0sl O MEHbIIeH mepe 2-
KpaTHOEe, 3-KpaTHOe, 4-KpaTHOe WJIM S5-KpaTHOE MOBBIIIEHHE CONepKaHus OunupyOuHa mocne
BBEJICHUS] HHTUOUTOpA ayTOTAKCHHA.

CornacHo HEKOTOPBIM BapUAHTAM OCYLIECTBJICHHsS BBEIEHHE TEPANEBTHYECKH
3¢ eKTUBHON 1036l UHTUOUTOPA ayTOTAKCUHA CYOBEKTY HE BBI3BIBAET MOBBILICHUS CONEPIKAHHS
menouHoi ¢ocdarasel (ALP) y cyObekTa 1o cpaBHeHMIO ¢ comep:kanrieM ALP no BBemeHwus.
CornacHO HEKOTOPbIM BapHaHTaM OCYIIECTBIeHUs conepkanne ALP He 3HauMTeNnbHO
NOBBIIIAETCS B mpenenax | wiam Ooyee CyTOK, HEOeslb, MECSILEB HJIM JIET TOCJIe HAYaIbHOTO
BBEJICHUS] MHIMOUTOPA ayTOTAKCHHA. 3HAYUTENIbHOE MOBBILICHNE BKIIOYAET B CeOst IO MEHBIICH
Mepe 2-KpaTHoe, 3-KpaTHoe, 4-KpaTHOe WU S5-KpaTHOe NoBbIlIeHHe conepykaHus ALP mocne
BBEJICHUS] HHTHOUTOpA ayTOTAKCHHA.

CornacHoO HEKOTOPBIM BapHUAHTAM OCYLIECTBIICHHS BBENEHHE TEPANeBTHUYECKH
3¢ ¢exkTUBHONW 03I WHTHOMTOpAa AayTOTaKCHHA CYOBEKTY HE BbI3bIBAET YCHJIEHHS B
OKpAaIIMBaHUE XKEeJTYH B 00pasIie MeYeH! OT CyOBeKTa 10 CPABHEHHIO C OKPAIIUBAHUEM KEITUU 10
BBeieHUsl. COrjjacHO HEKOTOPBIM BapHAHTaM OCYINECTBIEHUS] OKpAIIMBAHUE KEUHU He
3HAYUTETIPHO YCHJIMBAEeTCA B mpenenax | win Oonee CyTOK, HEHENb, MECSLEB HIIH JIET IMOCHe
HavyaJIbHOTO BBeAeHMs nHruonropa ATX.

CornacHo HEKOTOPBIM BapHAHTAM OCYIIECTBJICHHUS] TOCJTE BBEIEHUS TEPANeBTHUECKH

3¢ ¢exkTUBHON N103bI MHTHOUTOpA AyTOTAKCHHA CYOBEKTY COAEpIKaHHWE, HE BbI3bIBAOLIEE
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BUANMBIX HeOmaronpusTHeix n3MeHeHuit (NOAEL), cocraBnsier mo meHbiiei mepe 1, 10, 20, 50,
100, 500 uym 1000 MuyTMUTpaMM MHTHOUTOPA ayTOTAKCHHA HA KUJIOTPAaMM Macchl Tena (Mr/Kr
maccel Tena). CoriacHo HeKOTopbIM mpuMepam 7-cyrounoe NOAEL mist KpbIChl, KOTOPOU BBEITH
WHTHOUTOP ayTOTAKCHHA, COCTABIISIET MO MEHblIel Mepe mpudmusutensao 200, 300, 400, 500,
600, 700, 800, 900, 1000, 1500 mmm 2000 mr/kr macchl Tena. CoOrjlacCHO HEKOTOPBIM MpUMepaM
7-cyrouHoe NOAEL nist cobaku, KOTOpOil BBENM HHTHOUTOP ayTOTAKCHHA, COCTABISET IIO
MeHbIe Mepe npudmmsutensao 10, 20, 30, 40, 50, 60, 70, 80, 90, 100, 200, 500 mr/kr mMacchl
tena. CormacHo HekoTopeiM mpumepam S-cyrounoe NOAEL st cobaku, KOTOpOi BBend
WHTHOUTOpP ayTOTAKCHHA, COCTABIISIET IO MeHbIIel Mepe npudmusurensHo 10, 20, 30, 40, 50, 60,

70, 80, 90, 100, 200, 500 MI/Kr Maccel Teja.

Kom0OnHupoBaHHbIE TEpaneBTHYECKHE CPEACTBA

B HekoTOpbIX ciyuasx LenecooOpa3sHO BBOOUTH IO MEHbLIEH Mepe OAMH HMHTUOMTOp
ayTOTaKCHHA WM ero (apMaleBTHYECKH MPUEMIIEMYIO COJIb B KOMOMHAIIMM C OJHUM HJIH
HECKOJIbKUMH JAPYTHMH TepaneBTHUeCKUMHU cpeacTtBamu. COrfIacHO BapHaHTaM OCYIIECTBIICHHSI
¢dapmarieBTHYECKas  KOMIO3ULMS ~ JOMNOJHHUTENBHO  CONEPXKHUT ONHO WM  HECKOJBKO
IPOTUBOPAKOBBIX CPEACTB.

CornacHO OZHOMY BapHaHTY OCYILIECTBIEHUS TEPANEBTHYECKYIO 3()(HEKTUBHOCTb OTHOTO
U3 MHTHOMTOPOB ayTOTAKCHHA YCHJIMBAIOT IyTEM BBEIEHHUS aabioBaHTa (T.€. caM Mo cebe
aIbIOBAHT O0JIaaeT MUHHMAJbHOH TEparneBTUYeCKOH MOiIb30H, HO B KOMOWHAIIMM C APYTUM
TEpareBTUUECKHM CPENCTBOM 00Ias TepareBTUYeCcKasi Mojb3a AJisi OOJBHOTO YCHIIUBAETCS).
WUnu coriacHO HEKOTOPBIM BapHaHTaM OCYINECTBJIEHUS TOJIb3Y, KOTOPYIO OIIyLIaeT OOJBbHOI,
YCUJIMBAIOT MyTE€M BBEIEHHs OJHOIO W3 WHTHOMTOPOB ayTOTAKCHHA C JPYTUM CPEICTBOM (UTO
TaK)Ke MPEAyCMAaTPUBAETCS TEPANEBTHYECKHM PEKHUMOM), KOTOpOe Takke oOnamaer
TEepaneBTUYECKON MOIb30M.

CornacHO OIHOMY KOHKPETHOMY BapHaHTy OCYLIECTBJICHHsS HHTHOUTOP ayTOTaKCHHA
WIH ero (papMarleBTHUECKH MPUEMIIEMYIO COJIb BBOIST COBMECTHO CO BTOPBIM TEPANEBTUYECKUM
CPEeNCTBOM, MPH 3TOM MHIMOMTOP ayTOTaKCHHA WM €ro (apMaleBTHUECKH MpUeMJIeMasi COJb
BTOPOE TEPANEBTHUYECKOE CPEACTBO MOAYJIMPYIOT Pa3JIMUHbIE aCMIEKThI 3a00JI€BaH s, HAPYIIECHHS
WJIH COCTOSIHHMSI, TIOMJIEKAIIETO JIEYEHUIO, C 00ECTIEYEHUEM TEM CAMBIM OOJIbIIEN OOLIEH MOJIb3HI,
4YeM BBEJCHHE KaKOro-H0O0 TeparneBTHUECKOro CPeCTBa OTAEIbHO.

B mobom ciydae He3aBUCHMO OT 3a00NeBaHUs, HAPYLUIEHUS WM COCTOSHHUS,
MO/JIEIKALIETO JICYSHHUI0, 001Iast UCTIbIThIBaeMast OOJIBHBIM MOJIb3a MPOCTO CYMMHPYETCS OT ABYX

TEPAIeBTHUECKUX CPEACTB, MU OOJIBHON HCIIBITHIBAET CHHEPTHUECKUN 3PP EKT.
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CornacHo HEKOTOPBIM BAapUAHTAM OCYINECTBICHUS pAa3JIMUHbIE TEPANEBTHUECKU
3¢ (eKTuBHBIC TO3UPOBKH WHTHMOUTOPOB ayTOTaKCHHA OYAYT HCIOIB30BATHCS B COCTABJICHUU
(papMaLIeBTHYECKOI KOMITO3MLIMN W/WJIH B PEXUMaX JICYCHHUS, €CITU UHTHOUTOPbI ayTOTAKCHHA
BBOJISIT B KOMOMHAIIMU C OJJHUM HJTH HECKOJIbKMMU JOTMOJHUTEIBHBIME CPECTBAMU, TAKUMH KaK
JOTIOJTHUTEIBHOE TepaneBTuYeckn 3((PEeKTHBHOE JEeKapCTBEHHOE CPENCTBO, AABIOBAHT WU
nonoOHoe. TepaneBruuecku >(QexkTuBHbIC NO3HPOBKU JIEKAPCTBEHHBIX CPEACTB U APYIHX
CPENCTB JUIA MPUMEHEHUS] B KOMOMHUPOBAHHBIX PEXKUMAaX JICYSHHUS] HEOOS3aTENIbHO ONPEeNsIoT
C MOMOIIBIO CPEICTB, MOAOOHBIX TEM, YTO U3JIOKEHBI BBILIE JUIsI AKTUBHBIX HHIPEIUEHTOB CaMHX
no cedbe. Kpome Toro, crnocoObl mpenynpexneHus/JIeueHus, OIMUChIBAEMbIE B HACTOSLIEM
JOKYMEHTE, BKJIIOYAIOT MPUMEHEHHEe METPOHOMHOIO BBEIEHMs AO03bl, T.e. obecneueHue Oosee
4acThIX, OOJiee HU3KUX 03, AJII MUHUMHU3ALUHA TOKCHYECKUX MoOouHbIX 3¢pdexTon. CormacHo
HEKOTOPbIM BapUaHTAaM OCYIIECTBJCHUS KOMOMHUPOBAHHBIN PEXUM JICUYCHUS OXBATBHIBACT
PEXHMMBI JIeYE€HUs, PU KOTOPbIX BBEJEHHE MHIMOUTOPA ayTOTAKCHHA WJIH €r0 (hapMarieBTHUECKH
npueMyIeMON COJNM HAYMHAIOT JIO, B XOJ€ WM IIOCNe JIEUYeHHs BTOPBIM CPEICTBOM,
OIMCHIBAEMBIM B HACTOSLIEM JOKYMEHTE, U MPOAOIDKAIOT 10 KAaKOro-1mbo MOMEHTa BPEMEHH B
XOZI€ JIEUeHHsT BTOPHIM CPEACTBOM WJIM TIOCJI€ OKOHYAHHsI JIeYeHHs BTOPbIM cpenactBoM. OH
TAKXKe BKJIOYAET TEePAreBTHMYECKHE CPEICTBA, B KOTOPBIX HWHTHOMTOP ayTOTAKCHHA WM €ro
(apMarieBTHYECKH MPUEMJIEMYIO COJb M BTOPOE CPEICTBO, MOAJIEKAIINE HCIOJIb30BAHUIO B
KOMOWHAIIMY, BBOIST OJHOBPEMEHHO WJIH B pa3Hble MOMEHTbl BPEMEHU W/UIU C
YMEHBIIAOIUMHUCS WA YBETUYHNBAIOIIUMUCS UHTEPBAJIAMHU Ha MPOTSHKEHUH TIEPUOAA JICUSHHS.
KomOuHupoBaHHas Tepamnusi, KpOMe TOrO, BKJIIOYAET B Ce0sl MePUOANYECKUE TepareBTHIECKIE
CPEeNCTBa, KOTOPbE HAYMHAIOTCS M OCTAHABJIMBAIOTCS B PA3IMYHbIE MOMEHTBI BpPEMEHH JJIsI
COAEHMCTBUS KIMHUYECKOMY JICYEHUIO OOJIBHOTO.

Crnenyer y4uThIBaTh, YTO PEKUM BBEAEHHUS IO3bI AJISI JICUSHUS], MPEAYNPEKACHUs WUIN
oOyerueHus1 COCTOSTHUSI(MH), KOTOpoe TpedyeT obyerdyenus, MOOU(PUIHPYIOT B COOTBETCTBUU C
psinoMm ¢akTopoB (Hampumep, 3aboieBaHHe, HAPYLICHHE WM COCTOSIHHE, KOTOPBIM CTpajaer
CYyOBEKT, BO3pACT, Macca, MoJi, TUeTa U MeIULIMHCKOE COCTOsIHUE cyObekTa). Takum oOpa3om, B
HEKOTOPBIX CIy4dasx (PaKTHYECKH UCIOIb3YEMbIH PEKUM BBEIEHHs I03bl MEHSIETCS U COTJIACHO
HEKOTOPbIM BapHaHTaM OCYILECTBJICHHUS OTIIMYAETCSI OT PEKMMOB BBEIEHHS O3bI, H3JIOKEHHBIX
B HACTOSALIEM JOKYMEHTE.

Jlnsi KOMOMHHPOBAaHHBIX TEPANeBTHYECKUX CPEACTB, OIMKCHIBAEMbIE B HACTOSLIEM
JIOKYMEHTE, TO3UPOBKH COBMECTHO BBOIMMbIX COSIUHEHHUI BAPHUPYIOT B 3aBUCUMOCTH OT THIIA
COBMECTHO HCIIOJb3YEMOr0 JIEKAPCTBEHHOTO CPEACTBA, OT KOHKPETHOTO HCIIOJIb3YEMOro
JIEKapCTBEHHOTO CPEACTBA, OT 3a00JNEeBAaHUS WM COCTOSHUS, MOMJIEXKAILIErO JICYEHUIO, U T.J.

CornacHo AOMOJIHUTCJIbHBIM BapUaHTaM OCYILICCTBJICHUA IMPU COBMCCTHOM BBEACHUU C OJHHUM
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WIN HECKOJBKIMHU APYTUMH TEPANeBTHUECKUMH CPEACTBAMHU HHTHOUTOP ayTOTAKCHHA BBOJIST
T100 OJHOBPEMEHHO C OJIHUM WJIM HECKOJBKHUMH JPYTHMMH TEPAIeBTUYECKHMMU CPENCTBAMH,
OO0 MOCNIeOBATENBHO.

IIpn KOMOMHHPOBAHHBIX TEPANEBTUYECKHX CPEICTBAX HECKOJBKO TEPANEeBTHUECKUX
cpeacTB (OIHO M3 KOTOPBIX SIBJISIETCSI OJHUM M3 WHTMOMTOPOB ayTOTAKCHHA) BBOIST B JIFOOOM
HOPSIZIKE WJIM laXke OJHOBpeMeHHO. Ecnu BBeneHHe sIBISETCS] ONHOBPEMEHHBIM, TO HECKOJIBKO
TEPANEeBTHUECKUX CPEACTB, WUCKIIOUUTENBHO B Ka4yeCTBE INpUMepa, OOEeCIeYrBAOT B OIHOM
yHU(ULIPOBAaHHOH (pOpPME UJIH B HECKONIBKUX (popMax (Hampumep, B BU€ OJHOH MUJIIOJIH WITH B
BUJIE IBYX OTJEJIbHBIX ITUJIIOJIb).

WHruburopsl ayToTakcuHa WiIH €ro (¢apMaleBTHYECKH MNPUEMIIEMYIO COJIb, a TaKXke
KOMOMHHUPOBAHHbIE TEPANEeBTHUECKUE CPENCTBA BBOIAT 10, B XOJ€ WU IOCHIE MPOSIBICHUS
3a00JeBaHMsl I COCTOSIHMS, W BPEMsSl BBEICHHUS KOMIIO3MLMH, COZAepIKaleld HHIHOMTOp
ayTOTakcuHa, Bapbupyer. Takum 00pa3oM, COINIACHO OAHOMY BApPHAHTY OCYLIECTBICHUSI
MHTHOUTOPBI ayTOTAKCHHA MCIIONB3YIOT KaK MPO(QUIAKTUKY U BBOAST IIOCTOSIHHO CYOBEKTaM CO
CKJIOHHOCTBIO K Pa3BUTHUIO COCTOSIHUH WM 3a00JeBaHHN Ul MPEenyNpeXIeHUs MPOSBICHUs
3a0oneBanust uiaM coctosiHuA. CoOrylacHO IpyromMy BapHaHTy OCYIIECTBJIEHHS HHTHOUTOPBI
ayTOTaKCHHA M KOMITO3ULIUU BBOAAT CYOBEKTY MPHU MPOSBICHUN CUMIITOMOB MJIHM B MPEAETIbHO
KOPOTKHE CpPOKM II0Ce TMposiBieHHss cuMOToMOB. COrlacHO KOHKPETHBIM BapHaHTaM
OCYLIECTBJICHHsT MHTHOUTOPBI ayTOTAKCMHA BBOAST B KpaTHaWIIMKA CPOK TOCHE MPOSBJICHUS
3a00NeBaHUsI WM COCTOSIHMS WM TPU TIOAO3PEHHHM TAaKOBBIX W B TEYCHHE BPEMEHH,
HeoOxonuMoro st jedenus 3aboseBanus. COrNIaCHO HEKOTOPBIM BAPHAHTAM OCYIIECTBIICHUS
HeoOXxonuMasi TPOJOJDKUTENBHOCTD JICUSHHsI BapbUPYET U PETYJIHPYETCS B COOTBETCTBUU C
KOHKPETHBIMH MOTPEOHOCTSIMH  Kakaoro cyOwbekra. Hampumep, COrJIaCHO KOHKPETHBIM
BapUAHTAM OCYIIECTBJICHHS WHTMOUTOP ayTOTAKCHHA WJIM COCTaB, CONEPKAIUN WHTUOUTOP
ayTOTaKCUHA, BBOIAT IO MEHbINEH Mepe B TEUEHHE 2 HeNesb, MPHOIM3UTEIbHO | Mecsma 1o

NPUOJU3UTENBHO S JIET.

TunuyHbIe CPeacTBA )i NPUMEHEHUsS] B KOMOMHHPOBAHHOI Tepanuu

CorynacHO HEKOTOPBIM BapHAHTAM OCYIIECTBJIECHUS WHIHOWUTOP ayTOTAKCHUHA WM €ro
(dhapMaLieBTHYECKU MPUEMIIEMYIO COJIb BBOISIT B KOMOMHAIIMHN C XUMHOTepanuei, OJIOKUPYrOLIei
TOPMOHBI Tepanued, paaualOHHOW Tepanueil, MOHOKJIOHAJIbHBIMH aHTUTENIAaMU WU HX
KOMOMHAIIUSIMH.

CormacHO HEKOTOpPBIM BapUAHTaM OCYINECTBJICHHWS 1O MEHBbIIeH Mepe OIHO
JOTIOTHATEIPHOE TEPANEBTHYECKOE CPEICTBO BBOIST B TO JK€ CaMOE BPEMsi, UTO U MHTHOUTOP

ayrotakcuHa. COrJIaCHO HEKOTOPbIM BapUAHTAM OCYIIECTBJICHHS IO MEHbIIEH Mepe OIHO
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JOMOJHUTEBHOE TEePANeBTHUECKOE CPENCTBO BBOIST pekKe, YeM HHTHOUTOp ayTOTaKCHHA.
CornacHO HEKOTOpPBIM BapHAHTAM OCYIUIECTBJICHHs MO MEHbLIEH Mepe OHO IOTMOJHHUTEbHOE
TepaneBTUUECKOe CPECTBO BBOMAT Yallle, 4eM MHruOUTOp ayToTakcuHa. COriacHO HEKOTOPhIM
BapUAHTAM OCYILIECTBJICHHS] MO MEHbIIEH Mepe OIHO JOMOJHHUTENbHOE TEPaANeBTHYSCKOS
CPEeICTBO BBOIST IO BBEAEHHUs MHrHOMTOpa ayrorakcuHa. COrjacHO HEKOTOPHIM BapUaHTaM
OCYILIECTBJICHHS] [0 MEHbIICH Mepe OJHO IOMOJIHUTEIbHOE TePANeBTHYECKOe CPENCTBO BBOIST
HOCJIe BBEJICHUS] HHTHOMTOPA ayTOTAKCHHA.

bnokupyrommasi ropMOHBI Teparusi BKII0YaeT MPUMEHEHHE CPEICTB, KOTOPbIe OJIOKUPYIOT
NPOAYLHPOBAHHE OSCTPOTEHOB WJIM OJIOKHPYIOT 3CTpPOreHoBble perentopbl.  CoryacHoO
HEKOTOPbIM BapUaHTaM OCYLIECTBJICHHUs OJIOKHMpPYIOLIass TOPMOHBI Tepamus BKIIOYAET
NPUMEHEHHE MOIYJSATOPOB OSCTPOTCHOBBIX  PELIENTOPOB W HHTHOUTOPOB — apOMaTasbl.
MonynaTopsl  3CTPOr€HOBBIX — PELeNTOPOB  BKJIIOYAOT B ce0s  TpU(EHMIITUICHOBbIE
NPOU3BOMIHBIE (HAmpuMep, TaMOKCU(eH, TopeMUudpeH, APONOKCU(EH, 3-THAPOKCUTAMOKCH(EH,
unokcugen, TAT-59 (dochopunupoBaHHOE NPOU3BOAHOE 4-TUAPOKCUTAMOKCHU(pEHA) U
GW5638 (kapOOHOBOKHCIOTHOE MPOM3BOJHOE TaMOKCH(EHa)), HECTEPOUAHbIE MOIYJISITOPbBI
SCTPOTEHOBBIX peuenTopoB (Hampumep, panokcuden, LY353381 (SERM3) u LY357489);
CTEPOHMIHBIE MOAYJIATOPBI ACTPOreHOBBIX peuentopos (Hanpumep, 1CI-182.780). Muruduropsr
apoMatasbl BKJIIOYAIOT B Ce0s CTEpPOUIHbIE HMHTHOUTOPBI apoMaTasbl M HECTEPOHIHBIE
UHTHOUTOpPBI  apomartasbl. CTepougHble WHIHMOMTOPBI apoMaTa3bl BKJIOYAOT B cebst Oe3
OrpaHMYeHHs TaKue Kak SkcemectaH. HecTeponiHbie HHTHOMTOPBI apOMaTa3bl BKIIOYAIOT B CeOsI
0e3 orpaHUYEHHUs TAKHE KaK aHACTPO30JI U JIETPO3OJL.

XuMuoTepanst BKJIKYAeT MPUMEHEHHE MPOTHBOPAKOBBIX CPENICTB.

CoriacHO HEKOTOpPBIM BapHUaHTAM OCYINECTBJCHUS MPOTHBOPAKOBBIE CPEACTBA MJISI
NpUMeHeHHss B KOMOMHALMM C WHIUOMTOPOM ayTOTAaKCHHA WM €ro (papMareBTHUECKH
NPUEMJIEMON COJIbIO BKJIFOYAIOT B CeOsl ONMH MJIM HECKOJBKO M3 CIIEAYIOIIUX: aOupaTepoH;
abapenukc, aOpakcaH, aJApHAMHULMH, AKTHHOMHULMH, AlMBULIMH, akKJapyOWLMH, aKoxa3oJia
TUAPOXJIOPHI,  AKPOHHMH,  aJ03€Jie3MH,  aJJeCIeHKHH,  aleMTy3ymad,  aJJIONypUHOJ,
ATUTPETUHOWH, aJPTETAMHH, aMETaHTPOHA AalleTaT; AMUHOIJYTETUMHI, aMHHOJEBYJIHHOBASI
KHCJIOTa;, aMU(OCTHUH, aMCaKpUH, aHACTPO30JI; AHTPAMHLIMH; AMPENHHAHT; TPHOKCH] MbILIbSIKA,
acraparvHasa;, achepiidH, a3alWTHIWH, a3eTerna; a30TOMHULMH, Oarumacrtar; OeHIaMycTHHA
rugpoxyopun;  Oensobema,  Oeamusymabd; Oekcaporen; Oukamyramupn,  OHCaHTpeHA
rugpoxyopun; OucHadun pumeswnar, OusenesuH, OyneomMunuH, OJeoMUIIMHA CyJbdar,
Ooprezomn®; OpexBuHap HaTpus; OpormmpumuH, Oycynb(daH, KaKTHUHOMHIMH, KaJIyCTEPOH,
KapareMu;, kapOeTumep, KapOOIUIATHH, KapMyCTHH, KapyOWIIMHA TUAPOXJIOPUA, Kap3eJie3uH,

karenutabuH, neneUHroy, UeTyKcuMad, XJIopaMmOyIWI, LHUPOJEMUINH, IUCIUIATHH,
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knanapubuH, kiaodapabuH; kpucHaTona Me3wnaT, nukjaodochamuna;, nurapaduH, nakapbasuH,
nacaTUHUO, MaHOPYOWIIMHA THIPOXJIOPHI, NAKTHHOMUIWH, napbernosTwH anbda; nernuraduH;
JeTapesuKc;, NeHWIeHKUH OU(PTUTOKC, AEeKCOPMAILIATHH, JOeKCpa3akcaHa TUIPOXJIOPHI,
Jie3aryaHuH, Jie3aryaHiHa Me3WIaT, TUa3UKBHOH; JOLETAKCEN, TOKCOPYOULIMH; TOKCOpYOHIIMHA
TUAPOXJIOPHUI,  OPOJIOKCHU(EH; ApPOJOKCHU(eHa LUTpaT; JAPOMOCTAHOJOHA  IPOIHOHAT;
Aya30MHIIMH, 30aTpeKcaT;, 3(QJIOpHUTHHA TUAPOXJIOPUM; JICAMUTPYLMH, ITPOMOONAr OJaMUH;
SHJIOTLIATHH; YHIIPOMAT; SMUNPONUANH;, STUPYOHLIMHA THAPOXJIOPU; STIO3TUH ajib(da; 30y103017;,
SPJIOTHHUOA THAPOXJIOPUL, 330pyOHLIMHA TUAPOXJIOPUA, SCTPAMYCTHH, 3cTpamycTuHa ¢ocdar
HATpUS, STAHMAA30J, 3TOMO3MI; dSTomo3una ¢GochaT, STONPUH;, 3IBEPOJHMYC, SKCEMECTaH;
banposzona runpoxnopun; paszapadbun; penpernnun; ¢uiarpactum; Giaokcypunun, GaynapadruHa
dochar; Propypaumn;, ¢aypountabus, QGOCKkBUAOH, (GOCTHALMH HATpus, (yJIBECTpaH,
repuTuHUO, reMUMTA0MH, reMUUTaONMHA TUAPOXJOPUA; TeMUUTAOWH-LUCIUIATUH, reMTy3yMal
O30TaMHLMH, TrO3epejMHa aleTaT, TUCTPeJIMHA aleTaT, THIPOKCUMOYEBHHA, HIapyOHLIMHA
ruapoxiopun;, udpochamua; umModpo3nH, UOpUTYTOMAO THYKCETaH; uaapyouiuH, udochamun,
UMaTHHNOA Me3UIaT; UMUKBUMON, HHTepJIeiikuH 11 (B ToM uncie pekoMOWHATHBINA HHTEPIIeHKUH
I wmu r1lL2), untepdepon anbda-2a; wunTepdhepon anbda-2b; wunTephepon ampda-nl;
uHTepdepon ambda-n3; wuHTepdhepoH Oera-la; wuHTephepoHn ramma-lb, wunpomnatuy;
UPUHOTEKaHA THIPOXJIOPHI, HMKCAOEMHJIOH; JIAHPEOTHAA alleTaT, JANaTHHHO, JICHATUIOMMI,
JIETPO30JI, JIEYNPOJUAA aleTaT, JEWKOBOPMH KallblMs, JICHIpONnaa aLeraT, JIeBaMHU30J;
JIMTIOCOMAJIbHBIN  [IUTapaOuH, JIHapo30Jia THUAPOXJOPUM, JIOMETPEKCON HATpHs, JIOMYCTHUH;
JIOCOKCAHTPOHA TUAPOXJIOPHI, MAaCOMPOKOJ, MAaNTaH3UH, MEXJOPITAMHHA THUAPOXJIOPHUI;
MerecTpojia alerar, MeJIeHrecTposia ainerar, MendanaH, MEHOrapui, MEepPKaNTOMypHH;
METOTpeKCaT, METOTPEKCAT HATPHii; METONPHH, MeTypenena;, MHUTHHAOMUI, MUTOKAPLIUH;
MHUTOKPOMHH; MUTOHJUIMH, MUTOMAJILIH, MUTOMULMH C; MUTOCIIEP; MUTOTaH, MUTOKCAHTPOHA
THIPOXJIOPU;, MHUKO(EHOJIOBAs KUCJIOTa, HaIPOJOHA (PEHIPONMUOHAT, HeJlapaOuH, HUJIOTUHUO,
HOKOma30J, Hoderymomad; HoramamunuH, odarymymad, OINpeNBEKUH, OpPMAaILUIaTHH,
OKCAJIMIUIATHH, OKCHUCYpaH, TMaKJIUTAKCeT, MNaau(epMuH, MaJOHOCTEPOHA TUAPOXJIOPHUI;
NaMUIPOHAT, MerguIrpacTuM, MEMETPEeKCel JAWHATPHS, T[EHTOCTATHH, MaHUTyMyMao;
na3onaHuba THOPOXJIOPUA;,  MEMETpeKCen  OuHATpus,  Iuiepukcadop;  MpajaTpeKcar;
meracrnaprase, INEeJIHOMHLMH, TNEeHTAaMyCTHH, MeIUIOMHIMHA cyibdar; mnepdochamun;
nunoOpoMaH, MHIOCYA(aH; MUPOKCAHTPOHA THAPOXJOPUA;, IUIMKAMHUIIMH, IUIOMECTaH;
nopdumMep HaTpuii, MOPPUPOMULIMH, TIPETHIUMYCTHH; MpoKapOa3uHa rHAPOXJIOPU/; YPOMHLIUH;
NypPOMULMHA THAPOXJIOPHI, MHPa3O0PypUH, KBUHAKPUH, pPAJOKCU(PEHA THUAPOXJIOPHI,
pacOypukaza,  pexkomMOuWHaTHasi  JAByXBajJjeHTHas  BakumHa  HPV;  pexomOuHaTHas

JyeTblpexBajieHTHass BakumHa HPV; pubomnpuH, pornermMuzn, pUTYKCHMaO, pPOMHIEICHH,
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pomuIiocTuM; CcapuHroi;, cauHroja THIPOXJOPUIA;, CArpaMOCTHH;, CEMYCTHH, CHMTpAa3eH;
cunyneien-T; copadpenund; cmapdocar HaTpus, CIAPCOMULIMH, CITUPOTEPMAHUS THIPOXJIOPHUL,
CIIUPOMYCTHUH, CIUPOIUIATHH, CTPENTOHUTPUH, CTPENTO30LHH; CyJodeHyp; CYHUTHHUOA MaJaT,
TAJUCOMUIIMH, TaMOKCcH(eHa IUTpaT, TeKoralaH HaTpuii; TeraQyp, TeJOKCAHTPOHA
THIPOXJIOPUI, TEMO3OJIOMHUZ, TEeMOINOP(PUH, TEMCUPOJIUMYC, TEHUIIOCHI, TEPOKCUPOH,
TECTOJNIAKTOH, TaJUIOMHUA, THAMHUIPUH, THUOTYaHWH, THOTeNa; THAa30(ypHUH, THPAIO3aMUH,

TOMOTEKaHa TUAPOXJIOPH, TopeMuiieH; Tozutymomad u 1!

Hon TosutymMoMal; TpacTysymao,
TPECTOJIOHA aleTaT, TPEeTHUHOWH, TpuuupuOmHa Qocdar, TpuUMeETpekcaT, TpUMeTpecaTa
IJIyKyPOHAT, TPUIITOPENUH, TyOyJo30ja THAPOXJIOPUA, YPaMyCTHH, ypelemna, BaJpyOHLUH,
BampeoTun; BeprenopduH; BUHONACTHHA CynbdaT, BUHOJIACTUH, BUHKPHCTHHA CYyIbQarT,
BUH/I€3UH, BUHJE3MHA CyJIb(aT, BUHENUANHA CyJIb(aT, BUHIVIMIHHATA CyJb(aT, BUHIEYPO3UHA
cynbdar; BUHOpeIOUHA TapTpaT, BUHPO3UAUHA CyJb(aT, BUH30JIMIUHA CyJIb(aT, BOPUHOCTAT,
BOPO30JI, 36HUIUIATHH, 3HHOCTATHH;, 30JICHAPOHOBAS KUCIOTA U 30pYOULITHA THAPOXJIOPH.

MOHOKJIOHAJIbHBIE aHTUTENIa BKIOYAIOT B ce0s 0e3 orpaHuueHus TpacTysymad
(Herceptin) u purykcumad (Rituxan).

CornacHo HEKOTOPBIM BapHaHTaM OCYIIECTBJEHUs IO MEHblIeH Mepe OAHO
JONOJHUTEIBHOE XMMHOTEPAIEBTUUECKOE CPEICTBO BBIOPAHO, MCKIIOYUTEIBHO B KadeCTBE
npumepa, U3 anemMTysymada, TPHOKCHAA MBbIIIbsKA, AaclaparuHasbl (MErHIMPOBAHHON WIN
HEMermInpoBaHHON), OeBanu3ymada, uerykcuMada, COENMHEHWH IUIATHHBI, TaKHX Kak
LUCIUIATHH,  KJaApuOWHA, JayHOPyOUIMHA/IOKCOpYyOULIMHA/ MaapyOULlMHa, UPUHOTEKAHA,
baynapabuna, S-propypaumna, remMTy3ymada, MeTOTpPEKcara, TaKCcojia, TEMO30JOMHU/IA,
THOTYaHMHA WM KJIACCOB JICKAPCTBEHHBIX CPENCTB, BKJIIOYAOMMX B Ce0s TOPMOHBI
(aHTUACTPOTeH, AHTHUAHAPOTEH WMJIM AaHAJOTM BBICBOOOXKIAIOLIET0 TOHAAOTPONHMH TOPMOHA),
uHTEep(PEPOHOB, TAKUX KaK UHTEepPepoH-aIb(a, A30TUCTBIX UIIPUTOB, TAKUX Kak OycynbgaH, win
MeNBaJiaH, WM MEXJIOPTAMHH, pPETHHOWUIOB, TAaKUX KaK TPETUHOWH, WHIHOUTOPOB
TOTON30MEPAa3bl, TAKMX KaK MPUHOTEKAH WJIM TOMOTEKAaH, HHTHOUTOPOB THPO3UHKHHA3BI, TAKUX
Kak TMQEHUTHHHO WM MMATHHHUO, WJIM CPEICTB UL JICUEHHUs] NMPU3HAKOB WM CHUMITOMOB,
UHIYLUUPOBAHHBIX  TAaKOM  Tepamuedl, B TOM 4YHCIE QJUIONYPHHON,  (PUITApCTHM,
rPaHUCETPOH/OHIAHCETPOH/TIAIOHOCETPOH, TPOHAOMHOJ.

CornacHo OOHOMY AacmeKTy WHTHOUTOP ayTOTaKCHHA WM ero (apMaleBTHYECKH
NPUEMJIEMYIO COJIb BBOIAT WJIM COCTaBJISIIOT B KOMOWMHAIMM C OJHUM WM HECKOJbKHMHU
NPOTUBOPAKOBBIMU cpencTBamMu. COrlacHO HEKOTOPBIM BapHaHTaM OCYLIECTBICHUS OJHHM WJIN
HECKOJIBKUMH U3 TPOTHUBOPAKOBBIX CPEACTB SIBISIFOTCS MPOANONTHYECKHE cpencTBa. IIpumepst

NPOTUBOPAKOBBIX CPEICTB BKIIOYAIOT B ceOs Oe3 OrpaHWdeHus: JoOble M3 CIEAYIOLIHX:

roccumnod, reHacerc, nonudenon E, xnopopysun, IOJTHOCTBKO TPAHC-peTuHOeBast KUCIOTA
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(ATRA), OpuocratuH, CBsi3aHHBIH C (DPAaKTOPOM HEKPO3a OIMYXOJH WHAYLHPYIOIHUI aronto3
aurann (TRAIL), 5-aza-2’-nesokcuuutuaud, INOJHOCTBHO TPAHC-peTHHOEBas KHUCIOTA,

IOKCOPYOMIINH, BHUHKPHUCTHH, STOMO3WJA, TE€MIUTAOWH, WMATHHUO, rengaHaMuiuH, 17-N-
ammnamMuHo- 1 7-nemetokcurennanamMunvH (17-AAG), paasonupunon, LY294002, 6opre3zomud,
kappmomud, Tpactysymad, BAY 11-7082, PKC412 wnmu PD184352, makiurakcen U aHAJIOTH
nakiurakcena. Takke TOKa3ajd, YTO COEAMHEHUs, KOTOpble MMEIOT OCHOBHON TaKCaHOBBIN
CKeJIeT B KauecTBe OOILIEro CTPyKTYPHOTO MPU3HAKA, O0JAAar0T CIIOCOOHOCTBIO OCTAHABIIUBATH
kiaetku B G2-M  (dasax BcrmencTtBue crabuimzanu  MHKPOTPYOO4YEK M HEOoOs3aTeNbHO
NPUMEHHUMBI JUIS JIEUEHHs paka B KOMOMHAIIMM ¢ HHTHOUTOPAMH ayTOTAKCHUHA.

JlonosHUTENbHbIE TPUMEPBI TPOTHBOPAKOBBIX CPEACTB Il MPUMEHEHHUs] B KOMOWHAIIUU
C MHF'MOUTOPOM ayTOTAKCHHA WJIH €ro (papMalieBTHYECKH MTPUEMJIIEMOI COJIBIO BKIIIOYAIOT B ce0s
UHTUOUTOPHBI NEpeavu CUTHajla MUTOT€H-aKTUBHPYEMOM NpoTeMHKHHA30H, Hanpumep, U0126,
PD98059, PD184352, PD0325901, ARRY-142886, SB239063, SP600125, BAY 43-9006,
BopTMaHHUH win LY294002; unruburops! Syk; maruouroper mTOR; HHruOUTOpH! aHTHBHHA,
uaruouropsl PKM2, mnrubutopsr c-fms m uHruOuTopsl rucroHaeaneruiasbl. Cremyromue
IpUMEpbl TMPOTHBOPAKOBBIX CPEACTB MJII TNPUMEHEHUs] B KOMOWHAIMM C WHTUOUTOPOM
ayTOTaKCHHA WM ero (papMaLeBTHYECKU NMPUEMIIEMOH COJIBIO BKJIIOYAIOT B CeOsl MHTHOUTOPBI
apomata3bl. UHMHOUTOpPBI apoMaTa3bl BKIIOYAKOT B ce0sl CTEPOUIHBIE HHTHOUTOPBI apOMaTas3bl U
HECTEPOHUIHbIE MHTHOUTOPBI apomarasbl. CTepOHIHbIE MHTHOUTOPBI apoMaTas3bl BKJIOYAIOT B
ceOs1 Oe3 orpaHuueHus skceMecTaH. HectepouaHble HHTHOUTOPBI apOMaTasbl BKIIFOYAIOT B ce0st
6e3 orpaHMYeHNs AHACTPO30JI U JIETPO3OJL.

Cnenyrouie MPOTHBOPAKOBBIE CpPENCTBA JJiI TPUMEHEHHss B KOMOMHAIUM C
UHTHOMTOPOM ayTOTAKCHHA HJIH ero (hpapMaLeBTHUECKH MPUEMIIEMON COJIBIO BKJIIOUAIOT B ce0sl
ATKWJIUPYIOLIUE CPEICTBA, AHTUMETA0ONUTHI, HATYpPaJIbHbIE MPOAYKTHI WM TOPMOHBI,
HanpuMep, a30TUCThIE UMPUTHI (HAPUMEpP, MEXJIOPITAMUH, LUKIopochaMua, XiIopaMOyIuI u
T.J.), aKUWICyIb(oHAThI (Hanpumep, OycysbhaH), HUTPO3OMOYEBUHBI (HAIPUMED, KapMYCTHH,
JIOMKCTHH | T.J.) WIH TpHa3eHbl (nexapOa3uH u T.1.). [IpuMeps! aHTUMETaO0NNTOB BKIIIOYAIOT B
ceOs1 Oe3 orpaHudeHus: aHanor (ONMEBONW KUCIIOTHI (HAMpUMep, METOTPEKCAT) WMIIM aHAJIOTH
NUPUMHIMHA (Hampumep, LHUTapaOHWH), aHAJOru MypuHA (HAMPUMEp, MpPEKAaNTONypPUH,
TUOTYaHHUH, IEHTOCTATHH).

IIpuMepsl HaTypaibHBIX MPOAYKTOB TSI MPUMEHEHUs] B KOMOWMHALIMK C MHTHOUTOPOM
ayTOTaKCMHa WJIM ero (apManeBTHYEeCKH MPHEMJIEMOH COJBIO BKIIOHAIOT B cebsa  0Oe3
OTrpaHUYEHUS anKanouabl OapBUHKA (marmpumep, BUHOJIACTHUH, BUHKPHCTHH),

SMUNOAOPUILIOTOKCHHBI (HAIIpUMep, 3TONO3MI), AHTUOMOTHKH (HArpUMep, AayHOPYOWIUH,
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nokcopyounus, OneomunnH), gepmentsl (Hampumep, L-acmaparmHasy) wim MOAH(UKATOPHI
Ouosormueckoro oreera (Hanpumep, naTepdepoH anbda).

ITpuMepsl aNKUIUPYIOIIUX CPEACTB IJIsl NPUMEHEHUS B KOMOHWHAIMH C MHTHOMTOPOM
ayTOTaKCMHa WJIM ero (apMameBTUYeCKH IPHEMJIEMON COJBIO BKIIOYAlOT B cedsa  Oe3
OTPaHUYEHUsS] a30TUCTBIE UIPHUTHI (HAPUMEDP, MEXJIOP3TAMUH, LUKIohochamMua, XiIopaMOyImI
U T.J.), STWICHUMHH ¥ METWIMEJIAMUHBl (HampuMmep, TeKCaMETHIIMENIaMUH, THOTENA),
ankuicynbgoHatsl (Hampumep, OycyibdaH), HHTPO30OMOYEBHHBI (HANpPUMeEp, KapMYyCTHH,
JIOMYCTHH, CEMYCTHH, CTPENTO30LUH U T.JI.) WK TpHa3eHbl (aekapOa3uH U T.1.).

CornacHo HEKOTOPBIM BapHAHTAM OCYIIECTBIEHUS HHICHOUTOP ayTOTAKCHHA WJIMA €ro
(bapMareBTUYECKH NPUEMIIEMYIO COJIb HCHOJB3YIOT ISl JIEYeHHs paka B KOMOMHAIMH C
AHTHACTPOreHOM (Hampumep, TaMOKCU()EHOM), aHTHAHAPOTEHOM (HampuMmep, OMKaTyTaMHIOM,
¢nyTamMuaoM),  aHAJIOrOM  BBICBOOOXKJAIOLIEr0  TOHAJAOTPONMH  TIOpMOHAa  (Hampumep,
JIEYTIPOIIHIOM).

Jlpyrue cpencrsa, KOTOpble HEOOs3aTENbHO HCIONB3YIOT B CIOCO0AX M KOMIIO3UIIMSX,
OIHUCBIBAEMBIX B HACTOSIIEM JOKYMEHTE, JUIs JIEUEHUS WIN NPEeNyNpeKIeHHs paka BKIOYAOT B
ce0s1 KOOPIMHALIMOHHBIE KOMIUIEKCHI IUIATHHBI (HAampuMep, LUCIUIATHH, KapOOIUIaTHH),
AHTPALCHANOH  (HampuMep, MHUTOKCAHTPOH),  3aMEIIEeHHYI  MOuYeBHHY  (Hampumep,
TUAPOKCUMOYEBHHY ), TIPOM3BOJTHOE METHITUApPa3uHa  (Hampumep, npokapOasuH),
alPEeHOKOPTHKAJIBbHBIN CyIpeccop (HampuMep, MUTOTaH, AMUHOTITYTETUMHUNT).

[TpuMepsl MPOTUBOPAKOBBIX CPEACTB, KOTOPbIE ACHCTBYIOT MyTeM MOJABJIEHUS KJIETOK B
G2-M (azax BcleAcTBUE CTaOWJIM3AMH MUKPOTPYOOUYEK, BKIIIOYAKOT B ceOsi Oe3 orpaHuyYeHus
CIEAyIOIINE HMEIOLIMeCss Ha pPbIHKE JIEKApCTBEHHBIE CpencTBa U pa3padaThiBaeMble
JIeKapCTBEHHbIE cpencTBa: 3pOyso30i, monactatud 10, MUBOOYJIMHA M3ETHOHAT, BUHKPHUCTHH,
NSC-639829, nuckonepmonuzn, ABT-751, anroprupTtuHbel (Takue Kak aJTOPTUPTHH A H
antopruptuH C), CIIOHTUCTATUHBI (TaKUE KaK CIIOHTUCTATUH |, CIOHTHCTaTHH 2, CIIOHTUCTATUH
3, CIOHTUCTAaTUH 4, CIIOHTUCTATUH S5, CIIOHTUCTAaTUH O, CIIOHTUCTATHH 7, CIIOHTHCTATHH 8 U
CIIOHTUCTATHH 9), IeMaOTHHA TUAPOXJIOPU, STIOTHUIIOHBI (TaKHE KaK 3MOTHIIOH A, STIOTHJIOH B,
snotujion C, snotunod D, snotunon E, snorunon F, smortunona B N-okcup, smotmiona A N-
26-

okcup, l6-aza-smotmnon B, 2l-amunosnorunon B, 21-ruppokcusnorunon D

2 2

¢Topsnorunon, aypucratud PE, coOnupnoTuH, BHUHKpHCTHHA cCynabdar, KpuntopuuuH 52,
BUTUJIEBYaMUJl, TYOYJIU3UH A, KaHAIEH30J, LeHTaypeuanH, oHkouuaud Al, ¢umkuanonun B,
JayTMManA, HAPKO3UH, HACKAIUH, FeMUACTEPJIMH, BaHAOLEHA aleTHIALETOHAT, WHIAHOLIMH,
3J1eyTepOOHHBI (TaKKe KaK JEeCMETHIIRICYTePOOHH, Ne3a3TUIRJICYTEpOOHH, H303JIeyTepOOUH A U
Z-3neyTepoOuH), kapubdaro3u, Kapuba’30JHH, TAIUXOHAPUH B, nnazoHaMun A, TaKKaJIOHOJH]

A, nuosocraruH, (-)-peHmnarucTuH, MuoceBepuH B, pecsepactun ¢ocdar HaTpus.
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CornacHo OOHOMY AacmeKTy WHIHOUTOP ayTOTakCHHAa WM ero (apMaleBTHYECKH
NPUEMIIEMYIO COJIb BBOISAT COBMECTHO C TPOMOONMTHYECKMMH CpPEACTBAMH (Hampumep,
anTeria3a aHUCTPeIIa3a, CTPENTOKNHA3a, YPOKWHA3a WM TKAHEBOW aKTUBATOP IUIA3MUHOTEHA),
rernapyuHoOM, THH3AMapyuHOM, BapdapuHOM, naburatpaHom (Hampumep, naduraTpaHa STEKCUIAT),
uaruoburopamu (pakropa Xa (Hanpumep, pOHOATIAPUHYKC, IpamapuHyKC, puBapokcadban, DX-
9065a, orammkcaban, LYS517717 umm YMI150), tuxnonuamaoM, kionuporperneMm, CS-747
(mpasyrpexn, LY640315), kcumenararpanom uinu BIBR 1048.

CornacHo HEKOTOPBIM BapHAaHTAM OCYIIECTBIEHUS HHCHOUTOP AayTOTAKCHHA WJIMA €ro
dapMareBTUYECKH TNPUEMIIEMYIO COJIb HCIOJNB3YIOT B KOMOMHAIMM C MPOTHBOPBOTHBIMHU
CPEeACTBAMU JIsA JIEYEHUS] TOIIHOTHI WM PBOTHI, KOTOPasi BO3HUKAET B PE3yJIbTaTe MPUMEHEHUS
MHruOUTOpa ayTOTAKCHHA WJU ero (apMaleBTHYECKH NPUEMJIEMOH COJIM, MPOTHBOPAKOBOIO
cpencra(CpencTB) W/WM paAnallMOHHON Teparvu.

ITpoTHBOPBOTHBIE CPEACTBA BKIIKOYAIOT B ce0s1 Oe3 OrpaHHUueHHs] arOHUCTBI PeLenTopa
HellpokuHuHa-1, aHtaroHuctsl peuentopa SHT3 (Takue kak OHOAHCETPOH, TPAHHCETPOH,
TPOIHCETPOH, TMAJOHOCETPOH M 3aTUCETPOH), aroHHCThl peuentopa GABAgp (Takme kKak
OaknodeH), KOPTUKOCTepOuAbl (Takue Kak MAEeKCAMETa30H, NPEAHU3OH, MPEIHU30JOH WU
ApyTHUe), TOMaMUHOBBIE AHTATOHKCTHI (Takhe Kak 0e3 OrpaHuYeHUs] JOMIEPHUIOH, IPOMEPHIOIN,
rajonepuaod, XJIOPIIPOMAa3HH, NPOMETAa3HH, NPO3JIOPIIEPA3HH, METOKJIONPaMHNI),
AQHTUTUCTAaMHUHBI (AHTArOHUCTHI perentopa H1 rucramuHa, Takue Kak Oe3 OrpaHHYEHUs
MKJIM3MH, OUGEHTHAPAMHH, JUMEHTHAPHHAT, MEKJIU3WH, [POMETAa3HH, T'MIAPOKCH3HH),
KaHHAOMHOUBI (Takue Kak Oe3 orpaHuYeHHss KaHHAOWC, MApUHOJ, JPOHAOWHOJ) W JPyrue
(Takue kak Oe3 OrpaHUYEHHUsS] TPUMETOOEH3AMU/, THHTEP, SMETPOJI, MPOMOQOI).

CornacHo HEKOTOPBIM BAapHUAHTAM OCYIIECTBIEHUS HHTHOUTOP AayTOTAKCHHA WJIA €ro
(bapMareBTHYECKH MPUEMIIEMYEO COJIb HCIIOJB3YIOT B KOMOMHALIMU CO CPEACTBOM, MPUMEHUMBIM
B JICUEHUH aHEMHHU. TakuM CpPEACTBOM ISl JICUEHHsI AHEMUHU SIBIISIETCS, HAIPUMEpP, aKTHBATOP
peLenTopa 3pPUTPOId3a JITUTEIbHOTO NEeHCTBUS (TaKOW KaK SMTO3TUH-,).

CornacHo HEKOTOPBIM BAapHAHTAM OCYIIECTBIEHUS HHTHOUTOP AayTOTAKCHHA WA €ro
(apMareBTHIECKH MPUEMIIEMYEO COJIb HCITOJB3YIOT B KOMOMHALIMU CO CPEACTBOM, MPUMEHUMBIM
IUS JIeYeHus HeUTpomeHuu. [lpumMepbl CpencTB, NMPUMEHHUMBIX B JIEYEHHH HEHTPOMEHUH,
BKJIFOUAIOT B ceOst 0€3 OrpaHMYeHUs] reMaToONO3TUIECKUH (PAaKTOp POCTa, KOTOPBIH PEryIupyer
NPONYKLHIO ¥ (PYHKLMOHUPOBAHUE HEUTPO(PUIIOB, TAKOH KaK KOJIOHUECTUMYJIUPYIOIUN (HaKkTop
rpanyjouutoB denoseka (G-CSF). ITpumepsr G-CSF Bxr04aroT B ce0st GUIrpacTum.

CornacHo OOHOMY AacmeKTy WHTHOUTOP ayTOTaKCHHA WM ero (apMaleBTHYECKH
NPUEMJIEMYIO COJIb BBOIAT B KOMOMHAIIMH C OJHUM WJIM HECKOJIBKMMH UMMYHOCYIIPECCAHTAMH.

HNMMyHOCYNIPECCUBHYIO TEPAIUIO UCMONB3YHOT KJIMHUYECKH AJIS JICUEHUs WIH NPEeNyIPEKIECHUs
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OTTOP’KEHHUS] TPAHCIUIAHTUPOBAHHBIX OPraHOB M TKaHeW (HampuMmep, KOCTHOrO MO3Ta, Cepaua,
NOYKH, TIEYSHHN); JICUSHNSI Ay TONMMYHHBIX 3a00J1eBaHIH HiH 3a00JI€BaHU, KOTOPBIE, BEPOSITHEE
BCEro, MMEIOT ayTOMMMYHHOE TPOUCXOKAeHUE (HAarpuMep, peBMATOUAHbIA apTPUT, MUACTECHHUSI
IPaBUC, CHCTEMHasi KpacHas BoJYaHKa, Oone3Hb KpoHa U sI3BEHHbIH KOJHT), JI€YCHUsI
HEKOTOPbIX JPYI'MX HEAYTOMMMYHHBIX BOCHAJIHUTENbHBIX 3a00feBaHuil (Hampumep, s
JOJTOBPEMEHHOTO KOHTPOJIS AJIJIEPTUIECKON aCTMBbI); a TaKkKe JieueHust (GUOPO3HBIN COCTOSHUIA.
HNmMmyHOCYnpeccanThl BKIIOYAIOT B ceOsi 0e3 OrpaHMYeHus] IFOKOKOPTHKOHIbI, LIUTOCTATHKH,
aHTUTEJA U JIEKApPCTBEHHBIE CPEICTBA, KOTOpbIe IEHCTBYIOT HAa MMMYyHO(uIHHBL [Iprmeps
IJIFOKOKOPTHKOUIOB BKJIFOUAIOT B Ce0sl KOPTU30J, KOPTH30H, IPEOHHU30H, IPEIHU3O0IIOH,
METUJITIPEIHU30JIOH,  JleKCaMeTa3OH,  OeraMeTasoH,  TPUAMLHHOJNOH,  OEKJIOMETa30H,
(b1y ApOKOPTU30H, AE€30KCUKOPTUKOCTEPOH U alibAOCTEPOH. IIprMepsl IUTOCTATHKOB BKIIFOUAIOT
B ce0sl aKWIMPYIOIUe CpeAcTBa (HarpuMep, a30THCThIE UIPUTHI, TaKHe KakK HUKIopochamMu,
HUTPO30MOYEBHHBI, COSMHEHHS TUIATUHBI) U aHTUMETa0O0IUThI (HApUMep, aHaIorH (HOIUEeBOI
KUCJIOTBI, TAKUE KaK METOTPEKCAT, aHAJIOTH MyPHHA, TAKUE KaK a3aTHONPUH U MPEKANTONYpPHUH,
AHAJOTH TNHPHUMHUIMHA, TaKMe Kak (Qropypaumi, HHIHOMTOpBl cuHTe3a OenkoB). ITpumepsr
JIEKaPCTBEHHBbIX CPENCTB JUIl NPUMEHEHHs B OIMCBHIBAEMBIX CIIOCO0AX BKIIKOYAIOT B ceOs
LIMKJIOCTIOPHH, TAKpOJIUMYC, cuponumyc, uarepdeponsl, omuonnsl, TNF cBsasbiBaronie Oenku,
mukoderonat u guxaronumon. [IpuMepsl aHTUTEN, MPUMEHUMBIX AJIsI COBMECTHOTO BBEIEHHUS C
UHCHOUTOPOM ayTOTAaKCHHA B CIIOCOOE, OMHCHIBAEMOM B HACTOSIILEM JOKYMEHTE, BKJIOYAIOT B
cebs  anTuTMMouMTapHelii rnoOynuH, 1D09C3, amanumymald/D2E7 (Humira; Trudexa),
apemumomab, adyry3ymad/GA101 (II Tuma), anemrysymad/kammar-1H (MabCampath),
anonu3ymad/HulD10, acenusyma0, arnusymad, 6acunukcumad (Simulect), 6exrymomad/IMMU-
LL2, Oemumymald  (Benlysta, = LymphoStat-B),  Oeprumumymad, BL22/CAT-3888,
opentykcumad/cAC10/SGN-35, Opuaknnymad/ABT-874, kanakunymaG/ACZ885  (llaris),
uepronuzymad neros/CDP870 (Cimzia), kneronukcumad, naneryszymad/SGN-40, maknuzymad
(Zenapax), okymu3symad/5G1.1  (Soliris), sdamuzymad (Raptiva, panee Xanelim),
snpary3ymad/hLL2/IMMU-102 (Lymphocyde©), donTomusymad, ¢pesonumymad/GC-1008,
ramukcuMad/IDEC-114,  rasumumomab/ABX-CBL,  remry3symad, romumymad/CNTO148
(Simponi), HL2434P (IMMU-114), wubpuryromad tuykceran (MXDPTA)/IDEC Y2B8
(Zevalin), nnpnukcumad/xumepueiii A2 (cA2) (Remicade), mronmumoma6/BT563, nHOTY3yMa0,
kemmnkeuMad/IDEC CEO9.1, nepnenumymab/CAT-152, nuatmzymad/HuM195 (Zamyl), LMB-2,
aopoty3ymad wmepran3mH, JaymmwiukcnMad/IDEC-152, Lym-1  (Oncolym), MDX-060,
menonn3ymMad/SB-240563,  merennmymad/CAT-192,  moramynuzymad/KW-0761/AMG-761,
mMokcetymomad  macynotokc/CAT-8015/HA22, wmypomonab-CD3  (Orthoclone  OKT3),
Hatamm3ymad (Tysabri, Antegren), mepenmumomad/CDP571, okpenuzymat/PRO70769 (I Tuma),
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onyimmomad, odarymymad/2F2/HuMax-CD20 (Arzerra) (I Tuma), omamuzymad (Xolair),
orennkcnzymMad/TRX4, mackomusymab/SB 240683, pecmm3ymad/SCH 55700 (Cinquil),
purykcumab/xumepnbiii 2B8  (IDEC-C2B8) (Rituxan, MabThera) (I Tuma), pymimsymad
(Antova), SAR-3419, cekykuHyma0/AIN-457, SGN30, cummmymad/MEDI-507,
teruinzymad/MGAO031/hOKT3y1(Ala-Ala), Tounmmsymabd (Actemra), Tosutymomad (Il tuma),
ycreknnymMad/CNTO 1275 (Stelara), Benonuzymad/MNL-0002, senty3ymad/IMMU-106/hA20 (I
tuna), Bu3wmm3ymad (Nuvion), 3anHomumymad/HuMax-CD4, 3omumomald aputokc/H6S,
abartauent/CTLA4-Ig/BMS-188667 (Orencia), 6enarauent/LEA29Y, araunuent/BLyS/APRIL-
Ig, srtanepuent/TNFR-Ig (Enbrel), nercynepuent/merumuposannbiii TNFR-Ig, anedanent
(Amevive) u punonauent (Arcalyst). MMMyHOCyNpecCHBHBIE aHTUTENA BKJOYAOT B ceOs
AHTUTENA, KOTOPbIE HALIETMBAIOTCS HA KOMIUIEMEHT-3aBUCUMBIE O€JIKU U UHTEPJIEHKUHBI.

CornacHO HEKOTOPBIM BAapUAHTAM OCYILIECTBJICHUS] MHTMOUTOP ayTOTAKCHHA I €ro
dapMaleBTUYECKH NPUEMIIEMYIO COJIb BBOAST C KOpTUKOCTepouaoM. COrjacHO HEKOTOpPBhIM
BApUAHTAM OCYILIECTBJICHUS] HHTHOUTOP ayTOTAKCHHA MM ero (hapMaLeBTHYECKH MPUEMIIEMYIO
COJIb BBOAAT C TEPANEBTHYECKUM CPEICTBOM, BBIOPAHHBIM W3 HHIMOMTOPOB KaJIbLIMHEBPHHA
(Takmx kak 0e3 orpaHMYEeHMs] LUKJIOCIIOPHH, TakpoaumMyc); nHruouropoB mTOR (Takux kak Oe3
OTPAaHMYEHUS] CHPOJIHUMYC, 3BEPOJIUMYC), AHTUNPOIU(PEPATHUBHBIX CPEACTB (Takux Kak Oe3
OTpaHUYEHUS] a3aTHONPUH, MHKO(EHOJOBas KHCIOTAa), KOPTHKOCTEPOHIOB (TakUX Kak 0Oe3
OrpaHUYEHUs MPEIHNU30H, KOPTU30HA AleTaT, MPEIHU30JIOH, METUJITPETHU30JIOH, 1eKCAMETA30H,
OeTraMeTasoH, TPUAMIIHOJIOH, OeKJIOMeTa30H, GbayapoxkopTH30Ha alerar,
Ne30KCUKOPTUKOCTEPOHA all€TaT, aJlbJOCTEPOH, THUAPOKOPTHU3OH), aHTUTEN (Takux Kak O0e3
OTpaHUYEHUs] MOHOKJIOHAJbHBbIE aHTHTeNa mnpotuB peunenropa IL-2Ra (Oacmnukcumad,
IaKIn3ymad), TOJHKJIOHAIBHBIX AHTHTEN MPOTUB T-KIETOK (AHTUTHMMOLIMTAPHBIA TJIOOYJIHH
(ATG), antmmumdounTapueiii roOynnH (ALG)), B-kieTodynble aHTAarOHUCTBI, PUTYKCUMAO,
HaTamu3ymao.

Jlpyrue TepaneBTUYECKUE CPEACTBA, MPUMEHHUMbIE Ui KOMOWHALMKU C HHTHOUTOPOM
ayTOTaKCHHA, OMHCHIBAEMBIM B HACTOSIIEM IOKYMEHTE, BKIIIOYAOT B ceOsi Oe3 orpaHudeHus
mkopochaMuy,  NMEHUIWUIAMHH,  [HUKJOCIIOPUH,  HUTPO3OMOYEBHUHBI,  IUCIUIATHH,
KapOOIJIaTUH, OKCAJMIUIATHH, METOTPEKCAaT, Aa3aTHONpPHUH, MPEKanTONMypPHH, aHAJOTH
NUPUMHUIMHA, WHTHOUTOPBI CHHTe3a Oesika, MAKTHMHOMHLIMH, aHTPALMKIMHBI, MUTOMHULUH C,
oneomuiuy, mutpamunus, Atgam®, Thymoglobuline®, OKT3®, 6acunukcnumab, makinsymao,
LIMKJIOCTIOPUH, Takponmumyc, cuponumyc, uHTepdeponsr (IFN-B, IFN-y), ommounsi, TNF
csi3biBarolue Oenku (MHQIMKCHMMAO, 3TaHepUenT, amanumyMad, romumymad), neduryHOMUN,

30JI0TO-THOTJIFOKO3a, 30JI0TO-THOMANAT, aypoduH, cynbdacaiasvH, THUAPOKCHUXIOPXHUHUH,
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MHUHOLIMKJIMH, panaMULuH, MHUKO(EHOIOBYI KHCIOTYy, MHuKopeHonmara modermn, FTY720, a
Taxke nepeuncieHHbie B matenre CIIA Ne 7060697,

CormacHO OZHOMY BapUaHTy OCYIIECTBJICHHS WHTHOWUTOpP ayTOTaKCHHA WA €ro
(dapMaLieBTHYECKU MTPUEMIIEMYIO COJIb BBOASIT B KOMOMHanmu ¢ nukjiocropuaoM A (CsA) umu
takpoiumycoM (FK506). CornacHo oqHOMY BapHaHTy OCYILIECTBISHHS HHIHOUTOP ayTOTaKCHHA
win ero ¢papMaleBTUYECKH MPUEMIIEMYIO COJIb BBOAST MIJIEKOMUTANOIEMY B KOMOHWHAIUH C
NPOTUBOBOCIIAIUTENBHBIM CPEICTBOM, B TOM 4YHclIe 0€3 OrpaHHYeHHs C HECTePOHIHBIMU
NPOTUBOBOCIIANIUTENbHBIMU  JieKapcTBeHHbIMH  cpenctBamu  (NSAID),  unruOurtopamu
dochonusrcrepaspr-4, UHruOUTOpaMu KHHA3bI JNK u KOPTHKOCTEPOHIAMH
(TTFOKOKOPTUKOUIAMH).

CornacHo HEKOTOPBIM BapHAHTAM OCYIIECTBJIEHUS HHICHOUTOP ayTOTAKCHHA WJIM €ro
(dapMaleBTUYECKH NPUEMIIEMYIO COJIb BBOAST C KOpTHKocTeponnmamu. KopTuxocrepoussl
BKJIIOYAIOT B ce0st Oe3 orpaHnueHus: OeTameTa3oH, MPEAHU3OH, AJNKJIOMETAa30H, alIbIOCTEPOH,
aMLIMHOHU, OekynomeTaszoH, Oeramera3oH, OyleCOHMI, LUKJIECOHU, KI0OeTa3ol, KiIoOeTa3oH,
KJIOKOPTOJIOH, KJIOMPEAHOJ, KOPTHU30H, KOPTHBA30J, Ae(a3akopT, He30KCHKOPTHKOCTEPOH,
NEe30HH[, NEe30KCUMETAa30H, Je30KCHKOPTOH, JeKCaMeTa3oH, AU(IIOpa3oH, AU(IYKOPTOJIOH,
mudaynpenHar,  Quaykioposion,  GAyApOKOPTH3OH,  (JIYAPOKCHKOPTHA,  (ymMeTa3oH,
bnyamzonun, QayoumHonoH —aueroHun, (GayouuHOHHD, (HIYOKOPTHH, (PJIyOKOPTOJIOH,
dbropmeTonioH, GayneposoH, ¢aynpenHunaeH, (ayTuka3oH, (OPMOKOpPTAN, TaJlHHOHUI,
rajoMeTa3OH, THUAPOKOPTH30H/KOPTH30J, THAPOKOPTHU30HA  ALETNOHAT, T'HIPOKOPTH30HA
Oytemnpar, TUAPOKOPTH30HA  OyTUpaT,  JIOTENPEAHOJ,  MEAPU30H,  MENpPEIHH3O0H,
METUJITIPETHNU30JIOH, METHJINPETHU30JIOHA aleNoHaT, MOMeTa3oHa (ypoar, mNapaMeTas3oH,
npenHukapOaT, NPEIHU3OH/NMPEIHU30IOH, PUMEKCOJIOH, THUKCOKOPTOJ, TPHUAMIUHOIOH U
ynoberason.

CorymacHO OJHOMY BapUaHTy OCYIIECTBJICHHS WHTHOUTOpP ayTOTAaKCUHA WA €ro
(dapMareBTHYECKH TMPHEMJIEMYIO COJIb BBOJASAT MJIEKONHTAKOLIEMy B KOMOWHAIMH C
HECTEPOHMIHBIM TMPOTUBOBOCHIAIIUTENIbHBIM JieKapcTBeHHbIM cpeactBoM (NSAID). NSAID
BKJIFOYAIOT B ce0s1 0e3 OrpaHMYeHNst aCUPHH, CATULIMJIOBYIO KHCJIOTY, TEHTU3UHOBYIO KHCJIOTY,
XOJIMH MAarHusl CajMIWIAT, XOJIMH CaJHIWIAT, CAJUIMJIAT MAarHus, CaJIMLWJIAT HATPHs,
nudayausai, kapnpoden, Gperonpoden, henonpoden kambuus, Gpaypodunpoden, udbymnpodeH,
keTorpodeH, HaOYTOH, KETOJNOpPAaK, KETOJNIOpaK TPOMETAMHUH, HANPOKCEH, OKCAIpO3HH,
IUKIO(EeHaK, €TOAO0NAK, UHAOMETALNH, CYJHWHAAK, TOJIMETHH, MeKJopeHaMaT, MekjIopeHamar
HaTpusi, Me(pEeHaMOBYIO KHUCIIOTy, NHUpPOKCHKaM, MejokcukaM, COX-2 cneundudeckne
UHTUOUTOpHI (TakWe Kak O0e3 OrpaHHYeHus] ILeNeKOKCHO, podekokcnd, BanaeKoKcHo,

napekokcuo, sropukokcud, mymupakokcud, CS-502, JTE-522, L.-745.337 u NS398).
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CornacHo HEKOTOPBIM BapHAHTAM OCYIIECTBIEHHUS HMHTHOUTOP AayTOTAKCHHA WJIHA €ro
bapmMareBTHIECKH MPUEMIIEMYIO COJIb BBOAAT COBMECTHO C AHAJIBI'€TUKOM.

CornacHo HEKOTOPBIM BapHUAHTAM OCYIIECTBIEHUS HMHTHOUTOP AayTOTAKCHHA WA €ro
bapMareBTHYECKN PUEMIIEMYIO COJIb UCTIONB3YIOT B KOMOWHAIMM C PagUallMOHHOHN Tepamnuei
(wnu paguorepanueit). PagnannoHHasi Tepanusi MPEeACTaBisieT cOOOW JieueHHe paka U APYTUX
3a00eBaHNl HMOHU3UPYIOIIUM  OOJiydeHHeM. PanualMoHHYI0 Tepamui HeoOs3aTeNbHO
UCTIONIB3YIOT JIJIs1 JIEUEHUS! JIOKAIN30BAHHBIX COJIUIHBIX OIMYXOJIeH, TAKUX KaK PaKu KOXKH, SI3bIKa,
TOPTaHH, TOJOBHOIO MO3ra, MOJIOYHOM JKE€J€3bl, MPENCTATEIbHON JKEJIe3bl, TOJCTON KHUIIKH,
neyeHu, MaTku u/uim meiiku. Taxke ee HEOOsA3aTENbHO HCIONB3YIOT AJIS JISUEHHs JIeHK0o3a U
1M OMBI (PAKOB KPOBETBOPHBIX KJIETOK U TMM(pATHUECKOH CUCTEMBI, COOTBETCTBEHHO).

Metoauka nOCTaBKM OONy4YeHHs B pAKOBBbIE KJIETKH 3aKJIIOYaeTcs B IOMELIEHHU
PaINOAKTUBHBIX HMIUIAHTATOB HEMOCPEACTBEHHO B OMYXOJb HJIM MOJOCTh OpPraHu3Ma. ITO
HA3bIBAETCSl BHYTPEHHEH pamuortepanueil (Opaxurepamusi, BHyTpeHHee OOnyueHue WU
BHYTPHUIIOJIOCTHOE ~ OOJlydeHHe  SIBJISIOTCS THUIIAMHU  BHYTpeHHeW  paguorepanuu). C
UCIIONIb30BAHMEM BHYTPEHHEH paguoTepanu 103y oOJIydeHUs] KOHIEHTPUPYIOT Ha HeOOIbILIOH
30He, U OOJBHOW OCTaercs B OONbHHIIE HA HECKOJIBKO CYTOK. BHYTPEHHIOI paguoTeparivio
YacTO HCIOJB3YIOT IPHU pakax s3bIKa, MATKU, MPENCTATENbHON >KeJe3bl, TOJCTOW KHUIIKU U
LIeVKHU.

TepMuH «paguoTepanusiy WIM «HOHU3UpPYIOIEe OOJydeHHe» BKIOYAIOT B ce0s Bce
¢dopmbl 00ny4YeHUs, B TOM 4ucie Oe3 OrpaHuyeHus o, U y H3Jy4yeHHe W yJbTpaduoneToBoe
U3JIy4eHUE.

CornacHo HEKOTOpPBIM BapHAHTaM OCYINECTBJICHHS MHTMOUTOpP ayTOTaKCHHA BBOIST C
NOHWKAIOLINM  COIEP’KaHHe TIIFOKO3bl  cpencTtBoM. COrjacHO HEKOTOPBIM — BapHAaHTaM
OCYLIECTBJICHHS IOHIDKAIOIIEe COAEPIKAHNE TIIFOKO3bI CPEICTBO BHIOMPAIOT M3 arOHUCTA (raMmma,
AyaJIbHOTO WJIM OOIIEero) peunenTopa, aKTHBHPYEMOrOo IEPOKCHCOMHBIM Mposn(epaTopoM
(PPAR), uaruburopa munenrumminentunasel (IV), aHamora rirokaroH-nopobHoro mentuna-1
(GLP-]), mHCY/NIMHA WM aHAJOra WHCYJHMHA, CTUMYJIATOpA CEKPEeLHH WHCYJIHMHA, WHIHOWTOpa
HATPUH3ABUCUMOIO mepeHocunka Troko3bl 2 tuma (SGLT2), rmokodara, HeaoBeuecKOro
aHajora  aMWIMHA, OWryaHwWna, HWHTHOMTOpa  aimb(a-TIIFOKO3UAas3bl,  METJIUTHHU/A,
THA30JUACHANOHA U CYIb(OHIIMOUYeBHHBI. COTIACHO HEKOTOPBIM BapUAHTaM OCYLIECTBIICHHS
UHTUOUTOpP AayTOTAKCHHA BBONAT C MET(GOPMHHOM, CHUTATJIUITHHOM, CAKCATJHUIITHHOM,
penarJTuHUIOM, HATETJIMHUAOM, SKCEHATUAOM, JIUPATIyTHAOM, HHCYJIHMHOM JIU3IPO, HHCYJIHHOM
acmapT, UHCYJIMHOM TJIAPTHH, HHCYJMHOM JETEMHUp, HHCYJIMHOM H30()aH U MIFOKaroH-mogo0HbIM
nentunoM-1 um mobol nx komOuHanmel. COrlaCHO HEKOTOPBIM BapUAHTaM OCYIINECTBIICHUS

I/IHFI/I6I/ITOp AyTOTAaKCHHA BBOAAT C MOHUKAO UM COACPKAHUE JIMITUIOB CPEACTBOM.
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CornacHo HEKOTOPBIM BapHAHTaM OCYIIECTBJIEHUS] MHTHOUTOpP ayTOTAKCHHA BBOMST B
KOMOWHALIMKA TI0 MEHbIIEH Mepe C OIHOW MAOIMOJHUTEIBHON Tepamuel, UCIOIb3yeMOH st
JeYeHuss ~ ceprevyHo-cocyaucroro  3aboneBanus.  COrJIaCHO ~ HEKOTOPBIM  BapuUaHTaM
OCYILIECTBIICHHUS TEPAIUel, UCIONb3YeMON s JIEUEHUs] CePIeYHO-COCYANCTOro 3a00JIeBaHMS,
SIBJIIETCSL MHTUOUTOP aHTHOTeH3uH-TipeBpammatomero ¢epmenra (ACE), 6mokatop peuenropa
aaruorensuHa Il (ARB), Oera-Onokarop, auypeTuk, OJ0KaTOp KalbLUUEBBIX KAHAJIOB, HHTHOUTOP
cucTeMbl peHUH-aHrHoTeH3uH (RAS), pasxmkaromuil KpoBb MEIUKAMEHT, CTaTUH U ¢ubdpar, a

TaKxe Jirodas ux KOMOUHaLUA.

Ha0opb1 u u3aenus

B HacTosiimeM TOKyMEHTE OIMUCBHIBAIOTCS HAOOPBI JJIsl JICUSHUs COCTOSTHUS, 3a00JIeBaHMUS
WIN HApPYyIIeHMs, aCCOLUMMPOBAHHBIX C AKTHUBHOCTBK) AyTOTAKCHHA, BKJIIOYAIOILETO BBEIEHUE
yKa3aHHOMY WHAMBHIYYMY HHTHOUTOpA ayTOTAKCHHA.

JInis TepaneBTHUECKUX MPUMEHEHHH, OMUCHIBAEMbIX B HACTOSIIEM JIOKYMEHTE, HaOOphI U
U3JeNUsl TAKKE OMHUCBHIBAIOTCS B HAcTosAlEeM aokyMeHTe. COrjlaCHO HEKOTOPbIM BapHUaHTaM
OCYLIECTBJIEHHs] Takhue HAaOOpBhI BKJIIOYAIOT B Ce0S HOCHUTENb, YIAKOBKY WJIM KOHTEWHep,
KOTOPBIN pa3fenseTcss Ha 4acTu, JJis Pa3MELIeHHsI OAHOTO UM HECKOJIBKUX KOHTEHHEPOB, TAKUX
KakK (pIaKOHBL, TyObI U T.I., IPH 3TOM KaKABIH U3 KOHTEHHEPOB, BKIIFOYAIOIINX B CeOsl OOMH U3
OTHENbHBIX JJIEMEHTOB, MOMJIEKUT HCIOJIb30BAHUIO B CIIOCOOE, OMHCHIBAEMOM B HACTOSIIEM
nokymeHnte. Ilogxonsinue KOHTEWHEPhI BKJKOYAOT B ce0si, Hampumep, OyThUIKH, (IIAKOHHBI,
mmpuiel 1 TyObl. KOHTEHHEpbI MOTYT OBITh CHIEJIaHbl U3 Psiia MAaTEPHANIOB, TAKUX KaK CTEKJIO
WJIH TUTACTHK.

WUznenusi, mnpencraBlieHHble B HACTOSALIEM JOKYMEHTE, CONIEpaT YIIaKOBOYHBIE
mMatepuaibl. [IpumMepsl (apMarieBTHUECKUX YIAKOBOYHBIX MAaTEPUAJIOB BKIIIOYAIOT B cebs Oe3
OrpaHUYeHUs] OJIUCTEPHBIE YIIAKOBKY, OYTHUIKU, TYObI, HHTANATOPbI, HACOCHI, MAKEThI, (PJIAKOHBI,
KOHTEHHEpHI, IIMPHLbL, OYTBUIKH W KaKOW-TMOO YNAaKOBOYHBIA MaTepuaj, MOAXOMSLIHHA IS
BBIOPAHHOTO COCTaBa M MPEIIOJIaraeMOro MyTH BBEINEHHs U JjiedeHus. [IpemycmarpuBaercs
INIMPOKUI CIEKTP COCTABOB COENMHEHWH W KOMITO3UIUH, MPENCTABICHHBIX B HACTOSIIEM
JOKYMEHTE, a TAKKe Pl TEPANIEBTHYECKUX CPENCTB Il KAaKOTO-JIMOO HAPYILISHHUSI, P KOTOPOM
TMOJIE3HO MHTUOMPOBAHUE ayTOTAKCHHA, WU MPU KOTOPOM AyTOTAKCHH SIBJISIETCS MEIHATOPOM
WJIM UCTOYHUKOM CHMITTOMOB HJTH TIPUYHHBL

Konretinep(bl) He0OS3aTETEHO UMEET OTBEPCTHE JJIsl CTEPUIIBHOTO AOCTyMa (Hampumep,
KOHTEMHEep MpeNncTaBysieT COOOM MakeT ¢ BHYTPUBEHHBIM PACTBOPOM UJIH (hJIAKOHOM, UMEIOLITUM

npoOKy, MPOKAJIBIBAEMYIO WIIJIOW Ui MOAKOKHOW MHBEKUMH). Takue HaOOpsl HeoOs3aTeIbHO
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coiepIKaT COeAMHEHUE ¢ UACHTUPUIHUPYIOLINM ONIMCAHUEM, WIN 3TUKETKOH, WM HHCTPYKLIHUSIMHU
OTHOCHTEINIbHO €r0 MPUMEHEHUs B CII0C00aX, OMUChIBAEMBIX B HACTOSIIEM JOKYMEHTE.

Habop, kax mpaBuio, Oyner BKIHOYATh B ceOsl OOUH HIIM HECKOJBKO JOMOTHUTEIHHBIX
KOHTEHHEPOB, KaKAbI C OAHMM WJIM HECKOJbKUMH PA3UYHBIMH MaTepHaliaMH (TaKUMH Kak
peareHThl, HeoOs3aTeIbHO B KOHIIEHTPUPOBAHHON (popMe, W/MIN yCTPOIHCTBA), MOAXOIAIINMH C
KOMMEPUYECKOM M TOTPEOUTENbCKOM TOYKH 3pEHUs, JUIsI TPHUMEHEHHs COeIUHEHHS,
ONHMCBIBAEMOTO B HACTOAILIEM JOKyMeHTe. Heorpanumumparomue NmpuMepbl TaKUX MaTepUasioB
BKJIIIOHAIOT B ce0s1 Oe3 orpanudenuss Oydepnl, pasdaButenu, (QUIBTPBI, HINIBL, LINPHULBL,
HOCHUTENb, YIMAKOBKY, KOHTEWHEp, (IAaKOH, W/WIN KPYroBble OSTUKETKH C IEPEUYHCICHUEM
COAEPKUMOro, W/WIM MHCTPYKLUUH 10 TPUMEHEHHIO, a TaKKe JIUCTKU-BKJIAIBIIHN C
MHCTPYKLHUSAMH 110 MpUMeHeHUI0. OOBIMHO TaKKe BKIIIOYAIOT HAOOP UHCTPYKLIMH.

CornacHo HEKOTOPBIM BapHUAaHTaM OCYINECTBIIEHHS 3TUKETKA HAXOMUTCA HAa KOHTeHHepe
WIN CBsI3aHA C HUM. DTHKETKa MOXET HaXOIHUThCSl Ha KOHTeWHepe, Koraa OyKBbI, HUQPPHI HIIH
APYTHe CHUMBOJBI, COCTABISIFOIIUE 3THUKETKY, MPHUKPEIUBIIOT, (OPMYIOT MM TPAaBUPYIOT Ha
CaMOM KOHTEHHepe, STUKETKa MOXKET OBITh CBs3aHA C KOHTEHHEPOM, €CJIM OHA MPE/CTABICHA B
KOpOOKe WM HOCHTENe, KOTOpbIe TaKXKe COAepkaT KOHTEHHep, Hampumep, B BHIE JHCTKA-
BKiIaabima. Ha sTukerke MoxeT ObITh yKa3aHO TO, YTO COAEPKUMOE MOMJIEKUT HCIIOIb30BAHHIO
JUIl  KOHKPETHOTO TEepaneBTHYECKOro IPHUMEHEHUs. OTHKEeTKa TaKKe MOXeT YKa3bIBaThb
HAINpaBJIEHUs] IPUMEHEHHsI COAEPKUMOTO, HapuMep, B COCO0aX, OMUCHIBAEMBIX B HACTOSIIIEM
JIOKYMEHTE.

CornacHo HEKOTOPBIM BapUAHTAM OCYINECTBJICHUS (papMaleBTUYECKasi KOMITO3HIIHS,
comepkaliasi WHTUOWTOpP ayTOTAKCHHA, TMPENCTAaBJIeHAa B YIAKOBKE WM JO3UPYIOIIEM
YCTPONCTBE, KOTOpPbIE MOTYT COAEPKATh ONHY WJIM HECKOJBKO €JUHUYHBIX JO3HPOBAHHBIX
¢dopm. YmakoBka, HaAllpUMepP, MOXKET COIEPKaTh METALUTMUECKYI0 HJIH IUIACTUKOBYIO (OJIBIY,
Hampumep, OiucTepHas ymakoBka. K ymakoBKe WM JO3UPYIOLIEMY YCTPOWCTBO MOTYT
NpUIIAraThCs MHCTPYKLUH MO BBeAeHHI0. K ymakoBKe WM JO3aTOPY TaKKe€ MOTYT MPHJIAraThCs
yYBEOMJIIEHHE, CBS3aHHOE C KOHTEHHepoM, B (popme, MPENNMUCAHHOW NPaBUTEIBLCTBEHHBIM
OpPTaHOM, PEryJUPYIOIIUM MPOU3BOACTBO, HCIOJb30BAHUE WM MPONAXy (PapMareBTUIECKHX
npenaparoB, NPU 3TOM B YBEIOMJIEHHH OTpakaeTcsi OpoOpeHHe OpraHoB  (opMbl
JIEKapCTBEHHOTO CPEACTBA JJIsl BBENCHHS YEJIOBEKY WJIHM JJISI BETEPHHAPHOTO IMPHUMEHEHHUSL.
Hanpumep, Takoe yBenoMieHHe MOXKET ObITh 3TUKETKOH, omoOperHoi Ynpasienuem CIIIA mo
CaHMTAPHOMY HAJ30pY 3@ KaYECTBOM IHIIEBBIX MPOAYKTOB U MEIUKAMEHTOB JUIsI PELIENTYPHBIX
JIEKapCTBEHHBIX CPEICTB, WM ONOOPEHHBIM JIMCTKOM-BKJIanbpimeM. Komnosnumu, copeprkamme

NpeACTaBJICHHOE B HACTOALIEM JOKYMECHTE COCAUHCHUE, COCTAaBJICHHOE B COBMECTUMOM
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(I)apMaL[eBTI/ILIeCKOM HOCHUTCIIE, TAKXKE MOI'YT OBITh MOJIy4YCHBI, TOMCIICHBI B COOTBeTCTBYI-OH_[I/Iﬁ

KOHTefIHep U MOMECYCHBI JJIs JICUCHUS YKa3aHHOI'O COCTOsAHUA.

BapuaHTBI 0cyliecTBJ/IEHUSI HACTOSIIIET0 H300peTeHunst

Bapuant 1. Cnoco® nedeHus: wim mnpenynpexaeHus (uOposa, mpypuTa, BOCHAIUTEIHHOTO
3a00JI€BaHNSI MJT COCTOSTHUS], ayTOMMMYHHOT'O 3a00JI€BaHUS UJTH COCTOSTHHSL, paKa, 3a00eBaHus
WJIU COCTOSIHHSI bIXATENIbHBIX MyTeH, OKUPEHHsI, BHYTPUIJIA3HOTO AABJICHUS, HEBPOMATHIECKOH
0o WM UX KOMOWHALMKA y MJIEKOMHUTAIOIIErO, BKIIIOYAIOIUN BBEICHUE MIICKOMHUTAIOIIEMY

UHTHOUTOPA ayTOTAaKCHHA CIIENYIOIIEeH CTPYKTYPBHI:
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WIN ero (papMareBTH4eCKy IPHEeMIIEMOI COJIN WM COJIbBATA.

Bapuant 2. Cmoco0 cornmacHo BapwaHTy 1, B KOTOPOM coeauHeHHe A, coequHeHue B,
coequnenune E, coenunenue F, coenunenue G, coenunenne H, coenunenue I BBOmsar B gopme

(hapMaLieBTHYECKU TPUEMJIEMOU COJIH.

Bapuant 3. Cnoco0 coryiacHO BapwaHTy 2, B KOTOPOM COeAWHEHHe A, coequHeHue B,
coequnenne E, coenunenue F, coenunenue G, coenunenne H, coenunenue I BBOmsaT B popme

COJIM HaTpHsl.

Bapuant 4. Cnoco0 cornacHo 000My U3 BapHaHTOB 1-3, B KOTOPOM HMHTHOMTOP ayTOTaKCHHA

BBOAAT MCCTHBIM IIyTEM, BBOIAT NNEPOPATIBHO UJIK BBOAAT MAPCHTEPAJIbHO MIICKOIINTAOLIIEMY.

Bapuanr 5. Cnoco6 cormacHo mo0oMy 13 BapuaHToB 1-4, B KOTOPOM MHTHOUTOP ayTOTaKCHHA

BBOJAT CUCTEMHO MJICKOMMUTAOIIEMY .

Bapuant 6. Cioco0 cornacHo n060My U3 BapuaHTOB 1-5, B KOTOPOM HHIHOMUTOpP ayTOTaKCHHA

BBOJAT IMEPOPAIBHO MIICKOIMUTAOIIIEMY .

Bapuant 7. Cnoco0 gneueHuss wim npeaynpexaeHus ¢udpo3a y MIEKOMUTAIOLIETO,
BKJIFOYAIOLIMI BBEJCHHE MIIEKOMUTAIOLIIEMY HHIHOUTOPA ayTOTAKCHHA CIENYIOIEH CTPYKTYPHI:
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WIH ero (papMareBTHIeCKH IIPHEeMIIEMON COJIN WJIH COJIbBATA.

Bapuant 8. Cnoco0 coryacHO BapwaHTy 7, B KOTOPOM COeAuHeHHe A, coequHeHue B,
coequnenue E, coenunenue F, coenunenue G, coenunenune H, coenunenue I BBOmsAT B popme

(hapMaLieBTUYECKU TTPUEMJIEMOU COJIH.

Bapuant 9. Cnoco0 coryacHO BapwaHTy 8, B KOTOPOM COeAuHeHHe A, coequHeHue B,
coequnenue E, coenunenue F, coenunenue G, coenunenune H, coenunenue I BBOmsaT B popme

COJIM HaTpHsl.

Bapuant 10. Cnoco0 cormacHo mo0oMy U3 BapuaHTOB 7-9, B KOTOpOM (UOPO3 SIBIISETCS

BOCIIPUUMYHNBBIM K JICHCHUIO I/IHFI/I6I/ITOpOM AyTOTaKCHUHA.

Bapuant 11. Cnoco0 cornacHo nrodomy 3 BapuaHTOB 7-10, B KOTOpOM (UOPO3OM SIBIISIETCS
aerounslii  GuOpo3, mnedeHouHblii ¢Gudpo3, moueuHbli ¢Gudpo3, rHazHOM  GHUOPO3,

nepuTOHeanbHbIH GrOpo3, Wi GrOPO3 KOXKU, HITH UX KOMOMHALIUH.

Bapuant 12. Crioco6 coriacHo nmobomy u3 BapuaHToB 7-11, B KOTOPOM HHTHOUTOP ayTOTaKCHHA

BBOAAT MCCTHBIM IMyTEM, BBOIAT NEPOPATIBHO UJIK BBOAAT NAPEHTEPAJIbHO MIICKOIIUTAOIIEMY.
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Bapuant 13. Cnioco6 coriacHo nmobomy u3 BapuaHTOB 7-12, B KOTOPOM HHTHOUTOP ayTOTAKCHHA

BBOAAT CUCTEMHO MJICKOIMMUTAOIIEMY .

Bapuant 14. Cnioco6 cornacuHo mobomy u3 BapuaHTOB 7-13, B KOTOPOM HHTHOUTOP ayTOTaKCHHA

BBOJAT NEPOPAIbHO MIICKOIMUTAIOLIIEMY .

Bapuant 15. Cnoco0 corimacHo BapuaHty 14, B KOTOPOM WHIHOUTOP ayTOTAKCHHA BBOJST
MJICKOTIUTAOEMY B (pOopMe mMepopaspHOro pacTBOpa, MEPOPANbHON CYCNEH3UM, MOPOLIKA,

IMTHUJIFOJIN, TabJIETKU UIU KarcyJibl.

Bapuant 16. Criocob coriacHo mobomy u3 BapuaHTOB 7-13, B KOTOPOM HHTHOUTOP ayTOTAKCHHA

BBOAAT MJICKOITUTAIOLIEMY HH”beKLIHeﬁ WJIM BHYTPUBCHHO.

Bapuant 17. Cnoco® cornacHo BapuaHTy 7, B KOTOPOM MHIMOMTOp ayTOTaKCHMHA WHTHOUpYET
WIN CHIXKAET CKOpPOCTb HAKOIUIeHHs (UOPOTeHHBIX KJIETOK M OTJIOKEHHE OeNkoB

BHEKJIETOYHOI'O MaTPUKCa B TKaAHAX MJICKOITUTArOIETO.

Bapuant 18. Cnoco0® nedeHHss WM TPEnyNpekAeHUs MpPypUTa Yy MIIEKOIUTAOLIETO,

BKJIFOYAIOLIMI BBEJCHHE MIIEKOMHUTAIOLIIEMY HHIMOUTOPA ayTOTAKCHHA CIENYIOIIEH CTPYKTYPHI:
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WIH ero (papMareBTHIeCKH IIPHEeMIIEMON COJIN WJIH COJIbBATA.

Bapuant 19. Cnoco® corjmacHo BapuaHTy 18, B KOTOpOM coenuHeHuwe A, coenuHeHHe B,
coequnenue E, coenunenue F, coenunenue G, coenunenune H, coenunenue I BBOmsAT B popme

(hapMaLieBTUYECKU TTPUEMJIEMOU COJIH.

Bapuant 20. Cnoco® cornmacHo BapuaHTy 19, B KOTOpOM coennHeHuwe A, coenuHeHue B,
coequnenue E, coenunenue F, coenunenue G, coenunenune H, coenunenue I BBOmsaT B popme

COJIM HaTpHsl.

Bapuant 21. Cnioco0 cornacHo nrodomy u3 BapuaHTOB 16-20, B KOTOPOM 3y aCCOLUUPYETCS C
repreTu(OpMHBIM IEPMATHTOM, JAEPMATOMHO3UTOM, mNemduronnoMm, cuHapomom Illerpena,
Oonesnbto Jlapbe, Oone3Hpro Xeinmu-Xednu, wuxtuo3oM, cuxapomom Illerpena-Jlapccona,
nepmaropuTHer, (QOTUKYIUTOM, HUMIETUTO M JAPYTHMH OaKTepHaJbHBIMH WH(EKIHSIMH,
YKYCaMH HAaCeKOMBIX, TMEAHMKYJIEe30M, YEeCOTKOW, BHPYCHOH HH(EKUHeH, acreaTo3om,
aTONMUYECKON DK3€MOM, KOHTAKTHBIM JI€PMATUTOM, pPEAKLUel Ha JIEKApCTBEHHOE CPENCTBO,
KPAaCHbIM IUIOCKHM JIMINAEM, MPOCTBIM XPOHUYECKHUM JIUIIAEM, MAaCTOLUTO30M (ITMTMEHTHOH

KpanuBHULIEH), MaJsipuel, mcopuasoMm, pyoOmom(amu), KpamuBHULEH, KOXXHOH T-kieTouHOH
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auM@oMol Wi PYHTOUIHBIM MUKO30M, KOKHOU B-kjieTouHOM TUM(OMOH, MOpaskeHueM KOKU
npu Jeiikosze, nempuronoM OepeMEHHBIX, MOJMMOP(HBIM EPMATO30M OEPEMEHHBIX WIIH

NOYeCyx 0l OepeMEHHBIX.

Bapuant 22. Cnoco0 cormacHo mroOomy u3 BapuaHTtoB 18-20, B KOTOPOM 3yn BbI3BaH

XOJIECTATUYECKUM MPYPUTOM.

Bapuant 23. Cnocob cormacHo moOoMy U3 BapuaHToB 18-22, B KOTOPOM HMHIHOUTOP
AyTOTaKCMHA BBOASAT MECTHBIM IIYTEM, BBOIAT MNEPOPAJBHO HWIHN BBOAAT MNAPCHTEPATIBHO

MIJICKOIMUTAIOIIEMY .

Bapuant 24. Cnoco® cormacHo moOoMy u3 BapuaHToB 18-23, B KOTOPOM MHIHOUTOP

AyTOTaKCHUHA BBOASAT CUCTEMHO MJICKOIIUTAOIIIEMY.

Bapuantr 25. Cnoco® corimacHo moOoMy u3 BapuaHTOB 18-24, B KOTOPOM HMHIHOHTOP

AYTOTAaKCHHA BBOIAT MEPOPAIIBHO MIICKOIMUTAOIIEMY .

Bapuanr 26. Cnoco® cormacHO BapuaHTy 25, B KOTOPOM HHTHOMTOP ayTOTAKCHMHA BBOIST
MIIEKOTIUTAOIEMY B (popMe IMepopaspHOro pacTBOpa, MEPOPANbHONH CYCIEH3UH, MOpPOIIKA,

IMHUJIFOJIN, TaOJIETKH U KaricCyJibl.

Bapuant 27. Cnocob cormacHo moOoMmy u3 BapuaHToB 18-23, B KOTOPOM HMHIHOUTOP

AyTOTaKCHHa BBOAAT MJICKOIIUTAIOLIEMY I/IHT:GKLII/Ieﬁ WJIK BHYTPUBCHHO.

Bapuant 28. Crocob jeueHHMs WM TPEAYNPENKAECHUS BOCHAIUTEIBHOrO 3a00JIeBAHUS HIIH

COCTOSIHUS, WJHM ayTOMMMYHHOTO 3a00JIeBaHUS WJIM COCTOSIHHSI Y  MJIEKOIHTAIOLIETO,

BKJIFOYAIOLITMI BBEJCHHE MIIEKOMUTAIOIIIEMY HHIHOUTOPA ayTOTAKCHHA CIENYIOIEH CTPYKTYPHI:
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WIH ero (papMareBTHIeCKH IIPHEeMIIEMON COJIN WJIH COJIbBATA.

Bapuant 29. Crnioco® corjacHO BapuaHTy 28, B KOTOPOM COeAuHEeHHMe A, coequHeHHe B,
coequnenue E, coenunenue F, coenunenue G, coenunenune H, coenunenue I BBOmsAT B popme

(hapMaLieBTUYECKU TTPUEMJIEMOU COJIH.

Bapuant 30. Cnioco® corjmacHo BapuaHTy 29, B KOTOPOM cOelAWHEeHHWe A, coequHeHHe B,
coequnenue E, coenunenue F, coenunenue G, coenunenune H, coenunenue I BBOmsaT B popme

COJIM HaTpHsl.

Bapuant 31. Cnoco6 cormacHo smoOoMy u3 BapuanToB 28-30, B KOTOPOM BOCHAJHTEIBHBIM
3a00J1eBaHIEM WJIH COCTOSIHUEM, WJIH ayTOUMMYHHBIM 3a00JI€BaHHEM HIIH COCTOSIHUEM SIBJISIETCS
NCOpHa3, PEBMATOUIHBIA AapPTPUT, BACKYJUT, BOCHAIUTENbHOE 3a00JIeBaHUE KHUIIEYHUKA,
JIePMATHUT, OCTEOAPTPHUT, aCTMa, BOCTAIUTENbHOE 3a00JIeBAaHUE MBILIL, AJJIEPTHUECKHI PUHUT,
BAariHMUT, I/IHTepCTI/IL[I/IaJ'IbHI:Jﬁ OUCTUT, CKIICpOoaAcCpMus, OK3€EMaA, KpacCHast BOJIYAaHKA,
ACPMATOMUO3NUT, CHUHAPOM HlerpeHa, TUPEOUAUT, MHUACTCHUSA TpPaBUC, ayTOMMMYHHas

IeMOJIUTHYECKAas] AHEMHs, pPACCesHHBIH CKJIEpO3, KHUCTO3HBIH (PUOpO3, XPOHUYECKHH
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PELUANBHUPYIOLINHA TENaTUT, MEPBUYHbIA OWIMAPHBIA LUPPO3, MEPBUYHBIA CKJIEPO3HPYIOLIHHA

XOJIAaHT'UT, annepmqecxlxn‘/'l KOHBIOHKTUBHT MJIA QTOMUYECKUHA ACPMAaTHUT.

Bapuant 32. Crioco6 corynacHo BapuaHTy 31, B KOTOPOM BOCHAUTENBHBIM 3a00JIEBAaHUEM MU
COCTOSAHUEM, UJIM ayTOMMMYHHbIM 3a6OJ'IeBaHI/IeM NN COCTOAHHUEM ABJIICTCSA BOCIIAJIUTCIIBHOC

3a00JIeBaHUE KULLIEYHUKA.

Bapuant 33. Cnoco® cormacHo BapwaHTy 32, B KOTOPOM BOCHAJHMTENbHBIM 3a00JI€BaHHEM

KHIICYHHUKA ABJISACTCA KOJIUT.

BapuanT 34. Cioco0 coriacHo BapuaHTy 33, B KOTOPOM KOJIUTOM SIBJISIETCS] OCTPBIN KOJIUT.

Bapuant 35. Cnocob cornmacHo BapuaHTy 33, B KOTOPOM KOJHMTOM SIBJISI€TCS XPOHHYECKHI

KOJIUT.

Bapuant 36. Crioco0 coriacHo BapuaHTy 33, B KOTOPOM KOJIUTOM SIBJISIETCSI ayTOMMMYHHBIH
KOJIUT, WAUONATHYECKUH KOJIUT, STPOTEHHBIH KOJUT, cocyaucroe 3aboneBaHue WM

MH()EKLIMOHHBII KOJIUT.

Bapuant 37. Ciocob coriacHo BapuaHTy 33, B KOTOPOM KOJUTOM SIBJISIETCS SI3BEHHBIH KOJIHT.

Bapuant 38. Cnocob coriacHo moboMy u3 BapuaHTOB. 28-30, B KOTOPOM BOCHAJHTEIbHBIM
3a00JIeBaHIEM WJIH COCTOSIHUEM, WJIH ayTOUMMYHHBIM 3a00JI€BaHHEM HIIH COCTOSIHUEM SIBJISIETCS

PacCesiHHBIN CKJIEPO3.

Bapuant 39. Crnoco6 cormacHo BapuaHTy 38, B KOTOPOM pAaCCESTHHBIM CKJIEPO3OM SIBIISIETCSI
PELUANBHBIN/PEMUTTUPYIOIINHA PACCESIHHBIN CKJIEPO3, PELHIUBHBIA PACCESTHHBIA CKJIEpO3,
NEPBUYHO MPOTrPECCUPYIOLIUN PACCESTHHBIN CKJIEPO3 WM BTOPUYHO NPOrPECCUPYIOLINN

PacCesiHHBII CKJIEPO3.

Bapuant 40. Cnocob cornmacHo BapuaHTy 39, B KOTOPOM HMHTHOUTOP AyTOTAKCUH CHIDKAET
YaCTOTY, TSDKECTh W/WIN MPOAOIDKUTEIBHOCTh PELUANBA OJHOTO WIIM HECKOJIbBKHX CHMIITOMOB

PaCCEeAHHOIO CKIEPO3a.

Bapuant 41. Cnoco6 cornmacHo Bapuanty 40, B KOTOPOM CHMIITOMBI PaCCEIHHOTO CKJIEpO3a
BKJIFOYAIOT B ce0sl OHEMEHUe WM ClaboCTh B KOHEYHOCTH, YACTHYHYIO WM TOJHYIO MOTEPIO

3peHUs], NBOMHOE 3PEHHUE, HESICHOCTb 3PEHHUs, OLIYLIECHHE MOKAaIbIBAHMs, TPEMOpP, OTCYTCTBHE
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KOOPJAMHALIMH, HEYCTONYUBYIO MMOXOAKY, HEBHATHYH) P€4b, YCTAJIOCTh, FOJIOBOKPYKEHUE WIIA UX

KOMOWHALIUY.

Bapuant 42. Cnoco0 JedeHuss paka Yy MIICKONMUTAIOLIETO, BKJIIOYAIOIINA BBEICHHE
MJIEKOITUTAIOLIIEMY HHTHOUTOPA ayTOTAKCHHA CIEAYIOIIEH CTPYKTYPHI:
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WIH ero (papMareBTH4IeCKy IIPUEeMIIEMO COJIN WJIH COJIbBATA.
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Bapuant 43. Cnocob cornmacHo BapuanHTy 40, B KOTOPOM coeiauHeHHWe A, coenuHeHHe B,
coequnenmne E, coenunenue F, coenunenue G, coenunenne H, coenunenue I BBOmsaT B Gopme

(dhapMaLieBTHYECKU TPUEMJIEMOU COJIH.

Bapuant 44. Cnocob cornmacHo BapuaHTy 41, B KOTOpOoM coenawHeHne A, coenuHeHHe B,
coequnenune E, coenunenue F, coenunenue G, coenunenne H, coenunenue I BBomsaT B opme

COJIM HaTpHsl.

Bapuant 45. Cnocod corjmacHo moOomy u3 BapuaHTOB 40-42, B KOTOPOM PaKOM SIBJISIETCS

CoJIMaHas ONyXoOoJib.

Bapuant 46. Cnioco0 cornacHo mo0oMy u3 BapuaHTOB 40-42, B KOTOPOM PAaKOM SIBJISIETCS] PaK
MOYEBOr0 My3bIPs, paK TOJCTON KHILIKH, paKk IOJOBHOIO MO3ra, pak MOJOYHOW JKeJe3bl, pak
SHAOMETPUS], paK CepAla, pak MOYKHU, PaK JETKOro, paK NMEeYeHH, paK MAaTKH, paKk KPOBEHOCHOMN U
auM(paTUIECKOH CHCTEM, paK SIMYHHMKA, PaK TMOKETYAOYHOH JKeNe3bl, paK MpencTaTelbHON

JKEJIE3BI, paK ITUTOBUHOM JKeJIe3bl UJTH PaK KOXH.

Bapuant 47. Cnocob coriacHo go0omy u3 BapuaHTOB 40-42, B KOTOPOM pPAaKOM SIBJISIETCSI

CapKoMa, KapLIMHOMA WK JTUMpoMa.

Bapuant 48. Cnoco® CHIKEHHMs WM HHTHOUPOBAHHMS AHTHOTEHE3a Y MIIEKOIMUTAOIIETro,

BKJIFOYAIOLITMI BBEJCHHE MIIEKOMUTAIOLIIEMY HHIHOUTOPA ayTOTAKCHHA CIENYIOIIEH CTPYKTYPHI:
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WIH ero (papMareBTHIeCKH IIPHEeMIIEMON COJIN WJIH COJIbBATA.

Bapuant 49. Crnoco® corjacHo BapuaHTy 48, B KOTOPOM coelauHeHHWe A, coequHeHHe B,
coequnenue E, coenunenue F, coenunenue G, coenunenune H, coenunenue I BBOmsAT B popme

(hapMaLieBTUYECKU TTPUEMJIEMOU COJIH.

Bapuant 50. Crniocob cornmacHo BapuaHTy 49, B KOTOPOM coelAuHeHHWe A, coequHeHHe B,
coequnenue E, coenunenue F, coenunenue G, coenunenune H, coenunenue I BBOmsaT B popme

COJIM HaTpHsl.

Bapuant 51. Cnocob cormacao modOomy u3 BapuanTtoB 48-50, B KOTOPOM CHIDKEHHE HIIH
VMHIHOMPOBaHNE AHTHOTeHe3a Yy MIICKOIHTAIOLIEro JIEYHT aTePOCKIEepO3, TMIEPTEH3HIO, POCT
OIyXOJIH, BOCTAJICHNE, PEBMATOUIHBINA aPTPUT, BIAXKHYIO (OPMY NEreHEepauy JKEJNTOro ISITHA,
XOPHOHJANBHYIO HEOBACKYJIIPH3ALIMIO, PETHHAIBHYIO HEOBACKYJISIPH3ALIUIO MITH THA0ETHYECKYIO

PETHHONATHIO.

Bapuant 52. Cnoco6 cornacHo m000oMy U3 BapuaHTOB 1-51, NOMONHHUTENHHO BKJIFOYAROIIUN
BBEIEHHE [0 MEHbIIEH Mepe OIHOrO JOIMOJHHUTEIBHOIO TEPANEBTHYECKOrO CPENCTBa

MIJICKOIMUTAIOLIEMY .
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Bapuant 53. Cnocob cormacHo ar00OMy W3 BapuaHTOB 1-52, B KOTOPOM MIJIEKOMHUTAIOIHM

ABJIACTCA YCIIOBCK.

IIpumepsl

CJ'IGI[YI'OH.II/IG NPUMEPDI NPEACTABJICHBI UCKIIFOYUTCIIBHO B UWJUIFOCTPATUBHBIX LECIISIX U HE

OTPaHUYUBAIOT 00BEM (POPMYJIBI U300PETEHUS, MPEACTABIEHHON B HACTOSIIEM JTOKYMEHTE.

3-((6-xn0p-2-uuxaonponui-1-(1-atua-1H-nupaszon-4-ui)-7-

¢prop-1H-una01-3-171)THO)-2-PTOPOEH30iIHOM KHCIOTHI (COeMHEHHs A)

IIpumep 1. Cunres
IlyTs 1
AICl3, BCh,
XJIOPDAUCTOHHTPHIT
Cl NH, CH:Cla, 06paTHbIii cl

F XOJIO JUJTbHHK,
14 4., 3 1 HCI, o6paTHsbrit
XOJIOTUIBHUK, 3 4.

Br—{ N
\ A
4 N
N,N'-qumeTni- N
STHICHAHAMUH, cl N
KsPO,, Cul, F h
Tonyon, 140°C, 16 u. N
5
£ CO:Na
NaOH P
—_——
A\
cl N
F 2/\”
N-N

Harpuesast conb coenuaernst A

Cl Huxnompomun MgBr

A\
NH, Tonyon, o N
0°C -RT, 1 4. F
3
£ GO
£ COEt S/@
HS 6 \
NCS, CH,Cl,, g N
RT, 16 . E 2/\|\
{N
7
. COH
N
cl N
F 2/\”
N-N

Coenunenne A

PMBSH F

F F
Br COzH  EtOH, H,SO,
—_—
oOpaTHbIid
XOJIOOMIBHAK, 24 1.
A1l A2

F
Br: CO,Et  Pdy(dba)s kcamrdoc PMB/S CO,Et TFA
_—
DIPEA, 1,4-guokcan 80°C, 12

HS\©/COZEt
Y.

A3 6



104

Cramus 1. Cunres 1-(2-amuno-4-xj10p-3-dbropdennn)-2-xJjiop3Tad-1-o8a (2)

B nepememmBaemsrii pactsop AlCI3 (10,0 1, 75,01 mmone) 1 BCls (1 M B H-rekcane) (74
mi, 75,01 mmons) B CH2Clz (80 mut) nobasnsimm 3-xmnop-2-¢proparmmma 1 (9,0 1, 6,18 MMonb), a
3ateM pactBop xJjopaueronutpuna (11,6 r, 153,64 mmons) B CH2Cly (20 mu) mpu 0°C B
uHEepTHOH atMocdepe. ObecneunBany nepeMenIMBaHue peakoHHON cmecH pu RT B TeueHne
30 MUHYT, HarpeBajd OO TEMIIEPaTypbl MOSBJICHUS KOHACHCALUMU M NOAAEpkKUBaIU ewe 14
4acoB. 3aTeM peakLUUOHHYI cMmech oxnaxnanu 1o 0°C, mobasmsnm Bomusii 3 H pactsop HCI
(100 M) ¥ moBBIIANN TEMIEPATYPyY O MOSBJICHUS KOHAEHCATa U NepeMeIINBaIld B TEUCHUE 3
yacoB. Ilocne 3aBepiienus peakiuuu ¢ nomombio TLC peakunonHyo cMmech oxnaxkaanu 10 RT,
pazbasysmu Bomoit (50 mur) u skcrparupoBann ¢ CHxCly (2 x 150 my). OObenuHeHHBIE
opraHudeckue SKCTpakThl cymmwiu Haa NaxSQs, QuiabTpoBamm M KOHLEHTPUPOBAIU IIPU
MOHWKEHHOM [1aBJIEHUU C IOJIyYEHHEM HEOYMILIEHHOro NpoAaykTa. HeouulneHHbI NPOAYKT
OUHINAJIU TIyTE€M PAaCTUPaHUs C H-TIEHTAHOM C ToJiyueHuem coenuHenus 2 (4,5 r, 33%) B Buze
rps3HO-6enoro Teepaoro semectsa. 'H AMP (500 MHz, DMSO-ds): & 7,61 (d, J = 9,0 Hz, 1H),
7,35 (brs, 2H), 6,72 (d, J = 9,0 Hz, 1H), 5,06 (s, 2H).

Cranus 2. Cunres 6-xja0p-2-1mkionponui-7-dgrop-1H-uunona (3)

B nepememmBaemsiii pactBop coenuHenus 2 (4,5 r, 20,3 mmoinb) B Todyosie (50 mun)
nobasysuu uknonponuamaraus opomun (0,5 M B THF; 102,0 ma, 50,9 mmons) mpu 0°C B
uHepTHOU aTtMoc(hepe. Peakiuonnyo cmech nepemernvBaiu npu 0°C B TeueHue 15 MuHYT, a
3aTeM HarpeBaiu a0 RT u mepememuBanue mnpoposkanu eme | yac. Ilocne 3aBepiueHwus
peakuuu ¢ nomombto TLC peaklMOHHYIO CMeCh TacCHJIM HACBIIIEHHBIM PAacTBOPOM XJIOPUAA
amMmonusi (10 mum) u skctparupoBamu ¢ mnomompid EtOAc (3 x 75 wmu). OObennHeHHBIE
OpraHuYecKue SKCTpakThl cymwmwin Haa NaxSQs, (QuiabTpoBaq M KOHLUEHTPUPOBAIM TIPU
NOHM)KEHHOM JIaBJICHUU C TIOJYYE€HHEM HEOYHIICHHOTO NPONyKTa. HEeounIneHHBIH NpORyKT
ountnanu (xpomarorpadust Ha cunukarene; 1% EtOAc/rekcanbl) ¢ mony4eHHeM COENUHEHHUS 3
(2,7 r, 63%) B Buse rpa3HO-6enoro Teepaoro semectsa. 'H IMP (500 MHz, DMSO-ds): § 11,55
(s, 1H), 7,18 (d, J = 8,5 Hz, 1H), 6,97 (dd, J = 8,5, 6,5 Hz, 1H), 6,16 (s, 1H), 2,03-1,99 (m, 1H),
0,99-0,96 (m, 2H), 0,83-0,80 (m, 2H); LC-MS (ESI): 91,6%; m/z 208,1 (M - H"); (kononka: X
Select CSH C-18, 50 x 3,0 mMm, 3,5 mxm); RT 4,32 munayrer; S MM NHi;OAc: ACN; 0,8

MJI/MHHYTA).
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Cranus 3. Cunres 4-0pom-1-3tun-1H-tiupaszouna (4)

B nepememmBaemsiii pacrop NaH (34,0 r, 0,85 monp; 60% B MHUHEpaibHOM Macje) B
THF (400 mu) noGasmsuu pacteop 4-6pom-1H-nupazona (50 r, 0,34 mone) 8 THF (100 mu) npu
0°C B uHepTHO# atmocdepe. Peakunonnyro cmech Harpesanu 10 RT u nognepsxusanu npu Toi
Ke TemrepaTrype B TeueHne 1 gaca. PeakimoHHyro cMech cHoBa oxjaxkaanu 10 0°C u MemieHHo
nobasmsmn Etl (63,67 r, 0,408 monp) B Tewenue S5 MuHyT. OOecneunBajd HarpeBaHUe
NOJIy4eHHOro B pesyibraTe pactBopa a0 RT, a 3arem nepememuBanu B TeueHHe 16 4acos.
ITocne 3aBepmienns peakuu (KOHTpoIpoBaiu ¢ moMombio TLC) peakIIMOHHYI0 CMeCh TaCHIH
nenstaor Bogoit (100 mur) u skcrparuposasu ¢ nomoupio EtOAc (3 x 250 mur). O0bennHeHHbIe
opraHudeckue skcTpakThl cymmian Han NaxSOs, QuiupTpoBasu M KOHLEHTPUPOBAIM MPU
MOHMKEHHOM JIaBJIEHUU C MOJY4YeHHEM HEO4YHINEHHOro mnpoaykra. HeouuineHHbIH NpoOAyKT
ounnau (xpomarorpadueii Ha cunukarene; 4-6% EtOAc/rekcaHbl) ¢ MOJy4eHHEM COeTUHEHUS
4 (43 1, 72%) B BUze OGnenHo-kenTol Kuakoctd. 'H AMP (500 MHz, CDCI3): § 7,45 (s, 1H),
7,41 (s, 1H), 4,15 (q, J = 7,5 Hz, 2H), 1,47 (t, ] = 7,5 Hz, 3H); MS (ESI): m/z 175,0 (M + H").

Cramus 4. Cunres  6-xyiop-2-mukionpornui- 1 -(1-stmn- 1 H-nupason-4-un)-7-dbrop-1H-

napoaa (5)

B pactBop coenunenus 3 (4,3 r, 20,5 mmonb) B Tosyode (50 mi) nobassiu 4-6pom-1-

stun-1H-nmupason 4 (4,0 r, 22,8 mmonb), kamusi dochar (11,0 r, 51,2 mmomp), N,N’-
muMetwTHIeHauaMuH (722 mr, 8,2 mmodns) u Cu(DI (390 wmr, 2,0 mmons) npu RT B uHepTHOM
armoc(epe. PeakMOHHBI pacTBOp MNPOAYBAJIM aproOHOM B Te4YeHHE 15 MuHYT, a 3arem
npoOUpKy 3akynopuBajiu. PeakimoHHyr cMmech HarpeBaiu a0 140°C u mepemeinuBajiv B
teyeHne 16 uacos. Ilocne 3aBepuieHuss peakuuu ¢ nomombo TLC peaknnoHHYH cMech
oxnaxnamu 1o RT, pasdasnsim ¢ momompro EtOAc (50 mur) m ¢unbTpoBanu. ®uibtpar
npoMbIBaI BOno# (40 mit), coneBbiM pactBopoM (40 min), cyummu Han NaxSO4, punbTpoBanu u
KOHIICHTPUPOBAJIHM TPH NOHW)KEHHOM JaBJIEHUU C TMOJYYEHHEM HEOYHIIEHHOTO MPOIYKTa.
Heouunmenneiii nmpoaykT ounmanu (xpomarorpadueri Ha cunmkarene; 9% EtOAc/rekcansl) ¢
nonydenueM coenunenus 5 (3,9 r, 63%) B Buze OleIHO-KOPHYHEBOrO TBEPAOTO BemlecTa. 'H
SAMP (400 MHz, CDCls): 6 7,64 (s, 1H), 7,60 (s, 1H), 7,16 (d, J = 8,4 Hz, 1H), 7,01 (dd, J = 8,4,
6,4 Hz, 1H), 6,12 (s, 1H), 4,25 (q, J = 7,2 Hz, 2H), 1,69-1,62 (m, 1H), 1,56 (t, J = 7,2 Hz, 3H),
0,92-0,87 (m, 2H), 0,76-0,72 (m, 2H); LC-MS (ESI): 98,6%; m/z 304,3 (M + H"); (xononka: X
Select C-18, 50 x 3,0 mm, 3,5 mxm); RT 4,23 munytsr; S MM NH4OAc: ACN; 0,8 myi/mMuHyTa).
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Cranus 5. Cunares stui-3-0pom-2-dropdensoara (A2)

B nepememmBaemslii pactBop 3-Opom-2-¢pTopbensoiinoi kucmorsl Al (25,0 r, 114,15
mMonb) B 3TaHode (400 mu) moGasmsmu koH. HaSO4 (3 mu) mpu RT m mepememuBanu npu
TEMIepaType TMOsBJICHUS KOHIEHcaTa B TedeHHe 24 4vacoB. Peakiuio KOHTPOJHPOBAIH C
nomombio LC-MS; mocne 3aBeplieHHs] peakuy PEeaKLUOHHYI0O CMeCh KOHLEHTPUPOBAIU C
nojiydenuem ocanka. Ocanok pasdasmsn ¢ nomornbsio EtOAc (500 mir), mpombiBanu Bogoti (300
M), coeBbIM pacTBopoM (300 mu), cymmnu Haxg NapSOs, GuiIbTpoBaNu U KOHLUEHTPUPOBAIU
IpU MOHWKEHHOM JaBJIEHUU C TosydeHueM coenuHeHust A2 (26,0 r, 92%) B Bume cBeTIO-
xenTolt sxuakoctu. 'H SAMP (400 MHz, CDCls): § 7,88-7,84 (m, 1H), 7,72-7,69 (m, 1H), 7,08-
7,04 (m, 1H), 4,39 (q, J = 7,2 Hz, 2H), 1,39 (t, ] = 7,2 Hz, 3H).

Craaus 6. Cunres stui-2-¢rop-3-((4-merokcubensmn)tuo)oensoara (A3)

1,4-inokcan (250 mur) nerasupoBajy MyTeM MPOAYBaHUS razooOpasHoro Nz B TeueHHE
30 MuHyT M K Hemy nodaBism pactBop coenuHenuss A2 (13,2 r, 53,4 mmonb) B 1,4-nuokcaHe
(50 wmn;, perasupoBaHHOM), (4-metokcupenun)merantuona (PMBSH) (8,2 r, 53,4 mmonb),
kcanrdoc (1,54 r, 2,66 mmonb), aumzonpormmwmdTUiamMul (19,6 mn, 106,8 mmons) u Pdax(dba)s
(1,22 1, 1,33 mmonb) npu RT. Peaknmonnyro cmech HarpeBamu no 90°C u mepemernnBany B
TedeHue 2 4acos. Peakuuro koHTpoqupoBanu ¢ nomombo TLC; mocne 3aBeplueHus: peakuuu
pPEeaKLMOHHYI0 cMech pa3baBisuin rekcanom (450 mut) u nepememmBanu npu RT B Teuenue 15
MuHYT. [TonyueHHbIH B pe3ysbTaTe pacTBOP (GUIBTPOBAIM Yepe3 LEIUT U MPOMBIBAIH FEKCAHOM
(100 mu). @unbrpar mpombiBanu Bomoi (250 mu), cyurmuim Hax NapxSQs, ¢uibTpoBad U
KOHIICHTPUPOBAJIM TMPH TOHW)KEHHOM JaBJIEHUU C TMOJYYEHHEM HEOYHMIIEHHOTO MPOIYKTa.
HeouunmeHHbIH NPOAYKT OYUIIATN ¢ MOMOIIBI KOJIOHOYHOHN Xpomarorpaduu Ha CHUJIMKArelse C
ucnonb3oBanueM 3-4% EtOAc/rexcansl ¢ nonydyenuem coeauneHust A3 (15 r, 88%) B Bune
OnenHO-kenToro Teepaoro semectsa. 'H SIMP (500 MHz, CDCls): § 7,78-7,74 (m, 1H), 7,43-
7,39 (m, 1H), 7,19 (d, J = 8,0 Hz, 2H), 7,07-7,04 (m, 1H), 6,80 (d, J] = 8,0 Hz, 2H), 4,41 (q, J =
7,2 Hz, 2H), 4,08 (s, 2H), 3,78 (s, 3H), 1,41 (t,J = 7,2 Hz, 3H). LC-MS (ESI): 89,7%; m/z 318,9
(M - H); (xomonka: X Select CSH C-18, 50 x 3,0 mm, 3,5 mxm); RT 4,22 munyTsL, 5 MM
NH4OAc: ACN; 0,8 mn/munyTa).

Cranus 7. Cunres stui-2-grop-3-Mepkantobensoara (6)

ITepemermmBaemsiii pactBop coemmuHenus: A3 (30,0 r, 93,75 mmonb) B TFA (54,5 mn)
HarpeBaiu 10 80°C u mepememnBain B TeueHue 12 4acoB B MHEpTHOH aTmochepe. Peakumro
KOHTposuposanu ¢ nomoubto TLC; mocne 3aBepiueHus peakLuy JIeTydHe BEIecTBa YAaJsIu

IpU MTOHWKEHHOM JnaBieHnu. Ocanok pactBopsuu B jensHol Boxe (100 mur), moaimenadynBaiu
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TBEpAbIM OukapOOHATOM HaTpusi W SKcTparupoBanu ¢ nomombo EtOAc (2 x 200 m).
OObenuHeHHBIE OpraHM4YecKue OKCTpakThl cymwm Hax NaxSO4, ¢unbTpoBANIM U
KOHLIEHTPUPOBAIM MPH TOHI)KEHHOM JaBJIEHUH C TOJYYEHHEM HEOYMIIEHHOTO MPOIYKTa.
HeounmeHHbIi TPOIYKT OUMINAIN C TIOMOIIBI KOJIOHOYHOM Xpomarorpaduu Ha CHUJIMKarene C
ucnionb3oBanneM 3% EtOAc/rekcanpl ¢ momydenuem coenuHenust 6 (11,7 r, 62%) B Bune
6nenno-kopudHesoro cupona. 'H SIMP (500 MHz, CDCls): § 7,70-7,66 (m, 1H), 7,48-7,44 (m,
1H), 7,08-7,04 (m, 1H), 4,20 (q, J = 7,5 Hz, 2H), 3,67 (s, 1H), 1,40 (t, J = 7,5 Hz, 3H); LC-MS
(ESI): 91,8%; m/z 199,0 (M - H); (kononka: X Select CSH C-18, 50 x 3,0 mm, 3,5 mkm); RT
2,60 munyTsr, S MM NH4OAc: ACN; 0,8 mi/MunyTa).

Cramua 8. Cunrtes stmi-3-((6-xuop-2-uukigonponmi-1-(1-3tun- 1H-nupazon-4-un)-7-

dbrop-1H-unnon-3-un)ruo)-2-dropdbensoara (7)

B nepemermBaemslit pacTBop 3THI-2-pTOp-3-MepkanToden3oara 6 (2,8 r, 14,0 MMosb) B
CH>Cl> (30 mu) B uneptHOU atmocdepe modasmsuin NCS (1,9 r, 14,0 mmonb) npu RT u
obecrevynBaiu nepeMelnnBaHiue B Te4eHue 2 4acoB. B Hero moGasmsuu coemunenue 5 (3,9 T,
12,8 mmonp) B CH2Clz (10 mu) mpu RT u mepememmBanu B Teuenue 16 wacos. Ilocie
3aBepuieHnst peakuuu ¢ nomoinbslo TLC peakunonHyro cmech pasbasisuiu Bogod (100 mu) u
skcrparuposamu ¢ CHzClz (2 x 80 mi). OObeiuHEHHBIE OPraHUYECKHE SKCTPAKTHI IPOMBIBAIN
BozoM (2 x 200 mu), cymman Hag NaxSOs, puabTpoBa n 1 KOHUEHTPUPOBAIH MPU MOHUKEHHOM
IaBJIEHUH C MOJYYEeHHEM HEOYHIIEHHOrO MpoaykTa. HeouuineHHbI MPOAYKT OYUINAIH MyTEM
pactupanusi ¢ H-eHTaHoM (2 X 50 mu) ¢ monydyenuem coenuHenuss 7 (5,2 r, 81%) B Bune
OnenHo-xenToro Teepaoro semecrsa. 'H SIMP (400 MHz, CDCl3): § 7,66-7,7,60 (m, 3H), 7,18
(d, J = 8,4 Hz, 1H), 7,08 (dd, J = 8,4, 6,5 Hz, 1H), 6,93 (t, J = 8,4 Hz, 1H), 6,79-6,75 (m, 1H),
440 (q, J = 7,2 Hz, 2H), 4,26 (q, J = 7,6 Hz, 2H), 1,74-1,68 (m, 1H), 1,56 (t, ] = 7,2 Hz, 3H),
1,41 (t, J = 7,6 Hz, 3H), 1,08-1,04 (m, 2H), 0,89-0,84 (m, 2H); MS (ESI): m/z 502,5 (M + H);
HPLC: 97,5%; (xononka: Acquity BEH C-18 (50 x 2,1 mm, 1,7 mukpona); RT 3,44 MunyTSI,
ACN: 0,025% TFA (Bons.); 0,5 my/mMuHyTa.

Cramus 9. Cunres Hartpuesoi couu 3-((6-xuop-2-uukionponmi-1-(1-3tui- 1H-nupason-

4-un)-7-drop-1H-unnon-3-min)trno)-2-GTopOeH30HHON KUCIOTHI (8)

1,0 M NaOH (10,25 mn, 10,2 mmounb) nobainsiiu B pactBop coequuenust 7 (5,14 r, 10,2
mmonb) B THF/MeOH (3:1) (56 mi). Cmece HarpeBamm mpu 65°C B Teuenuwe 1,5 waca.
Hononaurensao nobasmsmu 1,0 M NaOH (0,23 mn, 0,2 MMonb) B PEaKLHMOHHYIO CMECh U
Harpesaiu ripu 65°C B Teuenue 0,5 yaca. CMech KOHLIEHTPUPOBAIH MPH IMOHIKEHHOM JIaBJICHUN

C TIOJNy4YeHWEM HEOUYHMINEeHHOW HaTpueBoi comm kuciotel (5,12 r, 100%) B Bume OnenHo-
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pozoBoro TeBepaoro BemectBa. K HeounmenHoMmy TBepaomy BemmectBy (600 mr) 8 THF/EtOH
(4:1) (6 M) nobGaBsLIM HECKOJIBKO Kamesb BoAbl. CMech (PHIIbTPOBAIN M KOHLIEHTPUPOBAIN TIPU
NOHM)KEHHOM JIaBJIEHUH ¢ 00pa3oBaHueM ocanurenei. Teepable BemecTBa OTUIBTPOBBIBAIN U
npoMbiBain ¢ nomoureto THF/EtOH (9:1) ¢ monyuenuem HatpueBoil comu 3-((6-xmop-2-
ukstonponui-1-(1-atun- 1H-nupazon-4-numn)-7-¢rop- 1 H-unnon-3-nn)ruo)-2-propbeH3onHoi
KUCJIOTHI (HaTpUeBO# cosu coequHeHust A; 449 mr) B BUIe IPsi3HO-0€JI0ro TBEPIOTO BELIECTBA.
'H AMP (300 MHz, DMSO-ds): & 8,26 (s, 1H), 7,79 (m, 1H), 7,18-7,13 (m, 3H), 6,81 (t, 1H),
6,43-6,38 (m, 1H), 4,21 (q, 2H), 1,84-1,72 (m, 1H), 1,42 (t, 3H), 0,96-0,93 (m, 2H), 0,84-0,80
(m, 2H); LC-MS: 474 (M").

3-((6-Xuop-2-umkonponmi- 1 -(1-3tui- 1H-nupazon-4-un)-7-drop- 1 H-unnon-3-min)tro)-

2-bropOenzolinas kuciyora (coennuerue A)

K narpuesoii comu coenunenus A (50 mr, 0,10 mmons), cycnienauposanHoii B CH2Clz (1
wi) u Bome (1 wut), nmobGaensiu Haceim. JuMOHHYIHO kuciaoty ao pH 3. Cycnensuro
nepeMelnBald A0 TOJYy4YEeHUs NPO3padHOro pacrtBopa. OpraHuyeckuil CIOH OTHENsIH,
IIPOMBIBAJIA COJIEBBIM pacTBOpOM, cymmin Hax NaxSQs, puiabTpoBaiu M KOHLEHTPUPOBAIH MPH
MOHM)KEHHOM JIaBJIEHUU C MOJIy4YeHHEeM HEOUUIIEHHOrO MaTepHalia ¢ BBIXOJIOM COefuHeHus B B
Buje Genoro Teepaoro emectsa (33 mr, 70%) 'H AMP (300 MHz, DMSO-ds): § 13,39 (s, 1H),
8,24 (s, 1H), 7,79 (s, 1H), 7,57 (t, 1H), 7,22-7,06 (m, 3H), 6,80 (t, 1H), 4,21 (q, 2H), 1,84-1,72
(m, 1H), 1,42 (t, 3H), 0,96-0,88 (m, 2H), 0,86-0,80 (m, 2H); LC-MS: 474 (M").
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Cramus 1. Cunres 6-xj0p-1-(1-3tun- 1H-nupazon-4-un)-7-grop-1H-uanoina (9)

B mnepememmBaemelii pactBop 6-xiop-7-¢pTop-1H-unnona 8 (400 mr, 2,36 mMmoinb) B
tonyone (10 mu) noGasnsimu 4-Opom-1-3Tun-1H-nupason 4 (Beimeynomsinytas cragus 3; 414
mr, 2,36 mmoub), kanus ¢ocdar (1,25 r, 5,91 mmons), N,N’ -gumermmtanenguamud (84 wr,
0,95 mmonb) u Cu(DI (45 mr, 0,24 mmonp) npu RT B uneptHoit atmocdepe. TlonydenHblii B
pe3yibTaTe pacTBOp MPOAYBAJIM aproHOM M INMPOOHMPKY 3aKynmopuBasiu. PeaknMOHHYIO cMech
3atem Harpesaiu 10 140°C B Teuenue 16 vacos. ITocne 3aBepiienns peakuu (KOHTPOJIHPOBAIIH
¢ nomompio TLC) peakumonnyro cmeck oxnaxknanu a0 RT, paszdasnsanu rekcanom (10 mu) u
¢bunbTpoBaNU Yepe3 KOPOTKYI NMPOKJIAAKy unenauta. Puiabrpar npomMbiBanu Bomon (2 x 10 m),
cymmian Hajgy NaxSO4, ¢unbTpoBaNM M KOHLEHTPHUPOBAIM NPU IMOHWKEHHOM JABJIEHUU C
NOJIy4€HHEM HEOUHIIEHHOro npoaykra. HeounimeHHbll nponykt oumimanu (xpomarorpaduei
Ha cunukarene; 8-10% EtOAc/rekcanbl) ¢ nonaydenneM coenuHenus 9 (224 wmr, 36%) B BuIe
CBETJI0-KOpU4HEBoit rycToii skunkoctu. 'H IMP (500 MHz, CDCIs): § 7,64 (s, 1H), 7,61 (s, 1H),
7,31 (d, J =8,0 Hz, 1H), 7,12-7,07 (m, 2H), 6,60-6,59 (m, 1H), 4,22 (q, J = 7,5 Hz, 2H), 1,55 (t,
J=17,5 Hz, 3H); LC-MS (ESI): 94,7%; m/z 264,1 (M + H"); (xononka: X Select C-18, 50 x 3,0
mMm, 3,5 Mkm); RT 3,87 munyter; S MM NH4OAc: ACN; 0,8 mi/munyTa).

Cramgusa 2. Cunres »tmi-3-((6-xyop-1-(1-3tun- 1 H-nupaszon-4-un)-7-brop- 1 H-uunon-3-

wn)Tuo)-2-bropdensoara (10)

B nepememmBaemblii pacTBOp 3TWI-2-(TOp-3-MepkanToOeH30aTa 6 (BBILIEYTOMSHYTAs
cragusi 7; 212 mr, 1,06 mmons) B CH2Cl, (4 mit) B nHepTHO# atMocdepe nodasisuiu NCS (156
mr, 1,16 mmonp) nmpu 0°C u obecneumBanu nepememmBanue npu RT B Teuenwe 1 waca.
Peakimonnyro cMmech oxnaxknaiau a0 0°C, memneHHo noGasisum coemunenue 3 (280 mr, 1,06
mmoJib) B CH2Cly (1 M) u nepemermmBanu npu RT B Teuenue 16 uacos. Ilocne 3aBepriueHwst
peakiuu ¢ nomoinelo TLC peaknuoHHyro cMech pasdasisuin ¢ momorbo CH>Cly (15 M) u
npoMbIBasid Boor (2 x 20 mun), cymmmm Hag NaxSOs, GUIBTPOBATN M KOHLUEHTPUPOBAIN TPU
MOHM)KEHHOM JIaBJIGHUU C TIOJYYE€HHEM HEOYHIICHHOTO NPONyKTa. HEeounIneHHBI NpORyKT
ounmmamu (xpomarorpadueit Ha cunukarene, 8-10% EtOAc/rekcanbl) ¢ TONy4YeHUEM
coenunenus 10 (300 mr, 61%) B Buae GnenHO-KOPUYHEBOro TBepaoro BemecTsa. 'H SAMP (500
MHz, CDCl3): 6 7,69-7,64 (m, 3H), 7,44 (s, 1H), 7,27 (t, J = 8,0 Hz, 1H), 7,16 (dd, J = 8,5, 6,0
Hz, 1H), 7,01-6,94 (m, 2H), 4,39 (q, J = 7,5 Hz, 2H), 4,24 (q, J = 7,0 Hz, 2H), 1,57 (t, ] = 7,0 Hz,
3H), 1,40 (t, J = 7,5 Hz, 3H); LC-MS (ESI): 98,6%; m/z 462,3 (M + H"); (xononka: X Select C-
18, 50 x 3,0 MM, 3,5 mxm); RT 4,70 munyter, 5 MM NH4OAc: ACN; 0,8 mur/MuHyTa).
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Cramgusa 3. Cunres stun-3-((2-6pom-6-xii0p-1-(1-stuii- 1 H-nupazon-4-un)-7-grop-1H-

UHI0J-3-11)THO)-2-hTopbensoara (11)

B nepememmBaemslii pactBop coenuaenust 10 (200 mr, 0,43 mmons) B CCly (10 min) B
uHepTHOH atMmocdepe nodasmsin NBS (178 wmr, 0,99 mmons) mpu RT u nepememuBanu B
teueHue 16 uacoB. Ilocne 3aBepuieHus peakiuu ¢ nomombio TLC peakimoHHYHO CMeCh
pazbasysmu Bomort (10 mu) m skcrparupoBamu ¢ CHoCly (2 x 20 mu). OObenuHEHHBbIS
OpPraHUYECKHE SKCTPAKThl MPOMBIBAIN cojeBbIM pactBopoM (10 mur), cymmimm Ham NazSOs,
(GunbTpOBaNN M KOHLEHTPUPOBAJIH MPH MMOHWKEHHOM IABJIEHUH C IOJIYY€HHEM HEOUHUINEHHOTO
nponykra. HeoumnimeHHblli mnpoaykT ouumanu (xpomarorpadueii Ha cunukarene; 5-7%
EtOAc/rexcansl) ¢ nonydenuem coequnenus 11 (180 mr, 77%) B Bune rpsi3HO-0€5I0r0 TBEPIOTO
semecTsa. 'H AMP (500 MHz, CDCls): § 7,70-7,67 (m, 1H), 7,65 (s, 2H), 7,30 (d, J = 8,0 Hz,
1H), 7,17 (dd, J = 8,5, 6,0 Hz, 1H), 7,00-6,98 (m, 2H), 4,40 (q, J = 7,5 Hz, 2H), 4,27 (q, J = 7,5
Hz, 2H), 1,58 (t, J = 7,5 Hz, 3H), 1,40 (t, J = 7,5 Hz, 3H); LC-MS (ESI): 99,5%; m/z 542,4 (M"
+ 2); (xononka: X Select CSH C-18, 50 x 3,0 mm, 3,5 mkm); RT 4,80 munyter; 5 MM NH4OAc:
ACN; 0,8 mi/mMuHyTa).

Cramus 4. Cunres  stui-3-((6-xmop-2-tmkionpornui- 1 -(1-3twmi- 1 H-nupason-4-mn)-7-

drop-1H-unnon-3-un)runo)-2-dropdensoara (7)

PactBop coemmuenust 11 (150 wr, 0,27 mmonb) B Toayone (10 mi) B MHEPTHOMU
armocepe mnpoayBaau apronom npu RT B Teuenume 10 munyr. B Hero mobGasisiu
LUKJIONPONUIOOPOHOBYIO KHCIOTY (48 mr, 0,55 Mmous), Tpunuknorekcuidocdun (16 mr, 0,05
mmonb), PA(OAc), (6 mr, 0,02 mmonb) 1 kanmust pocdat (202 mr, 0,01 mmons) npu RT B aprosre.
IlonyueHHBIN B pe3ynbTaTe pacTBOp CHOBAa mpoayBanu aproHom npu RT B TeueHue 5 MuHyT.
PeakiioHHyt0 cMmech 3aTeM HarpeBalud JA0 TeMIepaTyphbl TMOSBIEHUS KOHIEHCALUH W
nepeMelnBai B TeueHne 3 4acoB. Peaknuio koHTposupoBaiau ¢ nomombio TLC u LC-MS;
NIOCJIe 3aBEPIISHHsT PEAKIH PEAKIHOHHYI0 cMech oxyaxaanmu 10 RT, pasbasmsin ¢ moMomeio
EtOAc (20 min) u ¢unpTpoBanu. @uubTpaT npomeiBaiH Bomor (2 x 10 mu) U coneBbIM
pactBopoM (10 mu), cymrmiu Hag NaxSOs, GuibTpoBaiu U KOHIEHTPUPOBAIU MIPH TTOHUKEHHOM
JaBJICHUH C TIOJIyYeHHEeM HEeO4YHINeHHOro mnpoaykra. Ero oummanu (xpomarorpadust Ha
cunukarene, 6% EtOAc/rekcanpl) C MONy4YeHHEM COENMHEHUs 7 B BHUAE OJIETHO->KEITOTO
tBepaoro semecta. 'H SIMP (400 MHz, CDCls): § 7,66-7,7,60 (m, 3H), 7,18 (d, ] = 8,4 Hz,
1H), 7,08 (dd, J = 8,4, 6,5 Hz, 1H), 6,93 (t, J = 8,4 Hz, 1H), 6,79-6,75 (m, 1H), 4,40 (q, J =7,2
Hz, 2H), 4,26 (q, J = 7,6 Hz, 2H), 1,74-1,68 (m, 1H), 1,56 (t, J = 7,2 Hz, 3H), 1,41 (t, J = 7,6 Hz,
3H), 1,08-1,04 (m, 2H), 0,89-0,84 (m, 2H); LC-MS (ESI): 92,9%; m/z 502,5 (M"); (xononxka: X
Select CSH C-18, 50 x 3,0 mm, 3,5 mxm); RT 4,85 munayrer; 5 MM NHiOAc: ACN; 0,8
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wi/munyTa), HPLC: 93,1%); (kononka: Acquity BEH C-18 (50 x 2,1 mm, 1,7 mukpona); RT 3,44
muHyTH, ACN: 0,025% TFA (Bozan.); 0,5 mi/mMunyTa.

IIpumep 2. Cunres 3-((2,6-auxsop-7-¢prop-1-(1-nponua-1H-nupazon-4-nma)-1H-

HS ; CO,Et

HH0./1-3-U)THO)-2-PpTopOeH30HHOI KHCI0THI (coeanHeHUs1 B)

N

/ .
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HarpueBas coJib coexnuennsi B

Cramus 1. Cunres 6-xj10p-7-brop-1H-unnona (2)

B nepememmBaemslii pactBop 1-xmop-2-¢rop-3-aurpodensona 1 (10,0 r, 56,98 mmorns) B
THF (100 M) B uHepTHOM atMocdepe nobasnsum BuauiaMaraus opomun (1 M B pacrsope THF;
170 mi, 170,94 mmone) npu RT, oxnaxnanmu no -40°C u nepememnBanu B TeuerHne 30 MUHYT.
Peaxuuto konTpOosmuposanu ¢ nomoiieio TLC; mocie 3aBepiieHus: peakiui PeakiuOHHYI0 CMECh
racwi HacbimeHHbIM pacTBopoM NH4Cl (50 mu), sxcrparuposanu ¢ nomomeo EtOAc (2 x 50
mit). OObenHEHHBIE OPraHUYeCKHUEe SKCTPAKTHI MPOMBIBAIN ¢ momompio pacteopa NHiCl (40
mi), cyurmi Han NaxSO4, QuiabTpoBamu U KOHLUEHTPUPOBAIN TPHU MOHIKEHHOM IAaBJICHUHU C
NOJY4eHHEM HEOUUIIEHHOro mnpoaykra. Ero oummanu KOJOHOYHON xpomatorpadueil Ha

cikarene ¢ ucnonb3oanueM 2% EtOAc/rekcansl ¢ monydenuem coenunenus 2 (1,1 r, 11,4%)
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B BUJe kKopuuHesoro mMacna. 'H SIMP (500 MHz, CDCls): & 8,36 (br s, 1H), 7,31 (d, J = 8,0 Hz,
1H), 7,25-7,22 (m, 1H), 7,08-7,05 (m, 1H), 6,56-6,54 (m, 1H).

Cranus 2. Cunres 6-xj0p-7-drop-1-(1-oponui- 1 H-upaszon-4-un)-1H-unnona (3)

B nepememmBaemslii pactBop coenunenus 2 (1,1 r, 6,48 mmonb) B Tomyose (15 mun) B
uHEepTHOH atmocdepe nobasmsum NN’ -mumermmsTunesauamMud (229 wmr, 2,60 MMOJb), Kanus
docdar (3,44 1, 16,27 mmons), 4-6pom-1-npormn-1H-nupazon 3 (mpumep 2, craaus 3; 1,21 r,
6,50 mmonp), Cul (124 wmr, 0,65 mmons) npu RT, nerazupoBanu B aproHe B TeueHHe 15 MUHYT,
HarpeBaiu a0 140°C u mepememmBanu B TedeHue 20 4acOoB B 3aKyNOPEHHOH mpoOupke.
Peaxuuto konTposuposanu ¢ nomouisio TLC; mocre 3aBepiieHus: peakiiii peakKiUOHHYI0 CMECh
pazbasisin ¢ nomoinbio EtOAc (30 mu), gunpTpoBanu U GUABTPAT KOHLEHTPUPOBAIU IPU
MOHM)KEHHOM JIaBJIEHUHU C IOJIy4Ye€HHEM HEOYMIIEHHOro npoxaykra. Ero ouminanu KoJOHOYHOMN
xpomarorpadueli Ha cunukarene ¢ ucrnonb3oBaHueMm 8-10% EtOAc/rekcaHbl ¢ monydeHHEM
coenunenus 4 (1,3 r, 72%) B Bune kopudHesoit xkunkoctu. 'H IMP (500 MHz, CDCI3): & 7,64
(s, 1H), 7,60 (s, 1H), 7,31 (d, J = 7,5 Hz, 1H), 7,12-7,07 (m, 2H), 6,60 (s, 1H), 4,13 (t,J =7,0
Hz, 2H), 1,99-1,91 (m, 2H), 0,97 (t, J = 8,0 Hz, 3H); LC-MS (ESI): 93,5%; m/z 278,2 M + H");
(xononka: X Select CSH C-18, 50 x 3,0 mm, 3,5 mkm); RT 4,08 munyTtsr, S MM NH4OAc: ACN,;

0,8 my/mMuHyTa).

Cramusa 3. Cunres >tui-3-((6-xa0p-7-drop-1-(1-nponun-1H-nupazon-4-un)-1H-uanomn-

3-nn)Trno)-2-bropdbensoara (6)

B nepememuBaemblii pactBop 3TUI-2-PTOp-3-Mepkantodben3oara (coenuHenus S5; 108
mr, 0,54 mmoinb) B CH2Cl2 (3 mi1) B mHEpTHO# atmMochepe nodasmsiu NCS (72 wr, 0,54 Mmmosb)
npu RT u nepememnBanu B Teuenne | yaca. K memy noGasisimu coenunenue 4 (150 wmr, 0,54
MMOJIb) U TEepPEeMEIINBATN B TeueHue 16 wyacoB. Peakiuro koHTpoauposaiu ¢ nomomsio TLC;
TNIOCJIE 3aBEPIIEHUS PEAKIIUN PEAKIIOHHYIO CMeCh pa30aBisiiik BOIOH (25 MIT) M SKCTparupoBaiu
¢ CH2Clz (2 x 25 wmi). OObenniHEHHBIE OpPraHUYECKHE SKCTPAKTHI TPOMBIBAIH COJEBBIM
pactBopoM (20 mi), cyurmmu Hax NaxSO4, GuinbTpoBaiu U KOHIEHTPUPOBAIH MPU MOHUKEHHOM
JaBJIEHUM C TOJy4EeHHEM HEOYMINEHHOro ImnpoAykra. Ero ouumanu  KOJOHOYHOMN
xpomarorpadueii Ha cuiaukarene ¢ wucnoib3oBaHueM 10% EtOAc/rekcanbl ¢ MOJIydYeHHEM
coemunenus 6 (130 mr, 50%) B Buze rps3HO-Oen0ro TBEpAOro Bemectsa. 'H SAMP (500 MHz,
CDCl3): 6 7,69 (s, 1H), 7,67-7,64 (m, 2H), 7,44 (s, 1H), 7,29-7,27 (m, 1H), 7,17-7,14 (m, 1H),
7,01-6,94 (m, 2H), 4,40 (q, J = 7,5 Hz, 2H), 4,15 (1, J = 8,0 Hz, 2H), 1,98-1,94 (m, 2H), 1,40 (t,J
= 7,5 Hz, 3H), 0,98 (t, ] = 8,0 Hz, 3H); LC-MS (ESI): 97,6%; m/z 476,7 (M + H"); (kononka: X
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Select CSH C-18, 50 x 3,0 mMm, 3,5 mxm); RT 4,84 munyrer; S MM NHi;OAc: ACN; 0,8

MJI/MHHYTA).

Cramusa 4. Cunres stun-3-((2.6-nuxuop-7-drop-1-(1-nponwi-1H-nupazon-4-un)-1H-

UHI0J-3-11)THO)-2-hTopbensoara (7)

B nepememmBaemslit pactBop 31ui-3-((6-x10p-7-¢pTop-1-(1-nponun-1H-nupazon-4-wun)-
1H-unnon-3-un)tno)-2-propdbenzoara 6 (100 mr, 0,21 mmons) B CH2Cl2 (3 mi) nobasmsiu NCS
(33,7 wr, 0,25 mmonb) nmpu RT B mueptHo#l atmocdepe. Ilocne 8 uacoB mnepemernnBaHus
nobasnsamu pononHutensHplii NCS (33,7 mr, 0,25 mmons) npu RT u cHOBa mepemeninBanu B
TedeHue 24 yacos. Peakuuro koHTponuposanu ¢ nomombo TLC; nmocne 3aBeplieHus peakLyuu
pPeaKIMOHHYI0 cMech pasfaBisum Bomoit (20 mu) u skcrparuposanu ¢ CHaCly (2 x 20 mn).
OObennHeHHbIE OPraHNYeCKHUe SKCTPAKTHI NMPOMBIBAIN COJEBBIM pacTBOpoM (15 mu), cyummnum
Hag NaxSOs, GuabTpoBamM M KOHLEHTPUPOBAIU TPHU TMOHMKEHHOM HABJIEHHH C TMOJYYSHHEM
HEOUMINEHHOro mponaykra. Ero oummanu KOJOHOYHOH Xpomarorpadueil Ha CUIMKarene c
ucnonb3oBanueMm 9-11% EtOAc/rekcanbl ¢ monyuenuem coenunenust 7 (50 mr, 47%) B Bune
rpszHO-6enoro Tepaoro semectsa. 'H SAMP (400 MHz, CDCls): § 7,71-7,67 (m, 1H), 7,66 (s,
1H), 7,64 (s, 1H), 7,30 (d, J = 8,8 Hz, 1H), 7,18 (dd, J = 8,4, 6,0 Hz, 1H), 7,04-6,97 (m, 2H),
4,40 (q, J = 7,2 Hz, 2H), 4,18 (t, J = 7,2 Hz, 2H), 2,04-1,93 (m, 2H), 1,40 (t, ] = 7,2 Hz, 3H),
0,97 (t, J = 7,2 Hz, 3H), LC-MS (ESI): 98,8%; m/z 510,4 (M + H"); (xonounka: X Select CSH C-
18, 50 x 3,0 MM, 3,5 Mxm); RT 4,94 munyter, 5 MM NH4OAc: ACN; 0,8 mur/mMuHyTa).

Cramus 5. Cunres 3-((2.6-nuxnop-7-drop-1-(1-oponmi-1H-nupazon-4-un)-1H-uanon-3-

W) THO )-2-hTopOeH30HHON KHUCHO0ThI (coenuuenus B)

B nepememmBaemsblii pacrBop coeaunenust 7 (50 mr, 0,09 mmons) B8 THF:EtOH:H>O
(3:1:1, 5 mn) B uneptHOI armochepe modasmsmn LiIOH.H>O (12,3 wmr, 0,29 mmons) npu RT u
nepeMeIIuBall B TedeHHe 5 dacoB. Peakuumro koHTponupoBanu ¢ nomompro TLC; mocie
3aBEPIICHUS] PEAKIHMH JIETY4YHe BEIeCTBa YAAJSUIM NPU TOHIKEHHOM paasieHnH. Ocanok
pazbasisuu Bopoit (10 mur), mopkucnsum ¢ nomombio 1 H HCI u sxerparuposamu ¢ CH2Cl (2 x
10 mu). OObenuHEeHHBIE OPraHUYECKHE 3KCTPAKThI MPOMBIBAIN COJEBBIM pacTBopoM (10 mi),
cymmmin Hagy NaxSO4, GuibTpoBaIM M KOHLUEHTPHPOBAIM NPU TMOHWKEHHOM [ABJICHUH C
NOJIY4eHHEM HEOUHIIEHHOTO MpoAykTa. Ero pactupanu ¢ H-meHTaHoM (2 X 5 MIT) ¢ IOJy4eHneM
Ha3BaHHOro coenunenus B (15 mr, 34%) B Buje rpsa3Ho-Oesnoro Teepaoro semectsa. 'H SAMP
(400 MHz, DMSO-ds): & 13,24 (br s, 1H), 8,29 (s, 1H), 7,83 (s, 1H), 7,64-7,60 (m, 1H), 7,36-
7,34 (m, 2H), 7,15-7,05 (m, 2H), 4,16 (t, J = 7,2 Hz, 2H), 1,89-1,80 (m, 2H), 0,85 (t, J = 7,2 Hz,



114
3H); MS (ESI): 480,1 (M - H"); HPLC: 97,0%; (xononka: Acquity BEH C-18 (50 x 2,1 mm, 1,7
mukpoHa); RT 2,86 munyter, ACN: 0,025% TFA (Bozs.); 0,5 mu/MuHyTa.

Cragus 6: Cunres 3-((2.6-nuxaop-7-drop-1-(1-nponmi-1H-nupason-4-un)-1H-uanon-3-

WI1)THUO )-2-OTOpOEH30MHON KUCIOThL, HATPUEBOMN cOIU (HATPUEBOU COJIU coenrHeHus B)

Crnoxasiit 3¢up 7 (27,6 r, 54,0 mmons) pacteopsimu B THF (400 mim) u EtOH (100 mun).

Hobasnsimn NaOH (54 mo, 1,0 M BozmH.) u cMmech HarpeBanu B Tedenue 1,5 waca mpu 65°C.
Hononaurensio pobasmsmn 11 mn NaOH u HarpeBanm B Teuenue 1,5 uaca. PactBoputens
ynamsum, ocanok pacreopsuia B H2O/EtOAC 1 MOOKUCIISIN HACBIIIEHHBIM PACTBOPOM JIMMOHHOMN
kucynotel 10 pH 3. Cmecwk skcrparupoBanu 2X ¢ nomoibio EtOAc, mpombiBaiu COJEBBIM
pPacTBOPOM U CyLIMJIM Haj cyibdaroMm Hatpus. Ilocne KOHIEHTPUPOBAHUS MPOAYKT OCAKAAIH,
TBEpJble BellecTBa (PUIbTpOBAIU M mpombiBanu ¢ nomouipio 10% EtOAc/Hx. C nmomoinbto
(GuIbTPOBaHMS U BbIMAPUBAHUSA MOJTYUYAIN Ha3BaAHHBIN NMPOAYKT HATPUEBOH CONU coenuHeHus B
B BUjie Oestoro nopomika (23,5 r) MS (ESI): 4821 (M - HY).

B kauectBe anbrepHaTuBel, coequnenue B (34,1 r, 71 mmons) pactBopsiiu B THF (313
MJT) ¥ OXJiaxaanu B OaHe ¢ neasHoit Bogoi. Kammsmu no6asnsiin NaOH (62,6 mi, 1,0 M BoaH.)
3a oAauH 4ac. PacTBopuTenp ynaissii U TBEpAOE BELIECTBO CYLIMJIM B BaKyyMe C IOJIy4YE€HUEM

Ha3BaHHOTO COEIMHEHUs B BUe Oeoro TBepaoro semectsa (31,8 r). MS (ESI): 482,1 (M - HY).

Hpumep 3. Cunte3s 4-(2-(6-(4-propbensmni)-1,3-1uokco-5,6,11,11a-rerparuapo-1H-
umuaazo-[1',5':1,6]nupuno[3,4-blunnon-2(3H,5H,6 H)-un)yTun)nunepuaus-1-us  xjaopuaa

(coenunenusi C)

COOH \/C /l( NH Hel
Qe o Sy S
1 4-1molccaﬂe
col
/@) DMF/THF /@) (1) C, cos HCI
F F F




115

Cramusa 1. Cunres  (5)-2.3.4.9-rerparuapo-1H-nupunol3.4-buanon-3-kapGoHoBOH

KHCJIOTBI

®opmansnernn  (37% BomH. pactBop, 39,7 i, 490 wmmonb) noGaBnsnaM B
nepememBaeMbiii pactBop L-tpunrodana (100,0 r, 490 mmonb) B BomHOM pactBope NaOH
(19,6 r B 200 mn H20, 490 mmonbp) u nepememinBany B TeueHue 2 yacoB. CMech HarpeBaiu 10
NOSIBJICHUsI KOHJIEHCAaTa M IepemMelnnBanyu B TedeHue 3,5 daca. Cmech oxnaxkpanu 1o S0°C u
ocropoxuao noxgkucisia 10 pH 5-6 ¢ momombto 6,0 M pactBopa HCl(gomm). CMech pazbasiisiiu
Bojoi (200 mu). KonOy mpekpaimanu HarpeBaTh U OXJIQXKIAJIH OO KOMHATHOW TEMIIEPaTyphl.
Ocanku  OTQUIBTPOBBIBAIM M  NpPOMBIBAIM  BOAOH. TBepable BemmecTBa IOBTOPHO
cycnenauposanu B THF (800 mu), nepememnBanu npu RT B Teuenue 1 vaca u punsrposanu ¢
nonyuerueM (S)-2,3,4,9-rerparuapo-1H-nupuno[3,4-b]unnon-3-kapbonosoit kucnoter (101,3 ,
95 %) B BUne GesxeBoro TBepnoro Bemectsa. 'H IMP (300 MHz, DMSO-ds): § 10,93 (s, 1H),
8,88 (brs, 1H), 7,43 (d, 1H), 7,31 (d, 1H), 7,02 (t, 1H), 6,97 (t, 1H), 4,18 (q, 2H), 3,61-3,56 (m,
1H), 3,12 (dd, 1H), 2,83-2,75 (m, 1H); LC-MS [M + H" 217].

Cramus 2. Cunres (S)-2-(tper-Oyrokcukapbonun)-2.3.4.9-rerparunpo-1H-iupuno[3.4-

blunnon-3-kapOoHOBON KUCIOTHI

K>COs (129,5 1, 937 mmounb) pacTBOpsutd B Boae (470 Mul) BIMBAIU B NEPEMEIINBAEMbIH
pactBop (S)-2,3,4,9-rerparunpo- 1 H-mupuno|3,4-bunnon-3-kapbonosoii kucnotsr (101,3 1, 468
MMOJIb) W au-Tper-Oyrminaukapbonara (122,7 r, 562 mmons) B THF (470 mu) mpu 0°C.
PeaknnoHHYI0O CMech NepeMelnMBalM IPU KOMHATHOH TeMmIiepaType B TedeHue Hodu. Ha
cneayroumii neib THF yaansam npu NOHUKEHHOM J1aBJI€HUH, & OCTABLIMICS OCAA0K OCTOPOKHO
nogkucnsnu o pH  3-4  HacblleHHBIM pacTBOPOM  JUMOHHOM  kuchnoThl.  Ocagok
OT(UIBTPOBBIBAIN U MPOMBIBAJIN BOZOH ¢ monyueHueM (S)-2-(Tper-OyTokcukapbonmn)-2,3,4,9-
terparuapo- 1 H-mupuno| 3,4-b Jlunnon-3-kapoonosoit kucioter (143,5 r, 97%) B Buge OexeBOro
nopomxka. 'H AMP (300 MHz, DMSO-ds): & 12,75 (br s, 1H), 10,88 (s, 1/2H), 10,83 (s, 1/2H),
7,40 (d, 1H), 7,28-7,25 (m, 1H), 7,05 (t, 1H), 6,92 (t, 1H), 5,15-5,10 (m, 1H), 4,69 (t, 1H), 4,45-
4,29 (m, 1H), 3,30-3,23 (m, 1H), 2,98-2,88 (m, 1H), 1,46 (s, 9 X 1/2H), 1,42 (s, 9 X 1/2H); LC-
MS [M +H" 317].

Cranus 3. Cunres (S)-2-(Tper-6yTokcukapbonmin)-9-(4-bropbensmin)-2.3.4.9-

Terparuapo- 1 H-nupuno| 3.4-blunnon-3-kapOOHOBON KUCIOTHI

(S)-2-(Tper-Oyrokcukapbonmn)-2,3,4,9-rerparunpo- 1 H-mupunol[ 3,4-b Jurnon-3-

kapOoHoByto kucnoty (20,0 r, 63,2 mmons) B DMF (630 M) nerasuposain u KoJ0y OXJIaKIaIn
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B OaHe ¢ nensHOl Bojoit. MennenHo nopiusimu nodaeisuin NaH (60% B MuHepaJlbHOM Macie,
7,8 T, 196,0 mmonb) 3a 45 munyTt npu 0°C u nepememmBanu B TedueHue 1 uaca. Kammsamu
nobasnsm 4-propoensundopomun (8,7 mi, 69,5 mmons) 3a 45 munyT npu 0°C 1 nepememinBamu
B TeueHue 1,5 vaca. Peakumto racwu Bomoit. Cmeck pasbasisuiu Bonoit (1,8 1) u mpoMbIBaiu C
nomomneio EtOAc (1 ). Boxnsiii cnoit moakucisim 1o pH 3-4 TBepmoit TMMOHHOM KHCIOTOM.
Cwmecp skctparupoBanu ¢ nomombio EtOAc (3 x 300 mur). OObenuHEHHBIE OpraHUYECKHe
SKCTPaKThI MpoMbiBasu Bogoi (900 mur), conebiM pactBopoM (200 mur), cymman Hag NazSOs,
¢unbTpOBaNM W KOHLEHTPHPOBAIM NPH MNOHMWKEHHOM naBieHUH. HeouuIneHHBIH NpOAyKT
OUMIIANM KOJOHOYHOH xpomarorpadueil Ha cuiukarene ¢ wucnoib3oBanueM 0-30 %
EtOAc/rexcan ¢ monyueHHeM TBEPAOIO BellecTBa. TBepaoe BEECTBO MIPOMBIBAIH C MOMOIIBIO
10% CH:Cly/rexcan ¢ nonyuenuem (S)-2-(Tper-OyTokcukapOonum)-9-(4-propOensmn)-2,3,4,9-
terparunpo- 1 H-mupuno[ 3,4-b lurnon-3-kapobonosoii kucnorsr (19,5 r, 72%) B Buzme Oernoro
nopomka. 'H SIMP (300 MHz, DMSO-de): & 12,81 (br s, 1H), 7,48-7,42 (m, 2H), 7,13-6,97 (m,
6H), 5,41-5,28 (m, 2H), 5,14-5,03 (m, 1H), 4,66-4,58 (m, 1H), 4,42-4,27 (m, 1H), 3,32-3,28 (m,
1H), 3,06-2,96 (m, 1H), 1,40 (s, 9 X 1/2H), 1,39 (s, 9 X 1/2H); LC-MS [M + H" 425].

Craguss 4. Cunres (S)-9-(4-dbropbensun)-2.3.4.9-rerparunpo-1H-nmupuno[3.4-blunnon-

3-kapOOHOBOM KUCJIOTHI

(S)-2-(Tper-Oyrokcukapbonmn)-9-(4-propdensmn)-2,3,4,9-rerparunpo- 1 H-nupuno| 3,4-
blunnon-3-kapoonosyto kucioty (18,9 r, 44,5 mmons), 4 M HCI B pactBope 1,4-nuokcana (56
i, 2227 wmmonb) u 1,4-muokcan (85 wmu) mepememmBanu npu RT B TedyeHue HOUM.
Peaxunonnyro cmech paszdasiisiin Bogoi (200 mur) u Hewrpanuzosanu 1o pH 7 ¢ momombsio EtsN.
Hobasssimu Bogy (400 mut) u cMmech nepeMernuBaiu B TedeHre 30 muHyT. TBepaoe BeliecTBO
cobupanu nyrem ¢uabrpanm W npombiBamu Bopod (300 mu) ¢ momydeHuem (S)-9-(4-
bropbensmn)-2,3,4,9-rerparunpo-1 H-mupuno[3,4-bJurnon-3-kapobonosoii kucnorsl (13,0 T, 90
%) B BUE OneaHo-kenToro nopomka. 'H IMP (300 MHz, DMSO-ds): & 8,95 (br s, 1H), 7,48
(d, 1H), 7,39 (d, 1H), 7,14-6,99 (m, 6H), 5,33 (s, 2H), 4,24 (d, 1H), 4,08 (d, 1H), 3,63-3,58 (m,
1H), 3,17-3,10 (m, 1H), 2,86-2,81 (m, 1H); LC-MS [M + H" 325].

Cranus 5

1,1'-Kapbonmnauumunaszon (37 mr, 0,23 mmons) B DMF (0,5 mun) karuisimMu no0aBisiid B
nera3upoBaHHbI pacTBop 4-(amuHO3THN)-1-N-Boc-nunepununa (53 mr, 0,23 mmons) u THF
(0,5 mi). Cmech nepememuBanu npu RT B Teuenue noun. Jlobasnsu (S)-9-(4-propbensmn)-
2,3,4,9-rerparunpo-1H-mupuno|3,4-bluanon-3-kapbonosyro kucnory (75 wmr, 0,23 mMmonb) u

DMF (1 mi) u marpeBanu npu 95°C B TeueHne Houn. PeakimoHHyo cMech oxnaxnaain 10 RT u
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pazbaBisin Bomoi. Cmech skcrparupoBanu ¢ nomompio EtOAc (3 pasza). OObenuHeHHBIE
OpraHMYeCKHe SKCTPAKThI TIPOMBIBAJIM COJIEBBIM PAacTBOpOM, cyiumin Hag NaxSQs, dunbrposanu
U KOHUCHTPUPOBAJIMW TMNpPpU TOHMUKCHHOM HaBJICHUH. HeO‘IPIIJ.[eHHbIﬁ Marepuagl OvYUIlaIAd
KOJIOHOYHOH Xpomarorpadueii Ha cunukarene ¢ wucrnonb3oBanueM 0-50% EtOAc/Hx c

nosnydenuem coenuHenns (C1) B Bune sxenroii nensl (61 mr, 47%). LC-MS [M + Na 583].

Cranus 6
Coenunenue (D1) (61 mr, 0,11 mmons) u 4 M HCI B pactBope 1,4-nuokcana (1 mn)

nepemewnBanu npu RT B Teuenne 1 yaca. PeaklMOHHYIO CMeChb KOHLIEHTPUPOBAJIH, & 3aTEM
pazbaBmsin Bomoit (10 wmu). Ee mnpomeiBamu ¢ momompro EtOAc wu mommenaunBanu
HachimeHHbIM pacTBOPOM NaHCO3goms). BomHblii cioit skcTparuposanu ¢ nomornbio EtOAc (2
x 5 mu). /IBa OpraHMYeCcKUX 5KCTPaKTa OOBEIUHSIN, IIPOMBIBAJIN COJIEBBIM PACTBOPOM, CYIIMUJIH
Hag NapSOs, GunbTpoBamy U KOHLEHTPUPOBAIH MPHU MOHMKEHHOM AaBlieHHH. HeouuieHHbIH
MaTepuasl OYMINAIN KOJOHOYHOW Xpomarorpaduell Ha cuiukareie ¢ ucrnonp3oBanuem 0-10%
MeOH/DCM c 2% TpusTHIaMUHA C MOJyYe€HHEM TPsI3HO-0eJIoro TBepAOro BeuiecTBa. TBeproe
BemecTBo pactBopsiiv B THF (0,5 mu) u nobasssiiu 2,0 M HCI B nustunosom sdupe (0,05 mu).
PactrBoputens ypamsanu ¢ nonydenuem coenunenus (C, comu HCI) B Bume rpszHo-6enoro
TBepaoro Bemmectsa (31 mr, 57%). LC-MS [M + H" 461].

Ipumep 4. Cunrte3 4-(2-(6-(4-bropbensmn)-1,3-nuokco-5.6.11,11a-rerparuapo-1H-

umuaaszol 1'.5": 1.6 lnupunol3.4-blunnon-2(3H,5H, 6 H)-wn)stun)nunepasus- 1 -us XJIOpUIA

(coenunenus D)

COOH /Q [ NH Hel
o
(\NJ‘\OJ< N/\/N\// 4,0 MHCl B ‘QN/\/N\)
[ e N~ N 1,4-1n0Kcane \ N o
——
o N
/@) DMF/THF (D1) /©) D, coan HCL
F F F

Cranus 1

1,1'-Kapbonmnauumuaason (37 mr, 0,23 mmons) B DMF (0,5 mun) karusimMu no0aBiisiid B
Jera3supoOBaHHBI PacTBOp TpeT-OyTHI-4-(2-aMUHOSTHI)IHIIEpa3HH-1-kapOokcmnata (53 wr,
0,23 mmonb) u THF (0,5 mir). Cmech nepemernnsany npu RT B Teuenue noun. J{oOasmsu (5)-9-
(4-propbensun)-2,3,4,9-rerparuapo- 1 H-nmpunol 3,4-blunnon-3-kapoonosyro  kucioty (75 wr,
0,23 mmonb) 1 DMF (1 min) u HarpeBanmu npu 95°C B TedeHune HOUYHM. PeakMOHHYIO CMecCh
oxnaxknamu 10 RT u pasbasisuiu Bogoi. Cmeck skcTparuposaiu ¢ nomomibio EtOAc (3 pasa).

OObennHEHHBIE OPTaHUYECKHUE 3KCTPAKThI IMPOMBIBATH COJIEBBIM PACTBOPOM, CYLIMJIM Hal
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NaSO4, unpTpoBaIM W KOHLEHTPHPOBAIM TPU TMOHWKEHHOM JaBjeHHH. HeodynIneHHbIH
MaTepua OYHINAIA KOJIOHOYHOU Xpomarorpadueli Ha cuirkarene ¢ ucrnojip3oBanuem 0-100%

EtOAc/Hx ¢ monyuenunem coenunenus (D1) B Bune sxenroro Teeproro Bemecrsa (76 mr, 58%).

LC-MS [M + H* 562].

Cranusa 2
Coenunenue (D1) (76 mr, 0,14 mmons) u 4 M HCI B pactBope 1,4-nuokcana (1 mn)

nepemewnBaiu npu RT B Teuenne 1 yaca. PeaklMOHHYI0 CMeChb KOHLIEHTPUPOBAJIH, & 3aTEM
pazbaBmsin Bomoit (10 wmu). Ee mnpomeiBamu ¢ momompro EtOAc u mommenauuBanu
HachieHHbIM pacTBOPOM NaHCO3goma). Bomublii cioit skcTparuposanu ¢ nomoinbio EtOAc (2
X 5 mi). /IBa OpraHU4ecKuX 3KCTPaKTa OOBEIHHSIH, TPOMBIBAJIA COJIEBBIM PACTBOPOM, CYLIMIIU
Hag Na;SOs, GunbTpoBamM M KOHLEHTPUPOBAIU NPU MOHIKEHHOM JaBiieHHH. HeouuineHHbIi
MaTepuall OUMINAIA KOJOHOYHOW Xpomarorpaduell Ha cuiukaresne ¢ ucrnonbp3oBanuem 0-10%
MeOH/DCM c¢ 2% Et3N ¢ noaydeHuem OJNEAHO-KENTOrO TBEPAOrO BellecTBa. TBepmoe
BemecTBo pactBopsii B THF (0,5 mu) u nobasssiiu 2,0 M HCI B nustunosom sdupe (0,05 mu).
PactBoputens ypamsmu ¢ nonydenueMm coenunenust (D, comu HCl) B Bume OnemHO->xenToro
TBepHoro Bemectsa (37 mr, 55%). LC-MS [M + H" 462].

[pumep 5. Cunre3 HaTpuesoii coau 3-((2,6-auxiaop-1-(1-atun-1H-nupa3zon-4-ui)-7-

¢prop-1H-unxos-3-n1)THO)-2-PpTOpOeH30iiHON KHCI0ThI (coequHeHus E)

B, NN’ -,ELI/[MGTI/[J'I-
)@3 .
KsPO,, Cul,

Tomyon, 140°C, 16 4.

CO,Et CO,Et

F
|: CO,Et /é
? S
HS
_SNA NCS, CH.Cls, N
RT,16 . g N

,'N NCS, CH,Cl,, CI

RT, 174, F

~N

2 NZ F
S
L=

-

o

z

\
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\

z

Cl

Harpuesas conb coenunenus E

3

Cragusa 1. Cunres »tmi-3-((6-xuop-1-(1-3tun- 1 H-nupaszon-4-un)-7-brop- 1. H-uanon-3-

w1)tuo)-2-propdbensoara (3)

ITo mpouenype u3 mpumepa 2 craguii 2 u 3 ¢ ucnonb3oBaHueM 4-6pom-1-3tun-1H-

nupazona B (mpumep 4, cramus 1) Bmecto 4-Opom-1-npormmn-1H-nupazona 3 B cragum 2
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MoNyYany Ha3BaHHOE COENMHEHME 3 B BHJE CBETJIO-KOPHYHEBOrO TBepaoro emecTsa. 'H SIMP
(500 MHz, CDCls): ¢ 7,69-7,64 (m, 3H), 7,44 (s, 1H), 7,27 (t, J = 8,0 Hz, 1H), 7,16 (dd, J = 8,5,
6,0 Hz, 1H), 7,01-6,94 (m, 2H), 4,40 (q, /= 7,5 Hz, 2H), 4,26 (q, /= 8,0 Hz, 2H), 1,57 (t, /= 8,0
Hz, 3H), 1,57 (t, J=7,5 Hz, 3H), LC-MS (ESI): m/z 462,5 (M + H").

Cramua 2. Cunres  stun-3-((2,6-muxiiop-1-(1-3tun-1H-nupason-4-un)-7-grop-1H-

UHI0J-3-11)THO)-2-hTopbensoara (4)

B pactBop coenunenus 3 (100 mr, 0,21 mmons) B CH2Clz (3 M) B nHEpTHOM atmocdepe
nobasnsimn NCS (58 wmr, 0,43 mmonp) mpu RT u nmepememmBanu B TedeHue 16 yacos.
Peakmmonnyto cmech pazbasisiin Bonoit (10 mur) u skcrparuposanu ¢ nomombo CH2Cl (2 x 15
mi1). OObEeIMHEHHbIE OpPraHUYEeCKHe SKCTPAKThI Cymmid Hag NaxSOs M KOHLEHTPUPOBAIU TPU
NOHM)KEHHOM JIaBJIGHUU C TIOJYYE€HHEM HEOYMIIEHHOrOo NponaykTra. HeouuineHHbI HpORyKT
ounanu (cunukarens; 14-17% EtOAc/rexcansl) ¢ noiayuenneM coenunenus 4 (35 mr, 33%) B
BUJIE IpsA3HO-Oenoro Teepaoro semectsa. H SIMP (400 MHz, CDCls): 6 7,71-7,66 (m, 3H), 7,30
(d, J=17,6 Hz, 1H), 7,19 (dd, J = 8,8, 6,4 Hz, 1H), 7,04-6,97 (m, 2H), 4,40 (q, /= 7,2 Hz, 2H),
427 (q, J = 7,6 Hz, 2H), 1,58 (t, /= 7,6 Hz, 3H), 1,49 (t, J = 7,2 Hz, 3H), LC-MS (ESI): m/z
496,7 M+ H").

Cramusa 3. Cunres 3-((2.6-muxuop-1-(1-stun-1H-nupaszon-4-un)-7-brop- 1 H-uunon-3-

W) THUO )-2-hTopOeH30MHON KMUCH0ThI (coenrunenusi E)

Ilo mpouenype w3 mpumepa | craguum 9, HO C HCTIOJB30BAHHEM MPOMEKYTOYHOTO
COEeIMHEHUS 4 BMECTO MPOMEKYTOYHOTO COSNMHEHUS 7, TOyYaJld HA3BaHHYIO HATPUEBYIO COJIb

coenunenus E B Bune rpsisHo-6enoro Tepaoro Bewmecrsa. LC-MS: m/z 468 (M+1).

IIpumep 6. Cunre3 MeTHI-6-MePKANTONUKOJIHHATA (IPOMEKYTOYHOr0 COeIHHEHHS

A)

o
NZ > cooMe Keantdoc, Pdy(dba)s,  pMBS” “N” SCOOMe  00PatHsiii g™ “NZ >coOMe
DIPEA, 1,4-muoxcaH, XOJIOJHITEHHK,

1 00paTHEIH XOTOOUIEHUK, 1 1. 2 16 4. A

Br

Cranus 1. Cunres Metua-6-((4-merokcnbeHs3nn ) Thuo )iukoauHara (2)

B nepememmnBaemslii pacTBop MeTmi-6-OpommukonmuHata 1 (8 r, 37,2 mmons) B 1,4-
nuokcane (110 mu) B uHepTHOU armocdepe nobdasmsuu (4-merokcudenmn)merantuon (5,7 T,

37,0 mmonb), kcaardoc (1,1 r, 1,9 mmons), aumsonponmwmTiiamud (13,6 mi, 74,0 MMob),



120
Pdy(dba); (847 mr, 0,9 mmonb) npu RT, nerasuposanu B aprose B TeueHue 15 MUHYT, HarpeBaiu
70 TIOSIBJICHUSI KOHAEHCAaTa U INepeMelnnBain B TedeHue | waca. Ilocne 3aBepiueHus: peaxiuu
(TLC) peakunonnyto cMmech pasbasisim Bopoi (500 mur) u skcTparuposanu ¢ nomorso EtOAc
(3 x 500 mu). OOBbenMHEHHBIE OpraHMYeCKUe SKCTPakThl cymmin Hag NaxSOQs, ¢punbsrpoBanu u
KOHLIEHTPUPOBAIM TIPH TOHIKEHHOM JaBJIEHUH C TOJYYEHHEM HEOYMIIEHHOTO MPOIYKTa.
Heounmenneiii mpoaykr ounmanu (cuimkarens, 10% EtOAc/rekcanbl) ¢ moydeHHEM
coenunenus 2 (8 r, 75%) B Buze xenToro TBepaoro Bemectsa. 'H IMP (400 MHz, CDCls): §
7,78 (d, J = 7,6 Hz, 1H), 7,57 (t, ] = 8,0 Hz, 1H), 7,42-7,40 (m, 2H), 7,29-7,25 (m, 1H), 6,82 (d,
J = 84 Hz, 2H), 4,44 (s, 2H), 4,00 (s, 3H), 3,77 (s, 3H); LC-MS: 95,7%; 290,3 (M™+1);
(xomonka: X Select C-18, 50 x 3,0 mMm, 3,5 mxm); RT 4,10 munytsei, 5 MM NH4OAc: ACN; 0,8

MJI/MUHYTA).

Cragus 2. CuaTe3 METUI-0-MEPKANTONUKOIUHATA (IPOMEKYTOUYHOr0 coenruesust A)

IlepemenmBaembiii pacTBop coenuHeHust 2 (6 r, 20,7 MMonb) B TpUPTOPYKCYCHOM
kucnore (50 wmy) B wuHepTHOH armocdepe HarpeBaau OO TMOSBICHUS KOHIEHCATa WU
nepememuBanu B TeueHue 16 uacos. Ilocne 3aBepmenus peakuuu (TLC) neryume Beuiectsa
yOQISUI TpU TOHMWKeHHoOM aasieHuu. Ocanok paszbasisimu ¢ nomormnbio EtOAc (500 mo),
npombiBasii ¢ momoribio BogHoro pacrsopa NaHCO; (3 x 250 mu). Opranudeckuii 5KCTpakT
cymmwan Hany NaxSO4, (UIbTPOBAIM M KOHLUEHTPUPOBAIM NPU TMOHWKEHHOM JABJICHUU C
nojiyueHueM coearHeHus 6 (3,5 T, HEOUYHIIEHHOro) B BHUJAE OJIEMHO-KOPUYHEBOI'O TBEPIOTO
semectBa. LC-MS: 61,1%; 170 (M™+1); (xononka: X Select C-18, 50 x 3,0 mm, 3,5 mxm); RT
1,41 munytsl, 5 MM NH4OAc: ACN; 0,8 mi/mMuHyTa).

Ipumep 7. Cunre3 meTua-2-(2-gprop-3-mepkantodeHun)anerara (MPpoOMeKyTOUHOT 0

coeauHenus B)

HS/Q\/COZMe
F

B

IMony4anu cornacHo npouenype, onucanHoi B W02012/024620, npumep 154, ctp. 203.



121

IIpumep 8. Cunres 6-((2,6-auxyop-7-¢prop-1-(1-nponua-1H-nupazon-4-ua)-1H-

HH/0.1-3-UJI)THO)TUKOJMHOBOH KHCJI0THI (coeanHenus F)

OH

Cl

C wucnonb3oBaHMEeM MpoLEAypbl M3 IpuMmepa 2, HO € 3aMEHOH MeTH-6-
MEpKaNTOMUKOJIMHATOM (IIPOMEXKYTOUYHBIM COeAHMHEHHEM A) 3THI-2-¢pTop-3-MepkanToOeH30aTa
Ha CTanMu 3, MOJy4aju Ha3BaHHOe coenunenne. LC-MS: 4652 (M™+1).

Hpumep 9. Cunres 6-((2,6-nuxaop-1-(1-3tun-1H-nupaszon-4-ui)-7-prop-1H-ungoa-

3-WJ1)THO)THKOJHHOBOI KHCJIOTHI (coennHeHus1 G)

OH

Cl

C wucnosp30BaHMEM MPOLEAYPhl M3 NMPUMEPa S5 332 MCKIOYEHHEM TOrO, YTO METHJI-O-
MEpKANTOMUKOINHATOM (MPOMEXKYTOYHBIM ~COEIMHEHHWEM A) 3aMeHsuld 3THiI-2-prop-3-

MepKanTobeH30aT Ha CTaAuH 2, MONy4any Ha3BaHHoe coenunenue. LC-MS: 4492 (M™+1).

IIpumep 10. Cunre3 2-(3-((2,6-auxsop-7-¢prop-1-(1-nponua-1H-nupazon-4-ua)-1H-

HH0J1-3-W)THO)-2-pTopdeHnn)ykcycHol KucaoTol (coeqnuHenus: H)
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0
R OH
S
Nl
Cl N
F 2/\”
N-N

C ucnonb30BaHUEM MPOLEAYPHI U3 MpuMepa 2 3a UCKIFOYEHHEM TOTO, YTO MeTHII-2-(2-
¢dTop-3-MepkanTopeHn)aleTaToM (IIPOMEXYTOUHBIM COeANHEeHneM B) 3amensinu sTun-2-gprop-
3-MepkanToOeH30aT Ha CTauK 3, ONyyaiu Ha3BaHHOe coenunenne. LC-MS: 496,6 (M™+1).

IIpumep 11. Cunres 2-(3-((2,6-auxaop-1-(1-3Tuia-1H-nupaszon-4-ui)-7-prop-1H-

HH0J1-3-WI)THO)-2-PpTOopPeHnN)yKCYCHOH KHCJI0THhI (coeanHeHus I)

o}
F
OH
S
N—cl
Cl N
F 2/\”
N-N

C ucnonb30BaHUEM MPOLIEAYPHI M3 MpUMepa S5 3a UCKJIKYEHHEM TOr'O, YTO MeTHII-2-(2-
¢dTop-3-mepkantodeHu)aneraToM (MIPOMEKYTOYHBIM coenrHeHreM B) 3aMeHsiu 3Tui-2-GTop-

3-MepkanToOeH30aT Ha CTaMy 2, IONyYaiu Ha3BaHHOe coenunenne. LC-MS: 4823 (M™+1).

IIpumep 12. IlapenTepanbHas papManeBTHYECKAST KOMIIO3HIHSA

Jlis monydeHusl mapeHTepanibHON (papMaleBTUYeCKOW KOMITO3HLIMH, MMOAXOMSIIEH JIst
BBEJICHUS MyTeM MHBbEKUUH (MTOJKOXKHOM, BHYTPUBEHHOI), 1-100 Mr pacTBOpHMOIi B BOJE COJIU
UHrHOMTOpa AayTOTAaKCMHA WJIM ero (apMaleBTHYeCKH TNPUEMJIEMON COJH WJIM COJbBaTa
pacTBOpPsUIM B CTEPUIIBHON Boxe, a 3areM cmemmBaiun ¢ 10 mn 0,9% crepusibHOTO
¢dusnonoruueckoro pacrsopa. HeoOs3aTenpHo noOaBmsim momaxoxpsmmii Oydep, a Takke
HeoOsI3aTeNbHO KHCIIOTY HJIM OCHOBaHME Uit peryimposanusi pH. Cmech BKIOYamm B

ENMHUYHYIO TO3UPOBAHHYIO (POPMY, MOAXOMSIIYIO JJIsl BBEICHHUS TyTeM UHBEKLIUU.
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IIpumep 13. IlepopanbHbiii pacTBOp

Jns  monydenust (papManeBTUYECKOW KOMIIO3WLIMM JUIS  TIEPOPATBHONH  JOCTaBKH
JOCTaTOYHOE KOJIMYECTBO MHIHMOUTOPA ayTOTAKCHHA WM €ro (hapMaleBTHUECKH NPUEeMIIEMON
comu nobaBmsmi B BoAy (C HeOOs3aTeNbHBIM COMIOOMIM3aTOpOM(aMH), HEoOs3aTeNIbHbIM
OydepoM(aMu) U MaCKHPYIOIIMNMH BKYC BCIIOMOTATEJIbHBIMH CPENCTBAMHU) C mosydeHuem 20

MI/MJT pacTBOpA.

IIpumep 14. IlepopanbHas TadJjeTKa

Tabnerky monyuanu nmyrem cmemmBanus 20-50% mo macce MHrHOMTOpa ayTOTAKCHHA
win ero ¢apmareBTHuecKu npuemieMoit comu, 20-50% mo macce MUKPOKPUCTAITMYECKON
1e/uTr0J103blL, 1-10% 1no Macce ruApOKCUNTPONMIILIENTIONO3bI ¢ HU3KOW CTENEHBIO 3aMeIleHus U 1-
10% mno macce cTeapata MarHusi MW APYTUX COOTBETCTBYHOIIMX BCIIOMOTATENIbHBIX CPEICTB.
TaGnerkn mony4anu TyTeM HENOCPENCTBEHHOro mnpeccoBaHusa. CyMMapHyl — Maccy

IPECCOBAHHBIX Ta0NIeTOK nmoanepxkusaiu npu 100-500 mr.

ITpumep 15. IlepopanbHas KancyJa

Jlnis nosydeHust papMarieBTHYECKONH KOMIIO3ULMH JIsl iepopasibHOi noctaBku 10-500 mr
UHrUOMTOpa ayTOTAKCHHA MJIM ero (apMaleBTHYECKH NPUEMIIEMON COJIM CMELIUBAIUA C
KpaxMajioM WIH JAPYrod MOAXOOsAIeH MmopoiikoodpasHoii cmecbio. CMech BKIHOYAIU B
NEepOpPabHYI0 TO3UPOBAHHYIO €AMHHILY, TAKyH0 Kak TBepHas >KeJaTHHOBAs KaricyJja, KoTopas
MOJXOAUT ISl IEPOPaIbHOTO BBEIEHHUSI.

s npyroit papmanesrudeckoit kommno3uiuu 10-500 Mr HHrHOUTOpa ayTOTAKCHHA WJIH
ero (apMaleBTHYECKH MPUEMJIEMOH COJIM MOMELIAd B Karcysay 4 pasMepa Wid Kancyny |

pa3Mepa (THIPOMEIIO3a UK TBEPIbIN KeJIATHH) U KAICyJy 3aKPbIBAJH.

Mpumep 16. I'eieBass KOMNO3ULMS AJISI MECTHOI0 BBeJeHUSA

Jns monydeHusi (papManeBTHYECKOW TeJieBOH KOMITO3MIIMU JJIi MECTHOTO BBEICHHS
UHTHOUTOP ayTOTAaKCHHA WM ero (papMaleBTHYECKU NPHEMJIEMYIO COJIb CMEIIMBAUA C
TUAPOKCUNIPONUJILIEIIIIONO30M, MPONWICHIVIUKONEM, H30MPONUIMUPUCTATOM U  OYUILEHHBIM
cnuproMm crtaHgapta USP. 3arem mony4deHHyI0 B pe3yJbTaTe TejieBYI0 CMECh BKIOYAIU B

KOHTeﬁHepr, TaKHE KaK TY6I:>I, KOTOPBIC MOAXOAUIIU AJId MECTHOI'O BBECACHUA.

IIpumep 17. AHanu3 ayTOTAKCHHA YeJIOBEKA
AxtusHocTh ATX aHanu3upoBaiu B KOHLIEHTPHUPOBAHHONW KOHAMLIMOHHUPOBAHHON cpene

OT KJIETOK MEYEHOYHOKJIETOYHOW KapLUMHOMBI denoBeka Hep3B myTem m3mepeHus Konu4ecTsa



124

XOJIMHA, BBICBOOOXKIEHHOrO W3 cyOctparta, mm3odocharummixomuna (LPC), mockonbky OH
pacmeruisiercss 10 LPA. KoHIUIIMOHHPOBaHHYIO cpeny coOupaid OT KOH(IIFOEHTHBIX KJIETOK
Hep3B wu xonuentpuposamum B 10-20 pa3 ¢ wuCnongbp30BaHHEM (DHIBTPYIOIIUX YCTPOHCTB
Centriprep-30  (Millipore). Jns ananm3a wuHruOupoBaHus ayTortakcmHa 10-20 Mk
KOHLIEHTPUPOBAHHON KOHAMLIMOHUPOBAHHOW Cpenbl MHKYOHpPOBAaIU € 2,5 MKJ TECTUPYEMOTO
coequnenust B DMSO u 72,5-82,5 mxa Oydepa lyso-PLD (100 MM Tris, pH 9, 500 MM NaCl, 5
MM MgCl, 5 MM CaClz, 0,05% Triton X-100 B mpucyrcrBun mnu orcyrctBuu 0,2% He
COIepIKaLIEeTo YKUPHbIE KMCIOTHI albOYMUHA CBIBOPOTKH KPOBU UEJIOBEKA) B T€UEHHUE 15 MUHYT
npu 37°C. Ilocne 15 munyt unkyOammu 5 mxn 2 MM LPC (14:0; Avanti Polar Lipids, Ne mo
karaiory 855575C), pasbaenenHoro B Oydepe lyso-PLD, noGaBnsuim A0 KOHEYHOH
koHueHTpanuu 100 MkM u nHkybaumto npoxospkanu eme 1,5-3 gaca npu 37°C. dobasmsuu 100
MKJ ILBETHOH cmecu, conepkameidt 4,5 MM 4-amunoantunupusa, 2,7 MM N-stun-N-(2-
TUAPOKCH-3-Cy b ONPONI)-M-TOJyUANHA, 21 eAuHULYy/MJ TNEepOKCHUAa3bl XpeHa u 3
enuHHLBL/ M XonuHoKcunasbl B S0 MM Tris, pH 8, 4,5 MM MgCl», 1 nHKyOaLuio npoaoKaii B
TedeHue 15 MUHYT IpU KOMHATHOM TeMIlepaType nepes CYUThIBAHUEM MOMIOIEHUs IPpU 555 HM.

WnmoctpatuBHass OuOJOrHYeckass aKTUBHOCTh THIIMYHBIX COEIMHEHUI B aHAJIHM3e
ayTOTaKCHHA 4YeJIOBEKA, ONUCBIBAEMOM B HACTOSLIEM JOKYMEHTE, NPEACTaBJeHa B Clenyrolei

Tabsure.

CoennneHue ICso (MxkM)
Coenunenue A
Coenunenne B
Coenunenue C
Coenqunenue D
Coenunenne E
Coenunenue F
Coenunenne G
Coenunenne H
Coenunenue 1

A cocrapnisieT < 0,5 MxM; B cocraBmsier > 0,5 MM, HO < 1 MxkM; C cocraBnser > 1

MKM.

bl bl P e

IIpumep 18. AHanu3 ayTOTAKCHHA B leJIbHOH KPOBH Ye/I0BeKa

Wnrnbuposanne aktuBHOCTH ATX B LETbHON KPOBH HYEJIOBEKA AHAJIH3HPOBAIH IyTEM
usmepeHus korueHtpannn 20:4 LPA B nna3me nocne amurensHoi nHKyOamu npu 37°C. Kposb
Opaiu y HaBIIUX COTJIacHe JIFOJEH-BOJOHTEPOB B BAaKyYMHbIE NPOOMPKH C TEMapUHOM U
nobasnsim 200-MKJT aTUKBOTBHI K 2 MKI Tectupyemoro coenuHeHuss B8 DMSO wmu DMSO
otnenbHO. Heckompko M3 mpoOHPOK CO Cpenoi-HOCUTENEM HEMEIJIEHHO LeHTpH(yruposain

npu 800 x g B Teuenue 10 muHyT npu 4°C u mmasMy ynamsuiu 1isi oOpaOOTKH € LeNbIo



125
onpeneneHus: ucxonHoil koHuentpauuu 20:4 LPA. OcranpHble 00pasipl KpOBH, COnIepsKaline
Cpeny-HOCHUTEJIb WM TeCTUPYEeMOe coenuHeHue, nHkyouposanu npu 37°C B TeueHue 4 4acoB
nepen ueHrpudyruposarneM npu 800 x g B redenue 10 munyT npu 4°C ¢ MOTyYEHHUEM TIA3MBL
ITnazmy roroBuwmm s LCMS cnepyromum obpazom: 40 MK TIIa3Mbl yIOAJSUTH, JOOABISUIH S
00BeMOB MeTaHoNa, copepskamero 125 ur/ma 17:0 LPA, B xauecTBe BHYTPEHHETO CTaHAAPTA U
cMmech nHKyouposanmu npu -20°C B redenne 10 MunyT nepen ueHtpudyruposanuem mpu 4000 x
g B Teuenue 10 munyT npu 4°C. 150 MkJ cynepHaTaHTa NEPEHOCUIN B 96-TyHOUHBIH MIAHLIET U
pazbasismn 100 Mk opranmdeckoro pactBopa (90:10:0,1 Boma/aneTOHUTPHIY/THIPOKCHN
aMMOHWUs1) 111 aHanmm3a kKoHueHTpauuii 20:4 LPA ¢ nomompeto LCMS. LPA 20:4 u BHyTpeHHHUI
cragapt (LPA 17:0) amanmusupoBanu Ha KBaapynojbHOM Macc-criektpomerpe (ABI Sciex
4000QTrap) B pexume orpunarenbHbix uoHOB (ESI) ¢ moMompbio  MOHUTOpHHIa
MHOkecTBeHHbIX peakuuii (MRM). IToxsukHbie dasel coneprxanu 0,1% runpokcuna aMMOHHUS B
90% Bombl/10% aueronutpuna (pactBopurenb A) u 0,1% rugpokcuma ammonust B 90%
aueronutpuna/10% Boasl (pactBoputenb B). Ckopocts mnoroka mnoxpaepxusanud mpu 0,8
MJI/MHHYTa, & CYMMapHO€ BpPEeMsI BBIMOJIHEHHSI COCTABJIIIO 3 MHHYTHL AHAJIMTBI OTAEISUIH C
UCIIONb30BAHMEM JIMHEHHOro TpajiMeHTa CleayrmuM obpasoM: 1) mnoaBmkHyro ¢asy
ynepxkusanu B tedeHue 0,5 munyTel npu 10% B; 2) B noseinanu ot 10% no 90% B Teuenue
cnenyromei | munyThr, 3) B yaep:kuBanu nocTossHHBIM B TeueHue 0,5 munyThI pu 90%; u 4) B

BO3Bpalgain 10 YCJIOBI/Iﬁ Ha4YaJIbHOI'O Irpagu€HTA.

IIpumep 19. Moaenb HHAYHHPOBAHHOI0 AYTOTAKCHHOM 3yAa

Mpimeidt  MHQUUIUPOBAIM  aICEHOBHPYCOM, 3KCIPECCHPYIOLIUM  ayTOTAKCHH  IOX
koHTposieM mpomoropa CMV (uuromeranosupyca) unun AFP (ambda-peromporenna). Y
UHQUUUPOBAHHBIX ~ MbIIEH  BO3HUKAJA  YCHJIEHHAs  pEaKUus TOYEChIBAHUS  I1OCIHE
uauuuposanus. Ilocne wuHpUUUpoBaHUs skcnpeccupyromuM ATX  aneHoBUpyCOM U
HAaOJIIOIEHUS] YCWJIGHHOW pEakIMH IIOYeChIBAHUS MbIlied oOpabaTeiBaan HHTHOUTOPOM
ayTOTaKCHUHA U KOHTPOJHMPOBAJIH HA MPEIMET HHIHOUPOBAHUS 3YAa.

YCuneHHyr0 peakuuio TIOYeChIBAHUS HAOMIOJANId Yy Mblled, HHQUIUPOBAHHBIX

anerHosupycom CMV-ATX.

HOpumep 20. Moaeab HHAYUHPOBAHHOIO MHEJHHOBBIM OJUIOAEHAPOLUTAPHBIM
raukonporenioM (MOG) »3KcnepHMEHTAJBHOIO AYTOMMMYHHOro »3HuedaloMueuTa
(EAE)

EAE unnyumpoBanu y Mblmeii nyrem ummyHuzanuu nentugoM MOG (35-55), koropsrii

NPUBONMII K  TpOrpeccHpyromemMy mapanudy. Mpeinmeid oOpabaTbiBaid ~ MHTHOUTOPOM
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aytorakcuHa rnpu 60 mr/kr maccel Tena BID nr0o B MOMEHT HMMyHHM3aUUH (TIPOQUITAKTHIECKOE
BBEJICHHUE J103bI), JINOO MOCJIe MEPBOr0 MPU3HAKA CUMIITOMOB (TE€PAIeBTUYECKOE BBEICHUE 103bI)
Y KOHTPOJIMPOBAJIH Ha MpeIMET PU3HAKOB Mapannuya.

IIpumep 21. AHanu3 MUrpanuu Kjaetok meaanomol MDA-MB-435

Knerku  ynuaum  MenaHombl  ueiaoBeka  MDA-MB-435S MOINIEPKUBAIN B
CyOKOH(ITIOETHOU KYJIbType B cpene, conepskamieit FBS u neHMImuIiH/ cTpenToOMULIMH. 3a 1eHb
10 aHAJIU3a KJIETKU B TEUEHHE HOYH JIepKaIu B OECChIBOPOTOUHOM cpene, conepskamueii 0,1-0,2%
He Ccopep)Kalllero »UpHble KUCI0Tbl BSA. B neHp aHanu3a KOHIULMOHMPOBAHHYIO CpenLy
yOQIAIN U3 KJIETOK, LEHTPU(PYTHPOBAIU IJIsl OCBETJIEHHs] U OTOpAChIBaJNHM. 3aTe€M KJIETKH
cobupanu myreM cockaONMBaHUs, MOJCUYUTHIBAIN U OCAXKAANIH HeHTpudyruposanueMm. Knerku
MOBTOPHO  cycneHaupoBanu  npu  1,05X  KOHEUHOM  JKeJnaeMoOW  IJIOTHOCTH B
KOHAMLIMOHUPOBAHHON cpefe. AHaIu3bl BBINOJIHSIA B ABYX MOBTOPHOCTSX C HCIOJIB30BAHUEM
96-TyHOYHOW CHUCTEMbI OIpEIeNeHHs] XEeMOTAKCUYeCKON akTHUBHOCTH Neuroprobe ¢ 8-Mkm
pa3MepoM Nop U MOKPLITbIMU (prOpoHekTHHOM ¢pribTpamu. JloGasnsim 152 MK KJIETOK B 8 MKJI
TECTUPYEMOT'O COEIMHEHUS] HHTMOUTOpa ayTOTAKCHHA M MHKYOUpPOBaIU B TeueHue 15 MUHYT npu
37°C. B mmwxHio0 kamepy 3arpyxkanu 2-10 mxkM LPC, a 3arem 50 MK CyCleH3UH KIJIETOK C
TECTUPYEMBbIM COCAMHEHHEM MA00aBISIM B BEPXHIOK YaCTh KAKAOTO y4dacTKa JIYHKH C
¢unbTpom. @unbTpsl HHKyOMpoBaau npu 37°C B TeueHue 1-24 4acoB U HEMUIPUPYIOIIHE
KJIETKH YOAJISIM U3 BepxXHeH 4acTh (UIbTpa MyTeM OMOJIACKWBaHUs ¢ momoubio PBS u
cockabnuBanus. PuIbTp CyIIMJIM HAa BO3AyXE, 3aTeM OKPAIIUBAJIUA TEpPEed CUYUTHIBAHUEM
norJjomeHus npu 580 HM.

B nanHom aHanmuse murpanun kinetok coequHenne A umeno ICso 4 HM, a coequnenue B

umeno ICso 15 uM.

IIpumep 22: MpimnHass MOAeJIb HHAYLHPOBAHHOIO Y€ThIPEXXJI0PHCTBIM YIJ1€pOAOM
(CCls) neuenounoro pudpo3a

Camku wm camibl Mbimeit balb/c momydanmu CCly (0,8-1,0 mu/kr macchl Tena),
pa30aBICHHBIAH OJIMBKOBBIM MACJIOM, 4€pe3 BHYTPUIEPUTOHEANbHYI0 HMHBEKIHIO IBAXKIbI B
Henemo B TeueHue 6-8 Henmenb (Higazi, A. A. et al, Clin Exp Immunol. 2008 Apr;152(1): 163-
73). KOHTpOJNbHBIE MBIK TONYyYaId SKBUBAJIEHTHBII OOBEM TOJBKO OJHMBKOBOIO Macia.
HWHruburop ayToTakCHHA WK CPEAy-HOCHTENb JOCTABIISIN IEPOPATBHO €KECYTOUHO, HAUNHAs C
momeHTa nHbekuuu CCly (mpodunakTuyeckn) Wim HauMHas 4yepe3 1-3 Hemenu mociie mepBoi
uabekunn CCly  (TepanmeBTrueckn). B KkOHHIE wHccnenoBaHMS MbIIEH YMEPIIBISUIA  C
UCTIOJIb30BAaHMEM HMHTAJSIMOHHOTO M30(iypana U coOpaiu KpOBb uepe3 MyHKIHI0 cepiaua s

nocnenyromuero ananusa conepxkanust ALT/AST. Cobupanu nedenp u 3amopaskusanu npu -80°C
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Ui OMOXUMUYECKOTO aHalin3a rnedeHouHoro ¢Gudposa win ¢pukcuposanmu B 10% HelTpaspbHOM
OydepuznpoBaHHOM (POpMaMHE IJIs1 TUCTOJIOTHYECKOH OIEHKH mneueHoYHoro ¢ubposa. s
OMOXMMHUYECKOHN OLIEHKU MEYEHOYHOro (hudpo3a roMOreHaThl TKAHU MEYEHH aHAJM3HPOBAIU HA
npeaMeT KOHIEHTPALWH KOJUTAreHa ¢ HCMOJIb30BAHHEM THAPOKCHIIPOJIMHOBOro aHanusa. Jlis
TUCTOJIOTHYECKON OLIEHKU MeYeHOYHOro (hrdpo3a PUKCHPOBAHHYIO TKAHb MEUEHH OKPALIUBAIN
NUKPOCHPUYCOM KPACHBIM M TEYEHOYHbIH (HUOPO3 ONpenensyii ¢ MOMOIIBI0 KOJIWYECTBEHHON

KOMHI:;I-OTepHOI\/'I ACHCUTOMETPUHN C UCTIOJIB30BAHUEM CBETOBOI1 MUKPOCKOIINH.

IIpumep 23. /lepuuutHble MO XOJHHY MBIIIH, MOAe]b Me4deHOUYHOro ¢udposa,
onpeaeasiemasi nmo L-aMHHOKHCJIOTE, NPH JAHETe € BBICOKHM COAEpP:KAHHEM KHpa
(CDAA/HFD)

Mpimei aepanu Ha auere ¢ AeQUIUTOM XOJHHA, AonojHeHHoW 0,1% meTnoHuHa U
60% kkan ot xupa (CDAA/HFD) B Teuenue 12-14 nenens. Mpim nonyyanu 1, 3, 10 wm 30
MI/KI' MacChl Tejla TECTHPYEMOIro COeIMHEHNs] WHTMOUTOpa ayTOTAKCHHA WM CPEAbI-HOCUTEIIS
HauWHAas C Hayaja Hexenu O mocie KOpMJIeHHs (TepaneBTUYECKH). 3aTeM eXeHeIeIbHO
u3MepsiIi (PePMEHTHI TIEYSHU: acrpaTaTTpaHCAMUHA3Y, IeNouHy (ocdarasy u Ounnpyoun. B
KOHIIE MCCIIENOBAHUS MbIIIEH YMEpPLIBJISUIN, a MeYeHb coOupanu u 3amopaxusainu mpu -80°C
s OMOXMMHYECKOTrO aHajin3a Me4eHO4YHOro (ubposa wnm (UKCHUpOBANIM B HEHTPAJIbHOM
OydepuszupoBaHHOM (pOpMaHHE JIJIsi TUCTOJIOTUYECKOH OIeHKH mNeueHOYHoro ¢ubposa. st
OMOXMMHUYECKOH OLICHKU MEeYEHOYHOro (hudpo3a roMOreHaThl TKAHU MEYSHU aHAJM3HPOBAIU HA
npeaAMeT KOHIIEHTPALUU KOJUTAreHa ¢ WCTOJIb30BAHHUEM THUAPOKCHIIPOJIMHOBOrO aHanusa. Jlis
TUCTOJIOTHYECKOW OLIEHKU MeYeHOYHOro (hrdpo3a GUKCHPOBAHHYIO TKaHb MEYEHH OKPALTUBAIIN
KpacuTesneM nmukpocupuycoMm kpacHbiM (PSR) u TspkecTs meueHowHOro (puOpo3a OLEHHBAU C
UCIIOJIb30BAaHMEM CBETOBOH MUKpOCKOMmuU. [1ociie kaueCcTBEeHHOW OILIEHKH MeYeHOouHOoro Grdposa
OCYLIECTBIISUIH KOJIMYECTBEHHYIO OLIEHKY (uOpo3a ¢ MCIONIb30BAHUEM H300paKeHUH LEeTbHOrO
npenapara, noixy4eHHbIX npu 20X yBEIHMYEHHH, U BBIYUCISUTN MPOLEHTHOE OTHOLICHHE Cpe3a
NEYeHN C TMO3UTHBHBIM OKpammnBaHueM PSR ¢ mcnonp3oBaHuneM mporpaMMHOrO obecredeHust
IUTSL aHAJIM3a KOJIMYECTBEHHOM OLIeHKH Iiiomanu uzodpaxenuit Halo® ot Indica Labs.

B nawnoit momenu mnedeHouHoro (ubpo3a coenwHeHHE A CYIIECTBEHHO CHUKAJO
neueHo4YHbIH (pudpo3 nmpu BBeneHUH 1036l 30 MI/KT Macchl Tea, a COequHeHne B cyiecTBeHHO
CHIDKAJIO TeYeHOUHbIH (udpo3 mpu BBemeHUH 1036l 10 mr/kr maccel tena. Obpabdorka mubdo
coennHeHueM A (30 wmr/kr maccel Tenma), aubo coemuHeHueM B (10 mr/kr maccel Tena)
obecrnieunBana B pe3ysbrate NpuOIM3uUTeNnsHO 35% CHIbKeHHe % TUIOMAIN TOJOKUTEIBHOTO

okpamuBaHus PSR.
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B nanHO# xuBOTHOH Mozenu oOpaborka Meimei 3 mr/kr, 10 mr/kr wmm 30 Mmr/kr
coenuHeHus1 A obecrieunBana B pe3ysbrare npudiusurenbHo 72%, 76% u 90% uHrubuposaHue
IPU OCTATOYHOH KOHLEHTPALUMH B IUIA3M€ AKTUBHOCTH AyTOTAKCHHA, COOTBETCTBEHHO (Kak
U3MEpPsUTH TI0 TpoAyLupoBaHuio xojiuHa). OO0padorka mbimeit 1 mr/kr, 3 mr/kr wim 10 Mr/kr
coenuHeHus: B obecrnieunBana B pesynbrare npudausutenbao 49%, 67% u 75% uHrubupoBaHue
IPU OCTATOYHON KOHLEHTPALMH B IUIa3M€ AKTUBHOCTH AyTOTAKCHHA, COOTBETCTBEHHO (Kak

U3MEPSIIIH T10 MPOAYLIUPOBAHUIO XOJIHHA).

IIpumep 24. MpimnHass MoAeb Ne4eHOYHOro (¢pudpo3a ¢ HHAYLUHPOBAHHBIM AHETOH
NASH (HeaJKoro/JibHbIM CTEATOrenaTHTOM)

MpelmaM BBOAMJIM UHBEKLMEN HU3KYH 03y CTPENTO30TOLMHA 4epe3 ABOE CYTOK IOCTe
POKAEHHUsA, a 3aTe€M Jep>Kajlu Ha JUeTe C BBICOKUM COAEp KaHMEM >KHMpa HauuHas ¢ Bo3pacrta 4
Hezesu 10 Bo3pacTa 12 Henmenb. Mbiieit 00pabaTbiBaan TECTUPYEMbIM COSANHEHHEM HAYHHAS C
Bo3pacTta 6 Hexenb. B KOHIE HCCIENOBaHMS MbIIIEH YMEPLIBISLIM U COOMpaIM KPOBb IS
OTIpeeIICHNUs CONIEPIKAHUs B KPOBHU TIIFOK03bI rociie kopmiteHust 1 ALT/AST. Ileuens coOupainy,
B3BEIIMBAIN U 3aMopaxxuBaiu npu -80°C 11t GMOXMMHUYECKOTo aHaIu3a Me4eHOoYHoro Gpudposa
U TPUIJIULEPUIOB MeUeHH WIN (PUKCHPOBAIN B HEUTpPAIbHOM OydepH3npoBaHHOM (GopMainHe
IJIT TUCTOJIOTMYECKOH OLIEHKM IedyeHO4YHoro ¢udposa, creato3a W BocmaieHus. [l
OMOXMMHUYECKOH OLIEHKU MEeYEHOYHOro (hudpo3a roMOreHaThl TKAHU MEYSHU aHAJM3HPOBAU HA
npeaMeT KOHIIEHTPAlMK KoJulareHa C HCIMOJIb30BaHHEM TMIPOKCHUIIPOJIMHOBOIO aHAIM3a, a Ha
npeaMeT TPUTIHLIEPUIOB MeUeHu ¢ hcrosib3oBanueM Habopa Triglyceride E-test (Wako, Japan).
JInisi THCTOJIOTHYECKOW OLEHKH BOCHAJCHUS M CTeaTo3a (PUKCHPOBAHHYIO TKAaHb IEYCHU
OKpAIIHMBAJH FeMOTOKCHIMHOM U 303uHOM (H&E) 1 TskecTh BOCTIAICHHUS U CTEaTO3a OLIEHUBAIIN
C HCIOJBb30BAHMEM CBETOBOW MHUKPOCKONHUHU. [I7s1 THUCTONOrMYEeCKON OLEHKH ME€YEHOYHOIO
¢ubpo3a PUKCHPOBAHHYIO TKAHBb MEYEHU OKPALIMBAJIN KPACHTEIEM IMHKPOCUPHYCOM KPAaCHBIM
(PSR) u Txecte mneueHowHoro (uOpo3a OLEHHBAIM C UCIOJNIB30BAHHUEM CBETOBOH
MHUKPOCKOIIHH.

B nannoit momenm ¢ubposa coemuHeHue A mpu 10 MI/Kr  IeMOHCTPUPOBAIIO
CYIIECTBEHHOE CHIDKCHHE TI€YeHOYHOro (ubpo3a © CYIIECTBEHHOE CHIDKEHHE OLIEHKH
aktuBHOCTH NAFLD (KOMIUIEKCHOH OLIEHKM BOCHAJIEHUs, CT€aT03a U OLEHOK pa3IyBaHUs
TeraTOIHTOB).

IIpumep 25. UnayuupoBanHbiii AM3TUIHHTPo3aMuHOM (DEN) neyeHouHbiit ¢pudpos
U NMeYeHOYHOKJIETOYHASI KAPLUHUHOMA Y KPBbIC

Camier kppic Wistar mosydainy €keHeebHO BHY TPUIIEPUTOHEaIbHbIE HHbeKINHU 35-100

mr/kr auyTaaHUTpo3amuHa (DEN) B Teuenme 13-18 nHemenb B cymmapHOoM oObeme 1,5 mn
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3abydepennoro docharom pusnonornueckoro pacreopa (PBS) mis manyuposanus uuppos3a u
neueHouHOKJeTouHo kapuuHoMbl (HCC). KoHTponbHBIE KpPBICHI TMONYYAIH €KEHEAEIbHO
UHBEKIINN SKBUBaJieHTHOro oOvema PBS. HHruburop ayrorakcmHa WM Cpedy-HOCHTEIb
JNOCTABJISIA MEPOPATBHOTO €KECYTOUHO HauyuHasg ¢ O0-7 Hemenlb MOCie HAa4aJlbHONH HHBEKIIUH
DEN. B koOHUE WHCCIEeNOBaHUsA KpBIC YMEPIUBJISUIA C HCIOJb30BAHUEM HHIASIIUOHHOIO
m3ouypana u coOpanu KpOBb dYepe3 MyHKIHMIO CcepAula A MOCIEeNYIOLEro aHajn3a
conepxkanuss ALT/AST u xoHumeHTpamnmii JiekapcTBeHHOro cpencrsa. Cobupanu medeHb U
3amopakusanu npu -80°C mist Guoxumudeckoro aHanmmsza ¢udposza mwmn ¢pukcupoBain B 10%
HeWTpambHOM Oy(epu3npoBaHHOM (OpMAUHE [JsI TMCTOJOTHUECKONW OLEHKH MNMEeUYEeHOYHOIO
¢ubposza. s OnoXxuMu4eckoi oueHKH pudpo3a roMOreHaThl TKAHU MEYSHH aHAJIU3UPOBAIIN HA
npeaMeT KOHLEHTpPALUU KOJJIareHa C HUCIOJIb30BAHMEM THUAPOKCUIIPOJIMHOBOrO aHanusa. Jlis
TUCTOJIOTMYECKON OLIEHKU MeueHOYHOro Gpudpo3a pUKCHPOBAHHYIO TKaHb MEYEHH OKPALIUBAIIN
KkpacureneM nukpocupuycom u H&E, a neuenouneni ¢ubpos m HCC onpenpensiu ¢
UCTIOJIb30BAaHUEM CBETOBON MUKPOCKOIHUH.

B naHHON >XMBOTHOW MOAENU COeAuHEHHE A XapaKTepHU30BaJIOCh IOJOXKHUTEIbHBIM

3¢ {eKTOM B OTHOIIEHHH CHUKEHUS ITeY€HOYHOr0o (GrOpO3a Mpu 5 MI/KI Macchl Tela.

[pumep 26. MpimuHasi MOAeJIb HHAYLHPOBAHHOIO 0J1€OMHIIHHOM (pUOPO3a KOKH

MBILIHYIO MOJENb UHAYILIUPOBAHHOTO OJIEOMHLIMHOM (huOpo3a KOKU MUCTIONB30BAJIH IS
oneHuBanus 3pdexra UHrMOUTOPOB ayTOTaKCHHA B OTHOIEHNHU (Hudpo3a kosxku. [lepenenpiBanu
criocoOr! u3 Yamamoto, T ef al. The Journal of Investigative Dermatology, 112: 456-462, 1999.
Mpenueit C57Bl/6 anectesupoBanu u3o(aypaHoM u OOpUBAJM ABE 30HBI C IOBYX OOKOB Ha
HIDKHEM JTopcojarepaibHoM y4actke. biaeomunmn (10-50 mxr B 100 MKJT), IPUTOTOBJIEHHBIH B
crepwibHOM (punbTpoBanHOM PBS, (wn koHTpons B Bune PBS) BBOgMINM MONKOKHO B KasKIBIH
OOpUTBHIN y4aCTOK OJUH pa3 B CYTKH B TeUeHHUE S5-7 CYTOK B HENE0 B OOIIel CIIONKHOCTH 4
Henenu (28 cyTok).

Coenunenue A u coenuHenue B roropunu B 0,5% METWIILIEIUTIONO3€ U JOCTABIISUIN
NepOPaIbHO OAMH pa3 B CYTKH OT 1HA | 1o nHA 28 (mpoduiakTH4ecku) win ot JHs 7 10 nHA 28
(TepareBTHUECKN).

B nenp 28 BCex KMBOTHBIX yMepUIBIsIU. [lopcosiaTepalbHYIO KOXKY YAISUIH, CHUMAJU
TIPUJTUTIIIAN TTOAKOKHBIA JKHP W HCIOJIb30BaJ M O-MM JepMaToMm s 3abopa IByX 0Opas3ioB
KOXKH OT Kaxkmoro cyowekra. Omuu oOpaszen ¢ukcupoBaiu B 10% HeEWTpalIbHOM
OydepusnpoBaHHOM (hOpMaliHE W TIOJBEPTaM THCTOJIOTHYEeCKOMY aHaimmu3y. BTopoii oOpaserr
3amopakuBau nipu -80°C nmnst mocnenyromel oOpabOTKH  COAepskalierocss KOoJulareHa ¢

HUCIOJIb30OBAHUEM TUAPOKCUTIPOJIUHOBOI'O aHAJIU3a.
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B nannoli monmenu ¢ubpo3a KOXKHU COSOUHEHHE A JIeMOHCTPUPOBAJIO CYIIECTBEHHOE
CHIDKeHHe (pudpo3a KOXKH MPHU BBEACHUU H03bI MPOPUITAKTHUSCKH WU TEPATICBTHUECKH.

Ha ¢ur. 1 nmpencrasneno cpennee £ SEM copepkaHue THIPOKCHUIPOJIMHA B 6-MM
KOKHBIX Omonrarax. CoequHeHne A TEMOHCTPUPOBAJIO CYIIECTBEHHOE CHIDKEHUE CONEpP KAHUS
THIPOKCHUIIPOJIMHA B KOKE TIPH BBEIEHUH JT03bI MPOPIIAKTHYECKU WJIH TEPATEBTHYECKU.

B nannoii xuBoTHON Mozmenu oOpaboTka Mblmiei 60 MI/Kr coenuHeHus1 A obecrnednBaia
B pe3yJibTaTe MpUOIM3UTENbHO 95% WHrHOMpPOBaHUE MPU OCTATOYHOM KOHIIEHTPALMH B IIIa3Me

AKTUBHOCTH ayTOTaKCHHA (KaK U3MEPSUIH 1O MPOAYLHPOBAHUIO X OJIFHA).

Ipumep 27. MpimuHasi MOAeJb MOYe4HOTro (prdpPo3a ¢ OAHOCTOPOHHEH 3aKyNOPKOil
mouerounuka (UUO)

Mpeimeit C57BL/6 nmonsepranu XUpyprudeckoMy BMELIATENbCTBY ISl OJHOCTOPOHHEH
3akynopku MouerouHuka (UUO) mnu MMHUTAIMM XUPYPrHYECKOrO0 BMEINATENbCTBA HA JIEBOM
nodke. Bkparie, NponoJibHbIA, BEpXHUIl JIEBbIH pa3pe3 BBINOJHSIM AJsi OOHAXKEHUs JIeBOM
nouku. Haxonunu modedyHyro apTepuio M INENKOBYK) HUTb IPOIMYCKAIN MEXIYy apTepueil u
MOYeTOYHUKOM. Huth o0OBOmMIM meTneldl BOKPYr MOYETOYHHMKA M 3aTATHBAIH Y3JIOM C
obecrieueHneM TOJHOTO JIMTMPOBAHUS MO4YeTOYHHKA. [Iouky BO3Bpaliamyu B OPIOLIHYIO ITOJIOCTb,
a0IOMHMHAJIbHBIE MBIIIIIBI CHIMBAIN U KOXKY COenUHsIM ckobamu. Tectupyemoe cCoeiMHeHne W
Cpeny-HOCUTEIb JOCTABJISUIM TEPOPAIbHO OOWH pa3 WIM JBa pa3a B CYTKH JubO
npodunaktuuecku (HaumHas B AeHb 0), nmubO TepanmeBTHUYeCKH (HAa4YMHAs B JeHb 3). Bcex
JKUBOTHBIX YMEPIUBJSUIM C HWCIOJBb30BAHHEM HMHIASIUOHHOrO u3oduypaHa uepe3 10 cyTok
nocJie Xxupyprudeckoro smemarenabcrsa no nosoay UUO. Tlocne ymeprusieHus: coOpain KpOBb
yepes MyHKIHUIO cepaua u Opanu ode mouyku. Kaxayro mouky MO0 MOMEHTAIBHO 3aMOPaKUBAIU
npu -80°C s Omoxummueckoro anainmza ¢pudposa, mbdo puxcuposanu B 10% HeHTpasbHOM
OydepusupoBaHHOM (opManMHE Ui TUCTOJIOTHYECKOH OLIEHKHM mo4yedHoro ¢udposa.
I'omoreHaTsl TKaHM TIOYKH AaHAJM3UPOBAIM HA TPEAMET CONEPKaHHMs KOJUJIareHa ¢
UCIIOJIb30BAaHUEM THIPOKCHIIPOIMHOBOrO aHan3a. PUKCHPOBAHHYIO TKaHb MOYKH OKPAIIUBAIIN
C UCIONb30BaHHEM reMoTokcwinHa U 303uHa (H&E), a Takke mukpocupmyca KpacHOTO H
noveyHbld PruOPO3 Onpenessiu ¢ UCIIOIb30BAHUEM CBETOBOH MUKPOCKOITHH.

Ha ¢ur. 2 mnokaszan »s¢pdexkr mnpodunakruyeckoro BBeneHuss a03bl (A) u
TepaneBTHUECKOro BBeneHus na03bl (B) coenuHeHWMst A B OTHOWIGHMH COAEPIKAHUS
TUAPOKCUIIPOJIMHA B HETMTMPOBAHHBIX U JINTHPOBAaHHBIX modkax nocie UUO.

B ananmze nmpopuIakTHUECKOro WM TEPANEBTHYECKOTO BBENEHUS J03bl COSNUHEHHS A
HaOJIOIa M CHIDKEHHE COAEPKaHHUs THIPOKCUIPOJIMHA B JIMTUPOBAHHBIX MOYKAX MbIIEH Ha

npubmm3uTensHo 40%.
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IIpumep 28: MbimuHasi MoAeJ b NEPUTOHEATbHOr0 (pudpo3a

Ilepuroneansublii  ¢uOpo3 uWHAyUMpOBaIM Yy Mblmed mnyrem uHbekmuu 0,1%
xyoprekcuauHa rimokoHata (CG), pactBopeHHoro B 15% stanona/PBS, B mepuToHeanpHyrO
NOJIOCTh 4epe3 CYTKU B TeueHHe rnepuona 21 cytkm. MHruOGuTop ayToTakCMHA WU Cpeny-
HOCHUTENb JTOCTABJSUIN TEPOPATBbHO OWH pa3 WM [1BA pa3a B CYTKU JIMOO MPOQHUIAKTHUECKU
(HaunHas B neHb HadanpHOW mHBeKIMU CQG), mubo TepaneBTHYeckH (Ha4WHAs B J€Hb 7 TOCKe
HauanbHOW wuHBeKIMH CG). B KkoHLE wuccrenoBaHuWst Mbllleld yMEPIIBISUIM U HCCEKaU
NEPUTOHEANbHYI0 TKaHb. llepuroHeanpHbli  (uUOpO3  ompenensii  OHOXMMHYECKH €
UCTIOJIb30BAaHUEM I'MIIPOKCUIIPOJIMHOBOTO aHAJIN3A.

Ha ¢ur. 3 nokaszan s¢ ekt coenuHeHnss A B OTHOLIEHUH COAEP KaHUS THAPOKCUIIPOJINHA
B OproIIMHe MbIIIeH B IeHb 21 nmocie npopuiIakTHIeCKOro BBEEHHS O3B,

Coenunenue A mpu no3e 60 MI/Kr Macchl Teja JiBa pa3a B CYTKH CHHXKAJIO COIEpIKaHUe

T'HAPOKCUTIPOJIMHA B OpIOIINHE Mblel Ha mpuOIn3nTenbHo S0%.

IIpumep 29. MpimnHasi MoAedb HMHAYLHHPOBAHHOIO JEKCTPAHHATPHS CyJb(aTom
(DSS) xpoHHYeCKOro KOJIHUTA

Camoxk mpbimeit C57BL/6 nmonsepranu 3 mmknam 2% DSS B nutbeBoit Bone B TeueHue 6
CYTOK C TOCJenymie mnurbeBoii Bomoit 0e3 DSS B Teuenume 15 cytok oOuiei
MPONIOJIKUTEIBHOCTBIO 64 cyTok. MHruburopsl ayrorakcuHa BBomwin 1030i 30, 60 wmm 100
mr/kr Maccol Tenia PO oxgus pas uinn 1Ba pasa B cyTku ot aHs 0 10 aHs 63. [ moJoKUTEeThHOTO
KoHTpoutst 1ukjocnopud A (CsA) BBoawM 10308 25 MI/KT Maccel Tena B nuu 1-7, 22-28 u 43-
49. ExecyTOYHO PEerucTpUpOBald MacCy Teja MbIIIH, KOHCUCTEHLIMIO CTYJa, KPOBOTEUEHUE U
oOmuii nHnekc aktuBHOCTH 3abosneBanust (DAI). Uepes 64 CyTOk y MBIl yAaasuid TOJCTYEO
KULIKY U PETUCTPUPOBANIU €€ IIUHY U Maccy. Cpe3bl TOJICTOM KUIIKH OKpAIINBaIl KPaCUTENAMU
IeMOTOKCHJIMHOM W 303uHOM (kpacutenem H&E) u  onenuBanmu mno wHQUIBTpaLuu
BOCTIAJIUTENbHBIX KJIETOK U MOpakeHHI0 TKaHU. Cpesbl TOJCTON KHUINKH TakKe OKpalluBald
METOZIOM TPEXLBETHOCTH U OLIEHWBAJIU Ha mpenmMeT Gudposa.

B nanHOl Monenu KoiuTa MbIIIH, 00padOTaHHbIE COETUHEHUEM A WM coenHeHueM B,
JIEMOHCTPUPOBAJIN CHUKEHHE OTHOLICHHS MacCa TOJCTOM KHUIIKW/IJIUHA TOJCTON KHUIIKK/Macca
TeJa MO CPABHEHHIO C MbIIaMu, 00padoTaHHBIMU Cpenol-HocureneM. Hampumep, oTHOIIeHHe
(Macca TONCTON KMIIKW/AJTMHA TOJICTOW KUIIKK/Macca Tena)* 100 y Mplmel ¢ HHIyHHPOBAHHBIM
KOJIUTOM OBbUIO MO MEHbIIeH Mepe Ha mpubmmsurensHo 20% Hipke y Mblmei, oOpaboTaHHbBIX
COeMHEHUEeM A WM COeIuHeHHEeM B, 1o CpaBHEHHIO ¢ MbIIaMH, 0OpaOOTaHHBIMH CPEOW-

HocuteneM. Mpimy, oOpaOoTaHHBIE COeAWHEHHEM B, HIeMOHCTPHUPOBAIH CyIECTBEHHOE
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NOBBIIIEHNE JUIMHBI TOJCTOW KHIOKHA IO CPaBHEHHMIO C MbIIamMH, oOpabOTaHHBIMU Cpenoi-
HocuteneM. Hanpumep, IMHA TOJICTOM KUILIKHK Yy MbllIel, 00paboTaHHbBIX coennHeHreM B, Obuta
1o MeHblel Mepe Ha npuoOmm3uTenabHo 30% Oonbine, yeM y Mbimed, o0paboTaHHBIX Cpenoii-

HOCHUTCJICM.

IIpumep 30. KpbicuHasi Moae/ib MHAYLHPOBAHHOIO AHHHUTPOOEH30.1CY/Ib(OHOBOMH
kucaoToi (DNBS) ocTporo koaura

Camuam kpeic Wistar maccoii 150-160 r BBoamnu BHYTph TOJCTOM Kumku 0,5 mu 50
mr/mia DNBS B 30% sTanone B eHb 1 uiam cpeny-HOCUTENb B KadecTBe KOHTPoJs. IHrubutopel
ayTOTaKCHHA BBOIWJIHN 10301 5 Mr/kr Maccel Tena B 0,5% MC oxgun pa3 B cyTku OT aHst O 10 qHS
6. Cynbdacanazun eogwin 1030u 300 mr/kr maccel Tena B 0,5% CMC-Na ot gust 1 mo nust 7. ¥V
KPBIC €XECYyTOYHO KOHTPOJUPOBAJIM MacCy Tela U KOHCUCTeHUuO0 cryna. Ilo oxoHuaHuun
UCCJIEAOBAHNS OLEHUBAIM JJIMHY TOJICTOM KHIIKH, MAacCy TOJCTOW KHILUKH, IJIOLAAb SI3BbI U
OKpalllMBaHUE METOJOM TpPeXUBETHOCTH Mo Maccony. B omgHOWl Mopenu MHAyLUUPOBAHHOIO
DNBS xonurta coenuHeHne A U coeanHeHHe B neMOHCTpUpPOBAIH MOJOXKHUTENbHBIN 3(dexT B
OTHOILEHUU KOJINTA 33 CYET CHIXKEHMs IJIOLIAAN S3BBL.

B naHHON Mozenu OCTPOro KOJWTa COeAMHEHHEe A U coequHeHue B He oOkaspiBamu
3aMeTHOro 5¢p¢dexTa B OTHOIIEHWM CHIDKEHHMS MAacChl Tella WIM KOHCHCTEHLUH CTyJa.
CoenuHenue A u coeMHEeHUEe B yMeHbIIANN MJIOMIAb S3BbI M MACCy TOJICTOM KMIIKH MOJOOHO
cynbacanazuny. Hanpumep, oOpaboTka coenriHeHreM A uju coeanHenueM B npusonuna k 30-
60% yMEHBIIEHUIO TUIOMAAN SI3BBI 10 CPABHEHHIO C MbIIIAMH, OOpaOOTaHHBIMHU CPENOW-

HOCHUTEJIEM.

pumep 31. D¢ dexkThl HHTHONTOPOB AYTOTAKCHHA HA TOJEPAHTHOCTH K IJIIOKO3€e Y
MbIIIei, COOePKRAMMXCS HA JHETE ¢ BBICOKHM COeP:KaHHEM KHpPa

Camuos mermeii C57Bl6/J nepskanu Ha HOpMAJIPHOM MUTaHUM 10 Bo3pacta 6-10 Henens.
3arem wMblmeil nepxkanu aubo Ha HopManbHOW nuere (ND), nuOo Ha queTe ¢ BBICOKHM
conep:kanuem xupa (HFD) (20% OGenka, 35% yraesomos, 45% sxwupa; Harlan Laboratories) B
teueHue 8-10 nenmenb. [{ns ompeneneHust coaep:KaHUsl INIIOKO3bl B KPOBH MBIIIAM BBOAUIIN
TecTUpyeMoe coennHeHue nepopaibHo B 0,5% Methocel oguH pas wiu 1nBa pasa B CyTKH B
TE€YEHHE HECKOJBKMX CYTOK IO TJIFOKO3HOW Harpy3ku. B feHb Tecra Ha TONEPAHTHOCTh K
rimoko3e (GTT) mbiueit He KOpMHIIIN B TeueHHe 6-8 4acOB M MOCJIEOHIOK 103y TECTUPYEMOro
COEIMHEHUs] BBOAMJIM TMEpOpaibHO 3a 1-3 baca 10 BHYTpHIEpPUTOHEadbHOH (1.p.) MHBEKIMU 1
r/kr D-rmoko3sl (Sigma). bpamu oOpasipl KpoBH H3 XBOCTOBOH BEHBI IEpen TIIFOKO3HOH

HATrPY3KOH (MCXOHOE CONEep KaHUe TIIFOKO3bI) U Kakabpie 15-30 MUHYT B TeUeHUE CIIEIYIOIIUX
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120 MuHYT nocie TIJIFOKO3HOM Harpy3Ku Uil KOHTPOJS KOHLIEHTPALMHU TIUIFOKO3bl B KPOBU.
ConeprkaHue TIFOKO3bI B KPOBH ONPENEIsUTH KOJHMYECTBEHHO C HCIOJIb30BAHUEM TIIFOKOMETPA
(Accu-Chek, Roche Diagnostics unmu AlphaTRAK, Abbott Animal Health) u manocunu Ha
rpaduk kKak GyHKIHIO OT BpeMEHU. BrICUMTHIBAIN TUIOIAlb CYMMApPHOTO COAEPIKAHUS TITFOKO3BI
B kpoBu mox kpuBod (AUC) mocie 1.p. TIFOKO3HOW HArpy3Kud IO rpaduKy BPEMEHH C
ucrnonb3oBaHueM nporpammbl GraphPad Prism6.

Beenenne coemunenust B (15 mr/kr) nBa pasa B CyTKH B TE€UEHHE JIByX CYTOK a0 3abopa
0o0pa3LoB 1 ONMH pa3 B JeHb 3a00pa 0OpasLOB CHIKAJIO HUCXOOHOE CONEp:KaHHE TIIFOKO3bI U
CyMMapHoe conepskanue rimoko3sl AUC.

Beenenue coenunenust A (30 MI/kr) ogMH pa3 B CyTKH B T€YEHHE 5 CYTOK 110 3abopa

O6pa3LIOB CHHXKAJIO UCXOAHOE COACPIKAHUE I'TTFOKO3bI.

IIpumep 32. AHanu3 ¢ co3AaHHEM BO3AYIIHOT0 MEIIKA Y MbIIIH

AxtusHocTe LPA 1 ayTOTakCHMHAa MHAYLMPOBAJIU C MOMOLIBK UHBEKIUHU KapparniHaHa B
BO3AYLIHBI MEUIOK MbBIIIU. AHAIU3 ¢ CO3AAHMEM BO3AYIIHOTO MEIIKA Y MBIIIH UCIOIb30BAIN
s onpeneneHus  (papMakOIMHAMUYECKOW AaKTHBHOCTH HMHIMOUTOPOB AayTOTAKCHHA MpU
CHIDKEHUHM HMHAYLHMPOBAHHON KapparHHAHOM aKTHBHOCTM OMOCHHTe3a ayToTakcmHa u LPA.
Bozayursblii Memok (GOpMUpPOBANIN Y MbILIEH MyTeM BIYBaHHS 5 MJI OTQHIBTPOBAHHOTO 4Yepe3
0,2-MkM (UIBTP BO3AYXA B MOAKOXKHOE MPOCTPAHCTBO B JIONATOYHOM obsiactu B ieHb 1. B neHp
3 BayBaju 3 MJI BO31yXa B MEIIOK, a B IeHb 0 B MEIIOK BAyBaJid ele 3 M Bo3ayxa. B nens 7
BBOJAMJIN TECTHPyEMble COEIUHEHHUS C MOMOLIBI0 MepopalbHOrO 30HAA. B coorsercTByromuit
MoMeHT Bpemenu (0-24 wyaca) mocje BBEOEHHUs COSAMHEHHWH KapparuHaH, PacTBOPEHHBINH B
CTePWILHOM (PHU3HOJIOTHUECKOM PAaCTBOPE, BBOIMIIM MHBEKLMEH B BO3AYIIHBbIM Memok. Yepes
ZIBa Yaca Mocje Harpy3kH KapparduHaHa MbIIeH YMEPIUBISUIM U cOOpasii KPOBb Yepe3 MyHKLUIO
cepaua. Baysanu 0,5-1 mu Oomtoca nensiHoro 3a0ydepenHoro ¢gocdarom (pU3HOIOrHUECKOTrO
pacTBOopa B BO3AYILIHbIM MeWOK U uepe3 20 CEKyHO OCTOPOKHO MAaCCHPOBAIH, MELIOK
BCKPBIBAJIN U JKUJKOCTb yIAJsUIU. AJIMKBOTY *KUAKOCTH U3 BO3AYIIHOTO MEIIKA aHAJIHU3UPOBAIU
Ha npenmMeT koHueHTpaimii LPA ¢ nomousio LC-MS, kak onucbiBaeTCsl B aHAIN3€ ayTOTaKCUH
B ILEeJbHOW KpoBU uenoBeka (mpumep 10). Bpamu oOToenbHYHO aJUKBOTY JKHUAKOCTH U3
BO3YIIHOro Memka, neHrpudyruposanu (800 x g, 10 MUHYT) ¥ aHAJIM3UPOBAIH HAa MPEAMET
aktuBHocTH ATX ¢ wucnons3oBaHueM Merona TOOS nand KOHLEHTpaLMi JIeKapCTBEHHBIX
cpeacts ¢ nomoibto LCMS. AnanuszupoBany NONYYEHHYIO W3 KPOBH IUIa3My Ha IIpeaMeT

KOHLIEHTpaLUil IEKapCTBEHHBIX CPeACTB ¢ nomouisio LCMS.
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IIpumep 33. MbimnHasi MOAEJIb CAMONIPOU3BOJIBLHOI0 METACTA3HCA

Hcnonp30Bamy CHHTEHHYIO MBIIIMHYIO MOJENb ISl TEeCTHpoBaHUs 3(dexTuBHOCTH
COEMHEHUIl B OTHOIIEHHWH WHIHOMPOBaHHUS OmMyxoJjeBblx Metactas. Kiuerku 4T1 BBogwmm
UHBbEKLHEH B 7 >KMPOBBIX MOAYIIEK MOJIOYHOM >Kene3bl caMkaM Mblmei Balb/c, mpu sTom
MBbILIEH aHecTe3upoBanu. IlepBUuHbBIE OMyXOJNM U3MEPSIM C MOMOIIBIO IITAHMEHLUPKYJS ABA
pasa B He#eNmo A0 MX HccedeHus noj u3oduypaHoBoil aHecresmedl (Mexny 10-14 cytkamm).
Tectupyemoe coenMHEHHE BBOAMIN NEPOPAIBHOIO €XKECYTOYHO B PA3JIMYHbIE MOMEHTBI
BpeMeHU nocye nHbekunu kietok 4T1. Ha 8-11 nepensix nmocne nabpexuuu 4T1 numparndeckne
y3JIbl, JIETKHE, ME4YeHb W APYrHe OpraHbl, B KOTOPBIX MpEAIoJaraid Hajlu4ue MeTacTas,

co61/1pam/1 AJIA TUCTOJIOTHUYCCKOIO aHaJIn3a.

IIpumep 34. Moaeab MeTacTas J1erkoro

Mopnenp 3KCNEpUMEHTAIbHOIO METACTa3UCa JIETKOTO MCIOJIb30BANN AJIl TECTUPOBAHUS
5P PEeKTUBHOCTH COENUHEHUIl B OTHOLICHWH YMEHbBLICHUS YHCJIa METacTa3 HWHbELHPOBAHHBIX
kjaeTok MenaHoMmbl Mbiiu B16-F 10 B njerxkoe. Bxkparume, ucnonb3oBaiud CaMOK MbIIIEH
CS7BL/6J, camox (BALB/cByJ x CS57BL/6J)Fi, mbuueii (CByBOFi/J), camok u camioB
aTUMYCHBIX «ronbix» Mbiuei CByBo6Fi/J (nu/nu) u KOHTPOJBHBIX OJHOMOMETHHKOB (nu/nu)
Bo3pactoM 7-18 Henens, korma oHu Becusu OT 18 mo 28 r. CycneH3HI0 OTHENbHBIX KJIETOK
B16F10 cobupanu B log ¢ase (mpubmusurensHo 5-10 x 10* kmerox) B 0,2 wmn
cOaTaHCUPOBAHHOM COJIEBOM PacTBOpe XEHKCa BBOAMIN WHBEKLHEH BHYTPUBEHHO B OOKOBYIO
XBOCTOBYIO BeHy Mblmed. TecTupyemoe CcOeIMHEHHWE WM CpPeoy-HOCUTENb JOCTaBJISIIH
exxecyTouHO. Uepes 21 CyTKU MBI YMEPIIBISUTN U Jierkue yaamsuii. Jlerkue Gukcuposaiu B
10% 3abydepenHom ¢opmaauHe B TEYEHUE HOYM, B3BEIIMBAJIM W OLIEHUBAIU KOJOHUU

OMYyXOJICBbIX KJIETOK Ha MOBEPXHOCTU C MOMOILIbIO npenapOBaanoi?I JIYIIBL.

Ipumep 35. Knnunyeckoe ucnbiTaHue nedyeHo4Horo ¢pudposa

Humxe omnuceiBaeTcst HEOrPAaHWYMBAKOLIMNA NPUMEpP  KIMHUYECKOTO  HCHBITAHHS
neueHOYHOro (hubpo3a Ha JFOASX.

Lenp. Ilenu maHHOTO HCCIENOBAHUS 3aKIIOYAIOTCA B OLEHMBAHUU 3((eKTHBHOCTH
UHrHOMTOpa ayTOTaKCHMHA WKW ero (QapMaleBTHYECKH MPHEMJIEMON COJNM B KadecTBe
OTAEJNBHOTO CPEACTBA WM B KOMOWHAIIMM NPU JIEYEHUU OOJBHBIX MEeUYeHOYHBbIM (prdpo3om, B
cOope nHpopMau O Kakux-1100 MoOOYHBIX 3¢ eKTax, KOTOPbIE MOKET BbI3BATh COCAMHEHNE
B KaUe€CTBE OTAENIbHOIO CPEACTBA WM B KOMOMHALIWY, U B OLICHUBAHUH (PapMAKOKHHETHIECKUX

CBOICTB COCAUHCHUA B KaUECTBE OTACIIBHOIO CPpEACTBA UJIU B KOM6I/IHaLII/II/I.
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BwmemarenbctBo. bonbHbiM BBOmAT 1-100 Mr/kr mHruburopa ayTOTakCHHA WM €ro

(dapMaLleBTHYECKU TPUEMJIEMOH COJIM B CYTKA B KaueCTBE OTAEJBHOTO CPENCTBA WA B
KOMOWHALIUU,

HonpobHoe onucanne. BompHBIM MTaHUPYETCS 1aBaTh HMHIHMOUTODP ayTOTAKCHHA WIIN €r0

(dapMaLieBTHYECKU IPUEMJIEMYIO COJIb TIEPOPAJIbHO OAWMH pa3 WM JBa pa3a B CYTKH B KaUeCTBE
OTHENBHOTO CpeACTBa Wi B KoMOuHammu. Ilepeq KakoplM LUKJIOM BBENEHUS O3Bl
TUTAHUPYETCsT BBITIOJIHEHNE BPadeOHOrO OCMOTpA, aHAJIM3a KPOBH U OLIEHUBAHUS KaKUX-THOO
noOOUYHBIX 3 (PEeKTOB.

IlepBuunble kputepun 3dpdextunoctu. Pepments neuenu (ALT, AST, ALP), OGuoncus

NCYCHU.

Bropuunsie kputepun sddekruBHocTH. PapMakOIMHAMHYECKHE MapKepbl MOTYT
BKJIIO4aTh B ce0si TkaHeBble PD mapkeps! uepes skcrpeccuro mRNA, ayrorakcun, LOXL2,
LOX, npyrue G6enku LOXL, aSMA, komnaren 1A1, NF-xB1, kacnazy 1, SMAD u NOD, PD
MapKepbl CBHIBOPOTKM KPOBH U IUIa3Mbl BKIIOYArOT B ceOst mHAekc otHomenuss ACT k
konuvecTBy TpomborutoB (APRI), aktuBHOCT ayrorakcuHa, LOXL2, OCTEOMOHTUH,
ruanyponoByto kuciory, CXCL 9, 10 u 11, MMP1, MMP3, MMP9, TIMP1, CD40L, TGF-p1,
ET-1, VEGF, GALS3, IL-6/IL-8/TNFo/IFNy, 02-makpornoOyiuH, anonunonporenH Al, PINP,
PIIINP, PVCP-1230, PDGF; onenuBanue 53(@eKToB XPOHHUYECKOTO BBENEHHUS JO3bl B
OTHOLICHHU CTPYKTYpPbl MEYEHU U MapkepoB (GuOpo3a; ciydan HEONArONpUSTHBIX SIBJICHHIA,
SIBJISTFOIIIMX CSI PE3YJIbTATOM BBEICHUSI HECKOJIBKUX 103 COCTMHEHUSI.

CootBercTBUe KpUuTepusaM. My >KUMHBI U JKEHIIHHBI Bo3pacToM 18-60 ner.

Kputepun srmouenust. @ubpos 1-3 cragum no mkane MeraBup B Ouonrarte MeveHU;

HUHIIEKC MacChl Tena < 36 Kr/m?.

Kpurepun uckmouenus. JIroboe nposiBiieHne MeYeHOYHONH HEAOCTATOYHOCTU B MPOIIJIOM

WIM B HACTOsIIee BpeMs, CYOBEKThI, KOTOpPbIE B HACTOSIIEe BpPeMs 3JIOyMOTPEOISIOT
am(peTaMrHaMK, KOKAWHOM, OINMHATAMH WJIM QJKOTOJIEM; KIMHUYECKH 3HAYMMOE CepAedHOe
3a00sieBaHIE, WUCTOPHS paka, KpOME HEMETaHOMAaTO3HOIO paka KOKH, B TE€YEHHE S5 JIeT 10
CKPUHHHTA, CUCTEMHasi TprOKOBasi, OaKkTepHrasibHasi, BUPYCHAs WK Jpyras HHPEKIUs, KOTopas
He KOHTPOJIMPYETCS; UCTIOJb30BAHNUE CUCTEMHBIX UMMYHOIENPECCAHTOB B TeueHUe 28 CyTOK 10
(da3pl MPEABAPUTEIPHOTO JICYCHHUsSI, HCIIOJNIb30BaHUE ONOOPEHHON Tepamuu MPOTUB BUpPYyCa
renatuta C wim rematuta B B Teuenue 28 cyrok n0 (hasel MpeaBapUTENLHOTO JICYSHUS,
OepeMEeHHOCTh WM KOPMJICHHE TPYIbI0, HCTOPUS TeMOPPArM4ecKoro nuare3a B TEYEHUE

OCTIEeIHUX 6 MECSLIEB 0 AHSA | UCClIenOBaHuUs.
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IIpumep 36. KiamHuyeckoe wucnbITaHHE JKUPOBOIl 00JIe3HH IeYeHH/cTeaTo3a
(NAFLD, NASH)

Huxe onuceiBaeTcsi HEOrpaHMUMBAIOIIMNA MPUMEP KJIMHHUYECKOTO UCTIBITAHUS JKUPOBOU
Ooe3HN NeueHn/cTeaTo3a Ha JIFOISX.

Lenp. Ilenn maHHOTO HCCIENOBAHUS 3aKIOYAIOTCA B OLEHMBAHUU 3((exTHBHOCTH
UHrUOUTOpa ayTOTaKCHMHA WM €ro (QapMaleBTHYECKH MPHEMJIEMOH COJMM B KadecTBe
OTAENBPHOIO CpEACTBA MM B KOMOWMHALMM TPU JIEYEHHH OOJBHBIX I€YEHOYHOKJIETOUYHON
KapUMHOMOH, B cOope uHpoOpMalmu O KakuX-TuO0 moOouHbIX 3(ddexrax, KOTopble MOXKET
BBI3BATh COEJIMHEHHE B KAueCTBE OTAEJBHOI'O CPENCTBA WJIM B KOMOMHALMH, U B OLEHHMBAHUU
(apMaKOKMHETUYECKNX CBOWCTB COEIMHEHHs] B KauecTBE OTHAEIbHOTO CpencTBa HIH B
KOMOMHAIUH.

BwmemarensctBo. bonbHeiM BBOzAT 1-100 Mr/kr MHrHOMTOpa ayTOTAKCHHA WJIM €ro

(bapMarieBTHYECKH TPUEMJIEMON COJIM B CYTKM B KayeCTBE OTHEJIbHOTO CpPEACTBA WM B
KOMOMWHAIIUH.

HonpobHoe onucanne. BoabHBIM MIAHUPYETCS 1aBaTh MHIHMOUTOP ayTOTAKCHHA WU €r0
(apMarieBTHYECKH MPUEMJIEMYIO COJIb TIEPOPAIbHO OJIMH pa3 WM J1BA pa3a B CYTKU B KaYeCTBE
OTAENBHOTO CpencTBa WM B KoMOuHaumu. [lepen KakabIM —LIMKJIOM BBENEHHUS JTO3bI
IUITAHUPYETCST BBIMIOJIHEHHE BPavyeOHOrO OCMOTpA, aHajM3a KPOBU M OLEHUBAHUS KaKUX-THOO
oOOYHBIX 3P (HEKTOB.

CootBercTBUe KpuTepUusaM. My >KUMHBI U JKEHIIHHBI Bo3pacToM 21-80 ner.

KDI/ITGDI/II/I BKJIIOUEHHsI. BOJbHBIE C KIMHHYECKH MOATBECPKACHHBIM  JUArHo30M

HEAJbKOTOJIbHONW ~ JKMPOBOM  OONIE3HM TMEYEHM WM HEAJIKOTOJIbHOTO — CTeaTOrenaTHTa,
TUCTOJIOTHYECKOE  TIPOSIBJIEHHE  OMPENENIEHHOTO  HJIH  BEPOSTHOTO  HEaJKOTOJBHOTO
crearorenatuta (NASH) Ha ocHOBaHMM OMOICUU TI€UEHH, MOJNy4YeHHOU He paHee 90 CyTOK IO
paHAOMHU3aLMHU U OaJul aKTUBHOCTH HEAJKOTOJIBHOW kupoBod Oonesnu mneuern (NAS) 4 wmm
BBILIIE.

Kpurepuu MCKIIFOUEHUS. 3HauuTEILHOE yrIOTpe6J'IeHI/Ie AJIKOTOJIA B HaCTOﬂH_[I/Iﬁ MOMCHT

WK B MIPOULJIOM, UCIOJIB30BAHUEC JICKAPCTBCHHBIX CPEACTB, UCTOPUYCCKU ACCOLINMHUPOBAHHBIX C
HEaJKOTOJIbHOW  kupoBoil Oone3npto medenn (NAFLD) (ammomapoHa, MeTOTpeKkcara,
CUCTCMHBIX TJIHOKOKOPTUKOUAOB, TETPALUKIIMHOB, TaMOKCI/I(i)eHa, SCTPOr€HOB TIIpU A03aX,
NPEBBIIAOIUX 03I, HCIOJb3yeMble Ui TOPMOHAJBHOTO 3aMeIeHHs], aHaOOIMYECKUX
CTEPOUIOB, BAJBIIPOEBOM KHCIOTHI U APYTHX H3BECTHBIX I'eIATOTOKCHHOB), B Te€YeHHE Ooee
4yeM 2 Henesb B TOMY Mepel paHIOMH3alliel, MPeaIiecTBYOIee WK MIaHupyeMoe (B TeueHHe

nepuoza HUCCIENOBaHMs) OapuaTpUveckoe XHUPYPruuecKoe BMEIIATEeNbCTBO —(HampuMmep,
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racTpOIUIaCTUKA,  LIYHTHPOBAHHWE  JKENyAKa C  TacTPOCIOHOAHACTOMO30OM 1o  Py),
HEKOHTPOJIMPYEMBIH caxapHbIil quader, onpenensemselii kak 9,5% wnnm 6onee remornobuna Alc
B mpenenax 60 CyTOK O BKJIFOUEHHUsS] B UCCJIEAOBAHHUE, HAJIMYUE LIPpO3a B OHOMNTATE MEYEHH,
KOJIMYECTBO TpOMOOUMTOB Huke 100000/MM’; KIMHMYECKOE MPOSIBIEHHE Te4eHOYHOI
HEJOCTATOYHOCTH, ONpeAesieMON HaluuueM JI000H M3 CNEAYIOIIMX MaTOJOTUH: anbOyMuH
CBIBOPOTKH KpoBH MeHee 3,2 rpamma/mermutp (r/mn), INR (mexnyHaponssiii ko3¢ GupeHT
HopMmanm3anun) 6onee 1,3, npsimoii Omnmupyoun Oosee 1,3 muuturpamma Ha AepuATp (Mr/m),
UCTOPHUS BapUKO3a MUINEBOJA, aCLUTa WM NMEUeHOYHOH 3HIedasonaTiy; NposiBIEHHE APYTHX

dbopM xpoHmueckoro 3ad0oiieBaHMs TI€UYEHU. TemaTuT B, omnpenensieMblii HaJIUYUEM

>
noBepxHocTHOro aHrureHa remaruta B (HBsAg), rematur C, ompenensemplii Hanuduem
pubonyxnenHosoit kucnotsl (PHK) Bupyca rematura C (PHK) nnu nonoxurensHOlN peakiuein
Ha aHTuTeno nporuB Bupyca rematuta C (anturena nporus HCV), mposiBieHue Tekyiuero
ayTOMMMYHHOTO 3a00JIeBaHUS TIEYEHH, ONPEAesIeMOro MO COMOCTABUMOI TMCTOJIOTHU TTEYEHH,
NEePBUYHBIN OMJIMAPHBIA [UPPO3, NEPBUUHBIN CKIEPO3UPYIOLIMHA XONAHTUT, O0Ne3Hb BubcoHa,
nepuuut anbda-l-anturpuncuda (A1AT), ucTopus reMOXpoMaro3a WK TePEeHACHILICHUS
JKEJIe30M, MHAYLHPOBAHHOE JIEKAPCTBEHHBIM CPEICTBOM 3a00JIeBaHNE INEYEHH, ONpeeNsieMoe
IO TUNNYHOMY BO3ACHCTBMIO M HWCTOPUM, H3BECTHAS OOCTPYKIMS JKEITYHBIX IPOTOKOB,
NPEANnoNaraéMblii WM JOKA3aHHBIM pakK Te4YeHH, JII00OHW Apyroi TUN 3a00JieBaHUs IEYEHH,
OTJIMYHBIN oT HEAJIKOTOJIbHOTO CTeaTorenaTnuTa (NASH); CBIBOPOTOYHAs
ananuHamuHotrpaHcdepaza (ALT) Oonee 300 emuuun, Ha Jsutp (€d./n), CHIBOPOTOYHBIN
kpeatrHuH 2,0 Mr/man win OoJblie, UCTOb30BaHUE ypcomuokcuxoneBor kuciaorhl (Ursodiol,
Urso) B Teuenne 90 CyTOK OO BKIIOUEHHUS B HCCIENOBAHMUE, OTCYTCTBHE BO3MOKHOCTHU
Oe3omacHOro TMoJydeHHss OwonTaTa TEYEHH, WCTOPUS OTBENEHUS JKENUM, W3BECTHAs
NOJIOXKHUTEIbHASL peakuusi Ha wuHpeKkuuo Bupyca umMmyHonedummra uyenoeka (HIV);
OepeMeHHOCTb, IUIaHHpyeMasi OepeMEeHHOCTb, BEPOSITHOCTb OEpPEMEHHOCTH M HEeXKEJaHUe
UCTIONIb30BaTh 3(Q(EKTUBHBIA KOHTPOJb HAA pPOXIAEMOCTBIO BO BpPEMsl HCCICIOBAHMSA,
KOpMJIEHHUE TPYABIO.

Hepeuunbie kpurepun 3@ dexTuBHOCTH. TecThl QyHKIMH eYeHn, OUOTCHs TIeYeHH, OauT

NAS.

Bropuunbie kpurepun s3ddextuHoctu. buomapkepsl Gudposa, BU3yanusanus MeYeHH

(yapTpasBykoBoe uccienosanue, MRI), pe3uCTeHTHOCTb K MHCYJIMHY, H3MepsieMasi ¢ TTIOMOIIBIO

HOMA-IR, nunuaHas maHesb.
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IIpumep 37. Knuanyeckoe ucnbIiTaHHE I3BEHHOI0 KOJIUTA

Huxe onuceiBaeTcst HEOrpaHUUMBAIOIIMHA PUMEP KIMHUYECKOTO UCIIBITAHUS SI3BEHHOTO
KOJINTA HA JIFOASIX.

Llens. Ilenn maHHOrO HCCIEAOBAHMS 3aKIIOYAIOTCS B OLEeHMBAaHMU 3(dexTuBHOCTH
UHrUOUTOpa ayTOTaKCHMHA WM ero (¢apMaleBTHYECKH MPHEMJIEMON COMM B KadecTBe
OTAEJIbHOTO CPE/ICTBA WM B KOMOWHAIIMY TP JIeYeHUH OOJIbHBIX SI3BEHHBIM KOJIUTOM, B cOOpe
uHpopMauu 0 Kakux-mubo MoOOYHBIX 3(PQeEeKTax, KOTOPbIE MOXKET BbI3BaThb COECJUHEHHE B
Ka4eCTBE OT/ENBbHOTO CPEACTBA WJIM B KOMOWHAIMM, U B OLEHUBAHUM (hapMaKOKHHETHYECKHX
CBOMWCTB COEIMHEHMsI B KAY€CTBE OTAEJIBbHOIO CPEACTBA WM B KOMOMHALIUY.

BwmemarenbctBo. bonbHbiM BBOmAT 1-100 Mr/kr mHruburopa ayToTakCHMHAa WM €ro

(apMarieBTHYECKH TPUEMJIEMON COJIM B CYTKM B KayeCTBE OTHEJIbHOTO CPEACTBA WJIH B
KOMOMWHALINH,

IonpoOHoe onucanue. boabHBIM MIaHUPYETCs 1aBaTh MHTUOUTOP ayTOTAKCHUHA MIIH €r0

(apmareBTHYECKH TPUEMIIEMYIO COJIb ITEPOPATIBbHO OUH pa3 WM IBa pa3a B CYTKU B Ka4eCTBE
OTHEJNBbHOrO CcpeacTBa WM B KoMOuHammu. Ilepex KakabIM IIMKJIOM BBEAEHHUS JO3bI
IUTAHUPYETCs] BBIMOJHEHUE BpaueOHOrO OCMOTpA, aHAIM3a KPOBH M OLIEHUBAHUS KaKUX-JIHOO
no00YHBIX 3P PeKTOB.

IlepBuunbie kputepuu dddekTuBHOCTH. Ynyuiienwe Oanga mo mkajge Mako wuim

APYroro NOAXOASIIEro UHASKCA aKTHBHOCTH 3a00ieBaHus AJisi Kojura u/wiu IBD.

Bropuunble kputepun  3ddexkTuBHOCTH. VYiydileHWe T'HCTOJOTMYECKOH OLIEHKH C

MOMOIIBID CUTMOCKOIIUM THOKUM JHAOCKONOM U Ouorncuu; Oajia KPOBOTEUEHHS; IIKa
ouennBanus kauectse xu3Hu (IBDQ, SF36); onenuBanus 3¢¢peKkToB XpOHHUECKOTO BBEICHUS
JI03bI B OTHOLIIEHUU MapKepOB BocmajieHus: U pudpo3a; oOImumx oeHoK 0e30MacHOCTH.

CootBercTBUe KpuTepUsM. My >KUMHBI U JKEHIINHBI Bo3pacToM 18-65 ner.

Kputepuu BrmrodeHus. [loaTeepxaeHHbIN IHArHO3 KOJUTA B TEUEHUE 11O MEHBLIEH Mepe

3 MecCsLIEB.

Kpurepun uckimodenus. JIroboe nposiBieHNe MeYeHOYHONH HEAOCTATOYHOCTH B MPOIILJIOM

WM B Hacrosimee Bpewms, Oone3Hb Kpona, OONbHBIE, TOCTUTAIU3MPOBAHHBIE IO IOBOAY
TOKCHUYHOCTH WJIM UMEIOIINE MTPU3HAKU TOKCUYHOCTU, UCTOPHS paKa TOJICTOU U MPSIMOM KHUIIOK
WA TUCTUTa3UH TOJICTON U npsimoi kuinok, ALP, ALT, AST wiu OunmupyOun > 1,5 X OT HOpMBI,

OepeMEeHHOCTD UIH KOPMIICHHE TPY/BIO.
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Ipumep 38. Knnunyeckoe ucnbITAHHE X0JeCTATHYECKOI0 3yAa

Huxe omnuchiBaeTCss HEOrPAHMYMBAIOIIMI THpPUMEp  KJIMHHUYECKOTO  HCIbITAHHS
XOJIECTATUYECKOT'0 3y/ia Ha JIFOJISIX.

Llenp. Llenn naHHOrO WCCNENOBaHMS 3AKJIIOYAIOTCS B OLIEHHBAHMU 3P (PEKTUBHOCTH
UHICHOUTOpa ayTOTAaKCHMHA WM ero (papMaleBTUYeCKH MPUEMJIEMON COJM B KadyecTBe
OTZEJBHOTO CPeACTBA WJIM B KOMOMHALIMU TP JIEYEHUH OOJBbHBIX XOJECTATUUECKUM 3YAOM, B
cOope nHpopMau 0 Kakux-1100 modovHbIX 3¢ ¢eKTax, KOTOPbIE MOKET BbI3BATh COCAMHEHNE
B Ka4eCTBE OTAEJIbHOIO CPECTBA MM B KOMOWHALIMY, U B OLICHUBAHUU (PapMaKOKHHETHYECKHX
CBOICTB COETMHEHUs B KAYeCTBE OTACIBHOIO CPEACTBA MM B KOMOMHALIMH.

BwmemarenbctBo. bonbHbiM BBOmAT 1-100 Mr/kr mHruburopa ayToTakCHMHAa WM €ro

(bapMaLieBTUYECKU TPUEMJIEMOM COJIA B CYTKH.

HonpoOHoe onucanue. boabHBIM MIaHUpPyeTCs 1aBaTh MHTUOUTOP ayTOTAKCHHA MIIH €r0

(apmaLeBTHYECKH MPHEMIIEMYIO COJIb MEPOPANbHO OIMH pa3 WM ABa pa3a B CyTku. Ilepen
KaXIbIM IIMKJIOM BBEICHHs J03bl IJIAHUPYETCS BBIMOJIHEHHE BpadyeOHOrO OCMOTpa, aHau3a
KPOBH M OLICHUBAHUS KAaKUX-TU00 MOOOYHBIX 3P eKTOB.

CoorserctBue KpurepusaM. My>k4UHbI U KEHLTUHBI Bo3pacToM 21-80 mer.

Kpurepuu BkaroueHus. boibHbIE C 3YAOM B PE3YJIBTATE XOJIECTATUYCCKOI'0 HAPYIICHUA.

Kpurepuu VICKJIFOYEHUS. Hcnonwp3oBanue XOJIECTUPAMUHA, OepeMEeHHOCTb;

3JI0Ka4eCTBEHHOE 00pa30BaHKe/TIPONOJKUTENBHOCTD JKU3HHA < 6 MECSILIEB.

Hepeuunble kputepuu ¢ dextuBHocTH. Hopmanuzaiwms neueHoUHbIX (pepmeHToB (ALT,

AST, ALP), cHmKeHHe 3yJ1a COTJIACHO BHU3YaJIbHBIM aHAJIOTOBBIM IIKAJIaM.

Bropuunenlie kpuTepun Bd)d)eKTI/IBHOCTI/I. YnqueHI/Ie 0aJIoB KauecTBa JKHU3HH, CHUXKCHHE

Oasia 3yaa/o4aroB MOYEChIBAHMS.

IIpumep 39. Knuunveckoe ucnbiTanue jJgero4Horo pudposa

Huxe onuceiBaeTcst HEOrPAaHUUMBAKO NN PUMEP KJIMHUYECKOTO HCIIBITAHUS JIETOYHOTO
¢ubposa Ha MOASX.

Lenp. llenn maHHOTO HCCIENOBAHUS 3aKIIOYAOTCS B OLEHMBAHUU 3((eKTHBHOCTH
UHrHOMTOpa ayTOTaKCHMHA WKW ero (¢apMaleBTHYECKH MPHEMJIEMOH COMM B KadecTBe
OTHENBHOTO CPENCTBA WM B KOMOMHALIMY TIPH JIEYeHUU OOJIbHBIX JIerOuHbIM (prOpo3om, B cOope
uHpOpMaMK O KaKuUX-THOO MOOOYHBIX 3(EeKTax, KOTOPbIE MOXKET BbI3BaThb COCJUHEHHE B
Ka4eCTBE OTIENBHOTO CPEACTBA MJIM B KOMOWHALMM, U B OLCHUBAHUH (HhapMaKOKHHETHYECKHX

CBOICTB COCAUHCHUA B KaUECTBE OTACIIBHOIO CPpEACTBA UJIU B KOM6I/IHaLII/II/I.
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BwmemarenbctBo. bonbHbiM BBOmAT 1-100 Mr/kr mHruburopa ayTOTakCHHA WM €ro

(dapMaLleBTHYECKU TPUEMJIEMOH COJIM B CYTKA B KaueCTBE OTAEJBHOTO CPENCTBA WA B
KOMOWHALIUU,

HonpobHoe onucanne. BompHBIM MTaHUPYETCS 1aBaTh HMHIHMOUTODP ayTOTAKCHHA WIIN €r0

(dapMaLieBTHYECKU IPUEMJIEMYIO COJIb TIEPOPAJIbHO OAWMH pa3 WM JBa pa3a B CYTKH B KaUeCTBE
OTHENBHOTO CpeACTBa Wi B KoMOuHammu. Ilepeq KakoplM LUKJIOM BBENEHUS O3Bl
TUTAHUPYETCsT BBITIOJIHEHNE BPadeOHOrO OCMOTpA, aHAJIM3a KPOBH U OLIEHUBAHUS KaKUX-THOO
noOOUYHBIX 3 (PEeKTOB.

Iepeuunble xpurepuu 3ddexTrBHOCTH. BpDKHMBaeMocTh 0€3 mporpeccHpoBaHUs

3aboneBanus1, onpeaenseMas Kak OTCYyTCTBHE CMEPTH WU CHIDKEeHHE OT ucxoaHoro yposast FVC
1o MeHb1eil mepe Ha 10%.

Bropuunbie kpurepuu s dexruHocTu. KomuuectBo octpeix oboctpenuit IPF; kauecTBo

’KHU3HHU, OOYCJIOBJIEHHOE COCTOSIHHEM 3710pOBbs; POz B COCTOSHMM NOKOSI M MpU (PU3HUECKOM
Harpy3ke OTHOCHTEIBHO UCXOMHBIX 3HaueHuil, P(A-a)O, B COCTOSIHUM MOKOS U TpU (HPU3HUIECKOH
HAarpy3ke OTHOCHUTEIbHO MCXOAHBIX 3HadyeHui; mnporrosupyembiii FEVI otHOCuTEensHO
UCXOIHBbIX 3HaueHWd,; oObeM ¢opcupoBanHoro Bbimoxa 3a 1 cexkynay (FEV1) x FVC
OTHOCHUTEJIbHO HCXOIHBIX 3HAYEHUIl;, mierusMorpaduyeckne oObeMbl JETKUX OTHOCHUTEIBHO
UCXONMHBIX 3HaueHud; auddysuonHas crnocoOHOCTH it MoHOKcunaa yriepona (DLco)
OTHOCHTEJIbHO MCXOMHBIX 3HAYEHHI, TECT MECTUMHHYTHON XOABObI OTHOCHTENIBHO MCXOMHBIX
3HaueHul: cocrosiHue nokos u 6 MuHyT SpO2, Hamu4KMe WM OTCYTCTBHE HachleHus 10 88%
WIH HUKE B KOHIIE IIECTMMHHYTHOH XOABOBI, MPOWIEHHOE PACCTOSIHUE, MpeIBapUTEIbHbIE U
OCTMOIU(PULIMPOBAHHBIE MHIEKCHI BHIPAKEHHOCTH AUCITHO3 bopra; oLeHKa CTeneHu JIErOYHOro
¢ubpoza mo HRCT, mo MHEHHMIO JABYX HE3aBHUCHMBIX pAJMOJIOTOB TPYIHOrO OTAENa
OTHOCHTEJIbHO UCXOIHBIX 3HAYEHUIT;, YHCIIO U TSHKECTh HeOMaronpusTHbX 3G HekToB.

CootBercTBUe KpuTepusaM. My >KUMHBI U JKEHIINHBI Bo3pacToM 40-80 ner.

Kpurepuu Brmouenus. Knununyeckue cumnromel IPF no mesbiieli Mepe B TeueHue 3

MmecsiiieB, (opcupoBaHHas ckm3HeHHass eMkocTh Jerkux (FVC) or 50 mo 90% ot
npeanonaraemMoro 3HaueHusi; DLco mo meHnbuieit mepe 35% oOT mpeamnojaraeMoro 3Ha4yeHUs,
Pa0O2 > 55 mm Hg npu BAbIXaHUM OKPY>KaOILIEro BO3AyXa B COCTOSTHUU IOKOS, KOMIIbIOTEpHAas
tomorpadust Beicokoro paspemenus (HRCT), mokaspiBarommasi onpenesieHHbIe WM BEPOSITHBIC
kputepuu IPF.

Kputepun uckmouenus. KinnHndeckn 3HaUMMOe BO3JEHCTBHE M3BECTHBIX (PUOPOTreHHBIX

cpeacts (NTHL, IJIECHEBbIX TI'PUOKOB, acOecra, OONYyYEHUS U JIEKAPCTBEHHBIX CPENCTB, Kak
U3BECTHO, BBI3BIBAIOILINX JIETOUHbIH (ubpo3 (ammomapoHa, HUTpodypaHTOUHA, OIEOMHLIMHA U

T.A.));, wucropusi HelipopuOpomarosa, cunzapom ['epmanckoro-Ilynnmaka, wmerabommueckue
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HApPYLIEHNUs] HAKOIUJIEHWS M T.A., MCTOPHUS JIMXOPAAKH, TMOTEPU BeCa, MHAITUH, apTPaJrHy,
KOKHOH ChITIH, apTpuTa, MH(PEKIMs B aKTUBHOH (Dase B mpeaesiax OIHON Helesu 10 BKIFOUYSHUS
B HCCIIENOBAaHME, aJbTEPHATUBHAS NPUYNHA HWHTEPCTULHAIBLHOTO 3a00NIEBaHUS JIETKHX,
otHommeHue obvema QopcupoBanHoro Bbinoxa 3a 1 cekynay (VEF1) x FVC menee 0,6 mocne
NpUMEHEHUs1 OPOHXOJIUTUYECKOTO CPEICTBA, OCTATOYHBIN 00beM Oonee 120% npennonaraeMoro
oborema (mpu  gocrymHocTH), Oonee 20%  gumdonmMTOB MM 303WHOQUIOB B
Oponxoanbeeonsippom saBaxke (BAL) (mpm noctymHocTH), TpaHyneMbl, WHGPEKLIUS WIN
3JI0KAUECTBEHHOE HOBOOOpPA30BaHHE MpPU TPAHCOPOHXMAJIBHOM WM XUPYpPruuecKoil Omoncuu
(mpu AOCTYMHOCTH), TNpeABapUTEIbHAsI Tepamusi C a3aTHONPHUHOM, MNpemHu3ojoHoM (> 0,5
MI/KI/CyTKH win OOJibIle TIO MEHbINEH Mepe B TeueHHe 3 MecsleB), HUKIoPochaMUuIoM HIu
HOBBIMM OMOTEXHOJIOTMYECKHMMU JIEKAPCTBEHHBIMU CPEICTBAMH, HECTAaOUJIbHOE CepAeuHO-
COCYAMCTOE WJIM HEBpOJIOrHueckoe 3a0ojieBaHME, HEKOHTPOJIMPYEMbI caxapHbld anader;
OepeMEeHHOCTD, KOPMJIEHHE I'PY/IbI0; BEPOSITHOCTh CMEPTH, MPOTHO3UPYEMasl UCCIIEA0BATENEM, B
TeueHHe CJEeYIOEro rona; KOMMYeCTBO OeNbIX KPOBAHBIX K1eTok < 4000/MM’; KOJHYECTBO
TpombonuTos < 100000/MM*; rematokput < 30% unu > 59%; pepMeHTbI neveHy, 6osee 4em B 3
pasa mpeBbILIAIOILINE NPefe] HOPMAJIbHOTO JMAla30Ha; CoAep:KaHue KpeaTuHuHa > 1,5 Mr/m;
comepkaHue anpOymmHa < 3 H/AN, OTKAa3 TALMEHTa WM ONeKyHa MOATHCHIBATH

UH(POPMHUPOBAHHOE COTJIACHE.

[pumep 40. Knnanyeckoe ucnbiTaHHe paKa Mo KeJTyA09HOI xKej1e3bl

Hwuxe omnmchiBaeTCss HEOTPAHMYUBAOIIMNA TPUMEpP KIMHHYECKOTO HCHBITAHUSA paka
MOJIKENTY TIOUHOMH JKeJe3bl Ha JIFOASIX.

Lenp. Ilenu maHHOTO HCCIENOBAHUS 3aKIIOYAIOTCS B OLEHMBAHUU 3((eKTHBHOCTH
UHrHOMTOpa ayTOTAKCHMHA WM ero (apMaleBTHYECKH MPHEMJIEMOH COJMM B KayecTBe
OTAENBPHOTO CPENCTBA HMJIM B KOMOWHALMU TPU JICUEHHH OOJIbHBIX PAaKOM MOIKETYIOYHON
JKeJesbl, B cOope MHPOPMALUU O KAaKUX-THOO MOOOYHBIX 3(deKTax, KOTOPbIE MOXET BBI3BAThb
COEIMHEHUE B KA4eCTBE OTHENbHOTO CpPEACTBA WJIM B KOMOWHAIMHM, W B OLEHHBAHWUU
(bapMaKOKMHETHYECKHX CBOWCTB COENMHEHHs] B KAdeCTBE OTHAEIBHOTO CpENCTBA WM B
KOMOWHALINH.

BwmemarensctBo. bonbHbiM BBOmAT 1-100 MI/kr umHruOWTopa ayTOTaKCHHA WM €ro

(dapMaLleBTHYECKU TPUEMJIEMOH COJIM B CYTKA B KaueCTBE OTAEJIBHOTO CPENCTBA WA B
KOMOUHALUY.

HonpobHoe onmcanne. BoabHBIM MIaHUPYETCS 1aBaTh HHIHOUTOP ayTOTAKCHHA WU €r0

(dbapMaLleBTHYECKU IPUEMJIEMYIO COJIb TIEPOPAJIbHO OHMH Pa3 WM JIBa pa3a B CYTKH B KaUeCTBE

OTACJIBHOTO CpEaACTBA WK B KOM6I/IHaLII/II/I. Hepen KaXAbIM ITHKJIOM BBCACHHUA JO3bI
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TUTAHUPYETCsT BBITIOJTHEHUE BPadeOHOrO OCMOTpA, aHAJHM3a KPOBU U OLEHUBAHUS KaKUX-THOO
MoOOYHBIX 3 (HEKTOB.

CootsercTBUe KpuTepusiM. My>KUMHBI U JK€HIIMHBI Bo3pacToM 21-80 Jer ¢ 3amylieHHbIM

PaKoM MOAKETYAOUHON JKene3bl.

Kpurepun _ BKJIIOUEHUSI. Pa):u/Ior'pa(queCKoe NI  KIIMHHUYCCKOEC  A0Ka3aTCJIbCTBO

U3MepsIeMON 3amyLIeHHON KapIuHOMBI noskenynounoi xenesnl (1L II, IV craguit). CyOpexTs
IOJDKHBI MUMETh H3MepsieMoe 3alojieBaHMe NO MeHbInedl mepe 2 cM B auamerpe. OOmee
coctosiaue OonmpHOro o wmkane ECOG 0 umu 1.

Kpurepuu VCKJIFOYEHUS. IIpensapurenpHas UCTOPUS 3JI0Ka4€CTBEHHOIO

HOBOOOpa30BaHUs (3a UCKJIIOYEHHEM 0a3ajIbHOKJIETOUYHOW HIIM TUIOCKOKJIETOYHOM KapLUHOMBI
WIA KapIUHOMBI 1N Situ MOJIOYHOM KeJie3bl), eCIM Y CyOBeKTa He MPOSIBISUIOCH 3a00JIeBaHIE B

TedeHue > 1 roga. Y MEpEHHOE WJIH TSDKETIOE 3abosieBaHMEe ceplia, MHMEKIMS B aKTUBHOM (hase;

OTCYTCTBHE OEPEMEHHOCTH WJIM KOPMIIEHHs IPYIbI0; OTPHULIATENbHBIA TECT HA O€peMEHHOCTH;,
CMOCOOHBIE K JETOPOXKIEHUIO OOJbHBIE MOJIKHBI MOJB30BATHCS SPPEKTUBHBIM CPEICTBOM
KOHTpaLEINUUy Ha MPOTSKEHUM UCCIENOBAaHUS U B TE€UEHHUE > 3 MECSLEB IOCJe 3aBEepLICHUs
UCCIIEOBATEBCKOTO JIEYEHUs, CIOCOOHOCTh TMPOTJIATHIBAHUS TMEPOPATBHOIO MEIUKAMEHTa,
OTCYTCTBHE IPYTOro 3JIOKAU€CTBEHHOTO HOBOOOPA30BaHMsI B MOCIEIHUE S JIET 38 UCKIIIOYCHHEM
in situ pakoB, WK 0a3aJbHOKJIETOYHOM, WU TIOCKOKJIETOYHOW KapILIMHOMBI KOXH, OTCYTCTBHE
TUIEPUYYBCTBUTEIbHOCTH  WJIM ~ HEMEePEHOCHMOCTH  CTAaTUHOB,  OTCYTCTBHE  JIPYroro
HE3JIOKAYECTBEHHOIO  CHCTEMHOTO  3a00JieBaHUs, KOTOPOE HCKIOYano Obl  BBEICHHE
poO3yBacTaTHHA WK JJTUTENIbHOE MOCIenyolee HaOIo1eHue.

IepBuunble kpurepuu ddpdexTuBHOCTH. BhIKHBaEMOCTh O€3 MPOrpecCUpOBaHuUs, OOIIIast

BBDKHBAEMOCTb, YCyryOenue 00y, Hayano 60H.

Bropuunbie kpurepun dddexruBHoctr. Pazmep onyxonu/oreet (RECIST).

IIpumep 41. Knnanueckoe ucnbiTaHue nevyeHOYHOKIeTOoUHOH KapuuHombl (HCC)

Hwuxe omnuceiBaeTcst HEOrPAaHWYMBAKOIIMNA MNPUMEpP  KJIMHUYECKOTO  HCTBITAHHS
NEYEHOYHOKJIETOUHOH KaPIIMHOMBI KIIMHUYECKHUX UCIIBITAHUE Ha JIFOSIX.

Llenp. Ilenu maHHOTO HCCIENOBaHMS 3AKIIOYAIOTCS B OLeHMBAaHMU 3(dexTuBHOCTH
UHrHOMTOpa ayTOTaKCHMHA MW ero (apMaleBTHYECKH MPHEMJIEMON COJNM B KayecTBe
OTAENBPHOTO CPENCTBA WMJIM B KOMOWHALMM TPU JICYEHHH OOJBHBIX IEYEHOYHOKJIETOUYHOU
KapUMHOMOH, B cOope uHpoOpMalMM O KaKHX-THOO MoOO4HBIX 3(dexrax, KOTopble MOXKET
BBI3BATh COEJIMHEHHE B KAUeCTBE OTAEJBHOIO CPENCTBA WM B KOMOMHALMH, M B OLEHHUBAHUU
(bapMaKOKMHETHYECKHX CBOWCTB COENMHEHHs] B KAaueCTBE OTHAEIBHOTO CpENCcTBA WM B

KOMOWHALIUY.
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BwmemarenbctBo. bonbHbiM BBOmAT 1-100 Mr/kr mHruburopa ayTOTakCHHA WM €ro

(dapMaLleBTHYECKU TPUEMJIEMOH COJIM B CYTKA B KaueCTBE OTAEJBHOTO CPENCTBA WA B
KOMOWHALIUU,

HonpobHoe onucanne. BompHBIM MTaHUPYETCS 1aBaTh HMHIHMOUTODP ayTOTAKCHHA WIIN €r0

(dapMaLieBTHYECKU IPUEMJIEMYIO COJIb TIEPOPAJIbHO OAWMH pa3 WM JBa pa3a B CYTKH B KaUeCTBE
OTHENBHOTO CpeACTBa Wi B KoMOuHammu. Ilepeq KakoplM LUKJIOM BBENEHUS O3Bl
TUTAHUPYETCsT BBITIOJIHEHNE BPadeOHOrO OCMOTpA, aHAJIM3a KPOBH U OLIEHUBAHUS KaKUX-THOO
noOOUYHBIX 3 (PEeKTOB.

CootsercTBUe KpuTepusaM. My>K4MHBI U SKEHIIHHBI Bo3pacToM 21-80 ner.

KDI/ITGDI/II/I BKJIFOYCHHA. bonbHBIE C Tr'uCTONAaTOJOrM4€CKHU HJIN KIIMHHUYCCKH

NOATBEPKACHHBIM  JUATrHO30M eYeHOYHOKJIETOYHOU KapOuHOMBI, HE€ OTBCYAIOLIHUEC Ha
CTaHAAPTHYIO TEparnui0 WM HE TMepPeHOCSINNe CTAHAAPTHYIO TEpamuio, WIA AN KOTOPbIX
COOTBETCTBYIOLIAsI TEPAIUS OTCYTCTBYET, o01ee cocrosinue 6opHOro no mkajge ECOG 0-2.

Kpurepuu uckmoueHus. boapHble ¢ NEPBUYHON 3JI0KAYECTBEHHON OMYXOJIbIO, UCTOPHUS

TPaHCIUIAHTALIMU TIEUYE€HHU, METACTa3bl FOJIOBHOTO MO3Ta; ICUXUATPUIECKOE HAPYIIEHHUE, KOTOPOe
MOKET BBI3BATH TPYAHOCTH B MOJYYeHHMH HHOOPMHUPOBAHHOIO COTJIACHS WJIM B MPOBEACHUU
UCTIBITAHUS; OTCYTCTBHE OEPEeMEHHOCTH MJIM KOPMJICHUS TPYJIbIO; CIIOCOOHBIE K AETOPOIKICHUIO
OONbHBIE TTOJUKHBI TIOJIB30BAThCs 3(P(HEKTUBHBIM CPEACTBOM KOHTPALENIMUA Ha MPOTSKEHUH
UCCJIEIOBAHKS U B TEUeHHE > 3 MeCSIEB IMOC]e 3aBEPLICHUST MCCIENOBATENBCKOIO JIEYEHHUS;
OTCYTCTBHE IPYTOro 3JI0KaY€CTBEHHOIO HOBOOOPA30BaHMUS B TOCIEIHIE 5 JIET 32 UCKIIOYEHHUEM
in situ pakoB, Wi 0a3aJbHOKJIETOYHOM, WM MJIOCKOKJIETOYHOW KapLIMHOMBI KOXKH, OTCYTCTBUE
TUIIEPYYBCTBUTENLHOCTH ~ HWJIH  HETMEPEHOCHMOCTH ~ CTaTHMHOB,  OTCYTCTBHE  JIPYroro
HE3JIOKAYECTBEHHOIO  CHCTEMHOro  3a0O0JieBaHUs, KOTOPOE HCKJ4Yano Obl  BBEIEHHE
pO3yBacTaTHHA WK [UTUTEIbHOE MOCIIEAyolee HaO 0 IeHHE.

[epBuunble kputepuu d3hdHekTHBHOCTH: Bpemsi 10 mporpeccupoBaHusi, BbIKUBAEMOCTh

0e3 nporpeccupoBanusi, odmuii oreet (RECIST).

Bropuunbie kpurepun ddbdektuBHOCTH. TecThl (YHKIUU TIEUEHH, OIMyXOJIEBbIe

OromapkepsbL.

IIpumep 42. Knnanyeckoe HCNbITAHHE PACCESIHHOTO CKJIepo3a

Huxe ONMUCBIBACTCA HeOI"paHI/I"II/IBaIOH_[I/Iﬁ npumep KIIMHUYECKOI'O UCIIBITAHUA
PACCEAHHOrO CKJIEPO3a Ha JIFOSX.

Llens. Ilenn maHHOrO HCCIEAOBaHMS 3AKIIOYAIOTCS B OLeHMBAaHMU 3(dexTuBHOCTH
UHrHOWTOpa ayTOTaKCHMHA WM ero (QapMaleBTHYECKH MPHEMJIEMOH COJNM B KadecTBe

OTACJIbHOTO CPEACTBA HIJIU B KOM6I/IHaLII/II/I npu JICHCHUN OOJIbHBIX pacCEeAHHBIM CKJICPO30OM, B
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cOope nHpopMau O Kakux-1100 MoOOYHbIX 3¢ deKTax, KOTOPbIE MOKET BbI3BATh COCAMHEHNE
B Ka4eCTBE OTAEJIbHOIO CPEICTBA MM B KOMOMWHALIMH, U B OLCHUBAHUN (HapMaKOKHHETHYECKHX
CBOICTB COEIMHEHHs B KAYeCTBE OTACIbHOIO CPEACTBA MM B KOMOMHALIMH.

BwmemarenbctBo. bonbHbiM BBOmAT 1-100 Mr/kr mHrubOuropa ayTOTakCHHAa WM €ro

(dapMaLleBTHYECKU TPUEMJIEMOH COJIM B CYTKA B KaueCTBE OTAEJIBHOTO CPENCTBAa WA B
KOMOUHALIUY.

HonpobHoe onucanne. bonpHBIM MIaHUPYETCS 1aBaTh HHIMOUTOP ayTOTAKCHHA WIIN €r0

(dapMaLieBTHYECKU TIPUEMJIEMYIO COJIb TIEPOPAJIbHO OAHMH Pa3 WM JIBa pa3a B CYTKH B KaueCTBE
OTHENBHOTO CpeAcTBa uiu B KoMOuHammu. Ilepen KakOplM LHUKJIOM BBENEHUS JO3bI
TUTAHUPYETCsT BBITIOJHEHNE BPadeOHOr0 OCMOTpA, aHAJIM3a KPOBHU U OLIEHUBAHUS KaKUX-THOO
noOOUYHBIX 3 (PEKTOB.

IlepBuYHbIE KPUTEPHUU Sd)d)eKTI/IBHOCTI/I. Komno3uTHas (bYHKI_[I/IOHaJ'IbHaH mKaja

paccesaHoro ckiepo3a (MSFC) wnu apyras monxonsinasi 1Jisi OLEHUBAHUSL OTBETA U PELIUINBA
CUMNOTOMOB 1ipu MS.

Bropuunbie kputepun dbdekTuBHoctu. O6mee uncno HOBbIX oyaroB  GdE,

oLeHNBaeMbIX 1Mo yaydimeHuro MRI ronoBHOro mMosra B OTHOIIEHHH OJHOTO MJIM HECKOJIBKHUX
NPU3HAKOB MM CHUMITOMOB PAaCcCESHHOIO CKJIEpO3a, OLEHHBAEMbIX I10 ILIKAJaM COCTOSHUS
¢dynkmonansabx cucreM (FSS) m pacmmpeHHOH Ikane OLEHKH COCTOSIHHMS HMHBAJIUIAHOCTH
(EDSS), ompocHHMKY KadecTBa *KH3HHU JJisi OOJBHBIX PACCESTHHBIM CKJIEPO3OM U3 54 MyHKTOB
(MSQOL-54), npoX0XIeHUI0 pacCTOsSHUS B 25 (hyTOB Ha BpeMsi, TECTY C IE€BATHIO OTBEPCTUSIMHU
U CTEPIKHSIMH.

CootsercTBUe KpuTepusaM. My >KUMHBI U JKEHIIHHBI Bo3pacToM 18-65 ner.

Kputepuu BriroueHus. IloaTBepKaAeHHBIN THArHO3 pacCEsTHHOTO CKJIepO3a.

Kputepuu uckroueHusi. bepeMeHHOCTb Ui KOPMIIEHUE TPYABIO.

HpI/IMepr U BapUaHTbl OCYILICCTBJIICHUA B HACTOAINEM JOKYMCHTE OIUCBIBAOTCA
HUCKJIOUUTEIbHO B HWJUJIIOCTPATUBHBIX LEJAX, W pPa3JIMIHbIC MOI[I/I(I)I/IKaLII/II/I UJIN U3MCHCHUA,
npeamnojgaracMbi€ CricliaiuCraMu B HaHHOﬁ O6HaCTI/I, noAJIC)KaT BKIKOUEHUIO B CYLIHOCTb U

npeaMeT HACTOSIIEH 3asiBKH, a TAK)KE B 00beM mpujiaraeMoi opMyIibl H300pETeHMSI.
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POPMYJIA U3OBPETEHUSA

1. TlpumeHeHne WHrHOMTOpPa AayTOTAKCMHA B JIEYEHWH 3Y/d, BOCHAIUTEIHHOTO
3a00J1€BaHMsI WM COCTOSIHUS, ay TOUMMYHHOTO 3a00JI€BaHMsl WM COCTOSIHUSA, 3a00JI€BaHMs NN
COCTOSIHUS JIbIXaTeNIbHBIX IMyTeH, BHYTPUIJIA3HOIO AABIIEHHs, HEBPOMATUYECKOH OONM MM MX

KOMOWHALNN Yy MJICKOITUTAOIIETO, TJIe MHTUONUTOP ayTOTAKCHHA UMEET CIEAYIOIYIO CTPYKTYPY:
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Coennnenue I,

WK ero (PapMaLeBTUYECKH PUEMIIEMON COJIH.
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2. Ilpumenenne mo m. 1, B KOTOpoM coenuHeHue A, coenunenue B, coenunenne E,

coennnenune F, coenunenme G, coenunenne H, coenunerme [ BBOmAT B (opme

2

(dhapMaLieBTHYECKU TPUEMJIEMOU COJIH.

3. IlpumeHeHue mo m. 2, B KOTOPOM coenuHeHne A, coenuHenue B, coenunenne E,

coenunenue F, coenunenne G, coenunenne H, coenunenne I BBomAT B popme conmu HATpUsL.

4. IlpumeHeHue HHruOMTOpPa AayTOTAKCHHA B JICUEHHM 3YAd, BOCHAJIUTENBHOTO
3a00J1€BaHNsI WIN COCTOSIHUS, Ay TOUMMYHHOTO 3a00JI€BaHMsl WM COCTOSIHUSA, 3a00JI€BaHUs WU
COCTOSIHUS JIbIXQTENIbHBIX IyTeH, BHYTPUIJIA3HOI'O AABJIEHHs, HEBPOMATHYECKOH OONM MM MX
KOMOMHAIMN Y MJIEKOTTUTAIOIIETO, I7le€ HHIMOUTOP ayTOTAKCHHA UMEET CIEAYIOLIYIO CTPYKTYPY

Coenunenus B:
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Coenunenue B,

WM ero (papMaLeBTUYECKH PUEMIIEMON COJIH.

5. Ilpumenenue o 1. 4, B koropom Coenunenue B BBomsAT B popme dapmarieBTHIECKH

MPUEMIIEMON COJIH.
6. Ilpumenenue 1o 1. 4, B kotopom CoennHenrie B BBOIST B popMe COTU HATPUSI.

7. Tlpumenenne 1o JroOoMy u3 mm. 1-6, B KOTOPOM HHTHOWTOP ayTOTaKCHHA

MPUMEHACTCA B JICHCHHHU 3yda Y MJIICKOIMMUTAOIIETO.

8. IlpumeHeHnme 1o m. 7, B KOTOPOM 3yI AacCCOLHMHPYETCS C TreprneTU(POPMHBIM
IepMaTUTOM, IepMaToMuo3uToM, nemduronaom, cunapomom Illerpena, Oonesnsro [lapebe,
Oonesnpro  Xeinu-Xeinn, wuxtro3oM, cuHapomoMm Illerpena-JlapccoHa, nepMatopuTHEH,

(OJUTUKYIUTOM, UMIIETUTO U APYTUMH OaKTepUANbHBIMA HHQPEKLHSIMH, YKYCAMH HACEKOMBIX,



147
MEeNUKYJIe30M, YEeCOTKOH, BHPYCHOH WH(pEKIHel, acTeaTo3oM, aTOMHYECKOH OK3eMOM,
KOHTAKTHBIM JIepMaTUTOM, peakLell Ha JIEKapCTBEHHOE CPEACTBO, KPACHBIM IJIOCKUM JIMILIAEM,
NPOCTBIM XPOHUYECKHM JIMIIA€M, MAaCTOLUTO30M (ITUTMEHTHOH KparuBHHULEH), MalsipHeH,
ncopuasom, pyouom(amu), KpanuBHULEH, KokHON T-kieTounoit umpomMoit wiu (GyHTOUITHBIM
MHKO30M, KOXXHOH B-xierouHol num@omoii, mopakeHueM KOXKU MpH Jieiiko3e, neMOUroniom

OepeMeHHBIX, MOTUMOP(PHBIM IepPMATO30M OEPEMEHHBIX UJTH IMOYeCyX0il OepeMeHHbIX.

9. Ilpumenenue mno mwboMy u3 mnm. 1-6, B KOTOPOM MHIHMOUTOP ayTOTAKCHHA
NPUMEHSIETCS AJIS JISUEHUs] BOCTIAJIMTEIBHOTO 3a00I€BaHMSI UITH COCTOSTHHSI MJTH 2y TOMMMYHHOT'O

3a00JIeBAaHMS UJIH COCTOSTHUS Y MIICKOIIUTAOIECTO.

10. Ilpumenenue no 1. 9, B KOTOPOM BOCHAJHMTENBbHBIM 3a00JI€BAHHEM HJIH COCTOSHHEM
WIM ayTOUMMYHHBIM 3a00JI€eBaHMEM WJIM COCTOSHHEM SIBJISIETCS ITICOPHA3, PEBMATOMIHBIM
apTPHT, BACKYJIUT, BOCIAJIUTEIbHOE 3a00€BaHNE KHILIEYHUKA, AEPMATUT, OCTEOAPTPUT, aCTMA,
BOCHAJUTENbHOE 3a00JI€BaHHE MBIIIL, AJUIEPTUYECKUH PHHUT, BAarMHHUT, WHTEPCTHLUAJBHBIMN
LUCTUT, CKJIEPOJAEPMMsl, 3K3€Ma, KpacHas BOJYAHKA, AepMaTOMUO3UT, cuHapom IllerpeHa,
TUPEOUAUT, MUACTEHUS TPABUC, ayTOUMMYHHAsI TEMOJIMTUYECKAsl aHEMUs1, PACCESTHHBIN CKIIEPO3,
KUCTO3HbIH (PUOpPO3, XPOHUYECKUH pPELUAMBHPYIOLIMIA TeMaTUT, NEePBUYHBbIA OMIIHApHBINA
LUPPO3, MEPBUYHBIA CKJICPOZUPYIOIIMI XOJAHTUT, AJJIEPTUYECKUl KOHBIOHKTUBUT WU

aTONMYECKUIN AEPMATHUT.

11. Tlpumenenue mo m. 10, B KOTOPOM BOCHIATUTEIBHBIM 3a00JEBAHUEM HIIH COCTOSTHHEM
W Ay TOUMMYHHBIM 3a00JI€BAHUEM UJTH COCTOSTHHEM SIBJISIETCS] PACCESTHHBINA CKJIEPO3.

12. Tlpumenenume mno mn. 11, B KOTOPOM pacCesHHBIM CKJIEPO3OM  SIBJISIETCS

2
PELUINBUPYIOLIE-PEMUTTUPYIOIINI PACCESHHBIA CKJIEPO3, PELUUIUBUPYIOLIUN PACCESHHBIN
CKJIEpO3, TMEPBUYHBIA  MPOTPECCUPYIOIIMI  PACCESsHHBbI  CKJIEPO3  WJIU  BTOPHUYHBIN

MPOrPECCUPYIOLIUIN PACCESHHBIN CKIIEPO3.

13. Tlpumenenue mo m. 12, B KOTOPOM HHTHOWTOpP ayTOTAKCHHA CHIDKAET YacCTOTY,
TSOKECTh  W/WIM  TPONOJDKUTENBHOCTh PELUINBA ONHOTO WM HECKOJBKHUX CHMITTOMOB

PaCcCEeAHHOI0O CKIEPO3a.

14. Ilpumenenue no n. 13, B KOTOPOM CHUMITOMBI PACCEIHHOIO CKJIEPO3a BKIIIOYAIOT B

ceOs1 OHEeMeHMe WIH C1abOCTh B KOHEYHOCTH, YaCTHYHYIO FUIH TIOJHYIO TIOTEPIO 3PEHMUs, IBOITHOE
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3pPEHUE, HESICHOCTb 3PEHMs], OLIYLIEHHWE IIOKAJIbIBAHUSA, TPEMOp, OTCYTCTBUE KOOPAMHALUHU,

HGYCTOI\/'ILII/IBYI-O MOXOAKY, HEBHATHYIO PE€Yb, YCTAJIOCTb, TOJIOBOKPYKCHUE UJTU UX KOM6I/IHaLII/II/I.

15. Ilpumenenne mno JjgroOomy w3 mm. 1-6, B KOTOPOM HWHTHOWUTOpP ayTOTaKCHHA
NPUMEHSIETCS Uil JieueHus1 3a00JieBaHWs] WJIM  COCTOSIHUSI  JIbIXaTeNbHBIX MyTeH Y

MJICKOITUTAOIICTO.

16. Tlpumenenue no m. 15, B koTOpoM 3a00JEBAaHHEM WU COCTOSIHHEM IbIXaTEeTbHBIX
NyTel SBISIETCS XPOHUYECKOe OOCTPYKTUBHOE JIETOYHOE 3a00JIeBaHNe, KHCTO3HBINH (prOpo3 mim

acTMa.

17. Ilpumenenune mno mobomy u3 mm 1-6, B KOTOPOM HWHIHOMTOpP ayTOTaKCHHA

MNPUMEHACTCA IJIA JICUCHNA BHYTPUIJIA3HOI'O JABJICHUA Y MIICKOIIUTAOLICTO.

18. Ilpumenenue no m. 17, B KOTOPOM BHYTPUIJIA3HOE [ABJICHHE ACCOLMUPYETCS C

rJ1ay KOMOM.

19. Tlpumenenue mno Jjrobomy w3 mm. 1-6, B KOTOPOM HWHTHOMTOpP ayTOTAKCHHA

NPUMEHSIETCS IS JIEYeHUsS] HEBPOTIATHUECKOH OOJH Y MIIEKOITUTAIOILETO.

20. IIpumenenue no m. 19, B KOTOPOM HeBpomaTu4eckas OOJb SBISETCS PE3yIbTaTOM

MOBPEXKACHNA HEPBA.

21. Ilpumenenue no JroboMy u3 1. 1-20, B KOTOPOM MHTHOUTOP ayTOTAKCHHA BBOAUTCS

MECTHBIM NIyTEM, BBOAUTCSH NNIEPOPATIBHO UM BBOAUTCH NAPEHTEPATIBHO MIICKOIIUTAOIEMY.

22. Ilpumenenue no JroboMy u3 mmr. 1-20, B KOTOPOM MHTHOUTOP ayTOTaKCHHA BBOAHUTCS

CUCTCEMHO MJICKOIIUTAKOIIEMY .

23. Ilpumenenue no JrobomMy u3 1. 1-20, B KOTOPOM MHTHOUTOP ayTOTaKCHHA BBOAUTCS

NEPOPaIbHO MIICKOIIUTAOIEMY.

24. TlpumeneHue 1o 1. 23, B KOTOPOM HWHTHOWTOP AayTOTAaKCHHA BBOAHTCS
MJIEKOTIUTAOIIEMY B (popMe mMepopaspHOrO pacTBOpa, MEPOPANBHON CYCNEH3UH, ITOpPOIIKA,

ITHUJIFOJIN, TaOJIETKU UIU KarcyJbl.
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25. Ilpumenenue no obomMy u3 1. 1-20, B KOTOPOM MHTHOUTOP ayTOTAKCHHA BBOAUTCS

MIJICKOIMUTAKOIIEMY IMYTEM UHBEKLIUU UJIKM BHYTPHUBCHHO.

26. Ilpumenenue o m0OOMy U3 mm. 1-25, JOMONHUTENPHO BKIIFOYAOIIEE BBEICHUE IO
MEHbIIIEH Mepe OAHOTO AOMOJHUTENBHOIO TEPANEBTHUECKOTIO CPEACTBA MIIEKOMUTAIOLIEMY, TIPU
5TOM IO MEHbIIEH Mepe OJJHO AOMOJHHUTENBHOE TEPANIEBTHUECKOE CPEACTBO BBIOPAHO 3!

TePaTrieBTHUECKUX CPENCTB MPOTUB (Pudpo3a W/ min Mmo4eyHoro 3a00eBaHusl, BEIOPAHHBIX
u3 nuppenunona (S-merun-N-penmn-2-(1H)-nupunona), tpanunacra, propdpernnona, 61okasl
pEHUHA-aHTMOTEeH3NH-anbaocTepoHa,  uHruoutopoB  ACE, wunrubutropoe ADAM u
MOHOKJIOHaJIbHOTO antuTena npotus CTGE;

OJITHOTO WJIM HECKOJIBKMX JOMOJHUTEIbHBIX IPOTUBOPAKOBBIX TEPANIEBTUUECKUX CPENCTB,
BBIOPAHHBIX UX XMMUOTEpAIHHU, OJOKUPYIOIIEH TOPMOHBI TEpalHy, PAAHALMOHHON Teparnuu u
MOHOKJIOHAJIBHBIX aHTUTET,

UMMYHOCYIIPECCAHTOB,

MHTHOUTOPOB KaibLuHEBpHUHA, HHruOutopoB mTOR; aHTHIpONMdepaTuBHBIX CPEACTB,
KOPTUKOCTEPOUAOB, AHTUTEJN;, MOJUKIOHAJIBHBIX AHTUTEN MNPOTUB T-KJIEeTOK, B-KieTOuHBIX
AHTArOHUCTOB, PUTYKCHUMa0a 1 HaTaIu3ymaoa,

HECTEPOUIHBIX MPOTUBOBOCHAUTENBHBIX JieKapCcTBeHHbIX cpeacTs (NSAID);

aHAJIbIETHKOB,

paanalMOHHON Tepanuy,

MOHIKAOLIUX COMEpKaHUe TIFOKO3bI CPEICTB

U UX KOMOUHALIUA.

27. Ilpumenenne mno mobOomy u3 nm. 1-26, B KOTOPOM MIIEKOIUTAIOIIUM SIBJISIETCS

YECJIOBECK.
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