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HPEANCJ/IOBHE

[IpencraBnenHoe  PykoBOACTBO — sIBisieTCS  MPOAOJDKEHUEM  pabOoThI
OI'BY «HLIDCMII» MunznpaBa Poccun, Hauatoil Oonee 6 Je€T Hazad, Mo
MOATOTOBKE MATEPUAIOB JUISl CUCTEMATU3ALMK SKCIEPTHBIX MOIXOJ0B K OLEHKE
PETUCTPALMOHHBIX JOCHE JIEKAPCTBEHHBIX MPENAPATOB B YACTH AOKJIMHUYECKUX U
KIIMHAYECKUX ~ MCCIEAOBaHUi. lIpeaplaymumid  OmbIT  NO3BOJSET  NPU3HATH
HEOOXOIMMOCTh TOJATOTOBKA MOJOOHBIX COOPHHKOB PEKOMEHIANMI, KOTOPBIC
MO3BOJISIFOT BHECTH OMPEIEICHHOCTh B CIIEKTP TPeOOBaHU st pa3pabOTKH HOBBIX
JIEKaPCTBEHHBIX MPEMaparoB. AJIMUHUCTPATUBHbIE TPEOOBaHMSI, MPEACTABICHHBIC
B HOPMATUBHO-NPABOBBIX AaKTax, HE MOIYT B IIOJHOM Mepe ONpeacisTh
OCOOCHHOCTH PEIICHHs] YaCTHBIX BONPOCOB, Ui OTBETOB HA KOTOPBIE
pa3pabaThIBalOTCS HAYYHBIE PEKOMEHAALMM, WCIONB3YIOMIME MPUKIAAHYIO
HAy4YHYI0 TEPMHUHOJIOTMIO M HAY4YHYK MeToaonoruto. B PykoBoactee B psae
Cly4yacB HE [JAETCid OAHO3HAYHBIX CLECHAPUEB, HO BBIAEHSAETCA  CIEKTP
BO3MOKHOCTEH, BBIOOP M3 KOTOPBIX OMPEACTSETCS OCOOEHHOCTSMH YacCTHOTO
cnyyas. Ilombp3a PykoBoacTtBa odeBHMAHA U1 JKCIEPTHOTO coctaBa DI'BY
«HISCMI» Munznpasa Poccun.

Briro4eHHBIE IaBBl MPEACTABIAIOT cO00H B OOJIBIION MEpPE aaanTanuro
TpeOOBaHMI U PEKOMEH AW BEYIIUX PETYIATOPOB (PApMaEBTUYECKUX PHIHKOB
EMA (EBponeiickoe areHTCTBO MO JIEKApCTBEHHBIM cpeactBam) u FDA
(YrpaBieHHe MO KOHTPOJIKO 33 KAYECTBOM MPOAYKTOB MUTAHUS W JICKAPCTBEHHBIX
cpeactB). B Toxke Bpemsi CYHMIECTBYET M PsiA OCOOCHHOCTEH, CBOMCTBEHHBIX
HAIMOHAJIBHBIM MoAxoAaM. DOpMUPOBAHKE MOAOOHOTO MPUOPUTETA B OTHOLICHAN
HAy4YHOTO B3MJIsIIa BEAYLIMX MHPOBBIX PErYIATOPOB (PapMALECBTUYECKUX PHIHKOB,
OYEBUJHO, CBA3aH KaKk C AaKTyalbHBIM  COCTOSIHUEM  Pa3BUTUS  OTOM
NpoeCCHOHATEHON 00JIaCTH B MHMPE, TaK U CO CTPEMJIEHUEM K TFapMOHM3alUd
TpeOOBaHMii, B TOM YMCIIC B PaMKax €AUHBIX MOAX010B B cTpaHax EADC. Kpome
TOTO, HAYYHbIC MPUHUUOBI M JIOTUKA JOKA3aTeNIbCTB TMOJB3bl M PHCKOB
NPUMCEHEHHUS TTPENAPaToOB B LIETIOM €AMHBI, KaK 3HAHWS W MPUHUMUIBL B PA3JIMYHbBIX

HAYYHBIX 00JIACTAX.
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TEPMUWHBI 1 OITPEAEJTEHUA

AJKOTOJIN3M — MPOrPEAUEHTHOE 3a0oJeBaHue, BbI3BAHHOE
(aJIKOroJibHast 3JI0YMOTPEOICHUEM ~ QJIKOTOJIEM,  TPOSBIISIFOLIEECS
3aBHCHUMOCTb ) HEMPEOA0TUMBIM BJICUCHUEM K CIIMPTHOMY,

(OpMUPOBAHKEM 3aBUCUMOCTH OT HETO (MICUXUYECKON 1
(PM3AYECKOI ), UBMEHEHUEM TOJIEPAHTHOCTU OPraHU3Ma K
QIKOTOJII0 M BIIEKyllee 3a COo0OH  COLMABHYIO

Ac3agalTaiuio 1 MOPAJIbHO-0THYCCKYIO ACTIpaJdalulo.

be3onacHoCTh — OLEHKA TMOJIOKUTEIbHBIX TEPAMEBTHYECKUX 3PPEKTOB
JEKAPCTBEHHOTO JIEKapCTBEHHOTO Mpenapara Mo OTHOLIEHUIO K PUCKaM,
npernapara CBS3aHHBIM C €ro NpPUMECHEHHEM (MOHITHE pPHUCKa

BKJIIOUAET JI0OOM PHCK, CBS3aHHBIA C KadyeCTBOM,
0€301acHOCTBI0 UM 3((HEKTUBHOCTHIO JIEKAPCTBEHHOTO

npenapara 110 OTHOHICHUIO K 3I0POBBIO IMALIMCHTA HJIHU

HaCECHUs).
Jlenupuid — BUJ MOMPAYCHHUS CO3HAHUSI, KJIMHAYECKA
MPOSIBIISFOLTUACS HaIJIBIBOM 3PUTETbHBIX

FAUTIONUHANNN, APKHX YYBCTBEHHBIX HAPYIICHUH
BOCOPUATHS  (MAPEHAONHMH), PE3KO  BBIPAKCHHBIM
JBUTATEIBHBIM BO30YKICHUEM.

JlucMHe3ns — PacCTPOMCTBO MAMATH CO CHHXKEHMEM CIIOCOOHOCTH K
3a00MUHAHUIO, YMEHBIIEHWEM 3alacoB MaMATH U
VXY ALIEHUEM BOCITPOU3BEICHUS.

JIOKIIMHIYECKOE — OHMOJOrMYeCKue, MUKPOOMOJIOTHYECKHE,

UCCIIEIOBAHNE UMMYHOJIOTHYECKHE, TOKCUKOJIOTHYECKHE,
(apmakonornyeckue, (PU3MUECKHE, XUMUYECKHUE U
JAPYrUe UCCIIE0BAaHU JIEKAPCTBEHHOIO IIpenapara myre

M HOPUMCHCHHA HAYYHBIX MCTOAOB OLCHOK B HCJIAX
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Knuanueckoe

HCCIACIOBAHUC

Komnnaiiene
(MpUBEPKEHHOCTh

JICYECHUIO)

Kondalymsauun

JlekapcTBeHHBIE

cpencTra

IOJIYUCHHUA A0Ka3aTrC/ILCTB 6630HaCHOCTI/I, Ka4uccTBa H

3((PEKTUBHOCTH JIEKAPCTBEHHOTO CPEACTBA.

a000€  MCCIENOBAaHUE, MPOBOJMMOE €  YYaCTHEM
YEJIOBEKA B KAyeCTBE CYyOBEKTa MJisl BBISBICHUS WM
MOATBEPKICHUS KJIIMHAYECKUX u/umm
(hapMaKoIOrH4eCKux a3 dexron HCCIICTy EMBIX
NpenaparoB W/WJIHA BbISIBICHUS HEKEIATCIbHBIX PEAKIIMMA
Ha WCCIECAYyEMbIC TMpenapaTbl, W/WIM HW3YYEHUS WX
BCACHIBAHMUS,  pacCHOpencieHus,  MeTradomu3ma |
BBIBEJICHUS C 1IEJIBIO BBIMOJTHEHUS OLICHKU O€30MaCHOCTH

u/unu 3pPEKTHBHOCTH.

I[O6pOBOJ'IBHOG CIICAOBAHUC IMMAlMCHTA HNPCAINMCAHHOMY

PEXKUMY JICUCHUS

— JIOJKHBIC BOCIIOMHHAHUWUA O CO6BITI/I$IX, KOTOPEIC SIKOOBI

MPOUCXOJWIIA B KU3HU OOJBHBIX, T.€. BOCHIOMHHAHUS O
COOBITUSIX, KOTOPbIX HE ObUI0 («TaJUTIOLUHALIMKA
naMsTh ).

BEIIECTBA WM UX KOMOWHAIMHU, BCTYNAOIINAE B KOHTAKT
C OPraHNu3MOM Y€EJIOBEKA WJIH KUBOTHOTO, 1T
POHMKAIOIIME B OPraHbl, TKAHW OpPraHu3Ma 4YeJIOBEKa
WU SKMBOTHOTO, MPUMEHSIEMbIE JUIsl TPO(UIIAKTHKM,
JUArHOCTUKM (32 WCKIIFOYEHHEM BEHIECTB WU WX
KOMOMHAIMKA, HE KOHTAKTHPYIOIIMX C OPraHu3MoM
YEJIOBEKA WM J>KMBOTHOTO), JieYeHUs 3a0o0JieBaHUS,
peabuymTanuu, JUisi COXpaHEHUs!, TPEAOTBPALICHUS WK
NpepbIBaHKUS OEPEMEHHOCTH W TIOJYYCHHBIC M3 KPOBH,
MjJa3Mbl KPOBM, W3 OPraHoB, TKaHEW opraHu3ma

YCJIIOBCKa WJIHW SKHUBOTHOTO, paCTeHHﬁ, MHHCPAJIOB
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JlekapcTBeHHBIE

npenaparsl

Hexxenarennruas

peakmus

HexenarennHoe

ABJICHUC

IlcuxoamarnocTuuec

Koe 00ciie1oBanue

IIcuxorepanus

METOJaMH CUHTE3a WM ¢ TPUMEHEHUEM OUOIOTUYECKUX
TeXHOJOTHIA. K JICKAPCTBEHHBIM CPEJICTBAM OTHOCSTCS
(dapmaneBTHUeCKue CyOCTaHIIMM W JIEKAPCTBCHHBIC

npernapars.

JICKapCTBCHHBIE CPEICTBA B BUJE JICKAPCTBEHHBIX (hOpM,
OPUMEHIEMBbIE  JUIsl  TPOMUIAKTUKH, JUArHOCTHUKH,
JeyeHus 3a001eBaHus, peaOuINTALMK, JJ11 COXPAHEHUS,

PEIOTBPALICHNS WU MPEPBIBAHUS OEPEMEHHOCTH.

ro0ast HEOIaronpusTHAs u
HEMPEIHAMEPEHHAS PEAKLMsl OPraHu3Ma, BO3HUKAKOLLAS
npu

NPUMEHEHHH JICKAPCTBEHHOTO Mpenapara. Peakius cuur
aetcs cBsa3anHoit ¢ JIII, eciv mpUUMHHO-CAEACTBEHHYIO

CBA3b HCJIB3 UCKITHOUNUTD.

a000€  HEONMarompusITHOC  MEAMIIMHCKOE  COOBITHE,
pa3BUBIIEECS TOCIE MPUMEHEHHS JIEKAPCTBEHHOTO
CPEICTBA, MOKET M HE UMETh SBHOW WMETh MPUUYMHHO-

CJIEACTBECHHOM CBSA3H C €TI0 IIPUMCHCHHCM.

NPUMCHECHHE CTaHAaPTH3UPOBAHHBIX
NCUXOAUArHOCTHYECKUX HMHCTPYMEHTOB JJIsl  OLICHKH
XApAKTEPOJIOTUYECKUX  OCOOEHHOCTEH, KOTHUTHBHBIX
(yHKIMIA, SMOLIMOHAIBHOTO COCTOSIHMS,
MOTHBALUOHHOH CHEPHI.

MJIAHOMEPHOE M CIOJIb30BAHUE NICUXHYECKUX
BO3JCHCTBUI (BepOAIbHBIX W HEBEPOAIBHBIX) JUIS
Je4eHuss OOJbHOrO, B IIMPOKOM CMBICIE CJIOBA
BKJIFOUAET HE TOJIBKO BO3JCHCTBUE NCUXOTEPAINEBTA HA
OOJMBHOTO, HO W COLUMOTEpANHIO, JICUYEHUE CPENoil,

TPYA0TEPaIHIo.
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IIporokon

HCCICI0BaHUA

Perucrparmonnoe

HCCIACIOBAHHUC

CuMmnTom

Cunnpom

CKpUHUHT

TonepanTHOCTH

— JIOKYMEHT, KOTOPBIA OINWCHIBAET LEIH, JW3aiH,

MCTOAO0JIOIHUIO, CTaTUCTHUUYCCKHUC ACIICKThI u

oprann3anyuio UCCICaA0OBaHtA.

KOMILJIEKC JOKITMHUYECKUX u KITMHUYECKUX
UCCIIEI0BAHU pazIuyHOR HaMpPaBJICHHOCTU
HEOOXOAMMBIX s PErUCTpPallMd  HOBOTO  WJIM

BOCIHPOU3BCACHHOIO JICKAPCTBCHHOTI'O IIPCIIapara.

npu3HaK  OOJIE3HM,  KAYeCTBEHHO  HOBBI,  HE
CBOMCTBEHHBI  3J0POBOMY  OpraHu3My (DEHOMEH,
KOTOpBIi ~ MOXXHO  OOHApy>kKHTb  C  TMOMOIIBIO
KIIMHUYECKAX METOJIOB HCCIIEAOBAHMS, WUCIIOJIB3YEMBIN

JUTSl IMarHOCTUKY W/WIU TPOTHO3a 3a00JICBAHMSI.

yCTOHYMBAs COBOKYITHOCTh Psiia CAMITOMOB C €IWHBIM
naroreHe3oM; C. MOXET COCTaBIATh KIMHUYECKYIO,
KapTUHY BCEH OOJIE3HU WJIM YacTu €€, OyIydd IPU STOM
NPOSIBJICHUEM TMATOJIOTMA OJHON CUCTEMBI WM OPraHa,
C. He paBHO3HQUEH OOJE3HUW KAK HO30JOTHYECKON
EAVHHIIE, T. K. OH MOXET OBITh CBS3aH C Pa3HbIMH
3a00JICBAHUSIMH.

METOJI AKTHUBHOTO BBISIBJICHHS JIMII C KaKOH-JIHOO
nNaToJloruell Wil  (QakTopamMu pHCKAa €€ PaA3BUTHS,
OCHOBaHHBIN Ha NPUMECHECHUT CrenuaIbHbIX
JVUArHOCTHYECKUX  MCCIICOOBaHMWNA, B MpOLECCe
MacCOBOr0 OOCJICOBaHMs HACEJICHUS WM OTIECIBHBIX
KOHTUHTeHTOB,  C.  OCYLIIECTBISKOT C  LENBIO
OpraHM3alii  paHHEH  Je4eOHO-MPOdUIaKTHIECKON
MOMOLIH.

(YCTOWYMBOCTb, MEPEHOCHMOCTh) K  aJIKOTOJIKD —

AAaIlITUBHOC CHHMIKCHHC pCaKknuu Ha  IIOBTOPHOC
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OPPHEKTUBHOCTD
JIEKapCTBEHHOTO

npemapara

BBEJICHUE aJIKOTOJIE B BUJE OCHA0JCHUS >KEIaeMOro
NCUXOTPONHOro 3(p@dexra >TaHONA, BBIHYKIAOLIEE
NOBBILIATh €r0 A03y A TOAACP)KaHUS MPEKHETO
YPOBHSI OTMIbSIHEHUS.

COBOKYMHOCTb  XapaKTEPUCTUK,  OOECMEeUMBAIOLINX
JOCTI)KEHUE TPOPUIAKTUYECKOTO, AMArHOCTUYECKOTO
unn  JedeOHoro ad@dekrta MO0  BOCCTAHOBJICHUE,
KOPPEKIMIO WM  MOAU(PUKALMIO  (PU3NOIOTMUECKOM

(YHKLIMH.
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ATl
Al
A3
AKIII
AnAT
AJIAT
anoE
ACAT
ATX

BI'C
BO3
I'AMK
amma-I'T
I'TTI
I'TIK
I'T
'K
JA
N
EADC
EC
HUBC
UM
HPKII
KA

IEPEYEHb COKPAIIIEHUIN 1 OBO3HAYEHMUI

apTepuaibHas TUNEPTEH3Us
apTepUaNbHOE IABJICHUE

aJIKOTrOJIbHAasl 3aBUCUMOCTh
A0pPTOKOPOHAPHOE LIIYHTUPOBAHUE
allaHMHAMUHOTpaHc(epasza
aleTaibAeruACTHAPOreHa3a
anoJMnonpoTenH E
acnapraramMmuHoTpaHcdepasza
aHATOMO-TEPANEeBTUUECKO-XUMUYECKAsI
(MeKAyHapoaHash CUCTEMa KiacCU(pUKaLMU
CPEICTB)

Bupyc renarura C

BcemupHas opranuzaius 31paBoOXpaHeHuUs
raMMa-aMHUHOMACIITHAas KUCII0Ta
ramma-rioTaMmuITpascdepasa
TUMOTJIMKEMUYECKUE MPEnapaThl

TJIF0KO32 B MJIa3M€ KPOBU

TeHOTHII

renarouesuTospHas KapuuHOMa

nogamuH

JOBEPUTEIBHBIN HHTEPBA

EBpazuiickuii SKOHOMHUYECKHAN COFO3
EBponeiicknii Coro3

umemMuyeckas 00Jie3Hb cepla

uH(papKT MUOKapaa

KJlaccupuKanus

JICKAPCTBCHHLBIX

MCCIIENOBAHNN PeAIbHON KIIMHUYECKON ITPAKTHKA

KIMHHUYCCKOC UCCIICAOBAHUC
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KT

K®K
K®K-MB
JDK

JITT

JIC
MKB-10
MPT
HHP
HIIKO
HA

OKC
OKConST

OKCuST

ITAB
[IBA
ner-UOH
[ITA
T
PKU
CA
Cl2
CH
CC
CC3

KOMIIBIOTEpHAs TOMOTrpadus

KpeatnHpocPokrHaza

MB-(dpakuus KpeaTHHKAHA3BI

JIEBBIN KETyA0YEK

JIEKAPCTBEHHBIN Mpenapar

JIEKAPCTBEHHOE CPEACTBO

MEXAyHapoaHas Kinaccuukanms Oone3nel 10-ro nepecmoTpa
MarHUTHO-PE30HAHCHAs TOMOTrpadus
HAy4YHO-HMCCIe0BaTenbCeKkas padboTa

HWKHHI MTPeAe KOJIMYECTBEHHOTO ONPEACTIEHUS
HEXKEIIATEIIbHBIE SIBJIICHUS

OCTPBIl KOPOHAPHBIN CHHIPOM

OCTpBIA KOPOHApHBIA CHHIApPOM 0e3 moabema cermeHta ST Ha
ANEKTPOKAPAHOTPAMME

OCTPbIi KOPOHApHBIA CUHAPOMC MOABEMOM cermeHta ST Ha
ANEKTPOKAPAHOTPAMME

NICUXOAKTHBHOE BEIIECTBO

NATOJIOTMUYECKOE BICUEHHUE K KOO0

NErWJIMPOBAHHBIA HHTEPPEPOH

naryoHoe noTpeOeHre alTKOros

npenaparsl TPsIMOro TPOTUBOBUPYCHOTO NEHCTBUS
PaHIOMU3UPOBAHHOE KOHTPOJIMPYEMOE UCCIIEIOBAHUE
caxapHblii quadeT

caxapHblii quadet 2 Tuna

cepAcyHast HEIOCTATOUYHOCTb

CEPACHYHO-COCY AUCTBIN

CEPACYHO-COCY TUCTHIEC 3a00IeBaHMSI
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CCH
CIIA

DK
XBIT
XBI'C
XI'C
XOBJI
XCH
LT
YyKB
KT
ADA

AUC
EASD

EMA
FDA

ICH

MACE

NMDA

CEPAECYHO-COCY IUCTBIMNCXO T
Coenunennspie [tatel AMepuKH
YCTOWYMBEIN BUPYCOJIOTUUECKAN OTBET
dapMaKkOKUHETUKA

XpOHUYECKas O0JIE3Hb MOYEK
XPOHUYECKHUI BUPYCHBIN renatut C
XpoHrueckuii renartut C

XPOHHYECKAS OOCTPYKTUBHASL OOJIE3HB JIETKUX
XPOHUYECKAS CEpAeYHAs HEAOCTATOYHOCTh
LIAPPO3 MEYEHH

YPECKOKHOE KOPOHAPHOE BMELLIATEIHLCTBO
JNEKTpOKapaArorpamma

Amepukanckas [InaGernueckas Acconmanus (American

Diabetes Association)

MJI0IAAb MO KPUBOH «KOHIICHTPAIMS-BPEMSI»

EBponeiickas acconmaiiuss  u3yuenus auadera (European
Association for the Study of Diabetes)

EBporelickoe areHTCTBO M0 JIEKQpCTBEHHBIM CPEACTBAM

YrpaprieHue Mo KOHTPOJIIO 32 KAYeCTBOM MPOAYKTOB MUTAHUS U
JEKapCcTBEeHHBbIX cpeacts CIIA

MexayHapoaHbIi  COBET 1O TapMOHHU3AIMK TEXHHUYECKHX
TpeOoOBaHUil K PEruCTpalvi JICKAPCTBEHHBIX MpemapaToB s
menuuuHckoro  npumeHenuss  (International  Council — for
Harmonisation of Technical Requirements for Pharmaceuticals

for Human Use)

CEpbE3HbIC HEONMAronpusaTHbIE cepacuHble coObiTus  (Major

Adverse Cardiac Events)

N-meTun-D-acnapratHas cucrema
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SOCRATES

UKU

VigiBase

(The Stagesof Change Readiness and Treatment Eagerness
Scale) mikana ctaauii rOTOBHOCTA K U3MEHEHUSM U TOTOBHOCTH

JIEYATHCS )

Udvald for Kliniske Undersogelser Scale (UKU Side-Effect
Rating Scale) - mkana oneHkn MOOOYHOrO JECHCTBHUS

JIEKapCTBEHHBIX MTPENApaToB

I'moGanpHass Ga3a  jgaHHBIX  BcemupHO#l  opraHusaunmu
3JPABOOXPAHEHUST MO OTYeTaM O O€30MaCHOCTA OTACTBHBIX
cnydacB, kKotopas —coaepxkutr  ICSR,  mpeacTtaBiacHHBbIE
YYACTBYIOIIMMH T'OCYAAPCTBAMU-UJICHAMH, YYaCTBYIOLIMMH B
MEKIyHApOAHOW  mporpamme BO3 1m0  MOHUTOPHHTY

JICKAPCTBCHHLIX CPCIACTB.
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I'naBa 1 /lokJInHAYeCKAs U KIMHHYECKAs pa3padoTKa npenaparos,
NMPUMEHSICMBIX VISl JICYCHUS PSIAA KAPIHOJOTHYeCKHX 3a00/1eBaHuii

(KOpOHAPHOT0 CHHAPOMA H 1P.)

Ucnonnurtenu: kana. mMen. Hayk JloOpoBosbekuit A.B., kaHa. Men. Hayk

Pymsuues H A, Cypmuno U1.M.

Beenenue

B Hacrosmiee Bpemst cepacuHo-cocyaucToie 3a0oneBanus (CC3) sBASIOTCS
OCHOBHOM MPUYMHONH CMEPTH B Pa3BUTHIX CTPaHAX, W OXMIAETCS, 4YTO B
OmkaiiiMe rojibl OHM TAK)KE CTAHYT TAKOBBIMU M B Pa3BUBAIOLIMXCS CTpaHax [1,
2]. Cpenn HuX HambOOoJee PACIPOCTPAHEHHBIM SBIISICTCS HMIIEMUYECKas OOJIE3Hb
cepaua (MBC), kotopasi XapakTepH3yeTCsi TSHKECTBIO TEYCHHST W BBICOKOM
CMEPTHOCTBIO.

Tepmun «Octpelii  kopoHapHbiii cuHapom» (OKC) wucnomb3yercs Kak
pabouee ompeacsicHue (MPEABAPUTENBHBIA JUArHO3) Ui J000Tr0 KOMILIEKCA
KJIMHUYECKUX CHMIITOMOB, OOYCJIOBJICHHBIX OCTpOW uIIeMUEH MUOKapaa, B
nepBbie yachl M CyTku 3a0oneBanusa. OKC Bkirovaet B ¢eOs MHPAPKT MHOKap/a
(UM) ¢ nonwemom cermenta ST Ha snextpokapauorpamme (OKCnST), napapkr
muokapaa 6e3 moabema cermeHta ST Ha snextpokapauorpamme (OKCOnST) m
HecTaOWIbHYI0 cTeHoKapauto (HC).

OKC npeacrasnsieT coOoii >KU3HEYTPOXKAIOLIEE MPOSIBJICHUE KOPOHAPHOTO
arepockiiepo3a. OObiuHO OKC 00yCNOBJIEH OCTPhIM TPOMOO30M KOPOHAPHOM
apTepUu, UHIYLIUPOBAHHBIM Pa3pbIBOM WM Pa3pyLICHUEM aTEPOCKIECPOTHUECKON
ONSIMIKK, C COMYyTCTBYIOUICH Ba30KOHCTPUKIMEH WM O€3 HEe, YTO BbI3bIBACT
BHE3AMTHOE M KPUTHUECKOE CHUIKCHHUE KOPOHAPHOTO KpPOBOTOKA. KilroueBbIM
nato(U3MOIOTUYECKAM  3JIEMEHTOM B CJIOXHOM  MPOLECCE  Pa3pyLICHMUS
aTepOCKIEPOTUUYECKON ONSIIKKM sBsSETCs BocmajeHue. HearepockiepoTudeckue
npuunHel OKC (Hanpumep, apTepuuT, KOpOHApHas 3SMOONHMS W JAUCCEKIIHS)

HAOJIIOAAKOTCS PENKO.
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OcHoBabiM cuMmnromoM OKC, kak mpaBuio, sBasercss 0onp B rpyam. Y
NAMEHTOB ¢ OCTPOM OOJIbIO B TPyJM U CTOHKHAM (>20 MHH) MOJBEMOM CETMEHTA
ST na snekrpokapauorpamme (OKI') umeer mecto OKCnST, koTtopeiid 0ObIdHO
OTPaKaeT OCTPYIO MOJHYI KOPOHAPHYIO OKKJIIO3WI0. Y OOJBIIMHCTBA MAUEHTOB
B KOHEUHOM wutore passupactcs MM ¢ mogsemom cermenta ST. IlanueHtsl ¢
ocTpoil OOJbl0 B TpyAW, HO 0€3 croiikoro mnoasema cermeHta ST Ha
OKT'(OKCOnST), uMErOT CTOMKYI0 WIA NPEXOASIIy0 Aenpeccuro cermeHta ST
uHBepcHto 3yonos T, ymomenue 3yonos T, nceBaonopManusanuto 3yonos T, wim
e oTcyTcTBue m3meHeHnid OKI'. Tlpu oOcrienoBaHny, BKIIOYAOMIEM U3MEPEHHE
CEPIACYHOI0 TPOMOHMHA, MOKHO JONOJHUTEIBHO TPOBECTH MPEABAPUTEIbHBIN
middepeHuranbHbii guaruo3 mexxay UM 6e3 noasema cermenta ST n HC.

OKCoOnST Bcrpeuaercs uame, uwem OKCnoST [3, 4] Esxeronnas
3aboneBaemoct OKCONST coctapnsger okono 3 denorek Ha 1000 HaceneHus, u
pasMyacTes B pa3HbIX cTpaHax [S].['ocnuTanbHas CMEPTHOCTh Y TAUEHTOB ¢ UM
¢ noabeMoMm cermeHta ST Beime, yem cpeau naimueHtoB ¢ MM Oe3 moabema
cermeHTa ST (7% 1 3-5%, COOTBETCTBEHHO), HO 4e€pe3 6 MECALEB MOKA3aTen
CMEPTHOCTU CXOAHBI Ipu 000ux cocTosiHUAX (12% 1 13%, cOOTBETCTBEHHO) [3, 6;
7].

JlaHHBIE JONTOCPOYHOrO HAOMIOACHHS CBUACTEIBCTBYKOT O TOM, 4YTO
cmeptHOoCcTh y manueHToB ¢ OKCOnST Beime, ywem y manmentoB ¢ OKCnST.
Hanneie poccuiickoro peructpa OKC PEKOPJI-3 nokazajm, 4TtO 4acTtoTa
CMEPTEIBHBIX MCXO0I0B, PA3BUBILUXCS MOCJE BBIMUCKK U3 CTAllMOHAPA, B TEYCHUE
12 mec mocne OKC, cocraBwia 84% (4,8% npu OKCnoST u 10,5% npu
OKCo6nST) [8]. Uepes 4 roma cMmeptHocTh nanuentoB ¢ OKCOnST B aBa pasza
npesblmacT TakoByr y mnaumeHtoB ¢ OKCoST [7]. [anHoe pasnmuuue B
CPEOHECPOYHOM M JAOJATOCPOYHOM TE€YEHUM MOXKET ObITh  OOYCIIOBJICHO
Pa3TMYHBIMH XapaKTCPUCTUKAMM MAIlMEHTOB, MOCKOJIbKY mareHThl ¢ OKCOnST,
KaK MPaBWJIO, CTapLIe U UMEIOT OOJIBIIE COMYTCTBYIOIMIMX 3a00JICBaHUA, 0COOEHHO

caxapHblif adeT U NOYEUHYI0 HEJOCTATOYHOCTb.
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1.1 O0nacTs npuMeHeHus

Llenbro HACTOSALLETO PykoBoxctsa ABJIAETCA [PEAOCTABIIEHUE
PEKOMEHAMI TPH TMPOBEACHUM UCCICIOBAaHMM MO pa3pabOTKE HOBBIX
JeKapcTBeHHbIX npenaparos i jeueHuss OKC. OCHOBHOE BHUMAHUE YACISAETCA
(hapmakoorudeckomy (MeaukaMmeHTo3HoMY ) Jieuennto OKC, Bkiroyast:

1. [TpodumakTHKy OCHOBHBIX HEOJIArOMPUSATHBIX CEPACYHO-COCYAMCTHIX
OCJIOKHEHUH  (CEpACYHO-COCYIMCTass  CMepTh, HecMepTenbHblik WM m
HECMEPTEIbHBIA WHCYJBT), & TAKXKE COCTOSHHWMA, MPU KOTOPBIX HEOOXOAMMa
CpPOYHasi KOPOHAPHAS PEBACKYJISPU3ALUSL.

2. YMmeHblIeHHE 00beMa HEKp03a MHOKapAa, BO3HUKAKOLIETO Y
nagueHToB ¢ MM, B 1emsIxX COXpaHEHUsl COKPATUTENIbHOW (YHKIHM JIEBOTO
xkenynouka (JDK), mpenorBpamienuss cepaeuHoil HenocrarouHoctd (CH) wu
NPOPUNIAKTUKA APYTUX CEPACUHO-COCYTUCTBIX OCTOMKHEHHIA.

JledeHne oOCTpBIX >KM3HEYTpokawmmx ociaoxkHeHnidi OKC, Takmx Kak
TSDKEJIBIE APUTMHMM, OTEK JIETKAX, KaApAMOTCHHBI MIOK W MEXaHWYECKHE
ocnoxkHeHnst UM, KoTopoe aBiseTcs OMHON U3 eNeil MEAUKAMEHTO3HON TEpanuu
nanueHToB ¢ OKC, Oymer paccmarpuBarhbes B JPYrux PYKOBOJCTBaX. BwiOop
CTpPaTE€rMd  WHBA3UBHOIO  BMEINATENBCTBA  (YPECKOKHOE  KOPOHAPHOE
BMmemareabctBo (UKB) mnm aoprokoponapnoe myHtupoBanue (AKIID)) Taxke

BBIXOOMT 3a paMKKW JaHHOI'O PYKOBOI[CTBa.

1.2 HopmaTuBHas 0a3a U 3HAYUMbIE PYKOBO/ICTBA

Hacrosimee PyKOBOACTBO COOEPIKHUT YKA3aHMS MO MPEAPETUCTPALMOHHOMY
M3YUYEHUIO HOBBIX JIEKAPCTBEHHBIX TMpenaparoB st jedyeHus OKC, kotopeie
JOJKHBI OBITH YUTEHBI MPU MOATOTOBKE PErMCTPALIMOHHOTO AOCHE B COOTBETCTBHU
¢ «lIpaBunamu perucTpalvM M OKCHEPTU3BI JICKAPCTBEHHBIX CPEICTB IS
MEIMLMHCKOTO NMPUMEHEHUSY, YTBEPKIeHHbIMU Pemennem Coseta EBpasuiickoi
SKOHOMHYECKOH Komuccnn OT 3 HosA0pst 2016 . N 78.

Taroke clenyeT NPUHMMATh BO BHUMAHUE AOKYMEHTBI M PYKOBOJCTBA

MexxayHapOAHOTO COBETA MO TapMOHM3AlMM TEXHUYECKMX TPEOOBaHUM K
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perucTpaimm JeKapCTBEHHbIX MPenaparoB i MeauiuHckoro npumenenus (ICH),
0COOEHHO MEPECUUCTICHHBIC HUKE:

eCBe/ICHUSI O 3aBUCUMOCTH «J03a-OTBET» JUIsi OOOCHOBAHHUSI PErHCTpaluu
aekapcTBeHHbIX  cpeAcTB  (Dose-response Information to Support Drug
Registration) (ICHE4).

o¢CTaTuCTUYECKUE TPUHLMIBL  KIMHUYECKAX UccienoBaHuii  (Statistical
Principles for Clinical Trials) (ICHE9).

¢Br100p KOHTPOJIBHO TPYIIBI M CBA3aHHBIE C 3TUM BOMPOCH B KIMHUYECKUX
uccnenopanusx (Choice of control group and related issues in clinical trials)
(ICHE10).

oCTeneHb MOMYJISLMOHHOM — AKCMO3ULIMU  JUIsl  OLIEHKA  KJIMHUYECKOH
oe3onacHocTH JiekapcTBeHHBIX cpenactB (The Extent of Population Exposure to
Assess Clinical Safety for Drugs) (ICHE1A).

eliccneoBanusi [Uisi MOJACPKKH OCOOBIX TPyNN MAIMEHTOB: TIepuaTpus
(Studies in support of special populations: geriatrics) (ICHE7).

e¢O0mmme BONPOCH KIMHUYECKHUX mccaenoBanuil (General considerations for

clinical studies) (ICH E 8)

1.3 BeiGop kpurepues 3¢ PeKTHBHOCTH (KOHEYHBIX TOYEK)

OnpeneneHue KIMHUYECKUX KPUTEPUEB OLEHKH 3(PPEKTUBHOCTH (KOHEUHBIX
TOYEK) B NOATBEPKIAIIMX HCCACAOBAHUAX JOJHKHO COTJIACOBBIBATHCSA €
COOTBETCTBYIOIIMMH  AKTYAIbHBIMA  HALMOHAJIBHBIMM M MEXAYHAPOAHBIMHU
KIIMHAYECKUMU pekoMmeHaarmsamu no jedennro OKCnSTu OKCOnST [9-13] nns
0OJNeryeHnsl MHTEPNPETANMMN PE3YJIBTATOB, A TAKXKE JJI1 BOBMOKHOCTH CPAaBHEHUS
MEXAY KIMHUYECKUMHM HWCCIICIOBAHMSAMM W OKCTPANOJSALUM  PE3YJIbTaTOB
UCCIICIOBAaHUI HAa KIMHUYECKY0 MpakTuky. s mccnenoBaHuii 3QQPeKTUBHOCTH
HOBBIX JIEKAPCTBEHHBIX MpenapatoB y nauueHToB ¢ OKC Haunbonee 3HAYMMBbIMA

ABJIAKOTCA CIICAYIOIUC KOHCYHBLIC TOUYKH.
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1.3.1 CmepTHOCTB

[Tockonbky omHoit w3 neneit jeueHns OKC  sABISIETCA  CHUKEHHUC
CMEPTHOCTH, OHA SABIAETCA BAKHOM KOHEYHOM TOYKOM JUIA  OLICHKH
apdextuBHOCTH. OIlICHKA CMEPTHOCTH B MOATBEPKAAIOIMIMX — KIMHUYECCKUX
UCCAEAOBAHUAX JOJDKHA BKJIIOYATh KAaK CMEPTHOCThH OT JIFOOBIX MPUYMH, TaK W

CMEPTHOCTh OT CEPJICUHO-COCYIUCTHIX 3a00s1eBaHuii (cM. pazaein 5.1).

1.3.2 UnpapkT Muokapaa

UM, Bo3nukimid nociie ycranoenenuss auarnoza OKC (mosropheiii M y
NanueEHTOB ¢ UCXoaHbIM MM ¢ mogbemom/6e3 moabema cermenta ST u modoit UM
y MalKUEHTOB ¢ HECTAOMIBHOM CTEHOKAPAMUEH ), IBISETCS HEOOXOAMMON KOHEUHOM
Toukoi B wuccaenoBanusax npu OKC, u Bcerma JOOMKEH OBITh H3YYEH.
Onpenenenne MM pazpabareiBacTcs Ha NPOTSHKEHUMM MHOTMX JjieT. Ha MoMeHT
COCTaBJICHMsI NAHHOTO PyKOBOACTBA TNPUMEHSIETCS YETBEPTOE YHUBEPCAIBHOE
onpeneneane MM (2019) [14]. Kputepun pauarHoctukn WM  aHanoruvHbl
UCIOJIL3YEMBIM JJIst onpeaeneHnst MM kak yuuThIBaEMOro (MHAEKCHOTO) COOBITHS

OKC (cMm. HIKE).

1.3.3 UHCynbT

HHCYynbT cocTaBiseT HEOONBIIYIO JOJIO OCJIOKHEHUH B HCCIACIOBAHUSIX
OKC. HecmepTenbHblii MHCYIBT CIAEAYET U3y4yaTh TOJIBKO B TOM CIy4ae, €CIU
UMEETCS  palMOHAIbHOEC  OMOJIOTMYECKOEe  OOOCHOBAaHWE,  MO3BOJISIOLIECE
NPEANOJIOKUATE  ONArONPUSATHOES WM  HEOJNArONpUsTHOE BIUSHUE HOBOTO
JIEKQPCTBEHHOI'0 TMpEnapara Ha PUCK pa3BuTUs HMHCYJbTa [15]. B mpoTtuBHOM
Clly4ae BKJIFOUCHHWE HECMEPTEIBLHOTO WHCYJbTa B KOMOMHHUPOBAHHYK) KOHECUYHYHO
TOYKY OUEHKH H(P(PEKTUBHOCTH HE MPUHECET SICHOCTh, HO MOXET YBEJIUYUTH
MOTPENTHOCTD U YCJIOKHUTH MHTEPMPETALUIO MOJYYCHHbBIX TAHHBIX.

OneHKa HECMEPTEILHOIO MHCYJIbTA B MOJATBEPXKIAIOIMIAX HCCIEAOBAHMSIX

JOJKHA BKITFOUATh BCE BUABI MHCYIBTA (CM. paznen 5.3).
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1.3.4 PeBackynsipuzanus

B HEKOTOpBIE KIIMHUYECKUE MCCIEI0BAHMS BKIIFOYAJIMCh KOHEYHBIE TOUKH
kopoHapHo#i peBackyJispuzaiu (UKB wnu AKII) kak KOMIOHEHT NEPBUYHON
KOMOWHHUPOBAHHOM KOHCYHOM TOYKH OLICHKH 3 dexkTuBHOCTH Cc
NPOTUBOPEUYMBBIMU pe3ysibTaramMu [16, 17]. Takue KOHEUHBIE TOUKM CUMTAOTCS
0osee NOAXOIIUIMMH AJI1 MHTEPBEHUMOHHBIX uccienopannii npu YKB/AKIIL, u B
pamkax Hacroswero PyKoBOACTBA MX BKIIFOYEHHME B KAueCTBE NEPBUYHOM
KOHEYHOH TOYKM OUEHKH 3(P(HEKTHBHOCTH JOJKHO OBITH YETKO OOOCHOBAHO, & MX
OLICHKA JOJKHA OBITH MPEABAPUTENIBHO OMPEACICHA U CUCTEMATUYECKH OLICHEHA.
HeoOxommMo  HE3aBUCMMOE  PACCMOTPEHHME  JAHHBIX  KOHEYHBIX  TOYEK
COOTBETCTBYIOIIMMHU  CHELUANIMCTAMM, HE BOBJICYCHHBIMU B  INPOBEICHUE

KIIMHUYCCKOI'o HCCJICAOBAHK A HOBOI'O JICKAPCTBCHHOIO IIpCIIapara.

1.3.5 HecraOunbHas cTeHOKapaus, TpeOYOMIas rocnuTain3anuu

HecraOunbHas CTEHOKApAWs M3ydalach B KIMHHYECKHX HCCIACIOBAHUSIX
OKC. OnmHako #3-3a pa3duvii UCIOJIB3YEMbBIX ONPEACICHUAM, CBA3AHHON C 3TUM
CYOBEKTUBHOCTH W BJUSHUS JIOKATHHOH KIMHUYECKOW TMPAKTHKUA OKa3aHUs
MeauiuHckoi nomou npu HC, naHHYH0 KOHEUHYIO TOUYKY HE PEKOMEHAYETCS
BKJIFOYaTh B TMEPBUYHYID KOMOWHHMPOBAHHYI) KOHEYHYIO TOYKY OILICHKH

3(ppexkTUBHOCTH.

1.3.6 Tpom6o3 cTreHTa

TpoM0603 cTeHTa — PeAKOE OCIONKHEHUE, KOTOPOE MOKET UMETh (paTasibHbIE
nocaencTBusi. TpoMOO3 CTEHTA YUYMTHIBAICS B HEKOTOPBIX PETUCTPAIMOHHBIX
UCCJIEIOBAHUX, HO HE BCET/Ia B COCTaBE MEPBUUHON KOHEUHOH TOUKH. BKiltoueHue
TpoMOO3a CTEHTa B TEPBUYHYI0 KOMOMHUPOBAHHYIO KOHEYHYIO TOUYKY HE
PEKOMEHIYETCS M3-32 HEOMPEJECIIEHHOCTH KIMHMYECKOH 3HAYMMOCTH BCEX
YUUTBHIBAEMBIX OCJIOKHEHUH, 32 MCKITFOUCHUEM «OIPEIETICHHOW» MOJKATErOpuH,
KOTOpask MOXXET UMETh OOJIbIIIEe KIMHUYECKOE 3HAYCHUE, YeM JPYTHe MOTHIIBI.

OtnenbHOM KaTeropuei, ompeaeisieMoi Mo BPEMEHM BO3HUKHOBEHUS, SIBIISIETCS
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TpoM003 cTeHTa BO BpeMsa UKB — peakoe ocnoxHeHHE, MPeACTaBstomee coOoi
Pa3BUTHE OKKIIFO3UPYIOLIETO WM HEOKKITFO3UPYIOLIETO HOBOTO TPOMOA B HEJABHO
MMILTAHTUPOBAHHOM CTEHTE WMJIM PSAOM C HAM JI0 3aBepiueHus npoueaypsl UKB.
B HekoTopeix uccnenoBanusx [18, 19] ObuUto MOKa3aHO, YTO JAHHBIE OCIOKHCHUS
MOI'YT MMETH IMPOTHOCTUYECKYI0 LEHHOCTh. Kak TAaKOBBIE OHM TAKXKE HOJKHBI
OBITb YUTEHBI M MPEICTABJICHBI B KAY€CTBE BTOPHMYHOM KOHEYHOH TOYKH, HO HE

BKJIFOYATHCS B aHAIN3 TPOMOO3a CTEHTA.

1.3.7 OyHKOHS JIEBOTO KEMYI0UKA U CEPACUHAS HETOCTATOUYHOCTh

Hekoropele  JIeKapCTBEHHBIE  CpeACTBA  (TakKME€ KAk  MOIYJISATOPHI
penepy3MOHHOTO  TOBPEXKACHHWS ~ MHUOKapia  WIA  BOCHAICHUS,  WIH
TCHHAS/KJIETOYHAsT Tepanus) pa3pabarhlBAOTCA Uil YIYYIICHUS (QYyHKIHAA
MHOKapAa U YMEHBIICHUS YaCTOThl BOSHUKHOBEHUS CEPACYHON HEAOCTATOYHOCTH.
B stux cnyvasx oueHka (yHKIMM MHOKapJa MOXET WMETh 3HAYCHHE IS
U3YUYCHHS MeEXaHu3Mma JehcTBus, W pa3Butue CH MoOxeT ObITh HMCCIENOBAaHO B
KQueCTBE BTOPUYHOM KOHEYHOW TOukM. BosnukHoBenme CH cnemyer
AHAJIM3UPOBATh KAK KOHEYHYIO TOYKY B uccienoBaHusix I ¢dasel, mpr3BaHHBIX
[IPOJAEMOHCTPUPOBATE TPEUMYILLIECTBO HOBOIO JICKAPCTBEHHOI'O Ipenapara B

OTHOIICHHH CCPACHHO-COCY AUCTBIX HCXOO0B.

1.3.8 KoMOMHAPOBaHHBIE KOHEUHBIE TOUKH

W3-3a 1OBOJBHO HU3KOW 4YacTOTBHl Pa3BUTHs  CEPACYHO-COCYIUCTHIX
OCIIO)KHEHUH B TeueHWE mepuoaa HaOmroaeHus mnocie octpoid ¢asel OKC,
NPUEMJIEMBIMH SIBJISIFOTCS. KOMOWHHUPOBAHHBIE KOHEYHBIE TOYKH, COCTOSILHEC W3
COOTBETCTBYIOIIMX KOMIOHEHTOB, KaK B KQUE€CTBE MEPBUYHBIX, TAK U BTOPHYHBIX
KOHEYHBIX TOUeK. KOMOMHHMpOBaHHAs KOHEYHAs TOYKA, BKJIIOYAKOMIAs CMEPTH OT
CEPIACYHO-COCYAUCTHIX 3a00eBaHuil, HecMepTenbHbli MM M HecMepTenbHbIN
WHCYJIBT (OCHOBHBIE HEOJArONPUITHBIE CEPACUYHO-COCYAUCTBIE OCJOKHEHUS,
MACE) o00BYHO UCHONB30BANACE B PErMCTPALMOHHBIX MCCICAOBAHUIX. B

OOJIBIINHCTBE IIPOBCACHHBIX HUCCJICAOBAHUMN [OJIA HCCMCPTCIIbHBIX HWHCYJIETOB

344



Oblla He3HAYUTENBHOW. COOTBETCTBEHHO, B MOATBEPIKAAOIIMX HCCIICIOBAHUSIX
NPEANOYTUTENBHO M3yYaTh KOMOMHMPOBAHHYIO KOHEYHYIO TOUKY, BKIIFOYAIOLIYIO
TOJIBKO CEPICUYHO-COCYIUCTYHO CMEPTh U HecMmepTenbHbli MM, HecMmeprenbHblit
WHCYJIBT MOXET OBITh BKJIFOUEH B KOMOMHUPOBAHHYI) KOHEYHYIO TOUKY, €CIH 3TO
00ocHOBaHO. [IpM W3y4YeHWM HOBBIX JIEKAPCTBEHHBIX MPEMApPaToB MOTYT
UCIIONIb30BATBCA  PA3JIMUYHBIE  ONPEICICHHUS  HEONAronpusiTHBIX — CEPACYHO-
COCYAMCTBIX OCJIOKHCHUWA. BbIOOD anbTEpPHATMBHBIX KOHEYHBIX TOYEK BMECTO
OCHOBHBIX HEOJArONPHITHBIX CEPACYHO-COCYAUCTHIX OCIOKHEHUIN TOJDKEH OBITh
00ocHOBaH. BktoueHre CyObEKTUBHBIX HCX0JI0B B KOMOMHUPOBAHHYH) KOHEYHYIO
TOYKY, KaK MPABHJIO, HE PEKOMEHAYETCS, TOCKOIBKY OHU MOTYT JTUOO 3aBBICUTH
OLICHKY 3P PEKTUBHOCTH, TMOO Pa3MBITh MOJYYCHHbIE PE3yabTaThl. B ciydae ecim
TaKhe KOHEYHBIC TOUYKH UCIOIB3YOTCS JUIsl OUEHKH 3(PPEKTUBHOCTH, OHU JOJKHBI
ObITb  CTpOro  ompeacneHel W 000CHOBaHbl.  Kakmplii  KOMOOHEHT
KOMOMHUPOBAHHOW NEPBUYHON KOHEYHOW TOUYKM JOJKEH ObITh MPOAHATIM3NPOBAH
B KQ4E€CTBE BTOPUYHON KOHEYHON TOYKH.

B kauecTBe BTOPMYHON KOHEYHOH TOUKH OUEHKHA 3(PPEKTUBHOCTH MOXKET
OBITh  WCMOJB30BAHA YMCTas KJIMHAYECKAs TI0Jb3da, YUMTHIBAIOMIAS Kak
NPEUMYIIECTBA, TaK W MPoOiIeMbl 0€30MAaCHOCTH UCCIIEAYEMOM Tepanuu, €CIH 3TO
BHOCHUT JOTIOJIHUTEIBHBIN BKJIAJ B OLIEHKY COOTHOILIEHUS OJIB3bI U PUCKA HOBOI'O

JICKAPCTBCHHOI'O IIPCIiapara.

1.3.9 Anruorpauueckne KOHEUHbIE TOUKH

B wuccnenoBannsx (UOPMHOTUTHYECKHX JIEKAPCTBEHHBIX TNPENaparoB B
KAueCTBE  KpUTEpUs  OUEHKH  3(P(PEKTHBHOCTH  YaCTO  MCHOJIB3YIOTCS
aQHruorpauyecKkue MCCICAOBAaHUS C MCIOJIB30BAHUEM OLICHKH KOPOHAPHOIO
kpoBotoka no mkajge TIMI (Thrombolysis in Myocardial Infarction). Oanako
NOJIHAs peKaHanu3anus (BOCCTAHOBIIEHME KPOBOTOKA IO WH(pAPKT-CBSI3aHHON
KOPOHApPHOH apTepHM) HE MOXKET PACCMATPUBATBCS KAk CypporarHas OLEHKa
BBDKABACMOCTH TPA  HM3YYEHUH (UOPUHOJIMTUYECKMX CPEACTB, MOCKOJIBKY

HEKOTOPBIE JIEKAPCTBEHHBbIE Mpenaparhl, oOecneunBaroliie Oo0Jiee BBICOKYIO
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YacTOTy IIOJHOW peKaHanu3aluu, 4YeM ajiTerriasa, He IPOAEMOHCTPUPOBAIIH
JOTOJIHUTENBHBIX NPEUMYIIECTB B OTHOLIEHWM BBDKHBAaEMOCTU. [losTOoMy
HamOoJee MOAXOAAIIEH KOHEUHOW TOYKOH SIBISETCS CMEPTHOCTH OT JIFOOBIX
OPUYMH WM K€ KOMOWHHUPOBAHHAs KOHEYHAs TOYKA, PACCMOTPEHHAs BBILIC
(cm. pazgen 4.1). BTopuyHbIE KOHEYHBIE TOYKHM, TAaKWE KaK TOCIHUTAIM3alUs B
cBs3u ¢ CH, usmenenue @ynkumun JIK, BOBHUKHOBEHHUE >KENY TOUKOBBIX apUTMHUN
1 HEOOXOAUMOCTh «cracuTeabHOro» UKB (3KCTPEHHOTO W/WIK MIIaHOBOTO ), TAKIKE

JOJKHBI OBITh PACCMOTPEHBI U OOOCHOBAHHI.

1.4 MeToapl oneHKH 3PPEeKTHBHOCTH

Cnenyer JOKYMEHTUPOBaTh TOYHOE onucaHue >PPEKTOB JICUCHHS,
KOJIMYECTBEHHAS OLICHKA KOTOPBIX SBJSETCS LENBIO TUIAHUPYEMOTO UCCIICTOBAHMSI.
Ot 3P PEKTHI, B CBOKO 0YEPEIb, TOJDKHBI CITY>KATh OCHOBOM AJI BBIOOpA IM3aiiHa
UCCJICIOBAHUS W METOAMKM CTAaTUCTHYECKOTro aHanu3a. JlomkeH OBITh YETKO
0003Ha4YeH Crnoco0 KaYeCTBEHHON M KOJMYECTBEHHOM OLEHKH 3PEeKTa JEUCHHUS,
OCOOCHHO B OTHOLIEHWH COOBITHM, MPOMCXOAAINX MOCIE PaHAOMU3ALNHU, TAKHX
KakK CMepTh, HE cBa3aHHas ¢ CC3, ecnu OHA HE BXOAWT B COCTAB KOHEYHOW TOUYKH
(cMm. pazaen 5.1). [lmaH CTaTMCTUYECKOTO aHajau3a JOJDKEH ObITh THIATEIBHO

pa3paboTaH ¢ y4eToM 3((HEKTOB JICUEHUS, TPEACTABIISIOIINX UHTEPEC.

1.4.1 CmepTHOCTD

Hecmotpst Ha TO, uto cMepth 0T CC3 sBIsIETCS aAeKBATHOW KIMHUYECKON
KOHEYHOH TOYKOH, OTpaKaroleH TeYeHUE 3a00JIEBAHUS, HA KOTOPOE HAIPABICHO
neueHue OKC, cMEPTHOCTH OT JIFOOBIX MPUYMH BO MHOTHX CIIy4asX MOKET OBbITh
Oonee  OPEANMOYTUTENBHBIM  YUYATBIBAEMBIM  COObITHEM.  Mcmonb3oBanue
CMEPTHOCTH OT JIIOOBIX MPUYHAH B KAUECTBE KOHECYHOH TOYKHM (MJIM B KAUECTBE
KOMIOHEHTa KOMOWHHUPOBAHHONH KOHEYHOM TOYKHM) YMPOINAET CTATUCTHYECKHMN
AHAJIN3, TIOCKOJIBKY BCE JIETAJIBbHBIE UCXOABI PACCMATPUBAIOTCA KAK YUYATHIBACMBIE
COOBITHSI, B TO BpEMsl Kak Cllydyau CMEPTH, HE cBs3aHHbie ¢ CC3, HE0OX0aumo

YUYUTBIBATL € IIOMOIIBLIO CTAaTUCTUYCCKOM MOJCIU C COOTBCTCTBYIOIIMMHU
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JOMYIICHUSMA W PUCKAMH CUCTEMATHYECKOH OMMOKM. 3TO MMeEeT 0co0oe
3HAQUYEHUE B TEX UCCIECIOBAHUSIX, KOT/IA TPYIHO MPEACKa3aTh 0KUJAEMYIO YaCTOTY
CMEPTHOCTH, HE cBsA3aHHOM ¢ CC3.

Ecmm oxwmpaemas wactora cMeptH, He cBszanHO ¢ CC3, sBusiercs
HE3HAYUTENIbHOW (HAmpuUMep, Ha OCHOBAHWM PAHEE IMOJYYEHHBIX [AHHBIX B
OTHOIICHWM  AHAJIOTMYHBIX  JIEKAPCTBEHHBIX CPEACTB  W/WIM  MONYJISUUiH
NAUEHTOB), W, CIEAOBATEIBHO, BEPOSATHOCTh CYIIECTBEHHON CHCTEMAaTHYECKON
OMOKKM TpH OLeHKe H>(PQPeKra JeUYCHHUs MOXKET OBITh pPACICHEHA Kak
HE3HAYUTENBHAsA, CMEPTHOCTh OT CC3 MOXET OBbITh KCIOJIB30BAHA B KAueCTBE
NEPBUYHON KOHEYHON TOUKM (MJIM KaK KOMIIOHEHT KOMOMHUPOBAHHOW MEPBUYHOM
KOHEYHON TOYKM), MPH YCIOBUH, YTO BBIOOPKA WCCIEAOBAHUS SIBJISIETCS
PEMPE3EHTATUBHOM MO OTHOIIEHWIO K LEICBOM MOMYJSUMU MAUEHTOB C TOYKH
3pPEHUsT HMCXOJHOTO pUCKa cMeptH, He cBsa3anHoW ¢ CC3. B sTOoM cnyuae
CMEPTHOCTh OT JIFOOBIX MPHYMH JOJDKHA ObITh YYTEHA M MPOAHAIM3MPOBAHA Kak
BTOpPUYHAs KOHEYHAsl TOYKA (MM KaK KOMIIOHEHT KOMOWHWPOBAHHON BTOPUYHOM
KOHEYHOM TOYKH).

HeoOxomumMo B 00s3aTeIbHOM — MOPSAJKE  PErMCTPUPOBAaTh U
LHEHTPAIM30BAHHO PAacCMaTpuBaTh BCE JaHHBIE O CMEPTHOCTH BO  BCEX
uccienoBanusax y manpeHToB ¢ OKC. HeoOXxoaumo NpHIOKHATH YCHIIUS IS
ONPEACTIEHUS] TOYHOM MPUYMHBI CMEPTH YYACTHUKOB HCCIEAOBAHUS (HAPUMED,
BHE3AlHAs CEpACYHAsi CMEPTh, OCTpas CEPACYHAs HEA0CTATOYHOCTh, OCTPHIC

KOPOHAPHBIE OCTIOKHECHHMS ).

1.4.2 UudapkT Mmruokapaa

Jlnarnoctuka UM oCHOBaHa Ha PETMCTPALIMA MOBBILICHUS W/ WIA CHUYKCHUS
KOHUEHTPALMU B KPOBU CEPACYHBIX OMOMAPKEPOB [MPEANOUYTHTENBHO, CEPACYHOTO
TPOMOHWHA], KOTOpasi, MO0 MEHBIIECH MEPE, OTHOKPATHO JOJDKHA MPEBBILATE 99-10
NPOLEHTHIIb BEPXHEH pedepeHTHON rpaHunbl HOpMbL. Bee ciyyan MM moJmKHBI
OBITb YUYTEHBI, a TaKXKE KIACCHPUIMPOBAHBI IO PATMYHBIM MOATUIIAM

(CHOHTaHHBIe, BTOPHUYHBIC I10 OTHOIICHHIO K I[I/IC6aJ'IaH0y MCIKIOY JIOCTABKOM M
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NOTPEOHOCTBIO MHOKapJa B KHUCIOPOAE, NPHUBEAIIME K CMEPTH, KOIJAa
OMPEACIICHUE CEPACUHBIX OMOMAapKEPOB HE OBUIO BO3MOXKHO, cBsizaHHbIe ¢ UKB
umn cBszaHHbie ¢ AKIID) [14]. DT0 0COOCHHO BaKHO, YUWTHIBAs Pa3Iu4YHOE
MIPOTHOCTHYECKOE 3HAYCHUE KaKA0Tr0 THna MM. 110 TO# ke MpuYMHE, a TAKKE IS
NOJATBEPXKICHUS KIMHUYECKONW 3HaUMMOocCTh noctnpoueaypabix UM (UM 4 u 5
TUMNA), TOCICAHUE JOJDKHBI MPOSABIATECS O0Jie€ BBICOKMMH T'PaHHYHBIMA
3HAYCHUSIMH CEPACYHBIX OMOMAPKEPOB (>5- 1 >10-kpaTHOE MPEBBIIICHNUE BEPXHEN
rpanunsl HOpMel 111 KOK-MB wnn >70-kpaTtHoe NPEBBIIIEHAE BEPXHENA TPAHULIBI
HOPMBI JJI1 cepaeuHoro TponoHuHa) [20]. Vka3aHHbIC BBICOKHE TPAHUYHBIC
3HAQYEHMS TAK)KE MOTYT IOMOYb B AMArHOCTUKE MM NpW MCXOIHO MOBBILIEHHOM
COJIEP’)KaHUM OMOMApPKEPOB, UTO SIBJISIETCS 3aTPYIHUTENBHON cuTyanueil. B takux
Cllydasx He0OOX0IMMO MHOTOKPAaTHOE U3MEPEHUE COACPKAHUS B KPOBH CEPACUHBIX
OMOMapKEpOB B JOMOJHEHWE K HOBBIM W3MeHEHHMsM OKI' wnM npusHakam
YXYALIEHUST COKPAaTUTENbHOW (PyHKIMM cepAla, TakuM Kak CeplcdHas

HCAOCTATOYHOCTL WJIM apTCPUaibHaA TMIIOTCH3UA.

1.4.3 UncynbT

HecmoTpst Ha TO, 4TO MUIEMHYECKH MHCYJABT MOXKET OBbITh aJeKBAaTHOMN
KJIMHUYECKOW KOHEYHOH TOYKOH, OTpakarouleil TeueHWe 3a00ieBaHus, Ha
KOTOpYI0 HaueneHbl Meroabl jiedeHus OKC, B KOMOMHMPOBAHHYIO KOHEUHYIO
TOUKY OLEHKH 3(PPEKTUBHOCTH PEKOMEHAYETCS BKIIOYATh WHCYJBT, BbI3BAHHBIM
Ar00bIMM TIpUUMHAMU. ECITM B KaueCTBE KOHEUHON TOYKHM MCIOJIB3YETCS TOJBKO
UIIEMUYECCKUI HWHCYJBT, TO TPOAOJDKEHHE cOOpa JMdaHHBIX Y MAIMEHTOB,
NEPEHECIINX TEMOPPArMYecKuii HMHCYJIbT Ha (JOHE HA3HAUYEHHOTO JICUEHMUS,
SBJISIETCSI HEOOXOAMMBIM, HO MOXKET OKAa3aThCsi HEBO3MOXKHBIM, YTO MPUBEAET K
HEOOXOAMMOCTH 00pa0OTKM HEIOCTAIOUIMX JAHHBIX C TTOMOUIBI0 CTATHCTHYECKOM
MOJIEJIA C COOTBETCTBYIOIIMMHU JAONYUICHUSIMH M PUCKAMU CUCTEMATHUYECKON
omOku. i TOro, 4TOOBI BBHISIBUTH PA3MyMsi MEKAY BIMSHUEM HCCIETYEMO

Tepanuu Ha J(PPEKTUBHOCTL M OE€30MAaCHOCTh, YACTOTa HWHIEMHUYECKUX U

348



reMOPPAarM4eCKUX HWHCYJBTOB JOJDKHA OBITh NPEACTABICHA MO OTACIBbHOCTH
(cM. Takxe paznaen 8.1).

JIMarHo3 UHCybTa (MPU3HAKK U CUMITOMBI OCTPOIO 3MU30/a OYaroBOil Wim
r100aNbHOW HEBPOJOTMUYECKOH TUCRYHKIMM, YKA3bIBAIOIICH HA MOBPEXKICHUE
COCY/I0B FOJIOBHOTO MO3ra, CIIMHHOTO MO3ra WM CETYaTKH B Pe3yjbTare HH(papKTa
WM KPOBOM3IUSHUSA) JOJDKEH OBITh MOATBEPXACH C TMOMOIIBIO BU3yaTM3ALNAN
roJIOBHOro mo3ra. Busyanuzauus ¢ ucnons3oBanueM KT wim MPT ronosHoro
MO3ra TO3BOJIICT ONPEACHNTh JIOKAIU3aUUl0 HHPApPKTA W KPOBOW3JIUASHUSL
CornmacHo COBPEMEHHBIM OOHOBJIEHHBIM OMPEACIICHUSIM, HINEMUYECKHIA HHCYJIBT —
3TO 3MHU30J HEBPOJIOTMYECKONH MUCPYHKIMH, BBI3BAHHBIA OYaroBbIM WH(APKTOM
TOJIOBHOTO MO3ra, CIIAHHOTO MO3ra WA CETYaTku rasa [21], B TO BpeMs Kak
reMOPPAarun4eCKuii  MHCYIBT OOYCIIOBJIEH KPOBOMBIUSHUEM, HE CBSI3aHHBIM C
TPaBMOIA, B TEX ke 00JIACTSX.

HimeMuyeckuii  HMHCYIBT € TEMOPPArdyecKOW KOHBEPCHEN  CHEAYET
paccMarpuBaTh KaK «IEPBHYHO WIIEMHAYECKUi». Iloarpynma «HeonmpeacaeHHbIX
WHCYJIbTOBY» (MHCYJBTOB, HE MMEKOUIMX [JOCTATOYHBIX JOKA3aTENbCTB AJIs
ONMpEACIICHUS WX KAaK WINEMUYECKMX WM TEMOPParnyeckux) MOOJDKHA OBITh
COKpAIEHa, HACKOJIBKO 3TO BO3MOKHO, YTOOBI HAUIeKaUMM 00pa3oM OLICHHUTH
a3¢pdexr m3ywaemoro seueHus. llpenmoniaracmas TPAH3UTOPHAS HLIEMUYECKAS
araka J0J/DKHA paccMarpuBarThbCs Kak HINEMUYECKHW WHCYIBT, €CIIM HMEETCA
NOJIOKATENbHAS HEHPOBH3yanu3alus, NOATBEPKIAIMAs WH(APKT TOJOBHOTO

MO3ra, JaKC CCJIK IMPOAOJLDKUTCIIbHOCTE CUMIITOMOB COCTABJIACT MCHCC 24 4.

1.4.4 PeBackynsipuzanus

Crnenyer onpeneiauTh OCHOBHOE MOKA3aHUE K PEBACKYISPH3ALMH. PECTCHO3
KOPOHApHOH apTepuu, TPOMOO3 CTEHTA WM NPOrpeccupoBaHue 3aboneBanus. B
NOCJICAHEM CIy4Yae MOXKET OBbITh BKIIFOUEHA PEBACKYJISPH3ALMS LICJIEBON apTEPHH.
Heb6maronpusitHeie cOOBITUSI CO CTOPOHBI LENEBOH KOPOHAPHOW apTEPUX B PAaHHHE
CPOKHM Mmocie pepackysapuzaiuu (10 30 cyT) ¢ OosblIEl BEPOSITHOCTHIO BBI3BAHBI

aHFI/IOFpaq)I/ILIeCKI/IMI/I OCJIOKHCHUAMHU, W JOJIDKHBI OBITH IIpoaHaJIn3nPOBaAHbI B
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KauecTBe KOHEYHOH TOYkM Oe3omacHocTH. CrhenyeT Takke YKa3arb 00beM
BMeEIIATENILCTBA (HAMPUMEDP, MMENIHM JIM MECTO PEBACKyJIIpU3allds OJHOTO WA

HECKOJILKMX COCYJIOB).

1.4.5 HecraOunbHas cTeHOKapAus, TpeOYOMIas roCnuTaln3anuu

[Ipyn nnaHUpOBaHMM W TPOBEICHUU HCCIACAOBAHUU CJICAYET UCIOJIB30BAThH
J)KECTKME JIMarHOCTUYECKUE KPUTEPUM  HECTAOWIBHOW  CTeHOKapauu. Jlid
MOATBEPXKICHUS KJIMHUYECKOH 3HAYMMOCTH JAHHOTO OCJIOKHEHHS >KEIaTEIbHO
NOKa3arb, 4YTO OHO NOTpPebOBano peBacKyyspuzanud. C ydY4eTOM TOrO, YTO
JIEKApPCTBCHHBIN Mpenapar, MNpeaoTBpallaromuii cMepth Wi WM, moxer
YBEIMYUTh KOJIMYECTBO MAlMEHTOB, crpajatommx HC, npu aHamuse JaHHOM

KOHCYHOM TOYKHU TAKKE CIICAYCT YUUThIBATh HpO6J’I€MBI LHCH3YPUPOBAaHUA.

1.4.6 TpomOO3 cTeHTa

Cnyuan TpoMOO3a CTEHTA JO/DKHBI OBITh  3apPErUCTPUPOBAHBI U
KIaCCU(UIMPOBAHbl KAK ONPEACICHHBIA, BEPOSTHBIA W  BO3MOXKHBIM B
COOTBETCTBUM C OOHICOPUHATBIMU onpencnacHusMu [22]. Kpome TOro, I0JKHO
OBITb JOKYMEHTUPOBAHO BpEMs BO3HHMKHOBEHHs TpomOo3a cTeHTa (OCTpoe,
NOJOCTPOE, TO3JAHEE M OUYEHb [MO3JHEE), MOCKOJIBKY (AKTOpPbl pHCKA W

KIIMHUYCCKHUC ITOCIICACTBU A PA3/IN4arOTCA B 3aBUCUMOCTH OT BPCMCHHM.

1.4.7 ®yHKOHAS JICBOTO KEMYI0UKA U CEPACUHAS HEOCTATOUYHOCTh

HccenenoBanne cCOKpaTHTENbHONM (DYHKIMU cepALA AOHKHO MPOBOIUTHCS C
UCIOJIb30BAHUEM CaAMBIX COBPEMEHHBIX METOM0B. OHM MOTYT BKJIHOYATh, TOMUMO
MpOYEro, paauoOU30TONHYK BeHTpuKynorpapuo w/umm MPT cepana w/wnm
axokapauorpaduto. OOcienoBanre B Hensx auarHoctukn CH  gomxHO
OPOBOJAMTBHCS B COOTBETCTBMM C  AKTyaJllbHBIMM  HAallMOHANIBHBIMH U

MCKAYHAPOAHBIMHU KIIMHUYCCKUMH PCKOMCHIAUAMMU.
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1.4.8 Anrnorpauueckue KOHEUHbIE TOUKH

KopoHnapHbsle aHruorpaMMsl JOJDKHBI TOJBEPrarbCs LEHTPAIM3OBAHHON
3acnenyicHHol ouenke. B nenom, kpootok TIMI 3 (mosiHas peBackynsipu3anusi) B
uH(papKT-CBA3aHHON aprepuu uyepe3 90 MUH cuutactcs Haumbosee NOAXOISIICH
aHTHOrpauyIeCKOl KOHEYHOM TOYKOM, IMOCKOJIbKY OBUIO TOKa3aHO, YTO OHAa
KOpPpENUpyeT ¢ OnaronpusatHeiM uUcxoaoM MM ¢ TOUYKH 3peHHs CMEPTHOCTH W
(YHKIMKM JIEBOTO JKENyAOuYka. boljiee paHHsAs OLCHKA MPOXOAUMOCTH WH(pAPKT-
cBsi3aHHON aprepun (4epe3 30 w 60 MHMH) MOXET NPEIOCTABHTH BAKHYIO
WH(}OPMALMIO O CKOPOCTH PEKaHaM3aumu. He3aBUCHMO OT TOro, Kakoil MOMEHT
BPEMEHN BbIOpaH B KAUECTBE MEPBUYHON KOHEYHOH TOYKH, OH JOIKEH OBITH
HaJneKamyuM 00pa3oM OOOCHOBAH M NPEABAPUTENBHO ONPEACIEH B NPOTOKOJIE
KJIMHAYECKOTO HCCIEAOBaHUs. Takke CIeayeT perucTpupoBarb TPOMOO3

NPOTE3UPOBAHHBIX APTEPUH (€CITU 3TO MPUMEHUMO).

1.5 Or0op mauuenToB

1.5.1 Uccnenyemas nomynsus

Onpenenenne paznmuunbix noatunoB OKC  mOMKHO OCHOBBIBATBCS HA
COBPEMEHHBIX PYKOBOJCTBAX M HA YHUBEPCAIBHOM omnpenencHun MM, Bkimrouas
UM c nogbemom cermenta ST u UM 6e3 noabsema cermenta ST, a taxxe HC[10—

14].

1.5.2 OKC ¢ nogremom cermenta ST

VY maumeHToB ¢ OCTPOi OOJIbI0 B IPyad W CTOMKHM (>20 MHH) MOABEMOM
cermenTa ST Ha OKI' ycranaemuBaerca nuarno3 OKC ¢ mogbsemom cermenTa ST
(OKCnST) [10, 12].JlaHHO€ COCTOSSHUE OOBIYHO OTPAKAET OCTPYHO MOJHYIO
OKKJTFO3UFO KOPOHApHOW apTepuu. Y OOJBIIMHCTBA MAIMEHTOB B KOHEYHOM WTOIE
pazoBbeTcs MH(ApKT MuUoOKapaa ¢ mnoabeMoMm cermeHta ST. Kpurepum

JMArHOoCTUKKU ocTporo MM onucansl Beilie (cM. pasaen 5.2.).

1.5.3 OKC 0e3 moabema cermenta ST
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VY nanueHToB ¢ OCTPOi OOJIBIO B TPy, HO O€3 CTOMKOIO MoAbEMAa CErMEHTa
ST, ycranaemuBaercs auarHo3 OKC 6e3 noasema cermenta ST (OKConST) [11,
13]. U3menenuss OKI' mMOryT BKIHOYATH NPEeXOAsAMid mnoabem cermeHta ST,
CTOMKYIO WM TpexXosdllyro aenpeccuto cermeHta ST, mHBepcuro 3yOmoB T,
yiomeHue 3yonos T win ncepaoHopManu3anuto 3yonos T, wim xxe OKI' moxer
octraBarbcs HOopMasibHOH. CriekTp KimHMYeckux nposeiaeHuii OKCOonST moxer
BApbUPOBATh OT MOJIHOIO OTCYTCTBHSI CMMITOMOB Ha MOMEHT OOpallcHHs 3a
MEOULIUHCKOW TMOMOIIBI J0 MPOTrPECCUPYIOMIEA HINEMUAM, JJIEKTPUUYECKOU WITA
reMOJIMHAMMYECKOM HECTAOUITBHOCTH b0 OCTaHOBKH cepaua.
[Taromopdosornueckum koppeiasitom OKCOnST Ha ypoBHE MHOKapaa SBISECTCS
HEeKpo3 KapauomuonmtoB (MM 6e3 nmoabema cermenta ST) wnM, pexe, nmemus
MuOKapaa 06e3 rudenu KIeTOK (HecTaOuiibHAs CTEHOKapaus). B HacTosmee Bpems
CEPACUYHBIE TPOIOHMHBI WMIPAKOT BEAYLIYIO POJIb B YCTAHOBJICHWM [MAarHo3a W
cTpaTu(UKALIMKA PUCKA, a TAKXKE MO3BOJIIOT nuddepeHimporars UM 0e3 noabema
cermeHTa ST 1 HecTaOWITbHYIO cTeHoKapauio [11, 13]. B nmonysuuu nanueHToB ¢
OKCOnST yBenmuueHWE YYBCTBHTEIBHOCTH METOJOB OMNPEICIICHHS CEPACYHOIO
TPOIOHWHA NPHBENIO K Oosiee yacToMy BbIsiBicHUI0O MM um Gonee peakomy

YCTAHOBJICHHUIO AAarHo3a HECTAOMILHOM CTCHOKAapAHXH.

1.5.4 Kpurepuu BKJIFOYECHUS

Bxnrouenne (wmm HeBkiroueHue) nauueHroB ¢ OKCnST/MM ¢ noasemom
cermeHta ST u ¢ OKCOnST/UM 6e3 mogbema cermenta ST B OAHO M TO ke
KJIMHUYECKOE MCCIIEI0BAHUE JOJDKHO ObITh OOOCHOBAHO, OCHOBBIBAICh Ha
MEXAHU3ME JACHCTBHS HOBOIO JIEKAPCTBEHHOIO TMpenapara W IJIaHUPyeMOW
npoAoKUTENbHOCTH JieueHus. Ecim o6a Bapumanta OKC m3y4aroTcsi B OTHOM U
TOM K€ KIMHWYECKOM HKCCIECIOBAHUM, TO 00€ MOArPYMIBl MALMEHTOB IOJIKHBI
OBITb TPEACTABICHBI B JOCTATOYHOW cTenmeHu. JlJis MeIMKaMEHTO3HBIX
BMEIIATENILCTB, HAMPABICHHBIX HA MOJOCTPYIO M OTAAJIEHHYIO (pa3el 3a00JIcBaHuUs
(BTOpUYHas NpO(PUIAKTHKA WM CTAOMJIM3alUsl aTePOCKIECPOTUUYECKUX OJISIIEK),

MOkeT ObITh ompaBaaHo m3yudeHne OKCnST m OKCOnSTeB ogHOM M TOM ke
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KIIMHUYECKOM HKCCIECIOBaHUU. BpeMs BKIIOYECHHs MMALKMEHTOB OTHOCHTEIBHO
UHJAEKCHOTO coObiTH OKC M0MKHO OBITh YCTAHOBJICHO W B JOJDKHOW MeEpe
00CY>KJICHO 3apaHee.

Jlons manmentoB ¢ HC (¢ wumemueld MHOKapaa B TOKOE WIA NpU
MUHUMAIBHON HArpy3ke Mpu OTCYTCTBHHM HEKPO3a KapAMOMHUOLIMTOB) COCTABIISET
20-30% ot Becex ciydaeB rocruranuszanmu no nosoay OKC, xors mo mepe
BBE/ICHUST  BBICOKOUYBCTBHTEIBHBIX  METOJOB  ONPEACTEHUS  CEPIACYHBIX
TPOMOHUHOBIOJSI TAKWX MAMEHTOB CHIKACTCA. [l03TOMY MHOrME NalMeHTHI,
KOTOpPbIE pPaHEE MOINM OBITh BKIOYEHBI B MCCICIOBAHME KaK WMEIOIIHNE
«HECTaOMIIBHYI0 CTCHOKApAMIO», B HACTOsMlee Bpemsi OyAyT OTHECEHBI K
nanueHtam ¢ MM 6e3 nogbsema cermenTa ST. JlaHHOE M3MEHEHHE KTacCcu pruKanmm
MOAHUMAET BOMPOC, JOJKEH J ObITh epecMoTpeH auarno3 HC. TMammentsr ¢ HC
NPEACTABIAOT COOOH 0COOYH0 KaTeropuid ¢ TOYKH 3PEHMS PUCKAa M MPOTHO3a,
TPeOYIOLIYI0 MHBIX BMEMIATENLCTB, YeM nanueHTel ¢ OKCOonST/MM 6e3 noasema
cermeHta ST.Omnako, B octpoii (paze OKCOnST muddepenumporare UM 6e3
noabema cermeHta ST ot HC Moxker ObITh 3aTpyAHHTEIBHO, MO3TOMY B
HEKOTOPBIC KIIMHUYECKUE MCCIEAOBAHUS BKJIFOUAIUCH 00€ KaTErOpHH MalMEHTOB.
B menomM, uccieqoBaHWE HOBBIX JIEKAPCTBEHHBIX MMPEMAPATOB y IMALKUECHTOB C
OKCOnST m y manmeHToB C HECTAOWIBHOM CTEHOKapAueill MpeArnoYTUTEIBHO
NPOBOJMTH B PAMKAX OTACIbHBIX KITMHUYECKUX UCCIICIOBAHHNA.

Ecmm paccmarpuBaercss mpoBeacHHE (PUOPHHONMTUYECKOM Tepamnuu, TO
KPUTEPUN BKJIIOYEHHS JOJDKHBI COOTBETCTBOBATH ACHCTBYIOIIMM PYKOBOJCTBAM

no neyeHnto OKCnST B yactu kpuTepreB BKIOUeHUs pu pubpunonmze [10, 12].

1.5.5 Kputepuun HEBKIIKOYEHUS

Ecnv mauyMeHTsl HE COOTBETCTBYIOT BBIIIECYKA3aHHBIM JTMArHOCTHUYECKUM
kputepusm OKC, TO OHM HE NODKHBI MPUHUMATH YYACTHE B MCCIIECIOBAHUAX
HOBBIX JIeKapcTBeHHBIX mpenaparoB npu OKC. Jlpyrue >KM3HEYrpOoKaroImme
COCTOSIHUS, COMPOBOMKAAROIIMECS OONBI0 B TPyAW, TaKUE Kak PacCIOCHUE

AQHEBPHU3MBI AOPTHI, MHONEPUKAPAUT WU TPOMOO3MOOJIMS JIETOYHOM apTepuu,
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TaK)K€ MOTYT MPUBOJUTH K TMOBBIIICHUIO YPOBHS TPOMOHWHOB M BCErAA JOJKHBI
paccmatpuBathes npu auddepenimansioi quarnoctuke OKC [11, 13].

Ecny HOBBIN JIEKAPCTBEHHBIN ITpenapar BIUSET HA CUCTEMY remMocrasa, To
NAlMEHTBl CO 3HAYMTENBHBIM PHCKOM KPOBOTCUYEHMs (HEOABHUI WHCYIIBT,
HEJaBHEE KPOBOTEYCHUE, OOIMPHAS TPABMA WM XUPYPIHYECKOE BMEIATENBCTBO)
W/WIA  CKJIOHHOCTBKO K KPOBOTCUEHUSIM (TPOMOOLIMTONEHHMsS, HapPYyLICHUS
CBEPTBIBAEMOCTH  KPOBHM,  BHYTPUYEPENHBIE  COCYAMCTbIE  3a00JICBAHWSA,
NENTUYECKUE S3Bbl, TeMO(UIUs) MOJDKHBI OBITh OTCTPAHEHBI OT Y4YacTUs B
KIIMHUYECKUX uccnenoBanusx. Creayer oOpaiiare BHHMAHHE HA  BpeMs,
OPOLICAINEE MEXKAY MNPEAbIAYyIIMM NPUMEHECHUEM AQHTHATPETAHTHOTO WA
AHTHKOAryJTHTHOTO JICKAPCTBEHHOIO CPEACTBA M MPUMEHEHUEM HCCIIETYyEMOIO
npenapara (Hampumep, (apMaKOKMHETUUECKHA M, 4TO emie Oojiee BAXKHO,
(apMaKOIMHAMUYECKHI TEPUOJ TOMYBBIBEICHUS OSTUX PAHEE HA3HAYCHHBIX
penaparoB).

B mensix skcTpanosisiuun pe3ysibTaTOB UCCAEA0BAHNS HA Oy YLy LEJIEBYIO
NOMYJISIMID TAlMEHTOB HACTOATEIBHO PEKOMEHAYETCS HE CIUIIKOM Cy>KaTb
KPUTEPAM HEBKIIIOUEHUS. B 4acTHOCTH, MOMMMOPOUMIHBIC MALMEHTHI (HAmpUMED,
NAUEHTBl C TOYEYHOM W/WAM TNEYEHOYHOH HEA0CTAaTOYHOCTBIO, MAUEHTHI C
CEPIACYHOH HEAOCTATOYHOCTBIO) HE JOJDKHBI ABTOMATHMYECKH HCKIIFOUAThCS M3

KIIIOYCBLIX TCPAIICBTHYCCKHUX KIIMHUYCCKUX HUCCJICIOBAHMMA.

1.5.6 Crparudukanus pucka

B KIMHWYECKHMX HMCCAEAOBAHUSX CIHOCOOHOCTh M3y4YaeMoOW Tepamnuu
JEMOHCTPUPOBATH JICUEOHBIH 3PPEKT MOXKET 3aBUCETh OT MCXOJHOIO PUCKA U
O’KMJIAaEMOI 4aCTOThl YUMTHIBAEMbIX COOBITHHA. CTpareruu oOoramieHuss MHOra
UCIOJIB3YIOTCS B KIIMHMYECKMX HWCCACAOBAHMAX IS MOJYYCHHS HEOOXOIUMOTO
KOJIMYECTBA YYMUTHIBACMBIX COOBITHA B Pa3yMHbIC CPOKM MYTEM MPOBEACHUS
UCCIIEA0BAaHUM B OCOOBIX MOArpyNmnax MalyeHTOB, Y KOTOPBIX OXKHAAETCs 0oJice
BBICOKAsh 4acCTOTA YYMTHIBAEMBIX COOBITHH, 4yeM B OOIICH IEIEBOH MOMyJIsAA

MannucHTOB. HpI/I HUCIOJIb30BAHUM  TAKOH cTparcrui, oOHa A0JDKHa OBITH

354



JOTOJIHATENBHO O0CYK/IEHa B KOHTEKCTEC BHEIIHEH BAJIMIHOCTH IOJTYYCHHBIX
PE3YABTATOB ISl 3asBJICHHOIO TTOKA3aHUsl K TPUMEHEHHIO.

B npononHeHue K TpaauIMOHHBIM (DAKTOPAM PUCKA, TEPaneBTHUYCCKHE
uccinenoBanus 111 pazel MoryT BKItOYaTh 00JIEEC IUPOKYIO MOMYISALMIO TAUEHTOB
JUIS BBISIBJICHWS TIPU3HAKOB Pa3ivuusl / MOCTOSHCTBA OTBETA HA JEYCHUE(WIIH
0€30MaCHOCTU)IIPA  Pa3HOM BEIMYMHE pUCKA HEOJArompUsITHBIX  HCXOJIOB.
CornmacHO HalMOHAIBHBIM WM MEXAYHAPOJAHBIM PYKOBOJACTBAM, NPH JICYCHHUH
naueHToB ¢ OKC a1 OUEHKM pUCKA PEKOMEHAYETCS WCHOJB30BaTh TaKHE
mkansl, kak GRACE (Global Registry of Acute Coronary Events) wnu TIMI
JlaHHBIE [OKaJIBl MOTYT HMCIIONB30BATHCS Uil TPOTHO3MPOBAHMS PUCKA OCHOBHBIX
HEOIArONpUATHBIX CEPACYHO-COCYAUCTBIX OCIOKHEHMI. OHU TAK)KE MOJE3HBI IS
OPUHATHS PEIICHUH MO NPOBOAMMOMY JieueHWto. Kpome TOoro, CymecTBYrOT
HIKaIbl, MO3BOJSIONIME OLEHUTh PUCK KPOBOTCUEHHWS (HAMpPUMEP, IIKajia
CRUSADE janga mammentoB ¢ MUMOnST) [11, 13]. Hcnons3oBanue ajist
crpatu(ukanmu pucka OWOMAPKEPOB, OTJIMYHBIX OT TPOMOHWHA, HAMPUMED,
MAapKEPOB MINEMUU W BOCTIAJICHUS (MIIEMUYECKH MOIU(UIUPOBAHHBIA albOyMUH
U CEpACUHBIA OENOK, CBSA3BIBAIOLINI KUPHbIC KUCIOTHI), TpeOyeT MambHEHIIEro
u3yucHus. C peryJaTOPHON TOUYKHM 3pEHUS IJIsl KKAOr0 MalueHTa OO0 JOJKHBI
OBITH YKa3aHbI OLICHKW PUCKA, JIMOO B Marepuaiax MCCIICIOBAHUS JOJHKHBI OBITh
NPEACTABICHBl JOCTAaTOYHbIE JAHHBIE, TMO3BOJSIONIME PACCUUTATh BEJIIMYMHY
pUCKA. AHAINW3, OCHOBAHHBIA HA OLIEHKE PUCKA, MOXKET BHECTH CYIIECCTBEHHBIN
BKJIaJl B MHTEPIPETALMIO PE3YJIBTATOB HMCCIEAOBAHUS, OCOOCHHO NP 3HAYUMO
HEOJHOPOAHBIX MOMyisauusx. OOHAKO OH HE BCETAa MOXET OBITh PEIIAOLINM,
YUUTHIBAS W3BECTHBIE OrPAHMYEHUS CTATHCTHYECKOTO aHaIM3a MNOJArPYIIIL.
BrisBieHre pa3nuHbIX CTEMEHEH PUCKA C UCMONIB30BAHUEM LKA OLICHKH PHUCKA
JOJKHO OBIT 3apaHee ONPEAEIICHO U MPEAYCMOTPEHO B MPOTOKOJIE UCCIICTOBAHMSI.
H3yuenune noarpynn, cPOPMUPOBAHHBIX HAa OCHOBAHMHM IIKal OLEHKW PHCKAa,
MOKET BBISIBUTH HEOOXOJMMOCTh JAIBHEHIINX MPOCHEKTUBHBIX HWCCIICAOBAHUN

HJIM IOCTMAPKCTHHI'OBOI'O Ha6J'IIOI[eHI/I$I B 0COOBIX noarpymimnax nanuCHTOB.
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1.5.7 OcoObie momynsiuu

1.5.7.1 ITaimenThI MOKWIIOTO BO3pacTa

B KIMHWYECKMX HCCIEAOBAHUAX HEOOXOOUMO OOECHEYHTh BKIHOUYCHHE
JOCTAaTOYHOr0 KOJIMYECTBA MOXKUJIBIX ManueHToB (crapuie 70 ner). OOuiyro 6azy
JAHHBIX WCCJICIOBAHMS CJEAYET NPOAHAIM3MPOBATH HA HAJIWYME BO3PACTHBIX
pa3nuuuii, HampuMeEp, MO YacTOTE HEXKENATENbHBIX SBICHUH, 3PPEKTUBHOCTH U
3aBUCUMOCTH  «A03a-3pdexkr». Ecam Takoii J0BOJBHO MNPUOIU3UTEIBHBIN
0030pHBIA aHAIN3 BBISIBUT CYLIECTBEHHBIC PA3TUYHS, TO MOKET MOTPEOOBATHCS MX
JaJIbHEHIIAs OLICHKA.

Oco0oe BHUMaHHWE CIECAYET YACIUTh COMYTCTBYIOIIMM 3a00JIEBAHUSAM
(caxapubiii auaber, XOBJI, mnoye4yHass HEAOCTATOYHOCTh, AHEMHMs) YacCTO
BCTpeyaromumces Kak y nauueHtoB ¢ OKC B 1enom, Tak v 'y NOKUJIbIX NAUEHTOB
¢ OKC B 4acTHOCTH, B TOM YHMCJE B CBA3M C BO3MOKHBIMHM JIEKAPCTBEHHBIMHU

B3auMOJICUCTBUSIMMU.

1.6 MeToaoJiorusi 1 AM3aiH KJIMHHYECKHX UCCJIE0BAHMI

1.6.1 Knuandeckas Gpapmakonorus

3ajauamMil HCCIEIOBAHWH, CBSI3aHHBIX C KIMHHAYECKOH (PapMaKoIOTHEH,
SBJIAFOTCA M3yYeHUE (PAPMAKOAMHAMHAYECKAX W (PAPMAKOKMHETUYECKMX CBOWCTB
HOBOTO JIEKAPCTBEHHOIO Mpenapara y 3A0POBbIX J0OPOBOJBIEB, CTAOWUIBHBIX
NAUEHTOB O00ET0 Moja W y MAUMEHTOB € PA3NIMYHONW CTENEHBK) MOYEYHOH U
NEYCHOYHOH HEN0CTaTOYHOCTH (Mpu HeoOxommmocth). Kpome Toro, crieayer
W3YYNATh JIEKAPCTBEHHBIE B3aMMOJCHCTBHS HOBOIO Mpemapara, B 0COOCHHOCTH C
00s13aTeIbHBIMIA/BO3MOKHBIMU TTPETIapaTaMu, KOTOPbIE OOBIYHO TPUMEHSIOTCS PU
aeuenun  OKC  (Hanpumep,  WHTHOWMTOpPBI  arperaumd  TPOMOOLMTOB,
AHTHKOATYJISTHTBIL, & TAKKE Apyrue npenaparel 1uist JeueHus CC3).

dapMaKOAMHAMUYECKHE  MCCICAOBAHUS  JOJDKHBI  BKJIFOYAaTh  OLICHKY
MEXaHU3Ma(-0B), HaYaJla ¥ MPOJOJIKUTENIBHOCTH (PapMaKOJIOrMUECKOro ACHCTBHS,
a TaKKe NPEIBAPUTEILHOEC WCCICI0BAHUE MEPEHOCUMOCTH / O€30MaCHOCTH.

q)apMaKOI[I/IHaMI/I‘{eCKaH AKTUBHOCTb HOBOI'O JICKAPCTBCHHOI'O IIPpCIapara A0JDKHA
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OBITh M3YyY€HA B MAKCHMAJILHO BO3MOXXHOM OOBEME (HampUMep, B OTHOLICHHUH

BJIWAHWA HA ITOKAa3aTc/Ii reMocra3a u FGMOI[I/IHaMI/IKY).

1.6.2 TepaneBTUYECKHE MTOUCKOBBIE UCCIIEIOBAHUS

1.6.2.1 Llenu u 3agauun

Llenpto JAHHOrO STana KIMHUYECKOH pa3pabOTKW SIBIISIETCS BBISBICHHE
naueHToB ¢ OKC, KOTOpBIM MOKET OBbITh MOJE3E€H HOBBIA JICKAPCTBEHHBIN
npenapar, M YCTaHOBJICHME ONTUMAIBHOTO JMAINa30HA TEPANEBTUYECKHAX 03
(OOBIYHO — TpH MNPUMEHEHWM B KA4YECTBE JONOJHUTEIBHONH TEpamuu K
CYLIECTBYIOIIEMY CTAHJAPTHOMY JICUEHUIO ).

Takne paHHUE KIIMHUYECKUE UCCIICI0BAHMS 3a4aCTy0 OBIBAKOT HAMPABIICHBI
B MEPBYK 0OYEPEIb HA OLEHKY AKTMBHOCTM npenapara. OIHAKO, KIMHUYECKHE
MUCXObl PEKOMEHAYETCS HM3yYarb B KAuyeCTBE BTOPUYHBIX WM TOMCKOBBIX
KOHEYHBIX TOUYEK. [I0CKOIBKY HEKOTOPBIE JIEKAPCTBEHHBIE MPENapaTsl (HanpuMmep,
JUTsl TAPEHTEPATIBHOTO BBEAECHUS) MOTYT OBITh MPEIHA3HAYEHBI K MPUMEHEHHUIO B
TEYCHHE OTPAHMYECHHOTO TMEPUOJAa BPEMEHM, MOKET MOTPEOOBATHCS W3YUYCHHE
NepeEXoaa OT HUX K APYTUM Mpenaparam AJis MPUeEMa BHYTPb.

Kpome TOro, HeoOXOIMMO TONYYUTh NEPBUUHYIO HMHPOPMALMIO 1O
0€30MACHOCTH U ONMPEACIIUTD PEKUM JO3UPOBAHUS TS TTOKUIIBIX TALUEHTOB W AJIsI

MalUEHTOB ¢ (PaKTOpaMU PHCKa.

1.6.2.2 Jluzaiin

Uccnenopanuss moadopa A03 CHEAYET MPOBOJUTH C KMCMHOJb30BAHUEM
PAHIOMU3UPOBAHHOTO, KOHTPOJMPYEMOrO, ABOMHOIO 3aCJICIUICHHOTO JHU3aiiHA.
Paznuunble 10361 JOMKHBI  OBITh  HM3YYEHBI B TEUCHHE TUIAHUPYEMOMA
MPOJIOJKATEBHOCTH MEPUOIA JieUeHUs. PexxuM T03WpoBaHUs, BHIOPAHHBIA ISt
KJIFOUEBBIX KJIMHUYECKUX UCCIICIOBAHUMNA, NOKEH ObITh 0OOCHOBAH pe3yJbTaTaMu
UCCAEA0BAHMM MO MOAOOPY A03bI B OTHOIICHHWH LIEJIEBON TOMYJISIIUN.

[TpOMOIDKATENIBHOCTE  PACCMATPUBAEMBIX  KIIMHUYECKUX — WCCIICTOBAHUIM,

NOMHMMO MPOYErO, 3aBUCUT OT KOHEYHON TOUKHM (KOHEUHBIX TOYEK) U OT 00beMa
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KIIMHUYECKOW MH(OpPMALMK, KOTOPYIO IJIAHUPYETCS MOAY4YuTh. B OOMbIIMHCTBE
CIly4acB LEJIECCOOOPA3HBIM SIBISETCS IUIAHUPOBAHME JOCTATOYHO JUIMTEIIBHOTO
neproaa HaOMIOACHUS Ul OLICHKM YacCTOThl KJIMHUYECKH 3HAYMMBIX COOBITHHA W
OTCPOUYEHHBIX  HEXKENATENBHBIX  JICKAPCTBEHHBIX  pEakUMii  (Hampumep,

TPOMOOLIUTONIEHNH ).

1.6.3 TloaTBEpKAAOIINE TEPANEBTUYECKUE UCCIIEOBAHUS

1.6.3.1 Llenu u 3aaaun

3agayamMu  TOATBEPKIAKOMIMX  MCCICIOBAHUN  SIBJIACTCS  TOJIYUEHHUE
HAJICKHBIX J0KA3aTENBCTB (P(HEKTUBHOCTH, OCHOBAHHBIX HA CHUKEHWUM YaCTOTHI
BO3HUKHOBEHUS KIMHUYECKH 3HAYUMBIX CEPJCYHO-COCYIUCTBIX OCIIOKHEHUMN
(Hanpumep, cmeptn/ MM) B 3apaHee YCTAHOBJICHHBIH MOMEHT BPEMEHH,
00OCHOBAHHBIM MEXaHU3MOM JIEHCTBHS TOpenapara M MPOJOJDKUTEIBHOCTHIO
NpUMEHEHUS. B Takux WCCIENOBaHUIX TAKXKE JOJDKHA OBbITh YCTAHOBJIEHA
0€30MacHOCTh HOBOTO JICKAPCTBEHHOrO Mpenapara B JO3WPOBKE, MpeiaracMoit
JUISl PETUCTPALIHH.

B OONbIIMHCTBE KJIHOYEBBIX TEPANEBTUUYECKUX MCCIIECIOBAHUN B KauyeCTBE
MICPBUYHBIX KPUTEPUEB OLICHKH 3 dexkTuBHOCTH UCIIOJIb3YFOTCS
KOMOWHUPOBAHHBIC KOHEUYHBIE TOYKW. B ONTHUMalIbHOM Cly4ae KaxKIblid
KOMITOHEHT KOMOWHWUPOBAHHOM KOHEYHOHW TOYKM BHOCHUT CBOMl BKJIaJg B
MOJIOKUTENIBHBIA  pe3yJIbTaT. M CCNenoBaHNs, HAMPABICHHBIC HA IMOJYYEHHUE
J0Ka3aTeNbeTB A(P(PEKTUBHOCTH, AOKHBI OCHOBBIBATHCS HA MOATBEPKIAOIIEM
CTaTUCTUYECKOM  moaxoje.  JlaHHBbIE  WCCIECAOBAHUS  JIOJDKHBI  OBITh
KOHTPOJIMPYEMBIMA W PaHJAOMU3UPOBAHHBIMU, KPOME TOro, HEOOXOJAUMO
NPWIOKUTh MAaKCUMAJIbHO BO3MOJKHBIE YCWJIMSL JJii OOECHEYEHUsS] JTBOMHOTO
3acnemieHus. CTaTUCTUYECKUI MeTo 1 (HampuMep, JEMOHCTPalUs MPEBOCXOJICTRA,
TEPANEBTHYECKON 3KBUBAJICHTHOCTH MM HE MEHbBIIEH 3((EKTUBHOCTH) NOJKECH
OBITh MPEABAPUTEILHO OOCYKIICH B MPOTOKOJIE KIIMHUYECKOTO UCCIICIOBAHUSI.

B oraenpHbIX ciiydasx (Hampumep, €Ciii MPOBEICHO MMWPOKOMACIITaA0OHOE,

MHOI'OOCHTPOBOC, MCKAYHAPOJHOC  KIMHHYCCKOC I/ICCHGI[OBaHI/Ie) OJHOTO
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NOJATBEPYKAAOIIETO MCCIENOBAHAS MOXKET OBITH JOCTATOYHO JUIS TOKA3aTeNIbCTBA
3((EKTUBHOCTH HOBOTO JIEKAPCTBEHHOI'O IMpenapara, €Cld Pe3yJIbTaThl 3TOro
UCCIICIOBAHUS  SIBJISIFOTCS.  CTATUCTUYECKM  JTOCTOBEPHBIMM M KIMHHYECKH
3HAYUMBIMH.

[Ipn npoBENCHMM KIMHUYECKUX MCCIEAOBAHUNA HOBOTO JIEKAPCTBEHHOTO
npenapara 0OsA3aTCIbHBIMU YCIOBUSMHU SIBIISIFOTCS M3YYEHHE CMEPTHOCTH OT

TFOOBIX TIPUYMH U TOJATOCPOYHOE TIOCTIEAYIONIee HAOTIOICHHE.

1.6.3.2 ConyTcTBYIOLIAs TEpanus

B nenom, conyTcTByromas Tepanus J0JDKHA OTPaKaTh CTAHAAPTHI OKa3aHUs
meauumHcKkor nomoum npu OKC, onpenensemMple akTyalbHBIMA HALMOHAIBHBIMU
U MEXKIYHAPOJHBIMU KIMHAYECKMMHU pekoMmeHnaumsmu [10-13]. Kpome Toro,
JAHHBIE HAMOHAJIBHOTO peructpa [23] (IpM HATMYMKM W JTOCTYIMHOCTH TAKOBBIX)
MOTYT OBITh TIOJIE3HBI AJIsl onpeaesicHus ctanaapta jieueHuss OKC v npeaocTaBuTh
JOTMOJHUTENBHYIO ~ MHpOPMALMI0  Juisl  pa3pabOTKM  JU3aifiHa  KJIFOUYEBBIX
uccnenoBanuii. CONMyTCTBYHOINAS Tepamus TaKKe JOJDKHA COOTBETCTBOBATH
MCIIOJIB3YEMOM CTpaTernv KOPOHApHOW peBackyyspusaumu. CTeneHb, B KOTOPOH
COIMYTCTBYIOIIAs Tepanus AOHKHA ObITh CTAHIAPTH3MPOBAHA C TOYKHM 3PCHUS
WHBA3UBHBIX BMEIIATENILCTB, CPOKOB, JIEKAPCTBEHHBIX MPEMAPATOB U JO3UPOBAHUS,
OyJeT 3aBUCETh OT MEXaHW3Ma JCHCTBUSI HOBOTO JICKAPCTBEHHOTO Mpenapara wuin
OT LEJNEeH W 3a4a4, MOCTABIEHHBIX B PAaHAOMHM3WPOBAHHOM KOHTPOJIUPYEMOM
UCCIIEIOBAHNK. B KOHEUHOM UTOre, MOKET BOZHUKHYTh HEOOXOAUMOCTh OTPA3HUTh
PEKOMEHJAMU 110 CONMYTCTBYIOLIEH TEPANMM B WHCTPYKLUUH IO NPUMEHEHUIO

HOBOI'0 JICKAPCTBCHHOI'O IIPCIIapara.

1.6.3.3 BeiGop npenapara CpaBHEHHS

B 3aBucuMocti 0T (papMaKOIOrMYECKOro Kacca HOBOTO JIEKAPCTBEHHOTO
npernapara U MEXaHu3Ma €ro ACHCTBHS, A MO3JHUX 3TAMOB Pa3pabOTKA MOTYT
OBITH MPUEMIIEMBI TJ1ALCO00-KOHTPOJIUPYEMBIE W/WIIA AKTUBHO KOHTPOJIUPYEMBIE

ucciiefoBanus. B mob6oM ciayyae, Koraa 3T0 BO3MOKHO M IPUEMIIEMO (HAITpUMED,
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€CIIM MEXAHW3M JCHCTBHS HOBOIO IMpernapara OTJIMYAeTCsl OT CTaHAApTHOM
TEpanuu), MUCCICAYEMBIA mpenapar WM Ianedo claeayeT Ha3HayaTb B
JOTOJIHEHUE K CTAHAAPTHOW Tepanuu, €CIM He 00OCHOBAHO MHOE (HanmpuMep, Ipu
UCCIICIOBAHUM PA3IMYHBIX CTpaTeruii jeueHus). BeiOop mpemapara CpaBHEHUs
JOJDKEH COOTBETCTBOBATh CTaHAApPTaM OKAa3aHUs MEIUMIMHCKON TNOMOLIM B
rocynapctBax-uieHax EADC wu, xenarenbHO, ObITh YHU(PUUMPOBAH BO BCEX

pEeruoHax.

1.6.3.4 IIpon0IKATEIBHOCTh UCCIIEA0OBAHUS

JUIs  HOBBIX JICKAPCTBEHHBIX MNPEMAPATOB, NPECAHA3HAYCHHBIX IS
KPaTKOBPEMEHHOIO NMPUMEHEHUS (HAIPUMEP, OT HECKOJIBKMX YacoB 0 7 CYT), B
NOATBEPXKIAOIIMX MCCICIOBAHUIX TEPBHYHYK) KOHEYHYK) TOUYKY CIEAYET
anamusupoBate uepe3 30 CyT mocie Hauaja Tepanuu. B 3aBUCMMOCTH OT
MEXAHU3Ma JCHCTBUS UCCIIEYEMOT0O Ipenapara, MOKeET ObITh JOMYCTUMOM OLEHKa
NEPBUYHON KOHEUHOW TOYKH 4Yepe3 0osiee KOPOTKHE MPOMEKYTKH BPEMEHH, ECIU
JAHHBIE  TOCHCAYIOUIEr0  HAOMIOJACHHS  TMOATBEPKAAKOT  YCTOWYMBOCTH
nocturaytoro 3¢ @dekra nedeHus. B mo0oM ciydae MOMOJHUTEIBHYIO OIEHKY
3(}(PEKTHBHOCTH CHENYyET MPOBOAMTH 4Yepe3 Ooyiee MPOJODKUTENBHOE BPEMs
(Hammpumep, yepe3 180 cyT), a Takke MO MPOLIECTBUU 00Jee KOPOTKOrO Meproa
BPEMEHM (HAPUMED, B MOMEHT NMPEKPALLEHUS TPUEMA HCCIEAYEMBIX MPEMAPATOB)
B KQUE€CTBE BTOPUYHBIX NOKazareyeh 3(hPeKTUBHOCTH.

B caywae  Oonbmieil MPOMOJDKUTENIBHOCTH ~ MPUMEHEHHS  HOBOTO
JIEKaPCTBEHHOI'O Mpenapara, B MPOTOKOJIE TOJKHA OBITh MPEABAPUTENBHO YKa3aHa
HaAJIeKAIMM 00pa3oM BbIOpaHHAs MPOJOJDKUTEIIBHOCTh EPUOA MOCIIEAYFOIIETO
HAOMOJIEHUsT [JIs TOTO, YTOOBI OLECHHUTH AOITOCPOYHYIO 3(P(EKTUBHOCTh W
0e30macHOCTb. JI0KHO OBITh MPOJEMOHCTPUPOBAHO COXPAHEHUE OIArONPUIATHOTO
COOTHOLIEHMS TOJIb3bI U pHcKa. JKenarenbHO, YTOOBI PE3YJIbTAThl TOJITOCPOYHBIX
UCCIICIOBAHUI  Tarkke ObUIM  PaCCMOTPEHBI  3aCJETUICHHBIM — HE3aBUCUMBIM

KOMHUTCTOM SKCIICPTOB 110 OICHKC KIIMHUYCCKUX COOBITHIA.

360



Ecnu HOBBINA J€KapCTBEHHBIN Npenapar MpeAHAa3HAYEH AJIi NOCTOSTHHOTO
npuMmeHeHus (mociie OKC), TO HEOOXOAMMO TMOATBEPKACHUE OOCTATOYHO
JUTATETBHBIMA UCCIICTIOBAHHUSIMH, JEMOHCTPUPYIOIIUMHA COXPAHCHHUE
OaronpusATHOrO COOTHOLIEHUS! TOJB3bl M PUCKA, B COOTBETCTBUM C 3apaHEe
ONIPEACIICHHON THUIIOTE30M WIM ¢ MPEABAPUTEILHO PACCYUTAHHBIM KOJIMYECTBOM
YUMATHIBAEMBIX COOBITHH (B Cly4yac [OW3aifHA, OMPEIEIIEMOr0 HACTYIJICHHEM

COOBITHIA).

1.6.3.5 OcHOBHOI aHAIN3 U AHAJIU3 OATPY I

baza gaHHBIX A7 OCHOBHOTO aHAJIA3a, OCYLIECTBIISIEMOrO MCCIEA0BATEIEM
WKW, TPEANOYTUTENBHEE, KOMHUTETOM 3KCHEPTOB MO OLECHKE KIMHUYECKUX
COOBITHI, PACCMATPUBAIOLIMM KOHEUYHBIE TOYKH, NOJDKHA ObITh MPEABAPUTEIBHO
ompeAesnicHa B NpoTokoje. OCHOBHOW aHanmu3, OasuMpyroIIMics Ha JaHHBIX,
NOJIYYEHHBIX KOMUTETOM IO OLCHKE KIMHUYECKHX COOBITHIA, SIBISIETCS OCOOECHHO
BOKHBIM, €ClM NOO0YHBIC 3(PPEKThl KCCIEAYEMOro Mpenapara Wid mpenapara
CPABHCHHsI MOTEHLUMAIBHO MOTYT TPHBECTH K CHATHIO  «3aCJICIUICHHUSD
NPOBOAMMOM TEPANUU Y HEKOTOPBIX MAL[UEHTOB.

JUIsi  OCHOBHOTO aHajiM3a MOXKET ObITh BbIOpaHa 00mas YacToTa
YUHATHIBAEMBIX COOBITHH B MPEABAPUTENBHO OMPEACICHHBIE MOMEHTBI BPEMEHH
WIM K€ BpeMs J0 HACTYIUICHHS COOBITHS B TEYECHHE MPEIBAPUTEIBLHO
onpeaeneHHoro nepuoaa. OQHAKO, B JOOOM ClTydae KPUBBIE «BBIKMBACMOCTH
(BPEMEHH 110 HACTYIUIEHHMsI COOBITHs) 3a 3TOT MEPHOJ, a TAKXKE 3a MEPUOI
NOCIEAYIOWEr0  HAOMIOACHUS ~ JOKHBI  OBITh  MPEACTABICHBI  JUIS
KOMOMHMPOBAHHOW KOHEYHOH TOYKM M Ui KaKIOTO €€ KOMIIOHEHTA, YTOOBI
OLICHUTh, CYHIECTBYIOT MEXKAY HUMU PA3TUUHsI WU HET.

KoMMoOHEHTBI  KOMOWHWPOBAHHOH KOHEUHOM TOYKM A(PPEKTUBHOCTH
JOJKHBI OBITh MPOAHAM3UPOBAHBI IO OTIACIBHOCTH JJIs OLEHKA WX BKJIaJa B
oOumie pe3yabTarbl. BKIIOYEHHE CllydyacB CMEPTEH B aHAIM3 OPYIMX OTACIIBHBIX
KOMITOHEHTOB KOMOWHHUPOBAHHON KOHEYHOW TOUYKH (HAmpUMEpP, HECMEPTEIBHOTO

HUM) nomkHO OBITh TINATERHO PACCMOTPEHO W OOOCHOBAHO: JOMYUICHUE,
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COTJIACHO KOTOPOMY IICH3YPUPOBAHUE JAHHBIX HEHMH(OPMATUBHO, MOXKET OBITh
HEpALlMOHAIBHBIM. B onTHUManeHOM ciiydae, pe3yabTarbl aHaIM3a BCEX
KOMIIOHEHTOB ~ KOMOMHMPOBAHHOW  KOHEYHOW  TOYKM  JOJDKHBI  OBITh
cornacoBaHHeIMH. [l0 CTemeHM 3HAYUMOCTH  «CMEPTHOCTH  OT  JIFOOBIX
NPUYMH»MEPAPXUYECCKM JOJDKHA PacCMAaTpPUBATBC KaK HaWOoJiee 3HAYUMBIN
KOMITOHEHT (K MPUMEPY, N30BITOYHAS CMEPTHOCTh HE MOKET OBITh YPABHOBEIICHA
CHI)KCHUEM YACTOThI HECTAOUIIBHON CTEHOKAPIWH ).

Panpomuzanus maumeHToB ¢ OKC pomkHa ObIT CTpatu(uuupoBaHa MO
ocHoBHOMY 3a0oneBanuto (OKCnST / UM ¢ moabemoMm cermMenta ST u OKConST
/UM 06e3 noabema cermenta ST) M 1o peruoHy (eciiv 3T0 NpUuMEHUMO). [Ipyrue
(dakTtoppl pucka (IOJ, BO3PACT) TAaKXKE MOrYT OBITh WCHOJB30BAHbBI s
crparnukanyu npu panaoMuzaund. Crparnuumpyromme  (GakTopbl TOJDKHBI
OBITb OTPA)KECHBI B CTATUCTUYECCKOM aHAIIH3E.

B npoTokone KIMHUYECKOTO0 MCCICAOBAHUs JODKEH OBbITh MPEIyCMOTPEH
aHAIA3 TOATPyNNn JJis MAalMEeHTOB €  Pa3iMYHBIMM  OLECHKAMU  pHUCKa
HEOIaronpusATHBIX MUCXOI0B (CM. pasfen 6.4), a Takke Ui Pa3HbIX CTpaTeruid
KOpoHapHOH peBackynspuzaunu (Hanpumep, AKIL, UYKB, ¢ubOpunonutrueckas
Tepanus), AJis TOro, YTOOBl TPOAEMOHCTPHPOBATH COOCTABUMOCTh PE3YJIBTATOB.

Kpome Toro, MO>KeT IpeaCTaBIsITh MHTEPEC AHAIA3 MOATPYI MALMEHTOB C
Pa3IMYHOM CTEMEHBIO MOBBIIIEHUS CEPACYHOrO TPOonoHuHA I/ T B KpOBH HA MOMEHT
BKIIFOUEHUSI B MCCIEAOBAHME, a TAKXKE C Pa3IMYHON NPOAOIKATEIBHOCTHIO
nepuoja BPEMEHM MEXKAY MOSBICHAEM CHMIITOMOB W HA4yajloM NPHUMCHEHUS

UCCIEAYEMBIX MPEnapaToB (HanpuMep, MeHee 6 4, donee 6 wnu 12 u).

1.6.4 Bonpockl 0€30MacHOCTH

B x0n¢ KMMHUYECKMX MCCIIEA0OBaHNN BCE HEXKENATENIbHBIC SIBJICHUS TOJIKHBI
OBITH TIIATEIBHO JOKYMEHTHPOBaHBL. HamOojee BaKHBIMM M3 HHUX SBISIOTCS
KPOBOTECUEHHE M CMEPTh OT JIFOOBIX Mpu4MH. ClieyeT BHUMATEILHO OTHOCUTHCS K
TEM TMAalUEeHTaM, KOTOPhIC HE CMOTJIM 3aBEPIINTh UCCIICOBAHUE B COOTBETCTBUH C

IIPOTOKOJIOM (B HYaCTHOCTH, BBIOBIBITAM n3-3a HCKCIAaTCIIbHBIX
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SIBJICHUI/HEKETATENBHBIX JIEKAPCTBEHHBIX PEAKIMIA WM W3-3a HEA0CTATOYHOM
3((PEKTUBHOCTH JICYCHHS), UM TEM, Y KOTO BO3HHMKJIA YUYUTHIBACMBIE COOBITHS
KOHEYHOH Toukn. HaOmrogeHuwe 3a 3TUMM MallMEHTaMW BAaXKHO IS MOJIyYCHUS
CBEJCHHIA O TOJTOCPOYHOM O€30MaCHOCTH HOBOTO JIEKAPCTBEHHOTO Mpenapara.

Ocoboe BHHMMaHHE TpeOyeTcs MPU HM3YYEHUM O€30MacHOCTH B TPyMmax
BBICOKOI'O PUCKA (HAMPUMED, MAMEHTHI C HAPYIICHHEM (PYHKIIMW NIEYECHH, TOYEK U
JAPYTHX OPraHoB, JULAa MOXXWAJIOT0 BO3pacTa, MAUUEHTHI C K3OBITOYHOW WK
HEJOCTATOYHOM Maccoi Tena). Kpome Toro, moikHa ObITh MPEAOCTABIICHA Jt00ast
JOCTYMHAsl MHPOPMALKS O KIMHAYECKAX CUMIITOMAX W JICUEOHBIX MEPOMPUATHIIX
MIPA CIIYYaHHON TTEPEeT03UPOBKE HOBOI'O JIEKAPCTBEHHOTO Mperapara.

Cnenyer  TOpPHJIOXKUTH  MAKCHUMAJbHBICE  YCHIUS Ul HM3YUYEHUS
NOTCHUMAIBHBIX HEKENATENBHBIX JIEKAPCTBEHHBIX PEAKUWi, KOTOPbIE B LEJIOM
XapaKkTepHBl JJsl JIEKAPCTBEHHBIX TNpenaparoB, npumeHsiembix npu OKC; B

0COOEHHOCTH, MEPEYNCIICHHBIX HIKE.

1.6.4.1 KpoBoTeucHus

KpoBoTeueHue SBIAETCS OCHOBHBIM OCJIOKHEHMEM aQHTHKOATYJISTHTHOM
(QaHTUTPOMOOTHYECKOM) M AQHTHArPEraHTHOH (aHTUTPOMOOLMTAPHON) Tepanuu
[24]. Kak u mnpu ouneHke >PPEKTUBHOCTH, HACTOSTEIIBHO PEKOMEHAYETCS
PACCMOTPEHHE BCEX CIY4YacB KPOBOTCUEHUH LEHTPAJIbHBIM HE3aBUCUMBIM
KOMHUTETOM JKCIEPTOB € MCHOJBb30BAHUEM 3aPAHEE OMPEACTICHHBIX TPAaHMYHBIX
3HAYECHUN U YE€TKUX ONPEACIICHAN KPOBOTCUCHHS.

B wuccnenoBanmsax mo moadopy 03bl  PEKOMEHAYETCS HMCHOJIb30BATH
YyBCTBUTEIBHYI0 KOMOMHUPOBAHHYIO KOHEYHYIO TOUKY O€30MACHOCTH ISl OLUEHKH
pHCKAa KpOBOTEYCHHs (HANPHUMEP. COBOKYNHOCTb OOJBIIMX W KIMHUYECKA
3HAYUMBIX HEOOJBIINX KPOBOTCUCHUH ).

B KIHOYEBBIX  TEPANEBTUYECKMX  MCCICIOBAHUAX  PEKOMEHIYEMOW
NEPBUYHON KOHEUHOM TOUYKOM O€30MacHOCTH SBIACTCA OONBIIOE KPOBOTCUYCHHE,
OJTHAKO CIICAYET TAKXKE MPOaHAIM3UPOBATh COBOKYMHOCT OOJBIINX U KIIMHUYECKA

3HAUUMBIX HEOOJIBIIMX KPOBOTEYECHHH (KaK BTOPUYHYO KOHEUHYIO TOUKY ).
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Jlg Bcex ciaydacB KPOBOTEYECHHS PEKOMEHAYETCS MPEICTABUTH OMHCAHWE
TSOKECTH (HANpUMEP, >KU3HEYTPOXKAIOIICE WM HEKU3HEYTPOXKAKoIIEe OO0JIbIIOoe
KPOBOTECUEHHE), JIOKAIM3ALMKA (HAMPUMEP, BHYTPHYEPEIHOE, O KEIYI0YHO-
KHMIIEYHOE, U T.A.) 1 BPEMEHU BO3HUKHOBEHUS (HATPUMEDP, MOCPEACTBOM aHAIU3a
BPEMEHM 10 HACTYIUIEHUS COOBITHSA ).

JlomkHa OBITH MpEACTaBIEHA Ipajalysi KPOBOTCUEHWH B COOTBETCTBUM C
oOmenpu3HanHoi knaccupukanueit. Y mnanueHto ¢ OKC  HCMOAb30BAUCH
pa3NMyYHbIC OMpPEACTCHUS KPOBOTCUEHMH. JlaHHAs HEOAHOPOAHOCTH YCIIOKHSET
UHTEPHpEeTaM0 npoduias Oe30MacHOCTH B PA3IMYHBIX HCCAeAoBaHUIX. Jo
HACTOSIIErO0 BPEMEHM HE JOCTUTHYTO COIMVIAICHHE MO €AMHON Kiaccu(pukanmu
kposoteueHnii pu OKC. Hampumep, panee ucnosb3oBavch kpurepun TIMI
(Gonbume u manbie kpoBoTedueHus no TIMI) m GUSTO (The Global Use of
Strategies to Open Occluded Arteries), KOTOpbie, Kak ObLJIO YCTaHOBJICHO,
HE3aBHCHMO KOPPEIMPYIOT C MOCICAYIOIMM PUCKOM CMepTH. PekoMeHayercs
OPEAYCMOTPETh OMMCAHHUE CIIYYacB KPOBOTECUEHUS C MCMHOJIB30BAHUEM JIBYX
npueMIeMbIX onpeaencHuii (Hanpumep, kpurepueB GUSTO, TIMI u BARC [25]),
Opy TUIAHAPOBAHWM KJIMHWUYECKMX WCCIAECAOBAHUNA W/WIM MPUA COCTaBJICHHUU
PETUCTPALMOHHOTO JTOChE HOBOTO JICKAPCTBEHHOIO Mpenapara Juisl Yiay4lICHUs
CPABHHUTEIIBHOW OLICHKM KOHEUYHBIX TOYEK OC30MACHOCTH, NOJYYEHHBIX MPU
W3YYCHUH PpA3JIMYHbIX JIEKAPCTBEHHBIX CPEACTB M B PA3HBIX KIMHUYECKUX
UCCIICTOBAHUSIX.

Kpome TOro, BKJIFOUEHHWE B KOHECUYHBIE TOYKH OOJIBIIMX KPOBOTEUEHWI MO
onpeaenennto ISTH (MexayHapoaHoro coo0uecTsa no TpoM003y U reMocTasy)
[26] MOkeT OBITh MOJE3HBIM AJII CPABHEHHWS 4YaCTOTHI OOJBIINX KPOBOTCUYCHHMA
OPHA MPUMEHEHUH CXOJHBIX JIEKAPCTBEHHBIX MPENAPATOB MO PAa3HBIM MOKA3aHUSIM
(HanpuMep, AJis TPOPUIIAKTUKA UHCYJIbTA, TPU (PUOPUIUISLINKN NIPEACEPANUNA W/ Uan
JUTS JICYEHUSI BEHO3HOU TPOMO03MOOIUN).

PekoMeHayeTcss  HMCMONB30BaTh OJHM WM T€  JKE€  ONPEICICHHS
(knaccu(puKalvv ) KpOBOTEUCHHUM HA MPOTSKEHUU BCEH MPOrpaMMbl KJIMHUYECKOH

pa3padOTKM  HOBOTO  JIGKAPCTBEHHOTO  mpemapara. HeoOxomuMm — aHamm3

364



KPOBOTCUEHUI B MOArPYyNmax MNalMeHTOB, KOTOPbIM MPOBOJWIICH WM HE
NPOBOAMIIMCH MHBA3MBHBIE BMemarenbeTBa (UKB nnu AKI).

Tpancdy3us KpOBH WJIM 3PUTPOLMTHONH MAacchl, BBeAcHUE (HAKTOPOB
CBEPTHIBAHUSI KPOBH, MPUMECHEHUE CIECHU(PUUECKAX AHTUIOTOB WJIM MU3MEHEHUE
COIYTCTBYIOLIEH Tepanuu SIBJSIOTCS JOMOJHUTEIBbHBIMHM MOKA3aTEASIMU THKECTH
KPOBOTCYEHHS] MW, COOTBETCTBEHHO, JOJOKHBI OBITh THIATEIBHBIM  00pa3oM
JOKYMEHTUPOBaHbl (C yKa3aHWEM KPATHOCTH TpaHC(Py3WW/HA3HAUYECHUS W
BPEMEHHOM CBS3H C MPUMEHEHUEM HCCIIEAYyEMOr0 Mpenapara u/miii ¢ UHBa3UBHBIM

BMEIIATEILCTBOM ).

1.6.4.2 CMePTHOCTH OT JFOOBIX MPUYNH

[ToMuMO TOro, YTO CMEPTHOCTH OT JIOOBIX MPUYMH SIBISETCS YaCTBIO
NEPBUYHON KOHEUHOM TOUYKM OLCHKM 3(P(PEKTHBHOCTH, OHA TAKKE UMEET BAKHOE
3HAYCHHWE U1 OLIEHKM O€30MacHOCTH HOBOIO JIEKAPCTBEHHOI'O IIpenapara B
TEYEHUE BCErO Nepuoaa uccienopanus. JIroOele HaOMOaaEMbIE HECOOTBETCTBHS B
CMEPTHOCTH, HE CBSI3aHHOM C CEPACYHO-COCYAMCTHIMHU 3a00JICBAHHUIMM, JOJKHBI

OBITh QHATM3UPOBAHBI HAUIEKAMUM 00Pa30M.

1.6.4.3 TpoMOOLMTONICHUS

M3BECTHO, YTO TemapuHbl W WHTAOUTOPBHI arperaumm  TPOMOOLMTOB
BBI3bIBAIOT TPOMOOLIMTONEHUIO (OCTPYI0 M OTCPOYEHHYIO), KOTOpask MOXKET OBITh
BBIPOKEHHOW M MPUBOJUTH K TSHKEIBIM KPOBOTCUEHHMSM JTMOO BBI3BIBATH WHBIE
OCJIO’)KHEHUS! (HAmpuUMeEp, TenapuH-UHAYLIUPOBAHHAS TPOMOOLUMTONCHUAS TPU
OPUMEHEHUM  remapuHoB).  COOTBETCTBEHHO,  HEOOXOAMMO  TIIATEIBHO
KOHTPOJIMPOBAaTh KOJIMYECTBO TPOMOOLIMTOB BO BPEMsS TEpanvu W TMOCIE €€
3aBepieHus. s Bcex cnydaeB TPOMOOLMTONEHUH AOKHA ObITh MPEACTaBICHA
uH(pOpMaLMs O CTENEHU, BPEMEHN BOCCTAHOBJIEHMS M UCXoje. boisee Toro, ecnu
notpedoBaiack TpaHC(y3us TPOMOOLMTOB, TO JOJDKHBI OBITH MOAPOOHO
JOKYMEHTUPOBAHbI KOJMYECTBO TPAHC(PyY3Hii 1 BPEMEHHAS CBSI3b ¢ TPUMECHEHUEM

UCCIIEAYEMOTO Tpenapara u/uivu ¢ THBa3UBHBIM BMENIATEIbCTBOM.
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1.6.4.4 CuHOpOM OTMEHBI

TepaneBTUYECKUE KIIMHUYECKUE UCCIICIOBAHMS JOJDKHBI BKIIIOUYATh OLICHKY
COOBITHI, KOTOPBIE CUHTAKOTCA XAPAKTEPHBIMU JJIi BO3MOKHOTO CHHIPOMA
OTMEHBI (HATPUMEDP, 3HAYUTEILHOE YBEIMUYECHUE YACTOTHI MPUCTYTIOB CTCHOKAPAUU
u/unu pazgutue UM w/uimm cMepTh WWim Jpyrue TPOMOOTHUYECKUE OCIIOKHEHHMS)

MOCJIe OTMEHBI UCCIIEyeMOTO TIpenapara.

1.6.4.5 BimsiHue Ha 1abopaTOpPHBIE TOKA3aTENN

TepaneBTUUECKUE  KIIMHUYECKUE  HCCIEAOBAHWS  JOJDKHBI  BKIIKOUATh
U3YYCHHE BIUSHUS HA KOJMYECTBO JICHKOLMTOB WM 3PUTPOLUTOB. OCOOEHHO
BAYKHBIM SIBJISIETCS IOMCK OTBETA HA BOIMPOC, MOTYT JIM HAOJIFOIaEMbIE N3MEHEHUS
OBITE OOBSCHEHBI PaHEE MPOM3OLIECAINNM KpoBoTeueHueM. Kpome toro, ocoboe
BHUMAHUE CIEAYET YACIATh MOBBIIIEHUIO AKTUBHOCTH «IIEYEHOUHBIXY» (PEPMEHTOB,
NOBBIIIEHUIO KOHLIEHTPALMK KPEATUHUHA U BO3MOKHOMY OOPAa30BaHHUIO aHTHUTEN K

HOBOMY JICKQpCTBEHHOMY Ipernapary.

1.6.4.6 BausiHue Ha COMYTCTBYIOMME 3a00JI€BAHUS
TepaneBTUYECKUE KIIMHUYCCKUE UCCIICAOBAHUS JOJDKHBI BKJIIOYATh OLICHKY
BJIMSIHUSI HOBOT'O Npenapara Ha (PYHKIUIO MOPAKEHHBIX OPraHoOB (HampUMEp, Ha

(YHKLMIO IOYEK Y MALMEHTOB C MOYEYHONW HEAOCTATOUYHOCTBIO).
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I'maa 2 /loxknuHMYeCKAass W KJIHHHYECKAs pa3pad0TKa Npenaparos,

NPUMECHACMbIX AJIA JICUCHHS zmaﬁeTa

HUcnomuutenu: kana. mend. Hayk [Ipockypuna M. A., kaua. men. vayk ['opckas T.E.,
Wnbun P.C.

Bsenenne
Caxapupiii muaber (CJ) — sto rpynna mertadommyeckux (OOMEHHBIX)

3a00JICBaHNN, XAPAKTEPU3YIOIIMXCA XPOHMYECKOH THIEPIIUKEMUECH, KOTOpas
SABJISIETCS PE3YIBTATOM HAPYLICHUS CEKPELIMN MHCYJIMHA, ACHCTBUS MHCYJIMHA WA
oboux atHX (aktopoB [27]. CJI — CUCTEMHOE TE€TEPOreHHOE 3a00JICBAHUE.
VYuuteiBass rereporeHHocth  CJI, oco0oe 3HaueHHE MOPUOOPETAET  €ro
KJaccu(pukanus, KOTOpas MEPUOJMYECKH TMEPECMATPUBACTCS M yTOYHseTcs. B
Poccuiickoit ®enepanuu ucnonsdyercs knaccupukamms CJI BO3 1999 r. ¢

nonojgHeHusMu (Tadbmmna b.1).

Tabmuma b.1 - Knaccupukanus caxapuoro auadbera (BO3, 1999, ¢
JOTMOTHEHUSIMHA ) [27]

Ca1 Hectpykuusi  0eTa-KJIETOK  TOIKENYIOYHOH  KeNe3bl,
. HNmMmyHOONIOCpEnOBaHHbIN | OOBIYHO TPUBOAAIIAs K  aOCONMIOTHOM — MHCYJIMHOBOH
. Hnnonarnyeckuii He0CTaTOYHOCTH

Cl2 C IPEUMYIIECTBEHHON HHCYJIMHOPE3UCTEHTHO-

CTBIO U OTHOCUTENIbHOM HEAOCTATOYHOCTHIO MHCYJIMHA WU
C MPEeUMYIIECTBEHHbIM HapyIIEHUEM CEKPELMN WHCYJHHA C
MHCYJINHOPE3UCTEHTHOCTBIO WK Oe3 Hee

Hpyrue crnenuduueckue Tunbl | I 'eHeTnueckue nedextsl byHKIMH OeTa-KJIeToK
Ca MOJIKETYA0UHON XKene3bl

I'enernyeckne neekThl NEHCTBUS MHCYJIMHA

3aboneBaHus SK30KPHHHOHN YaCTH MOMKEITYTOUHOM JKeNe3bl
DHAOKPUHOIIATUH

C/1, vHAYLMPOBAHHBIN JIEKAPCTBEHHBIMU TIpenapaTaMy WU
XUMHUYECKUMH BELIECTBAMHU

HNnpexunu

HeoObruHbie (OpMBI IMMYHOJIOTHYECKH OIOCPEAOBAHHOTO
CA

Jlpyrue reHeTudeckiue CUHAPOMBI, HHOTAA COUETAIOIINECs C

CA

I'ectatmonnsii C/1 BosHukaer Bo Bpemsi 6epeMeHHOCTI/I1

T
IIpumeuanue — ° Kpome manudecrroro CJ1
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B cooTBeTcTBMM ¢ naHHON KnaccU(pUKaUMEH BBIACISIOT 2 OCHOBHBIX THIIA
CH: CO 1 tuna (CJA1) w CI 2 tuna (CH2). CII1 BO3HHMKAET B pPe3yJbTare
paspymieHuss OoJiblICH YacTW O€Ta-KJIETOK  MOJUKENYJO0YHOM  JKENe3bl ¢
aOCOJIFOTHBIM, TO €CThb PE3KO BBIPQKECHHBIM AE(QUIMTOM HHCYJIMHA B OPraHU3ME.
Cl2 nmporekacT ¢ TOPEHMYIICCTBEHHOH  MHCYJIMHOPE3UCTEHTHOCTBIO U
OTHOCHUTEJIbHOM HEIOCTATOYHOCTBIO HWHCYJIMHA WM C [PEUMYLICCTBCHHBIM
HAPYLICHUEM CEKPELMM MHCYJIMHA C HHCYJIMHOPE3UCTEHTHOCTBIO I O€3 Hee.

CI2 — camaa pacrnpocTtpaHeHHas (opma 3Toro 3a00JIcBaHWs, Ha HEE
npuxoautcs 6oaee 90% Bcex 3aperucTpupoBaHHbIX ciaydaeB CI.

Cl2 npencraBnsier co0Oi  3HAUMMYK TPoOJEMY  OOIIECTBEHHOTO
3IPAaBOOXPAHEHUS, SBISASACH XPOHMYECKMM COMATHYECKMM  3a00JEBAHUEM,
OPUBOJSALINM K PA3BUTHIO TSDKEIBIX OCIOKHEHWI. XPOHUYECKas THICPIITMKEMUS
npu C/12 conpoBOKIAETCs MOBPEXKICHUEM, TUCPYHKIUECH W HETOCTATOYHOCTHIO
PA3JIMYHBIX OPraHOB, OCOOEHHO IJIa3, MOYEK, HEPBOB, CEPALA M KPOBEHOCHBIX
cocyoB.  JIONTOCpPOYHBIE  OCIIOKHEHUS ~ BKIIFOYAKOT  MAaKPOCOCYJHCTHIE
(KOpOHapHBIe,  LEpeOPOBACKYJISIpHBIE W NEpU(PEPUUECKHEe  COCYAMCTHIE
3a00JIcBaHMsI) U1 MHKPOCOCYAMCTBIE OCIIOKHECHHS (pEeTUHOMATUS, HeQponaThs U
HelponaTus).

Bo Bcem mupe mpoucxomut yeBenuueHue pacnpocrpaseHHoctu CJI. Ilo
oilcHkaM  MexnyHapoaHoit  denepanu  auadera  (International — Diabetes
Federation, IDF) B 2019 r. pacnpoctpanenHocts CJ[ cocrapmia 9,3% mMupoBoro
HaceneHust (463 wmiH 4yenoBek), K 2030 T. TOPOTHO3MPYETCS YBEIUYCHHE
konuuecTBa naureHtoB Ha 10,2% (578 mnn wenoBek) u k 2045 r. Ha 10,9%
(700 muH yenoBek) [28].

B Poccuiickoit denepanmy, KaKk U BO BCEX CTpaHaX MUpa, OTMEYAETCS
3HaUMMBIA pocT pacnpoctpaneHHocTH CJI. 1o nanHbiM DenepabHOTO PErucTpa
nauueHToB ¢ CJI, B Poccmiickoii ®@enepaumu Ha 01.01.2021 r. Ha qucnancepHOM
ydeTe cocTosuio okono 4,8 MiH. 4enoBek, u3 Hux CJ12 ObU1 IMAarHOCTHPOBAH Y

4,43 maH. yenosek (92,5%), C1 —y 265 teic. yenosek (5,5%) [27].
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Pesynprarsl MacIITabHOTO POCCHICKOTO SMUAEMHAOIOTHIECKOTO
uccienoBanus (NATION) nmoaTBepAaroT, 4TO AMATHOCTHPYETCA Jmub 54%
cinyyaeB CJ[ 2. Takum o0Opa3om, peasibHasi YUCJICHHOCTh nanueHToB ¢ C/| B PO He
MeHee 10 MITH. denmoBek (0K0J10 7% HACENEHUS ), UTO MPEACTABISET YPE3BbIUANHY IO
yIrpo3y Uisl JOJTOCPOYHON MEPCHEKTUBBI, MOCKOJIBKY y 3HAYMTEIBHOW YacTH
naueHToB C/] ocTaeTcs HE AMArHOCTUPOBAHHBIM, 4, CJEAOBATENIBHO, MALMEHTHI
HE TIONYYarOT JICUCHUS W MMEIOT BBICOKMIA PHUCK PAa3BUTUS COCYAMCTBIX
OCJIOKHEHUH [27].

[Iporpeccupyrommii  poct koauuecTBa nanueHtoB ¢ CJ[2 mpoBOauT K
YBEJIIMYEHUIO MOTPEOHOCTH B TMNOMIMKEMHYECKHX JICKAPCTBEHHBIX Mpenaparax
(I'TJITD).

Gdapmakorepanuss nmanueHToB ¢ CJ/[2  BKIOYACT MNPUMEHECHHE KAk
nepopasibHbIX [ TJILL, Tak u ['TJIIT auig mapeHTepaibHOro MPUMEHEHHUS.

I[Ipu neyenmm CJ12  HEOOXOOMMO  NPUIEPKUBATBCA  CTPATETHU
MHOTO(AKTOPHOTO BO3ACHCTBHS M, MOMHUMO QJCKBAaTHOIO TIMKEMHYECKOIO
KOHTPOJIS, CTPEMHTbCS JOCTUTaTh LIENIEBBIX TOKA3aTeJie  apTepUaibHOIO
naieHus (AJl), nmanuaHOro oOMEHa, NMPUMEHSTH JIEKAPCTBEHHBIE MPENapaThl
(JIIT), BnusitOIIME HA CHUKEHUE PUCKA CEPACUHO-COCYAUCTHIX HcxoaoB (CCH);
MoAu(pUIMPOBaTh 00pa3 >KU3HU (BKJIKOYAs (PU3NUYECKYHD aKTUBHOCTbH, CHUKEHUE
MaccChl TeNa MpPU HEOOXOAUMOCTH, OTKAa3 OT KYpeHHWs W Ap.). MHOrogakTopHeie
OPUHLMIB  TEPAMA  MOTYT HE TOJBKO 3HAUMTENIBHO CHHXKaThb  PHUCK
MUKPOCOCYIUCTBIX oOciokHeHnid u CCH, HO W TOpPUBOOUTH K CHWKCHHUIO
CMEPTHOCTH y manueHToB ¢ CI12.

WupuBuayanbHblii moaxod K jeueHuto ClI2 sBisieTcs TPUOPUTETHBIM TPU
BbIOOpe TakTukh JicueHUus. [1pu BeiOope ['TJII HEoOX0auMO MPOBOAMTH OLICHKY
WHAMBUAYAIBHBIX XAPAKTEPUCTHUK MNAlMEHTA (YUYATHIBATH YKA3aHWS HAa BBICOKHM
pHuCK cepacuHo-cocyaucThix 3aboneBannii (CC3) mnm yxxe umeronmecs CC3,
XPOHUYECKYI CepAcUHYr0 HeaocrtatouHocTh (XCH), xpoHuveckyro OoJe3Hb
nouek (XbII), okupeHue, BBHICOKMU PUCK THUIOIVIMKEMUNA) W  BBIACIATH

AOMHUHHUPYIOINUC KIIMHUYCCKUC HpO6J’I€MBI ManyeHTa. Y MalueHTOB C YKa3zaHusaMu
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Ha BboiCOkuMi puck CC3 wmm yxe wumerommecs CC3, XCH, XBIl Buna
TUNIOTTIMKEMAYECKON TEPANiui MOXKET CYIIECTBEHHO BJIMATH HA WHIWBHYAJIbHBIN
nporuo3. TakTuka MEIMKAMEHTO3HOM Tepanuu ONPEAENSIETCS B 3aBUCUMOCTH OT
JOMUHHUPYIOIIEH KIMHUYECKOW MPOOAEMBl MAMEHTA W € YYETOM HCXOJHOTO
TJIAKEMUYECKOTO KOHTPOJIS.

Takum oOpa3om, JieueHue manumeHToB ¢ CJ[2 J0MKHO OCHOBBIBATHCS HA
LETOCTHOM TOAXOJAEC, YJydllas TJIMKEMUYECKHA KOHTPOJIb W CHWXKAs PHCK
JOJTOCPOYHBIX OCJIOKHEHUH (MHKPO- M MAKPOCOCYAMUCTBIX OCTOKHEHUH ).

YuureiBas Hamuue y nauueHTos ¢ CII CC puckos, HOBBIM ['TJIIT nomken
OKa3bIBaTh HEUTpaNbHOE WM ONaronpusTHOE BO3ACHCTBAEC HA MapameTphl,
kotopele  cBs3aHbl ¢ CCH.  JIonrocpoYHbIE — OCJIOXKHEHWS — BKJIHOYAOT
MAaKpOCOCYIUCThIE (KOPOHApHbIC, UEPEOPOBACKYISIPHBIE W nepueprudeccKkue
COCYAMCTbIE 3a00JEBAHUSA) W MHUKPOCOCYIUCTHIE OCHOKHEHUS (PETUHOMATHS,
He(ponarus u Heitponatus). bnarotsoproe Bimsaue HoBoro ['TJIIT Ha pa3BuTHe
ATUX OCJIO)KHEHWH B LEJIEBOM MOMYJSIIUM MOXKET OBITh JOJDKHBIM 00pa3oM
oleHeHO B KpynHomacmrabHom KW, HeoO0xoaumocTe nmpoBeACHUS JIMTENBHOTO
aeyenuss CJ[2, TpeGoBanust Kk  jgodarocpouHoit  OeszomacHoctu  [TJITI,
WHINBUAYAIbHBIA 1 MHOTO(AKTOPHBINA MOAX0/IbI MPY TPOBEACHUH JICYCHHUSI CTABSIT
CEpbE3HbIC 3aaun nepea pazpadorunkamu HOBbIX [ TJITT.

PazBuTne HayuHbIX 3HaHUH B 00nacTh narorene3a CJ/12 v MosiBICHUE HOBBIX
knaccoB [ TJIIT npuBoaar k uaMeHneHnuro tpedoBanmii k ouenke JII, comepskanmx
HOBBIE JICTCTBYIOIINAE BEIIECTBA.

B EC ¢ 2005 r. mpeiicTByeT LEHTpann30BaHHad npoueaypa perucrpauuu JI,
COJEPKALMX HOBBIC JICHCTBYIOIIME BEIIECTBA, YTO OOCCIECUYMBAECT €IAUHCTBO
NOIXOJ0B K OUEHKE WX 3(QekTuBHOCTH M Oe30macHoCTH npu nposeacHun K.
OcHoBHBIM KpuTepueM 3¢ dekTnBHOCTH B noaTBepxkaarommx KU JIIT ans neuenus
C/Jl sBnseTcs NEMOHCTpALMs MPEUMYILECTB B OTHOLUEHUHM YIYUYLICHUS KOHTPOJS
rIIMKeMAR. [laHHBIE 0 TpenapaTte noApoOHO ONUCHIBAOTCS B EBponelickoM oTyere

no obmectBeHHoi oueHke (European Public Assessment Report, EPAR),
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JOCTYMMHOM Ha BeO-caiite EBpomneiickoe MemumumHckoe areHtcTtBo (European
Medicines Agency, EMA).

B EMA u FDA wuMEHTCSs pPYKOBOJCTBA, KOTOPBIE PETJTAMCHTUPYIOT
NJIAHUPOBAaHKE U nposeacHue Takux KU [29-34].

B cOOTBETCTBMY € MONOKEHUAMU JAHHBIX PYKOBOJCTB, TPUOPUTETHBIM NIPH
pazpaboTtke HOBbIX JIII pmns seuenus CJ[2 sgBnsercs O0CTOBEpHAs OICHKA
a¢pdextuBHOCTH W Oe3omacHocTH mnpu npoBeaeHun KW mno  caeayrommm
KPUTEPHSM: BBIOOP KOHEUYHBIX TOYEK MCCIEAOBaHUs, AW3aiiHA WCCIICIOBAHMS,
NOMYJISIMA  MUCCIICTOBAHMS, OLICHKA HMHTEPKYPPEHTHBIX coObITHH; oneHka CC
0€30MaCHOCTH; BIIMSIHUE TPOBOAUMO# Tepanuu Ha ocioskHeHust C/I.

Hmemuueckas Oonie3Hb cepana, UepeOpoBacKyssipHbie 3a00JeBaHUsS U
3a0o0seBaHns NEPUPEPUUECKUX apTEPUI aTePOCKICPOTHUYECKOTO MPOUCXOKIACHMS,
KOTOPBIE B COBOKYMHOCTH HA3bIBAKOTCS arepockiiepotnyeckumu CC3, ABISIIOTCA
OCHOBHOM MPUYMHON cMepTHOCTH y manueHToB ¢ CJII2 [35, 36]. 3a mocnennue
rofel ObUI JOCTHTHYT 3HAYMTEIBHBIA mMporpecc B cHWkeHMH pucka CCU y
nanpeHtoB ¢ CJ/12. TloBomom k mepecmoTpy TpeOoBaHuid, cBsizaHHbIx ¢ CC
Oe3omacHocTero [TJITI, mocmykunu nanHele 00 yBenmnueHuu Ha 43% pucka
pa3BuTUs MHpAPKTAa MUOKApAA Y MAMEHTOB, MOJIYYaBIIMX POCUTTIUTA30H, HA (POHE
CcOXpaHeHus BBICOKOTO pucka CC3 B Lemom.

FDA B 2008 r. BBIIYCTWIO PEKOMEHIALMH, HANPABICHHBIE HA OLEHKY CC
6e3omacHoctr HOBbIX ['TJUIIT [33], B KOTOpBIX rOBOpUTCS, 4TO pe3ynbrarel KU
npenapara s jgedeHus CJ/12, TONYYEHHBIE IO €ro PETrUCTPAlAH, JOJKHBI
uckmouath Henpuemiembli CC  pUCK, ACMOHCTPHPYsS BEPXHIOK TPaHULLY
JBYCTOPOHHETO 95% noBeputenvHoro uHtreppana (A1), koagduuuent pucka <1,8
JUIE KOMOWHHUPOBAHHOH KOHEYHOW TOYKM - CEPbE3HBIC HEOIAronpusTHHIC
cepaeunbie coObiThs (Major Adverse Cardiac Events, MACE), cocrosmieii kak
MUHUMYM M3 CEPACYHO-COCYAUCTON CMEPTH, He(aTtanbHOro MH(pApKTa MUOKapaa
W HMHCYJIbTAa. B cilydyae yxe 3aperucCTpMpOBAaHHBIX NPEMAparoB, ANl KOTOPBIX

BepxHss rpanuna JIM Haxomautcs mexay 1,3 u 1,8, HeoOXOAMMO MNpPOBECTH
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MOCTPETUCTPALIMOHHBIE MCCIICIOBaHUS TOM K€ KOMOMHUPOBAHHONW KOHEYHOM
toukn MACE.

Pe3ynmbrarel mccaenoBaHUs MO KOHTPOMO M OCHOKHEHusM npu  CJ
(Diabetes Control and Complication Trial, DCCT) nokazanu, 4To AOCTUKEHUE
LEICBBIX 3HAYCHWUH TJMKEMHUW TPUBOAUT K CHWKEHUK) MHMKPOCOCYIUCTBIX
ocnoxkHeHnit. C  Opyrod CTOPOHBI, W3BECTHO, YTO WMHTCHCHUBHAs TEparus,
NPOBOAMMA C LENBIO JOCTHKCHHSI HOPMAJIbHBIX 3HAYCHUIH TITMKEMUM, COMPSHKEHA
C YBEJIMYCHUEM YaCTOTHl THIIONVIMKEMHHW, YBEIMYEHUEM MAcChl Tena M oOumiei
cMepTHOCTH. OO 3TOM CBHJETENBCTBYIOT PE3YABTATHI UCCIEIOBAHUS IO KOHTPOJTO
CC pucka npu CJ[ — Action to Control Cardiovascular Risk in Diabetes
(ACCORD), mony4yeHHbIC B IPYIIE HHTCHCUBHOTO JieueHus [37].

B pexomennanusax EMA (2008 r.) nosBuiiock TpeOOBaHUE O PaCIIMPEHHAN
nporpammbl KU, HeoOxommmoit st omoOpenuss HoBbix [TJIT [31]. Ilocne
BHCIPCHUS PEKOMEHJAUM  OBIJI0O  OTMEYEHO 3HAYMTEIBHOE  YBEIMUYCHHE
konaudectBa panaomuzupoBaHHbix KM CCH (Cardio-Vascular Outcome Trials,
CVOT), pe3yapTarbl KOTOPBIX MNOMOINIA yTOYHUTH mpoduis CC 0e30macHOCTH
[TJII. Ha ocHOBaHMM aHa/u3a 3TUX AAHHBIX OBbLIO NPEIVIONKEHO BKIKOYATH
YACTOTY FOCIUATAIM3ALMH IO MPUYAHE XPOHUUECKON CEPACUHON HEAOCTaTOYHOCTH
(XCH) B KauecTBE 4YacTW NEPBHYHOM KOMOMHMPOBAHHOW KOHEYHOH TOYKM B
nonojineHrue K OCHOBHBIM MACE [38]. BmocnmencrtBuu Kak JOMOJTHUTEIIBbHBIN
NEPBUYHBIA MUCXOA OBUIO MPEMIOKEHO OLEHUBATh YACTOTY TOCHUTAIM3ALMUA IO
noBOy HecTaOMIbHOM creHokapauu (4P-MACE) [39].

Pesgynmbraret CVOT gnermim B OCHOBY anroputmoB  jedeHus CJ12,
COMIACOBaHHBIX AMepuKaHCKoil [Imabetmueckoit Acconmanuein (American
Diabetes Association, ADA) u EBponeiickoii accounmarueii nzydeHust auadera
(European Association for the Study of Diabetes, EASD) [40], koropsie
PEKOMEHIYIOT MPUMEHATh WHIWBUAYAIBHBIA MOAXOA W OPUEHTHPOBATHCS HAa
NAlUEHTa, A HE CTPEMUTBHCS K CTAaHAAPTU3ALMM Leieh jedeHus. DyHIaMEeHTOM
TEPAUKA MO-TIPEKHEMY ~ SIBJISIETCS  M3MEHEHHE 00pa3a »KW3HW TNalUeHTa W

OPUMECHECHHE METPOPMUHA B KAUECTBE MEPBOM JWMHUM Tepanuu. BaxHbe

372



U3MCHCHUSI  KOCHYJIUCb BTOPOW W TpeThel smHmMM  Tepamum  CJI2:
TUMNOMIMKEMUYECKYI0 — TEPaluil0  PEKOMEHIOBAHO  HAa3Ha4aTb C  YYETOM
COIMYTCTBYIOIIMX 3a00ICBaHUI N WHAMBUAYAIBHBIX OCOOEHHOCTEH NalMEeHTA.

[Touck HoBbix I'TJIIT 1 co3nanue BBICOKO3(PPEKTUBHBIX KOMOMHUPOBAHHBIX
JIIT Ha OCHOBE YK€ MMEIOIIMXCS, C YYETOM BBILICYKA3aHHBIX TPUHLUIIOB JICYCHUS
nameHToB ¢ CJ12, He mnpekpamaerca. Komuwdecto [TJUI, oGnanarommx
PA3IMYHBIM MEXAHU3MOM JIEHCTBUS, C KQKIBIM FOJIOM YBEJIHYMBACTCS.

C 2005 r. B mupe Obuto omodpeno Oonee 40 JIII mns newenus CJ12,
COJEPKALMX HOBBIC JCHCTBYIOMIME BelecTBA. OMTHOBPEMEHHO OBIIIM MPOBEIACHBI
knuHnuecke  uccnenoBanus (KW), cBs3aHHblE ¢ HM3YYEHUEM  CEPACYHO-
cocyauctoii (CC) 6e3onacHoCcTH paHee 3apeructpupoBanubix [T [41].

[TpoBencHHBIN aHATM3 HOPMATUBHBIX U METOAUYECKHAX TOKYMEHTOB BBISIBAJI,
4YTO B Hacrosiee BpeMs B Poccuiickoii denepaumym W B rocyaapcTBax-djaeHax
EADC OTCYyTCTBYKOT HOPMATHBHBIE U METOAMYECKUE NOKYMEHTBI, PYKOBOJACTBA,
PEMIAMEHTUPYIOLLIE BOMPOCH TJIAHUPOBaHUs, npoBeacHus U oueHku KW TTJIIT
s jedeHus nagueHToB ¢ CJI2, mosTtoMy pa3paloTKa €IMHBIX MOAXOJ0B K
npoBeaeHno KM ykazaHHBIX MpenapaTtoB UMEET aKTyalbHOE 3HAYCHHE.

Takum 00pa3oM, aKkTyaJlbHOCTh HACTOSLIETO PYKOBOACTBA OOYCIOBIIECHA
HEOOXOAMMOCTBIO pa3zpaboTku moaxo0B K npoBeacHuto KU I'TJI pist neuenus

nmanueHToB ¢ CJ12.

2.1 OcHoBHasi 4actb. OCHOBHbIE TpPeOGOBAHMS K KIHHHYECKHM
HCCJICIOBAHUSAM HOBBIX T'HIOTJIMKEMHYECKUX JIEKAPCTBEHHBIX MpPenaparoB
JJIS JICYCHHSI CaXapHOro auadera 2 tuna

2.1.1 TpeboBanuss Kk (PAPMAKOKUHETUYECKUM HCCAEAOBAHUSIM HOBOTO
TUINOTIIMKEMHAYECKOTO JIEKAPCTBEHHOIO ITpenapara

dapmakokunetnyeckue (OK) wmccnenmoBaHuss MOTYT OBITh MPOBEACHBI Y
3I0POBBIX T0OPOBOJBIEB. BaxHo, utoOb DK nccaeaoBaHus TaKKe MPOBOIUIUCH
y MAUUEHTOB, JJis KOTOpbIX npeaHazHaueH ['TJIIT (Bkatouast AeTei M MalueHTOB

NOKMJIOro Bo3pacta). ClieayeT TakKe MPUHATH BO BHUMAHKE, YTO TaKHE (PaKTOPHI,
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KaK 3aJ€p)KKa OMOPOXKHEHUS HKEIYAKA U BPEMS TMPOXOKIACHHUS IO HKEIIyIAO0YHO-
KHIIEYHOMY TPAKTy WIA HW3MEHEHHE (PYHKIMM TOYEK, MOTYT 3aMEUIATh

BcaceiBanue u pacnpenenenue ' TII y 3HaunTensHoro uncna nauueHTos ¢ C/12.

2.1.2 TpeOGoBanus K QpapMaKOIMHAMUYCCKUM MCCIICIOBAHUSIM HOBOTO
TUNOTITUKEMHAYECKOTO JIEKAPCTBEHHOTO ITpenapara
Ecm y ITJII wumerorcs (apMakoJOTUYECKH AaKTHBHBIE METAOOJIHTHI,

CIICAYCT YUUThIBATL UX BKJIad B TCPAIICBTUYCCKUC W/WIA TOKCUYCCKHE BCI)(I)GKTBI.

2.1.3 TpeboBaHuss K HCCICAOBAHUSAM 1O TOAOOPY 703 HOBOIO
TMIIOTIIMKEMHAYECKOTO JIEKAPCTBEHHOTO ITpenapara

Jns oueHku HOBBIX [ TJIIT pekOMEHAYETCA NPOBEACHUE IBOMHOTO, CJIETIOTO,
n1ane00-KOHTPOIMpyeMoro, MoHotepaneBTuueckoro KW ¢ pukcupoBaHHOM
no3oit. g KU ¢ mepuogom tepanuu 10 3 MEC PEKOMEHYETCS BKIKOYUTD MEPUOT
«OTMBIBKA» Y MauueHToB, paHee mnonyyaswux [TJIII, koTopele HE TOJKHBI
UCIOJIb30BAThCS B HMCCIECIOBAaHWM. [lMama3oH 103 MOXKET OBbITh HM3y4YEH Kak
nonosiaenue K JIIT nepoii nunun tepanuu CJ1 (Hanpumep, MET(HOPMEH ).

B KU ¢ nmanazoHoM 103 TOJKHO OBITH U3YYEHO HE MEHEE 3 703 ¢ OOMIMM
NEPUOJIOM JIEUCHUSI HE MEHEE 8 HENlENb U OOBIYHO 10 3 MEC.

KoHueHTpaums riroKko3bl B Mia3Me HATOWIAK JOKHA ObITh OCHOBHBIM
KputepueM oneHku 3¢ pektuBHOCTH B KM ¢ moadbopom 103 NpoAoKATENBHOCTEIO
8-12 Henensn.

B KU ¢ noabopoM 103 OPOAOIKUTENBHOCTBIO >12 HEAENb OCHOBHBIM

KPUTEPUEM OLICHKH 3(PPEKTUBHOCTH SIBJISIETCS TJIMKMUPOBAHHBIA TeMOMIOOWH

(HbAlc).

2.1.4 TpeOoBaHus K NOATBEPXKAAIOMINM KIMHUYECKUM MCCIICIOBAHUSIM
HOBOTO THIOTJIMKEMUYECKOI O JIEKAPCTBEHHOIO ITpenapara
[IpuopureTHbiM nipy mmaHupoBaHuu noarsepykaaromx KW Hosbeix ['TJINT

SBJISIETCS. TOCTOBEPHAs OlICHKA 3(()EKTUBHOCTH U O€30MACHOCTH NP MPOBEACHUH
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KU no crienyrommmM KpuTepusiM: BEIOOP KOHEUHBIX TOUEK MUCCIICI0BAHMS, AU3aiiHA
WCCIICIOBAHMS, TONYJISALMN UCCICIOBAHMS, OLEHKA WHTEPKYPPEHTHBIX COOBITHIA,

otieHka CC 6e30MacHOCTH; BIMSHUE MPOBOAUMOI Tepanuu Ha ociaoxHenus ClI.

2.1.4.1 Lenp NOATBEPKAAOLMX KIIMHAYECKUX UCCIIETOBAHNIA

OcHoBHO# nenpro noareepxxaarommx KM noeeix [T s neuenns C/12
SBJIIETCS OLEHKA UX TEPANEBTUYECKOro 3(p(heKTa B CPABHEHUM C ANBTCPHATUBHOM
Tepanuen (OTCYTCTBHE JICUECHUS WK JPYTOE JICUYEHHE).

[Ipn ompeneneHun TepaneBTUYECKOr0 3PQEeKTa BaXKHO MNPUHUMATH BO
BHAMAHUE WHTEPKYPPECHTHBIE COOBITHS, KOTOPBIE MOTYT MPENSTCTBOBATH
HAOJNIOACHUSIM 32 MWHTEPECYIOIICH MEepeMeHHOW 00 BIMITH Ha €€
UHTEpHIpeTanO. TakumMu COOBITUSIMM MOTYT OBITh, HANPUMEDP, HA3HAYCHUE
«TEpanyvy CHaceHUs» WA U3MECHEHUE (POHOBOM TMITONTIMKEMHUYECKON TEpanum u3-
3a HEMEPEHOCUMOCTH WM HE3PPEKTUBHOCTH Hccaeayembix mnpenaparoB (MIT).
Honomnutensubie  JIII, CcHmWKaromme TIUKEMHIO («TEpamusi  CIACEHUS),
HA3HAYAIOTCS MO 3THYECKUM CoOOpakeHusM mnanueHtam ¢ CJ/12, y KOTOpbIX B
nepuoa KU coxpansitorcs 6osee BBICOKME MOKA3ATENN TIIFOKO3bI IO CPABHEHHIO C
LIETIEBBIM YPOBHEM, YKA3aHHBIM B IPOTOKOJE. B 3TOM cnydae, JOCTUTHYTOE B
koHue KW cHmxenne rimkemun OyaeT oTpaxkarb KoMOMHUpOBaHHBIN 3P dexT UIT
U «TEPAIAX CTIACCHHUSY.

JIpyTUMHA HMHTEPKYPPEHTHBIMU COOBITUSIMU SIBJISIFOTCS  MPEKICBPEMEHHOE
MPEKPALICHUE TPUEMA, HEMPABUIIBHBIA NMPUEM WA NPONyCcku B mnpueme MIL,
JIETAJIBHBIA UCXOI.

MoryT OTCYTCTBOBaTb [AHHBIE O IJIMKEMUU Y MALMEHTA B KIFOUYEBBIX
BPEMEHHBIX TOUYKAX UCCIICIOBAHUS (HAPUMED, B PE3YJIbTATE MPOMYCKA U3MEPEHUS
COJIEPKaHUs TJIFOKO3bl B KPOBH), YTO MOKET PACLICHMBATHCS KaK MOTEPS AAHHBIX
JUIsl OLEeHKM. Ecnv nanmeHT mpekpamaer MNpueM Ipenapara o NPUYHAHE
BO3HUKHOBEHUsI HexenarenbHoro seieHus (HS), B pesymbrarax KW Oymer
3a(pMKCUPOBAHO CONEPKAHUE TIIFOKO3bl B KPOBM HA MOMEHT MPEKPALLEHUS TPHEMA

npenapara, HO O3TW JaHHble HE OyayT otpaxkarbk 3¢dexkr HMII Ha MoMeHT
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3aBEPIICHUS MCCIeN0BaHUs. JlaHHBIE Ha MOMEHT OkoHuaHuss KW Oynyr
OTCYTCTBOBATh B CIIydae MPEXKACBPEMEHHOr0 npekpameHus npuema MIT wim mo
NPUYMHE JIETATBHOTO UCXOA.

Jlia yyeta pe3ynbTaroB TEpanvuy NAUEHTOB, HE JOCTUTTIINX MO YKa3aHHBIM
BBIIIIC MPUYMHAM OKOHYAHMS MCCIEIOBAHUS, UCIOJIB3YETCS MOAXO0 KIOCIEAHETO
nepeHecenHoro HaoOmonenusi» (Last Observation Carried Forward, LOCEF).
CornacHO 3TOMY NOAXOAY, NOCIEAHWHA pE3yJbTaT M3MEPEHUs TMOKa3aTesei
[JIFOKO3Bl B KPOBH, MOJIYYCHHBIH TEpe] NMPUMEHCHUEM «TEPAlUU CHACCHUS,
OPEKpAIEHUEM MpUeMa Mpenapara Wiad MOTEPEed MOCHEAYIOMMX JAHHBIX AJIs
HAOOJICHUST DKCTPANOIUPYETCS HA OKOHYATENIbHYHO OLCHKY 3(Q(EKTUBHOCTH.
HcnonezoBanne LOCF MOXET MNPUBECTH K 3aBBIIICHAID TPOTHO3UPYEMOIO
a¢pdekra nmpenapara, Tak Kak OTCYTCTBYKOT TOKa3aTEIbCTBA TOrO, YTO PE3YJbTAT,
NOJIYYCHHBI MALMEHTAMU B KPATKOCPOYHOM MEpPHOJE, OYAET COXPAaHEH W B
JOJITOCPOYHOM nepenekTuse [42].

BrIOop cTparern OUEHKH MHTEPKYPPEHTHBIX COOBITMH € LENbE0 Hauboee
TOYHOTO OMPEICICHHs TEPANEBTUYECKOTO d(PPeKTa, B CBOKO 0UEPEb, ONMPEACISACT
JN3aiH MUCCIETOBAHMs, METOJ cOOpa JAHHBIX W BBIOOP METO/A CTATUCTHYECKOIrO
aHanmmsa [43].

[Tpn onpeneneanm neneit KM HeoOXOAMMO y4MTHIBATH (PAKTHUECKYIO
NPUBEPXKEHHOCTh TMALMCHTOB K Tepanmuu. B  4YacTHOCTH, €ClM  MALMEHTHI
NPEKPATUIM JICYCHHE (HanpuMep, no npuurHe pasutus HS), sgdext nedenus
CJIEAYET OLICHWBATh HA OCHOBAHMM HAOJIONACMBIX WIA MOJACIMPYEMBIX NAHHBIX,
OTPAKAKOIIMX MPUBEPKEHHOCTh IPYTHX NALMEHTOB K JICUCHUIO.

AHaIUTUYECKANA TMOAXOJ, BKIIOYAKMIMI CTaTUCTUYECKYHD 00padoTKy
HEAOCTAIOUINX JAHHBIX, JAO/DKEH OBITh COIVIACOBAH C MOATBEPIKICHHOM IIEIBIO
UCCIIEA0BAHMSI.

JlaHHBIE, MOJYYEHHBIE TOCTE HAayana MPUMEHEHUS «TEPANUW CHACCHUS,
OTPaXAKOT JCHCTBHE «TE€panuu CIACCHUs» caMoil Mo cede, TMO3TOMYy HE
NPEICTABISAIOT MHTEpeca A OLCHKM TepaneBTuyeckoro sddexra. B ciyuae

IIPUMCHCHUA «TCpallMKd CIIACCHUA» MOXKCT HOTpe6OBaTBC$I CTaTUCTHUYCCKOC
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MOJCIMPOBAHUE HA OCHOBAHWM HMH(POpPMALMK, MOJYYEHHOW B Tpymme mianedo.
OT0 MOXKET OBITh MPUEMIIEMBIM  CIIOCOOOM  BOCIPOM3BEIACHUS  CUTYaLlUU
NPEKPALIEHUST  JICYEHUST M TUMNOTETHYECKOrOo  CUEHApus, B  KOTOPOM
JOTOJIHATEBHBIE TIPENaparsl HE MPUMEHSUINCH.

Jis KW ¢ aKkTMBHBIM KOHTPOJIEM W TUNOTE30H «CPABHHUTEIBHOU

3(PEKTUBHOCTI» MOKET OBITh MPUHATA TA KE MEPBUYHAS OLICHKA.

2.1.4.2 Tlonynsiuus MOATBEPKAAOIINAX KITMHUYECKAX UCCIIEI0BAHUM

[ToarBepxnaromme KW mpoBoAsTcs Ha MO3IHMX CTAaUSAX KIMHUYECKOW
pa3paboOTKH Uil OLEHKWA OTHOLICHUS OKUAACMOHM MOJIb3bl K BO3MOXKHOMY PHCKY
npuMmeHeHus JIIT u 0600CHOBaHMSI MOKa3aHUA MO MPUMEHEHUIO.

JUis ~ mony4YeHHMs  HAQACKHBIX  JOKA3aTelIbCTB  TEPANEBTUYECCKOU
3 dextuBHOCTH TpeOyeTcs BKItoueHUE B K1 OTHOCUTENIBHO IMPOKOM MOMYJISIIKA
nanueHToB ¢ C/[2, koTopas OyaeT oTBe4arb TPEOOBAHUSAM PEMPE3CHTATHBHOCTH.

HokazarensctBa dpdexruHoctu ['TJIIT cuurarorcs Oosiee HAACKHBIMMU,
€CIIA OH OKa3bIBACT 3ASBIICHHOE JECHCTBUE B OJWHAKOBOH CTENEHW HA BCHO
NOMYJISIMIO UCCIAEAOBAHNS B LEIOM M Ha cyOmomynsinuu B pamkax ogHoro KU
(BHYTPEHHSISI COTJIACOBAHHOCTB ).

[TanmenTel, muanupyemble Uit BKItoYeHUs B KU, moJbKkHBI mpeacTaBisTh
LENECBYIO TPYNNY HACEICHUsT C TOYKH 3pEHUst JAeMorpaduu, 3STHUYECKOrO
NPOUCXOXKACHHS, TPOJOJDKUTENILHOCTH M Tsbkecth  CJ12,  COMyTCTBYOIIMX
3a0oneBaHnid. ['pynmbl JieHeHWs] NOJDKHBI OBITH COQTAaHCUPOBAHBI MO BO3PACTY,
NoJIy, MHAEKCY MAcChl TeNa, JUIMTEIBHOCTH W TsbKEeCTH 3aboneBanus. Crhemyer
UMETb B BHIY, YTO OTBET Ha JicueHHWE y mauueHToB ¢ CJ12 MOxeT ObITh
HEOJHOPOAHBIM, YTO OMNPEACIACTCA PAIOM (PAKTOPOB, KOTOPBIE HEBO3MOXKHO
Y4ECTh NPU BKIKYEHUHU NMALMEHTOB B UCCien0Banue [44].

KenarenpHO NPUMEHSATH CTPATUPUKALUIO MO MApPaMETPaM HCXOJHOTO
META00IMYECKOTO KOHTPOJIS (Hampumep, rpynnsl nanueHToB ¢ HbAlc <8% u
HbA1c >8%), npeamecTBytomei runorimKeMUYeCKOl Tepanuu 10 BKJIIOUYEHUS B

UCCIIEIOBaHUE (HANPUMED, IMETA, MOHOTEpanus, KOMOMHUPOBAHHAs TEPaIsl).
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HccnenoBanuss MOHOTEPANMKA ONTUMAIBHO MPOBOJWTH Y TMALMEHTOB HA
panneit cragum CJI2, KOTOpBIE HE CMOITM JOCTHYb TTTUKEMUYECKOTO KOHTPOJISA
0Py MOMOIIM JUETHI U (PU3NYECKUX YIPAKHEHUH WM MPOLIIM KOPOTKMH Kypc

neuedusa [ TJILL

2.1.4.3 Ouenka 3(ppekTHBHOCTH

Ilepsuunas xoneunas moyka

['mukupoBannblii remornodun (HbAlc) — nHambonee mMpOKO NPUHATHINA
NOKa3areiab 00METro JOATOCPOYHOIO KOHTPOJIS MIFOKO3bl B miazme kpoBu (I'TIK) y
maneHToB ¢ CJI, ortpaxkarommii cpeanror0 koHueHtpauuio [TIK B TeueHume
NpeAUIeCTBYIOMUX oleHKe 2—3 mec. CHmwxkenue nokazatens HbAlc yMmenbinaer
JOJITOCPOYHBINA PUCK Pa3BUTHS MUKPOCOCYAMCTHIX OCIOKHEHUH, moaTomy HbATc
NPU3HAH  SBJCTCS OOOCHOBAHHOW MEPBUYHONH KOHEYHOW TOUKOW  JJist
MOATBEP)KACHUS JOCTHIKEHUS TIMKEMMYECKOTO KOHTPOJIsSL, KOTOpas OTBEYACT
TpedoBanusiMm KU, mpoBouMOro Juist OLEHKHN TITMKEMUYECKOro KOHTpois [45].

Jlanaeie mo wu3MeHeHH0 HbAIc B Teuenue 12 Hen. wuCciaea0BaHUS
(MUHMMAJIbHO  BO3MOXHAs  MPOJOJDKUTEIILHOCTh — KCCICIOBAHUS)  MOTYT
VAOBIIETBOPATh  KPUTEPUKD  NEPBUYHOM  KOHEYHOM  TOYKH,  OJHAKO
NPOAOKUTENBHOCTh M BPEMsI OLEHKM KOHEYHOM TOYKM BCErJa MOJDKHBI OBITh
00OCHOBaHbI B 3aBUCUMOCTH OT THIA (MexaHu3Ma AcicTBUs) KOHKpeTHOTO [ TJIIT
Y LM UCCIIEA0OBAHUS.

Tepaneptnueckuii >Pdext HoBoro [TJIII oumeHuBaeTcs MO pasHULE
cogepxkanuss HbAlc B Hawaie m konue KM (wm apyroro mnpeaBapuTENbHO
ONPEACTIEHHOTO MEPHOJA BPEMEHW M OUEHKH 3(pdekTa) B CpaBHEHHH C
JAHHBIMH, MTOJTYYEHHBIMU B TPYIIIE KOHTPOJIS.

KimHnyeckyr0o  3HAQUMMOCTH  NOJy4eHHOro  3(ddekra  HeoOXoauMo
JOTOJIHATENBHO OOOCHOBATh NYTEM CPABHEHHS PE3YJIbTATOB, MOJYYCHHBIX B
rpynne MmauMeHToB, npuHuMaBmmx MII, U pe3ynbTaroB, MOJMYYEHHBIX B TPYIIIE
cpaBHeHus. CpaBHUBAEMBIE MMOKA3aTENU — J0JI MALMEHTOB, TPUACPKUBABIIAXCS

YCTAHOBJICHHOI'O pCXKHUMa TCpallii MW AOCTHUIHNIMX B KOHIC HCCIICAOBAHUA
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nokasareneii HbAlc <7% w/mmn <6,5% (< 53 w/wmm < 48 mMMmons/monb) 0e3
npuMeHeHus AonOoNHUATENbHbIX [TJIIL. OTn pe3ynbprarel AAKOT AONOJHUTENBHOE
MPEACTABICHUE O TOM, CKOJIBKO NMAIMEHTOB UMEKOT XOPOIIYHO nepeHocuMocTh U1,
U BO3MOKHOCTh MPOTHO3UPOBATh €ro 3(PPEKTUBHOCTH MPH MPAKTUYECKOM
NPUMEHEHUM B JIOJTOCPOYHON mepcnektuBe. Pa3zpaboTumk mpemapara AOHKEH
onucarb NpoQuiib NAIMEHTA, OTBETUBLIETO HA TEPANHIO (PECIIOHACHTA), C YUYETOM
BO3MOKHOTO JUIMTEJILHOTO TPUMEHEHUS nipenapara [44].

Kak npaBuio, 10 MomeHta mojgaun gocbke JIII Ha perucrpanuio oOuras
npoaosKuTeNbHOCTh npuMeHeHus [TJIIT B pamkax KW nomkHa COCTaBisITE HE
meHee 12 wmec. [loaToMy mocie OKOHYAaHWS PaHIOMU3MPOBAHHOTO mepuoaa (B
cpeaHeM 6 Mec.), KaKk MPaBWIIO, MIIAHUPYETCS MPOAOCDKEHHBIH OTKPBITBIA MEpro
UCCnenoBanusa. B Apyrux ciiydasx, Kak IPaBWilO, CBA3AHHBIX C MCCIECA0OBAHUSAMU
OesomacHoct [TJIII, 3asBATENs MAOIDKEH NPEACTABUTH COOTBETCTBYIOLIYIO
apryMEHTALMIO poAoKuTeNbHOCTH KH.

B KparkoCpOo4HBIX HCCIICAOBAHMUIX (UIMTEIBHOCTBIO 10 8 HeEA.), Tae
ucnone3oBanue HbAlIc nans  nepBuuHOH OnEHKM S(P(PEKTHBHOCTH MEHEE
1ENECO00Pa3HO, MOTYT HUCHONb30BaThed Mokazarenu [TIK U ChIBOPOTOYHOIO
($pyKTO3aMUHA.

HbAlc cnemyer oueHMBare TOJBKO C MOMOLIBIO BAIMIWPOBAHHBIX WIIA
STAJIOHHBIX METOJMOB, PEKOMEHAOBAHHBIX OPraHM3alMsaMH, 3aHAMAIOLIUMUCS
MEXKIYHApOAHOU craHgaptu3anueid mamepenuss HbAlc [46]. Pekxomenayercs
BBIMIOJIHSTh  [ICHTPANIM30BaHHY0 oneHKky HbAlc mno kpaiiHeil Mepe B
MOATBEP)KAAKOIIMX TepaneBTHUYecKknx K.

Bmopuunvie koneunvie mouxu

B kauecTBe BTOpHYHON KOHEUHOH TOukM oueHKH 3¢ ¢dexkruBHocTH [T
npumenserca uaMeHenue I'TIK Haromak. IlpuemiieMOl BTOPUYHOW KOHEYHOM
Toukoil mnst oneHku >pdextuBHocTH [T sBAseTCs nUHAMUKA KOHIEHTPALMK
TJIFOKO3BI B IIJ1a3M€ KPOBM HATOIIAK B Havyase u Konue KH.

Taxxe NpUEMIEMBIMA KOHEYHBIMM TOYKAMH B OLEHKE 3(PPEKTUBHOCTH

[TJIIT siBsieTcsl MUHAMUKA CPEAHEH KOHLICHTPALMKU TJIFOKO3bl B IUIA3ME KPOBH,
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pETUCTPUpPYEMast YEPE3 PErYISPHBIE TPOMEKYTKA BPEMEHH (CPEAHEE 3HAUCHHE HE
MEHEE 7 U3MEPEHUM: 10 ¥ MOCTIE KAXKAO0r0 U3 TPEX MPUEMOB NUILU U MEPEA CHOM ),
WM TTOINAAb MO KPUBOH «KOHUEHTpauus-BpeMs» (AUC) MIFOKO3BL

Tarke B Ka4eCTBE BAKHOM KOHEYHOW TOYKOW MJIsl OUEHKU MPOBOAUMOM
TEPAMA MOKET OBITh KCIOJIB30BAHA YACTOTA (KOJWYECTBO 3MU30/J0B) HOYHOM
THIOTJIMKEMHUH.

Crparerust moaxoAa K aHaJIM3y HHTCPKYPPEHTHBIX COOBITHIA NPH OLICHKE
BIIMSIHUSL TIpenapara Ha BTOPUYHBIE NEPEMEHHBIE T[IMKEMUYECKOIO KOHTPOJIA
MOKET OBITh TaKOH K€, KaK M NPU HKCIOJIb30BAHWM B KAUYECTBE IMEPEMEHHOMN
HbAlc. B HeEKoTOpbIX cHUTyanusx CIAEAyeT NPEeAyCMOTPETh MPOBEICHUE
HENPEPHIBHOTO  MOHUTOPMHIAa KOHLEHTPALMW  TJIFOKO3bl  (Hampumep, Uis
NOJlydeHUs: WH(OPMAUMU O PUCKE PAa3BUTUS HOYHOM TUNOTIIMKEMHM), 4YTO
MO3BOJIUT MOJYYUTh JONOTHUTENBHYIO HH(POPMALMIO IO ACHCTBHIO Mpenapara.

B kxauecTBe BTOPUYHOW TOYKHA TaKKE MOXKET MPUMEHATHCS OLIEHKA
CHWDKEHHSA ITOCTIPaH AN ATIbHOMN [JIMKEMUH, HarpuMmep, IIOCJIE
CTaHAAPTU3UPOBAHHOIO NIPUEMA MTHLLIH.

JUis  IONOMHUTENLHOTO OOOCHOBAHMS PE3yJbTara, TMOJTYYEHHOrO MO
MEPBAYHON KOHEYHOM TOYKE, MOXKET HCIOJIb30BATECA OLEHKA KOJMYECTBA
NAUEHTOB, JOCTUTIIMX LENICBOro nokazarens HbAlc 6e3 rumoriimkeMun, HO OHa
JOJKHBI OBITh YKa3aHbI PEABAPUTEIBHO.

Bo3MoxHO ucrnons3oBare nokasarenu coxepkanus [TIK B xanwmispHoi
KPOBH IPH YCIOBUU, YTO €CTh YBEPEHHOCTH B KAYECTBE NMPOBOAUMBIX U3MEPEHHUIA.

JUis  onucaHWs HOYHBIX NpOoQMIeH  KOHUEHTPAUMW TJIFOKO3Bl W
MOCTIPAHAMATIBHON  TJIMKEMHUH  PEKOMEHIYETCS  HPUMEHATH  YCTPOMCTBA,
[TO3BOJIAIOIIME OCYLIECTBIIATE HenpepbiBHBIA MOHUTOPUHT [TIK. TpamuumonHo
WCIOJIB3YIOLIMECS TIIFOKOMETPHI 1711 TOJOOHBIX U3MEPEHUI TPEOYIOT KATUOPOBKH,
TaK KaK MoKa3areiau KOHUEHTPALMH TJIFOKO3bl B UHTEPCTULIMAIILHON JKUAKOCTU U B
miasmMe KpoBu pasmmuarorcs [47]. Tlokaszaremm [TIK B moaTBepkKaarommx
UCCIIEIOBAHMAAX YacTO WCIIOJIB3YIOT Ui ONPEACIICHUS IOPOTOBBIX 3HAYCHUI

INIMKCMHHW [1JIA WHALWMKAPOBAHWA IIPUMCHCHHA IIPCIIAPATOB «TCpAllMU CIIACCHUA).
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CHIWKEHUE JOJIM MAUMEHTOB, KOTOPBIE TMOMYYWIM «TEPAMUI0 CIIACCHUS» W/WIA
BBIIIJIM W3 MCCIAEAOBAHUS MO MPUYMHE HEA0CTaTOuHOU 3dextuBHocTH HII mo
CPaBHCHHMIO € TUIANE00 MOXKET OBITh MCHOJB30BAHO [UIsl AOMOJHUTEIBHOIO
nokaszarenberBa 3¢ dexrrBrocTr UI1.

Hcnonb30BaHue B KA4eCTBE CYPPOraTHbIX MAapKepoB 3S(PPeKTUBHOCTH
TEpAaNuU CHWXKEHUS YaCTOTBl MHUKPO- M MAaKpPOCOCYAMCTBIX OCIIOKHEHWH,
CBA3AHHBIX C TOBBILICHUEM YYBCTBUTEIBHOCTH K MHCYJIMHY M YIYYLICHUEM
(yHKIMK OETa-KJIETOK TOJLKEITYIOYHON JKEIe3bl, NMOKA HE HMEET JOJKHOIO
HAYYHOr0 OOOCHOBAHMS, OJHAKO MOKET MPUMEHSATHCS KAaK BTOPHYHAS KOHEUHAs
Touka [48].

[TonHOE yCcTpaHEeHWE MOTPEOHOCTH B MHCYJIMHE Y KIMHWUYECKH 3HAYMMOWN
a0y nmanreHToB ¢ CJ12, monyyaromux WHCYJIMHOTEPANUIO, UM CHUXKEHHUE J03bI
MHCYJIMHA, CONTPOBOXKAAEMOE KIMHUYECKU 3HAUAMBIM CHH)KEHUEM MACCHI TENA WA
CHIKCHHUEM KOJIMYECTBA THIOTTIMKEMHUYECKUX COOBITHIA, MOKHO paccMaTpuBaTh
KaK creneHb 3¢ dexrrnBHOCTH UIT B 1OMTONHEHNE K CHUYKEHUIO MU MTOAICP/KAHUEO
HbAlc. [TaumeHThl, y KOTOPBIX B TEUECHUE WCCICAOBAHMUS OBIIM 3HAYMTEIBLHO
YBEJIMYEHBI O3Bl TPENapaToB (POHOBOM TEPANUK WK K KOTOPHIM ObliIa TPUMEHEHA
«Tepanwsi CacCHUs», KIACCU(PUUUPYIOTCS KaK «HE OTBETUBIIUE HA JICUCHUE).

Bausnue na pakmopul pucka cepoedno-cocyoucmuix 3a0071e6aH Ul

Kparkocpounoe u gonrocpounoe eiusiaue ['TJIIT Ha napaMeTpsl, CBA3aHHBIC
¢ puckom pazeutusi CC 3a00neBaHMi (COAEP)KAHUE TMTUAOB B CHIBOPOTKE KPOBH:
XOJIECTEPUH JIMMOMPOTEHIOB HHU3KOM W BBICOKOH IUIOTHOCTH, TPUTIMLICPUIBI),
AHTPOMIOMETPUUYECKUE TMApaMETPbl (Macca Tela, OKPYXKHOCTh Taauu W Jp.),
apTepUAIbHOEC JABJICHHE W 4YacTOTa CEPACYHBIX COKPALICHWI), MOJDKHBI OBITH
JOJKHBIM 00pa3oM 3a(MKCHpPOBaHbl B TOKYMEHTax HuccieaoBanus. Mccnenyemelii
['TJIIT npeanodTuTenbHO AOMKEH OKa3blBaTh OJIATOMPUATHOE WJIUM HEUTPANBHOE
BJIMSIHAE HA BBILUCIICPEUYHACIICHHBIE MAPAMETPbI, OJHAKO NPEXKIE YEM CHCNATh
BBIBOJ O BO3MOYKHBIX JIONIOJIHUTEIBHBIX MPEUMYIIECTBAX NPENapara B OTHOLIECHUN
pucka CC 3a0oneBaHuil ClieAyeT W3Y4YWTh BIMSHHE Mpenapata Ha KOHTPOJIb

INIMKEMAX. [ unepTpurimuepuaeMus, oObIYHO oTMevyaeMas y nanueHToB ¢ C/12 u
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SBIIIOIIASACS OJHUM W3 KPUTEPUEB BKIIFOUYCHUSI B MCCIEAOBAHUE, B OOJILIIMHCTBE
CIIy4acB MOKET YIY4YIIATbCA NPHA AOCTMIKEHWMH LEJIEBOT0 TNIMKEMUYECKOTO
KOHTPOJISI M, HA0OOPOT, HEYNOBICTBOPUTEIbHBIH KOHTPOJb TIMKEMUU OyAeT
OCHOBHBIM (PAKTOPOM pa3BUTHs runepTpurmuepuaemun [49, 50].

Hoswiit [TJIII nmokeH OKa3plBaTh HEHTPATbHOE WM  ONAronpusiTHOS
BO3JICHCTBHE HA YKA3aHHBIC MMAPAMETPBI, CBI3AHHBIE C CEPACUYHO-COCYAUCTHIM
PHUCKOM.

Bausnue na omoanentsie 0CloMCHEHUs caxaproeo ouabemd

Jlonrocpounsle ocnokHeHust C/12 BKIHOYAKOT MAKPOCOCYUCTHIE (CEPACUHO-
COCYJUCThIC, IEPEOPOBACKYJIIPHBIC U MEPUPEPUUECKHIE COCYAUCTBIC 3a00ICBAHNS)
¥ MUKpPOCOCyAuCThie ocnoxHeHus C/l (pernHonarus, Hepponarus U HeiponaTHsi)
naronoruii. Bimsaue ITJIII Ha pasBuTHE 3TUX OCHOKHEHHUH B LEIEBOM
NOMYJISIMA MOKET OBITh TOCTOBEPHO OLICHEHO TOJIBKO B KPYNHOMACIITaOHBIX W
JOATOCPOYHBIX KOHTposmpyeMbix CVOT, 4ro He sBisieTcs 00sS3aTeIbHBIM
TpeOoBanueM mnpu perucrpauuu HoBbix JIII. OpgHako TakWe OaHHBIE MOTYT
NOHATOOUTHCS [T PETUCTPALIMK MOKA3aHUS K PUMEHEHUIO ITPErapaTa B KAYeCTBE
MOHOTEPANKAX TEPBOM JIMHAM B TOMYJSIIMM TAIMEHTOB 0€3 KaKux-ImOo
OTrpaHUYCHMI MO COMYTCTBYIOMMM 3a00jeBanusM [S1].

Ecmu B nenepoii nomynsuuu nauueHToB ¢ CJ1 noaresepxkaeHo, yro ['TJUITT
NOMHMO YJIYYIICHUS TTTMKEMUYECKOTO KOHTPOJISI CHOCOOCTBYET MPEAOTBPALLCHUIO
PA3BUTHSL MUKPO- W/WJIH MAKPOCOCYAUCTBIX OCIOXKHEHUN, MPO(UIaKTUKA KOTOPBIX
SBJIIETCS YACThKO KOHUENUUM «JICYeHHE nuadeTa», nHpopManus 00 3TOM MOXKET

OBITh BKJIFOUEHA B MHCTPYKLIHIO 110 MEAUIMHCKOMY TpuMeHeHnto ['TJITT.

2.1.4.4 JIn3aiiH MOATBEPKIAOIINX UCCIICTOBAHN I

PexoMeHAyrOTCS  paHAOMU3UPOBAHHBIC, JBOHHBIC ClICTbIE (KOT/AA 3TO
BO3MOKHO),  MJAlEOO-KOHTPOJIMPYEMbIE WM C  AKTUBHBIM  KOHTPOJIEM,
napajijieibHbIe, TPyNIoBbIe, cpaBHUTENbHBIE KU,

Llens Tepaneprrueckux noareepxkaaromux KW momwkHa mpecneaoBarb

J0Ka3arciIbCTBO.
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- npeBocxonactea Hooro ITJIII wam mmanebo mo kpaiiHeid mepe B
omHom KW MoHOTEpanuu NpoAOKATEIBHOCTBIO HE MEHEE 3 MeC. (MOXKET OBITh
npoeeacHo KU 11 ¢asel ¢ mogdopom 103 ¢ ucnoas3oBanuem HbAlc B kauectse
NEPBUYHON KOHEYHOM TOYKM WM BKIOYCHHEM TPYNIbl Mmaanedo B TECUCHHE
3 Mec.);

- npeBocxonacTtea HoBoro I[TJII wang nmanebo npu Ao0aBICHHMM K
YCTAaHOBNIEHHON (POHOBOM Tepanmuu, YTO COOTBETCTBYET CTAHAAPTY MEIMLMHCKOM
NOMOLIN B HCCTEAYEMOM MOMYJISIY;

- He MeHbleidl s¢¢exkruBHOocTH HOBoro [TJIII mo oTHOmEHWH K
YCTAaHOBJIEHHOMY AaKTMBHOMY TMpEnapary CpaBHEHUS (B MOHOTCpANWHM WM
JOTIOJIHATEBHOM MCCIIEIOBAHUM B 3aBUCUMOCTH OT MPEANOIaracMbIX MOKa3aHui),
OPEACTABIAONIEMY  CTAaHAAPT  MEOUIMHCKOW  momoumm.  PekoMeHayercs
MPEACTABUTH, MO KPaWHEH Mepe, OJHO KOHTpoupyemoe noarsepknaromme KK
mTenbHOCTEI0 6 Mec. [lo kpaitnelr mepe, omno KW, npenmodrutensHO ¢
AKTUBHBIM KOHTPOJIEM, JOJDKHO MPOJACMOHCTPUPOBATH CoXpaHeHue 3(P¢ekra B
TEYEHUE KaK MUHUMYM 12 mec.

B KW He wMeHbuieid >@QEKTUBHOCTH MPU ONPEACIICHUM TPaHULBl HE
MeHbLIECH 3(P(PEKTUBHOCTH CIEAYET YUUTHIBATH, YTO JAXKE HEOOBIIOE CHUKCHHE
nokasarens HbAIC KIMHAYECKM 3HAYUMO € TOYKH 3PEHUS CHWKECHHS PHUCKa
ocnoxkaenui CJI. B 1o BpeMst kak rpaHuiia He MeHbliel 3¢ dextuBroctr B 0,3%
(3 MMOIB/MOJIb) OOBIYHO CUMTAETCS MPUEMIIEMOM, BBIOOP I'PaHULIBI HE MEHBILICH
3¢ PeKTUBHOCTH Beerna cieayer 00CyKIaTh B KITMHUYECKOM KOHTEKCTE.

KW nomkHO BKJIOYATH HAYAIBHBIA MEPHOJ, MEPUOA THUTPOBAHMS HO03bI U
NEPUO MOAACP>KUBAFOIIETO JICUCHUSI.

Oco0oe BHUMaHHE CJHAEAYET YACIUTh HEOOXOAUMOCTH  COOJIOACHUS
NalUMeHTaMH PEKOMEHTAUMI IO TUTAHUIO U YPOBHIO (PU3NUYECKON AaKTUBHOCTH.

Hccnenosanus MOHOTEpANUU

CpaBuenue ['TJIIT ¢ mnanedo B yCAOBUSX MOHOTEPANMH HEOOXOAUMO IS
OLICHKM TOJUIMHHOTO JCHCTBHS Mpenapara, HaMpaBICHHOTO HA CHW)KCHUE

IIIMKEMHH, 1 Tpo(duist 6€30MacHOCTH npenapara. BelmoaHeHHe Takol OLICHKH HE
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3aBUCUT OT TOrO, IJIAHUPYETCS JIM PETUCTpalMs Mpenapara Juis MOHO- WM
KOMOMHMPOBAHHOTO TNpUMEHEHHs. Y mauueHToB ¢ CJI12 Ha paHHeld craauu
3a0oseBaHns (10 IBYX JIET MOCJE MOCTAHOBKM IMArHO3a) JAOJKHBI MPOBOIUTHCS
mianedo-koHTposmpyembie KM MoHOTEpanuu MpoaoKUTENIBHOCTEIO 3—6 MecC.,
JUTATENBHOCTh MPUMEHEHHS T1anedo Oomnee 6 Mec. He pekomMeHayeTces. [lanuenTs,
NJIAaHUPYEMBIE U1 BKJIKOUeHHs B 3T KW, mpeanoyTuTensHO AOMKHBI MMEThH
OTHOCHTENIbHO HU3KHWil ucxoaHbli ypoBeHb HbAlc (Hampumep, <8,5% [69
MMOJIb/MONB]). B mpotokone KW no/mxHBI OBITH OFOBOPEHBI MEPOMPHSTHS,
NPUMCEHSIEMBIE TPH TOCICA0BATEILHOM YXYAIICHUW KOHTPOJISI TJIMKEMUHM TIO
CPaBHEHMIO C 3apaHee YCTAHOBJICHHOM LENbI0, B TOM 4YHWCIIE YCIOBUS Hadana
«Tepanuvu CHaceHWs» TUOO0 MCKITFOUEHUsS NaluueHTa U3 ucciaenoBanus. C oqHOM
CTOPOHBI, HCIOJIB30BAHUE CTPOTMX TJIMKEMHYECKHX KPUTEPUEB NPHUMECHEHUS
«Tepanuvu CHACEHMs» MOXET OBITh apryMEHTOM, MO3BOJISIONIMM BKIOYaTh B KU
NPOJOKMTENBHOCTBIO Oosiee 3 MeC. MAUEHTOB C BBICOKAM HMCXOJHBIM YPOBHEM
HbAlc, ¢ apyroit CTOpPOHBI, 3TO MOKET MNPUBECTH K TMOTEPE MAHHBIX H
3aTpyAHEHUSIM NOCIEAYIOWIEH HHTEPIPETALMN PE3YJIBTATOB UCCIICIOBAHHSI.

Ecnu npennonaraercs uccnenosanre HoBoro I'TJIIT B MOHOTEpanuu nepBoi
JUHUM W cyuiecTByeT uH(popMauus o ToM, 4yto JIII mmeer BBIpaKEHHBIA |
YCTOWYMBBIA TMMOMIMKEMHUYECKANA 3(Q(EKT, TO OOBIYHO MPOBOAAT MCCIICIOBAHHE
s¢pdextuBrocT [T B cpaBHeHMu ¢ meTdopmunoM. [Ipodune GezomacHOCTH
[TJIT poipkeH ObITh XOPOIIO M3BECTEH (B TOM YHKCIE JTOJDKHBI CYLIECTBOBATH
JAHHBIE O JOJITOCPOYHON O€30MacCHOCTM M JI0KA3aTENbCTBA CHIDKEHWS MHUKPO-
W/WIA MAaKPOCOCYAUCTHIX PUCKOB).

HccenenoBannst KOMOMHUPOBAHHOTO TPUMEHEHUS

Hannbie KU T'TJIIT HanpaBiieHbl Ha onpeaeneHue ero 3pPpeKTHBHOCTH Npr
BBECICHUM B CXEMy TEpalmuM NAalMEHTOB, HE JOCTHIIIMX TIIIHKEMHUYECKOTO
KOHTPOJISI IPA CTAaHJAPTHOM JieueHUH. BbIOOP HOBOH KOMOMHAIIMKM MpEnaparoB
JOJKEH OBITh CHIEJIAaH HAa OCHOBE PEKOMEHAAUMH BEAYIIMX HAYYHBIX OOIIECCTB

(ADA, EASD, International Society for Pediatric and Adolescent Diabetes
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(ISPAD)), a Ttaxxke wuHpopMaumum 00 W3BECTHBIX NPOTHBOMOKA3AHUAX K
NPUMEHEHHUIO HEKOTOPBIX KOMOMHALIMNA.

Jnsa peructpanuu [TJII] mo nokasaHuio K NMPUMEHEHHUIO «JIOMOIHEHHE K
apyrum [TJIID» cnenyer mpeacraButh naHHbIE MO 3()(HEKTUBHOCTH CTaHAAPTHBIX
KOMOMHauMii  npenapatoB. Kpome TOro, [IO/DKHBI OBITH  KCCIEIOBAHBI
NOTCHUMAIBHO HEOE30MACHbIE KOMOWHAMKM MPENaparoB (HanmpuMmep, CocoOHbIE
BbI3BATh TUMOMIMKEMUIO). Pe3ynpTaTel  MCCAENOBaHUN KOMOMHMPOBAHHOIO
OPUMECHEHUS JOJDKHBI OBITh OTPAKEHBI B HMHCTPYKLUMH MO MEIULIUHCKOMY
OPUMECHEHUIO Tmpenaparta. B HcciaenoBaHusx KOMOWHWUPOBAHHON — Tepanuu
HEOOXOMMO UCMOJIb30BaTh TPYIITY aKTUBHOTO KOHTPOJIS WK TUTane0o.

B nccnenoBanne MOryT ObITh BKITFOUEHBI:

- MALMEHTBI, JICUEHUE KOTOPBIX N0 CTAHAAPTHOM CXEME C TPUMEHEHUEM
NPENaparoB B MAKCUMAIBHO NEPEHOCUMON WM PEKOMEHAYEMOM 103€ HE IPUBEIO
K OJKEJIaeMOMYy pe3yabrary. [lanueHTsl, mNoJy4aBIIME WHYK) MOHO- WU
KOMOMHHMPOBAHHYIO Tepanuio, nepen BkmoueHuem B KW moryt  ObITh
NEPEKIIFOUEHBI HA CTaHJAPTHYK0 MOHOTEpanuio ((poHOBOE neuecHue) Ha 8—12 Hen.
B ToMm cnyuae, ecnu TepaneBTUYECKHUE LETU B TCUCHUE 8—12 HEN. HE NOCTUTHYTHI,
NAlUEHTa BKJIKOYAKOT B HMCCIENOBaHUE MO0 B Tpymmy, nonyvaromyro UIT B
JOMOJIHEHUE K (POHOBOH Tepanuu, MO0 B rpynny miane00/akTUBHOTO KOHTPOJISL.
[TanmeHTOB, BKIIFOUEHHBIX B MCCICAOBAHHE, HEOOXOAMMO CTPAaTU(PUUMPOBATH B
3aBUCUMOCTH OT MPEALIECTBYIOIIETO JICYEHUS,

— MNAlMEHThI, MPUHUMABIIKAE cTaOwibHbie 1036l [TJIIl ¢ 1nenbro
CHIDKCHHSA TJMmKemMun # crabuwmm3amuu  HbAlc B  Teuenme 8-12 wHen.,
npeamecteoBaBnx Hadany KHW. JInsg gocTukeHHMs MakCUMabHOTO 3(QekTa
CHWKCHHUS TJIMKEMHUU C IMOMOIIBIO HEKOTOPBIX MPENaparoB MOKET NOTPEOOBATHCS
Oonee 12 Hen.

[Tpn komOunaMpoBanHoM npumenennu ['TJIIT no3y goHoBoro mpenapara Ha
NPOTSHKEHUHA  BCETO  MCCHENOBAHMS HE MEHSIOT, €CIM  3TO HE SBIAETCA

HEOOXOOUMBIM C TOYKM 3peHus Oe3onmacHoctu. [lo3zy HII moxbuparor metoaom
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tutpoBanusa. B mepuox KW no3er HMII m npenapara cpaBHEHHs! OOJKHBI OBITh
CTaOWJIBHBIMU.

Ecny nmanmeHTsl HE JOCTUTAKOT KOHTPOJISL TIIMKEMUM TNPU NPUMEHEHUH
HenHCyIMHOBBIX ['TJIIL, aTM mpemaparsl OTMEHAKOT W WHALMUPYIOT TEPANUIO
npenaparamu uHCynuHa [40]. B HEKOTOPBIX ciay4asx, HApUMEp, MPU YaCThIX U
TSDKETIBIX OMU30[aX TUNOTIIMKEMHMM, MNPEMATCTBYIOIINAX HJOCTUXKEHUIO LIEJIEBOTO
IJIMKEMUYECKOTO KOHTPOJIA, WJIA NPH WHCYJUHUHAYLMPOBAHHOM YBEIMYECHUU
Maccel Tena, KoMOWHauus mnpenapatoB wuHcyimHa W [TJII wmoxker npare
JOTOJIHATENBHBIE MpeumylecTBa. Hanbonee yacTo npuMeHseMoil KoMOMHALMEH
NpenaparoB SBJISIETCS MPENapaThl UHCYJIMHA B COUYECTaHUU ¢ MeT(GopMuHOM [52].

Hccneoosanusi KoMOUHUPOBANHO20 NPUMEHEHUS C NPENApAmMaMU UHCYIUHA

KomOunupoBannywo tepanuio MII ¢ mpenaparaMu WHCYJIHHA CIETYET
NPUMEHATH Y manueHToB ¢ C/12, HE NOCTUrarOIMX KOHTPOJISI IPU MOHOTEPAIUU
npernapataMi WHCYJIWMHA B QJCKBAaTHBIX J03aX WM MPH KOMOMHUPOBAHHOW
Tepanuy npenaparamMu MHCyiHHA ¢ ApyruMm [TJIL, oOeryHO MeTHOopMHUHOM, WK
asyms ['TIILL

B stom cnywyae Hekotopeie wmnm Bce npeapiaymme [TJIIT morytr ObITh
OTMEHEHBI M HAYara MHCYJIUHOTEpAnus. Pexe y NManueHTOB, YK€ IMOJTYYarOlnX
npenaparsl UHCYJIMHA, MOXKET ObITh fo0aBneH apyroi ['TJIL

[TanmeHThl TOJDKHBI OBITH CTPATH(UIMPOBAHBI [0 NOJYYAEMOMY JICUECHUIO.
['pynnel feyeHHWs] AOKHBI OBITh OJHOPOAHBI MO OTHOWICHUID K PEKUMaM
MPUMEHEHUS TIpernapaTta UHCYyIWHA (Hanpumep, OasanbHblid, 0a3anbHO-00HOCHBINA
pexxuMm). s monaenupoBaHus mnomyisuud nanueHtoB ¢ CJ12, momyuarommx
npenaparsl MHCYJMHA B PEAbHOH MNPAKTUKE, B MCCICAYEMYHO TOIMYJISILUIO
JOJKHBI OBITh BKIIFOUEHBI MALMEHTHI C IIAPOKUM IMANa30HOM HMHIEKCA MAcCChl
T€Na, CYWIECTBEHHYH MOJIKO JOJDKHBI MPEACTABIATH MAUMEHTHI € JJIUTEIBHBIM
aHamHe3oMm C/12 (Hanpumep, >10 5ieT), a Takke MalMEHTHI MOKUAJIOT0 BO3pacTa.
[Tocne mepuoaa crabunM3anuu J03bl «MHCYJIWMH + MET(HOPMUH» (KaK MPaBUIIO,
COCTaBIIAET & HEA.), MOAXOAAIIME MO KPUTEPUSM NALMEHTHl JOJKHBI OBITH

paHAOMHM3UPOBaHbl B rpymnmbl, noiaydaromue MIT mnu tumanedo, Ha mepuoja He
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MmeHee 26 Hen. Kak mpaBuiio, manMeHThl NPOAOJHKAIOT MOJIyYaTh CTAOMIIBHYIO J03Y
npenapaToB OHOBOTO JIEYECHHUSI, ECITH TOJIBKO HET HEOOXOAUMOCTH B CHIPKEHUHU UX
J03bl C TOYKK 3peHUsi OE30MACHOCTH MalUeHTa (MPEXKIE BCErO CHWKECHUS 03B
NPENapaToB MHCYJIMHA M3-3a THIOMTIMKEMHAN ). 11 MpenoTBpAILEHUST BO3MOKHBIX
JUIMTENBHBIX TEPUOJOB HEYAOBICTBOPUTEIBHOIO KOHTPOJSA TJIMKEMHM 3apaHee
JOJKHBI OBITh ONPENEICHBI KPUTEPUU IPUMEHEHUS K TEPANMH CITACEHUS.
OcHoBHas uens KM nomwkHa COCTOATH B JNEMOHCTPALMU IIPEBOCXOJCTBA
npumenenns M1 nepen miane6o B cHwkeHnn HbAlc. BTopuyHble KOHEUHBIC
TOYKHA HOJDKHBI CPEIM MPOYEro BKIKOYATH YaCTOTY 3MHU30[0B TMITOIIMKEMHUH, B
TOM YHCIIE CEPHE3HOM TMITOMIMKEMUH, U3MEHEHHUE MAacChl TENA U 1036l PenaparoB
WHCYJIMHA, 4 TAKKe A0 MAlMECHTOB, NTOCTUTIIMX LeneBoro mokasarens HbAlc

0€3 TMIOTrINKEMHH.

2.1.4.5 HUccnenoBanust B 0COOBIX IPynnax MalueEHTOB

[TanreH Tl NOKUIOTO BO3pacTa

Ilenu neuenuss CJI y NanMEeHTOB MOKWIOIO BO3pacTa, Kak Wy OoJjee
MOJIOJIBIX MAMEHTOB, BKIIFOUAKOT KOHTPOJIb NIMKEMUM U cHUkeHHE CC prcKa.

['epunarpuueckas NOMyJsIKUS OTIIMYAETCS OOJIbLIEH HEOAHOPOAHOCTHIO, YEM
nomyJsiiys nagueHToB ¢ CJ12 B 11e510M, TO3TOMY NMPU MPOBEACHUN MCCIEA0OBAHUAM
HEOOXOAMMO YUYMTHIBATh HAJMYHME CONYTCTBYIOUIMX 3a00J€BaHW, Makpo- W
MUKPOCOCYIUCTBIX OCJOKHEHUH M TMOJIMMPArMa3vio, a TakKE BO3MOXKHBIC
0COOEHHOCTH (papMAKOKMHETHKH MPENapara y NaqueHTOB MOKATIOT0 BO3pacTa

Taxum 00pa3oMm, /Ui OLICHKH CONOCTABUMOCTH TE€PaneBTHUECKOro 3¢ (ekra
u npoduist 6e30nacHOCTH (0COOCHHO BEPOATHOCTH PA3BUTHS TMIIOTJIMKEMHUH) Y
NAMEHTOB B 3THX MONYJSUUAIX Pa3padOTUMKy HEOOXOIMMO MPEACTABUTH JAHHBIC
N0 MPUMEHEHHUIO Mpenapara B Pa3HbIX BO3PACTHBIX rpynmax (65-74; 75-84 u 85+
JIET).

B 3aBucHMOCTM OT HWMEKOMMXCS JaHHBIX, MOTYT NOTPeOOBATHCA
JOTOJIHATENBHBIE UCCIIEA0BaHUS 3P(PEKTUBHOCTH M O€30MACHOCTH Yy MAUEHTOB

MOXUJIOTO BO3pacra [53].
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Jletn

Pacnipoctpanennocts CZ12 'y geTeil W MOAPOCTKOB KOPPEIHPYET C
PaCpOCTPAHEHHOCTBID OKMPEHUST B OTOM BO3pacTHoW rpymme [54]. UM3-3a
NOTCHUMAIBHBIX ~ PAa3JIMUMii  MpPOTEKaHWs  3a00J€BaHUST B MOMYJSALMAX
JETEH/MOAPOCTKOB M B3pOCibIX (Oosiee OBICTPOE CHWXKEHHME (QyHKUMH OeTa-
KJICTOK), CHECUU(PUKKA MEeAMaTpudeckoil mnomyjasuuu (Mporecchl MmyOepTaTHOro
pa3BUTHS, POCT, PA3BUTHE KOCTEH, HEWPOKOTHUTHUBHOC pA3BUTHE W T.1.)
PEKOMEHAYETCST MPOBOAUTH HE3aBUCHMBIC IMEAUATPUYECKUE  MCCIIECIOBAHUS.
Yacrora u pacnpocrpaneHHocte CI2 y nereit <10 ner Huskas. CpeaHuil Bo3pact
passutusa CJ12 y nereii cocrapnser 13—14 ner, mo3ToMy peKOMEHTYETCS BKITFOYATh
B KM manuenTor B Bo3pacre 10—18 ser.

[Tpn oneHke >PQPEKTUBHOCTH, B KAYECTBE NEPBUYHON KOHECYHOW TOUYKH
MO>KET ObITh TPUEMIIEMBIM M3MEHEHNE KOHUEHTpauuu HbAlc ot ucxonnoit no 12
HEJCIb M0 CPaBHEHUIO ¢ KOHTpoJieM. [IpopomkurensHocTh KW 1 KOHEUHast TOuka
Bceraa HOJDKHBI OBITH 0OocHOBaHBI Mexanm3mMom aevicteug [TJIII m menwro
UCCECAOBAHMS. 3aBEPIICHUE MPOAJIECHHON (pa3bl JODKHO COCTaBUTh B OOIIEH
CJIO’KHOCTH 12 mec. Tepanuu.

He pekomenayercs maumnate KW y neteit 1o Toro, kak OyayT MOMYYEHBI
J0CTaTOYHbIE JaHHBIE O Oe30macHOoCTH U 3P dexkTuBHOCTH Uccieayemoro [T y
B3pOCHbIX. ECIM CyIIECTBYIOT CEpbe3HblE MPOOAEMBI € OE30MACHOCTBIO SIS
nanHoro I'TJITI, He pexomennyerca HaunHate KW y nereil 1o nosyyeHus

MOCTMAPKETUHIOBOTO OIBbITA €r0 MPUMEHEHMS Y B3POCIBIX [55].

2.1.4.6 OueHka 6€30MaCHOCTH HOBOT'O THITOTJIMKEMHUYECKOTO Mpenapara

OcoOble  ycwiuss  AOKHBI  ObITh  MPEANPUHSATHL Uil BBISIBJICHUS
NOTCHUHAAIBHBIX HEXKEIATEIIbHBIX PEAKIUii, CBSI3aHHBIX C MEXaHU3MOM JACHCTBHS U
(hapMaKOIMHAMUYECKMMHM CBONCTBAMHM KJIAcCa, K KOTOPOMY OTHOCHTCS HOBBIH
npenapar. M3yuenme OezonmacHoct [TJII MOXET BKIHOYATh WCCIICIOBAHHE
BO3MOKHOTO BJIMSIHUSI HA UMMYHHBIH CTaTyC, CTUMYJMPYIOLIEE BIMSIHUE HA POCT

HOBOOOpa30BaHUd, pa3BUTHUE WH(PEKIMOHHBIX 3a00J€BaHUA W BOCHAIUATEIbHBIX
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npoueccoB (Hampumep, mnaHkpeatur). C momMowmbr oaHMX Toibko KU
KOMOMHHPOBAHHOTO MPUMEHEHUST HEBO3MOKHO OKOHYATEIIBHO OLICHUTh HCTUHHBIN
npodune Oe3omacHoctn  HoBoro ITJIIL. Tloutm Bcerma mpUCYTCTBYIOT
(dapmakoamHamMuueckue B3anmoackcTeus ¢ apyrumu ['TJIIL. He Bcerna BO3MOKHO
ONMPEACIIUTh OTHOCUTENIBHBIN BKJIAJ APYTHX MapaMmeTpoB ((PapMaKOKUHETHUYECKUE
B3aMMOJCIHCTBUS, AJAUTHBHBIE TOKCHYECKHE 3(PQEKTBl W 1Ip.) B HAOMOIAEMBINA
3¢ dekr. CrnenoparenbHO, B JOMOJHEHWE K PE3yJbTaraM, MOJYYECHHBIM B
UCCIICIOBAHUSAX KOMOMHUPOBAHHOTO MPUMEHEHHS, BAKHO HMMETh JAHHBIE O
OesomacHocTh  npuMeHeHuss HoBoro [TJIII, moslydeHHblE B  YCIOBHSX
MOHOTEPANUU.

['unormakemust

Onmu30abl TspKENmo runorymkemMun npu CI2, CBA3aHHOM € TSDKENOM
JUCPYHKIMEH LEHTPAIbHOW HEPBHOW CHCTEMBI, BCTPEYAKOTCS KpalHE PEAKO, HO
OHM MOTYyT HMMEThb 0C000€ 3HAYEHUE Ui JETEH/MOAPOCTKOB WM MALUEHTOB
ITOKUJIOTO BO3pacTa.

B mporokone KW noikHO OBITH YKA3aHO CTAHAAPTHOE ONPEAECICHUE
TSDKEIIBIX U MEHEE TSDKEIIBIX AMU300B TUIIOTIIMKEMUM ¢ ONTMCAHUEM CUMIITOMOB, a
TaKKE NOPOroBas KOHILEHTpALMs [IJIFOKO3bI, OINpelenseMas [0 pe3yiabTaram
CaMOKOHTpPOJIsl. ['mnornukemust 10/bkHA OBITh MOATBEPKICHA NMYTEM H3MEPCHUS
KOHLICHTPALMU TJIFOKO3bl B KAWJIISSPHON KPOBU WM TUIA3ME.

B oruere o pesynbrarax KW crnenyer npenoctapisaTe NOAPOOHBIN aHAIN3
ANU30J0B THUIOTIMKEMUHN, KOTOPbIE OBUIA OTMEYEHBI B NEPHUOM HCCIICIOBAHHS
(HampuMmep, aHaIM3 B TPYIINAx MAlMEHTOB, CTPATU(UUMPOBAHHBIX MO BO3PACTY:
<65, >65, >75 neT, XpOHOMETPAXK 3MU30I0B MO OTHOUICHUIO K BPEMEHU JICHCTBUS
npenapara, BpEMEHHU CYTOK).

JUT Ka)Kaoro 3nu30/a THMOTTTUMKEMUAN HEOOXOIMMO YKa3blBaTh BPEMS €0
Hauaja, Bpems, npolueniree mnocie nociaennero npuema ['TJII u nociie nmpuema
[ALLHA, CTENEHb TSHKECTH HBIU30[a, €ro MPOAOJDKUTENBHOCTD, HWCXO0M, J03Y
npuaumaemoro  JIII. Tlpm npumenennn ITJIII, cnocoOHBIX  BBI3BIBATH

THIIOITIMKCMUIO, a4 TAKXKC MJIA I'PYIIT HAUCHTOB € IMOBLIIICHHBIM PUCKOM PA3BUTHA
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TUITOTJIMKEMHAM, CIEAYET MPEIYCMOTPETH BO3MOXKHOCTH MPOBCICHUS H3MCPCHHUMA
KOHIICHTPAIlMA TJIFOKO3bl B HOYHOE BpeMs. HenpepblBHBI MOHWUTOPHHT
KOHIICHTPAIMU TJIOKO3bl JaeT O0Jiee MOJIHYI0 WH(POPMAIUMIO O TIIMKEMHYECKOM
npoQuiie B TCUEHUE HOYH.

Cepaeuno-cocyaucras 0€30MacCHOCTh

[Tporpamma pazpadotku [TJII nomxHa coaepkaTh KIMHWUYECKUE W
JOKJIMHAYECKUE WCCIICTOBAHNS, MTO3BOJISIFOIINE MTOJIYYHUTh JTAHHBIC,
XapaKTEpU3yIue pucku, ces3anHele ¢ CC cucremoil. B wactHocTH, 3TO
otHocutcs K ['TJIIT ¢ HOBEIM mexanuamom aciictBus wid [ TJIL, mis koTopeix
npodune CC 06€30NaCHOCTH €1IE HE YCTAHOBJIEH WIIM IOCTABJIEH MOl COMHEHUE.

HMMYyHOTEHHOCTD

Ecnu  woBeiii  ITTJIII npencraBnser coboii  0ennok, HE0OX0auMo
KOHTPOJIMPOBATh 00PA30BAHUE CHCIU(PUUECKAX AHTUTEST U U3MEHEHUE UX TUTPA C

TCUCHHUEM BPEMECHH [56].

3akirouenue

[IpencraBneHHbIE B pa00TE PEKOMEHAIMN OTPAKAKOT OCHOBHBIC MPUHLIUIIBI
nanupoBanus U npoeeacHus KW npu pazpabotke I'TJII (Mckirouas mpemapars
WHCYJINHA).

Beibop monynasuuuM  MAOMEHTOB  OMPEACTSACTCS  OOIICTPU3HAHHBIMA
QITOpPUTMaMM  JAHArHOCTUKH W JedeHus CJ12, KoTopble pa3pabaTelBAOTCS W
YTBEPIKAAKOTCS BEAYILMMH MEKIYHAPOIHBIMH SKCIIEPTHBIMU OPraHU3ALMIMMU.

[Tpn npoBeacHnn noareepxkaarommx KM HeoOXoammMo UMETh JOCTATOYHBIC
00OCHOBaHUSI HE TOJIBKO THITOTTIMKEMHAYECKOro neicTBus JII1, HO n uHpopmanmnio
1o ero BnusHuto Ha CC pucku u ocnokHeHus CJI.

Jlu3aiiH ucclieqoBaHMs JOJDKEH OTBEYATh COBPEMEHHBIM OOIICTPUHATHIM
KOHLENUMAM  JI0Ka3aTelbHOW  MEOUWLIMHBI W MPEACTaBIATH co0oii
PaHAOMHU3UPOBAHHOE JBOWHOE CIIENOE KOHTPOIMPyEeMoe HccienoBanue. Ocodoe
BHAMAHWE CIIEAYET YJCIUTh HEOOXOAMMOCTH  COONIFOJCHUS  TalMCHTaMU

PEKOMEHTAlM i 110 MUTAHKIO U YPOBHIO (PU3MYECKON aKTUBHOCTH.
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JIMATEILHOCTE MCCIICAOBAHUS JOJIKHA COCTABJIATH HE MEHee 12 Hea., Tak
Kak 310 olecneumBacT OUEHKY 3(¢exktuBHOoCTH HOBOro [TJIII mo mepBUyHOMN
KOHEYHOH TOYKE, KOTOpasi ONpenessieTcs o u3MeHeHuo nokazarens HbAlc. s
peructpanuu ['TJIIT TpeOyrorcsa pe3ynbrarel Oosee mpoaospkutenbHoro KU, kak
npaBwiio, A0 1 roja, 4To MO3BOJISET OLEHUTH AOJTOCPOYHBIN yCTOMUMBBIN 3 deKT
rpenapara no OTHOLIEHWID K CHIJKEHHIO KOHLEHTPALMMU [JIFOKO3bI B KPOBU H
NOJIy4YnTh TPeOyeMbIE TaHHbIE 10 Oe30macHoCcTr nmpuMeHeHus JII1.

Cnenyer OTMETUTh, YTO (PAKTOP FETEPOTEHHOCTH MONYJSIUU MAlMEHTOB C
C/12 MOXET mpensTCTBOBATH MOJYYCHHUIO 0KAIAEMOI0 TEPANIEBTUYECKOTO OTBETA
Ha npuMmeHenne HoBoro [TJUINL. Eme omHoii ocoOeHHOCThIO siBasitoTcss KU B
0COOBIX MONYJISALHUSAX MALMEHTOB, TPEXKAC BCETO Y MAMEHTOB MOXKKUIIOTO BO3pacTa.
Ota Kareropus MaueHTOoB SBJISETCS KpaliHE HEOHOPOIHOM, naxe Ha (poHE oOmei
rereporeHHoctd nomynsuun  CA2, B CBA3M C HAIMYMAEM CONMYTCTBYIOIIMX
3a00JIcBaHM M TMONMNpParMasuu. Pa3BUTHE SKCIEPTHBIX MOAXOI0B K OLIEHKE
HOBBIX [TJIIT mis nedenns CJ12 TpeOyeT MOCTOSHHOTO MOHWUTOPWHIA HAYYHBIX
nyOnvkanuii. ¥ MEKIYHAPOAHBIX peKkoMeHmauuid. B ciayyae OOHOBIICHUs
MEXIYHAPOJAHBIX PEKOMEHAAIMI M CTAaHAAPTOB JICUCHHS MOXKET MOTPEOOBATHCS
YTOYHEHWE UH(POPMAIK, KaCaOIICHCs ATanoB KIIMHAYECKOU pazpadbotku ['TJIIT.

Hacrosmme pekoMeHaauu npeIHasHadYeHbl Ui SKCIEPTOB, MPOBOMAALINX
OLICHKY MporpamMmbl KIMHAYECKOH pazpadorku [TJI, skcneprudy ¢ LENBIO
peructpanuu, a Takke anas pazpadotunkoB [TJII, mmaHupyromux MPOBEACHUE

KH.
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I'naBa 3 /IokJInHAYECKAs U KJIMHHYECKAas pa3padoTKa npenaparos,

INPHMEHAECMBIX AJIsA JICUCHUA AJIKOI0JIM3Ma

Hcnonaurenu: a-p men. Hayk Apxunos B.B., kana. men. Hayk ConmoseeBa A.lL,

KaHa. Mea. Hayk Kokun U.B.

BBenenue
AJIKOTOJIbHAS. 3aBUCUMOCTb OTHOCHTCSI K BEAYLIUM MPUUYUHAM YXYILICHHS

3I0POBbs, YTparbl TPYAOCHOCOOHOCTH W COKPAUICHHWS MPOJOJDKUTEILHOCTH
JKU3HW, B CBS3M C YEM BOMPOCHI UX JICUEHUS MMEIOT BBICOKYIO COLMAIBHYIO
3HAYUMOCTb.

ITo ouenkam 3kcnepToB BeemupHoi opranmzanmu 3apaBooxpaHenus (BO3)
QJIKOTOJIbHAST ~ 3aBUCUMOCTh  (A3)  ABISIFOTCS  OOHMMH W3 HauOolee
pPacrpoCTPAaHEHHBIX W OOPEMEHMTENBHBIX TCUXMYECKHX PACCTPOMCTB, a
KOJIMYECTBO JIMI[ CTPAAAIOMIMX JAHHBIM 3a00JI€BAHHMEM B CPEIHEM COCTABIISIET
1,87% wnacenenus, mpu 3toMm kojeodnercs ot 0,1% no 5,3% B 3aBUCHUMOCTH OT
pEruoHa.

[IpencraBnennsie BO3 3nuaeMUOIOTAYECKHE JAHHBIE 10 A3 MTOABEPIKEHBI
SAPKO BBIPA)KEHHOMY IIOJIOBOMY, BO3PAaCTHOMY, 3THHYECKOMY AMMOPPU3IMY, H
HEMOCPEACTBEHHO CBSI3aHbl C COLMATIbHBIMH, MOJUTHYECKUMHU, SKOHOMUYECKUMH,
AEMOTPAPUUECKUMHA, KYJbTYPOJIOTMYECKAMU ACHEKTAMM SKM3HH KOHKPETHOTO
peruoHa .

Bricokas conmasibHas 3HAUMMOCTh ONPEACIAET MPUOPUTETHOCTD MOAX0I0B
K (hapMaKoTEpanuy NauueHToB ¢ A3, TUKTYEeT HEOOXOAUMOCTh Pa3pabOTKH HOBBIX
JIEKAPCTBEHHBIX MPEMAPATOB, COBEPLICHCTBOBAHUS METOAOJOTHYECKMX TOIXO00B
K  TOPOBEACHUK)  PETMCTPALIMOHHBIX,  JOKJIMHUYECKUX M KIMHUYECKUX
UCCEN0BAHM, BOMPOCAM OLICHKU X d(PPEKTUBHOCTU U OE30MACHOCTH.

Llenp paboTel — TOArOTOBKA PEKOMEHAAUMHA MO  KIMHUYECKAM
UCCACAOBAHUSAM W OIEHKE A(PPEKTUBHOCTH M OE€30MACHOCTU JIEKAPCTBEHHBIX

npenaparoB HpUMCHACMEBIX IJI4 JICUCHHA aJIKOIOJIM3Ma.
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3a pyOekOM €IWHCTBEHHBIA (OpPMAIM30BAHHBIA CBOX TpeOOBaHWA K
NPOBEACHUIO KIMHUYecKkux wuccaenoBanuii (KW) mnpemaparoB mis JieueHwUs
AJIKOTOJIbHOM  3aBMCMMOCTM TPUHST TOJbKO EBpONEHCKUM areHTCTBOM IO
aexkapcTBeHHbIM — cpeactBaM  (European Medicines Agency, EMA). 3to
PYKOBOJICTBO CTajJI0 OCHOBO# peKOMEHAAIIMI 0 00BEMY U IU3aliHy UCCIICI0BaHUN
B MporpaMme pa3pabOTKU paccMaTpyBacMbIX MpenapaToB. XOTs JaHHbIC
PEKOMEHAALMU KacaroTcs pa3padOTKM HOBBIX MPEMApaTroB, MPUHIMIUATBHbIC
acmekTbl orOopa mnamueHtoB anas KW akTyaiabHbl M Ui [UTAHUPOBAHUS
MCCJIET0BAHUI BOCITPOU3BEACHHBIX MTPEMAPATOB.

CoBpeMEHHbIE TEPANEBTUUECKUE MOIXOAbI U MOAXOAbl K Kiacch(UKaluu
A3 B Poccuiickoii ®epepanun 0azMpyroTCs Ha CTpaTeErusx, pa3pabOTaHHBIX
BEYIIMMUA HAPKOJOTUYECKUMU U TICUXUATPUUECKUMM OpraHu3auusiMu. Takum
o0pa3zoM, BbIpadOTKA COrIaCOBAHHOW MO3WIMM, B YACTHOCTH, MO OTHOLIEHUIO K
o0bemy KU, siBiisieTCs BaKHBIM 11ArOM Pa3BUTHs HAIIMOHAIBHBIX PETYJISTOPHBIX
TpeOOBaHUN U CO3/aHMsI PYKOBOJCTBA MO MPOBEACHUIO KIMHUYECKOTO M3yUYECHMUSI
IpenaparoB [Jisl JEUEHHUsS aJKOTOJIbHOW 3aBUCUMOCTH Ha TEPPUTOPUM CTPaH —

4yieHOB EBpa3uiickoro 3kOHOMUYECKOro COr3a.

3.1 CosBpemMeHHble mNpeACTaBJeHHss 00 JTHOJOTHH, MNATOreHese,
KJIaccupuKanuu aaIKOroJabHON 3aBUCUMOCTH

AnkoronibHas 3aBUCUMOCTh (A3) — MynbTU(aAKTOpUANBHOE 3a00JIEBAHUE
ATUOMATOTCHETUYECKH  OOYCIIOBICHHOE PSJIOM TEHETHUYECKUX, OMOJIOTMYECKHUX,
JUYHOCTHBIX M CPEOBBIX IETEPMHUHAHT. M3 HanOoee n3y4eHHbIX OMOJIOTUYECKIX
(daktopoB B natoreHe3e A3 y4acTBYIOT. karexonamuHoBas (KA) u nodamuHoBas
(J1A) cuctembl B JMMOMYECKMX CTPYKTypax MO3ra, a TaKKe 3SHIOTEHHO-
ommonanas, '’ AMKepruueckas nu N-metun-D-acnapratHas cucremsi [57].

[IpeacraBneHuss O MATOTEHE3€ AJIKOrOJM3Ma HAXOAATCd Ha  JTare
(¢opmupoBanusa. CUMTAETCS, YTO AJKOrOJIb JACWCTBYET HA MEMOpPAaHY HEPBHBIX
KJIETOK JAEeCTa0WIM3MPYIOIIEE, 3a CYET M3MEHEHUs (PU3MUYECKMX CBOHCTB €€

JJUITMAHBIX U OCITKOBBIX KOMITOHCHTOB. HpI/I 3TOM 3TAHOJ ABJIACTCA OK30I'CHHBIM
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AreHTOM KOTOPBIA MPH HU3KWUX KOHLECHTPALMSIX B KPOBH BBI3BIBACT 3il(hopuro u
NOBEACHYECKOE BO30YXKIEHUE W3-3a MOBBILIEHHOTO CBS3BIBAHWS TJIyTaMara c
peuenropamu N-metun-D-acnaprara (NMDA), a npu BBICOKMX TPUBOAUT K
OCTPO  MHTOKCHKALMM 34 CYET NOTeHUMpoBaHus S(P(PEKTOB  raMma-
amuHomacisiHoid kucnotel (AMK) B penentopax ¢ AenbTa-CyObeIUHULIAMHA.
JlokanbHOE pacnpeneneHue 3TUX CyObEeIUHUIL OOBICHSIET, MOYEMY MO3KEYOK,
00JacTH KOpBI, TATAMHYECKUE PENICHHBIE CXEMBI W CTBOJI MO3ra SIBJSFOTCS
OCHOBHBIMH CETSIMH, OMOCPEAYIOIMMH ONbsHsOMME 3(pPekTsl akorons [58, 59,
60].

YcuneHHas JJIMMHMHALMS 3TAHOJA BBI3BIBAET OTBETHBIC HAPYIUEHUS B
rilyTamar-HeRPOTPpaHCMUCCUU, ToAaBisgeTr akTtuBHOCTe ['AMK um  Bemer K
BO3HMKHOBEHMIO COA, B TOM 4YHCIIE CONPOBOXKIAKOLIETOCA JACITUPUO3HBIMU
paccrporictBamu [61, 62].

Topmozsiimii 3pdext sranona Ha [[HC gocrturaercs ¢ momompro 'AMK
NyTEM BO3JACHCTBUS Ha cCrnelM(HUUECKHe peuentopsl. M3BecTHel  cnenmyromme
I'AMK-peneropbl: uonorponaeie 'AMKA u T'AMKC wu meraboTpomnHbie
I'AMKB. Ctumynsinus JIATaH1-3aBUCUMOT0 HOHHOTO KaHasia ' AMKA-penentopa
BBI3bIBAET THIMEPNOISPHA3ALMI0 MEMOpPAH, YCWIMBAsh NPUTOK HMOHOB XJIOpa, 4TO
OpUBOIUT K  o0meMy  3aMEIJIEHWI0  HEHPOTPAHCMHUCCHHM,  OKa3blBas
AHKCUOJIMTUYECKOE, CETATUBHOE U MIPOTUBOCYIOPOKHOE NEHCTBUE [63].

[Tpuem AJIKOTOJISA BBI3BIBACT MTOBBILLIEHHOE BBICBOOOKIIEHUE
Heripomenuaropa 'AMK u moBbIaeT 4yBCTBUTENBHOCTH penentopa "AMKA,
YTO MPUBOJUT K OOIIEMY YBEJIMYEHHE HMHTMOMPYIOLICH HEHPOTPAHCMUCCHH.
Kpome Toro, 31aH0JI KOHKYPEHTHO TOPMO3UT CBA3BIBAHUE TNIALMHA ¢ N-MeTU-D-
acnapratHeiMa  (NMDA) peuentopamMu TOJOBHOTO MO3ra, CJEAOBATEIBHO,
npenoTBpamas aercrteue rayramara Ha NMDA-penentopsl.  XpOHHUYECKOE
noTpedJICHUE 3TAHOJIA MPUBOAMT K QJANTUBHOMY KIMHUYECKOMY (PEHOMEHY
TOJIEPAHTHOCTH, TO €CThb K MOTPEOHOCTH B YBEIWYCHHWH J03 3TaHOJIA JUIs

COXPAHEHUS €r0 MPEKHUX MCUXOTPONHBIX YPPEKTOB.
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[TporcXOauT NOCTENEHHOE MOBBIIEHUE dKenpeccun NMDA-penentopos u
KOMIIEHCATOpHOE TnoAaBieHue peuentopos ['AMKA i HEUBENIMpPOBaHUS
HApacTarowwero cea3piBanus rauuumHa ¢ NMDA-peuenropamu. Uto u sBRseTCs
OMOXUMUYECKONH MOJOMICKOM SIBICHUS PACTYHICH TOJICPAHTHOCTH K aJIKOTOJIIO
[64-67].

JIpyroit HEHPOTPAHCMUTTEP, YUacTBYrOIMi B reHe3e COA ¢ nenupruo3HbIMU
pacctpoiictBamMu — nodamuH. [IpepriBaHre XPOHUYECKOTO NOTPEOIEHUS ATKOTOJIs
OPUBOJUT K OKCIAHCUBHOMY POCTY KOHICHTapauuu JodgaMuHa B TKaHSX
TOJJOBHOIO MO3ra, 4YTO BBI3BIBACT Mpouecchl mnepeBo3dyxacane [[HC n
BO3HMKHOBEHHE 0OMAHOB BOCHPUSITHS, B TOM YUCJIEC — TAJLTIONMHALINN [68, 69].

OnHy w3 BeaymMX pOJIEH B TCHE3€ HEBPOJIOTHMYECKUX PACCTPOMCTB €O
CTOPOHBI KakK NmepuepruyecKoil, Tak U IIEHTPAIbHOW HEPBHOM CUCTEMBI, MPUAACTCS
neduuuty TMaMuHa, Wik ButamuHa B1. TuamuH, B CHTy CBOCH aKTMBHOU posyin
Ko(epMeHTa TUPYBATACKAPOOKCHIIA3HOTO M O-KETOTIIyTapaTAeruIPOreHa3HOro
KOMIUIEKCOB, a TAK)KE TPAHCKETOJA3bl YYaCTBYET B METa0OIU3ME YITIEBOJOB, T.€.
00eCneYnBacT BBICOKME SHEPIETUYECKUE MOTPEOHOCTH TKAHEH TOJIOBHOTO MO3ra
[70, 71]. HyrpuTuBHbIA jaePUIMT THAMWUHA, CBOWCTBEHHBIH  OOJBHBIM
QJIKOTOJTU3MOM  (HEIOCTAaTOYHOE MWUTAHWE, JWTECTHBHBIE pacCTpOiCcTBa), B
COBOKYITHOCTH CO CHMKEHMEM MPEBPAILCHUSI THAMUHA B aKTHUBHYIO (popmy [72, 73]
MPUBOJIUT K HAPYIICHUIO MPOBEACHUS HEPBHBIX UMIYJIbCOB BCEIACTBUE CHUKEHUS
ANEKTPHYECKON BO30YAMMOCTH U TPOBOAUMOCTH HEPBHOM TKaHU. UTO B KOHEUHOM
CUeTe, SBIACTCI OJHOW W3 TJIABHBIX MPUYUH HE TOJIBKO IOJIAHEUPONATHMN, HO
TaKKe dHIe(aronaTuii, IeTMPUEB U CYIOPOKHOTO CUHApOoMa [74-76].

Crnenyer Takke UMETh B BUAY, YTO HE MEHBIIYIO POJIb B TEHE3E HAPYIICHUMA
CTPYKTYPHO-(PYHKIIHOHAJIBHOTO COCTOSHUSI HEPBHOW TKAHW WIrpacT MpIMOM
LIUTOTOKCUYECKUH >(Pdext 3TaHona w ero aepuparoB [57, 77, 78, 79], B
COBOKYMHOCTH ¢ 3(pdektamu nedunura tTnamuna [80, 81, 82], npuBoasmumMu K
MHO>KECTBY BTOPWUYHBIX META0OJMYECKMX HAPYIIEHWS B HEHPOHAX (BILIOTH 10

JEMUECITUHU3ALNAN U TNIH03a) B LICHTPAIIBHBIX OTIEaX rOJIOBHOTO Mo3ra [83-87].
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MexayHapOAHOH CTaTUCTHUYECKON Kiaccupukaumu Oofie3Held W mpoOiem,
CBSA3aHHBIX CO 3I0pOBbeM. B Hacrosimiee Bpems B Poccum aeiictByer
«MexxayHapoaHas CTaTUCTHUECKas Kinaccudukanusi OoJie3HEH U mpolieM,
CBSI3aHHBIX €O 3A0poBbeM (lecsartoiii mepecmotp)» 10 (MKB-10).

B MKDB-10 Bce BapuaHThl QIKOTOJIBHBIX PACCTPOWCTB NPEACTABICHBI B
pazaene V «llcuxmyeckue W MOBEACHYECKUE paccTpoiicTBay. OHU COCTABISIOT
noapasaen «llcuxuueckue W TOBENCHYECKME  PACCTPOMCTBA  BCIEICTBUE
ynoTpeOneHus TMCUXOAKTUBHBIX  BemecTB»y  (pyOpukm  F10-F11). Tepmun
«AJIKOTOIM3M», TPAOULIHAOHHBIM JUII  POCCHHCKOM  HApPKOJIOTHHM, 3aMEHEH
MEXAYHAPOAHBIM TEPMUHOM «aJIKOTOJIbHAS 3aBUCUMOCTBY .

Hwxe npuBeacHbl 0a30Bbie MWMQPBI MCUXWYECKUX PACCTPOHCTB W
paccTpoiiCTBA MOBEACHUS, CBA3AHHBIX C YIOTPEOICHUEM AJKOTOJs (YTOUYHEHUS K
mrpaM COCTOSHUI MPUBEAEHBI B COOTBETCTBYIOIINX PA3ACax ).

B npencraepnennoi knmaccuduikanuu, nepBblii 3HaK (OykBa) 00O3HA4YaeT
IPYIIY pacCTPOMCTB TOW UM MHOW CUCTEMBI. KOHKPETHOE BEIIECTBO YKA3BIBAETCA
2-M ¥ 3-M 3HaKamH (T.€. nepBbIMU ABYyMs Hu(ppamu nocie Oykesl F), a 4-ii, 5-i n
6-i 3HAKW YTOYHSIOT KIMHHYECKOE cocTosHue. Takum oOpazom: F10 —
NCUXWYECKUE  PaCCTPOCTBA W pPACCTPOICTBA  NOBEACHHWS,  BBI3BAHHBIC
ynotpednenreM ankoroiisi. YUerBeprTelid 3HaK (3-8 nm@pa) MCOoOab3yeTcs Uis
YTOYHECHHSI KJIMHUYECKOTO COCTOSIHHS: XapakTep MOTPEOJICHUS — amKOTos,
(OpMUPOBAHME CUHAPOMA 3aBUCHUMOCTH, HAJIMYME TMCUXOTHYECKUX WM
JEMEHTHBIX COCTOSSHUH H T.11.

1. Octpas ankoronbHas WHTOKCUKAUUS (&IKOTOJIbHOE ONbSHEHHE) B
Tsoxennoil crenenu. [ndp Mexaynapoanoi knaccudukarnuun 6onesneii (MKb-10)
- F 10.0. CumnTombl: yrHeTeHue Co3HaHHWs (TyOOKas OTIYHLIEHHOCTH,
COMHOJICHIIMSL WM KOMa), HapylICHHE BETreTaTUBHBIX (DYHKUMH (apTepHaabHas
TMIOTEH3Us, TUIOTEPMUS, OJICAHOCTh MM CHHIOIIHOCTh KOKH M CIM3UCTHIX),
NACCHBHOE TTOJIO’KEHUE TENA.

2. 3poynoTpeOiicHWE  ajaKoroysieM  (ynoTtpeOjieHue ¢ BPEOHBIMHU

NOCJEACTBUSIMU  JJIst  310poBbst).  [llupp MexayHapoaHoil Kiaccupukanuu
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oonesneid (MKB-10) — F 10.1. Croga OTHOCHTCS CUCTEMATUUYECKOE MOTPEOSICHUE
QJIKOTOJII HAa MPOTSHKEHUM NOCHAEAHUX 12 Mec, BiaeKymue ymepd (U3ndecKoMmy
3I0POBBIO, HO HE COMPOBOXKAAroUlcecs (POPMUPOBAHUEM 3aBHCHMOCTH OT
asikorofisi. HeratuBHbie COLMANIbHBIE MOCIECACTBUS 3[1ECh HE PACCMATPUBAKOTCS.

3. XpoHWYECKMI anKoroau3M (3aBHCHMOCTh OT aJKOroJisi) - HadajibHas
cramusi, ¢gasza odoctpenus. [lludpp MexnynapoaHoit knaccupukanum Oone3HEH
(MKB-10) — F 10.2.4.1. Tlpu3Hakn HaYaJIbHOM CTAAWKM 3aBUCHUMOCTH OT AJIKOTOJIS:
NAaTOJIOTUYECKOE BJICUYECHUE K QIKOronr 0e3 cpopMHPOBAHHOIO aOCTHHEHTHOTO
CUHAPOMA, TMOBBIIIECHUE TOJCPAHTHOCTH K  QIKOTOJI0, KOMIEHCHUPYEMBIE
HEBPACTCHUUYECKUE U MICUXOMATONOI00HBIE paCCTPOICTRA.

4. XPpOHWYECKHI aIKOrojau3M (3aBUCHUMOCTb OT QJIKOTrOJisl) HavyajbHas
craamsa, (¢asza nogaepxkuBaromiero seuenus.  udp  MexxayHapoaHoi
knaccupukanmm 6onesneit (MKB-10) — F 10.2.2.1. [Ipu3Haku naToJOrH4ecKoro
BJICYCHUS B QJIKOTOJIO, TIOMCK CUTYyallMH, CBA3aHHOH C MPUEMOM CHUPTHOIO,
HECTAOMIBHOCTh HACTPOEHMUSI.

5. XpOHUYECKHA aTKOrom3M (3aBUCUMOCTD OT QJIKOTOJIsl) CPEAHSISE CTaus,
daza o0ocTpeHusi, aOCTUHCHTHBIA CHHAPOM, CTEMCHb TSHKECTH - JIErKas
[MIupp Mexnynapoanoi knaccudpukammu Oonesneid (MKbB-10) — F 10242 F
10.3. CUMITOMBI: aCTEHHUsI, HEYCTOWYMBOCTb SMOLMHI, MMOTIMBOCTD, NPEPBIBUCTHIN
COH, IJIOXOM amIeTuT, JIETKAHA TPEMOP PYK, MOHWKEHHOE HACTPOCHUE, HABI3YHBOE
BJICYCHHUE K AJKOTOJTIO.

6. XPOHWYECKMI aIKOTOJIM3M (3aBUCUMOCTh OT QJIKOTOJsl) — CPEaHss
craausd, (paza 000CTpeHUsl, AOCTUHEHTHBIA CUHAPOM, CTENEHb TSHXKECTH — CPEIHSS
[Mupp Mexnynapoanoii knaccudukanum 6onesneid (MKb-10) — F 10.2.42, F
10.3.  CumnToMmsl.  pa3OMTOCTh, CIA0OCTh, MOTJIMBOCTb, CEPALICOMCHHUE,
TOJIOBOKPY’KEHHE, TOJOBHAs OONb, OCCMOKOWHBIM COH, OTCYTCTBHE AalllETUTA,
YKAKA, METEOPU3M, MOJABICHHOCTh, Pa3APAKUTENBHOCTD, TPEBOTA, TPEMOP PYK,
BEK, sA3bIKA, C1a00 KOHTPOJIUPYEMOE BICYEHHE K AJTKOTOJIIO.

7. XPpOHHYECKHH alKOTOJIM3M (3aBUCUMOCTb OT QJIKOrOJIsl) - CPEOHss

craaud, (aza o0ocTpeHus, aOCTUHEHTHBIA CUHAPOM, TspKenas creneHb. ugp
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MexnaynapoaHoi knaccuukanmu Oonesneit (MKb-10) — F 10.2.4.2, F 10.3.
CuMITOMBI:  BBIP@KECHHAs C€1a00CTh, 3aTPYAHCHHBI KOHTAKT, OCCCOHHHMIIA,
HOYHBIE CTPAXH, SNU30AUYECKUE WUTFO3UN U TAJUTFOUUHALIMK, UICH BUHOBHOCTH U
OTHOLICHHUS, TOJOBHAs OOJb, TOJIOBOKPY)KEHUE, TPEMOP BCErO TENA, TPEBOTaA,
JIBUTATENIbHOE OECMOKONCTBO, MOTIMBOCT M O3HOO, CEpALCOMEHUE, TOLIHOTA,
AKTUBHOE BJICUYEHHUE K AJTKOTOJIIO.

8. XPOHWYECKHI anKOTroNM3M (3aBUCUMOCTb OT aJKOTOJII) — CPEAHsI
cTaausi, nepuoa mnojjacpxkuparomiero Jsedenus. [ludp MexxnyHapoaHoi
knaccupukanmu  Oonesneid (MKB-10) - F 10222, VYcroituupoe
YAOBJIETBOPUTEIIBHOE COMATHYECKOE W TMCHUXMYECKOE COCTOSHUE, >KATOOBI
COMATHYECKOTO XapakTepa Ha camMouyBCTBHE. DOpMaIbHO — OTCYTCTBHE
NATOJIOTUYECKOTO BIICYECHHS K aJIKOTONI0. [1acCMBHOE BBIPAKEHWE YCTAHOBOK Ha
TPE3BBI 00pa3 )KU3HH.

9. XPOHMYECKMI aAJIKOrOIU3M (3aBHCHMOCTb OT aJKOrO0Jisi) — KOHEUYHas
craausi, (paza 0OOCTPEHUs, AJIKOTOJIbHBbIA AOCTUHEHTHBIA CHHAPOM B TSKEION
CTENECHHU (JIETKUE M CPEIHEH TSDKECTH PacCTpoicTBa Ui KOHEYHOH CTaguu HE
xapakrepusl). [ndpp Mexnynapoanoi knaccupukanun oonesneid (MKb-10) - F
10.2.4.3, F 10.3. CumnrTomsl: Mepuaromias AC30PUEHTALMS, 3aTPyIHCHHBIN
KOHTAKT, OCCCOHHMIIA, CTPAXH, SMU30UUECCKUE WUTFO3UU U TALTIOLMHALAN, UACH
BUHOBHOCTH M OTHOILIECHUS, TOJIOBHAS OO0JIb, TOJIOBOKPYKEHHE, TPEMOP BCETO TENa,
TPEBOra, ABUTATEIbHOE OCCMOKOWCTBO, MOTAMBOCTH M O3HOO, CepAlcOMCHUE,
TOIIHOTA, AaKTUBHOE BJIICUYEHUE K AJTKOTOJIIO.

10. XpoHWYeCcKHil alKOroau3M (3aBUCHUMOCTb OT aJIKOrOJisi) — KOHEYHas
CTaJus;, TepaneBTHYEeCKas peMHuccHs Ha (OHE MPUEMA ABEPCUBHBIX CPENCTB.
[Inpp Mexnynapoanoi knaccupukaumm Ooneznerd (MKB-10) — F 10.2.3.3.
YactruyHas peayKuusi COMAaTHYECKMX M HEBPOJOTMYECKMX CHMIITOMOB, CTOWKHE
NICUXONATOJIOTHYECKUE paccTpoiicTBa. DOpMAlIbHBIE YCTAHOBKH HA JICYCHHUE W HA
TPE3BOCTb.

11. CocTossHHE OTMEHBI AJKOTOJIA C JACIUPUEM (QIKOTOJIbHBIA JCIUPUH,

Oenas ropsuka). [1udgp Mexaynapoanoi knaccudukanuu 6onezneid (MKb-10) —
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F 10.4. Ocrtpoe mnCUXOTHYECKOE PACCTPONCTBO, MAEC30PUEHTALAS B MECTE
HAXOX/ICHUS U B COOCTBEHHOM JIMYHOCTH.

12.  AJKOroJbHOE TICUXOTUYECKOE PACCTPOMCTBO, MPEUMYILIECTBEHHO
raJUTIOIMHATOPHOE  (OCTPBIA M TMOJOCTPbIA  JKOTOJBHBIA  TaJTIOLUHO3)
[MIndp Mexaynapoanoi knaccupukanmu 6onezneil (MKB-10) — F 10.5.2. Octpoe
NCUXOTUYECKOE PACCTPOMCTBO, BBIPAKEHHOE JBUTATENBHOEC OECMOKOHCTBO,
NOMBITKA YYACTBOBATh B OOJIC3HEHHBIX MEPEIKUBAHUAX, CTPAX.

13.  AJKOroJbHOE TICUXOTUYECKOE PACCTPOMCTBO, MPEUMYIIECTBEHHO
OpenoBoe (aIKOTOJbHBIN MapaHOWA, alKOTroJdbHAsS MApPaHOWs, alKOTOIbHBIA Open
pesHocTH). [lugp MexnaynapoaHoi knaccudukanum Oonesneid (MKb-10) —F
10.5.1. OcTpoe NCUXOTHYECKOE PACCTPOUCTBO, OPEJT OTHOLICHHUS, TPECIICTIOBAHUS,
CTpax.

14.  ANKOrosbHOE TICUXOTUYECKOE PACCTPOMCTBO, MPEUMYILIECTBEHHO
noJmMOp(HOE, C€ HMCXOAOM B  AMHECTHYECKHA CHHIPOM  (&IKOrOJibHAs
sH1E(hanonaTus, KOPCAKOBCKHUI TICUX03). [Mndp MexayHapoaHou
knaccupukanmm 6onesneit (MKb-10) - F 10.5.3., F 10.6.

COBpEMEHHBIE ~ MEKIYHAPOJIHBIE  JUArHOCTHUYECKHE  KpuTepun A3
(cootBercTByOomue MKB-10) um3noxkensl B marepuaiax JIMarHOCTUYECKOTO W
CTAaTUCTUYECKOTO PYKOBOJICTBA MO MCUXMYECKUM paccTpoiicTBaM — Diagnostic and
Statistical Manual of Mental Disorders, Fifth Edition (DSM-5)

PacctpoiicTBo ynoTpeOnaeHusl alnkoroisi OMPEeACsSeTCs, KaK PEryJsIpHOE U
NPUBOALICE K KIMHUYECKH 3HAYMMBIM TOCJEACTBUSAM, W JOJKHO MPOSIBIIATHCS
1o MeHbLIe mepe aByms u3 11 npusnakos DSM-5:

1. 4acToe ymoTpeOJeHUE ankoroiass B OONBIIMX KOJWYECTBAX WU
JOJIbLIE, YEM MPEATOIIAraioCh,

2, NOCTOSIHHOE JKEJIAHWE WJIM HEYJAYHbIC TOMBITKA MPEKPATUTh WIIA
KOHTPOJIMPOBATh MPUEM AJIKOTOJIS;

3. 3arpara 3HAYWTEIBHOTNO KOJIMYECTBA BPEMEHM HA TIOMCK U

ynoTpeOIeHUE aJIKOroJisl UM Ha TO, YTOOBI MPUHATH B ¢€0s OCIIE €r0 JCHCTBUS,
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4, Tara (KpEeWBHHI), T.€. CHJIbHOE JKCJIAaHWEC WM BJICUYEHUE K
yHOTPEOICHHUIO aJIKOT OIS,

5.  mnoBropsromieecs — ymoTpPeOJICHHE — ajKOroJyisg, NPHBOJALICE K
HEBBIMOJIHEHUIO OCHOBHBIX 0053aTENBCTB HA PAa0OTE, B LIKOJIE WIHA JOMA,

6. NPOJIOJDKCHUE  YMOTPEOJEHUS, HECMOTPS HA TMOCTOSHHBIC WJIU
NEPUOANYECKHUE COLMAITbHBIE TMOO MEXKIIMYHOCTHBIE MPOOIEMBI, BBI3BIBACMBIE WITH
yCYIyOIsiEMBbIE AKOTOJIEM,

7. OTKa3 OT BaXHBIX COLMAJIBHBIX W MNPO(PECCHOHATBHBIX BHIIOB
JEATENIBHOCTH WM PA3BICUYCHUI JINOO UX COKPALLIEHUE B CBI3U C YMOTPEOICHUEM
AJIKOTOJIS,

8. MOBTOpHOE ynoTpeOJeHUE AJKOTOJIsl B CUTYaUUsX, KOTJA 3TO MOXKET
OBITh (PU3UYECKU OMIACHBIM;

9.  mpoaomKeHHE yNnoTpeOJICHUs, HECMOTPS HA YETKOE MPEACTABICHUE O
NOCTOSIHHBIX WM  MEPUOJUYECKMX  (PU3MYECKMX JHOO  MCHXOJIOTHYECKUX
npo0ieMax, BbI3BIBAEMBIX WIIA YCYTYOIISIEMBIX aJIKOTOJIEM;

10.  TONMEPAHTHOCTH, oNpeaeseMas JO0bIM U3 CICIYIOIINAX TPA3HAKOB:

a) HEOOXOAMMOCTb 3HAYMTEIILHOTO YBEIWYEHMS A03bl AJI JOCTHXKEHUS
OMNbSIHCHUSI UJTH JKeTacMbIX d3(PQEKTOB;

0) 3HAUMTENIbHOE YMEHbIIEHUE HPQeKTa aAJIKOrojiss MpPH MNPOAOCILKEHUU
ynoTpeOacHUs B MPEXHEH 103€;

11. cocrosHME OTMEHBI QIKOTOJs, NPOSBISIOIEECS JOOBIM M3
CIIEAYIOLINX SIBJICHUIA:

a) XapaKTEePHBIA CUHAPOM OTMEHBI ATKOTOJIS,

0) ynoTtpeOneHue ankoroiss JuO0 ONM3KUX MO JCHCTBUIO BEIIECCTB
(Hampumep, OCH30MA3CMUHbI) A TOro, 4roObl OOJIErYATH WM M30€KaTh
CUMIITOMOB OTMEHBHI.

CoBpeMeHHBIE MOAX0ABI K (PapMaKOTEpaNnvK aJKOrOJIbHONH 3aBUCUMOCTH

dapmakoTepanus anKoroJIbHON 3aBUCUMOCTH OOBIYHO BKJIKOYACT 2 3Tana:

1) nedeHuWe OCTPBIX  QJIKOTOJBHBIX  PACCTPOMCTB, WM  AJIKOTOJIbHYIO

JETOKCUKAIIMID, 2) NPOTHBOpEUMAUBHAS (nmojaepskuBaromias) Ttepanus. C
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OIIPEIECIICHHON JI0JIEN YCIIOBHOCTH MOJKHO CKa3aTh, YTO OCHOBHOW LIEJIBIO HIEPBOTO
JTamna JICUEHUs CIYXXKUT YCTPAHEHUE (PU3MUYECKONW 3aBHUCHUMOCTH OT ajIKOTojisl, a
OCHOBHOW IIEJIBI0 BTOPOT0 — BO3AECUCTBHE HA IICUXUYECKYFO 3aBUCAMOCTb.

YCA0BHOCTh pa3rpaHuueHuss (PU3HYECKOW M TCUXUYECKOW 3aBUCUMOCTH
OMPEAENIETCS TEM, YTO B OCHOBE BO3HUKHOBCHHSI MOTPEOHOCTH B aJKOIOJIE,
HEMPEOAOJIMMOTO BJICUEHHUS K HEMY - KAK U K IPYTUM NICUXOAKTHBHBIM BEIICCTBAM
(ITAB) y 3aBUCUMBIX JIMII - U PEHUAABA AJIKOTOJIM3Ma JIEKaT, BUIUMO, (PEHOMEHBI
HE CTOJIbKO ICHUXOJIOTHYECKOTO, CKOJIbKO HEHPOOMOIOrMYECKOro MOpsaKa,
BBI3BAHHBIC XAPAKTCPHBIMU JUIS AJUKTHBHBIX PACCTPONCTB HEMPOAMANTHBHBIMHA
CABUTAMM, a TAKKE KOHCTUTYIMOHAIBHO OOYCIIOBJCHHBIMU WHAWBHUIYAIbHBIMU
0COOEHHOCTSIMU aKTUBHOCTHA HEHPOTPAHCMUTTEPHBIX CUCTEM.

B cBs3u ¢ npenactaBieHHBIMM BhIlIE OpUHIMNAMK (apmakoTepanun A3
MPUHATO PacCMATPHUBATh TPU IIEJICTIONATAONINX HAMPABICHUS MPUA ONPEICICHUN
nokaszannii Kk HaszHaueHuto JIII mpum A3 mis HETOKCHMKAIMuW, Ui CHYKCHUS
MATOJIOTHYCCKUX TOCJICACTBUNA JUIE OPraHu3Ma OT MpPUEMa alKOTroJiss W s
OPOPUIAKTUKA PEIMANBOB C IEJIBI0 JOCTHXKCHHS TOJHOTO BO3JCPKAHUS OT
yIOTPEOIEHHS AITKOTOJIS.

YuuthiBas pa3nduvs B HaNpaBiCHUSX (apMakoTeparnud HUMEIOTCS
pasmuuvs  TOPOTPAMM  PETUCTPAMOHHBIX W KIMHWUYECKUX  MCCIEIOBAHUMN
MPENAPATOB JUIS JIEYEHUS ATKOTOJIBHON 3aBUCUMOCTH, KOTOPBIC YaCTO OTIIMYAOTCS
0 METOAOJIOTHYECKHAM MOIXOIAM.

Tak nmpu  npoBeaeHun wuccieaoBanuii JIII 1 CHWKEHHUST BPEAHBIX
MOCJIC/ICTBUIA  yMOTPEOJICHUST aJIKOTOJIE JACTOKCHKAllMA HE MPOBOJAAT, a MpHU
UCCJIEA0OBAHUAX NPEnaparoB Mo npo(uiakTUKE penuauBoB A3 BCe MAMEHTHI
JIOJDKHBI  BO3JICPKUBATHCS OT yHNOTPEOJICHUS aJIKOrojis W ObITh MOJHOCTBIO
JNETOKCHITUPOBAHBI.

[Ton ankoronbHOM AETOKCHKAIMEH MOHUMAKOT COBOKYMHOCTH JIEYEOHBIX
MEPONPUITHA, HAMPaBJICHHBIX HA MPEKPAIEHUE YNOTPEOJCHUS CIUPTHBIX
HAIMUTKOB W MPEAYNPEKICHUE WJIU JICUCHUE COCTOSHHUS OTMEHBI AJIKOTOJISI U €ro

OCJIOKHCHUM — AJIKOTOJIbHOM SIUJICTICUM U AJIKOTOJIBHOT'O ACTINPUAL.
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[Tpenapatsl 1yist IEYECHUS ATKOTOJIBHOM 3aBUCUMOCTH

B nHacrosiee BpeMs Uisi MEAMLIMHCKOTO MPUMEHEHHS MPH JICUEHUH A3 Ha
tepputopun Poccuiickoil deaepanmu 3apeructpupoBansl Oonee 180 JIIT uz 30
rpynn no knaccuukammu ATC qiga uccnenoanuid (Anatomical Therapeutic
Chemical Classification System*):

1. A30A A - CHHTETUYECKHE aHTUXOJIMHEPTUUECKHUE CPEACTRA, d(PUPHI C
TpeTruHOi amuHoTpynmno# (I Inatupunnun),

2. AO3A D - nanaBepuH 1 ero npou3BoAnsIe ([[porasepun, [lanaBepun);,

3. AOSB A - npenmaparel A JIeYeHHsS 3a00JIEBAHUN  MECUYEHH
(Dochomunuapl, [ munuppusuHoBas Kuciota, OpHUTHH);,

4. A11D A - Buramunsl u npoButamunsbl (KokapOokcnnasza, Tuamun);

5. A11G A - ackopOunoBas kuciora (Buramun C, AckopOuHOBas
KHCJIOTA),

6. A11H A - ngpyrue ButramuHHble mnpenaparbl (Ilupuaokcun
Pubodnasun);,

7. A12C X - npyrue muHepaibHble BemectBa (Kamwss w maraws
acriaparviHar);

8. A16A A - aMHHOKHCIOTBI M WX HOPOU3BOAHBIE (AJIECMETHOHMH,
['myTaMHHOBAs KMCIIOTA);

9. A1I6AX - mnpouue mnpemaparbl Juisl JieueHHS  3a00JeBaHU
JKEJTYAOYHOKHMIIEYHOTO TPakTa W HapymeHuil oOmeHa BemecTtB (THokTOBas
KHCJIOTA),

10. BO5SAA - KpOBE3aMEHHUTENW W TMIPENaparel IUIa3Mbl KPOBH
(I'mapoxcmaTiiikpaxmait, Jlekcrpan),

11. BO5BB - pacTtBOpBI, BIMSAIONIME HA BOJHO-3JICKTPOJIMTHBINA

Oananc (Kamms xnopun, Harpus anerar, Harpus xnopua CrepodyHauH

WU30TOHUYECKUH ),
12. BO5CB - coneseie pactBopsl (Hatpus xmopun),
13. BO5SCX - npyrue uppuraiiioHHbIE pacTBOPHI (/lekcTpo3a);
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14. BO5X A - pactBopsl snextponutoB(Kanus xnopun, Kamenwms
xyopun, Maruus cynedar);
15. CO1EB - apyrue npenaparsl A Je4eHUs 3a00JI€BaHUi cepana

(Kanust u maraus oporar);

16. CO3CA - cynbponamu el (Dypocemun);
17. CO04A D - npousBoanble nmypuHa (I leHTokcnumimn),
18. DOSA X - Jpyrve aHTHUCENTUKA W JAC3UHDUIMPYIOUIUE

cpenctra (3TaHo);

19. NO3A G - npousBoaHble SKMPHBIX KuCioT (I'amma-
aMUHOMACJIsTHASL KUCTI0TA),

20. NO5B A - MTPOU3BO/IHBIC OcH30Ma3eNuHa

(bpoMmauruapoxnopdennn OeHzoauazenut, Jlopazenam);

21. NOSBB - npouzBoanbie nudpenunmerana (I'uapokcnu3uH ),

22. NO5SBX - japyrue aHKCHMONUTHKH (AMHWHO(EHHUIMACIIIHAS
KHUCJIOTA),

23, NOSCF - 0OeH30aMa3enuHONOA00HBIE CPEACTBA (30JIMUAEM,
30MHUKIIOH);

24. NO6A B - celeKTHBHBIE WHTHOMTOPHI OOpaTHOroO 3axBaTa

ceporonnHa (Ilapokcernn, Ceptpanun, @nyBokcamuH, ®OayoKCceTHH,
[{uramonpam, Scuramonpam),

25. NO6A X - npyrue antuaenpeccantsl (bynponuon, MuaHncepus,
Munnauunpat, Muprazanvs, [Tunogesun, [ lupnunnon, Tpa3onon);

26. NO06B C - npouszBoanbie kcanTnHa (Kodeun),

27. NO6B X - [pyrue mnCUXOCTUMYJISITOPbI KM HOOTPOIIHBIE
npernaparel  (N-kapOamonnmeTnin-4-peHun-2-nuppoauaod,  BuHnouertws,
I'mimmna, ['onanTeHoBas Kuciota, HMKOTHHOMII TraMMma-aMUHOMACIISIHAS
kuciota, [lupameram),

28. NO7BB - npenaparbl, NPUMEHSEMBbIE TNPH  AJIKOTOJBHOR

3aBUCUMOCTH (METag0KCHH),
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29. NO7X X - mpouwe mnpemaparsl Ui JieueHUs 3a00JieBaHMMN
HEPBHOW CUCTEMBI ( OTWIIMETWITUAPOKCUTTUPAINHA CYKIIMHAT ),
30. VO03A B — antunotsl ( Hanokcon ®@nymazeHun),

CpencrBamMu BeIOOpa B MpOrpammax aJKOrOJIbHOM JETOKCHUKALIMK CITy>Kar
OCH30IMA3€CMUHbI, KIMHUYECKAass S(POEKTHBHOCT KOTOPBIX, MNOATBEP)KICHHASA
MHOTOYHCIICHHBIMU HWCCIIEI0BAHUAMHE (YPOBEHBb JOKa3aTesllbHOCTH — 1, 2, 3),
NO3BOJISIET CUMTATh WX CIWHCTBEHHBIM CPEACTBOM MOHOTEPANUW CHHIPOMA
OTMEHBI aKoroJis [57-59].

[Ipeanourenne W3 NMPOM3BOAHBIX OCH30MA3CMMHA OTAACTCS AMA3enamy U
XJIOPAMA3ENOKCULY, oOnanarommm CUJIBHBIM U IPOJOTKATEBHBIM
(hapMaKkoJIOTMYECKUM  IEHCTBUEM, BKJIFOYAKOIIMM CHOTBOPHBINA, CEIAaTUBHBIN,
NPOTUBOTPEBOKHBIA M MPOTHUBOCYAOPOKHBIA 3(P(PEKTH, a TakkKe BBIPAKCHHYIO
CHOCOOHOCTh MPEAYNPEXKIATh PA3BUTHE ATKOTOJIBHOTO ACTUPHSL.

B neueHun moxxwiibix M OcnaOiaeHHBIX OOJIBHBIX, @ TAKXKE MALUEHTOB C
CEPbE3HBIMU (POPMAMHU MMOPAKEHUS NEYCHH MPUMEHSIOTCS KOPOTKOAEHCTBYOIIME
OCH30AMA3EMUHBI — OKCa3enam | Jiopasenam [74].

BeIaensror 3 0CHOBHBIX MOAX0AAa B UCHOIB30BAHUM OCH30IMA3CTUHOB TIPU
JICYEHUH  OCTPBIX  AJIKOTOJIBHBIX  PACCTPOHMCTB  [58]: CHMITOMATHYECKOE
HazHaueHue (symptom-triggered regimen), NpUMEHEHWE (QUKCUPOBAHHBIX 103
(fixed-dose regimen); «pponTanbHas 3arpy3ka» (frontal loading regimen).

[lepBolii MOAXOM MPEANONaracT Ha3HAYCHUE NPENaparoB NPU MOSBICHUA
WIA BO300OHOBJIEHUM CHUMIITOMOB OTMEHBI QJIKOTOJsl, BTOPOHl OCHOBaH Ha
UCMOJIb30BAHUU CTAHJAPTHBIX CXEM MPUMEHEHMS JICKAPCTB B 3aBUCUMOCTH OT
TSOKECTH COCTOSIHUSI TALMEHTAa, TOrAa KAaK IJIABHOW OCOOECHHOCTBIO TPETHETO
ABNETCA  ynpexaamomee  (QpoHTaTbHOE)  HA3HAYCHHWE  BBICOKMX /103
OCH30/IMA3CMMHOB, YTO CIIY’)KAT J0CTaTO4YHO 3(P(PEKTUBHONH MEPOH CMATYCHUS
TSDKEJIONH OTMEHBI AIKOTOJIS U TPO(UIAKTUKN AJIKOTOJIHOTO JEAPUSL.

OnpeneneHHy0 anbTEPHATUBY OEH30AMA3CNMHAM B JICYCHWHM CHHIPOMA
OTMEHBl  AJKOTOJII  NPEACTABISAIOT  MPOTHBOCYAOPOXKHBIE  CPEACTBA  —

KapOama3enuH, BaIbIIPOAaT, TONMUpaMar 1 JaMOTPUKUH. JleueOHasi HEHHOCTh 3TUX
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NPEnapaToB, B LEJIOM CONOCTABUMBIX € OEH30JMa3eNUHAMU MO CIIOCOOHOCTH
CMSITYaTh CUMITOMBI OTMEHBI QJIKOTOJISl, HECKOJIbKO OIPaHMYEHA OTCYTCTBHEM Y
HUX  AQHKCHOJINTHYECKOTO W CHOTBOPHOrO  3(PQEeKToB, U  MOITOMY
AHTUKOHBYJILCAHTBI HE MOTYT CIYKWUThb CPEICTBOM MOHOTEPANUU  OCTPBIX
AJIKOTOJIbHBIX PACCTPONCTB.

OCCEHIMAIBHBIM ~ KOMIIOHEHTOM  KOMIUIEKCHOTO  JICYEHUS  OCTPBIX
QJIKOTOJIHBIX ~PACCTPOMCTB M COMYTCTBYKOIIMX WM HEHPOMETA0OIMYECKHAX
HApYUICHUIA CIY>KUT THAMUH (BUTaMMH B1l) M B MEHbUICH cTeneHW — Japyrue
BATAMUHBI.

K uucily JIMCKYCCMOHHBIX BOMPOCOB JICUEHUS OCTPBIX AJIKOTOJIBHBIX
PacCTpOCTB OTHOCATCS HA3HAYCHHUE W XApaKTEP MH(Y3MOHHON TEPANUN.

HeoOxommMoCTh MPUMEHEHHs BHYTPUBEHHOH — KamnelbHOW  MH(y3uun
IUIA3MO3aMEINAIIMX PACTBOPOB B COYECTAHUM C BJIEKTPOIMTAMUA B KOMIUICKCHOM
TEpPANUKA AIKOTOJIM3MA BBI3BAHA TUIWYHBIMHU JUISl 3JI0YMOTPEOTCHHS ATKOTOJIEM
HApPYLICHUSIMA ~ TOMEOCTa3a:  OOE3BOKMBAHUEM  (CIOCOOHBIM  JOCTUIaTh
KPUTHUYECKOH W B PSZIC CIyYACB YIPOKAKOIICH KU3HU CTEICHU MPH AJTKOTOJIBHOM
JEJIMPHH ) U HEXBATKOH MOHOB KaJIUsl U MArHUSI.

K coxanenuro, He TOJIBKO B MPAKTUYECKON, HO M B HAYYHOW OTECYECTBEHHOM
HAPKOJIOTUU A0 CUX MOP OBITYET apXauyHOE MPEACTABICHUE O TMNOTETUYECCKON
WHTOKCHKAIMM KaK NATOTEHETHYECKON OCHOBE OCTPBIX AJIKOTOJIBHBIX PACCTPOKCTB
U O HEOOXOIMMOCTH JICYCHUS CHUHAPOMA OTMEHBI AJKOTOJSI M €ro IJIABHOIO
OCJIO’KHEHUS - AJIKOTOJIbHOTO IEUPUS - CPEICTBAMU KIIMPEHCOBOM AETOKCUKALINY,
YTO HAXOJUT OTPAKEHUE B COACPKAHMKA NPODUIBHBIX TIJIAB YYECOHUKOB W
PYKOBOJCTB JIaX€ MOCJIECIHUX JIET, PH TOM YTO B MUPOBOM HAy4YHOH JIATEpAType U
KJIMHUYECKON MPAKTUKE MOJOOHBIE MOIXObI CETOHS HE PACCMATPUBAKOTCSA U HE
UCIOJIBb3YIOTCS, MOCKOIBKY UX MPUMEHEHUE HE UMEET HAYYHOTO OOOCHOBAHMS U HE
COOTBETCTBYET MPUHLUIAM JOKA3ATCIbHON METUIUHBI.

TpammuuonHo B Poccum Uis KOPPEKIMM MHECTHUYECKMX PACCTPONCTB

AJIKOTOJILHOM npupoAabl  MCIOJIB3YIOT  JICKAPCTBCHHLIC cpcacrBa  pa3HbIX
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(hapMaKOIOTMYECKUX TPYIII, YIYUYIIArOIIMe pa3nuuHbiMA myTsMu QyHkumo [[HC
(YPOBEHB JOCTOBEPHOCTH JI0KA3ATENBCTB B OOJIBIIMHCTBE UCCIICIOBAHUNA — 3).

Hapsiny co cpeactBamu cnenuuyeckoid MPOTUBOAIKOTOJIBHOW TEparuu
COBPEMEHHBIC TMOAXOMbl K JICUEHUIO AIKOTOJBHOM 3aBUCUMOCTH BKIIFOUYAKOT
OPUMECHEHUE AHTUAECNPECCAHTOB W3 TPYMIBl  CEICKTUBHBIX HMHTUOUTOPOB
oOpatHoro 3axBara ceporoHuHa (CHMO3C), BKIIOYarONIei cepTpaivH, MapOKCETUH,
(bnyokceTuH, (PIyBOKCAMUH, IIUTATIONPAM U SCIIUTAIONPAM.

TepaneBruueckuid nuanazon CMO3C npu akoroams3mMe Ciay>KuT MPEeaAMETOM
JUCKYCCHW, MO MHEHHIO OIHHMX AaBTOPOB, AHTUACTPECCAHTHI CHOCOOCTBYIOT
NOBBILICHUKD HACTPOCHHWS, HO HE YJIY4YIIAKOT PE3YyJbTarbl JICUEHUS COOCTBEHHO
AIKOTOJNIBHOW 3aBUCUMOCTH [57, 59], Torma xak Apyrue aBTOPBHI YKA3bIBAKOT HA
omarorBopHoe BiausiHue CHMO3C Ha cOOCTBEHHO AJIKOTOJIbHYHO 3aBUCHMOCTH U, B
YACTHOCTH, NPUBOAAT JaHHBIE 00 YMEHBIIEHUM MNOTPEOJICHUS AKOTONs MOJ
BausHUEM (piryBOKCcaMHHA [62, 63], TepaneBTHUECKUI MOTEHIMA KOTOPOTO MpHU
QJIKOTOJIU3ME W CBSI3aHHBIX C HAM PAcCCTPOMCTBAX SIBISETCS MPEAMETOM MHOTIHMX
COBPEMEHHBIX UCCIIEIOBAHNM.

@OIyBOKCAMUH OTHOCUTCA K TUNU4HbBIM npeacrasutessiv CHO3C wu
SBJIICTCS MOIIHBIM ~ AHTHACHPECCAHTOM C CHJIBHBIM CEPOTOHUHEPIHUYECKUM
BIIMSTHUEM, JICKAIIMM B OCHOBE €10 3()()EKTUBHOCTH B JICYCHUH PA3TUYHBIX, B TOM
YHUCIIE TSHKEIBIX, JCMPECCHBHBIX COCTOSIHUNA. M30MparenbHOEe aHKCHOIMTUYECKOE
(MPOTHBOTPEBOKHOE) NEHCTBUE (PITYBOKCAMHMHA B COYETAHUU C €r0 COCOOHOCTHIO
yJIydyliaTh COH CIIY>KAT OOOCHOBAaHMEM MPEMMYLICCTBEHHOIO MPHUMEHEHUS
npernapara npu AENPECCUsiX, COMPOBOXKAAMOIIMUXCS TPEBOTOM M OECCOHHMLEH, a
TAK)KE TPU PACCTPOMCTBAX HEBPOTHYECKOTO cHekTpa. CuuTaercs, 4Yro 1O
BBIPOKEHHOCTH  AHKCHOJMTHYECKOTO JCHCTBHS  (DIYBOKCAMHH  MPEBOCXOANT
cepTpalivH, (UIyOKCETHH U NAPOKCETHH.

OnyBOKCAMUH ~ SIBISIETCS TMEPBBIM  AHTHACMPECCAHTOM HE M3  YMUCIIA
TPULIMKJIMYECKUX TpenaparoB, 0oA00peHHbIX FDA nns nedeHns 00CECCHBHO-
KoMnynaecuBHOTO  paccrpoiictea  (OKP) B CIIA, mnepeeim  CHUO3C,

PEKOMEHAOBAHHBIM TOW k€ opranusanmed s Jieuenuss OKP y gereld m
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noapoctkoB B CIIIA (B Poccuiickoii denepanvi pa3pelicHO MPUMEHEHHE
¢nyBokcamuna B sieueHun OKP y nereit crapme 8 ner), mepeeim CHUO3C,
Pa3peLICHHBIM K TPUMEHEHHUIO B SIMOHUK AJIs JICYCHUS IEOPECCUU U COLMOPOoOHH,
Y TIEPBBIM IPEACTABUTENIEM 3TOr0 KJIACCA, PEKOMEHIOBAHHBIM K KIMHUYECKOMY
NpUMEHEHNIO B BemukoOpuTanuu. [loMONHUATENBHAS TEPANeBTHYECKAs LEHHOCTD
(IyBOKCAMUHA OMPEACIACTCA €r0 CUJIbHBIM CPOJCTBOM C CHIMa-peLenTopaMu
[74]. BnusHMeM Ha CUIMa-peLENTOPBl ONPENETSAIOTCS HEUPONPOTEKTUBHBIC
CBOICTBA (yTyBOKCAMMHA U YJTyYIIEHUE KOTHUTUBHBIX (DYHKIMi PU €T0 MPUEME.

TponusaM K TpeBore M OECCOHHWLE, OTMEYCHHBIM B Psic MCCIEAOBAHUM,
CIOCOOHOCTh YMEHBIIATh MOTPEOIEHUE ATKOTOMs, a TAKKEe HEWPOMPOTEKTHBHOE
JNEHCTBHE TO3BOJSIOT paccMaTpuBarh (PIyBOKCAMUH B KAUECTBE OJHOTO W3
AHTHJICTTPECCAHTOB BBIOOPA B JICUEHUH AITKOTOJIbHON 3aBHCHMOCTH.

[Ipp wWCHONB30BaHMM B PEKOMEHAOBAHHBIX  103aX  (DJIyBOKCAMHH
XAPAKTEPU3YETCS CPABHUTENIBHO XOPOILIEH NEPEHOCUMOCTHIO. [loquepKHEM, YTO
(IIyBOKCAMUH HE BXOJUT B KPYr aHTHACHPECCAHTOB, BKITFOUYAIOLINX UITPOHUA3H]L,
(deHemsuH, He(a30q0H, WMUNPAMHUH, AMUTPHUITHINH, IyJIOKCETHUH, TPa3OAO0H,
TUAHENTHH, arOMENariH U OyIPOMUOH, TPUEM KOTOPBIX ACCOLMUPOBAH C PHUCKOM
JIEKAPCTBEHHOI'0 TMOPAKECHHUS TICYECHHW, HANPOTUB, HAPALY C LUTAIONPAMOM,
ACUMTAIONPAMOM U MAPOKCETUHOM OH OTHOCUTCA K YUCIY TUMOAHAJIENTHKOB C
MUHUMAIBHONH BEPOSTHOCTBIO BO3HUKHOBEHHUS T'€NATOTOKCHYECKUX 3(P(PEKTOB
[70].

CBoe MECTO B JICYEHMM AQJIKITOJIBHOM  3aBUCHUMOCTHA  IPEMApaThl
o0nafarIue pa3IuvHbIMU HEUPOTPONHBIMU 3(h(HEKTaMH, TEMOHCTPUPYIOLIMMH B
OTJEJIbHBIX HMCCIEAOBAHUSAX (B TOM YHMCJIE OMBITAX HA KMBOTHBIX) COOCOOHOCTH
oOneryarb OTBBIKAHUE OT AJKOrOJII M YMEHBIIATh €ro noTpediicHue. B nepeueHp
ATUX NPEMAPATOB BXOAAT, MEMAHTHH, Ta0aneHTHH, MperadaivH 1 0akIo(eH.

MeMaHTHH SBISETCS HEKOHKYPEHTHBIM aHTaroHuctom NMDA -penenTtopos,
a TAK)KE CEPOTOHMHOBBIX 5-HT3-penentopoB U HUKOTMHOBBIX AllETHIXOJIMHOBBIX
PELENITOPOB M, MO HEKOTOPBIM JaHHBIM, MPEBOCXOAMT IIALEO0 B CMATYCHHUU

COCTOHHHﬁ, CBSI3aHHBLIX C OTMEHOM AJIKOT0JIA, IMMOJAaBJICHUHN BJICUCHHUA K aJIKOT'OJIFO
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U CIIOCOOHOCTH BBI3BIBATH YMEHBIICHUE 103 AJIKOTOJIsl IPUA MOCTOSHHBIX (popMax
notpebnenus [60].

AHTUKPIUBUHTOBBIE 3(PPEKTHl MEMAHTHHA, BO3MOKHO, B KAaKOW-TO MEpE
OOBACHSIOTCS TEM, UTO €0 CYOBEKTHUBHOE NEHCTBUE CXOAHO C TAKOBBIM Y 3TAHOJIA
(4T0, MOXKANMYH, B LEJIOM XAPAKTEPHO U1 AHTArOHUCTOB IyTaMara, B TOM YUCIIE
JUTSl aKaMIIpocara U KETaMuHa).

MeMaHTHH NIPENSATCTBYET AJIKOIOJbHOMY IMOBPEXKACHUK) HEPBHOW TKAHU U
NPEAOTBPALIAET BBI3BAHHOE AJIKOTOJIEM YTHETEHHME MPOLECCOB HEHWPOreHe3a y
1a00paTOPHBIX KUBOTHBIX [64].

[TpotuBoankoroybHeie 3Q(eKThl radarneHTuHA 00YCIOBIEHBI MOJABICHHEM
NPECHHANTUYECCKUX MOTEHIMAI-3aBUCUMBIX HATPUEBBIX M KalbLIMEBBIX KAHAJIOB,
YTO MPUBOAUT K YMEHBIICHUIO BBICBOOOKICHUS TiTyTamara u3 cBsizu ¢ NMDA-
peuentopamu [60].

CxomHbiM  (papMaKOJOTMYECKUM  JICHCTBHEM  00JIafaeT  mperadaivH,
MPOJAEMOHCTPUPOBABILINAM B OTACIBHBIX HCCICAOBAHUAX NPEBOCXOACTBO HAA
manedo B NPeAYNPEXKACHUN PEIUIMBOB aJIKOTOJILHOM 3aBUCUMOCTH [65, 66].

baknogpen, sBusroumiics arommctom ['AMKB-penentopos, oOneruaer
OTBBIKAHUE OT AJIKOTOJISI K YMEHBIIACT BEPOSTHOCTh BO3OOHOBIEHUS €r0 ynoTped-
JIEHUS B IEPUOJ pEMHUCCHU [67].

OnHa W3 MNPUHUUOUAIBHBIX OCOOCHHOCTEH POCCUICKON HApKOJOTHUU
3aKJTF0YACTCS B HEOOOCHOBAHHO PACHIMPEHHOM W AJCKO BBIXOASAIIEM 3a MPEACIbI
NPUHSTHIX MMOKA3aHWH MPUMEHEHUN aHTHIICUXOTUKOB (HEHPOJIETITUKOB) B JICYCHUN
AJIKOTOJTU3MA U APYTUX OOJIE3HEH aAIMKTUBHOIO KPYTa.

[IpuHATOE B OTEUYECTBEHHOW HAPKOJIOTMU NPUMEHEHUE AHTUIICUXOTHUKOB C
LETIBIO JICYEHUSI «CMHAPOMA MATOJOTMYECKOTO BJIICUECHHUS» K AIKOTOIK U JPYTUM
[TAB (maHHO€ MOHSTHE UMEET UCKITOUUTEIBHO BHYTPUPOCCUICKOE YOTPEOICHHE
U HE BXOJUT B MEXKIYHAPOJHYK) HAyUYHYK) TEPMHUHOJIOTHEO) MPOTHBOPEUMT
NPUHLMIIAM JOKA3aTeIbHON MEIULMHBI U HE COOTBETCTBYET MUPOBBIM MOJXO0JAM

K JCUCHHUIO 3aBUCHUMOCTH.
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B COOTBETCTBMM C [NAaHHBIMM METAAHAIN3Ad MHOTOYMCIIEHHBIX HAy4HBIX
UCCIIEAOBAHUM,  JOKA3aTE€NIbHOCTh  KOTOPBIX  HE  BBI3BIBAET  COMHEHHIA,
AHTUTNICUXOTUKM HE B COCTOSIHMM YJIYYIIaTh, & B PSAE CIAYYAEB JAXKE YXYIALIAKOT
MICUXUYECKOE COCTOSTHUE MALMEHTOB C AJIKOTOJIbHOM 3aBUCUMOCTBEO M OKA3bIBAKOT
HEOIaronpusITHOE BIIMSIHUE HA TEYEHUE aJIKoroymu3ma [69].

Haubonee mmpoko cpeau npenaparoB ajs jgedeHus A3 B PO npeacrasieHa
rpynna paneramoB, CpPeau KOTOPbIX HamOoJiee M3BECTEH mupauertam. [lo cBoei
XUMUYECKOH CTPYKType oH O0nu30ok kK 'TAMK, no xapakrepy (papMakogoruueckoro
JEUCTBUS SBIIIETCA ¢ OQHON CTOPOHBI HEHPONIPOTEKTOPOM, C APYrOi — OKA3bIBACT
cocyauctoe aciicteae. Kak HEHPONpOTEKTOp yJydmiaeT MeTaboJIM3M HEHPOHOB,
T.K CIIOCOOCTBYET OKUCIIMTEIBHOMY PaCIIEIUICHAIO TJIFOKO3bI, YBEIMYMBACT 00BEM
AT®, 4T0,B CBOKO OYEPEb, OMOCPEAOBAHHO BEAET K HERTpaIM3anuu CBOOOHBIX
PaJMKAIOB W MPEMATCTBYET MEPEKUCHOMY OKHUCICHUIO JIMOUAOB B MeMOpaHax
HEHPOHOB. YIyUlIAETCs CHHANTUYECKAas MPOBOAMMOCTb, ONTHUMHU3HPYHOTCS
KOPTHKO-CYOKOPTHKAIBHBIE MEXMOIYLIIAPHBIE CBA3M, YCTPAHSETCS CYIOPOKHAS
AKTUBHOCTH HEMPOHOB.

JlelicTBE HOOTPOIHBIX CPEACTB (KaK paleraMoB, TaK MW JPYTUX)
OTPAHUYMBAECTCA WX TOHU3MPYIOLIMM BIIASIHUEM MCKIOYUTEBHO HA BBICIIME
NCUXHYECKHAE, TO €CTh KOPTUKAJIBHBIC, (PYHKIMH: YCHUIMBAETCS CAaMOKOHTPOJIb,
NOBBIIIAETCS YPOBEHb KPUTUKH. J[aHHBIN 3(D(PEKT HOOTPOIHBIX MPENapaToB PE3KO
OTJIMYAETCS OT HOOTPOIHOTO ACHCTBHS MCUXOCTUMYJIATOPOB THNA am(eTaMHHA,
COUETAKOUICTOCsT € TNCUXOMOTOPHBIM  BO30YXKIEHHMEM M OCIA0JICHUEM
CACP)KMBAKOIIUX TICUXMYECKMX MEXAHU3MOB. CMEMIMBAHME 3TUX SBJIICHUA 4acTO
MPUBOAMT K HEOIIPABJIAHHBIM OTPAHUYCHUAM B HA3HAYEHUHA HOOTPOITHBIX CPEICTB.

HootpornHbelie npenaparsl CIOCOOCTBYKOT BOCCTAHOBIEHUED YMCTBEHHOM
padboOTOCIOCOOHOCTH, YKPEIUICHHIO MaMsTH W BHUMAaHUS, HO BMECTE C TEM —
AKTUBHOTO TOPMOKEHUS. B 3aBUCMMOCTH OT HCXOJHOTO COCTOSIHHS OOJIBHOTO, OHU
MOIYT  OKa3blBaTb ICUXOTOHU3HMPYIOLIEE, AHTHACTEHUYECKOE, CEHATUBHOE,
SYTUIHUYECKOE, aHTUAMHAJIENTHYECKOE, COOCTBEHHO HOOTPOMHOE, MHEMOTPOITHOE,

AadaIlITOrCHHOC, Ba30BCI'CTAaTUBHOC, AHTHUIIAPKHUHCOHHUYCCKOC,
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AHTUJUCKMHETUYECKOE JICHCTBHE, MOBBIIIAIOT YPOBEHb OOJIPCTBOBAHUS U SICHOCTD
CO3HaHMs. PexkoMeHayeTs NpUMEHEHHE META0O0NIMYECKUX CPEACTB M CPENCTB,
BO3JICUCTBYIOIIUX HA EPEOPATIbLHOE KPOBOOOpALIEHUE. YPOBEHD YOS IUTENBHOCTH
pexkomenanuii — C (ypoBEHb JOCTOBEPHOCTH JI0KA3aTEIbCTB — 4)

[TpenynpexxacHHE PELMANBOB AJIKOTOJIM3MAa M B TEX CAyYasX KOrAa MOJHOE
BO3JIEP)KAHUE  OT  QJKOTOJsl  HEBO3MOXKHO, MOJACPXKUBAKOINAS  TEparus
AJIKOTOJIbHOM 3aBMCHMOCTHM, HANPABIICHHAS HA CMSTYCHUE TSHKECTH OOJIE3HH,
OCYIIECTBIISIOTCA € MOMOIIBKD 3 Oa3HMCHBIX JIEKAPCTBEHHBIX MPEMapaToB,
peKOMEHIyeMbIX  BcemupHOW — opranmsaumedi  3apaBooxpaneHus  (BO3):
ICynb(pupaMa, HUITPEKCOHA U aKaMITPOCcaTa.

JletictBue aucyibpupaMa OCHOBBIBACTCS HA TMOJABJICHUU OKHUCIEHUS U
3QCPKKE B OPraHUM3ME aleTAbACTHAa KAaK MPOMEXKYTOYHOTO MeTaboauTa
JTaHoNa. BoO3HUKAIOIIME MpPU STOM TATOCTHBIE TMPOSIBIECHUS AUCYIb(UpaM-
QJIKOTOJIbHOM PEaKLMK, WM aleTAIbICITHIHOTO CUHAPOMA, (POPMUPYIOT OCHOBY
HEraTUBHOTO moAkperuieHus (negative reinforcement), CcnocOOCTBYIOLIETO
YMEHBLICHUIO WJIM TPEKpalICHUI0 mpueMa ankorojsi. OCHOBHBIM MOKa3aTesieM
3pdexkTuBHOCTH UCyIbpUpamMa SBISETCS YMEHBIICHUE KOJIMYECTBA JHCH, B
KOTOPbIE MPOUCXOIUT ynotpedienune ankorons (drinking days) [59, 61].

CyILIECTBEHHBIMU HEIOCTAaTKaMKM AUCYJb(upaMa SBISETCS OTHOCUTEIBLHO
BBICOKAsl YaCTOTa MOOOYHBIX SIBJICHUH, 3HAUUTENIbHBIA PUCK OCJIOKHEHUH Tepanuu
y MOXKUJIBIX JIMI U TAIIUEHTOB C CEPbE3HBIMU COMYTCTBYIOIIMMU 3a00JIEBAHUSMU U
HEYJIOBJIETBOpUTENbHAS d(P(PEKTUBHOCTH TEPAMUU B OTCYTCTBUE KOHTPOJIS MPHEMa
npenapara poJCTBEHHUKAMU OOJIbHBIX.

HantpekcoH, OM0OKMpYs ONUOUIHBIE PEUENTOPbI, MPEMSTCTBYET BBHIOPOCY
SHAOPQUHOB B  OTBET HA JTAHOJIOBBIE CTHMYJIBI M TOCIEAYIOLIEMY
BBICBOOOKIICHUIO  A0(haMHHA, JIeXKAlEMy B OCHOBE  MOJIOKMTEIBHOTO
noAkperieHus (positive reinforcement), CBI3aHHOIO C MPUEMOM AJKOIOJs, YTO
MO3BOJISIET YMEHBLINTh TSKECTh M MPOJOKHTENBHOCTD AJIKOTOJIBHOTO JKCLECCA.
HanrpekcoH ciyKUT JOMOJIHEHMEM TMPOrpaMM MCUXOCOIMATBHON MOIICPKKH

OOJBHBIX ATKOroau3MoM. CunTaercs, uTo npenapar oosee 3pPeKTUBEH MpH Kpar-
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KOCPOYHOM Tepanuu aJKOroJbHONW 3aBHCUMOCTH, B LEIOM €ro 3(pQPeKTUBHOCTH
pacCcMaTpUBAcTCs KAk COMOCTaBMMAas C TaKOBOH y gucyiabpupama u
npeBocxoasias 3pHEeKTUBHOCTh akamiipocara [59].

Akamnpocar kak aHTaroHuct NMDA-peuentopoB (M, BO3MOXKHO,
napuuaneHelii  aromnct  [AMKA-penentopoB)  NOBBIIIACT — BEPOSATHOCTH
BO3JIEP’KAHUS OT AJIKOTOJISI U €r0 MPOJAOKMTENBHOCTD, HO, B OTJIMYHE OT AMUCYJIb-
(¢upamMa, HE CHOCOOCTBYET YBEIMYCHWIO 4WCIa AHEH O€3 mpuema ajakoroJs.
[Ipeanonaraercsi, 4TO CMSTYEHUE ATKOTOJIBHOH 3aBUCMMOCTH TOJ BIHMSHHEM
aKkaMmmpocara, JI0CTUraeTcs 0jaroaapsi BOCCTAaHOBJICHUIO OajiaHca BO30Y KIArOMIEH
U TOPMO3HOH  HEHPOTPAHCMHMCCHH,  HAPYLICHHOTO  CHCTEMATHYECKHM
ynotpeOnenremM ankorons [61]. [lepuoa TPE3BOCTH Jake MOCAE MPEKpalliCHUS
npreMa akKamIpocarta MOXKET AOCTUrarb 1 roga, HO mpu 3TOM 3(PPEKTUBHOCTH
JICUCHUsI PE3KO CHWKACTCS, €CIIM MpEnapar HE HA3HA4YacTCs CBOCBPEMEHHO - B
NEPUOJ ATKOTOJIBHON AETOKCUKALIMK UM TOTYAC TOCTIE €0 3aBEPIICHUSI.

C 2016 r. mia maroreHeTudeckoil Ttepanmu A3 B Poccum paspelicH
npenapar HaaMe(eH — aHTarOHUCT [-OMHOUAHBIX PELENTOPOB, KOTOPBIA KpoMme
BBIPAKEHHOTO CPOJACTBA K 3TUM PELENTOpPaM, MPOSIBIIIET CBOMCTBA NaPLHAATBLHOTO
aronucta k-onmuonaHex penentopoB. [IpensTcTBys MOAKPEIUISIOMEMY IEHCTBUIO
QJIKOTOJIsl, JAHHBIA Mpermapar NpeaoTBpallacT Ppa3BUTHE MNpaiMUHT-3¢(eKTa
(priming-effect), nexamero B OCHOBE HAPYIIEHUS KOHTPOJS YHOTPEOJICHUs
AJIKOTOJISl U €70 YPE3MEPHOT0 MOTPEOICHUS 3aBUCUMBIMY MHAUBHAAMU [58—-61].

K ocoGeHHOCTSIM JieueHHs HaTME(PEHOM OTHOCHTCS BO3MOXKHOCTH €r0
OPUMEHEHUS TPU OTHOCHTEIBHO OJIArONPHUATHOM TEUEHUM aJKOTOJM3Ma HE
OPOAO/KMTENBHBIM ~ KYPCOM, a B BHJE OJHOKPATHOTO NpHEMAa B JHH,
XapaKTEPU3YIOIIKUECS BBICOKMM PUCKOM YIMOTPEOJICHUS AJIKOTOJIs MOCIE MEPUoia
BO3JICP’KAHUS, B PacyeTe Ha YMEHBIIEHWE J03bl CIOUPTHBIX HAMUTKOB TMOJ
JCHCTBHEM Mpenapara U MPeAOTBPALIEHUE MACCUBHOIO AJIKOTOJBHOTO 3KCIiecca
WJIH 3aI05l.

JlanHble 0 maroreHe3e A3 B HACTOAILIEE BPEMsS AKTUBHO MONOJHSAKOTCH. C

YYETOM COBPEMEHHBIX JAHHBIX O HEWporeHese A3 CHUHTE3UPOBAHO Psil
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COCIMHCHHWIM AaHAJOrOB E€CTECTBEHHBIX HEHPOTPAHCMUTTEPOB, NOTEHLMAIBHO
NPUMEHUMBIX IJIs CIEHA(PHUECKON MaTOreHETHYECKOH Tepanmuu A3, OAHAKO OHHU
NOKa HAaxXOAATCS  HA PaHHMX JTanax MCCIeNoBaHusA. B Hacrosuiee Bpems
U3y4aeTCs MPOTHUBOATKOTONBHBIA TEPANeBTUUCCKHIA NOTCHUMAN MojaaduHuia,
OHJIAHCETPOHA, D-IMKIIOCEPUHA, APUITUITPA30J1a U HEKOTOPBIX APYTHUX IPENaparos.

B nacrosmee Bpems umeercs paa HOBeIx OIT u BJIIT — TpaHKkBUIM3ATOPOB,
AHTUICTIPECCAHTOB,  HEUPOJIEITUKOB,  NPOTUBOCYAOPOKHBIX,  HOOTPOITHBIX,
aHTHOKcHIaHTHBIX JIII , KOTOpBIE MOTEHIMATLHO MOTYT OBITh NPUMEHEHBI NPU
aedyeHue A3, HO He mpouu ( MO Pa3MyYHbIM NPUYMHAM) COOTBETCTBYIOLICH
MPOLIEY PBI TOCYAAPCTBEHHOM PETMCTPALAU IO JAHHOMY TOKA3aHMIO .

B cBs3u ¢ 3TUM CHEAYET OTMETUTH, YTO MCHOJB30BAHUE HE MPOLIECAIINX
peructpauto B PO wim crpanax EADC JIIT mo nokazanuto neyeHue A3 BBIXOJNAT
34 TPEACNbl  YTBEPXKACHHBIX KIMHUYECKMX PEKOMEHAAUMA © HE HKMEET
JOCTaTOYHOTO HOPMATUBHOTO OOOCHOBAHWS ISl MCHOJB30BAaHUS B JICUEOHBIX

VUPEKACHUSAX.

3.2 ®apmMakoAHHAMUKA U (papMaKOKHHETHKA

3.2.1 dapMaKoIMHAMHAYECKUE UCCIIEIOBAHUS MPENAPATOB, NPUMEHIEMBIX B
TEpaNuy AIKOTOJILHOW 3aBUCUMOCTH

BaxHOW 4YacTbl0  NOATBEP)KAANOIIMX PETUCTPALMOHHBIX HCCIEI0BAHUN
ABIIFOTCS MCCNEAOBaHUS (papMakoAMHAMUKH. B CBSA3M € 3TUM CJIEyeT OTACIBHO
OCTAHOBUTBCS Ha (PapMAKOJUHAMUYECKMX OCOOEHHOCTSX OCHOBHBIX MPEMApPaToOB
JUIS  TATOTEHETHYECKOro JieueHuss A3: naucyilb(upama, HaITPEKCOHA W
aKamImpocara.

B MHCTPYKIIMM MO MEIMUMHCKOMY MPUMEHECHHIO AMCYJIbQHpama B pasacie
(apMakoMHAMMKA YKA3aHO, 4TO ACHCTBHME Mpenapara OCHOBAHO Ha OJokane
aneTanbICrHIACTUAPOreHas3bl, KOTOpas y4YacTBYET B META0OIM3ME 3TUIIOBOTO
cnupta. [Ipumenenune JIII BeneT K MOBBIMIEHUIO KOHICHTpALMH METa0ONMTa
3TUJIOBOTO CIHAPTA — ALETAIBACTHAA, BBI3BIBAIOIIETO OTPULATENIBHBIE OLIYIIECHHUS

(MpuMBBl KPOBM K JIMIYy, TOIIHOTA, PBOTA, TaxuKapaus, NOHmwkeHue AJl),
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KOTOPBIE JENAOT YPE3BBIYANHO HEMPUATHBIM YHOTPEOIEHUE aJIKOTOJs TOCIE
npreMa nmpenapara.

OTO MPUBOAMT K YCIOBHO-PEQIICKTOPHOMY OTBPALICHUIO K BKYCY M 3amaxy
CHUPTHBIX HATUTKOB.

HHTepecHbl papMakoMHAMHYECKHAE UCCIEA0OBaHN HanTpekcona, KOTOphIi
SBJIICTCS YUCTBIM AHTArOHUCTOM OMWOWAHBIX peuenTopoB. KOHKYpEeHTHO
CBSI3BIBACTCSl C OMUOMJHBIMHM PELEITOPAMU BCEX THUIIOB M MPEIYNPEKAACT WU
YCTPaHsET ACHCTBHE KAK SHIAOTEHHBIX OMUOMIOB, TAK W SK30TCHHBIX OMUOWIHBIX
NPEMAPaTOB — OMMOUIHBIX AHAIIBIETUKOB M UX CYPPOTaToB.

[TokazaHo, 4Tr0 HaWMOOJBLIEE CPOJCTBO MMEET K U- U k-perentopam.
CHmxaer apdext OTIMOU JTHBIX AHAJILIETUKOB (aHAJIbr€TUYECKUA,
NPOTUBOAMAPEIHBINA, MPOTHBOKALLICBOK);, YCTpaHseT nNOO0YHBIE S(PPEKTHI
OMUOUAOB (B T.Y. 3HJOTEHHBIX), 32 MCKIIOYEHUEM CHMIITOMOB, OOYCIOBIICHHBIX
TMCTAMUHOBOM peakuueild. B cpaBHEHMM ¢ HATTOKCOHOM JICHCTBYET O0JIee CUIIBHO U
JUTATENBHO. MOXKET BBI3BATh MAO3 (MEXAHU3M HEU3BECTEH ).

Coderanue ¢ onuonaamMu B OONBIIMX [103aX MPUBOJUT K MOBBIIICHUIO
BbICBOOOKJICHUSI THCTAMUHA C XaPAaKTEPHOW KIIMHUYECKOW KapTUHOM (rumnepemust
7ML, 3yA, Chilb). Y MaMEHTOB C OMMAOUAHON 3aBUCUMOCTBIO BBI3BIBACT MPUCTYII
aOCTUHEHIIUM.

HantpekcoH He BbI3BIBACT IUCYIb(QUPAM-MOAOOHBIE PpEAKLIWU, KAaK B
pe3yabpTaTe ynoTpeOicHUs: OMMOUAOB U 3TaHoJa. [Ipn ankorommsMe CBI3bIBACTCS €
ONMMOUAHBIMU penentopaMu M Onokupyer 3(pdextel 3HI0pPHUHOB. CHMXKACT
NOTPeOHOCTH B AJIKOTOJIC W MPEIOTBpAIacT PEUUIUBBI B TeUeHUE 6 Mec nocie 12-
HEACIBHOrO Kypca Tepanuu (yCreX JICUEHUS 3aBUCUT OT COTJIACHS MALMEHTA).

JUIMTENBHOE HA3HAYEHUE HE BBI3BIBAET TOJEPAHTHOCTH M 3aBUCHMOCTH.
[Ipy OAHOBPEMEHHOM JUIMTEIbHOM HA3HAYEHHM NPEAYNPEXKAACT Pa3BUTHE
(u3nYECKO 3aBUCUMOCTH K MOp(HHY, repouHy W ApyruM onuouaam. B noze 50
MI OJIOKHpYET (papMakonorudeckue 3PQPekTsl 25 Mr BHYTPUBEHHO BBEIACHHOIO

repoviHa B Te4eHue 24 4, npoiHas ao3a (100 mr) — B Teuenue 48 u, a 150 mr — B
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TeueHue 3 cyT. KoHKypeHTHas Onokaaa OMMOMAHBIX PELENTOPOB MOXKET OBITh
NPEOJ0IEHA BBEACHAEM 00JIEE BBICOKOM T03bI OMMOUIHOTO AHAIBIETHKA.

Cpenn  ocoOeHHOCTEH (apMakoOAMHAMMKKA MPENaparoB Ul JICUCHHUS
QJIKOTOJIbHOM 3aBUCHMOCTH CIIEAYET OTMETUTh, 4YTO (papMakoJMHAMUKA psjaa
NPENaparoB M3y4€Ha TOJBKO YaCTUYHO, a TMOHMMAHUE MEXAHU3Ma ACHCTBUSA
CTAHOBUTCS SICHBIM T10 MEPE COBEPIICHCTBOBAHMS NPEACTABICHUN O MATOTCHE3E.

Tak ocraercs OO0 KOHLA HE M3YyYEHHOH (papMakoAMHAMHMKA HEHPOJIENTHKA
Axammnpocara. Ilpeamonaraercs, 4ro OH JOCHCTBYET Kak aHTaroHUCT NMDA-
penenTopa U SABIETCS aulocTepudeckum  Monysisropom 'AMK,-penentopa. B
OTIMYHE OT APYIrUX MNOJOOHBIX JIEKAPCTB, €ro JACWCTBHE Hempsmoe. JledcTBys
Ha 'TAMKg-penenrtop, on ycunmaet ' AMK,-penenTop.

Cuna 1 crnoco0 BO3ACHCTBUS HAMPSAMYIO 3aBUCUT OT 103kl JII1, moyueHHOM
opranuzMoMm. Hanpumep, nmpu HU3KMX KOHLEHTPALMSAX aKaMIIpoCarT YCUIMBAET
JNEHCTBUE PELUENTOPOB, B TO BPEMS KAK MPH BBICOKUX — MOJABISET. ITO MO3BOJISAET
OpPUMEHTh e€ro mnpu A3. M3BECTHO, YTO akammpocaT YCHJIMBAET BBIPAOOTKY
TaypHHA.

[Ipn wacTtoM ymoTpeONECHWHM AaJIKOroJii Yy OpraHu3Ma BbIPaOaThIBACTCS
TOJIEPAHTHOCTB K HEMY 3a cYeT nojasneHus perynsuuu ['AMK, peuentopos. [1pu
MIPEKPALLCHUH ynotpeOaeHus peuenTop CTAaHOBUTCS HACTOJIBKO
HEYYBCTBUTEJIBHBIM, YTO NOPHUBOJUT K CHHAPOMY (PU3NYECKOW 3aBUCUMOCTH.
AKkamnpocar yCUIMBAET IMepefadyy CUTHAIOB Mexay pedentopamu ['AMK,
CHIDKACT BBIOPOC TUIyTaMara, a TAKXKE 3aIMUIIACT KYJIBTUBHPYEMBIC KJIETKH OT
AKCAWTOTOKCHYHOCTH TPH AJTKOTOJIbHOM AaOCTUHEHTHOM CHHAPOME. BakHbIM
aCNEKTOM JCHCTBUS BEIIECTBA €CTh TAKXKE YJIyUllIeHUE (ha3bl OBICTPOTO CHA.

Takum 00Opa3oM, CiieoyeT OTMETUTb, YTO METOMOJIOTHYECKUE MOIXOABI K
MTPOBEACHUIO (hapMaKOKHMHETUYECKUX UCCIIEA0BAHMIMA JOJDKHBI
COBEPLICHCTBOBATBCS W OOHOBIATBCS B COOTBETCTBHM C COBPEMEHHBIMHU

MPEACTABICHUSIMU O MTATOTeHE3E A3.
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https://ru.wikipedia.org/wiki/%D0%90%D0%BD%D1%82%D0%B0%D0%B3%D0%BE%D0%BD%D0%B8%D1%81%D1%82_(%D0%B1%D0%B8%D0%BE%D1%85%D0%B8%D0%BC%D0%B8%D1%8F)
https://ru.wikipedia.org/wiki/NMDA-%D1%80%D0%B5%D1%86%D0%B5%D0%BF%D1%82%D0%BE%D1%80
https://ru.wikipedia.org/wiki/NMDA-%D1%80%D0%B5%D1%86%D0%B5%D0%BF%D1%82%D0%BE%D1%80
https://ru.wikipedia.org/w/index.php?title=%D0%90%D0%BB%D0%BB%D0%BE%D1%81%D1%82%D0%B5%D1%80%D0%B8%D1%87%D0%B5%D1%81%D0%BA%D0%B8%D0%B9_%D0%BC%D0%BE%D0%B4%D1%83%D0%BB%D1%8F%D1%82%D0%BE%D1%80&action=edit&redlink=1
https://ru.wikipedia.org/wiki/%D0%A0%D0%B5%D1%86%D0%B5%D0%BF%D1%82%D0%BE%D1%80_%D0%93%D0%90%D0%9C%D0%9AA
https://ru.wikipedia.org/wiki/%D0%A0%D0%B5%D1%86%D0%B5%D0%BF%D1%82%D0%BE%D1%80_%D0%93%D0%90%D0%9C%D0%9A-B
https://ru.wikipedia.org/wiki/%D0%A0%D0%B5%D1%86%D0%B5%D0%BF%D1%82%D0%BE%D1%80_%D0%93%D0%90%D0%9C%D0%9AA
https://ru.wikipedia.org/wiki/%D0%A2%D0%B0%D1%83%D1%80%D0%B8%D0%BD
https://ru.wikipedia.org/wiki/%D0%AD%D1%82%D0%B0%D0%BD%D0%BE%D0%BB
https://ru.wikipedia.org/wiki/%D0%A2%D0%BE%D0%BB%D0%B5%D1%80%D0%B0%D0%BD%D1%82%D0%BD%D0%BE%D1%81%D1%82%D1%8C_(%D1%84%D0%B0%D1%80%D0%BC%D0%B0%D0%BA%D0%BE%D0%BB%D0%BE%D0%B3%D0%B8%D1%8F)
https://ru.wikipedia.org/wiki/%D0%A0%D0%B5%D1%86%D0%B5%D0%BF%D1%82%D0%BE%D1%80_%D0%93%D0%90%D0%9C%D0%9AA
https://ru.wikipedia.org/wiki/%D0%A1%D0%B8%D0%BD%D0%B4%D1%80%D0%BE%D0%BC_%D1%84%D0%B8%D0%B7%D0%B8%D1%87%D0%B5%D1%81%D0%BA%D0%BE%D0%B9_%D0%B7%D0%B0%D0%B2%D0%B8%D1%81%D0%B8%D0%BC%D0%BE%D1%81%D1%82%D0%B8
https://ru.wikipedia.org/wiki/%D0%90%D0%BB%D0%BA%D0%BE%D0%B3%D0%BE%D0%BB%D1%8C%D0%BD%D1%8B%D0%B9_%D0%B0%D0%B1%D1%81%D1%82%D0%B8%D0%BD%D0%B5%D0%BD%D1%82%D0%BD%D1%8B%D0%B9_%D1%81%D0%B8%D0%BD%D0%B4%D1%80%D0%BE%D0%BC
https://ru.wikipedia.org/wiki/%D0%A4%D0%B0%D0%B7%D0%B0_%D0%B1%D1%8B%D1%81%D1%82%D1%80%D0%BE%D0%B3%D0%BE_%D1%81%D0%BD%D0%B0

3.2.2 OcobOeHHOCTH U3ydeHUs (PAPMAKOKUHETUKN MPENAparoB AJIs JICUECHUS
AJIKOTOJIBHOW 3aBHCAMOCTH

Eme ogHWM CylIeCTBEHHBIM PA3ACiOM PETMCTPALMOHHBIX MCCIICIOBAHUN
ABIIAIOTCS UccnenoBaHus papmakokuHeTukd JII1, pe3ynpTaTel KOTOPBIX SBIISIFOTCS
KIIFOYEBBIMM 11  TIOHMMAaHWsT OCOOCHHOCTEW BCACBIBAHHMS, PACHPEACTICHMUS,
METa00IM3Ma U BBIBEICHUS JIEKAPCTBEHHBIX CPEACTB.

Kak mpaBuio, naHHele MCCIEIOBAHMS MPOBOAATCS OAHMMH W3 TEPBBIX B
KIIMHUYECKOW mporpaMMe pa3pabOTKM HOBBIX JIEKAPCTB, HAPSAAY C OLICHKOM
0e30macHOCTH M nepeHocuMocTd. Oco00ro BHHMAHHS B CBSI3M C  3TUM
3aCITy>KUBAKOT MPENAPATHl C Y3KUM TEPANECBTUYECKAM TUANA30HOM, IPA M3YUYEHUH
KOTOPBIX Yy JIL ¢ A3 1 JOOPOBOJIBLIEB, YYACTBYIOIIMAX B MUCCIEAOBAHUAX, CICTYET
NOMHHATH O HEOOXOJMMOCTH MPEABAPUTEIBHOTO MPOBEACHUS TEPANEBTUUYECKOIO
JIEKapCTBEHHOro MOHUTOpHHTA (TJIM).

Kaxxmoe HOBOE JIEKapCTBEHHOE BEIIECTBO MAOKHO OBITh TMOJHOCTBIO
W3YYECHO, B TOM YMCIIE W y MALKMEHTOB. /[ 3TOro M3y4arT (apMakKOKHMHETHUKY
JIEKAPCTBEHHOI'O CPEICTBA B IENEBOM rpymne mnmaugueHToB. Bmecre ¢ Tem
(hapMaKOKMHETHUKA JIEKAPCTBEHHBIX CPEACTB MPH AJIKOTOJM3ME PA3JIMYaThCs B
3aBUCUMOCTH OT CTaauud A3, CONYTCTBYIOLIMX 3a00J€BaHW, Yy MYXYMH W
JKEHIIMH, BO3PACTa, YTO HAJI0 YUATHIBATH MPU NOA00PE TPy,

Cnenyer 0co00 OTMETHUTH, 4YTO MPH M3YYECHUH (PAPMAKOKMHETHUECCKHUX
napameTpoB y MpenapaToB Ajisd JiedyeHust A3 cieayer oOpamarh BHUMAHUE HA MX
U3MCHECHUS B 3aBUCUMOCTH OT BBIPQKCHHOCTH T[EYEHOYHOW M MOYECUHOMU
HEJOCTATOYHOCTH Y NAIMEHTOB MPUHUMAIOIIMX YYACTHE B UCCIIETOBAHUSX.

BOABIMIMHCTBO MCUXOTPOMHBIX MPENApPATOB Pa3PEUICHHBIX K MPUMEHEHUIO
Ui JieueHust A3, CpaBHUTENLHO OBICTPO abCOPOMPYOTCS NMPEUMYIIECTBEHHO B
NPOKCHUMAJILHOM OTJAEJIE TOHKOTO KUIICUHUKA.

Ha npouecc BcackiBaHHs 3TUX MPENAPATOB BIHUSOT OCOOCHHOCTH IUETHI, B
YACTHOCTH, >KAPHBIC MPOAYKTHl MHUTAHUS OOrarhle XOJECTEPUHOM 3aMEIJISOT

nponcce BCAChIBAHUA KW IIHMK KOHOCHTPAMKW MCIUMKAMCHTA B KPOBH MOXKCT H3-3a
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ATOTO0 HECKOJIBKO BapbHpOBaTh. B CpemHEM MUK COACPKAHWS TCUXOTPOMHOTO
npenapara B KPOBU MOSIBIISIETCS B JUANa30HE 2—5 4 MOCIIE €r0 MpUeMa.

[Tocnie BcachiBaHUs Mpenaparsl MOCTYMAKT B NEYECHb, MPUYEM HX KIIMPEHC
3aBUCUT OT OCOOEHHOCTEH MOPTAIbHOW CHUCTEMBI, HO HE OT MPOMEXKYTOYHOTO
meTabonu3ma. [loutn Bce NMCUXOTPONHBIE Mpenaparbl XOPOLIO CBA3BIBAKOTCS C
OeNkaMy KJIETOYHOW MEMOpPaHbI, 0COOEHHO ¢ anbOYMUHOM, a TAKXKE C APYTUMHU
nporenHamMu (aib(a- 1 -rmuKONpOTENH).

KonuuecTBo cBsizaHHBIX ¢ O€nkoM (pakiuii cBOOOAHOrO mMpemnapara, Kak
npasuio, Bapeupyet oT 70 10 99%. Bo MHOTOM, JaIbHEHIEE PACTPOCTPAHEHUE U
CKOPOCTb MOCTYIJIEHUSI K PEUENTOPAM OMPEACTSETCS WX JUMO(PUIBHOCTBIO. 3TO
NO3BOJISIET MPEANOJIararh, YTo Oarogaps STOMY HECBSI3AHHBIEC MPENaparhbl ObICTPO
NPOHUKAKOT Yepe3 reMarodHIe(annyecknii 0apeep M JErKO pacipoCTPAHSIOTCS B
HEPBHOM TKaHU I'OJIOBHOT'O MO3Ta.

JUia moHMMaHusl 0OCOOEHHOCTENH (PAPMAKOKMHETUKN OA3WCHBIX AJIs JICUCHUS
A3 JIII  cuWTaeM B&KHBIM PACCMOTPETH OCOOCHHOCTH (PapMAKOKMHETHKH
NpenapaToB IUCyab(pupama, HAITPEKCOHA U aKaMITPOCAaTa.

Tak mocie nepopaJibHOrO MpueMa BcackiBaHue aucyibpupama u3 KKT
coctapnsieT oT 70 10 90%. OH OBICTPO META0OMU3UPYETCS, BOCCTAHABIMBASCH JI0
auTHOKapOaMara, KOTOPbI caM BBIBOJWTCS B BUJAE TIIFOKYPOHKOHBIOTATa WIIA
MPEBpAIIACTCS B JAMATUJIAMUH W CYJb(PUa yriepoaa, 4actb KOToporo (4—53%)
BBIBOJIUTCS Yepe3 JIETKue. MaKkCUMalIbHbII TepaneBTUYECKU 3PPEKT JocTUracTCs
yepe3 12 4 mocnae nepopaibHOTO MPUEMA U MOXKET MPOJIOIKATECA B TeueHue 10—
14 cyT mocne npeKkpaleHus JCYCHUS.

dapMaKOKMHETUKA HAJITPEKCOHA HauOOJIee IMOKa3arebHa, U BO MHOTOM
ONPEACTSAETCS €ro OBICTPBIM BCAChIBaHWEM. AOCOpPOLMs HANTPEKCOHA MOCIE
npueMa BHYTPbh — ObIcTpas WM mouyTH monHas (96%), mpenapar NoABEpraerTcs
KHALIEYHO-TICYUEHOYHOU LIUPKYJISLIAN.

MakcumaneHas KoHUeHTpanus (Cmax), nIepuoj MOJyBBIBEACHUS W 001Ice
KOJIMYECTBO MMOYECYHOM OKCKPEUMU Kak JUIs HAITPEKCOHA, YBEIMYMBAKOTCS

OPONOPLUOHAIBHO YBEIMUYEHUIO HAa3HAUaeMoi [03bl HanTpekcoHa ot 50 1o
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200 mr. Hauvanmo nmedictBus — yepe3 1-2 4. TCmax npenapara U €ro akTUBHOTO
mMeTabonura 6-0eTa-HaJITPEKCOA B Maa3Me — 1 4, mociae 0JHOKparHoro npuema S0
Mr Cmax HantpekcoHa — 8,6 Hr/mii, Cmax — 6-0eta-HanTpekcosaa — 99,3 Hr/mi.
Pacnipenenenmne Cesasb ¢ Oenkamu maa3Mbl — HU3Kas (21%).

HantpekcoH Xopomo MNPOHMKAECT 4Yepe3 TUCTOTEMATHYECKHE Oapbephl.
O0bem pacnpenenenuss — 1350 5. buopoctynmHocte 5-40%. Ilpm mmrensHOM
npuMeHeHun B A03¢ 100 MI/CyT HaNTPEeKCOH HE KyMyJupyeT (Mpu 3TOM
KOHLEHTpauus 6-0eTa-HaITpeKcona B miazme aocturaet 40%).

Mertabonu3upyercs HaITPEKCOH B mneueHn Ha 98% ¢ oOpazoBaHueM
(apMaKOJIOTUYECKM AaKTUBHBIX METAOOJIMTOB, T[JaBHBIA W3 KOTOpbIX — O-
OCTAaHANTPEKCON  TAKXKE  SBJISETCS  AHTArOHUCTOM  OMMOWIOB.  Jpyrumu
METAa0OIUTAMH  SIBIIIFOTCSL —  2-THAPOKCH-3-METOKCU-6-0€Ta-HaNTpEeKcon u  2-
TMAPOKCH-3-METOKCU-HAITPEKCOH. DEpPMEHTHI cUCTEMBI LHUTOXpomMa P450 He
Y4acTBYIOT B META00JIM3ME HANTPEKCOHA.

Hantpekcon u ero MetaboauTel 00pa3yroT KOHBIOraThl ¢ NIFOKOPOHHUIMHOM.
BriBenenue T1/2 nantpexcona — 4 4, 6-0eta-HanTpekcona — 13 4, 94To 0OBsICHSET
€ro COCOOHOCTh K KyMYJISILIUH.

Hantpekcon u ero metaGonuThl BBIBOJASATCS NPEUMYIIECTBEHHO (53—79%)
noYKaMH (HAITPEKCOH — MeHee 2%, 6-0eTa-HANTPEKCOJA, B TOM YHUCIE B
KOHBIOTUPOBAaHHOU opme — 43%) U ¢ KaJOBBIMM MaccamH (B HE3HAYMTEIIbHBIX
KojmdecTBax). OOmumit knupeHce — 1,5 J1/MuH.

dapMaKOKMHETUKA TpenapaTa HAITPEKCOH HE WU3MEHSETCS Y MALMEHTOB C
JIETKUM WJIM YMEPEHHO BBIPAKCHHBIM HAPYLICHHEM (DYHKIIMH MEYEHH (KJIAcChl A U
B no Yaiina-ITer0), TakuMm nmanueHTaM KOPPEKIMHU 103kl HE TpeOyercd. Jlerkas
noudeyHas HeaoctarouHocTh (Cl kpeatnarHa 50—80 MJI/MUH) MOYTH HE BIUSIET HA
(hapMaKOKMHETHKY MpENnapara HAITPEKCOH U HEOOXOAMMOCTh B KOPPEKLMHU J03bI
npernapara OTCYTCTBYET. B CBA3M ¢ TE€M, YTO HAJITPEKCOH M €ro MEPBUYHBIN
META0OMUT BBIBOAATCS W3 OpraHu3Ma B OCHOBHOM C MOYOW, Ha3HA4arb
HJITPEKCOH MAaNWEHTaM C YMEPEHHO BBIPAKEHHOW W TKEIOW MNOYECYHOU

HEJOCTATOYHOCTBIO CIEAYET C OCTOPOXKHOCTBIO. D(PPEKTUBHOCTH MPUMEHEHUS
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HAITPEKCOHA MPH AJIKOTOJIM3ME W ONMUOWIHON 3aBHMCHMOCTH IOATBEPXKICHA
KIIMHUYECKUMU MCCIIE0BAHUSIMH KJTacca T0KA3aTeIbHOCTH 2.

Cnenyer OTMETHTH aTUNUMYHYKO  (PAPMAKOKMHETHKY aKaMIIpocara, 3TO
CBA3aHO C TEM, YTO JAaHHBIA Mpenapar He META0OIM3UPYETCSs B OPraHu3Me
yenoBeka. [lpu nepopanbHOoM mnpueme aOcomoTHas OuoaoctynHocTh  JIIT
cocrapnsieT Okoyio 11 %, a mpu ynorpebneHmn ¢ numed OHOJOCTYIMHOCTH
cHwkaercs 10 5-8%. B cBsa3m ¢ stum pmanHseid JIII cnegyer npuMeEHsSTH €
OCTOPOKHOCTBIO y JIAI[ C TMOYEYHOM HEIOCTaTO4YHOCThIO. [locne mnpuema u
BCACHIBAHUSl AKaMIpPOCaT BBIBOAMTCS B TOM K€ BHJAC 4epe3 Noukd. [lpm sTOM
abcopOuust ¥ BBIACICHUE TPOUCXOJAT OYEHb MEUICHHO. [leprnon nmosryBeIBEACHUS

cocrtasJisieT Oomee 30 u.

3.2.3 ®apMaKkOreHETUYECKUE UCCIIEI0BAHNUS

Hekotopeie uccienoBarean 0THOCIT A3 K HACIEACTBEHHBIM 3a00JICBAHUSM,
OJTHAKO CJIEAYET OTMETUTh, YTO CaAMHM IO ceO€ TeHBbl HE OMPEACTIOT, Oy AET JI KTO-
TO QJIKOTOJIMKOM WIH HeT. CpeooBble M COUMAIBHBIE (DAKTOPBI, a TAaKXKe
B3aUMOJCHCTBUS TE€HOB W  OKPY)KAOWIEH Cpeabl COCTABISIFOT  BAXKHYIO
COCTaBJISIFOLIYIO YaCTh PUCKA.

JIeTH, POXKACHHBIE B CEMBAX Yy poaumrencii ¢ A3, COCTAaBISIOT TPyIITy
BBICOKOI'O PUCKA HE TOJBKO MO AJIKOTOJIM3MY, HO M MO PAAY APYTHMX MCHXUYECKHUX,
HEBPOJIOTHYECKMX W COMATHYECKUMX HApPyIWICHWH. Y 3TUX JACTEd B MOPAIKE
yOBIBAKOIIEH YaCTOTHI BCTpeHarOTCs A3, paccTpoiCTBa JIMUYHOCTH, aPPEKTUBHBIC
paccTpoiicTsa (Jaiie aenpeccun) [61].

['eHOMHBIE ~ WCCIENOBaHWS,  MPOBEACHHBIE  BBICOKOPA3PELIAKOLIMMU
METOaMU B TMOWCKAX «TE€HOB QJIKOTOJWU3Ma», NOKa3alW, YTO OJHOrO TIEHa,
OTNPEACTISIOLIETO MPEAPACTIONOKEHHOCTD HITM YCTOHUYMBOCTD K 3TOMY HEAYTY, HET.
B HacTosmee BpemMsi yCTAaHOBJIEHBI MOTMMOP(PU3MBI IO AJIKOTOJIb-CIIEHH(PHUIECCKIM
reHaM JBYX BHJOB. y4YacCTBYHOIIME B MeTabonu3Me 3raHosia [63] m B padorte
HeiiponanbHbIX myTeil [HHC, KOTOpbIE BKIIKOYAKOT CHCTEMBI MOJAKPEMJICHUS

(BO3HArpaKJACHUS ), MOBEJACHUYECKOTO KOHTPOJISI U CTPECCOBOM yCcTOMUMBOCTH [62].
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https://ru.wikipedia.org/wiki/%D0%92%D1%8B%D0%B4%D0%B5%D0%BB%D0%B5%D0%BD%D0%B8%D0%B5_(%D0%B1%D0%B8%D0%BE%D0%BB%D0%BE%D0%B3%D0%B8%D1%8F)
https://ru.wikipedia.org/wiki/%D0%9F%D0%BE%D1%87%D0%BA%D0%B0_(%D0%B0%D0%BD%D0%B0%D1%82%D0%BE%D0%BC%D0%B8%D1%8F)
https://ru.wikipedia.org/wiki/%D0%9F%D0%B5%D1%80%D0%B8%D0%BE%D0%B4_%D0%BF%D0%BE%D0%BB%D1%83%D0%B2%D1%8B%D0%B2%D0%B5%D0%B4%D0%B5%D0%BD%D0%B8%D1%8F

K HacTosimemMy BpeMEHM MHOTMMH MCCIICOBAHUSIMH, KaK YEJIOBEKA, TaK W
JKUBOTHBIX JOKa3aHa poJib J0(QaMHHOBOHM, CEPOTOHMHOBOM, TIIyTaMarHOH W
JAPYTUX HEMPOMEAMATOPHBIX CUCTEM B OTHOIUIEHUH MPEAPACTONOKEHHOCTH K A3.

HccnenoBanuss nonuMopduaMoB  pasnuuHbix TeHoB (DRD2, COMT,
MAOA, GABRA2, SHTT, NPY, BDNF) nokazaiu A0CTOBEpPHBIC acCOIMAIUU C
A3 [57].

WupuBuayanbHas HEHpoopraHusauus U 0COOCHHOCTH (PYHKIIMOHWPOBAHUS
HHC ABJIAIOTCS BO MHOIOM OTPEACIISIOLLIMHA (dakTopamu B
MPEAPACIONOKEHHOCTH K (popMupoBaHuio A3,

B »thx Mexanusmax 3aneiicTBoBaHbl reHel Heiponentuaa Y (NPY),
HerporponHoro (akropa mosra (BDNF), perynupyemoro Oelika LHTOCKENETa
(Arc) n xoprukoTponuHpenusuHr ropmona (CRH). 3TH reHsl acCOUMUPOBAHBI €
(dhakTopom TPAHCKPUMIUA CREB (HAMD — HAKINYECCKHANA
aJcHO3MHMOHO(OC(hATCBA3BIBAOIIMN ~ OEJIOK), aKTUBaUs  KOTOPOro,  Kak
MPEANONAracTCs, JICKUT B OCHOBE MEXaHU3MOB A3 [57].

HccnenoBanuss ¢ UCHONMb30BaHMEM OaHKa TKaHEH MO3ra yMEpIIuX,
MO3BOJIMIN UACHTU(PUIMPOBATH «AJIKOTOJIb-4yBCTBUTENIBHBIEY) TE€HBI B PA3TUYHBIX
oT/AeNax TrojioBHOro Mo3ra [64]. BeiseaeHo ©Oonee 4000 reHOB-MUILICHEH,
3a/1CMCTBOBAHHBIX B pa0OTE BEPXHUX OTACIOB KOPBI TOJOBHOrO Mosra. s 163
reHOB OOHApYXEHO W3MEHECHHWE WX JKcnpeccud. [lomaBieHue perysuud
BKCIPECCUM OTMEUYEHO M AJIi T€HOB MUEJIMHA, & TAKKE T'€HOB, BOBJICUCHHBIX B
TPAHCIOPT OENKOB, OPraHU3ALMI0 LUTOCKENETA, PEUUPKYIISLHIO IIa3MATHYECKOM
MEMOpaHbl, pacnpeAcicHue  OCNKOB, CHHANTOrEHE3 M CHHANTHYECKYIO
IJIAaCTAYHOCTH [70].

YnotpeOneHue ajkorojii MOXKET MNPUBOAWATHE K  AUPPEpPeHIMATBHON
AKCIPECCUM TE€HOB, 3aJCHCTBOBAHHBIX B KanblWeBOM, HTAM® u THpouaHOM
CUTHAJIBHBIX NYTAX. MHOTOUYHMCIICHHBIE HM3MEHCHHS HAa YPOBHE TPAHCKPHIILIAA
0OHapy>KEHBI B TCHAX MUICATOPHOW U MOTOPHOH KOPBI.

3HAUUTENBHOE AJKOTOJIb-UHAYLUMPOBAHHOE PENPOrPAMUPOBAHAE TEHHOM

OKCIIPCCCHUH B BCPXHUX OTACIAX KOPbLI I'OJIOBHOI'O MO3ra HPOUCXOOHUT B I'CHAX,
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BOBJICYCHHBIX HE TOJIBKO B MUEIMHE3ALMKD W HEHPOreHE3, HO M B TICHAX,
CBSA3aHHBIX C YOMKBUTMHUPOBAHWEM, aMONTO30M, KIETOYHOH aaresueii u
HEHPOJECTCHEPATUBHBIMU  3a00JICBAHUSIMM, YTO TOBOPHT O CBS3M  MEXKAY
AIKOTOJIN3MOM U APYTHUMH HEUPOAECTEHEPATUBHBIMU COCTOSHUAMU [64].

Ha ceromHsdmHuii O€Hb YYEHBIE M3Y4YarOT, KaK I'E€Hbl MOTYT BJIMATH HAa
3((PEeKTUBHOCTD NIEYCHHS aKoroiausma. MccienoBanus moka3aid, 4To OOJIBHBIE
A3 ¢ M3MEHEHUSIMH B ONPENEIICHHOM I'€HE NO3UTUBHO PEATUPYIOT HA JICYEHUE, B
TO BpPEMsl KaK MCCIEAYEMBbIE Y KOTOPbIX HE OOHAPY>KMBACTCA CHEHU(PUUECKUX
I'eHOB 3a00JIEBaHUs OTKJIMKA HA JICUEHHUE HE JAOT.

CoBpeMEHHBIE TOAXOABl K M3YYEHUIO CIIOKHOW MO3aMYHOM T'E€HETHMYECKOM
NPUPOABL  MPEAPACIIONOKEHHOCTH K A3, coueraromme BO3MOXHOCTH
Pa3BUBAKOILICHCA TEHOMUKHA W TIOHMMAHUS PA3JIMYHBIX 3HA0(EHOTUIIOB OOJIE3HMU,
NO3BOJISIFOT pa3pabaTbiBaTh HE TOJBKO WHAWBHIYAbHBIC MPEAUKTHBHBIC MEDHI,
NPENATCTBYIOME PA3BUTHIO HEAYra, a TaKKE WHAMBUAYAIBHBIE IYTH €ro
JICYEHMUSI.

bonee monHoe MOHMMAaHKE TOTO, KaK T€HbI BIIMSAIOT HA PE3YJIBTATHI JICUEHUS,
OpU3BaHO MNOMOYbL paszpaboTke HOBbIX JIII mns nedeHms A3 Ha OCHOBE
COBPEMEHHBIX TeHeThuecknX TpaHckpunuuonnbix JHK w PHK mmardopwm,
NPUMEHEHUE  KOTOPBIX  MOXKET  CYIIECTBEHHO  TOBBICUTH  BO3MOYKHOCTH
(apmakoTepanum.

DapMaKOTCHETUUECKUE MCCIEI0BAHUS MMEKOT OINPEACICHHOE 3HAUYCHHE B
KOMIIJIEKCE PETUCTPALMOHHBIX JOKIMHUYECKUX M KIMHUYECKUX HMCCIEAOBAHMA.
Tak mpu OpraHu3auvM KIMHUYECKUX HKCCIEIOBAHUI NCUXOTPOIHBIX CPEACTB Y
BCEX YYAaCTHUKOB HMCCIENOBAHMS LEIECOO0PA3HO OINPENEICHUE NOIUMOPPU3MOB
reHa CYP2D6 (amnensHbie Bapuantel CYP2D6*4, CYP2D6*10, xonuu
¢yHkumoHaneHblx  amuieneit CYP2D6*1, CYP2D6*2) nnsg CHWKECHMS pPHCKa
Pa3BUTHS HEIKEIIATENBHBIX PEAKLIUH.

KpoMe TOro, maHHoe HCCIEHOBAHUE TO3BOJIMT IMOBBICUTH JOCTOBEPHOCTH

WCCIICAOBAHUAMN, JOIOJIHUTh HWHIWBAAYAIBHBIA  T€HETHYECKUI macrnopT

420



Y4aCTHHUKOB HUCCICIOBAHUIA u OCYHICCTBIIATL B MnocJICAyromcM

NEPCOHATM3UPOBAHHBINA MOAOOP A03 U CPEACTB (hapMAKOTEPATHH.

3.3 Ouenka 3pPeKTHBHOCTH

33.1 OOmme pexkOMEHJAUMW MO  [UIAHUPOBAHUKD  KIMHUYECKHX
HCCIIEIOBAHAMN

Breicokass ~ coumanbHas ~ 3HAYMMOCTb  NPOOJEM  CBA3AHHBIX €
(dapmakoTepanveit A3 onpenenser HEOOXOJAMMOCTh  COBEPIICHCTBOBAHUS
METOIOJIOTHYECKOM 0a3bl MO OpraHu3ali M MPOBEACHUIO JOKIMHUYECKUX W
KJIMHUYECKUX HCccieaoBaHnii HOBbIX W BJIII mpemaparoB, U €€ COOTBETCTBUE
COBPEMEHHOMY YPOBHIO PA3BUTHSI HAYKH U TEXHUKH.

[Ipn 3TOM HEO0OXO0aUMO, 4YTOOBI TPEOOBAHWS PETYJISATOPHBIX OPraHoB K
HEOOXOIMMOMY  KOMIUIEKCY ~ PETUCTPALMOHHBIX  MCCICAOBAaHWA  ObuH
rapMOHM3UPOBAHbl C MEXAYHAPOJHBIMU  TMOAXOJAMH, PETJIAMEHTHPOBAINACH
CBOCBPEMEHHO OOHOBISIEMOW HOPMATHBHO-NIPABOBOM JTOKYMEHTALMEH, a WX
cTpareruss W  JHA3aiiH  ONpEACIsUIMCh  COBPEMECHHBIMM  PYKOBOJCTBAMH
N0 OPraHu3alry U MPOBEACHUAIO TOKITMHUYECKAX H KIIMHUYECKUX UCCIIETIOBAHMIA.

BaxxHOW  COCTaBJAIOIIEH YacTbO  PETUCTPALMOHHBIX  UCCIICIOBAHUMNA
SBJIIETCSL COOMIOACHHUE MPOTOKOJIOB M CTAHIAPTOB, OMPEACIAIOMMNX TPeOOBaHUS K
Iu3aiiHy  MeToAaM  OHEHKM 2((EKTUBHOCTH M O€30MACHOCTH, O00bEM
NPOAOKUTENBHOCTh, NEPEUYEHD JOKYMEHTOB HEOOXOAMMBIX JUIsl (POPMUPOBAHUS
PETUCTPALIMOHHOIO N0ChE is peructpaunu JII T

B Hacrosiee BpeMsi B OCHOBY METOAMYECKHX MOIXOAOB K MPOBEICHUIO
pPETMCTPAMOHHBIX MccnenoBanuii B crpaHax EADC mnonmoxkeHa — cuctema
HOPMATWBHBIX MOJIOKEHWH NpuHATBIX B EBponeiickom Cotroze. [lpu co3nanum
JOKYMEHTAMHU PETTIAMEHTHPYIOLICH TPeOOBaHUS K MPOTOKOJIAM MCCIEAOBAHUN €€
NOJIOKEHUS OBIIIM MCIOJIb30BAHBI KAYECTBE OCHOBOMOJIATAFOIINX.

Jis peructpanuu JIIT HeoOxommumo (HOpMHUpPOBAHHE PETUCTPALMOHHOIO

J0ChE, KOTOPOE B HACTOSILIEE BPEMSI COCTOMT W3 MSITU OA30BBIX MOYJICH.
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IIpu rocymapctBeHHoi peructpauuu JIII  KOMIUIEKC PETMCTPALMOHHBIX
UCCIICIOBAHUIM onpenessyicss TpeOOBaHWSIMH CTAHAAPTHBIMKA — JUISL  TPYIIIBI
MpenaparoB K KOTopod orHocutes maHHbii OIl wnm BJIIT B COOTBETCTBUUM €
pemenneM EBpasuiickoit 3xkoHOMUUeCcKo komuccnn Ne 78 ot 03.11.2016 r. «O
NPaBUIAX  PETUCTPALMM W OKCHNEPTHU3bl  JICKAPCTBEHHBIX  CPEACTB s
MEIMLMHCKOTO IIPUMEHEHHUSIY .

Cucrema oGecneuenus kadectBa JIII nmopkHa yduTeIBaTh BCE (DAKTOPBI,
ONMPEACISAIME €ro  npu  (PapMaleBTUYECKOM  MPOM3BOJACTBE.  NEPCOHA,
UH(ppacTpyKTypa, MPOU3BOJICTBEHHAS CPEAA, TEXHOJOTWMH, MPOLUEAYPHI CHIPBE,
Marepuanbl U IPOYEE.

Cucrema oOecrnieueHUs Ka4eCTBAa BKIIFOYAET BCE BOMPOCHI, BIMSIIOLIME HA
KA4€eCTBO MPOAYKLUMHU. DTO COBOKYIHOCTh OPraHU3allMOHHBIX MEP, MPUHUMACMBIX
JUIsL TapaHTHH COOTBETCTBMs KauecTBa JIC WX Ha3HAYCHHMIO. YTIPaBICHUE
KQueCTBOM BKJIOYAET pa3pabOTKy W noaaepkanue aeicrByronieit OCK ¢
o0si3arenbHBIM  coOmoneHueM mnpaBun  «Hamnexameid  mpou3BOACTBEHHOMH
npaktuku GMP». CormacHo cranpapty, npuHatomy B Poccuiickoit denepanuu
(mpuka3z Munnpomropra Poccun ot 14.06.2013 Ne 916 «O0 yrBep:kneHuu [ IpaBui
OpraHu3alyy MPOU3BOJACTBA M KOHTPOJISI KA4yeCTBA JIEKAPCTBEHHBIX CPEICTBY,
riaea 1, myHKT 5).

[Ipn perucTtpaumyu HOBBIX BOCHPOM3BEACHHBIX mpenaparoB (BJIIT) mo
nokazanuto A3 HeoOXOIMMO YUYMTHIBATH NPUHLMINBI cOOTBeTCTBUs  BJIII
pedepentHeiM (PI1) w/nunmm opuruaaneHeiM (OI1) cormacHo deaepanbHOMY 3aKOHY
oT 27.12.2019 Ne 475-®3 «O BHeceHMM M3MEHEHUI B DenepanbHblii 3akoH «O0
oOpalleHuy JIEKAPCTBEHHBIX CpeacTBy Ne61-D3.

CooteerctBue BJIIT u PIT n/unu opuruHansHbeix Ol OCHOBBIBAETCS HA TPEX

BLKHCUIIMX ~ KOMIIOHEHTAX, o003HauaeMbIX  Kak  (papMaileBTHYECKa,
(hapMaKOKHUHETHYECKAs (OMOPKBUBATIEHTHOCT ) 151 TEpANeBTUUECCKAS
SKBUBAJIEHTHOCTb.

[Ipn sToM mokazarenu (papManeBTHYECKOW W (PAPMAKOKMHETUYECKOU

OKBHUBAJICHTHOCTH ABJIAKOTCA O6H3&T€J’IBHBIMI/I, HO HC AOCTAaTOYHBLIMH YCJIOBHUAMHU
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TEPANEBTHUECKON SKBUBAICHTHOCTH, Ui JOKA3aTENbCTBA KOTOPOH HEOOXOIMMO
NPOBECHUE TOMOTHUTEIBHBIX KITMHUYECKHX UCCIICIOBAHUN.

Baxubim  ycrmoBuem peructpaunu BJIIT sgBisiercs SKBUBAJIEHTHOCTE H
COMOCTAaBUMOCTh COCTaBa BCIIOMOTATEIbHBIX BEIIECTB JIEKAPCTBEHHOIO Mpenapara
JUIE MEAWLMHCKOTO MPUMEHEHUS, COOTBETCTBUE MPOU3BOIUTENS JIEKAPCTBEHHOTO
cpencTBa TpeOOBAHUSAM MPABUJI HAJIECKAICH MPON3BOICTBCHHON MTPAKTUKH.

YuuteiBass MHOrooOpasue (papMareBTHUECKAX TPYIIT MPEMapaToB, KOTOPBIE
HalIA TPUMEHEHUE MTPU AJIKOTOJIbHON 3aBUCIMOCTH METOI0JIOTHYECKUE TIOIXOIbI
Kk npoeeneHuto O—I1 ¢asel uccnenoBanuii ((papMAKOKMHETHYECKUX MAapaMeTPOB,
NEPUOAA MOTYBBIBEACHUS, OMOJOCTYMHOCTH, TOKCUYHOCTH, TEPBHYHOW OLEHKH
BO3MOKHOM 3((PEKTUBHOCTH, MOAOOPA 103 U OLICHKE OE30MACHOCTH) B HACTOSIIEE
BpPEMSI COOTBETCTBYIOT KOMIUIEKCY MEPONPUATHI 00sA3aTeNbHBIX IJIs MPOBEACHUS
UCCIICIOBAHMIA B JaHHOH (hapMakoJIoruyeckoid rpynne [61].

JIOKIIMHUYECKUE HCCIEAOBAHUS 3aHUMAKOT BAKHOE MECTO B XOJE
pa3paboOTKM M W3YyYEHHs JIEKAPCTBEHHBIX CPEICTB KaHAWAATOB JUIS JICYCHUS
AJIKOTOJIHOM 3aBUCHUMOCTH. B perucrpaninoHHOM J0Ccke¢ B (opmare OOmero
TexHu4ecKoro nokymeHtra (CTD) oryetsl 00 3THX HMCCIEAOBAHUSAX MPHUBOIAT B
CHELNATEHOM MOAYJIE.

[Tpu opraHu3any TOKIMHUYECKUX UCCIICIOBAHUI MPenaparoB 1Jis JICYCHHS
AJIKOTOJTM3Ma 0Cc000€ BHUMAHHUE CIEAYET YACHATh KOMIUIEKCY JOKITUHUYECKHX
UCCJICIOBAHUI HA YKUBOTHBIX, HEOOXOAUMBIX JJsi TOJYYEHUS JOCTOBEPHOM
uH(pOPMaLMK O TOKCUYHOCTH H (papMakoKnHETHUYeCKHX cBoicTBax JIIT.

JUs mpOBEAEHUST TOKCUKOIOTMYECKUX MCCIICOBAHW HOBBIX MPEMAPATOB -
KAHIMJATOB JJIsl MATOTEHETUYECKONW Tepanuu A3 MEPCIEKTUBHO M3YYEHHUE WX
NOTCHUHMAJIBHOW TEMATOTOKCUYHOCTH W HE(PPOTOKCMYHOCTH HA  MOJECTSAX
KJIETOYHBIX KYJIBTYD.

B perucrpaumoHHOM [0Che B 00S3aTEIBHOM TOPSAKE JOJKHBI OBITH
NPEACTABICHBl Marepualibl, OOBACHAOUME Mexanu3m aAecvicteus JIII, m ero

CHENU(PUIECCKYI0 aKTUBHOCTD NpH A3.
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IIpu wuccnenoBanum HOBeIX JIII mma jeueHuss A3 B Marepuasl
UCCIIEIOBAHUI JOKHBI ObITh BKITFOUEHBI TAHHBIE IO UCCIICAOBAHUIM BO3MOKHBIX
B3AMMOJECHCTBHIA ¢ ITAHOJIOM U APYTUMU MICUXOTPOIHBIMU BEIICCTBAMH.

HccnenoBanust  030BOrO  OTBETAa CIEAYET NOPOBOAMTH B  manedo-
KOHTPOJIUPYEMOM, MapaIEIbHOM IPyIINE, TBOMHON CIIETION, paHAOMAZHPOBAHHOM,
(PUKCUPOBAHHOM [103€, WMCHOJNB3Ys, MO KpaHEH Mepe, TpU J03bI, YTOOBI
YCTAaHOBUTbH HWKHWI Npeaen nuanazoHa 3pQEKTUBHBIX 103 U ONTUMAIIBHYIO J03Y.
Kpome toro, BaxkHbsIM Juis moaOOpa J03bl MOKET ObITh KOHTPOJBHOE W3YUYCHHE
(hapMaKOKMHETUKH NpenapaTa Npy NEYCHOYHON HETOCTATOYHOCTH.

HccnenoBanust papMakOKMHETUKN MPENAPATOB, MPUMEHSEMBIX IS JICYCHHUS
A3, cneayer OpPOBOAWTH B COOTBETCTBMM € PYKOBOJACTBOM  TIO
(hapMaKOKMHETUYECKAM UCCIICTOBAHHAM Y YETIOBEKA.

[TpunsTO paccMarpuBaTh JBa OCHOBHBIX BapHaHTa MPOBEACHHS
KJIMHUYECKUX MCCIEAOBAHUINA: AJIsi CHUXKECHUSI MATOJIOTMYECKUX MOCIEACTBAN AJIst
OpraHmM3Ma OT TpUEMA AKOTONS M Ui NPO(PUIAKTUKA PELUHUIUBOB C LEIBEO
JOCTUKEHHMS TTOJIHOTO BO3JAEPYKAHUS OT YIIOTPEOICHUS alKOTOJIs.

JIaHHBIE BapUaHTBl HECKOJbBKO PA3IMYAKOTCS MO0 METOA0JIOTMYECCKAM
noaxogam. Tak mpv TPOBEACHMM MCCICAOBAHWNA MPENapaTtoB Uil CHUXKCHUS
BPEAHBIX TMOCJIEACTBUN yMOTPEOIEHUS AIKOrOJsl NETOKCHKALMM HE TPOBOJAT, a
OpPH  UCCIICAOBAHMIX TO NPO(PUIAKTUKE PeUHUAMBOB A3 BCE MALMEHTHI JOJIKHBI
BO3JICPKMBATBCA ~ OT  YMNOTPEONCHHS  QIKOrOJAss W OBITh  MOJHOCTBIO
JETOKCULIMPOBAHBI.

OnpeneneHne TOro, 4to OYyAET CUYMTATHCA KIMHUYECKUM PE3YIbTATOM
(MCXOZIOM) 3apaHee ONpeaeaseT MPOTOKOJ MCCICA0BAHUSA. OTH  HMCXOJbI
0003HAYAKOT KaK TMEPBUYHBIC W BTOPUYHBIE KOHEYHbIE TOYKHW. llepBUyHas
KOHEeYHas Touka (primary end-point - [IKT) — 3apaHee OTpakeHHBIH B MPOTOKOJIE
WCCJICTIOBAHKS BAPUAHT UCXO/A.

Haubonee 3HaUMMBIil CTaTUCTUYECKUN aHAIM3 MPEANOJaract BeiOOp Oosee

OOBEKTUBHBIX BapuaHTOB HMcx0n0B. Bee st TIKT Moryr koMOMHHpOBAaThCs B
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CaMbIX PAa3HBIX BapHaHTax B KOMOMHMPOBAHHYK) KOHEYHYK) TOUYKY (WK
koMOuHauwms BapuanTos [1IKT).

B uccnenoBanum npenaparoB is jJeueHus A3 4acTo OOBEAMHSIOT UCXOIbI
pasHoii cTeneHu 3HauuMOocTH. OcoOyro 3HaunMocTh s PKU npu uccnenoannm
npenapaToB Ajas jedyeHus A3 MMET KOMOMHUPOBAHHBIC BApUAHTHI AHAIW3a
BTOPAYHBIX KOHEYHBIX TOYEK, 4YTO [MO3BOJISIET TOBBICUTH YHCIO OOJBHBIX,
JOCTUTIIMX KOHEYHOro pe3yJibTata (M OJHOBPEMEHHO TMO3BOJSET CHU3HTH
KOJIMYECTBO OOJIBHBIX, BKITFOUEHHBIX B KW) [75].

B 0CHOBY COBPEMEHHBIX METOJ0IOTHYECKHAX OIXO0J0B K CTpaTu(puumKanuu
rpynn NpHA MPOBEACHUW KIIMHWYECKUX HMCCIEAOBAHWN TMpenaparoB AJis JICYCHHS
A3 B34TBl OCHOBHBIE TOJIOKECHMS JNEHCTBYIOIMX pekoMeHnaumii EMA u FDA,
COMIACHO KOTOPBIM MPHUHATO CTPATU(PUUIMPOBATH UCHBITYEMBIX B COOTBETCTBUHU
YPOBHEM BBIPAKCHHOCTH A3,

B kauyecTBe BTOPHUYHBIX KOHEYHBIX TOYEK MPH MPOBEACHUU WCCIICIOBAHUAN
NpenapaToB Ajs JedeHuss A3 — PEKOMEHAYETCS MHTEIPATUBHBIA aHAIN3 JAHHBIX
KJIMHUYECKUX HAONIOACHUN, TMCUXOJUArHOCTHYECKAX TECTOB M J1a00paTOPHBIX
[TOKa3aTeyen .

Ocoboe BHHMMaHHE ClIeAyeT OOpaTuTh HA TO, YTO PETUCTPALMOHHBIE
KJIMHUYECKUE HKCCIECNI0BAaHUSl JODKHBI ObITh PaHAOMWU3HPOBAHHBIMH, JBOHHBIMA
CJICTIBIMM, MAPAJUICTBHBIMA W TIALE00 - KOHTPOJIUPYEMBIMU AJII AEMOHCTPALUU
IPEBOCXOJCTBA MO CPaBHEHWIO ¢ muanedo. Ilpm 3ToM s BCEX MCHUXOTPOIHBIX
npenaparoB peKoMeHayeTcss oO0ocHOBaHWe BhiOOpa m03 JIII Ha ocHOBaHWHM
JI0Ka3aTeNbCTB PPEKTUBHOCTH MOCIIETHETO.

B nporokone wmccnenoBaHust JOKEH OBITH OTPAKEH JETATBHBIA TUIaH
NPOBEICHUST KIIMHUYECKOTO MCCIECIOBaHUs. B HeMm yka3blBacTcss 00bEM U
NPOJAO/KMTEIBHOCTh  UCCIIEOBAHUS, KPUTEPUM BKIIFOUEHUS M MCKIIFOUCHUS
YYaCTHUKOB, paclHMCAHWE TMpPUEMA TNPEMapaToB, IMEPEUYECHb W  PACHUCAHHE
00cJe10BaHuil U aHATM30B, KOTOPBIEC TOJDKEH MPOMTH U CAATH UCCIIETY EMBIi.

Jlamee mpoOTOKON B 00S3aTE€IBHOM MOPSAKE AOHKEH MPOHTH 3THUYECKYHO

AKCIEPTU3Y W MOJYYUTh OJOOPEHHME PETJIAMEHTHPYIOLIETO yupexacHus. B xone
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HUCCIICAOBAHUA ¢ KOMHUTCTOM IO 3THKC AOJDKHBI COITIACOBBIBAIOTCA BCC U3MCHCHUA

B IIPOTOKOIJIC, a4 TAK)KC B IOKYMCHTAX, KOTOPLIC IPCAHA3HAYCHBI IJIA HAIIUCHTOB.

3.3.2 XapakTepucTUKU CYOBEKTOB U OMPEACIICHUE TOMYJISILAA

O100p cyOBEKTOB Uil HccleA0BaHus. KpuTeprun BKIIFOUCHU S/ HEBKITFOUCHHSI.
JIOMOJTHUTENTBHBIE KPUTEPHH.

KonuuectBo HMccneayeMpIx —ONpeAcnseTcss s KaKAOTo mpenapara
WHIVUBUAYAIBHO W 3aBUCUT OT (hapMALEBTUYECKOW TPYMNIbL, MPEANONaracMbIX
MEXaHU3MOB JCHCTBUS M LENEBBIX IMOKA3aTeNei MPUMEHEHHS B JICUEHUH A3.
JIaHHBI KpUTEPHIA AQHAIM3HPYETCS 3TUYECKUM KOMHUTETOM M YTBEPKAACTCA
BMECTE C MPOTOKOJIOM MPOBEACHHSI.

Bcem manpenTam 0ToOOpaHHBIM JUTsl YYACTUSL B KIIMHUYECKUX UCCIIEIOBAHUSX
npenaparoB Ajs JieueHuss A3 PEKOMEHAYETCS MPOWTH CKPUHUHT C MOMOIIBIO
BanuaupoBaHHbIX TeCTOB. Tecta AUDIT (Alcohol Use Disorders Identification
Test - TecT ACHTH(PHUKALUN PACCTPONCTB OpraHn3Ma OT ynoTpeOIeHUs aJIKorois ),
OMPOCHUKA TSKECTU aJIKOroJibHOW 3aBucuMocTH SADQ (Severity of Alcohol
Dependence Questionnaire ), wmikan ajnkorojbHoi 3aBucumoctd ADS (Alcohol
Dependence Scale ) , nvaaeKca TSKECTU alnKOT0IbHOM 3aBucuMocTu ASI (Addiction
Severity Index) [88].

Cnenyer OTMETHTb, YTO MPEACTABICHHBIC BBIIIE TECTHI, MNPU HX
UCTHOJB30BAHUM B OTEYECTBEHHBIX  HCCIECAOBAHUAX  HYXKIOAKOTCA B
CHELMATU3NPOBAHHOM TepeBoje. LlenecooOpasHo co3gaHMe aJanTUPOBAHHBIX
KOMIOBIOTEPU3UPOBAHHBIX BEPCHIl JAHHBIX TECTOB W WX PYCCKOS3BIYHBIX
Moau(uKanmii akTyansHbIX U1 ctpad EADC.

JIaHHBIE UCCIICTOBAHMS MPOBOAUTCS JUIsl OLEHKH CTENEHW NATOJOTHYECKUX
W3MCHECHUH OpraHu3Ma, OOYCJIOBJICHHBIMHA yMNOTPEOJEHUEM  alKOToysl, W
YTOYHEHUS COOTBETCTBUS JUATHOCTUYECKAM KpuTepusiM A3 - DSM -5.

JUts ycTaHOBJIECHHsS HavdallbHOW 3((PEKTHBHOCTM mpenapara HEOOXOAUMMO
NPOBEICHUE AKTMBHON TEpaluyd B TEYCHUE 3—0 MECSLEB, 3a ITUM MNEPHOIOM

A0JDKHa CJICA0Barb AOCTATOYHO IAJIMTCI/IbHAA PaHAOMH3UPOBAHHAA (1)a3a OTMCHBI
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npenapara ¢ UEJIbK U3YYEHUs] BO3MOXKHOTO (peHoMeHa pukomiera. Ha 3Ttom stame
TaKXKE JIOJDKHA OBITh MPOJAEMOHCTPUPOBAHO NOAIEpKaHKe 3P deKTa.

B nuzaiiHe KIMHMYECKHAX UCCIIEI0BAHUI MO MPOPUIAKTHKE PEUUANBOB A3
JOJDKHBI OBITh YETKO MPONMCAHBI KPUTEPUM JETOKCHKALMM OPraHW3Ma, a cama
JETOKCHKAIIUS MPOBEICHA HEMOCPEACTBEHHO MOCIIE PaHIOMHU3ALMHA NALUEHTOB 1O
CTENECHH BBIPAKEHHOCTH A3 M YCTAHOBJIEHMWS OOIIEr0 YPOBHS MOTPEOJICHUs
AJIKOT'OJIS1 HA MCXOQHOM JTAaIle 3a ONPEICIICHHBIN BPEMEHHON ITPOMEKYTOK.

[Ipu noxbope rpynnm y BCEX MMALMEHTOB JOKHBI OBITH BBISICHEHBI
KOJIMYECTBO MW MPOJOJDKUTENBHOCTh MPEABLAYIIAX MMONBITOK AOCTUHEHINH,
XapakTep H®  MPOJOJDKUTENBHOCTh  (hapmMakoTepanuu  Uisl  NPEKpPaLICHHS
ynotpebneHust ankorois. Ecim B HMCCIEAOBaHHME BKIIIOYEHA CMEIIAHHAS
NOMyJSIKS (T. €. MAUEHTHI C MPEAIICCTBYOMIMM JIEYEHHEM U 0€3 HEr0), TO 3TH
JaHHBIC JIOJDKHBI OBITH OTPAKEHBI W YUYTCHBI MPH AHAIM3E MOITYUYCHHBIX
PE3YNBTATOB.

Jlts  Ttoro, 4roObl 00ECHEYUTh KOPPEKTHYKO TPAKTOBKY 3(PPEKTOB,
OKa3bIBAEMBIX HMCCIICIYEMBIM MPENApaToOM, M3 HCCIAEAOBAHWUN JOJDKHBI OBITH
VCKJTIOYEHBI MAMEHTHl C TSHKETBIMUA COMYTCTBYIOIMUMMU 3a0oneBanusmu. Ecnu B
UCCJIEIOBAHUE BCE-TAKM BKJIFOYAIOT MAUMEHTOB C CONMYTCTBYIOLIEH MaTOIOrHEH |,
TO B KapTe yKa3bIBacTCs MH(OPMALUs O HEH M JAeTCsl CHOCKA, YTO MCCIIECAYEMBIi
npenapar, He OKa3bIBaeT BIIMSHUS HA TEUCHUE JAHHOTO 3a00JI€BaHUSI.

VY monei ¢ A3 4acTo BCTPEYACTCS COMYTCTBYIOMIAS MCUXUYECKAS TATOJIOTHS
(apeKkTUBHBIE W TPEBOXKHBIE PACCTPOHCTBA, TNCHXOTHYECKUE PACCTPOMCTBA,
NOCTTPABMATHYECKHE  PACCTPOMCTBA,  PacCTPOMCTBA  JTMYHOCTH),  JIAHHBIC
JUYHOCTHBIE PACCTPOCTBA HEOOXOAMMO ONPEIENATh U OLECHUBATH C MOMOIIBIO
KOMIUIEKCHOW MEIUKO - TICUXOJIOTHYECKONW W TCUXMATPHUECKOW JKCIEPTHU3HI,
(ukcupoBaTh B KApTE€ C YKA3aHWEM CTENEHU BBIPAKXEHHOCTH Hapsay C
COMAaTUYECKUMHU 3a00JIeBaHUIMU [84].

[TanueHTHI ¢ TSKETBIMA COMYTCTBYIOIIMMH MCUXUYECKAMH 3a00JICBAHUSMHA
(Hampumep, MU30(PEHHs], CEPE3HOE ACTPECCUBHOE PACCTPONCTBO WIIM TSKENBIE

TPEBOKHBIE PACCTPOWCTBA), 4 TAKKE C APYTUMM PACCTPOACTBAMU, CBA3aHHBIMU C
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ynoTpeOJEHUEM TMCUXOAKTHBHBIX BEIIECTB (3@ MCKIFOUYEHUEM 3JI0YMOTPEOICHHS
HUKOTHUHOM ), TOJKHBI OBITh UCKITFOYECHBI U3 UCCIICIOBAHHSI.

HccnepnoBanuss y mauMeHTOB ¢ A3 € CONYTCTBYKOIIMMHU TICUXHUYECKUMHU
3a00eBaHUsIMM  MOTYT OBITh MPOBEACHBI TOCHE MOATBEPKACHHUS 3S(PdekTa
npenapara.

Hcnonb3oBaHue  OpYyrHX  JICKAPCTBEHHBIX — MPEMAapaTtoB  BO  BpeMs
UCCIICIOBAHUIM TOJDKHO COTJIACOBBIBATBCS C BPA4OM - MCCICAOBATEIEM W
3aHOCUTBCS B KAPTY HCIBITYEMOTO, IMPU 3TOM JOJDKHBI YUUTHIBATHCS BO3MOKHBIC
MEKIIEKAPCTBEHHBIC B3AMMOCHCTBHSI.

K yyacturo B wucCAeHOBAaHUAX HE JOMYCKAKOT JIML, MPUHUMAROIINX
NCUXOTPOMHBIC Tpenaparsl HA MOCTOSSHHOM OCHOBE. HCKIIOUEHHWE MOXKET OBITh
CACTIAHO TOJIBKO JJIsi TMPENapaToB, KOTOPbIE MCMIOJB3YKOTCS B OCTpoil (ase
JETOKCHKALIMK HA IEPBOHAYAJIBHOM 3Tarle.

[Tpn aHanm3e gocke caeayeT oOpamars BHUMAHUE W HA HAJIMYME JAHHBIX O
MEPEHOCUMOCTH Mpenapara y MalUEHTOB C [EYCHOYHOU JUCPYHKIMEH,
NPOBEICHUE JAHHBIX KCCIENOBAHWI BaXXHO €CIAM Mpernapar MeTadOau3upyeTcs
NEYCHOYHBIMU (DEPMEHTAMMU.

Kaptel BceX HCHOBITYEMBIX B 00A3aTEIBHOM MOPSAKE JOIKHBI OTPaXKaTb
CJICIYFOIINE ACTIEKTHI:

o nemorpaduyueckrie 0COOCHHOCTH (BO3pACT, MOJI, ATHUYECKAS

NPUHAJICKHOCTD, COLMATEHO-3KOHOMHYECKUE (DAKTOPBI);

o BO3PACT Hayaja ynoTpeONCHUS ajJKorofis (paHHEE HAYajao WM

MO3/THEE HAYAJIO ),

o KOJIMYECTBO JIET 3HAYUTEIBHOTO YIOTPEOICHUS aJTKOT OIS,

o BO3pacT Havyasa A3;

o xapakrep A3, Kak MUA30IMYECKOMN, TAK U XPOHUYECKOM,

o VPOBEHb  TOKECTH A3, ONPEACIEHHBIA C  MOMOUIBIO

BAJIMINPOBAHHBIX TECTOB;
o OLICHOYHBIE MIKAIBI TSHKECTH MATOJOTHYECKOrO0 BIICUCHUS K
AJIKOTOJTIO;
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J OLICHKA ynoTpedaeHus aJIKOT0JIsl C MNOMOLIBIO
CTHEINATM3UPOBAHHBIX BAIUIUPOBAHBIX TECTOB;
o UCTOpHUSl TMPEABIAYIIMX TOMBITOK BO3ACPKaHUS (BKITIOUAs

OPOJOKUTEILHOCTh  TIPEABIAYIIETO  BO3JACPXKAHWSA) C  JAeTanu3aruei

(apmakoTepanuu,
o Mmacca Tena;
. o0l METUIIMHCKUI, HEBPOJIOTUYECKUI W MCUXUATPUUYECCKUIA

aHaMHE3 U 00CJIEI0BAHKE, & TAKXKE MOCIIEICTBUS ATKOTOJIbHON 3aBUCUMOCTH

VTS KOTHUTUBHOTO, MOBEIACHYECKOTO 17} (PU3NOTIOTHUYECKOTO

(PYHKIIMOHWPOBAHUS MAUEHTA,

. BAJTUAUPOBAHHBIN CTPYKTYPHUPOBAHHBIN WJIA

MTOJIyCTPYKTYPHUPOBAHHBIN IICUXUATPUUCCKUN THArHOCTUIECCKAN aHaIN3;

o Cllyyau ajKkoroju3Ma ¥ COLUMAIbHO 3KOHOMMYECKHMI CTaryc B

CEMBE;

o ucxogHas TsokecTh 1o [llkame  0o0wWero  KJIMHHYECKOTO

BrieuarsieHus (Clinical Global Impression Scale, CGI) ;

o CKPUHHMHT KPOBH, JBIXaHWS WJIA MOYM HA HAJIMYUE AJIKOTOJIS (U

METAOOIMTOB AJIKOTOJISI, €CJIM OHU MOATBEP>KIIEHBI ),

o ypoBeHb KapOoruapar-gedpuuutaoro tpaicheppuna (CDT) u
apyrux 0osiee cnenuPuUecKux MapkepoB NOTPEOICHUS aJIKOTOJIS,
o aHaIM3 MOYM HA HAJWYKME 3alpPEIUEHHBIX HAPKOTHYECKUX

BEILECTB;

B kadecTBe MOMOTHUTEIBHBIX XaPAKTEPUCTUK MOTYT OBITH MCIOJIB30BAHBI
NOKA3aTeIM KauyeCTBA KM3HU, OOHMil Oannm 310pOBbs, aHAMHE3 aOCTHHEHTHBIX
CUHAPOMOB, OTP@KECHUE JUHAMUKH COMATMYECKOrO, HEBPOJOTMYECKOTO |
MICUXUYECKOTO  CTAaryca, Pe3yJIbTarhbl NPOYMX  CIECUUAIM3UPOBAHHBIX U

NCUXOJNATrHOCTHUYCCKUX TCCTOB.

3.3.3 HUccnepoBanus Il (a3el W DOATBEP)KIAIOIME WCCIIECIOBAHMS.

Meroabl oneHkr 3(pPekTUBHOCTU. ONPEACTICHUE OCHOBHBIX KOHEUYHBIX TOYCK W
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BTOPUYHBIX KOHEUHbIX TO4YeK. [logbop cxembl Tepanuu s MCCIIECIOBAHMSI.
[TpoIOIKUTENTEHOCT MOATBEPHKAAFOIINX HUCCIIET0BAHUI

YHUBEPCATHHOTO ~ JOKA3aTeIbHOTO  METOJA  MPOBEPKA  COCTOSIHUS
MPOJOJDKAKOIIECTOCA  BO3AEp:KaHus y mamuenta ¢ A3 Her. llpuHATo mis
OCYIIECCTBJISATh MHTETPATUBHBIH KOMIUIEKCHBIH  aHalMu3 CYOBEKTHUBHBIX U
OOBEKTUBHBIX MTOKA3ATEIEH.

JUis  TOBBILIEHHMS]  JOCTOBEPHOCTH  HMCCIEAOBaHUN  d(PpPexkTUBHOCTH
(apmakorepanun A3 BpayaMm - MCCIICAOBATENISIM PEKOMEHIYETCS KOMIUIEKCHO
AHATM3UPOBATh MHQPOPMALMIO TOJYYAEMYK) M3 DJIEKTPOHHBIX THEBHUKOB
NAlUEeHTa, JAHHbIE HAONIOACHUIA 32 COMATUYECKUM, HEBPOJOTUYECKUM U
NCUXWYECKAM CTATyCOM, OLEHOYHBIX INKaJ, NCUXOAHMATHOCTUYECKUX TECTOB,
UCCIICIOBAaHU  crienu(pruueckux OMOXMMHUYECKMX MAPKEPOB HA  MPEAMET
KOPPEMSLMH JaHHBIX.

B kauectBe kputepueB 3(P(PEKTUBHOCTH B MPOTOKOJE HCCICA0BAHUI
(UKCUpYrOTCS  Pe3yabTarbl  JAMHAMHUYECKOW  OLCHKM  COCTOSIHMSL IO
CHECLMATTU3UPOBAHHBIM U HECTIEHM (PUUECKUM BAIMIUPOBAHHBIM TECTAM M IIKAJIAM.
[Tpu stom EMA pexkomenayeTcss (uKcanms YPOBHS TSOKECTH QJIKOTOJIbHOM
3aBHCHMOCTH C TIOMOIIBIO CAMOOTYETa, OLEHKAa Mo ImKane Mens-BpayHa s
o0ceccuBHO-KOMIyIbcuBHOTO paccrpoiictBa (Y-BOC, «Yele-Braun obsessive-
compulsive scale»), TECTOB Juisl ONPEACACHUS BBIPAKEHHOCTH  aJAUKIIHA,
BHU3YaJIbHO aHAJIOTOBBIX LKA

B P® npu nposeacHuH MOAOOHBIX HMCCIECIOBAHHMIA YacTO MCIOJB3YETCS
KIIMHUYECKas 1IKajla OLICHKA NAarTOoJIOTMYECKOro BIJIEYEHHWS K ankoronw B.b.
AnpTirynepa [59].

FDA [ONOAHUTENBHO PEKOMEHAYET Ui MPOBEACHUM KIMHUYECKUX
UCIbITaHUA TpemaparoB uis JiedeHuss A3 ucnons3oBath wwkairy CGI (Clinical
global impression scale) u onpocuuk SF-36 (The Short Form-36).

Pekomenayercs OpH  KOKAOM BH3UTE (DUKCHPOBATH  PE3YJIBTATHI
OOBEKTUBHOTO KOHTPOJS 34 COACPKAHMEM B OHMOJIOTMYECKHX SKUAKOCTSX

IIPOAYKTOB MeTa0oamM3Ma 3TaHolla. B kadecTBe 3HAUMMBIX KPpUTCPUCB OLCHKH
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3(ppexTUBHOCTH MpenaparoB Ajs JieueHHst A3 ¢ LENBIO MOJHOTO BO3ACPKAHUS OT
nprueMa ajKoroyis CJleAyeT OTpakaTb B MPOTOKOJE MOKA3aTelu  YPOBHs
CIIEAYIOIINX OMOXMMHYECKHX MapKEPOB (ITO CPABHEHUIO C UCXOAHBIMH) . TaMMa-
rmotamuntpanchepassl (I'TT), kapboruapar-aedpuuutHeiii Tpancheppuna (CDT),
acnapraramuHoTpancdepassl (ACT), anannnamunoTpanchepassl (AJIT).

Cnenyer OTMETHTBb, YTO B HACTOSINEE BpPeMsi TMOSBWIMCH HOBBIE
BBICOKOCIIENM(DUYHBIE MAPKEPHI - OCHOBAHHBIE HA KOJMYECTBEHHOM OMPEICICHUN
METAOOJIMTOB 3TAHOJNA (ATBAETHIA, CATBCOIMHOMA), KOTOPBIE MOTYT CYHIECTBEHHO
MOBBICUTBH JOCTOBEPHOCTh KIIMHUYECKUX MCCIICTOBAHMIA.

[Tpn 3TOM WMHTErpaTUBHAs OLECHKA JAHHBIX CYOBEKTUBHBIX W OOBEKTHBHBIX
UCCIIEOBAHAN JIOJDKHA TPOBOAUTHCS CUCTEMATHYECKH, € MCHonb3oBaHueM [T
TEXHOJIOTHIA W BO3MOXKHOCTEH MOOWIBHONW MEIUIMHBI (GKEIATEIbHO BBIXOIUTh HA
CB3b 1- 2 pa3a B HEAEI0), a BU3UTH MAMEHTA HA3HAYATHCS HE PEXKE OJHOTO B
JIBE HEJIEIH, & TPU JOJATOCPOYHOM HAOIIOJEHUH — HE PEXKE OJHOIO - IBYX B MECHLL.

[Ipy BBIABICHUM OTCYTCTBUS KOPPEISALMH OLEHOYHBIX NAHHBIX CIIECIYET
HA3HAYUTh JIOTMIOJHUTEIbHBIE BHU3UTHI, YCTAHOBUTb NPUYMHHO-CJIECICTBEHHBIC
CBSI3M, YCWJIHTHh KOHTPOJIb 34 UCHBITYEMBIM, OLUEHUTh KPUTHYHOCTHb HAPYIICHWH
npoTokosia. B ciiydae BbIsSBICHHS TPyObIX HAPYIIEHWH CIHEAYET WMCKIHOYHMTH
NanueHTa M3 HccaeaoBaHus. Bce mpeanpuHATBHIE NCHCTBUS W MX MOTUBALMIO
CJIEIYET OTPA3UTh B KAPTE HAOIIOACHUS U TPOTOKOJIE HCCIEAOBAHUSI.

Jlsis TOro 4ToOBl CBECTH K MUHUMYMY HapyLIEHWs KOMILIacHca (TUIOXYO
NPUBEPKEHHOCTD JIEYEHUIO, CAMOBOJIBHOE TTPEKPALIEHHS JICUEHUS ) KOTOPBIE YaCTO
OPUBOJAT K CHWKEHUIKO JOCTOBEPHOCTH HCCIEAOBAHWH, CIEAYET YCHIUTh
NapPTHEPCKOE B3aUMOICHCTBUE C COLMAIBHO 3HAYMMBIMU JJIs1 MAUEHTA JTULAMH , &
B CJTy4ae CTallMOHAPHOTO HAOIIOJCHUS MPUHATH MEPBI K Y’KECTOUEHUIO KOHTPOJIS
MENEPCOHANIA 32 TPUEMOM Mpenapara.

[Ipu ouenke s¢pdexTBHOCTH (hapMakoTepanuu CIAEAYET  YYUTHIBATH
pe3yabTaThl  PETYJISPHBIX — MccieaoBaHWii  OmomapkepoB.  KoHTponmbp  3a
COJEP)KAHUEM B OMOJIOTMYECKMX SKHJIKOCTAX TICMXOAKTMBHBIX BEUIECTB U

METabOJIMTOB 3TaHOJIA PCKOMCHAYCTCA OCYHICCTBIIATL BO BPCMA BU3UTOB, B TOM
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YUCJIE WHULUMUPOBAHHBIX BpadoMm-uccienoBareiaeM. KOHTposmbp OuOMapKepoB
BO3MOKCH KAk MpU TMOMOIIM CTAMOHAPHBIX AQHAIM3aTOPOB Tak H €
UCIOJIb30BAHUEM W TIOPTAaTHBHBIX QAJIKOMApPKEPOB W AJIKOTECTEPOB VTS
KQUECTBEHHOTO M KOJMYECTBEHHOTO OMNpeAcicHus. J[aHHble IWHAMUYECKOTO
CKPUHWHIOBOTO  KOHTPOJsT ~ OMOMApKEpPOB  CHOCOOCTBYKOT — IMOBBILICHUIO
JIOCTOBEPHOCTH UCCIIETOBAHU.

B ciydae oTkaza ydacTHMKA HCCIEA0BAHUS OT MPUEMA ITpernapaTa NpHYMHbBI
NPEKPALLEHUS JICUEHHS TOJDKHBI OBITh MPOAHAIM3UPOBAHBI HA TPEIMET BBISBIICHUS
HS5 m BHeceHsl B KapTy HaOJIOACHWS M MPOTOKOJ. JlaHHBIE MO MCHBITYEMOMY
JOJKHBI  OBITh BKJIFOYEHBI B CTAaTUCTUKY NpU  aHanu3e S(PPEKTUBHOCTH U
0€30MACHOCTH TECTUPYEMBIX JIEKapCTBEHHBIX JII .

3HAUUTENBHOE CHIKEHUE AIKOTOJIbHOM 3aBUCUMOCTH IO CPAaBHECHUIO C
wianedo B MCCICAOBAHMIX MOCIE AKTUBHOIO JICUEHHS B TEUYCHUE 3X MECALECB,
MOKHO TPOJEMOHCTPUPOBATh MCHOJB3Yys OOIIYK) YacTOTy aOCTUHEHIUU WA
NEPEMEHHBIE, YKa3bIBAOIIME HA CHHXKEHUE YMOTPEOJICHHS aJKOTOJII B KAa4eCTBE
OCHOBHOTO KPUTEPHSI HCXOJA.

[Tpu oueHke 3PPEKTUBHOCTH MPENApaToB, ACHCTBUE KOTOPBIX HAMPABIEHO
HA BBISIBJICHUEC KIMHMYECKA 3HAYAMOIO YMEHBIICHHS NOTPEOJICHUS AIKOTOJIs
PEKOMEHIyeTCsl MPOBEICHUE KIMHUYECKOTO MCCICAOBAHNAS B TEUCHUE 6 MECSLEB
(y IEpBUYHBIX PECMOHACHTOB) M 0OJEE UIMTENBHOIO MEPUOJA BPEMEHHU B CIyvae
peurIMBa ynoTpeOIeHHS! aTKOT OIS

B cinydyae BO3HMKHOBEHMSI HEOOXOAMMOCTH B MPOJODKCHHHM AKTUBHOTO
JIEYECHUs PEKOMEHAYETCS MPOBOJAUTH JAAHHBIE MCCIEIOBAHUS IO PACIIMPEHHOMY
MPOTOKOJIY, € MOCIECAYIOWEH JBOHHON clienod  Mmianedo-KOHTPOJUPYEMO
aKTUBHOM (pa30ii neueHus 10 12-15 mMecsies nocie paHaoMHU3auu.

[Tpu onenke 3¢pdextuBHOCTH PapmakoTepanuu A3 caeayeT NOMHHTb, YTO
OCHOBOI JICUEHHSI PACCTPOMCTB, CBA3AHHBIX C YIIOTPEOJICHUEM ATKOTOJIS, SIBIISIECTCS
couetaHHoe npumeHeHue JIIT u ncuxocoumanbHBIX BMEMIATENbCTB. [loaTomMy B
X0JI€ UCMBITAHUH MpenaparoB 0T A3 MCHUXOCOUMAIBHBIE BMEMIATEIBCTBA JOJDKHBI

OBITh MPOJIOJIKECHBI.
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[Ipy 3TOM B MPOTOKOJIEC UCCIIETOBAHUS BAKHO MOKA3aTh, YTO HAOIIO1aEMBbIC
B Xone wuccienoBaHuid  3(@EKThl  CBA3aHBI HMMEHHO C  KOHKPETHBIM
(apMaKoIOrM4ecKuM  JieueHreM. Jlis  3TOro  BUA  MCHUXOCOLMAIBHOTO
BMEINATENLCTBA JIOJDKEH OBbITh MPOCHEKTUBHO VYKAa3aH, CTAHAAPTU3MPOBAH W
o0nanaTh 10Ka3aHHOU 3(PHEKTUBHOCTHIO.

[TpoOIKUTENNBHOCT AKTHBHOTO TIEPUOJAA JICUEHUST PErUCTPALMOHHBIX
noATBEepXKIaromux — uccaeaopanmii  [II srama  KIMHWYECKOH — pa3paboTKh
3HAUUTENIBHO 3aBUCUT OT BPEMEHHM HACTYIIEHUS JIFOOOTO JieueOHoro 3ddexra u
cnocoba  ACHCTBHS  HOBOIO npernapara, Kak U ONMpeAeIAeTCs
(hapMaKOJMHAMUYECKMMH OCOOEHHOCTSIMM Tpernapara.

3HAUMTENBHOE CHIDKEHME 3aBUCUMOCTM MO CPABHEHHIO € Iulanebo B
UCCIICIOBAHMAX AJKOTOJIbHOM 3aBUCUMOCTH TIOCTIE aKTUBHOTO JIEYUCHUS B TEYCHUE
3-6 MecsUeB, MOXKHO NPOACMOHCTPAPOBATh MCMHOJB3Ys OOMIYHD YacTOTy
a0CTUHEHIMM WA TEPEMEHHBIC, YKa3bIBAOIIME HA CHWKEHUE NOTPeOICHUS
AJIKOTOJIsl B KAYECTBE OCHOBHOTO KPUTEPHUS UCXOA.

Ecnm  pelictBue wumccnemyemMoro mpenapara  HampaBJIeHO TOJBKO —Ha
JOCTHKEHHE KJIIMHUYECKH 3HAYMMOTO CHIDKEHMS KOJIMYECTBA YMOTPEOJICHUs
aJKorosis, 3(p(PEKTUBHOCTh MOKET BBIPAKATHCS B M3MEHECHWW YPOBHs OOIIETO
noTpeOJICHUsT alKorojii IO OTHOUICHHIO K HMCXOJHOMY B  ONPEACTCHHBIN
OPOMEKYTOK BPEMEHH, a TAK)KE YMEHBIICHHH KOJIMYECTBA AHECH WHTEHCHBHOIO
ynoTpedneHuss ankorons (B KoaudectBe >60 I 4MCTOro ankorons B JI€Hb Y
My>)kulMH ¥ >40 r y xeHwuH). M To, U Apyroe MOryT CUMTarbCs MEPBHYHBIMA
NEPEMEHHBIMU, TIOCKOJIBKY CBSI3aHBI CO CHEU(PUUCCKUMH PAUCKAMH YITOTPEOICHUS
QJIKOTOJIsI, TAKAMHU KaK OCTPBIE CEPIACYHO-COCYIUCTHIE MCXOIbl WM HECUACTHBIE
ciyvad. J{ns mokaszarenscerBa 3(HPEKTHBHOCTH JIEKAPCTBEHHOTO MpEnapara B 3TOM
clly4ac CJIeAyeT NPOACMOHCTPHPOBATh KIMHUYECKH 3HAYAMYK) Pa3HHIY [0
CPaBHEHUIO € MaIEeoo.

PekoMmeHayercs W (uUKCHpOBaTh P 3HAYMMBIX B IJIAHE OLEHKH
3pdexkTuBHOCTH COOBITHI: ciiydyau MOTPEOJICHUsT aJKOTOJs, CBEIACHUS O

COONIOICHNE KOMIUTAGHCA;, OTHOLIEHWE K MOTPEOJIEHUIO aJKOrojisl TpH

433



BO3HMKHOBCHMM  pEUMIMBA;, 00wmee noTpeOAeHUE  aJIKOoroiass B MECHL,
CPEIHECYTOUYHOE MOTPEOIEHUE ATTKOTOMS M MPOJOJLKUTENIBHOCTh YIOTPEOICHUS €
MOMEHTA TEPBOTO PEUUIANBA;, COBOKYIHYI MPOJOKMTEIBHOCTh BO3ICP)KAHUS,
U3MECHEHHE K 0a30BOMY YPOBHIO KOJIMYECTBA JAHCH BO3ACPKAHUS, CYOBEKTUBHBIC
WU3MCHECHUS MCXOAHOIO YPOBHS (PU3MYECKHX, KOTHUTHBHBIX W TICHXMYECKHX
(YHKLWIA; BIASHUE JICUEHUS HA COUMAIBHYIO U CEMEHHYI0 5KU3Hb.

OneHka 3(pPEKTUBHOCTH KOMIUIEKCHOTO A3 JICYCHUS] MPOBOAMTCS, UCXOS
U3 TEMNA KIMHUYECKOW TUHAMKHM MCHXOMATOJIOTHYECKAX, COMATOBETETATUBHBIX U
HEBpOJOrMYecknx Hapywenuid. [lpu mnpoBeacHmm Il a3el  KIMHUYECKHX
UCCIICIOBAaHNM, KpuTepun H(PPEKTUBHOCTH ONPEICISIFOTCS B TOM  YMCIIE
BOCCTAHOBJICHMEM M CTaOMIM3alueil KU3HEHHO-BAKHBIX (PYHKUIMH, TPOLUEHTOM
yIAEpKaHWsI YYaCTHUKOB MCCIIEAOBAHUS B JICUEOHOH TPOrpaMMe, ¢ OJYUYEHUEM UX
COMIACHS HA MPOAOJKEHUE JICUEHHS AITKOTOJIBHON 3aBUCHMOCTH.

Cpoku 5edeHUsT MPU MPOBCACHUM NOATBEPKAANOIMX uccaenoBannii 111
(ha3bl 3HAUUTENIBHO 3aBUCUT OT BPEMEHH HACTYIUICHHS YKA3aHHOTO B MPOTOKOJIE
a(dekra, TEXHUYECKUX AeTalic MCCIeNoBaHUsS M crocoba JCHCTBUS HOBOTO
npenapara. [Ipy 3TOM B NPOTOKOJE HMCCIECIOBAHMS HEOOXOOUMO YKa3aTb BH]
CTAaHJAPTH30BAHHOIO  TCUXOCOLUMAIBHOIO  BMEINATENLCTBA  OOJAaNAOLIETO
JOKa3aHHOU 3(h(PEKTHBHOCTHIO, TPUMEHSIBIIETOCS B TPOLECCE JICUCHHSI.

B KkadecTBe MONOSHUTENBHOTO KPHUTEPUS IS OUEHKH S(PPEKTUBHOCTH
JIEYECHUsT MOKET (PUKCHPOBATBCS JOCTHXKCHUE Pe3yabTaTa HA WHIWBUIYAJIbHOM
YPOBHE. 3T0 MOKET OBbITh CAETIAHO IMyTEM BBIACIEHUS 10U ucnbiTyemMbix ¢ 50, 70
1 90% CHIKCHHEM MOTPEOJICHUS aJIKOTOJIs, a4 TAKXKE MyTEeM OMPEACIICHUS JT0JIU

NanucHTOB, JOCTUTTHHX HOAACPKUBACMOI'O BO3ACPKAHWA.

3.3.4 HccnenoBanusi B 0COOBIX Ipynnax NalueHTOB
[Ipu nonbGope u crpatudukaumum Tpynn  NOpPA CO3JAaHMM JW3aiiHA
KJIIMHAYECKOTO  MCCACAOBAaHUSl nOpemaparoB i JedeHuss A3 (¢ UEmblo

OOBEKTUBHU3AIMKA JIAHHBIX) HEOOXOJAMMO YYHMTHIBATH OCOOCHHOCTU MPOTCKAHWS
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QJIKOTOJIM3MA B PA3JIMYHBIX BO3PACTHBIX TPYINIAX W TEHACPHBIC pa3Ivyus
YYaCTHUKOB UCCIIEa0BaHus [ 78].

Uccnenopanust y A€Ted HE CUMTAIOTCS HEOOXOAMMBIMM, TaKk Kak A3 He
SBJISIETCS TPOOJIEMOM B 3TOM BO3PACTHOM rpynne. YHNOTPeOICHHUE aJIKOTOJIs U AAXKE
3I0YNOTPEOJICHHE UM MOTYT MMETh MECTO B JIETCKOM BO3PACTE, HO JIAHHOE
ABJICHUE (MCXOIO W3 DOTUYECKUX HOPM) HE MOXKET SBIACTCA OOBEKTOM
UCCIICIOBAHMSI.

YnoTtpebnenue ankorojis noAapocTkamu (Bo3pact 14-18 jer) B nenom
SBJIICTCS BEAYIIAM (PAKTOPOM PHCKA MPEKACBPEMEHHON CMEPTH HM3-3a CBS3aHHBIX
C QJIKOTOJIEM HECYACTHBIX CIYYacB, HACHIIUS U CaMOYOUIICTB.

[ToCKOJIBKY @JIKOTOJIbHAS 3aBUCHMOCTDH PA3BHUBACTCS B TCUCHUE MHOTHX JIET
XPOHUYECKOTO 3JI0YNOTPEOJICHUS alTKOT0JIEM, OHA PEIKO BO3HUKACT Y MOAPOCTKOB.
Tem He MeHee, pacTeT 4YHCI0 MOAPOCTKOB € PACCTPOMCTBAMHU YHMOTPEOJICHUS
QJIKOTOJII M CHWXKACTCS BO3PACT MEPBOro ymnoTpeOnaeHus ankorons. Takum
00pa3oM, €CTb BEPOATHOCTh YBEJIMYEHUS YHCIEHHOCTH MOJIPOCTKOB, 3aBUCHUMBIX
OT aJIKOTOJIS.

H3-3a HU3KON pacnpOCTPaHEHHOCTH MALMEHTOB 3TOW BO3PACTHOW TPYIIIBI
cpeou TNalMEeHTOB ¢ A3, BKJIKYECHHE MOAPOCTKOB B HccheaoBanus (aszsr 111
orpannumnBaerca 1-5%.

3m0ynoTpeOIeHnE aaKoTOJIEM Yy MOXKWJIBIX AW (B BO3pacte 65 JieT U
cTapuie) B COYETAHUM C YMOTPEOJICHUEM NCUXOTPOMHBIX MPENApaTOB SIBIISIETCS
OCOOEHHOCTBIO Y TOXKWIBIX JroJeiH o0oux mnojoB. Oco0oro BHUMaHUS
3aCIy’KMBacT MpoOsieMa COOTHOLIECHUS BPEA/OKUIaeMas NoJib3a OT JieueHus A3,
[Ipy BKJIFOYEHHWM MOXWIBIX MAIMEHTOB C COMYTCTBYIOIUMMHU 3a00JIEBAaHUSIMU, B
IPynnbl UCCICAOBAHUS CIEAYET MOMHUTH 4TO HEKOTOpbIE JIIT MOryT ycuimBarb
NOBPEKICHUE OPTaHOB AJTKOTOJIEM.

OCHOBHBIMHM aCIEKTAMU, TIOJIEKAIMMH UCCIICIOBAHUAIO B 3TOM MOMYJISALAY,
apisroTes: 1)  (bapMakOKMHETHYECKHA TpOo(uiIb, PENEBAHTHBIA B KAa4eCTBE

PYKOBOJCTBA JJIsi KOPPEKTUPOBKM [103bI; 2) O€30MacCHOCTh C AaKIEHTOM Ha
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JICKAPCTBEHHBIE B3aUMOJICHCTBUS M BIMSHUE HA CEPACYHO-COCYIUCTYH) U
HEPBHYIO CUCTEMY.

BrnroueHne noxkunbix moaeil B uccnenoBanus ¢asbl 111 BOZBMOXKHO, HO Kak
MPaBUII0 OrpaHuyeHo 5-10%.

[TOBBILIEHHOr0O BHHUMAHMWSL 3aCy>KMBAKOT >KEHIIMHBI, KOTOpbIe Ooee
VA3BUMbI K TOKCMYECKOMY BO3ICHCTBHIO aJKOTrOJs M3-3a MEHBIIETO KOJIMYECTBA
BOABL B  OpraHuaMe M  0ojiee  HHM3KOM  AKTMBHOCTH  SKEJIYIAOYHOMU
AIKOTONBACTUAPOTEHA3bl. Y JKEHIIMH-AJIKOTOJMKOB B J[BA pa3a dvame, 4eMm y
MY>KUMH HAOMIOJAOTCS ICMPECCUBHBIE M TPEBOXKHBIE paccTpoiicTBa. Kpome Toro,
OEpEMEHHOCTh SBJSETCS TMOKA3aHWEM K OTBOAY OT JAJIBHEHIIEr0 Yy4yacTHs B
MCCIIENOBAHUAX MPENAPATOB s JIeUeHus A3.

Teuenne 3a0o0sicBaHMs y JKCHINMH XapakTepu3yercs Oosiee OBICTPBIM
pa3BUTHEM A3, YEM Yy MY>KUMH, 0OJie€ BBICOKAM PUCKOM Pa3BUTHs 3a00JIEBaHUA,
CBSI3aHHBIX C YMOTPEOJICHUEM AJIKOTOJisi U OONBIICH 4acTOTOH AOMOJHUTEIBHBIX
3JI0YyNOTPEOJICHA  MCUXOAKTUBHBIMH  BeUIECTBAMHM. Takum  0o0pa3oMm, B
KJIIMHAYECKUX HCCAeAoBaHusIX A3  JODKHO OBITh MPOBEACHO PA3JCIICHUE
NAlMEHTOB B TPYIIBI MO MOJOBOMY Mpu3Haky [78]. B moboM cinyudae d4ucio
BKJIFOUCHHBIX JKCHIIMH JOJKHO OTPaXaTh PacHpOCTPAHEHHOCTh A3  cpemu
JKEHIIMH B OOLIEH MONYJSUK.

BriroueHne SKEHIIMH B MOATBEp:Knaromue uccienoBanus ¢aszsl 111
o0s3arenbHO, wame 310 0T 20 gm0 40% wucneityembix. [lpw  3ToM
(hapMaKOKMHETUYECKUE JAHHBIE NOJDKHBI OBITH COOPAaHbI M MPOAHATU3UPOBAHBI

OTACJILHO Y KCHIIWH U MY>KYHMH.

3.4 OneHka KJIHMHHYECKOH O0€30MaCHOCTH NpenaparoB VIS JIeYeHHs
AJIKOT0JIbHOI 3aBHCHMOCTH. V3ydyeHue npoduisi 0e30MaCHOCTH Npenaparos
ANS JIeYeHUsl  AJKOroJbHO  3aBHCHMOCTH. /loJirocpo4YHast  OLlEHKA
0€30MaCHOCTH MPenapaToB AJIsl JIEYeHHS ATKOI0JIbHOH 3aBHCUMOCTH

COBpEMEHHBIE METOJOJIOTMUECKAE MOAXOAbl K KOMIUIEKCY JTOKIMHUYECKHX

U KJIMHUYECKUX UCCICAOBAHMMN 10 OLICHKE 0e301macHOCTH IIPUMCHCHUA 1IpCIIapaToB
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s jiedeHuss A3 BO MHOTOM  ONPEACHSIOTCS HMX MEXaHW3MOM JCHCTBHS,
(apMaKOIOTUYECKON TPYMITOH, LEIEBBIMHA MOKA3AHUSAMHA U MPOJOJIKUTEIIBHOCTHIO
NPUMCHEHHSI.

3arpyIHSAET ONpPECICHHE HEOOXOAMMOIrO KOMILIEKCA MCCIEAOBAHUN psa
NPEnapaToB KaHAMAATOB HE MOJIHOE MOHMMAHWE WX MEXaHW3Ma JCHCTBUS W
(apMaKOIMHAMUKK. BBI3BIBAIOT TPYJHOCTH y KCCIEAOBATENCH BOMPOCHL OLICHKH
NPOHMKHOBEHUS  Mpermapara  4Yepe3  TIeMOdHIePaIMYeCKui,  MOTEHOMalla
BO3JCUCTBAS HA HEHPOMEIMATOPHBIE W  HEWUPOTPAHCMUTEPHBIE CUCTEMBEL,
JTAHAMUYECKOU HEMPOTOKCUYHOCTH.

Cy1ieCTBEHHYIO MOMOIIb TPH ONMPEJACTICHUA HEOOXOAUMBIX UCCIICA0OBAHUMA
MO>KET J1aTh NTOHMMAHWUE MEXaHU3Ma JCHCTBUS UCIBITYEMOIO Mpenapara, KOTOPbIi
CTAQHOBHUTCS SICHBIM IO MEPE COBEPUICHCTBOBAHWS HAYYHBIX NPEICTABICHHNA O
HEHPOOMOXUMUM U TaTOreHe3e A3.

Cnexyer  OTMETHTh, YTO NpH aHaM3e (PApPMAKOJIOTMUYECKHX CBOMCTB
npenapara, NOTEHUUAIBHO MPUMEHUMOrO i JiedeHuss A3, HEo0X0aumo
YUUTHIBaTh TOT (PaKT, YTO HEOMAronpusTHeIC 3(PPEKTHI MpenaparoB ¢ BBICOKOM
n30MPATENbHOCTEIO Oonee npeackazyemel. JIIT ¢ HA3KOM CENEKTHBHOCTHIO MOTYT
BbI3bIBaTh BTOPUYHBIE (papmMakoauHaMUUeCKuE 3(PPeKTl U TpeOyOT MPOBEACHUS
JOTIOJTHATENBHBIX MCCIIEIOBAHM B IJIaHE O€30MACHOCTH.

HeoOxommMo  y4MTBIBATE BO3MOKHOCTH  YCHJIMBAOLIETO  AAJUTHBHOTO
NOTCHLHAJa 3aBHCHMOCTH  TECTHPYEMOrO Mpemapara Uil HMCKIFOYCHUs
«MEPEKITIOYCHUS WIH «BKITFOUEHUS» B MATOJOTHYECKYIO 3aBUCUMOCTb.

Jlna ouenkn Oe3omacHoctr (papmakoreparmu JIIT mns nedyenus A3 npu
NPOBEICHUN KJIMHUYECKUX MCCIICIOBAHMA PEKOMEHAYETCS MCHOB30BATH IIKATY
ouenkun nodounoro aeiictBus UKU (Side-Effect Rating Scale). Ilpu 3tom B PD
BO3MOKHO HCIIOJIb30BAHUE COKPAUICHHBIX U pycu(puimpoBaHHbix Bepcuii UKU,
OTPAKAKIIMX OCHOBHbIE NMOOOYHBbIC 3(P(EKTHI TEPANUU, ¢ BAPUAHTAMHU OLICHKH:
orcytctBre (0 Oannos), nerkue (1 Oamt), ymepennslie (2 0amia) u BeIpaKEHHBIC (3
Oanna) mposiieHusi. OO0sA3aTe/IEH KOHTPOJIb MAlUEHTOB C UEIbIO BBISBICHUS

CYUIIMAATBHBIX HAMEPEHUH U TIONMBITOK caMOyOuiiCTRA.
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Ha nawr B3misin He00X0AMMO MPOBEACHHUE AOMOJHUTEIBHOIO HUCCIIEA0BAHUS
(dapmakokuHeTnku JIII ans jeuenuss A3 B COOTBETCTBUM C PYKOBOJCTBOM IIO
(apMAKOKMHETHYECKUM ~ HCCICAOBAHUSAM Yy  4YEJIOBEKa NP  NEYCHOYHOH
HEIOCTaTOYHOCTH, TAK KaK 3TO COCTOSTHUE OYEHb YaCTO BCTPEYAETCA Y MALMEHTOB,
3aBUCUMBIX OT QJIKOTOJIS.

B npotokosie 11 ¢azwl peructpanuonHbix ucciaenoBanuii JIIT jis neyeHus
A3 00s3aTe€NbHO HAJIMYME JAHHBIX O B3aMMOJACHCTBHM MpemNapara C ajlKOroJeM,
NOCKOJIBKY Ha mocheAayromux (a3ax BO3MOXKHO yHOTPEOJIEHHE —alKOTOJIst
UCIIBITYEMBIMA B CIIy4a€ PELUMBA BO BPEMS AKTMBHOIO JICUEHUS WA BO BPEMS
MPOBEACHHUS MCIBITAHUI N0 CHWKCHUIO BPEIHOTO BO3JCHCTBUS AJKOIOJs HAa
OpraHu3M.

[Tpu npoeeneHun Il (a3el KIMHWYECKMX HMCCIAEAOBAHWUN  MEpen
UCCIIEIOBATENSIMUA CTOAT 33Ja4M MOATBEPKACHUS TepaneBTHYecKoro 3¢ dexra JIC,
¥ KOHTPOJIA €ro 0e30MacHOCTH. [Ipr 3TOM B MPOTOKOJE MCCIECIOBAHUS BAa’KHO
MPOAHAIIM3UPOBATH BCE UMEBILME MECTO BO BpeMsl UccienoBannii HA u ux cBs3b ¢
OpUEMOM TIpEnapara, a TakKe YKa3aTh BHJ MCHUXOCOUMAIBHOTO W/WIA WHOTO
BMELIATEIBCTBA, IPUMEHSBIIETOCA B MPOLIECCE JICUEHHUS.

Jlis  mpenBapuTenbHOrOo MoHMTOpHHTra Oe3omacHoct BJIIT mpu A3
BO3MOKEH MOHHMTOPHHI JaHHbIX VigiBase wu 0a3el  gaHHbiX «AMC»
Pocznpasuanzop-®apmakonanzop» no sonpocam HP, Tak kak OH mO3BOJISET
CyIuTh O npoduie JekapcTBeHHOU Oe3onmacHocTH PII. MHdopmanus o uMeBmmx
MECTO B MPOLIECCE WCCIEAOBAHUN TMOMJIEKUT PETUCTPALMA B YCTAHOBJICHHOM
MTOPSIKE.

[Tpu BeisiBneHMM HP w/uim GapMakope3uCTEHTHOCTH Y MALMEHTOB B XOJE
KJIMHUYECKOr0 UCCIEA0BAHMs TOKa3aHO MPOBEACHUE NOMOJHUATENBHBIX, (ecau JIIT
METAOOIM3UPYETCS C YHaCTHEM MEUYEHOUHBIX (PEPMEHTOB) (PapMAKOTEHETHYECKUX
WCCJICIOBAHHUI Y MCTIBITYEMBIX HA MPEAMET BBISIBIICHUS MOJIUMOPPU3MOB FE€HOB MO

nutoxpomam PA50 u cnenmuuunbix 1 A3 BPOKACHHBIX (DEPMEHTONATHIA.
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3akiiroueHue

[[naHupoBaHUE KIMHUYECKUE HCCIEAOBAHUS MPENAPATOB, MPUMEHSAEMBIX
npu tepanuu A3, cleAyeT NPOBOJUTH C YYETOM KiacCM(ukaumu 3a00JICBAHUS,
CYLIECTBEHHO M3MEHMBIICUCA 34 TOCIACAHME TOJbl. JIM3ailH KIMHUYECKOIo
UCCIICIOBAHUS  JTOJDKEH ~ YYMTBIBATh  CHCHM(PHKY, MEXAHM3M  JICHCTBUSA
pa3padaTeIBACMBIX MPENAPATOB U OCOOEHHOCTH LENIEBOM monyasuuu. Pe3ynpTaTel
aHAINM3a M3aiHOB KIIMHUYECKUX MCCIICIOBAHUNA MPENAaparoB, MPUMEHIEMBIX IS
JedeHnss A3, a TakKe MEKIYHAPOIHBIX PEKOMEHIAUMNA MOKA3aIu, YTO KPUTEPUU
3((HEKTHBHOCTH TpenapaToB OXBATHIBAOT IIMPOKHA CHOEKTP XapaKTEPUCTHK W
CYLICCTBEHHBIM 00pa3oM CBsi3aHbl C OLCHKOW (PYHKIHMOHAIBHOIO COCTOSHUS
nagueHToB. Oco00€ BHUMAHUWE CIEAYET YACNATh COMYTCTBYIOLIEH Tepanuu W

AKTWBHOM TEPauu B TPYNIE CPABHEHUS.
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I'nasa 4 /loxkanHn4YecKas 1 KJIMHA4YECKasi pa3padoTKa npenaparos,

HNPHMECHACMbBIX AJIsl JICUYCHHA BUPYCHLIX I'€lIaTUTOB

HUcnonnurenu: kaua. mea. Hayk ['yoenko AWM., [llykmmna I'.B., MypaBbsera A.H.

BBenenue

Bo30yaurenem xponmueckoro BupycHoro renarura C (XBI'C) sBrnsercs
supyc remaruta C (BI'C). BI'C — ogna w3 Hambojiee pacnpoCTPaHEHHBIX
WH(EKIMOHHBIX TPUYMH XPOHMUYECKHX 3a0oneBanuii neuenn. BI'C npencrasser
coboii PHK-Bupyc u3 cemeiicta Flaviviridae, poga Hepacivirus. Bupyc cocTout
13 HYKJIEOKancuaa, cocrosmero u3 saepHoro oenka (HCVCAE), oqHonenoueyHon
PHK, u 6enkoBo-nunuaHoil 0007104kH, coaepkaniei anomunonporenH E (anoE)
yenoBeka v BupycHble Oenku E1 m E2. BupycHseiii TeHoM kogupyeT 10 Genkos,
cpeau kotopeix anoE, E1 u E2 oTHOcATCS K CTPYKTYypHBIM Oenkam, a Oenku p7,
NS2, NS3, NS4A, NS4B, NS5A u NS5B x HecrpyktypHeiM [89, 90].
CTpykTypHBIE O€IKM BXOIAT B COCTaB 3PENbIX BHEKJIETOYHBIX BUPUOHOB M
BBITIOJHSIFOT Pl BaXHbIX (QyHKIMI. OHM 3alMINAOT HYKJICHHOBYHO KUCIOTY OT
BHEUIHETO TOBPEKACHUS, B3aUMOJCHCTBYIOT C MEMOpaHAMH YyBCTBUTEIIBHBIX
KJIETOK, 00ECNIEYNBAOT MPOHUKHOBEHUSI BUPYCa B KIETKY. HeCcTpyKkTypHBIE Oenkn
HE BXOJAT B COCTAB 3PEJIbIX BUPUOHOB, a 00Pa3yroTCs BO BPEMS X PENPOAYKIIHH.
HectpykrypHble Oenkn 00eCneYUBAIOT PErYIISILMIO SKCTPECCUN BUPYCHOTO T€HOMA
U SBISIIOTCS TPEAMICCTBEHHUKAMH BUPYCHBIX OEJIKOB, CIIOCOOHBIX MOJABIIATH
KJIETOYHBbIA OnocunTe3 [90, 91].

[Ipn KyJbTUBMPOBAHMM KIIETOK, BBIJCJICHHBIX W3 TKAHCH MAlMEHTOB, a
TAK)KE B 3KcnepuMeHTax no uH(uuupoBanuto BI'C KIETOUHBIX JMHUWIA ObLI
OTMEYEH KpaiiHe Hu3Kkui ypoBeHb permkaiuu BI'C. Takue KIeToOYHbIE KYJIBTYPBI
XapaKTePU30BAIMCh HU3KOW  BOCHPOM3BOAMMOCTBIO W MaJbiM  MEPHOJAOM
peIUTMKanMy BUpyca. B CBsA3M € 3TUM 10JIr0e BpeMs HE ObUIO SKCIIEPUMEHTATBHON
KJIETOYHOU cuctembl i u3ydeHust BI'C. B 1999 r. O6bi1 nonyueH cyOreHOMHBIN
(koaupytouii Toyibko HeCcTpykTypHbie Oenkn) PHK pennmnkon BI'C, cniocoOHbIi
PEILUTMIUPOBATECA B KYJbTYypax KIETOK. MCKYCCTBEHHBI BUPYCHBINA PEMIIMKOH
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SBJISIETCS Y TOOHOM MOJICIBHOM CUCTEMOM TSl U3yYCHHUsI ICUCTBUS TPEMapaToB Jyis
neyeHus renatuta C U HA JAHHBIA MOMEHT SIBJISIETCS €IMHCTBEHHOW JOCTYITHOM
[92,93, 94].

BI'C xapaktepusyercs 3HAQUMTENBHONW TE€HETUYECKOW BaprabeIbHOCTHIO.
Hannbiii PHK Bupyc nmeer nomumopdHeie y4acTKH (T.€. pa3Hble HYKIEOTHUIHBIE
NOCJIEAOBATENBHOCTH), YTO NPHBOJUT K HEOOXOAMMOCTH KJacCU(PUIMPOBATH
Bupyc Ha ['T 1 cyOTHITBI, KQKIBIA N3 KOTOPBIX UMEET PA3HYIO YYBCTBUTEIBHOCTH K
npenaparaM MpoTUBOBUPYCHOW Tepanuu [95]. Beiaensror 8 reHorunor (I'T),
KOTOpbIE 0003HAUYaroTCs apadckumu udpamu ot 1 10 8, U AecIaTKu CyOTHIIOB,
KOTOpbIE 0003HAYAIOTCS JIATHHCKAMU OykBamu. Y mHpuuupoBaHHbx BI'C moryT
NOSIBIIATECS HOBBIC BapPHUAHTHI BUPYCA, Uil 0003HAYCHHSI KOTOPBIX HMCIIOJIB3YETCS
TEPMHH «KBa3uBuy. Hanbosbliee KIMHAUYECKOE 3HaYeHHE UMEEOT cyOTrnsl ['T 1:
a m b Paznuumsa B mnocnemoBarenbHOCTIX [T M CyOTMNOB COCTaBIISIFOT
npuOm3utenbHo 30% u 20%  COOTBETCTBEHHO. OTAIOHHBIM ~ METOJOM
onpenencanss ['T wm moaruna BI'C, a Ttaxke wmeromom anamm3za [T Ha
PE3UCTEHTHOCTb  SABJIAETCS CEKBEHUPOBAHHME - OKCIEPUMEHTAIBHBIA  METOJ
OIIPEACIICHUS MOCJIEIOBATENBHOCTH PacmonoKEHUs HYKJIEOTHIOB B
MONUHYKIEOTHAE [96].

XBI'C — xpoHnYecKkoe BOCHANMTENBHOE 3a00JIEBaHHE B TedeHUE Oonee 6
MECALICB C MPEUMYIIECTBEHHBIM NOPAKEHUEM TKAHW TI€YEHU BCIICICTBHE
uH(puumpoBanua BI'C, KOTOpoe MOXET MPUBECTH K TSKEIBIM TMOCIECACTBHIM —
uupposy (L), paky nedenu (remaronemumonspruoi kapuunomMe, I'TIK), koTopeie B
CBOI0 OYEPEIb SBISIFOTCA YACTOM NMPUUYMHON TNEPECANKU TNEYEHW W JIETAJIBHOTO
ucxona [97]. 1o OUEHOYHBIM JNaHHBIM B MUPE y 1% HaCEICHUS BBISBISIOTCS
antutena k BI'C, cpenm xotopeix 2/3 xponnueckn MHQUUUpoBaHbl. Kputepuem
msneueHuss XBI'C sBnseTcs yCTOMYMBBIA BUPYCOJIOTHYECKMH OTBET, KOTOPBIA
XapaKTEPU3yeTCs ANUMUHALMENR BUpyca renaruta C U3 OpraHu3mMa U OTCYTCTBUEM
ONPEENsEMOT0 YPOBHs BApyca renarura C B KPOBH.

[Tepebie cxembl Jieuenust XBI'C Briroyanu npenapatsl uHTEpdEepoHa anbda,

3(peKTUBHOCTh JNCHCTBUS KOTOPBIX, BappupoBana B mnpexaenax 30-40%.
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Pazpabotka mnpenaparoB mnpsMoro npotuBoBupycHoro aeiicreus (IITITL),
BIIMSAIOIIMX HA ONPEACNICHHbIE OJTanbel >KA3HEHHOro uukina BI'C 3a cuer
nofaryicHus QyHKuU OeNKOB BUpyca [98], mo3Boawia JOOUTHCS SIMMUHALAA
Bupyca renatuta C Oosiee yem y 95% nanueHToB. OOHIenpruHITa Kiaccu Ppukanus
[T no aeiicTBrro Ha HeCTPyKTypHbIE Oenku BI'C:

* THTUOUTOPBI poTea3bl NS3/4A;

* THTUOUTOPBI NSS5A PEIIMKaTUBHOTO KOMILIEKCA,

* HyKJIEO3UIHbIE HHTUOUTOPBI NS5B nonuMepassl;

* HEHYKJICO3HIHbIe MHTHOUTOPBI NS5B nonmmmMepasel [99].

B nmaHHOW 4YacTh PyKOBOJCTBA OOCYKAAKOTCS OCOOCHHOCTH MPOBEACHUS
JOKIIMHUYECKUX W KnuHuYeckux  uccnenosanmii  [IIITI.  IlpuBencHHBIC
PEKOMEHIAMK MPEACTABISIFOT COO0M amanTanuio JOKYMEHTOB M PYKOBOJCTB
Beaymux peryiaropoB EMA (EBpomelickoe areHTCTBO MO JIEKAPCTBEHHBIM
cpeactBam) 1 FDA (YnpasieHre Mo KOHTPOJTIO 38 KAY€CTBOM MPOAYKTOB MUTAHUS
U JIEKAPCTBEHHBIX CPEICTB) W OTPAKAKOT COBPEMEHHBIE MEKAYHAPOIHBIE
peryssaTopHbie TpeOoBanus K paspabotke HOBbIX mpenaparoB [T/, OOwwme
PEKOMEHIAMM JTAHHOTO JOKYMEHTa B OOJIBIIMHCTBE CIy4acB MOTYT OBITh
IIPUMEHUMBI U1 OLIEHKH BCEX BbILIEyKa3aHHbIX Kitaccos [TTITT/T.

[Ipeacrapnensl moaxoasl K QopmupoBanuto aocee [T B pamkax
NEPBOHAYAIIBHOMN 3asIBKM HA MOJIYYEHUE PA3PEILICHUS HA IPOBEACHUE KIIMHUYECKHUX
UCCIEAOBAHNM, TMO3BOJIAIOIIME TPOBECTH  JODKHYKO  OLICHKY  OTHOLUEHUS
O’KMJIAEMON TOJNB3bl K BO3MOKHOMY PHMCKY TIPUMEHEHHs JIEKAPCTBEHHOIO
npenapara. Onucana crparerust nporpammel pazpadotku [T/, perynstopHbie
TpeOOBaHUsI K 00BEMY M KAYECTBY JAHHBIX MO 3(P(EKTUBHOCTH U OE30MACHOCTH,
HEOOXOUMBIX JJIsl MOCIEAYIOMICH PETMCTPALIAN UCCIIEyEMOr0 penapara.

3ajaua JAaHHOW YacTH PYKOBOJACTBA — (POPMUPOBAHUE PEKOMEHAAUMN W
o0mmx TpeOOBaHWA K OKCIECPTHOW OLICHKE MOKIMHUYECKUX W KIMHUYECKHX

ncciaenosanui TTITTT.
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4.1 ®apmakoaAMHAMHUKA H (PAPMAKOKHHETHKA

4.1.1 JIOKTMHUYECKUE BUPYCOJIOTHUECKUE UCCIICAOBAHUS

[TporpaMma MOKIMHHAYECKON pPa3pabOTKM AOJDKHA BKIIKOYATH CICIYOLINAEC
WCCIIEOBAHUS:

1. U3yuenune mexanusma aciicteust HoBoro I/, Jlns 3Toro mpoBoauTCs
OlleHKa 3(PPEKTUBHOCTH Mpenapara Ha COOTBETCTBYIOIIMX CTAAWAX >KA3HEHHOIO
nukia BI'C. U3ydyenne mMexaHu3Ma JEHCTBUs TOJDKHO BKJIKOYAaTh MEPBI KOHTPOJISA
HaIPaBJICHHbIE HAa OLEHKY crnenuduunocty aeiicteus Ha BI'C, koTopeie mMoryr
BKIIFOYATh OLCHKY JCHCTBMS Ha LENEBbIE HECTPYKTypHble Ocnku BI'C,
POJCTBEHHBIE UM OCIIKW OPraHU3Ma-X03sMHA W APYTUE BUPYCHI.

2. Omnpenenenure npotuBoBUpycHOil aktuBHOCcTH (IC50) mnpenapara B
KYJIBTYPE KJIETOK W MPEABAPUTEIBHOE onpeacicHne 3p(PEKTUBHON KOHIEHTPALUA
JUIsl IOCHeAyromiei oneHkr y nanueHToB ¢ XBI'C. PekoMeHayeTcst HCnoJIb30BaTh
CUCTEMBI PEIUIMKOHA BUpyca remaruta C, 4TOOBl OLEHWUTH MPOTHBOBHPYCHYIO
AKTUBHOCTh MCCIIEAYEMBIX IPEMAPATOB U (DEPMEHTATUBHBIE METOBI aHAIN3A (ECIH
TaKOBBIE TOCTYITHBI C YYETOM MEXaHM3Ma JACHCTBUS Npenapara).

B OonblimHCTBE  Clly4yaeB  HET  HEOOXOAMMOCTH  MCCIEA0BATH
MPOTUBOBUPYCHYIO aKTUBHOCTH HOBOTO [IIII1/] Ha »KMBOTHBIX MoaeisX. OaHAKO
eclii pa3paboTYMK TPOBEAET /N Vivo UCCIENOBAHUS, HEOOXOAUMO MPENOCTABICHUE
noApOOHOr0 OMMCAHWSI WMCHOJB30BAHHOW >KMBOTHOW Moaenu. B oruer 00
MCCIIEIOBAHUAX HA JKMBOTHBIX MOJENAX CIIENYET BKIKOYATh AaHHbIE O I'T wim
noarune BI'C, nanHele 0 BUPYCHOM HArpy3ke s KKAOrO >KUBOTHOIO, & TAKKE
OLEHKY  pPasBUTUA  PE3UCTEHTHOCTH, KOTOpas  BKJIKOYAET  MOHUTOPHUHT
[IEPCUCTUPOBAHUS PE3UCTEHTHOIO BHpPYca B OTCYTCTBUU IPOTUBOBUPYCHOM
TepaIuu.

3. Onpenenenne 50% m 90% s¢pdektuBnoii koHueHTpauun (EC50/90) Ha
KieTkax ans pasubix ['T m noarunos BI'C. B nepByro ouepenb, BOCIPUAMYMBOCTh
BApyCca K TOpernapary Jo/kHa OBITh YCTAHOBJICHA C TOMOINBIO aHAIW3a

CYOreHOMHBIX PEIUTMKOHOB. BBIOOp PEMIMKOHOB, KOTOPBIE OYIyT HCIOJIB30BAHbI B
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KauecTBe Mozeneil kaxaoro ['T/moarmna Bupyca (HAMpUMED, MOTHOPA3MEPHBIX
WM XUMEPHBIX PETUIMKOHOB), CIETyEeT 00OOCHOBATb.

B wuccnenoBaHus chneayeT BKIIOYUTH ONPEACIICHUE TPOTUBOBUPYCHOM
aKTUBHOCTH B OTHOWeHWH ['T 1 moaTunoB Bupyca renarura C, KOTopble HanboJee
pacrnpocTpaHeHsl Ha TeppuTopun Poccum ® TexX, A8 TepanvM KOTOPBIX
TUTAHUPYETCS TPUMEHSTh Tpenapar.

PekoMeHayeTcs OLEHMBATH NPOTHBOBUPYCHYKO AKTHMBHOCTH HA MOJETSX
PEILUTMKALMK C MCIIOJIb30BAHUEM KOMIIOHEHTOB BHpyca renatuta C, MOJyYEeHHBIX
U3 HECKOJIBKUX KIIMHUYECKUX M30JSTOB, TOTOMY YTO AKTUBHOCTH MPOTHB PA3HBIX
HITAMMOB MOXET BapbUpPOBATHCS BIUIOTH 10 mnoatuna. Ecam wHabmomarorces
pa3Auusl B BOCIPUMMYHMBOCTH PA3HBIX KIMHUYECKUX HM30JTOB oAHOoro I'T wim
NOJTUNA, CIAEAYET MPOBECTH AOMOJIHUTENBHOE ONPEACTeHE XapakTepucTuk ['T n
(eHoTHNA, YTOOBI BBISIBUTE TEHETHUYCCKHIA MOJIMMOP(PHU3M, KOTOPBIA MOKET BIHATH
Ha BOCIPUUMYHBOCTB BUpyca renaruta C K mpenapary.

4. OnpeneneHue BIMsSHUS —CBs3biBaHus ¢ Oenkamu  Ha EC50/90.
PekoMeHayeTCsT  OLEHWUTh MPOTUBOBHPYCHYK)  AaKTHMBHOCTh MPU  Pa3HbIX
KOHUEHTPALMAX CBIBOPOTKM KPOBH YETIOBEKA M SKCTPanoJMpoBark 3HaueHue EC50
C MOIPABKOW HA NMPUCYTCTBUE CBIBOPOTKM KpOBH YenoBeka B 100% KOHUIEHTpauu.

5. OnpeneneHue LUTOTOKCMYHOCTH W TEPANEBTUYECKOTO  MHIACKCA
npernapara B TOH e JIMHAW KIIETOK, C HCIIOJIb30BAaHUEM KOTOPOH YCTaHABIMBAIACH
NPOTUBOBUPYCHAS AKTHBHOCTh. OILIEHKA LTUTOTOKCUYHOCTH JOJKHA TMPOBOAMTCS
HA OCHOBAaHMM JAHHBIX N0 MEXaHW3MYy NEHCTBUS Mpenapara u JroObIX MPU3HAKaX
MUTOXOHIPHAJIBHOM TOKCHYHOCTH HAOIIOAAEMOM B UCCIICTOBAHUSIX.

6. OueHka in vitro, KaKk UIET CEJICKIMs PE3UCTEHTHBIX BAPUAHTOB KAXKIOTO
TUNA/MOATUNIA BHpPyca, M HU3yYeHHE xapakrepuctuk ux [T u  Qenoruna.
OKCIIEPUMEHTBI € CENCKIMEN PE3UCTEHTHBIX BAPUAHTOB CIIEAYET MPOBOIUTH C
WCIOJIb30BAHUEM JIMANa30Ha KOHILCHTpalMii mnpenapara otHocutenbHO ECS0,
YTOOBI OXApaKTEPU30BaTh 3aBUCHUMOCTb CEIEKIMU PE3UCTEHTHBIX BAPUAHTOB OT
KOHUEHTpaUuu. PEKOMEHAYETCS YCTAaHOBUTh, 3aMEHA KaKMX AMWUHOKHWCIIOT WIIA

HYKJICOTUJIOB CBSI3aHA C Pa3BUTHEM PE3UCTEHTHOCTU K MCCIIEyEMOMY Mpernapary.
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B wuccrmenoBaHusX  PE3MCTEHTHOCTM  PEKOMEHAYETCS  MPOBOAUTH  OLIEHKY
MOTEHIUAIBHOW NEPEKPECTHOM PE3UCTEHTHOCTH K APYTUM 3aPETHCTPUPOBAHHBIM
NPOTUBOBUPYCHBIM IpenaparaM, npuMeHseMbIM i JeueHus XBI'C, ocoOeHHO K
TEM, KOTOPBIE NMPUHAJIEKAT K TOMY K€ KIIACCy, 4TO M uccnenyemsiid JIII, wnm
OTHOCATCS K JPYIMM KllaccaM, HO HaLENEHbl Ha Ty K€ MHIIEHb. Eciom
paspabateiBacTCs mpenapar AJis MALKWEHTOB, KOTOPBIE PaHbLIE YK€ MOIYYalld
npenaparsl TOr0 K€ KJacca, CIEAYET OLECHUTh AaKTUBHOCTb HCCIEAYEMOIO
npenapara npoTuB T€X BAPUAHTOB BUPYCA, KOTOPHIE BOSHUKIIM B OPraHU3Me TaKUX
MALKUEHTOB.

7. HccnenoBanuss BO3MOXHOCTM  aJAWTUBHOIO/CUHEPTETUUYECKOIO  WJTU
AHTArOHUCTUYECKOTO JECHCTBUS NPU NPUMEHEHMM HOBOro JIII coBMecTHO ¢
JPYTUMM  TPOTHBOBUPYCHBIMM  mpemaparamu st JieueHus BI'C.  Ecmm
uccnenyembli JIIT mposBIIET aKTUBHOCTh NPOTUB APYTUX BUPYCOB, MOTYT
NOHAMOOUTHCS AATbHEHIIAE WMCCICIOBAHMS, B COOTBETCTBUM CO CHEKTPOM
IPOTUBOBUPYCHOM AKTUBHOCTH.

8. H3yuenume ocoOeHHOCTEH NEHCTBUS HOBOIO IMpenapara MNpPOTHB
BUPYCOB/PEIUTMKOHOB (KOTOPBIE MOTYT BKJIKOYATh KIMHWYECKUE W3OJISITHl WA
cailT-cnenu(puYecKue  MYTAHTBI), UMEKOIIMX  PsAJd  aCCOUMUPYEMBIX €
PE3UCTEHTHOCTHIO MY TaIlHH.

9. HccnenoBanust ACHCTBHS HOBOIO TMpenapara Ha Jpyrue BUPYCHI (B
yactHocTH Bupyc remaruta B m BUY). Ecnm oOHapyxuWBacTCsi aKTUBHOCTB,
OKa3plBalOLIas CEJICKTUBHOE [JABJICHHE HA JPYTHE BUPYCHL, JOJDKHBI OBITH
IPOBEJEHBI COOTBETCTBYIOIINE UCCIICAOBAHMS Y MALIMEHTOB C KO-WH (PEKIMEH.

10. Ecmm npemapaT mnoOABEPracTcs BHYTPUKIECTOYHOM MOIU(pUKALWU C
oOpa3oBaHWEM  aKTMBHOTO  MerafonuTa  (HampuMmep,  NOCIEA0BATENBHOE
(dochopunupoBaHre, Kak JUisi aHAJIOrOB HYKIJICO3WJIOB/HYKIIEOTHAOB), Ba’KHO
OLICHUTBH BO3MOXHBIE 3(P(PEKTE COBMECTHONH MHKYOALMK C JPYTUMH MpPEnaparamu,
KOTOPBIE MOTYT KOHKYPUPOBATb 3a NYTh BHYTPUKJIETOYHON AaKTUBALMM, 4YTO

MIPUBEAET K U3MEHEHUIO TPOTUBOBUPYCHOM aKTUBHOCTH.
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[Ipyn npencTaBieHUM TMOJYYECHHBIX /11 Vilro NAHHBIX CIEAYET YKa3bIBATh,
KAKHE MCTIOJIB30BAJIUCH METO Bl AaHATIM3A M SKCIIEPUMEHTAIIBHBIE IITAMMBI, & TAKXKE
00OCHOBBIBaTh CBOH BBIOOP. [IpemOUTUTENILHO MCIOIB30BAHNE OJHUX M TEX JKE
METOIOB HA MPOTSHKCHUM BCEH mMporpammbl pa3pabOTKH, 4YTOOBI MPOBENCHHBIC
UCCIIE0BAaHUS OBLI0O MOKHO CpaBHMBaTh. ECIM METOABI MEHSIOTCS (Hampumep,
BCIEACTBHE MOIM(UKALMKA METOAOB WM Oylarofaps yCOBEPIICHCTBOBAHUIO
METOJIOB aHAJIM3a), CIEAYET BKIKOYATh COOTBETCTBYIOIIUE MEPBI KOHTPOJIS, YTOOBI

OBIJI0 MOKHO CpaBHUBATh IIPOBCACHHLIC UCCIICAOBAHMA.

4.1.2 KnuHu4eCcKkue BUPYCOTOTUYECKUE UCCIIEA0BAHUS

4.1.2.1 Pe3UCTEHTHOCTb BUPYCAa K JIEKAPCTBEHHOMY CPEIACTBY

Ecnu HET OCHOBaHWiA MOCTYIIUTH UHAYE, CIECAYET CEKBEHUPOBATh LENECBOM
red (reH, Ha KOTopelid HampasiieHO aciicteue JIII), U3 BUPYCOB, MOJYUYEHHBIX Y
BCEX MMALMEHTOB, BKIKYACMBIX B KJIMHUYECKOE UccienoBanue. CleyeT BbISIBUTH
€CTECTBEHHBIE MOTMMOP(PHU3MBI, ACCOLUUPYEMBIE C PA3NIMYHON 3(P(HEKTHBHOCTHIO
npenapara. Hanpumep, ciienyer u3ydarb in Vvitro BIASHUE PACIPOCTPAHECHHBIX
NOJIMMOP(HU3MOB HA BOCIPHUMYMBOCTE K IIPEMApaTy, a B UCCICAOBAHUAX U3y4aTh
KOPPEISIMM  MEXAY MCXOJHBIMM MOJMMOPPHU3MaMU M OTBETOM BHpPyCa Ha
TEPANUIO BO BPEMS U NTOCIIE JICYCHUSI.

Uccnenopanuss ['T ciaeayer mpoBOAUTH € MCHOJB30BAHUEM OOpPA3IIOB,
NOJIYYEHHBIX y TAallMEHTOB B MOMEHT, Korjga (UKCHUPYETCS HEAOCTATOYHOCTH
OTBETA HA TEPANKI0, HE3ABUCUMO OT TOTO OTCYTCTBYET JIA OTBET IMOJHOCTHIO WA
MPOU30IIJIa MOTEPsl MepBOHAYaIbHOrO OTBeTa. JIroOoe m3menenue [T, koTopoe
MPOU30IIIO ¢ UCXOJAHOTO VPOBHS, CIEAYET MPEABAPUTEIIBHO CUUTATh CJIEICTBUEM
CEJICKTMBHOI'O JIABJICHUS, OKA3bIBAEMOI0 CXEMOM TEpanuu U U3y4YATh HA MPEAMET
KOPPEISUUHN C U3MEHEHUEM (PEHOTHUIIA, ECITIM OHO paHee He ObUIO YCTAHOBJICHO AJIS
KOHKPETHOH OOHApy’>KEHHOW MyTauuu (WM Heckonbkux). Ecnum He Oyaer
0OHapyXEHO HUKAKWX M3MeHeHHH [T 1o CpaBHEHHIO ¢ COCTOSSHUEM HAa MOMEHT

Hayajia UCCIICAOBaHUs, TO CIeIyeT NPOBECTU (DEHOTUMMUECKUIM aHAIN3.
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CylIeCTBYET HECKOJIBKO Pa3HbIX METOJ0B aHaiu3a [T Ha pe3uCTEeHTHOCTS.
[TonynsSlIMOHHOE CEKBEHUPOBAHUE — CTAHAAPTHBIM METOJ, HO OH OOHAPYKUBAET
BAPUAHTBl TOJBKO € YacTOTOH BCTpeyacMocTH OKoyo 20 % (3TO 3HAYeHHE
BapbUPYETCS B  3aBUCUMOCTH OT BUPYCHOM  Harpy3ku). KioHanbHOe
CEKBEHUpPOBaHUE — Oojiee  UyBCTBUTEIbHBIH METOJ W  MOXKET JaThb
JONOJHUTENBHYI0 MH(POPMALIMIO O CBA3M MYTalMil U O 4acTOTE€ BCTPEUACMOCTHU
Pa3HbIX KBA3UBHUJOB. METOAbl CEKBCHMPOBAHUS HOBOTO TOKOJICHUS MO3BOJISIFOT
Jy4ll€ TOHATh AUHAMUKY KBa3WBUAOB MPU JICUCHUM W MOCJE €ro 3aBeplICHUs (B
ciyvae, ecim He Oyner pgocturHyt YBO). Paszpabotuuky crnemyer oO00OCHOBATh
BbIOOP METO/IOB, MPUMEHSIEMBIX Ha KKIOM CTauK UCCIIE0OBAHUM, U OTCIICKIBATD
HAY4YHbIE JMCKYCCHMM M Pa3BUTHE METOJOB B COOTBETCTBYyIOLICH obOmactu. B
paMKax KIMHUYECKUX MCCAENOBAHUN CIEAYET XPaHUTh 0Opaslibl, MOJYUYECHHBIE OT
YYACTHUKOB  MCCJIEJIOBaHUM, 4YTOOBI MMETh  BO3MOXKHOCTH  MPOBOJMUTH

JONOJTHUTEBHBIE AHATU3BI C TOMOIIBIO IPYTUX METOJIOB, €CJIU 3TO MOTPedyeTCs.

4.1.2.2 Onpenenenue reHoruna u noaruna BI'C

BI'C  umeer  CymIECTBEHHOE  TEHETMYECKOE  MHOroo0Opasue  u
XapPaKTEPU3YETCS BBICOKOM MYTareHHOW akTUBHOCTBHIO [100]. OTanoHHBIA METOA
onpenenennss I T wm  momtuna BI'C  —  npsMoe  CEKBEHMPOBAaHUE U
¢uoreHeTHYECKMii aHanu3. ECIM HET OCHOBaHWI MOCTYNHWTh WHAYE, CIACAYET
CEKBECHUPOBATh LENEBOM TI'€H Yy BCEX MMAUMEHTOB, NPUHAMAKOMIMX Y4YacTUE B
porpaMme KJIMHUYECKMX MCCIECI0BAHUMA. B KadecTBe anbTEpPHATHBBI MO>KHO
UCIOJIb30BaTh  aHAIM3  OJIATOHYKICOTUAHBIMU  30HAamMu  (LPA)  Broporo
nokojenus. s onpenesieHust noaTunoB ['T 1 3TOro nocTarodHo, OJHAKO IS
OCTJIbHBIX — HET, MO3TOMY HEOOXOJAMMO NPIMOE CEKBEHUpOBaHue. Ecimm
UCIIOJIB3YIOTCA ~ APYTHE  METOABL,  CIEAYET  NPEAOCTaBUTh  JOCTATOYHOE
o0ocHOBaHuWE. Mcnonbp30BaTh TEXHUKH, KOTOPHIE OMUPAKOTCS TOJIBKO HA aHaIu3 5°-
HEKOAMPYIOLICH 00JIaCTH, HE PEKOMEHIYETCS, TOCKOJIbKY JIMTEPATYPHBIC JTaHHBIC

CBHACTCIILCTBYIOT O 4aCTOM OIMOOYHOM OonpCacC/ICHUHM IMOATHIIA.
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4.1.2.3 Onpenenenune konuyecrsa PHK BI'C B nnazme kposu

Conepxanme PHK BI'C B mnmasme KpOBH CHEAYET  ONPEACIATH
CTaHJAPTHU3UPOBAHHBIM METOJOM KOJIMYECTBEHHOTO OMPEACICHUSI, OCHOBAHHBIM
Ha TtexHosorum IILIP B pexume peanbHOr0 BPEMEHW, HIKHUNA MPEaE
KOJIMYECTBEHHOTO OMPEACIEHUsI KOTOPOro M0JDKeH ObITh mopsiaka 10-15 ME/ma.
YPOBHM BUPEMHH HWXKE HWXKHETO Npelaecia KOJIMYECTBEHHOTO OMNPEACIICHUS
(HITKO), cnenyer BKIrOYaTh B OTYET (GOPMYJIMPOBKOM «II€]Ib OOHAPYKEHA» WIIN
«uenbp  He oOHapyxkeHa». CrheayeT BbIOMpaTh METOJ  KOJUYECTBEHHOTO
onpeaeneHus, noaxoasumii ans I'T BHpyca, MPEACTABICHHBIX B TMOMYJSALUA
UCCJICIOBAHMS, TTOCKOJIbKY HEKOTOPBIE METOJBI, MOTYT CYIIECTBEHHO 3aHM>KATh
ypoeuau PHK BI'C onpenenennbix ['T.

PekoMeHayeTCss TNPUMEHATH NS BCEX B3ATBIX B paMKaxX OJHOTO
UCCIICIOBaHKs 00pa3OB OJIMH U TOT YK€ METOJ KOJMUYECTBEHHOTO ONMPEACIICHUS U,
N0 BO3MOXKHOCTH, MCIOJb30BaTh €ro Ha MNPOTSHKEHUM BCEH MPOrpamMbl

KJIMHUYECKON pa3padOTKH.

4.1.3 Knmuanveckas papMaKOKMHETHKA

JUis mpoBeAeHUs NEPBBIX UCCIEAOBAHUN C YYaCTHEM YEIIOBEKA C LIEJBIO
OLICHKM 0€e30macHOCTH W (PAPMAKOKMHETHKM PEKOMEHIYIOTCS HCCIEA0BAHUS
OJTHOKPATHBIX M/WJIA MHOTOKPATHBIX HapacTaromMx 103. s cokpalieHus pucka
CEJICKLIMU BapUAHTOB, PE3UCTEHTHBIX K JIC, clieyeT MpoOBOANUTH NMEPBOHAYAIBHBIE
UCCIICIOBaHNS (PapMAKOKHMHETHUKH C TPUBIICYEHUEM 3I0POBBIX JOOPOBOJIBLIEB.

Ecnu wm3BectHO, urto y wuccaeayemoro JIC BbICOKMiA Oapbep K
(OPMUPOBAHUIO PE3UCTEHTHOCTH M CEJIEKIHS PE3UCTEHTHOCTH MAIOBEPOSTHA,
WCCJICIOBAHKS C TPUBJICYCHUEM MALIMEHTOB ¢ HAPYLWICHUSAMHU (QYHKIUHM TIEYCHU U
MOYEK JOMYCTHUMO MNPOBOAWTH C YYACTHEM MALMEHTOB € JMATHOCTUPOBAHHBIM
BI'C. Takke BO3MOXHO TMPOBEACHHE HCCIAEAOBAHUSA  (PapMaKOKHUHETUKA
OJTHOKPATHOM [103bl WM KPATKOCPOYHBIE HCCAEAOBAHUS (PapMAKOKUHETHKA

MHOTOKPATHBIX 03 Y NAlMEHTOB, MHPUIMPOBaHHBIX BUY.
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4.1.4 MexnekapCTBEHHBIE B3aUMOICHCTBUS

[Tpn pa3paboTKe pOrpamMmMbl U3yUYEeHUS MEKIICKAPCTBEHHBIX
B3aUMOJICHCTBUI, TPHOPUTET CIECAYET OTAAaBATh MCCICIOBAHUSM COBMECTHOIO
NpUeEMa C OpalbHBIMM KOHTPALCTITUBAMM, a TaKXKE Mpenaparamu Jjis JICUCHUS
BHY u npenapatamu, TpUMEHSEMbIMU TPH TPAHCIUIAHTALIMU TEUYEHHU, JETPECCUH
U 3JI0yNOTPEOJICHUM  3aNpPCIICHHBIMU  BEUIECTBAMU. [IpUOPUTETHBIMU  JJIst
U3YUYEHUS CPEIU TMEPECUUCICHHOTO JOJKHBI CTaTh BAXKHCHUIIME JICKAPCTBEHHBIC
cpencTa (KOTOPBIM HET aJCKBATHON TEPANEBTUYECKON aJIbTE€PHATUBEI), KOTOPHIE,
KaK MpeanoiaracTcs, MOryT BCTynaTh BO B3aUMOJICHCTBUE ¢ uccieayembim JIC,

JIomKHO OBITH COOPAHO JOCTATOYHO AAHHBIX AJIsi O€30MaCHOT0 MPUMEHEHUS
npenapara B I[EJICBOM  mONyJasuud  NanueHtoB. Ecau  BO3MOXKHOCTH
B3aUMOJICUCTBUS C BAXKHBIM, OJJHOBPEMEHHO HA3HAYAEMbIM MTPENapaToM, HE MOKET
ObITh MCKJIIOYEHA B WCCJICAOBAHUM M Vitro, PEKOMEHIYETCS MPEITyCMOTPETh
OLIEHKY KIMHUYECKOW 3HAYUMOCTH IMPEAIIOIaracMoro B3auMOIEUCTBYS B IA3ANHE

KIIMHHUYCCKOI'O UCCIICAOBaHUA.

4.2 Ouenka 3¢ peKTHBHOCTH

4.2.1 O01mme peKkoMEHAINH MO JU3aiHY KIMHUYECKUX UCCIICTOBaHUN

Hanbonee  wHPOpPMATHBHBIMH  TMOATBEPXKAAOIMIMMHA  KIMHUYECKAMHA
UCCIIENOBAHUAMU SABIIAKOTCA PAHAOMHU3UPOBAHHBIE HCCIIENOBAHUSA C AKTUBHBIM
KOHTPOJIEM (CTAaHAAPTOM TEpaNKM) y LENEBOM monynsuuu. s Mcnosib30BaHus
APYTUX AU3aHHOB HEOOXOAMMO HaydyHOE 000CHOBaHME. KpoMe TOro, €Clid SBHO HE
VKa3aHO WHOE, PaHJAOMHU3UPOBAHHBIE KOHTPOJIIMPYEMBIE HCCIIENOBAHUS JIOJKHEI
OBITH IBOWHBIMH CJIETIBIMH.

HeoOxomuMo ~ yuWThIBaTH, 4YTO  JW3aifH, KOTOpHIM 70  Hayaja
MOATBEPKAAIOIINX HWCCIIENOBAHUN MOAXOAUT € TOYKH 3peHus, Hanpumep, I'T u
UCCIIENAYEMBIX TTONYJIANMNA, a TaKXKE C TOYKM 3PEHUS COOTBETCTBYIOLIMX CXEM
CPaBHEHMsS, MOXXET CO BPEMEHEM W3MEHUTHCA. Kak MpaBwio B ONOPHOM
WCCIICIOBAHAN TOAXOIAIICH CPaBHUTEIBLHONW TEpamuend Uit ONPEACICHHON

LICJIEBOM nonyJjsanauy  CHUMTAacTCd, Ha3HadYacMasd B OONBIIMHCTBE CJIydacs,
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cranaapTHas tepanus. COHTaHHOE paspemeHne xponndeckoid napekunn BI'C B
OTCYTCTBHE Tepanmuu — COObITHE O4YeHb penkoe. [lo3ToOMy NPOCHEKTUBHBIE,
PAHIOMU3UPOBAHHBIC UCCIEAOBAHNS 0€3 AKTUBHOTO KOHTPOJIS, MPEACTABIISIOIIErO
co00if O0MOOpEHHYHD W PEKOMEHAOBAHHYK) CXEMY JICUYCHHS, MOTYT OBITh
JIOCTaTOYHO WH(OPMATHUBHBIMM, €CJIM OXKMJaeTcs, 4ro yactora YBOI12 Oyner
OYEHb BBICOKOH (Hampumep, 0Koso 95%).

Bo3MokHBIE albTEpHATHBHBIE BAapUAHTHl AW3aiiHA BKJIKOYAKOT IU1aneOo-
KOHTPOJIUPYEMBIE HWCCJICIOBAHKWS C OTCPOYCHHOW Tepanueil, MCCIeAOBaHUS, B
KOTOPBIX CPAaBHHBAKOTCS PA3HBIE CXEMBI C HccaeAyeMbiM HOBbIM JIC wnm
HECKOJIBKUMU HOBbIMH JIC (pa3Hble 103bl, JUIMTEIBHOCTH MPUEMA, KOJIMYECTBA
NPENAPaTOB), U HECPABHUTENBHBIE UCCIIEA0BaHMs. EC B OMOPHOM UCCIIEI0BAHAN
OTCYTCTBYET TIpYIIa CPABHCHHUS C AaKTUBHBIM KOHTPOJIEM, Ba)KHO, 4YTOOBI
pa3paboTurk 000CHOBAJ, YTO JAEMOTPaAPUUECKUE XAPAKTEPUCTUKUA U OCOOCHHOCTH
3a00JIcBaHMS BKJIFOYCHHBIX MALIMEHTOB OXBATHIBAKOT AUAMA30H, COOTBETCTBYHOIIMM
U npeanaraemoil tepanun. YToObl yAOCTOBEPUTHCS, YTO 4YaCTOTA JOCTHXKCHUS
YBOI12 He 3aBucuT 0T moadOpa MALUECHTOB <JIETKO MOIJAIOIIUXCS JICUCHUIOY,
MOKHO PacCMOTPETh BO3MOKHOCTh JOMOJIHEHWS MONYJSUHAW HCCIEA0BAHUS
NAUEHTAMH C XapPAaKTCPUCTHUKAMHU CBSI3aHHBIMA C 0OJIee HU3KOW 4YacTOTOM
JOCTHIKEHU S YBO12 (Harmpumep, MTALUEHTH, CTOJIKHYBILIAECH c
HEAP(PEKTUBHOCTHIO MPEAIICCTBYIOMIETO JICUCHUS WA WMEOUHME 3a00JICBAHUS
MEYCHU Ha MO3JIHEH CTaaum).

Pe3ynbTarel uccienoBaHuid, B KOTOPBIX MALlMEHTOB HE PAHIOMH3UPYIOT B
KOHTPOJIBHYIO TPYIIY, MOXKET ObITh CIIOHO MHTEPIPETUPOBATD, €CIIA OXKUAACMast
qactoTa JoCTxkeHHsT YBO OKakeTcs CYIECTBEHHO HMXKE, YEM MPEANosaraioch
HA OJTalne I[UIAHUPOBAHWS, C HAYYHOH TOYKHM 3PEHUS MPEANOYTHTEIBHBIM
BAPUAHTOM OCTAKOTCS  PAHJAOMU3MPOBAHHBIE MCCICAOBAHHS C  AKTHBHBIM
KOHTPOJIEM.

[TpeaperucrpanioHHas mporpaMma KIMHUYECKOH pa3pabOTKH 4acTO MOXKET
OPEanoararb MPOBEICHUE OMOPHBIX HMCCICAOBAHHWNA C PA3JIMUYHBIM JAH3ANHOM.

3asABUTENI0 PEKOMEHAYETCA BKJIKOYUTH 1O KPAaWHEH MEpPEe OJHO UCCIENOBAHUE, B
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KOTOPOM HCCeyeMasl Tepanusl CPaBHUBACTCS C IUIaned0 (OTCPOYEHHOE HAvyallo
TEpanun) Wiu ¢ ACHCTBYIOLIMM MPENapaToM CPaBHEHHUS, YTOOBI JIydlle MOHSThH
npodune GE30MacHOCTH CXEMBbI Tepanuu. Takue CpaBHUTEIBHBIC AAHHBIE IO
0€30MacHOCTH MOTYT ObITh HamOojee WH(OPMATUBHBIMH JJIsi MALKUECHTOB C

IIUPPO3OM.

4.2.2 XapakTepUCTUKN YYACTHUKOB U ONIPENETICHUE TOMYIISA AN

4.2.2.1 I'eHOTHIIBI BUpPYCA

Xapaktep axktuBHocTH (EC50, a Taxxke Oapbep PE3UCTEHTHOCTH) MHOTHMX
[TITT]] 3aBucur ot I'T u noarumna Bupyca, npu 31oM Hekotopseie JIC in vitro v npu
KIIMHAYECKOM ~ NPUMEHEHWUM  MPOSBISIOT  AKTUBHOCTH  TOJBKO — NIPOTHUB
onpeneneHubix ['T.

Juamazon [T, g KOTOpPBIX aKTyaJlbHO NPOBEACHUE KIIMHUYECKOIO
uccienoBanus, onpenencHHoro JIC, Oyaer mepBOHAYaIbHO OCHOBBIBATHCS HAa
JAHHBIX O TPOTUBOBUPYCHOW aKTUBHOCTH in vitro. Jlns Beidopa ['T/cyGrenoTunos
JUISL TIOCIIEAYIOIIMX MCCIICA0BAHUN CIEAYET HKCIIOIB30BATh PE3YJbTAThl PAHHHUX
KJIMHUYECKUX KCCIECI0BAaHUI (Hampumep, aciicTBus npotuB psga I'T B pexume
MOHOTEPAITUN ).

OO0ocHOBaHWE W3y4YeHHS pa3uuHblx [T W MOATHIOB B  OTACITBHBIX
UCCIENOBAHNUAX WJIM B PAMKAX OJHOIO MCCIECAOBAHUS JOJDKHO YUMTHIBATH, KAKHAE
KOMOWHALIMKA MPENaparoB, 03kl W MPOJOJDKUTEIIBHOCTH JICUEHUS MOTYT OBITh
onTUMaJIbHBIMU JUIsl Kka0ro ['T. Takxke MoKeT 00CYKIaThCs, MOAXOAMT JIA OJHA
U Ta K€ CXE€Ma Tepanuu cpaBHeHus Ui kaxkaoro ['T/moaruna. Ecoum B pamkax
OJTHUX M TEX K& UCCICAOBAHMUNA B MPOrpaMMe pa3pabOTKH M3y4aeTCs HECKOIBKO
I'T/mogrunoB Bupyca, T0 I'T wnm moarunm MOryt ObITh BaXKHBIM (PAKTOPOM
crpatupukaunud  W/HaM  orpaHnuuBaroluM  (akropoM.  COBOKYMHOCTh
JIOKA3aTEeNbCTB, OT BUPYCOJIOTMYECKUX JAHHBIX /71 VIlFO 10 KITMHUYECKAX UCXOA0B,
JOJKHA OBITh JOCTATOYHOM Il 0OOECNEYCHUsT HAJC)KHON OLEHKH COOTHOILCHUS

IMOJIL3bI M PHCKA UId KaKIO0ro KOHKPCTHOIO I'T/ noaTrviia, mjid KOTOPBIX
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PEKOMEHAYETCS HUCMOJNb30BAHUE CXEMbl Tepanuu. HMH@opmanus, kacaromascs

onpenenenus ['T/moaTuna Takxe ykazana B pazaene 1.2,

4.2.2.2 Ilanmentsl ¢ renotunom 11.28B

I'T IL28B cHauajla ONUCHIBAIM KAk OCHOBHOW mapameTrp s
NPOrHO3MPOBAHMS OTBETA Y MAMEHTOB ¢ MH(pekuuer ['T1 Ha cxeMbl HA OCHOBE
uHTepdepoHa. BrocneAacTBUM OH cTajl MapameTpoM IMPOTHO3UPOBAHUS OTBETA
Takke W Ha Oe3uHTephepoHOBBIE cXeMbl JeueHuss ['T1, ecnu oOHM He
ONTUMU3HPOBAHBl C TOYKH 3PECHHS CIEeUM(PHUUECKON aKTUBHOCTH, Oapbepa
PE3UCTEHTHOCTH W/WIM NPOAODKATEIBHOCTH JieueHHsl. CyIIeCTBYIOT JAHHBIC,
noareepxkaaromue Bausiaue ['T [L.28B Ha OTBET HA JICUEHHUE BUPYCaA, UMEIOLIETO
apyrue ['T; oAHAKO 3TO BAMSHUE, KaK MPABWIO, OBUIO MEHEE €IMHOOOpPa3HBIM U
cuiibHBIM, 4eM npu JedeHun ['T1. CrepoBarenbHO, OENEHUE MALKMEHTOB HA
KAaTEropu Ha OCHOBAHWMM OJArOnpusITHOrO WM  HeOmarompusitHoro [T
(manpumep, ayuienb 12979860 I'T C/C no cpaBuenuto ¢ C/T, T/T) noreHIHaIBbHO
BXHO HAa HECKOJIbKMX YPOBHsIX pazpabotku JIC, U pekOMeHIyeTcs, 4ToObl 3TOT
NapameTp PETUCTPUPOBAJICSA Y BCEX YUYACTHUKOB B KJIMHUYECKUX UCCIEIOBAHUAX B
pamMkax mnporpammbl pazpabotkn JIC mpotuB rematuta C, HE3aBUCUMO OT
['T/mogruna Bupyca. CneayeT M3yuuTh JAHHBIE JOCTATOYHOTO KOJMYECTBA
mareHToB ¢ KakapiM w3 [T IL28B, uro OBl caemath BBIBOA O 3agBICHHOM
3(pdexre Tepanum, KOTOPBIHA n0JKeEH UMeTh MecTo kKak npu ['T C/C, Tak u npu

apyrux I'T.

4.2.2.3 IpemmectByromas tepanus XBI'C

PekoMeHayeTcss 3aJOKYMECHTUPOBATH OMBIT JICUECHUS NETUIMPOBAHHBIM
unteppeponom (nerU®H) + pubaBUpHMHOM W MONYYEHHBIH paHEEe OTBET Ha
TEpaNuio, TaKk KaK 3Ta MHQPOpPMALMs MOMOTracT MOHATh B3aMMOCBS3b OTBETA HA
UHTEPPEPOH M OTBETA Ha cxemy JiedeHuss Oe3 Hero. lleneBoii Habop B
MCCIIEA0BAHUE MALMEHTOB, YK€ MPOXOAUBIIUX JICUEHUE (OCOOCHHO TEX, KTO paHee

HEJIOCTATOYHO OTBEYaJ HA TEPANUI0 WM HE OTBEYAJl HA HEE), MOXKET OBbITh
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NOJIC3HBIM  JJIL  OMPEACIICHUsT ONTUMAJIBHOM CXEMBl TEpanuu (Hanmpumep,
NPOJOKMTETBHOCTH JIEUCHHUS) [UIsl TEX MANUEHTOB, Y KOTOPBIX CaMblii HU3KHM
OTBET HA UHTEP(EPOH WM caMblii HU3KUI UMMYHUTET K BI'C.

[Tporpamma pazpadotku JIC nomkHa 00€CneUnTh OCHOBY AJIS ONPEAECTICHUS
MOAXOAAMIETO PEKUMA TEPANTUU, UCXOMS U3 U3BECTHBIX MCXOIHBIX XaPAKTEPUCTUK
OTAETBHOTO MALMEHTA.

Jis xmaccuukanmu paHee HaOmroAaBiierocss orsera Ha mnerU®H wu
pubaBupuH npu uHpuompoBanun ['T1 peKOMEHAYETCS MCIONB30BATh CIECAYIOLINE
(OPMYJTMPOBKH:

* OTCYTCTBME OTBETA HA TEPANUIO ONMPENETAETCA KAK CHWKEHUE BUPYCHOM
Harpy3ku Ha 12 Heznene MeHbIIe, ueM Ha 2 10gy.

* JaCTUYHBI OTBET HA TEPANMIO ONMPEACIAETCS KAaK CHW)KEHHUE BUPYCHOM
Harpy3ku Ha 12 Henene He MeHee, ueM Ha 2 logo, Mpu KOTOPOM, OJTHAKO, MAllUEHT
HUKOTA HE TOCTUTACT HEONPEACIAEMON BUPYCHONW HArPY3KH.

 [ToeropHoe BeisiBIcHME PHK BI'C mocne 3aBepuieHust Tepanuum —
MOBTOPHOE OOHApyKeHHWE mnojiatomerocs udmepeHuro kojgudyectsa PHK BI'C
MOCJIE TOTO, KAK HA MOMEHT OKOHYaHMUs TEPAIUKU KOJMYECTBO BUPYCA Y NMALMEHTA
OBIJIO HEONPEACIISIEMbBIM.

* BUpyCOJIOTHUECKHIT TPOPBIB  — TOBTOPHOE TOSIBIIEHUE BHpPYyca B
MOANAIOIIEMCS U3MEPEHUIO KOJIMYECTBE BO BPEMsS TEPANUM IOCJIE TOro, Kak
KOJIMYECTBO BUPYCA Yy MAaUMEHTA OBLJIO HEOMPEACHSEMBIM, WM TMOATBEPKICHHBIN
poct conepxkanust PHK BI'C Bo Bpems Tepanvu MuauMyM Ha 1 1ogo.

K HOBBIM, C TOYKM 3pEHHMs OIBITA TEPANUM, KATETOPUSM MALMEHTOB
OTHOCATCS TE€, KOIO0 HE YAANOCh BBUICUYMTh KOMOMHAIMEH NErHMIMPOBAHHOTO
unTepdepona + pudasupuna ¢ [T/, a Takxke T€, KOTO HE yIAIOCh BBUICUUTH C
MMOMOIIBIO CXEM, BKIHOYAIIUX TOJbKO TTTITI/T.

Ecnm nanmentel, panee nonydasiune tepanwto IITITII, nonyckarorcs B
UCCIENOBAHME, TO B  TPOTOKOJE  CIHEAYET  YKa3arb, PAa3PELICHHYIO
npeamecTByromyro tepanuto  (KoHkpetHele [T wmm  wmaceer  TIHTI)

IMO3BOJEACT MPHUHATL y4aCTHUC B HCCICAOBAHHWM, a4 KAKHMX HCT. I[J'IH 000CHOBAHMS
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Ha3HaueHuss JIC MmMUPOKOMY Kpyry MamueHToB yike mnonydyasmmx [T/,
HEOOXOAMMO MOATBEPAUTH APPEKTUBHOCTH B  MCCICAYEMBIX  MOMYJISIIHIX
MMAlMEHTOB, paHee MPUHUMABIIMX I[IpEnaparbl, OTHOCALMECS K pPALy KIAacCcOB
[ITIIIA, B TOM yKcae ¢ mpenaparaMmud M3 TOIrO JKE€ Kilacca, YTO U UCCIENyEMBIE
[T, B Takmx cioyyasx CIEAyeT OTIENBHO AOKa3biBaTh 3(P(PEKTHUBHOCTH Y
MMAlMEHTOB € 3aMEHaMU, CBA3aHHBIMU C JIEKAPCTBEHHON PE3UCTEHTHOCTEIO,
KOTOpBIE BO3HUKIIM B PE3YJIbTATE MPEALIECTBYIOLIENH TEpanuud TEM >K€ KIacCoM
unu knaccamu [T/, 4o u uccneayemeie; pa3paboTUNKaM CIEAYET PACCMOTPETh
BO3MOXKHOCTb IIPOBEICHUS AaHAINW30B HA PE3UCTEHTHOCTH MPHU IPOBEIECHUH

CKPHUHHUHIQ, YTOOBI JOITIOJTHUTD BBI60pKy TaKUMH IMalUCHTaMH.

4.2.2.4 Ouenka pudpo3a neueHu

Cnenyer onpenenuth, Kak wmuppo3 Bauser Ha DK, s>pdexTuBHOCTH U
oezonacHocth JIC. Onenka ponu (puOpo3a MEYCHHM B paMKaxX KIMHUYECKHUX
UCCIICIOBAHUI MOKET 3aKJIFOYAThCS B MCKIKOYCHHWH IMALIMEHTOB C BBIPAKEHHBIM
(uOPO30M/LIMPPO30M M3 PAHHMX KIMHHUYECKUX WCCIACAOBAHWM WM, HA0OOPOT, B
NPaBWIBHON WACHTU(QHUKALMM TALMEHTOB C LHUPPO3OM, HanpuMmep, IS
NPOBEACHUS CTpaTU(UKAIIMKM W MOArPyNnoBoro aHamuza aeiicteus JIC y Takux
NAalMEHTOB.

JIOCTYNIEH ps Pa3au4HbIX METOJOB HEWMHBA3WBHON OLICHKM COCTOSIHUS
neyeHu. BeiGop meTona nomkeH ObiTh 000CHOBAH Pa0OUYMMH XapAKTEPUCTUKAMU B
CBETE MPOTHOCTMYECKOH UEHHOCTM  BKIIOUEHUS WA  WCKIIFOYEHUS M3
WCCJICIOBAHUS YYACTHUKOB C BBIPAKEHHBIM (PUOPO30M/LIMPPO30M, B 3aBUCUMOCTH
OT TOTO, YTO AKTyaJIbHO JJIsl KOHKPETHOM 1IN,

JUTs ManueHToB, UCXOAHAS KAPTHHA KOTOPBIX M3BECTHA B paMKax OOBIYHOTO
KJIMHAYECKOTO HAOMIOeHUS (OMOIICHs MeUeHn Obljla BBHIMOJHEHA B TEUCHUE 2 JIET
JIO BKJTFOUEHUS B UCCIICIOBAHUE), CIICTYET COOUPATh JaHHbIC OUOINCUU U COOOIIATh
O B3aUMOCBSI3M MEXKIAY MCXOJHBIMM THCTOJIOTUYECKUMHU MapaMeTpaMu |

3(PPEeKTUBHOCTHIO M OE€30MACHOCTHIO TEPAITUH.
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4.2.3 MeToibl O1leHKH 3P PEKTUBHOCTH

PexomeHyeMO MEPBUYHOM KOHEYHOW TOYKOM Uil MCCIEIOBAHUM,
HAITPABJICHHBIX HA OMPEACIICHUE YACTOThl HW3JICYCHHMs], SIBISETCS YCTOWUYMBBIN
Bupycosnornueckuii otBer (YBO12) — nons manumentoB, y kotopeix PHK BI'C
HWXKE MPEAEa KOJIMYECTBEHHOTO ONPEEIICHAS yepe3 12 Helenb Mocie OKOHYAHUS
JIEYCHUsT BHE 3aBUCHUMOCTH OT (PAKTHUECKOH MPOJOJDKUTEIbHOCTHA JICYEHHMSI.
[TanueHTOB, JaHHBIE MO KOTOPBIM OTCYTCTBYIOT, CJIEAYET paccMarpuBaTh Kak
NALMEHTOB, Y KOTOPBIX JICUCHHE HEI(PPEKTUBHO, UCKITFOUEHUEM SIBIISIFOTCS CITy4aH,
KOrja MOXKHO KOCBeHHO oneHuTh YBO12 no YBO, aocrurnyromy B Oosiee
nozgHeM nepuone (Hanpumep, YBO24). Xors aokazaHo, uro YBOI12
nokasaresibHa s YBO24, cimenyeT OpoOJOJKUTH OLICHUBATH COOTBETCTBHC
pesynbraroB YBO12 1 YBO24 B KIMHMYECKUX HMCCICIOBAHUSIX, OCOOECHHO ISt
HOBBIX KiaccoB [IIMII/] m KOMOMHMPOBAaHHBIX CXE€M Tepanuu. Ecnu oauH wim
HECKOJIBKO TPENaparoB B CXEME MMEKOT JJUTENIbHbII BHYTPUKIETOUYHBIA MEPUO
NOJYBBIBEICHUST WM TEPUOJ TONYBBIBEACHUS M3 TUIa3Mbl  KPOBU  WIIH
OPOJIOHTUPOBAHHOE  JCHCTBHE, MOXKET  NOHAJOOWTHCA  JOTOJIHHUTEIBHOE
NOCJICAYIOLIEE HAOIIOACHHAE TIOCIIE 3aBEPIICHHsS TEpANMK (HApUMEpP, B TeUeHue 1
roga wim aonsine). Creayer npoaHAIM3UPOBATh BCE MOCTYIHBIC TAHHBIE MO
YBO12 u YBO24 (1 paHHBIE JOATOCPOYHOIO HAOIIOJEHUS, B COOTBETCTBYIOIIMX
cnyyasix) u3 uccaenopanuii ¢asz I wu I, 4ToOBl OLICHUTH COOTBETCTBUE MEKAY
ATUMU PE3yJIbTATAMHU.

Cnenyer cobupare naHHeie o YBO24 (nons naumeHtoB, y kotopbix PHK
BI'C Hwxke npeaena KOJAYECTBEHHOTO ONPEACICHHS 4depe3 24 Hemenm mocie
OKOHYAHMS JICYEHMs) W T0/1aBaTh HA PACCMOTPEHUE BCE MOCTYMHBIE HA MOMEHT
PETUCTPALIMKA JTAHHBIC, & OCTAJbHBIC TMPEACTABIATH IO MEPE MOIYyUYCHHSI.
[TpeanoururensHo, 4TOoOBl B OCHOBHBIX KW mocnenyromiee HaOnroacHuE 3a
NalUeHTaMi MPOBOAWIOCH 0 TOJa MOCHE 3aIJIAHUPOBAHHOTO CPOKA OKOHYAHWS
Tepanud. MHpopManmuio mo AoJIrocpouyHoOMy MOCIEAYIOMIEMY HAOMIOACHHUIO 3a

MAIMEHTAMHU CM. B pa3aene 2.5.6.
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[Tomumo YBO B nporpamme pazpadotku JIC clienyer Takke MOTHOCThEO
MCCIIEN0BATh U PETUCTPUPOBATh IMHAMHUKY BUPYCHOIO OTBETA BO BPEMS TEPAIHH.
BupycHblii oTBET Ha paHHeW ctaguu tepanuu coaepskammmu [T/ cxemamu u
cpa3y IOCJIE €€ 3aBEpUICHMs 4acTo He mokasareneH s YBOI2. Tlosromy no
nepexona k (¢aze Il cmeayer mMeTs Takue NaHHBIE O BUPYCHOM OTBETE MOCHE
neuenus, kak YBO4 u YBO12. TTockosbky 110 Touke YBO4 MOKHO MPUMEPHO HA
90 % cnpornosupoBate YBOI12, pa3zymMHO NpHUHMMATh PELICHHUS B paMKax
NPOrpaMMBbl KIIMHUYECKON pa3paboTku (Harmpumep, o nepexoae oT ¢dassl 11 k daze
[IT) Ha OCHOBaHHWM JAHHBIX B 3TOW TOUKE.

BTOpryHBIE KOHEUHBIE TOUYKU JOJDKHBI BKIIFOUYATh CIIEAYIOIIUE:

- YacToTy ClIly4acB BHUPYCOJIOTHYECKON HEIPPEKTUBHOCTH (IIOBTOPHOTO
BeisiBlicHAs PHK BI'C mocrnie 3aBepuieHust J€4eHUs U pOCTa €€ KOJIMYECTBA BO
BpEMS JICYCHHsI), 4TOOBI MOMOYL C ONTHMM3ALMUEH peXKAMa AO3MPOBAHUS W
JUIMTEIIbHOCTH TEPAITHH.

- Uactoty noctmxenus YBO24.

- Jlons ManMEHTOB C BUPYCOJIOTMYECKON HEIPPEKTUBHOCTBHIO JICUCHUS,
o0nanarmmx U3MEHEHUSMHU Bupyca renartuta C, BO3HUKAIOIIMMU B PE3yJIbTaTe

TCpalliu U CBA3aHHBIMUA € PC3UCTCHTHOCTLIO.

4.2.4 ViccnenoBanus 1Mo noadoopy A03bl

4.2.4.1 MccnenoBaHus B PEKMME MOHOTEPAIAA

Cnenyer WM3yuuTh NOCTATOYHBIM OMANa3oH 03, ONMUPAsICh HA 3HAYCHUS
ECS50, nmonydeHHble in vitro, ¢ TONpPaBKON Ha CBs3bIBaHUE C O€lIKaMU M Ha
NOJIYYEHHBIE B MCCIIEJAOBAHUSAX C YYACTHEM 30POBBIX AOOPOBOJIBLEB JAHHBIE O
3aBUCUMOCTH BO3JECHCTBHS npenapara ot 103bl. CleayeT NMpUHUMAaTh BO BHUMAHHE
3Hauenus ECS50 kak Bupyca AMKOrO THIA, TaK M BUPYCOB C MYTallUsMU
(OAMHOYHBIMA W B KOMOMHAILIMM), TOJYYEHHBIMU TOJI BJIMSHUEM IMpenapara in
vitro, 9T00bI 103bl, BBIOpAHHBIE [JIs1 UCCIIEOBAHUI B PEKUME KOMOMHUPOBAHHOM
TEpanuu, C OIpPEIEICHHOW J0Jei BEPOATHOCTH O0ECHEYNIN JOCTATOYHOE

BO3JICHCTBUE IS IPOABJICHHUA aKTHUBHOCTH TAKOKC IIPOTHB YIKC CYHICCTBOBABIINX
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paHbIlle BapUaHTOB BUpYycCa C MOHM)KEHHOM YyBCTBUTENBHOCTHIO K JIC, ecnmu 310
OCYILIECTBMMO Ha MPaKTHKE.

OrxupaeTcsi, 4TO MCCIIECIOBAHMS B PEKMME MOHOTEpAnMM cHavajga OyayT
NPOBOUTHCA ¢ yuactueM nanueHToB ¢ XBI'C 6e3 BeipaskeHHoro (uOposa. Kak
MPaBUIIO, AJi OIEHKHA MPOTUBOBUPYCHOTO NCHCTBUS TEpanuu JOCTATOYHO TPEX
JHEH B pEKMME MOHOTEpanuu, MOKPHIBAIOIIUX TMEPBYIO a3y BUPYCHOTO
pa3MHOKeHus. Eciv 1o JaHHBIM, MOJYYCHHBIM i1 Vitro, U TOCTYIHBIM 3HAHUSAM O
KJacce TMpenaparoB MOKHO C YBEPEHHOCTHIO MPEANOJOXKUTb, 4YTO Oapbep
PE3UCTCHTHOCTH BBICOKH, MO’KHO PaCCMOTPETh BO3MOKHOCTh 00JI€€ ATUTEIbHBIX

HUCCIICIOBAHUI B PCKHUMC MOHOTCPAIIUH.

4.2.4.2 PanHue UCCIEA0BaHUS KOMOWHUPOBAHHOTO MPUMEHECHHUS C LEIBIO
onpeaeneHus ontuMabHoi 103bl (I1a daza)

Tak kak B JaJbHEHIIEM NPEANONAracTCs KOMOMHMPOBAHHAs Tepamus,
CJICYET BBITOJIHATE TAKUE MCCIEAOBAHMS C LEJIBI0 U3YUYEHUs COOTBETCTBYIOIIMX
7103, CXEM NIPUEMA U JUTUTENBHOCTU JICYEHHS 711 JAIBHEHIIEr0 PACCMOTPEHHUS HA
I ¢aze. OxupaeTcs, YTO CHaYana MCCIICIOBAHUS KOMOWHWPOBAHHOW Tepanuu
OyAyT MPOBOAWTHCA MPU YYACTHM TALMEHTOB, C MEHEE CEPbE3HOW CTaauei
3a00JIcBaHuUs, a YK€ MOCJE 3TOT0 TEX, Y KOTOPBIX MO3AHSAS CTaaus 3a00JCBaHMSI.
[Ipy BKIIOYEHWHM MALMEHTOB, OO0JICE HYXKIAIMXCS B JICYCHHH, B MPOTOKOI
KIIMHAYECKOTO MCCIEA0BAHMS, CIEAYET PACCMOTPETh, KAKAE BAPUAHTHI JICUCHUS,
HAITPABJICHHBIE HA JJIMMHAHALMIO BHUPYCA, OCTAHYTCA MNOCTYIHBIMH Ha Clydai
Heynaun. Crneayer u30erarb pacnpelesicHHsl MAlMEHTOB C LMPPO30OM IEUEHU B
IPYNIbl ¢ KPATKOCPOYHBIMU CXEMAMH NMpUeMa, 3PPEKTUBHOCTh KOTOPBIX €IIE HE
YCTAHOBJICHA Y TAMEHTOB C MEHEE CEPBbE3HOM CTaaMeh 3a00JIEBaHUS, €CITH TOJIBKO
Ha Clly4aid BHPYCOJOTMYECKONH HEIPPEKTUBHOCTH M CEIEKIUU PE3UCTEHTHOTO K

JIC Bupyca He Oyaer noctynHa 3p(PEeKTUBHAS CXeEMa TEPANK CIIACEHUSI.
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4.2.5 Uccnenoranus [Ib a3zl 1 moaTBEp:KAAIOIIME UCCIAEOBAHUS

4.2.5.1 Ionynmsauuu uccinea0BaHus

Kak npaeumo, B mnoareBepkparomme uccaeaoanus I daser
PEKOMEHIyeTCS BKIKOYATh [IUPOKHIA KPYT MALMEHTOB, OCOOCHHO C BBIPAYKEHHBIM
¢ubpo3zom. Ecam HET HHKAaKMX  KOHKPETHBIX  ONACEHW  KacaTelIbHO
(hapMaKOKMHETUKU WM O€30MaCHOCTH, OKMIAETCs, 4To B mccieaopanusx [1b/111
(a3bl OyIyT MPUHUMATh YYACTHUE NALMEHTHI C KOMIICHCUPOBAHHBIM LIUPPO30M.

CyOnonynsiuuu, MOAXOIAUINE U U3YUYEHHUS TI0 OJHOMY W TOMY K€ WJIH M0
Pa3HBIM MTPOTOKOJIAM € TOYKM 3peHus, Hanpumep, ['T nmm cyobrenotuna BI'C, I'T
I[L28B nanueHTta, nmppo3a WM OTCYTCTBHS LMPPO3a, a TAKKE MPEABLAYLIETO
OTIbITA JICYCHHS, B KAKIOM KOHKPETHOM CJIy4ae MOTYT OBITh Pa3HBIMH. 3TO MOKET
3aBHCETh OT CXEMBbI TEPANUKU (HAMPUMEDP, 0>KUIAEMON TpeOyeMoil cienupuyecKoi
AKTUBHOCTH W  MPOJO/KUTEIBHOCTH  JICUEHMS), A TaKXKE OT HaJIW4YUs
3apPETUCTPUPOBAHHBIX M PEKOMEHIAYEMBIX CXEM TEpanuu CPaBHEHUSA IS
KOHKpEeTHOH mnonysuuu. Oco0oe BHUMAHHUE CIEAYET YACIUTh MAallUCHTaM C
BBIPOKEHHBIM (PUOPO30M, KOTOPBIM MOKET MOTpeOOBaThes 0OJee UIMTEIBHOE
JIeYECHUE A1 00ECEYCHHU MAKCUMAJIbHOM 4acTOThl AocTxkeHus YBO.

Take npu pazpadorke JIC, oCOOEHHO TPU MPOBEACHUM HWCCIICAOBAHMMA
¢azel 111, pexomMeHayeTCs BKIKOYATh MALMEHTOB PA3HOIO MOJIA, PACHI, BO3pacTa u
Beca. [IOCKOJNIBKY pacoBass M OTHUYECKAS MPUHAMIEKHOCTH MOXKET BIMATH HA
KOJIMYECTBO MOJIOJKUTEIBHO OTBEUArOIIMX Ha jJedeHue BI'C, BaKHO BKJIHOYAThH B
KIIMHAYECKOE ~ MCCICAOBAHUE  JOCTATOYHOE  KOJMYECTBO  NPEACTABUTEINECH
NOJAOOHBIX JAeMOrpaQUyecKux TPyII, 4YToObl aHaau3 JaBajl COACP’KATEIbHBIC
pe3yabpTaTel. PeKOMeHayeTCs, 4TOOBl pa3pa0OTUMKK BKJIKOYAIM B MCCIEIOBAHUE
NAlUEHTOB, OJHOBPEMEHHO WHQUIMPOBaHHBIX rematutoM B m C, a Ttakke
NAUEHTOB, KOTOPBIC AKTUBHO MCIOJB3YKOT HMHBECKIMOHHBIC HAPKOTHKH, YTOOBI
JAHHBIE KIIMHUYECKUX MCCIICIOBAHUI OTPAKAJIA BCIO NMOMYJISALMIO MMALUEHTOB, AJIs

JieYeHUs KOTOPBIX OyaeT npuMeHsThes JIC mocne peructpanuu.
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4.2.5.2 TToaOop cXeMBbI Teparvu JUisl UCCIICT0BAHUS

Ha nannbiii MOMeHT Bce Hanbosee 3Q(EKTUBHBIE ¢ KIMHUYECKOH TOUYKH
3peHust cxembl Tepammu BI'C  mpencrtaBiieHbl KOMOMHALMSIMM — [PEMApPATOB.
Hccnenyemoe JIC MOXHO H00aBUTH K OJHOMY WJIH HECKOJBKMM paHeEe
3apPETUCTPUPOBAHHBIM,  WJIA  3aMEHUTh WM  OJMH W3  KOMIIOHEHTOB
PEKOMEHJOBAHHOW CXEMBI TEPANMM, WM MCCIEAYEMAsl CXEMa MOXET COCTOSATH
UCKJTIOYMTENBHO W3 ABYX WM OoJiee McchaeayeMbix mpenaparoB. [1o mepe pocra
yucna ogoOpennbix [T/ cneayeT TIATENbHO CPaBHUBATH COOTBETCTBYIOLIYIO
3HAUUMOCTh ~ MCCIICIOBaHW ¢ jgobOaBieHmeM  uccienyemoro  JIC
3apPEerUCTPUPOBAHHON KOMOMHMPOBAHHON Tepanmuu WA C 3aMEHOW MM OJHOTO
(HECKOJIbKMAX) W3 KOMIIOHEHTOB HA WCCICAYEMBIH mpenapar ¢o 3HAYAMOCTBEO

MCCIIEI0OBAHMI COBEPLIEHHO HOBOI KOMOMHALIMY MPENaparoB.

4.2.5.3 HccnenoBanue mpenapara B Ka4eCTBE JOMOIHUTEIBLHON TEparuu
WIH B KQUECTBE 3aMEHBI CYIIECTBYIOLICH Tepanuu

B HekoTOphIX cllydasx, Kak MpaBWJIO, TPEOYyeTCs TPyIIa, MOaydarouias
JNEHCTBYIOLINI Mpernapar cpaBHeHUs. Ecii uccaeayeMelii mpenapar UCoJIb3yeTcs
T 100ABJICHUS K 3apETUCTPUPOBAHHON CXEME TEpanuK WU JUIsl 3aMEHbI OJHOTO
WIA HECKOJIBKUX €€ KOMIIOHEHTOB, CIEAYET B MEPBYIO OUEPE/b pacCMaTpuBaTh B
KAQUeCTBE TEPANUU CPAaBHEHHMS MMEHHO 3Ty CXEMY, 34 UCKIIOYEHHEM CITy4Yacs,
KOIJIa MOKHO OOOCHOBATh JPYroi am3ailH uccienoBanus. Ecnu nenb Takux
uccieIoBanmid (¢ 3ameHoi wim ¢ goGasnenueM JII1) — COKpaTuTh ITIMTENBHOCTD
JedeHus, TO Obll Obl aKTyaleH MAW3aifiH MNOATBEP)KIAIOUIETO HUCCIECI0BAHMS,
KOTOPBIA JAEMOHCTPUPYET UYTO MCCICAYEMBI Mpernapar HE yCTymaeT mpenapary
CPaBHEHHA. A €CITU LENb UCCIEA0BAHNS C JOOABICHUEM HCCIIEAYyEMOro Mmpenapara
K CXEME TEpalud — TMOBBICHTH 3(PPEKTUBHOCTH, TO TpelyeTrcs au3aiiH Mo

MNOATBCPIKACHUIO CI'0 IIPCBOCXOACTBA HAA IIPCIapaTOM CPaBHCHHA.
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4.2.5.4 HccnmenoBanust ¢ LENBIO M3YYECHHMS BO3MOKHOCTH COKPALLEHUS
JUIMTEIIbHOCTH TEPANHUH

Lensto KK B xone pa3paboTku mpemapara MOKET ObITh MOATBEPIKACHUE
s dexTrBHOCTH 00JIce KOPOTKMX CXEM TEpPAlKW, YEM TE€, YTO B OCHOBHOM
PEKOMEHAYIOTCS B Hactosmee Bpems (T.e. <12 Heaenb) Bxmwouath B
MCCIIEAOBAHUS € COKPALIEHHON MPOJOJDKATEIBHOCTBIO JICUYEHUS MALMEHTOB,
KOTOPbIE HY>KIAKOTCS B TEPANMKM OTHOCUTENBHO CPOUYHO (HAPUMEP, MALUEHTOB C
LUPPO30M), CIECAYET TOJBKO B TOM CIy4ae, €CliM Ha ciydaid Hed(pPeKTUBHOCTH
uMeeTcsl Oe3MHTEPPEPOHOBBI BAPUAHT TEPANUM, MPU STOM CJIEAYyeT NPUHUMATH
BO BHUMAHHE 0’KHJIAEMYIO MEPEKPECTHY IO PE3UCTEHTHOCTD C
3apeructpupoBanubiMa  JIII.  IIpuBeAcHHBIE BBILIE PEKOMEHIALMU  TAKXKE
pacOpoOCTPAHAOTCS HA CUTYallMd, KOIJa PEKOMEHAYEMBIA [UIA IEJIEBOM
NOMYJISIMA CTAHAAPT JEUYCHUs TpeOyeT OONIbIIE BPEMEHHU, YEM MAKCHMAJIbHBIN

CPOK Tepanuu, U3y4eHHbI! B paMKax nporpaMmbl pazpadotku uccieayemoro JIIT

4.2.5.5 KomOunupoBannsie JII1

Bo3moxkna  paspaboTka  OTHENBHBIX  MpPENapatoB WAM B BHUJIE
(pUKCHpPOBaHHBIX KOMOWHAUMK. (DUKCHPOBaHHBIE KOMOMHAIMM MOTYT BKIIKOYATh
paHee 3aperucTpupoBaHHble W HOBbie JIC WM TOJBKO HOBBIE MPENApaThl.
[TpuBeacHHBIE PEKOMEHJALIMH KACAKOTCS BCEX BO3MOKHBIX BAPUAHTOB.

Crnenyer O3HAKOMHUTBCS CO CIECHHAATU3UPOBAHHBIMU PEKOMEHAALMSIMH B
PYKOBOJCTBE IO JTOKIMHUYECKOH M KIMHUYECKOH pa3paboTke KOMOMHUPOBAHHBIX

JIEKapCTBEHHBIX MPpenaparoB OT 2 ceHTsA0ps 2019 r No 25,

4.2.5.6 Tlocneayromee HAOIIOAECHUE TOCIE OLECHKH MEPBUYHON KOHEUYHOMN
TOYKH

PekoMeHayeMas mepBUYHAs KOHEUYHAs TOYKa B moarBepxkparonmx KW —
YBO (0onee moapoOHO cM. BbILIE B pazaeie 2.3.).

[Tocne ompeneneans PHK BI'C B Touke YBOI12 cnenyer BectH

NOCJIEAYIOLIEE HAOIIOACHUE 3 MOKA3ATENbHOW BEIOOPKOH MALIMEHTOB, JOCTUTTINX
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n He pocturmmx YBO. 3a pocturmmmu YBOI12 TpeOyetrcss HaOMOJACHUE B
TEUEHUE OJHOTO MOJHOTO TOJA MOC/E 3aBEPUICHUS] TEPANUK JJIsl MOTBEPKACHUS
JUTUTENIBHOCTH 3P dekTa. A 3a HETOCTUTIIMMUA — TPH MOJHBIX F0J1a HAOIIOACHUS U
aHAJIM3 HA TECHOTUIMYECKYK PE3UCTEHTHOCTh. llemb mocieaqHero — mMOHATH
JUHAMUKY BO3BpalICHUS K JUKOMY THIY W/WJIHA J0JTOCPOYHOTO COXPAHEHUS
PE3UCTECHTHBIX K TEpAaNWKM BAapUAHTOB MOCJIE MPEKpallcHUs jedeHus. JlaHHbIE,
NOJIy4aeMble B XOJ€ MOCICAYIOMIEr0 HAOMOAEHUS, HET HEOOXOAUMOCTH MOAABATh
B COCTaBE 3adBKM HA MOJYYECHHUE Pa3PCUICHUs HA PETUCTPALMIO, OJHAKO WX
CJIEYET MPENOCTABUTH MO3Ke. ECIM 3TO akTyanbHO, MALUCHTOB, BXOMASAIIUX B
OpOrpaMMy JOJATOCPOYHOIO HAOMIOACHMS, MOXKHO TPUBIEYb IJII MCCIEAOBAHUS

BO300OHOBJICHUS TCpalliu IMOCJIC NICpruoaa OTMCHEI.

4257 KoMOMHMPOBAHHME JEKAPCTBEHHBIX CPEACTB M JEMOHCTpaLUs
BKJIaJa KQKI0TO U3 KOMIIOHEHTOB CXEMBI B €€ 3(P(PEKTUBHOCTH

Haunnas ¢ ¢a3er Ila w pamee MOXKEeT MOHAZOOMTCS M3YyYECHHUE
KOMOMHMPOBAHHOW Tepanvu. YUYWTbIBas MMEKOIIMECS 3HaHus 00 o0mmx
NPUHLIMIIAX BUPYCOJIOTUH, & TAKXKE AKTYAIBHBIC JJI1 KOHKPETHON CXEMBbl TEpAIAN
JAHHBIE JTOKJIMHMYECKUX BHPYCOJOrMYEeCKMX wucchaeaopannii, KW ¢ mnomaHbeM
(aKkTOpPHBIM  JM3afHOM Ui MPSAMOTO TOATBEPKACHHMS BKIAAA KaKIOro
KOMITOHEHTa KOMOWMHAMKM B 3PPeKTUBHOCTh 00BIUHO HE Tpelyercs. [Iporpammy
pazpabotkn JIII cnemyer mimaHWpoBarh Tak, 4YTOOBI MMOJYYHATh Pa3yMHOE
000CHOBaHHE B HEOOXOMMMOCTH Kakaoro u3 JIC ¢ y4eTom BCeW COBOKYIHOCTH

JAaHHBIX.

4.2.5.8 Okcrpanonsiums 3pPexkTUBHOCTH Ha pa3Hble reHoTurbl BI'C

B pasnbix pernonax pacnpocrpanensl pasabie ['T BI'C. B Poccnn cambivu
pacnipoctpaHeHHbIMU SBISFOTCS [T 1 (52,6%, u3 Hux 3,7% NpUx0oaaTCs HA CyOTHIT
la n 48,9% — na cyotun 1b) u I'T 3 (39,6%), ropa3zno pexe Bcrpeuvaercs ['T 2
(7,.8%). I'T 4-6 Bcrpeuatorcs meHee yeMm B 0,01% cnyvaes, I'T 7 u 8 — kpaline

penxo [101].
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C touku 3penus >3¢dextunoctr JIIT I'T BI'C ornuyarores apyr ot apyra
10 HECKOJIBKAM acnekTam. Bo-MepBbIX, XOPOIIO M3BECTHO, 4TO Ui pasHbiX [T
pa3nuYacTCs  CIOKHOCTb JOCTHIKCHMSI JJIMMUHALMM  BHpyca C TOMOLIBIO
UMMYHOTEpPAIMA HA OCHOBE MPEMapaToB WHTEpPEpOHA, HANMpuUMmep, 1O
nokasarensm YBO, HecMOoTpss Ha Oofiee AIMTENBHYI0 NPOAOKUTEIbHOCTD
JedeHus u 0oliee BBICOKYIO 103y pubaBupuHa nipu ['T1 mo cpaBuenuto ¢ ['T 3 u 2.
DTO MOXKET OTPAKaTh BHYTPEHHHUE PA3TUYMsl B CHOCOOHOCTH OpraHW3Ma MalreHTa
smumuHupoBare pasHeie I'T BI'C. Kpome TOro, akTMBHOCTB OIPEACICHHOIO
[T/ moxer ObITe pa3HOH s pasHeix ['T wnwm moaTwWmoB. 3TO paznuyue
AKTUBHOCTH MOKET ObITh 00yCiOBIeHO pasHbiMu ECS50 mns Hambonee yacTo
BCTPEYAOIIUXCS BAPUAHTOB, HO TAKXKE M Pa3HbIMU OapbepamMH PE3MCTCHTHOCTH
NPy PpasHbIX CyO(r€HOTHNAX) B CHJIy YaCTOThl BCTPEUYACMOCTH PE3UCTECHTHBIX
KBa3uBUI0B. boiiee TOro, y pasHelx I'T ¥ MOATUIIOB MOXKET Pa3nvuyaTbCs 4acToTa
BCTPEYAEMOCTH  MOAJAIOUIMXCA  OOHAPY)KCHHUIO  MOJMMOP(HBIX  BapUAHTOB
(Hanmpumep, nomumoppusm NS3/4A Q80K wmm momumopgusm NSSA L31M).
Tarke umermuecs JaHHbIC TOKa3bIBAlOT, 4to [T 3, B CHJTy €ro 0COOEHHOCTEM,
MOJKET CIIOKHEE mnonanasarecs Tepanuu ¢ nomousro [T/ mo cpaBHeHuro ¢
apyrumu ['T.

C y4eToM BHPYCOJOTMYECKHX NAHHBIX in Vitro, MOXET OBITh BO3MOKHO
UCIOJIb30BaTh JAHHBIE O KIMHAYECKOH 3(PPEKTUBHOCTH B OTHOWIEHUU OaHOTO ['T
U TIOATBEPXKACHUS BbIBOJA 00 3(P(PEKTHBHOCTM B OTHOLIEHWH APYroro, AJs
KOTOPOTO  KJIMHWUYECKMX  JAHHbIX  OTHOCUTENBHO  Mano.  Hanpumep,
s¢pdektuBHOCTEIO TpoTB [T 1 MOXHO apryMeHTMpoOBaTh BBHIBOA 00
a¢pdextuBnoctr npotuB I'T 4, 5 u 6. DTOT MOAXOJ MOXKET JaTh BO3MOXKHOCTH
MOPEKOMEHAOBATh PEXKUM J03upoBaHus s Oosee penkux ['T. Tlpu Takoi
SKCTPANOJSIIMM  UMEIOLIMECS  JAHHBIC MCHOJIB3YKOTCS Ui PAaCCMOTPEHUS
COOTBETCTBYIOIIMX ACMEKTOB, KAaCAKIMXCAd CYMMAapHOW MPOTHBOBUPYCHOMN
3((PEeKTHBHOCTH Mpenapara/cxeMbl JICUEHHS MPOTUB JOMUHUPYIOIINX KBA3UBUIOB
WA HauboJiee PacpOCTPAaHEHHBIX MOATUIIOB/BAPUAHTOB W MPOTHB MOAJAOIINXCS

OOHaAPYKECHUIO BTOPOCTENEHHBIX KBa3UBH/JIOB. UtoOml MOAKPENUTh
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AKCTPAnosAuuio 3(PPEKTUBHOCTH, CIIEAYET MPUHUMATh BO BHUMAHHUE CIECAYIOLINE
3JIEMEHTHI.

Bo-nepBbix, MOJDKHBI OBITH sIBHBIC MNpu3Haku, 4to [T, Ha KOTOpHIi
AKCTpanonupyeTcs 3QPPEKTUBHOCTD, HE XYKE MOAAACTCS AMUMHUHAIMK, YeM [T, 00
3((PEKTUBHOCTH TPOTUB KOTOPOTO UMEKOTCS TAHHBIE (HAMPUMED, SIKCTPAMOIALMS C
I'T 2 ma I'T 3 npundara He Oyxaer). OxupaeTcs, 4YTO KaK MPaBWIO JUIs
AKCTPanoasuuu OyAyT UCIOJIb30BATHCS JAHHBIE O KIIMHUYECKOH 3P PEKTUBHOCTH B
orHoweHumn I'T 1.

Bo-BTOphIX, T0pHM  PACCMOTPEHWM  MPUEMIIEMOCTH  3KCTPANOJIALUU
00s3aTeIbHO NPUHAMATh BO BHUMAHUE BCE JOCTYMHBIE KIMHUYECKUE W
BHPYCOJIOTMUECKHE NaHHbIe. Hampumep, MOTYT UMEThCS JTAHHBIE O KIIMHWYECKON
3((PEKTHBHOCTH OTACHBHBIX KOMIOHEHTOB CXeMbl Tepanuu npotuB [T, Ha
KOTOpPBIE MPEAJIaracTcs SKCTPANnoJMpPOBaTh JaHHbIC. ECIM TaKOBBIX HET WJIM OUYEHB
Mano, 00s3aTeIbHO  JOCTATOYHOE  KOJMWMYECTBO  APYTMX  JAHHBIX  JUIs
AKCTPaNOIALMKU, HATPUMED, 3TO MOKET ObITh TMHAMUKA BUPYCHON HAarpy3Ku Npu
NPUEME TEPANNHU, BKITFOUAs BCE TOCTYITHBIC JAHHBIEC B PEKUME MOHOTEPAITUH.

B-Tpethux, npeanonaaracMoe cXoACTBO CEHHPUUECKON MPOTUBOBUPYCHOMN
aktTuBHOCTH mnpoTHB pasHeix [T BI'C BO Bpems JeueHus HEOOXOAUMO
00s3aTe€bHO MOATBEPANTHh AHAIOTMYHBIMH JaHHbIMA ECS50 ¢ ucnonb3oBaHueM
PEILTUKOHOB.

B-ueTBepThiX, HEOOXO0OUMO  00S3aTEIbHO  NPEIOCTABHTH  AHAIM3
reHeTnyeckoil rereporeHHoctn [T BI'C, Ha KOTOpBIA 3KCTpANOIMpyeTcs
3((PEeKTHBHOCTD, C OCOOBIM BHUMAHUEM K 4aCTOTE BCTPEYACMOCTH MOTCHIMAIILHO
3HAUYUMBIX TOJUMOP(U3MOB B TE€HE, KOAMPYIOMIEM MOJICKYJSPHYIO MUIICHb.
OO0s13aTeNIbHO MPUBECTH YOEAUTEIBHBIE JAOBOABI B MOJB3Y TOro, urto y I'T, Ha
KOTOPBIE 3KCTPAMOIUPYIOTCS MPEANOI0KEHUST 00 3(PPEKTUBHOCTH, YCTOHUMBBHIE
BApUAHThl WJIM KBa3WBHIbl BCTPEYAKOTCA HE dYalle, YeM Y TeX, C KOTOPBIX

IIPOU3BOAUTCA SKCTPAIIOJIALNSA.
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4.2.6 MccnenoBanust B 0COOBIX MOMYISLMSX

4.2.6.1 JleyeHHe NAMECHTOB C JEKOMIIEHCHPOBAHHBIM 3a00JICBAHUEM
NEYEHU

TepMHH «NaUEHTBl € JEKOMIEHCHUPOBAHHBIM 3a00J€BAHUEM TICYCHM)
4acTo 0003HAYAET MAIMECHTOB, Y KOTOPhIX HAOIIOAETCS WM paHee HaOroaaIach
KIIMHAYECKAs KapTUHA JCKOMIICHCALMU, HAIPUMEDP, KPOBOTCUECHHUE M3 BAPUKO3HO
PACIIMPEHHBIX BEH, AaCLMT, CEPbE3HbIE OaKTepUabHbIC WMH(PEKIUU WIH
sHUEehANTONaTHs, & TEPMUH (TIEYEHOYHAs HEAOCTATOYHOCThY OOBIYHO OTHOCUTCS K
¢yHkuroHanbHON Knaccupukaumm B wnum C nmo mwkane Yaiina-I1er0. B nanHOM
JOKYMEHTE 3TH TEPMHUHBI MCIOJIB3YKOTCS B3aUMO3aMEHSEMO sl O0OO3HAUYCHUS
OJTHOTO MM O0OMX YKA3aHHBIX COCTOSIHHA.

[Tocne moNy4eHUsT JOCTATOYHOTO KOJMYECTBA JOKA3ATENBLCTB, 4YTO
COOTBETCTBYIOIIMH PEKUM JO3UPOBAHMS CMIOCOOECH 00ECIEUNTh BBICOKYIO YaCTOTY
noctwkenns YBO, a takke gaHHeix 0 DK y manMeHToB ¢ TMEYEHOYHOM
HEAOCTATOYHOCTHIO M JOCTATOYHOM 0a30¥ JaHHBIX MO OE30MaCHOCTH y MAMEHTOB
c 3a00JIcBaHMEM TICUCHW HA MEHEE CEPbE3HOW CTaauWW, MOKHO HA4aTh
UCCIICIOBAHMs C BKJIFOUCHHMEM NANMEHTOB ¢ 3a00JicBaHMEM Ha 0oJiee MO3AHMX
cranusix. HccnemoBaHuss ¢ OPUBICYCHHEM 3TOH  MOMYJSAMM  OCOOCHHO
npuseTcTBytoTea it tex ['T BI'C, mmd KOTOPhIX HMMEETCSs OrPaHM4YEeHHOE
KOJIMYECTBO  JAHHBIX B TIOJB3Y JOCTYIIHBIX BapUaHTOB TEPANMM WU
3(PPEKTUBHOCTH AITUX BAPUAHTOB MOKET ObITh HEOMTUMAJIBHOM.

[Tpn BBIOOpE CXEM Tepanmuu [Uisi UCCICAOBAHMS CIICAYET MPUHUMATh BO
BHAMAHUWE MOCTYNHBIC OOLME NaHHBIC, Kacarommecs TPeOyeMOW NIUTEIbHOCTH
JeYCHUs W HEOOXOAMMOCTH MPUMEHEHUS PUOABMPHHA Ui ONTHMH3ALUU €ro
PE3YABTATOB Y MALMEHTOB C IEKOMIIEHCUPOBAHHBIM 3a00JICBAHUEM NIEYCHH.

YBO cuutaercs nOpHEMIIEMON KOHEYHOW TOYKOHW Takke W JUIs
UCCIICIOBAHUI € Yy4YaCTHMEM MAMEHTOB C JCKOMIICHCUPOBAHHBIM 3a00JICBAaHHEM
NEYCHHU, BMECTE C NMPEIOTBPALICHUEM WH(UIMPOBAHKS TPAHCIUIAHTATA B CIIydac
TpaHcIaHTauuu. YrtoObl ommucare KIMHWUYECKYHO monbly YBOI12 B 3tOM

NOMYJISILMK, PEKOMEHAYETCS MPOJAO/DKUTE HAOIIOACHHUE 3a MAlMEHTaMK Ui cOopa
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JaHHBIX O CMEPTHOCTH, MOTPEOHOCTM B TPAHCIUIAHTAUWM, (PYHKIMHA TEYCHU
(Hampumep, oueHka no mkane MELD), yactote pa3BuTHs renaToOLECIUTOISIPHON
KApUUHOMBI M BOCCTAHOBJIEHUS 3aTPOHYTHIX (prOpo3om Tkaneit [102].

Jlo navana KW ¢ yyactmeM DIAUMEHTOB ¢ JIEKOMIIEHCHPOBAHHBIM
3a00JICBAaHUEM NIEYCHH, CIICAYET U3YUYNTh (PApMAKOKUHETHKY U O€30MACHOCTh MPH
KPAaTKOCPOYHOM TPHUEME C TPHUBICYCHHEM [MALMEHTOB, COCTOSHUE TNECYCHU
KOTOPBIX OXBaThIBACT LEIEBON auana3oH (Hanpumep, kinaccel B umm C no mkane
Yaiing-ITer0). Ecnu JIII He 00namar0oT BBICOKMM OapbepoM PE3UCTEHTHOCTH,
CJIEIYET TPOBOAMTH UCCIICIOBAHHS (PAPMAKOKMHETUKH C YYACTHEM CYOBEKTOB, HE
uH(puumpoBanubix BI'C. PekoMeHayeTcsl MCMONB30BaTh B KAYECTBE MPENaparoB
CPABHEHHs YCTOSIBUIYIOCS CXEMy TEpamnuvM IJis LEJICBOM MOMmyJsiiuu (C TOYKH
3penust I'T BI'C, BKJIFOUEHHBIX B MCCIEAOBAHUE), YTOOBI HAAJEKAIIUM 00pa3oM
OXapaKTeEPU30BaATh OE30MaCHOCTh U 3PPEKTUBHOCTE HOBOTO JIIT Mmu cxeMbl myTem
CPABHEHHUsI ¢ CYIIECTBYIOIIMM CTAaHAAPTOM JieUcHUWs. JM3aiiH, mpeanosararommii
CPABHEHHE TPYMIl HEMEUICHHOTO U OTCPOYEHHOr0 Havalia Tepanuu (KOHTPOJb MO
nanedo), MOKET ObITh MEHEE MNOAXOASIINAM, MOCKOJIBKY JTOH KaTeropuu
NAIMEHTOB MEIUIMHCKAS TTIOMOLIb TPEOYETCSI CPOUHO.

[Ipy  wmccaemoBaHWM  HOBBIX — COCAMHECHWA B MOOYJISUMH €
JEKOMIICHCHPOBAHHBIM  3a00JICBAHMEM TEUYEHW OYECHb BOKHO HAUICHKALIMM

00pa3oM OTCIIEKMBATh O€30MACHOCTh YYACTHUKOB.

4.2.6.2 JleueHne MOCNE TPAHCIIJIAHTALUY [IEYCHH

Ecnu y mnanuenta mneped  TpaHCIUIAHTALMEH medeHu HaOromaeTes
onpeaensiemoe konmuectBo PHK BI'C, HEn30exHO MPOU30HAET MH(PUIMPOBAHNE
NEPECAKEHHON MeueHn. [uppo3 B TakWx ciydasx pa3BUBAcTCA OBICTPO, MPOTHO3
JUISL TTALMEHTOB, KOTOPBIM TPAHCIUIAHTALMS BBINOJHAJIACH B CBSI3M C HAIAYUEM
BI'C, xyxe, 4yem, KOrja nokKa3aHus K Onepauuu Apyrue. J1a rpynna MauueHTOB
XYK€ TEPEHOCUT PHOABUPUH, TMO3TOMY B HECKOJNBKHAX HCCICIOBAHUAX C
UCIOJIb30BAHNEM OE3UHTEPPEPOHOBBIX CXEM HAUYMHAIM JICYCHUE TAKUX MAUEHTOB

C 103 puOaBUpUHA HIDKE CTAHAAPTHBIX. BaXKHOU 1ENbI0 UCCIIeNOBaHUNA B 3TOM
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NONYJIIUA  MOXKET  ObITh  00ECHNEYEHHE  COOTBETCTBYIOIIETO  KOHTPOJIS
MEKIICKQPCTBEHHBIX B3aUMOJACHCTBUN C MMMYHOJENpeccaHTaMu. [Ipu3HaHo, 4To
NPOBENCHUE O(UIMAIBHBIX WCCICIOBAHANA B3aUMOACKHCTBUAS C HEKOTOPBIMHU
UMMYHOJENPECCAHTAMM €  NPHUBJICYEHHEM  3J0POBBIX  JOOPOBOJIBLIEB, 32
UCKITIOUYEHUEM MCCIICAOBAHWA  PA30BOM J03bI, MOXKET BBI3BATh OINPEACICHHBIC
CJIOKHOCTH, U YTO BO BPEMS MCCICIOBAHMI MOKET MOTPEOOBATHCS TLIATEIbHBIN
MOHHUTOPHHT (JapMaKOKMHETUKH. B HacTosiee BpeMs HE COBCEM SICHO, BIMSIET JI
TO, YTO MALMECHTY MEPECAXKEHA MEUYEHb U MPOBOAUTCS UMMYHOCYITPECCHSI, HA €r0
otBeT Ha Tepanuto T/ oTaenbHO OT APYrux (aKkTOpPOB, TAKMX KaK HAJIM4UE
(¢ubpoza. Hanpumep, OONBIIMHCTBO AOCTYMHBIX AAHHBIX OTHOCATCS K CXEMawm,
cojepKanMM PUOABUPUH, W TMOKA HE BBIICHEHO, TPeOyeTCs JIM 3TO B OOHIEM
cinyuae. Ilosromy npusetrctByercs mpoBenecHue KW sddexktuBHOCTH B AaHHON

IOIYJIAIHH.

4.2.6.3 TTaumenTsl, napuuupoBanabie BI'C n BUY

VY maumeHtoB ¢ ko-uH@peknueit BI'C m BHUY, 0coOeHHO y HMMEROIIMX
HU3Kkoe kommuecTBO CD4+  numdonmToB, 3a00J€BaHHE TMEUYEHU MOXKET
nporpeccupoBarb ObicTpee. PaHee KONMMYECTBO OTBEYANOMIMX HA TEPAIUIO
NErMJIMPOBAHHBIM UHTEPPEPOHOM B KOMOMHAIMK ¢ PUOABUPUHOM B 3TOM TpyIiIe
OBIJIO HMJKE, YEM B IPYNINE WH(PUUMPOBAHHBIX TOJBKO OAHUM W3 BUPYCOB, OJHAKO
npu ucnons3oBanuu [T/ Takoil mpoOieMbl, Kak MpaBHIIO, HE HAOTIOJAETCS.
Kpome TOro, Ha OCHOBaHWM MOSIBJSIFOIIMXCS CE€HYac MOaHHBIX W Tpouis
MEKIICKQPCTBEHHOTO B3aMMOJCHCTBUS KOHKPETHOW CXEMBI MOYKHO PacCMOTPETh
BO3MO>KHOCTh BKJIFOUeHHs manreHToB ¢ BI'C u BUY B 0011me moaTBEpKaarolime
KU npwm ycnoBuH, 4TO HE3aBHCHMO OT HAJIMYMS WM OTCYTCTBHSI BTOPOTO BHpycCa
OyayT M3y4aTbCsl aQHAJIOTWUYHBIC CXEMBI JICUCHUs. B TakoM ciydae MOKET OBITh
aKTyallbHa CTpaTU(UKALMS NALMECHTOB C KO-MHPEKUMEN H/UIM BBEACHHUE AJII HUX
0COOBIX OrpaHMucHuil. JlJIs TOATBEPKIACHUS PEKOMEHAAUMN, KaCArOLIMXCS
KOHTPOJISI MEXKIJICKAPCTBEHHBIX B3aWMOJCHCTBUN BaKHO, YTOOBI OOJbIIAs 4acTb

NAllMeHTOB  MCCIIEAOBAaHUS  MOJyvyalia  AHTUPETPOBUPYCHYIO  TEparuio.
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PekoMeHnayercs, 4TOOBI YAaCThEO 3THX MCCICAOBAHWA ObUTM TOMYJISILIMOHHBIC
uccienosanus OK g MOATBEP)KAEHHUS TOrO, 4YTO JOCTHIACTCA OXKUAacMmas
OKCITO3ULIUS (HOBBIX JIIT 51 AHTUPETPOBUPYCHBIX JIIT Cc
JOKa3aHHBIM/TIOTEHIIHAJTbHBIM B3aUMOJICHCTBUEM ).

Takum 00pa3zom, A HOBOTO Mpenapara AOKHBI OBITH MPEICTABICHBI
CJIENYIOLIUE NAHHBIE:

- Ilpn HEOOXOOUMOCTH, B CBSI3U C BO3MOYKHOCTBE) MEXJIEKAPCTBEHHOTO
B3aUMOJEHCTBUSA, [aHHBIE O B3aUMOACHCTBUM WCCIEAYEMOTO IIpernapara ¢
HamOoJee 4YacTo NpPUMEHAEMbIMM mpenaparamu npotus BUY. JlanHeie ©
MEXIIEKAPDCTBEHHOM  B3aMMOJEWCTBMM  CJIEAYET  MOJAYYATH 0  Hayaia
uccienoBaHus y yyactHukoB ¢ BUY-1/BI'C, npuHuMarommx aHTUPETPOBUPYCHYIO
Tepanuio, KOTopas, Kak o>kuaaercs, Oyaet 3arparuBath uccieayemoie [T,

- Jlannbie mo Oe3omacHOCTH, BKtoyas gaHHble 1o PHK BUWY, uToOni
OLICHUTh NOTEPrO 3P PexkTuBHOCTH TpenaparaMu npotuB BUY (moBTOpHBIA poct

BupycHoit Harpysku PHK BUU) u nsmenenns komudectsa CD4” muMpoLuToB,

4.2.6.4 ITauuenTsl, panee nomyvasuue [T

JUia  3TOM  mONyJIANMM  MAlMEHTOB  XapakTepHa  CYLIECTBEHHAs
HEOJIHOPOIHOCTh. Hanpumep:

. Paznuuusd B panee npuHumMaemsix TITITTI.

. [IpuunnamMu Heypaum ¢ npumeHenwem [IIITIJ] moryT ObITh
BUpycoJIoTAYecKass HEI(P(EKTUBHOCTh WM IUIOXas NEPEHOCUMOCTh, a TaKXkKe
nPOOJIEMBI C TPUBEPYKEHHOCTHIO JICUCHUIO.

. VY nanMeHToB MOTYT HAOJIFOAAThCS, WM HE HAOMIOAAThCS MPU3HAKA
[IEPCUCTUPYIOLLENH PE3UCTEHTHOCTH BUPYCA.

HanGonee BaxHbIi Hay4dHbIi BONMPOC, KacarolMKCS NALUCHTOB, pPaHEe
CTOJIKHYBIIKUXCS C BHPYCOJOTMYECKOH HEIPPEKTUBHOCTHIO W/HMIU TMOSBICHUS Y
Hux ycroiumBbix Kk [T/ BapuanToB BI'C, MOKeET 3aKiIH04YarbCsi B MOHUMAHUU
BJIIMSIHUS 3TOTO HA BKJIAJ B 3PPEKTUBHOCTD TEPANUU, KOTOPBIA BHOCHUT TO xe JIC

um JIC, K KOTOpOMY y BHpyCa NEPEKPECTHAs PE3UCTEHTHOCTb, B KAYECTBE
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KOMIIOHEHTa 00JI€€ CUJILHOACHCTBYIONICH CXEMbI (HAMPUMED, MPEANoIararmei
ucnonb3oBanue Oogbuiero yucia JII, Oonee mMTeNbHOrO mpuema u/miam Oosee
BBICOKHUX J103).

C KJIMHAYECKOM TOYKM 3peHUs HaumOosee MNOAXOASIIIMM BAapUAHTOM B
OOJBIIMHCTBE CIIy4YacB SBISIETCS BAapUAHT C MCIOJb30BAHUEM KOMOHMHALIAA
NPEMApPaTOB TEX KJIACCOB, KOTOPbIE MALMEHT PAHBIIC HE MOIYYaAJI WIA K KOTOPHIM
HE OKMAACTCS MEPEKPECTHAS PE3UCTEHTHOCTD, ¢ PHOABUPUHOM WJIH O€3 HETO.

UYrto kacaceTcs BIUSHUS TMOSBISIOLICIHCS PE3UCTEHTHOCTH K Mpemnapary Ha
NOCICAYIOIMYK) TEPANMMK YacTUYHO WM MOTCHUHATBLHO  CBA3AHHYIO €
NEPEKPECTHON PE3UCTEHTHOCTBIO, TO MHOTOE OCTAETCS HEU3BECTHBIM. SICHO, UYTO
NPAKTUYECKH BCE TMALMECHTHI, KOTOPbIE CTAIKWUBAKOTCA C BUPYCOJOTHYECKOM
Hea(pexktuBHOCTRIO Tipu JeueHun [T, coOmromasi pekoMeHJanuMu Bpauya,
OOBEKTUBHO TPYJIHO MOANAKOTCA JCUEHUIO. JlaHHbIi (PakT caemxyer mpuHUMarh BO
BHAMAHUE MPU TUIAHUPOBAHWUN MCCIEAOBAHUN C YYaCTUEM MALMEHTOB, Y KOTOPBIX
paHee HalOmrofanack BUPycoJoruyeckas HE3((PEKTHBHOCTh MPU KCIOJIB30BAHUA
cxem, coaepxkammx [T, Cremyer THaTeNbHO MPOAYMAaTh BHPYCOJOTHUYECKOE
00OCHOBAaHME CXEM, KOTOPBIE MPEANOIATracTCs MCMOJb30BaTh AJii TOBTOPHOIO
JIEYCHUsl MAlMEHTOB, KOTOPBIX PaHEE HE YAAJIIOCh BBUICUUTH C MOMOINBIO CXEM
[T (ranpumep, oxuaacMyro 3PPEeKTUBHOCTh W Oapbep PE3UCTEHTHOCTH K
UCCIIEyEMOH TEPANUKN), U YYUTHIBATh MOSIBISIOIIAECS HOBBIE JaHHBIC. [l TOrO,
YTOOBl ONTHUMHM3UPOBATH OTBET HA JICUCHUE Yy MALMEHTOB, CTOJIKHYBIUMXCS C
BHAPYCOJIOTHUECKOH HEAIPPEKTUBHOCTHEO, TOHAIOOMTCS M3MEHEHUE CO CTOPOHBI
npenapara (CyMMapHasi aKTUBHOCTb, JIMTENBHOCTH JICYCHHS) IO CPABHEHHIO C
NPEAbLAYILIAMH MOMBITKAMH JICUEHUSI.

Eciu B uccnenyemyro cxemy Bxoaut [IIIIT/], KOTOpBIA HAlMEHTHI YKE
nonyvanu, wim JIII, x xotopomy y BI'C moxer ObITh mNepeKpecTHas
PE3UCTEHTHOCTh, HEOOXOAMMO TINATEIbHO W3YYHATh HMCXOJHYH JIEKAPCTBEHHYIO
PE3UCTEHTHOCTh, YTOOBI MOKHO OBLIO CAENaTh OJHO3HAYHBIE BBIBOABI O €€
BIIMSTHUM Ha OTBET Ha Tepanuro. MccnenoBanus, B KOTOPHIX MAlMEHTHI MOBTOPHO

nonyuanu Jieuenue [II11]] u y kotopeix Bo Bpems Tepanuu BI'C nmocne cenexnun
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PE3UCTEHTHOCTH BEPHYJCS K JUKOMY THITY, CYMTAOTCS OCOOCHHO BAKHBIMM ISt
NOHMMAHWSI BIIMSHUS TPUOOPETEHHOM JICKAPCTBEHHOM PE3UCTEHTHOCTH.
[Tarmentsl, y KoTOpelIXx Tepanuss Ha ocHoe [IIIIIJl oxaszanacek
HEO(PPEKTUBHON H3-3a HEAOCTATOYHOW NEPEHOCMMOCTH M HE HAOIIOJAIOCh
MPU3HAKOB PE3UCTEHTHOCTH, JOJDKHBI OLICHUBATHCS HA NPEAMET IMOBTOPHOTO
JICYEHUS] B WHIMBHIYAIBHOM TOPANKE W HE CUYUTAKOTCA YETKO ONPENETICHHOM

uesieBoi rpynnoit ais KA.

4.2.6.5 UccnenoBanus ¢ PUBJICYCHUEM JETEN

O6b1un0 KU apdextrBHOCTH M OE€30MACHOCTH C MPUBJICUCHUEM JICTEH HE
npoBoasaTcs no 3aBepmeHuss KM 11 ¢as3er ¢ yyactmem B3pocibix. Paspaborka
JIEKAPCTBEHHON (DOPMBI SIBJISIETCS CAMbIM CJIOKHBIM acrnekToM paspadotku [TTITT]]
U A€TEH, MOCKOJIbKY MHOTHE mpenaparbl OyayT coaepxkars asa u 6onee JIC B
BUJIE KOMOMHAIMK (PUKCHPOBaHHBIX 103. Kak mpaBmio, JiekapCTBEHHBIE (OPMBI,
KOTOPbIE€ MPEAHAZHAUEHBI UTSl B3POCIBIX, MOAXOAAT Ui MOAPOCTKOB (12-18 ner),
HO JUIs JeTeil OoJiee MIIaamIero BO3pacTa, HEKOTOPBIE M3 KOTOPBIX HE CMOTYT
NPOIJIaThIBaTh TAOJIETKA, MOTYT NOTPEOOBATLCS APYTUE JIEKAPCTBEHHBIC (DOPMBI.
Pa3paboTka mnenmaTpuyecKux JIEKQPCTBEHHBIX (POPM JOJDKHA HAYMHATBCS Kak
MOXHO  paHbllle, 4YTOObl ~ OOECNEYHTh  CO3/JAHHME  COOTBETCTBYIOLIMX
NEaUaTPUUYCCKUX JIEKAPCTBEHHBIX (QopMm mnpenaparoB s neuenus BI'C. [lns
JEeTe cleayeT pa3padarbiBaTh COOTBETCTBYIOIIME BO3PACTy JIEKAPCTBEHHBIC
(dopmbl, yaenss ocoboe BHUMAaHHE BKYCy. PEKOMEHayeTCs, 4TOObI HCCIEA0BAHNS,
OCHOBHasi 1€Nb KOTOPbIX H3yueHue @OK w moabdop COOTBETCTBYKOIIMX 03,
OXBATHIBAJIM COOTBETCTBYIOIINIA BO3PACTHOM 1ruana3oH (0OBIYHO HAaYMHAs C 3 JIET),
¥ OBUIA HAIEJICHbl HA JOCTH)KCHUE aHAJIOTMYHBIX B3POCBbIM KOHIeHTpauuii JIC B
J1a3M€ KPOBH.

JUITATENBHOCT TEPANKH J0JKHA OBITH TOCTATOYHA JUIs AOCTHXEeHHs YBO,
YTOOBl YYACTHUKH MCCICAOBAHWS MOJYYWIA KJIMHAYECKYK) TOJB3Y, a
UCCIIEIOBATENIM - JIaHHble O Oe30macHOCTH W 3PdekTuBHOCTH. B Takue

HCCIICAOBAHNA MOKHO BKIIOYATh PaA3/JIMYHbIX HTAOUCHTOB ACTCKOI'O BO3pacta
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(Hanmpumep, ¢ paznuunbiM [T BI'C u ipyrumu ocoGeHHOCTAMU 3a00JI€BaHus ), ISt
JICYEHUST KOTOPBIX, €CM Obl OHW OBUIM B3POCIBIMHU, ObUIM Obl PEKOMEHIOBAHBI
paccMarpuBaeMbie mpenaparsl/cxeMbl. CleyeT NPU3HaTh, YTO KOJIMYECTBO ACTEH
1 oApocTkoB ¢ XI'C m oTBeHarommx KputepusM BKIroueHus B KM orpaHnyeHo.
Ecnu HeT Kakux-To crenn(puUuecKux OMACEHUH ¢ TOUKM 3pEeHUst O€30MaCHOCTH IS
nerei, npeapeructpanonubie KM MoXkHO orpaHuuuTh BbhIOOpKOH B 30-40
ManKMEHTOB B Bo3pacte OT 3 o <18 jer. Kak yke roBOPWIOCH BBIIIE, B TIEPBYIO
ouYepesib 3TH HCCIIEA0BAaHUS MOTYT OBITh HALEJICHBI HAa onpeaenenne OK, Ho Takxke
B HUX OyQyT coOMparbCs MAHHBIE, XOTS M OrPAHUYECHHO, O OE€30MacHOCTH W
s¢pdextuBHOCcTH. Tlocne perucTpanmu MOHAAOOMTCS COOpaTh JOMOJHUTEILHBIC

JaHHbIE 110 Oe3omacHoctH [103].

4.2.6.6 MccnenoBanus ¢ MPUBIICYEHUEM JIMLL TIOKMIIOTO BO3PAcTa

J1o HACTOAIEr0O MOMEHTA B UCCIICAOBAHUS BKIOYAIU OTHOCUTEIBHO MAJIO
JIALL TTO’KUIJIOTO BO3pacTa. XOTs OHM M HE CUMTAKOTCS 0CO00H monymsuueid B TOM
)K€ CMBICIIC, YTO W BCE YIOMSHYTHIE BBILIC KATETOPWHW, BKJIKOYECHHUE MOKHUIIBIX

naumenToB B KW, kak npasuno, npusercrByercs [ 104, 105].

4.3 Bonipocekl 6e30nacHOCTH

KonkpeTHbpie BOnpocel 0€30macHOCTH, CBsizaHHble ¢ JjeueHueM XBI'C,
KOTOPBIC UMEIOT 3HAUYEHUE [T pa3paboTku HOBBIX [IT1T1]], BKIFOYAOT HApyLIEHHE
(YHKIIMHA T€YEHW HA MOMEHT Haudaja HMCCIEAOBAaHWS, MU3BECTHYK) TOKCHYHOCTB
3apEruCTPUPOBAaHHBIX B Hactosuiee Bpems JIII (takux kak puOaBUpuUH),
BO3MOYKHOCTb AJIUTUBHON WJIA CUHEPIAYECKOW TOKCMYHOCTH NPH COBMECTHOM
HazHaueHnn JIC, (apMakOKMHETHYECKMX  B3aUMOJCHCTBUH W pa3BHUTHUsA
YCTOWYMBOCTM K Tepanud. OKAJAETCA, 4YTO TOKCHMYHOCTh, CBs3aHHAas C
MEXAHU3MOM JACHCTBHs (HANpUMEp, MUTOXOHAPHAIbHAS TOKCHYHOCTh AHAJIOTOB
HYKJICO3UI0B), OyIET XOPOLIO M3yueHa B JoKnTuHNYeckuX U K. JIroObie mpr3Haku
TOKCUMYHOCTH, KOTOpbIE HAOMIOJAIOTCS B JOKIIMHUYECKUX HCCIIEAOBAHUSX,

PEKOMEHYETCS OTCIEKUBATh M B MPOTPAMME KITMHUYECKON pa3pabOTKH.
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OcoOple OMaceHue CBsI3aHbl C UCCICAOBaHMEM Npoduis OGe30mMacHOCTH
nByx unu Oonee [T/, npuMeHseMbIX B KOMOMHAIMK, TPOQHIIb O€30MaCHOCTH
KOTOPBIX HE M3Y4aJICsd OTACIBHO HU JJIs OJHOrO M3 mpenaparoB. PazpaboTumkam,
UCCIEAYIOIMUM KOMOMHAMK HOBBIX JIC, HACTOATENBHO PEKOMEHAYETCS 00paaTh
BHUMaHUE Ha 3Ty npobnemy. OAHMM H3 CHOOCOOOB €€ pEIICHUS SIBIISCTCS
uccienoBanne oanoro unu odoux I B couetannu ¢ JIC ¢ paHee onucaHHbIM
npoguieM 0€30MaCHOCTH, B XOAE KOTOPOrO MOKHO OXapaKTEPU30BATH NMPOPHIb

0e30macHOCTH OTAETBHOTO Hecneayemoro JIC.
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