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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
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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
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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
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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.
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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
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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.

365



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
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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).

380



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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