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O0J1acTh TEXHUKH, K KOTOPOH OTHOCHTCS HacToOsIIee H3o0peTeHue

B Hacrosmem m300peTeHMH NpeIaraloTcss HHruOuTopsl aunentuanmentuaassi-4 (AI111-4), dapmanes-
TUYECKHe KOMIIO3WINH WM KOMOHMHAIH, BKitodaromue narnoutop JAINI1-4, xak ompeneneHo B JaHHOM KOH-
TEKCTe, M He0OA3aTeIbHO OJHO Wi OoJiee APYTUX aKTUBHBIX COCOMHEHUH, MpeIHa3HauYeHHBIC IS TPUMEHEHHS
B croco0ax JIedeHus WIN MPOGUIAKTHKN COCTOSHUHM, KaK OTIMCAHO B TaHHOM KOHTEKCTE, TAKUX KakK, HalpuMmep,
HapsIIy ¢ IPOYMMHE OJHO MITH 0OJiee COCTOSIHWM, BRIOPAHHBIX U3 caxapHOro auabdera tuma 1, caxapHoro auabdera
TUNA 2, HAPYIICHHOW TOJEPAHTHOCTH K TIIFOKO3€, HAPYIIEHHOTO YPOBHS TIIIOKO3HI B KPOBH HATOIIAK WM THIIEPT-
JINKEMHUH.

B xoHKpeTHOM BapuaHTe TepaleBTUUCCKHE H/WIN MPOPUIAKTHIECKUE CIIOCOOBI 0 HACTOsIEMY H300pe-
TEHHIO BKJIIOYAIOT CTAJMIO MACHTH(UKAINY MAIHEHTa, TI0AIAaI0NIerocs JICUSCHNIO 1/MIH POQHIaKTHKE, TPUIEM
yKa3aHHast HACHTH(UKANNS BKIIOYACT BBISIBICHNE Y TTAllIEeHTa BapuaHTa(oB) B OJJHOM WM 0oJiee TeHOB, CBSI3aH-
HBIX ¢ METa0OINYECKUMH 3a00JIeBaHMAMY (HAIIpUMeEp, IPUHAIIICKHOCTD MalueHTa Kk renotuny pucka TCF7L2,
KaK OIMCAaHO B JaHHOM KOHTEKCTE), WJIM BBIIBJICHHE Yy MalMeHTa COOTBETCTBYIOIIETO T'€HOTHIIA AMKOTO THIIA
(manpumep, BbLBIeHHE y namueHTa reHotuna TCF7L2 nukoro Twia, Kak ONMMCAaHO B JaHHOM KOHTEKCTE), H
KpOME TOTO CTaJi0 BBEJCHUS ykazaHHoro uHruoutopa JIII1-4, papmaneBTHIECKON KOMITO3UIIUN WIIA KOMOH-
HAIlNY TalMeHTy, KOTOPBIH HISHTH(OUITNPOBAH KaK MOIIAIONIHIICS JICUCHHUIO.

Kpome Toro, B 0THOM BapuaHTe Tpeisiaraetcs npuMeHeHune uaruouropa JAIMT1-4, dhapMarieBTHUECKONW KOM-
TIO3UINH, KOMOWHAIINY WM JIEKAPCTBEHHOTO CPEICTBA, KAXKIOTO, KaK ONFCAHO B TAHHOM KOHTEKCTE, B TEPAIIeBTH-
YECKOM /WK TIPO(PHUIAKTHIECKOM CIIOCO0E HITH JUTS TPAUMEHEHHSI COTJIACHO HACTOSIIEMY N300PETEHUIO JIJIS Tallu-
€HTa, Yy KOTOPOTO BBISABIICH BapruaHT(bI) B OHOM HIIM 0OJiee T€HOB, CBA3aHHBIX C META0OIMUECKUMHE 3a00JIeBaHMS-
MH (TaKoro Kak, HallpuMep, MaueHT ¢ reHotunoM prucka TCF7L2, kak onucaHo B JaHHOM KOHTEKCTE).

IMarmwenTs! ¢ reHoTunoM pucka TCF7L2 mo HacTosmeMy H300pETEHUIO BKITIOYAIOT, HO HE OTrPaHHYUBAsICH
TOJIBKO MIMH, ITAIIMEHTOB (IIPEX/e BCETo MAIMEHTOB C JHa0ETOM THIIA 2), Y KOTOPHIX BBISBICHBI BADHAHTHI TeHE-
tudeckoro pucka B rene TCF7L2, u B OONBIIMHCTBE CIy4acB CTPAJAIOIINX OT MATOJOTHYCCKUX MOCICICTBHMA
YKa3aHHBIX BapHAHTOB, IPEXkAE BCETro CBsA3aHHbIX ¢ T-amnenem pucka rs7903146 TCF7L2, Takux Kak NalUeHTEI
C BBISIBJICHHBIM TeTepo3uroTHbIM TeHoTunoM pucka CT rs7903146 TCF7L2 nnm mamueHTsl C BBIIBICHHBIM TO-
MO3UTOTHBIM TeHoTHuToM pucka TT rs7903146 TCF7L2.

Kpowme Toro, B ipyromM BapuaHTe npesiaraetcst npuMmeHenne narnounropa JII1-4, dapmamesTudeckoit kom-
TIO3UITNH, KOMOWHAIINY WM JIEKAPCTBEHHOTO CPEICTBA, KAXKIOTO, KaK ONFCAHO B TJAaHHOM KOHTEKCTE, B TEPaIIeBTH-
YECKOM H/WITH TIPOPHUIAKTHIECKOM CIIOCO0E MITH JUTSl TPUMEHEHHSI COTJIACHO HACTOSIIEMY N300PETEHUIO JIJIS Tallu-
enTa ¢ reHotunioM TCF7L2 nukoro tuma, npexne Bcero ¢ reHoTurnoM CC rs7903146 TCF7L2 nukoro tuma.

Kpome Toro, B HacTosieM M300peTeHNH MpeyIaracTcsi Ciocod AMAarHOCTHKH JUIS UICHTU(QHUKALNHA CYOb-
eKTa (Tpex/ie BCero MannenTa ¢ AnabeToM THma 2), y KOTOPOro CTaTUCTUYECKH HanOoJiee BEPOsITHO POSIBIICHUE
OnaronpusATHONW OTBETHOW peakiuy (HaIpuUMep, NP JTOCTIKEHNH TIINKEMHYECKOTO KOHTPOJIS, HAallpUMeEp, yPOB-
Hi1 HbAlc) Ha BBenenue tepaneBruuecku 3¢dexTuBHOrO KosmuectBa nHruoutopa HAIII1-4, Heobs3aTensHO B
KOMOMHAIIMY C OJTHUM HJIM OoJiee JPYruX aKTUBHBIX COSIMHEHUH (HapuMep, IPOTHBOINa0ETHIECKUX CPEJICTB),
NpUYEeM yKa3aHHBIM CIOCO0 3aKiII0YaeTcst B TOM, UYTO y CyOBeKTa BBIABIIIOT reHotun pucka TCF7L2 (mpexne
Bcero reHotun pucka CT wim TT rs7903146 TCF7L2) umu renotun TCF7L2 nmukoro tuna (mpexkae BCero reHo-
tum CC rs7903146 TCF7L2 mukoro Tuma), Ipy 3TOM y CyOBEKTa, KOTOPBIM OTHOCHTCS K TOMO3UTOTHOMY TE€HO-
tury CC rs7903146 TCF7L2 nukoro tumna (M B MEHBIIEH CTETIEHH Y CYOBEKTa, KOTOPBIH OTHOCHTCS K T€TEPO3H-
rotHomy reHotuiry pucka CT rs7903146 TCF7L2) noBeimeHa BEpOSITHOCTh OJIATONIPUATHOW OTBETHOM peaKInu
Ha BBeacHue wuHrHOUTOpa JIIII1-4 MO CcpaBHEHWIO C CYOBEKTOM C TOMO3WTOTHBIM TE€HOTHIOM pucka TT
157903146 TCF7L2.

Kpome Toro, B HacTosimeM H300pETEHUH TPeIaraeTcesi crocod

NPOHIIAKTUKH, 3aMeJJICHHS ITPOrPECCHPOBAHNS, MPHOCTAHOBKHY MITH JICYEHHS! META00IMIECKOT0 HapyIICHNS;

YIIy4YIICHUS! TTUKEMUYECKOTO KOHTPOJISI /WM CHIDKEHHSI YPOBHS TJIIOKO3BI B IUIa3M€ HATOIIAK, YPOBHS
TIIIOKO3BI B TUIa3Me MOCIIE TIpHeMa MUY W/WIIH yPOBHS TNIMKO3WINpoBaHHOTO reMoriioonna HbAlc;

pOQHITAKTUKY, 3aMEUICHNS], TPUOCTAHOBKY MIIM 00OpaIlieHHs IpOrpeccCupoBaHusl 3a00JIeBaHU: OT Hapy-
IIEHHOW TOJIEPAHTHOCTH K TIIOKO3€, HAPYIICHHOTO YPOBHS TIIOKO3B B KPOBH HATOIIAK, PE3UCTEHTHOCTH K HH-
CYJIMHY W/WTH OT MeTab0JIMIECKOTO CHHAPOMA 0 caxapHoro nquabdera Tuma 2;

IPOGUIAKTHKH, 3aMEUICHHS IPOTPECCUPOBAHUS, IPUOCTAHOBKH WM JICUCHHS COCTOSHUS FITU HApYIICHUS,
BBIOPaHHOTO U3 TPYIIIHI, BKIIOYAIOMIEH OCIOKHEHHS, OTIOCPEIOBAHHBIE CaXapHBIM JHA0ETOM;

CHIDKEHHSI MAaCCHI Tella W/MITN )KAPOBBIX TKaHEH WM MPOQIIAKTHKY YBEIHMYSHHUSI MACChI Tella W/IITH JKUPO-
BBIX TKaHEH WM YCKOPEHHS CHIDKCHHS MacChl TeJla W/IITH JKUPOBBIX TKaHEi,

MPOGUIAKTAKN WIIH JICUYCHHS JCTCHEpaluy [B-KIETOK IOKEITyIOUYHON KeJe3bl W/HIN YIy4IICHUS W/UIH
BOCCTaHOBJICHUS WM 3aIIUTH (YHKIIMOHAIEHOCTH [3-KJIETOK ITODKEITyJOYHOMN >KeJIe3bl W/MIN BOCCTAHOBICHUS
(hYHKIIMOHATFHOCTH CEKPELNH HHCYIIMHA TOKEITYI0THON KEIe301;

NpOQHITAKTUKY, 3aMeIUICHHs, TPHOCTAaHOBKH WIIM JICUCHHs 3a00JICBaHUI WMJIM COCTOSHMH, CBS3aHHBIX C
AQHOMAJIBHBIM HAKOIIJICHHUEM JKUPA B IIEUYCHH HITH SKTOIMYECKOTO XKUPa; HIIH

MOJIICPKUBAHUS /WU TIOBBIMICHUS YYBCTBUTCIBHOCTH K MHCYIUHY W/WIW JICUCHHS WIH MPO(UITAKTUKH
THIICPUHCYJIMHEMHH W/ WIH PE3UCTEHTHOCTH K HHCYJINHY;
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MpO(GUIAKTHKY, 3aMEIICHUS, TPUOCTAHOBKH WJIM JICUCHUS AuadeTa, BICPBbIC Pa3BUBIIETOCS TOCIIE TPAHC-
wianTanuu (JABPIIT), w/unm nmocTTpaHCIIaHTaIMOHHOTO MeTabonmdeckoro cuaapoma (IITTMC);

PO UIAKTUKH, 3aMEUICHUS WIIH CHHKCHHsI OCJIOKHEeHNH, cBsi3aHHbIX ¢ JIBPIIT w/mmm IITMC, Britogas
MHKpPO- ¥ MaKpOCOCYIUCTBIC 3a00JIeBaHUS U SBJICHUS, OTTOPXKCHUE TPAHCIUIAaHTAaTa, MHPEKIUIO M JIETAIBHBIN
HCXOJT;

JICYEHUS] COCTOSIHHM, CBSI3aHHBIX C THHEPTIUKEMHUEH W TUIEPYpUKEMHEH, y TMAIlMeHTOB, HYKIAIOIIUXCS B
TaKoM JICUCHHUH, HAIPUMED, Y TAIMEHTOB (MPEXK/IE BCETO Y MAIMEHTOB C CaxapHbIM IuabeToM TuIia 2), y KOTo-
PBIX TPUCYTCTBYET BapuaHT(bl) B OJHOM WJIM OOJiee T€HOB, CBS3aHHBIX ¢ METaOOJIMUECKMMH 3a00JIeBaHUSIMHU
(Takux Kak, HampUMep, MaunueHTsl ¢ reHoTunoM prucka TCF7L2, kak onmucaHo B TaHHOM KOHTEKCTE), MJIH Y Tia-
IIUCHTOB, KOTOPHIC OTHOCATCS K COOTBETCTBYIOIIEMY T€HOTHITY JMKOTO TUMA (TaKOMY KakK, HalpuMep, TCHOTHIT
TCF7L2 mukoro Tuma, Kak OIMUCaHO B JAHHOM KOHTEKCTE),

MpUYEM YKa3aHHBINA CIIOCO0 3aKIIF0YAeTCs B TOM, YTO y MANMCHTA/TIAI[MCHTKU BBISBIISTIOT BapHaHT(bI) B OJ-
HOM WIIM OOJice TCHOB, CBS3aHHBIX C METaOOJIUYCCKUMH 3a00JICBAaHUAMHU (HAIIPUMED, Y MALMCHTa/TIAIIMCHTKH
BRISIBILTIOT TeHOTHIT prcka TCF7L2, kak omucaHo B TaHHOM KOHTEKCTE) FUTH y MAIMEHTA BBISBISIOT COOTBETCT-
BYIOIIMI TEHOTHI AUKOTro THIa (Hanmpumep, reHotun TCF7L2 mukoro Ttuma, Kak OMMCaHo B JaHHOM KOHTEKCTE)
u BBomsAT mHTHONTOP JII1I1-4, Kak onpeaeneHo HIKE (MPEATOYTHTEIHHO JIMHATIIUIITHAH), HEO0S3aTEIhHO B KOM-
OMHAIMY C OJHUM WK O0Jiee IPYTHX aKTUBHBIX COCTNHCHUH.

Kpome Toro, B HacTosIeM N300peTeHUN Mpeanaraercs npuMenenue naruouropa JII1-4 ams momydeHus
JIEKApCTBEHHOTO CPEJICTBA, IPEAHA3HAYCHHOTO ISl IPUMEHEHHS B crtoco0e, KaK OMICaHO B JAHHOM KOHTEKCTE.

Kpome Toro, B HacTosimeM H300peTeHWH Mpeaiaraercs npuMeHenne waruouropa HAIII-4 mmsa neueHus
narueHTa (mpek]ie BCEro 4eI0BeKa ¢ caxapHbIM THa0eTOM THIIA 2), KaK OIMCAHO B JAHHOM KOHTEKCTE.

Kpome Toro, B HacTosIeM H300pETEHUU mpeiiaracTcs npuMeHenne uaruouropa AII1-4 nmpu neueHun
WK TPOQIIaKTHKE (PEXkIC BCEro METabOINUECKOT0) 3a00JIeBaHUs, HAPYIICHUS WM COCTOSIHUS (TIPEKIE BCETO
nuabeTa, IpekIe BCEro CaXxapHOTro quadeTa THIa 2 U OMOCPEIOBAHHBIX UM COCTOSHHIA, TAKMX KaK, HAIIPUMED,
CBsI3aHHBIC C JMA0CTOM OCIIOKHCHHS), KaK OMMCAHO B JAHHOM KOHTEKCTE.

Kpowme Toro, B HacTosmeM H300peTeHNH MpeaaracTcs NpuMeHeHne GpapManeBTHIeCKO KOMIIO3UITUH WITH
KOMOWHAIIMHY TI0 HACTOSAIIEMY H300pETCHHIO IS MTOTyYSHHS JICKapCTBEHHOTO CPEICTBA, MPEAHA3HAYEHHOTO IS
TMIPUMEHEHHUS B CIIOC00€, KaK ONMMCAHO B TAHHOM KOHTEKCTE.

B nHacrosmem n3o00peTeHnH TperaraloTest Takke HHruouTopsl JI111-4, kak omMcaHo B JaHHOM KOHTEK-
CTe, IperHa3HauYeHHBIC U1 MPUMEHEHHUS B CIIOCO0€, KaKk OMHMCAHO B JAHHOM KOHTEKCTE, MPUYEM YyKa3aHHBIN
CIoco0 3aKIIIOYaeTCsl B TOM, 9TO ManueHTy BBOAAT nHruouTop JII1-4 HeoOs3aTenbHO B KOMOWHAITUN C OJTHUM
Wwin 0oiee NPYruX aKTUBHBIX COSIMHCHUN (KOTOpBIC, HATIPUMEP, MOXKHO BBIOPATh M3 COCTUHCHUMN, YIIOMSHYTHIX
B JJAHHOM KOHTEKCTE).

IIpeAnochbUIKY CO3TaHUS HACTOSILIET0 U300peTeHnsI

JuabeT Trma 2 cTaHOBHUTCS BCe OoJiee pacIpOCTPaHSHHBIM 3a00JICBaHUEM, KOTOPOE M3-32 BRICOKOM YacTo-
THI OCJIOKHCHUN TIPUBOJUT K 3HAYUTEIHPHOMY COKPAICHUIO CPEIHEH MPOJAODKUTEIBLHOCTH KHU3HH. B CBA3M CO
CBSI3aHHBIMU C TUA0ETOM MUKPOCOCYAUCTHIMHU OCJIOXHECHUSMH B MPOMBIIUICHHO Pa3BUTHIX CTPaHaX JUA0CT TH-
ma 2 SIBJIIETCS B HACTOSIIIIEE BPEMS CaMOM pacHpOCTpaHEHHOW MPUUWHOMN pa3BUTHS IMOTEPH 3PEHUS, TIOUSTHON
HEeIOCTaTOYHOCTH W aMIIyTaIllii KOHEUYHOCTEH y B3pocibiX. K Tomy ke 3a0oneBanne quabeToM THIla 2 MMOBBIIIA-
€T B 2-5 pa3 PUCK cepAcIHO-COCYTUCTHIX 3a00ICBaHHIA.

[Tocite MPOIOKUTENEHOTO TIEPHOa Pa3BUTHS 3a00JIeBaHNs OONBITMHCTBO MAIIMEHTOB C THA0ETOM THIIA 2
CTaHOBSTCS HEBOCHPHUUMYUBBIMH K IIEPOPATHHBIM KypcaM JICUEHHS, a TakXKe HHCYJINHO3aBHCHUMBIMU C HEOOXO-
JIUMOCTBIO €KCTHCBHBIX MHBEKIUN 1 U3MEPECHUH YPOBHSI TTFOKO3EI HECKOIBKO pa3 B JICHb.

B xozne bpuraHckux MpocreKTHBHBIX MCCIIEAO0BaHUH 10 JieueHuto caxapHoro auadera (UKPDS) b0 ye-
TAQHOBJICHO, YTO WHTCHCHUBHOEC JICYCHUEC METPOPMHHOM, CYJIH()OHHIMOYCBHHAMH WJIH HHCYJIUHOM TPHBOJIHT
TONBKO K OIPAaHMYCHHOMY YJIYYIICHHIO TIHMKEMHYCCKOTO KOHTpois (pasnmuume ypoBHeid HbAlc cocraBnser
~0,9%). Kpome Toro, nake y maleHTOB U3 TPYIIIBI HHTCHCUBHOTO JICUYCHUS TIIMKEMUYECKUAN KOHTPOJb CO Bpe-
MEHEM 3HAYUTEIHHO YXYIIIAeTCs, YTO OOBACHACTCA yXyALICHHEM (DYHKIHH [-KIeTOK. BakHO OTMETHTBH, YTO
NP MHTCHCUBHOM JICYCHUU HE HAOIIOMACTCs CYIIECTBEHHOE CHIDKEHHE MHKPOCOCYIHMCTBIX OCIOXHCHUH, T.C.
CEPIICYHO-COCYTUCTHIX SIBICHUA. B CBS3M ¢ 3THM, MHOKECTBO MAIUCHTOB, CTPAJAONINX OT CaXapHOTO quadera
THNA 2, IPaKTHYECKU HE TOAMAI0TCS JICYCHUIO, YACTHYHO B CBSI3M C OTPAaHHUYCHISIMU ITPOIOIDKUTEIBHOHM 3¢ dek-
TUBHOCTH, C IEPEHOCUMOCTBIO U CIOKHOCTSMH TIPH BBEIECHUH 103, KOTOPBIMHI XapaKTEPHU3YIOTCSI COBPEMEHHBIC
THITOTIIMKEMUYECKIE KYPCHI JICUCHHUS.

[lepopanpHbIe 1 HEEpopaIbHBIE TPOTHBOANAOCTHIECKHE JIEKAPCTBEHHBIE CPEICTBA, OOBIYHO MCIIONb3Yye-
MBIC TIPH JICUCHUH (HAIpUMeEp, TaKWe KaK CPEACTBA TCpaIH IEPBOI WM BTOPOU JMHUW W/HIU CPEACTBA IS
MOHO- WJIM KOMOWHUPOBAHHOH (TIEPBUYHON WM JTOTIOJHUTEIBHOI) Tepanuu), BKIFOYAIOT, HO HE OTPAHUIHBASChH
TOJBKO WMH, MET(POPMHH, CYIb()OHUIMOYCBUHBI, THA30IUINHIAOHBI, TITHHUABI, HHTHONTOPHI OL-TITFOKO3HM A3k,
rimokaros-monoousri nentux 1 (I'TII-1) wnu ananoru I'TIT-1, a Takke MHCYIMH UM aHAJIOTH WHCYJINHA.

MHokecTBO ciydaeB Hed(D(CKTHUBHOTO JCUCHUS SIBIISICTCS OCHOBHOMN MPUYUHOMN BHICOKOTO YPOBHS Pa3BUTHS
JIONTOCPOYHBIX OCTIOKHCHHH, aCCONMUPOBAHHBIX C THUICPIIMKEMHUCH, WM XPOHHYCCKUX 3a00JIeBaHUN (BKIIOYAS
MHKPO- W MaKpPOCOCYIMCTHIC OCIOXKHCHUS, HAPUMED, TaKHe Kak TuadeTudeckas HepomaTusl, peTHHONATHS A
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HEBPOTIATHUS MIIN CEPJICYHO-COCYIUCTBIE OCIIOKHEHNS) Y MAIMEHTOB, CTPAIAIONIHNX OT quadeTa Tuma 2.

HccnenoBanusi reHeTHYECKOW acCONMALMK BBISIBIIIM T€HETHUECKHE BAPHAHTHI B HECKOJIBKUX T'€HaX, KOTO-
pBIE acCOLMHPOBAHBI C TIOBBIIICHHBIM PUCKOM pPa3BHTHS caxapHoro aumabera tuma 2. Hampumep, BapuaHTHI B
reHax TCF7L2, KCNJ11 u PPARG He3aBHUCHMO ¥ COTJIIACOBAHHO IMOBBIMIAIOT PUCK MPOTPECCUPOBaHUs 3a00I1e-
BaHUI: OT HAPYIIEHHOTO YPOBHS TJIIOKO3bI HATOIIAK M HAPYIICHHOW TOJIEPAHTHOCTH K TIIFOKO3€ 10 SIBHOTO IHa-
6eta. Xots Bapuaius B KCNJ11 MokeT H3MEHATh CEKPEINIO HHCYJIMHA, a Bapuaiis B PPARG MoxeT n3MeHATh
neticteue nacynuHa, TCF7L2 (dbakrop 2, mogooubIi T-criennpuaHOMY TPaHCKPHUITIUOHHOMY (aKTopy 7) SIBIIsI-
€TCsI OCHOBHBIM T'€HOM BOCIIPHMMYHBOCTH, WACHTH(GHUINPOBAHHBIM B HACTOSIIEE BpeMs A auabera Tuma 2 B
Pa3NMYHBIX STHAYECKUX TpyINax (HaupuMep, Y eBpOIeHIeB, MHANNIIEB U SIOHIEB, aMEPUKAHIIEB MEKCHUKaH-
CKOT'O TPOMCXOXKICHUS U 3anaaHbx appukanues). [loamumopdusMel (0AHOHYKICOTHAHBIE TTOJTUMOP(GHU3MBIL, TaK
HasbiBaeMble OHII) B rene TCF7L2, Takue kak, Hanpumep, rs12255372 u npexae Bcero 17903146 B ocHOBHOM
accoUMMpOBaHbI ¢ auadbeToM. Puck paszsutus quabera Tuma 2 MOBBIIAETCS NpUOIM3UTENbHO Ha 45% (oTHOIIE-
HHe I1aHCOB cocTasisieT 1,45) cpenu Hocutenei T-amnens pucka nomumopgusma rs7903146 rena TCF7L2 (re-
teposurotHoro CT) u mo kpaiineil mepe ynBamBaeTcs (OTHOIICHHE IIAHCOB cocTaBisieT 12,41) cpexn romosu-
roTHBIX reHoTUroB TT 1o cpaBHEHHIO ¢ TOMO3UTOTHBIMU TreHoTunamMu CC gukoro tuma (Grant u ap., Nature
Genetics, 1. 38, cc. 320-323 (2006)). I'enotunsr pucka TCF7L2 acconmuupoBaHbl ¢ MOBBIMICHHON dKCIpeccrueit
TCF7L2 B B-KJIeTKax MOKEIYA0YHOH Kene3bl, HapyIIeHHO! (CTUMYJIUPOBAHHOM TIIIOKO301) CeKpenneid HHCy-
JIMHA, TeHCTBHEM MHKPETHHOB M MOBBIIIEHHONW CKOPOCTBHIO MPOTYyIHNPOBAHMS TIIFOKO3BI IIEUYEHH, a TaKKe Ipea-
PaCTIONOKEHHOCTHIO K TMAa0eTy THTIA 2 U TPOTHO3UPYEMBIM Pa3BUTHEM B OyayiieM auadeta tuma 2 (cM. Lyssen-
ko u ap., The Journal of Clinical Investigation, 1. 117, Ne 8, cc. 2155-2163 (2007)). Jloka3aHo, 9TO BapUaHTHI
pucka noaumopdusma rs7903146 rena TCF7L2 acconmuupoBaHbl CO CHMKCHHBIM JEHCTBHEM HHKPETUHOB HA
CEKpEIMIO MHCYJINHA, YTO MOXET OBITh O0YCIIOBJICHO, 110 KpaifHEeH Mepe YacTHYHO, HAPYIIECHHOW YyBCTBHUTEIb-
HOCTBIO [3-KJIETOK K MHKPETHHAM.

B cBsi3u ¢ 3THM cileyeT 0KUIaTh BOSHUKHOBEHHE MPOOJIEM B X0J1e IPOTHBOANA0ETHIECKOTO JICYEHUS T1a-
IIUEHTOB ¢ 1MabeToM, Y KOTOPBIX BBISBICHBI BapuaHThl pucka TCF7L2, mpexne Bcero Hocurene# T-asutens
pucka 1s7903146 TCF7L2, takux kak mauueHTsl ¢ BoiaBIeHHBIM reHoTunoM CT 1s7903146 TCF7L2 unu mpex-
Jie BCEro MalKeHThl ¢ BhIsiBIeHHBIM TeHoTHIIOM TT 1s7903146 TCF7L2.

B cBsi3u ¢ 3THM B MeauIMHE CYIIECTBYET HEpeaan30BaHHas ITOTPEOHOCTh B pa3paboTKe crocoOoB, JieKap-
CTBEHHBIX CPEACTB M (papMaleBTUISCKUX KOMITO3UITUH MM KOMOWHAIMI C JTOCTATOYHO BBICOKOH () (PEeKTHBHO-
CTHIO B OTHOIICHWH TIMKEMHYECKOTO KOHTPOJSL, B OTHOIIECHHHM MOIM(HUIMPYIOUINX 3a00JeBaHHUE CBOUCTB, a
TaK)Ke B OTHOIICHUH CHIDKCHHS 3a00JI€Ba€MOCTH M CMEPTHOCTH, CBSI3aHHBIX C CEPACYHO-COCYIUCTHIMHU 3a007Ie-
BaHWSMH, M B TOXKE BPEMsI XapaKTePU3YIOIINXCA yITyIIIEHHBIM poduieM 6e30MacHOCTH.

Wuarunduropsr JAIII1-4 mpemcTaBnsioT coO0O elie OJWH HOBBIM KIIACcC areHTOB, KOTOPBIH pa3paboTaH s
JICUSHS WITH yIyYIICHIS TIIMKEMHIYECKOTO KOHTPOJIS Y MTAllMeHTOB C qHa0eToM Thma 2.

Hanpumep, wnaruouropst AII-4 u ux npuMmeHeHme omucaHsl B 3asBkax WO 2002/068420, WO
2004/018467, WO 2004/018468, WO 2004/018469, WO 2004/041820, WO 2004/046148, WO 2005/051950,
WO 2005/082906, WO 2005/063750, WO 2005/085246, WO 2006/027204, WO 2006/029769,
WO02007/014886, WO 2004/050658, WO 2004/111051, WO 2005/058901, WO 2005/097798, WO
2006/068163, WO 2007/071738, WO 2008/017670, WO 2007/128721, WO 2007/128724, WO 2007/128761
wm WO 2009/121945.

Leap HacTOAIEr0 N300peTEHNA

ens HacTOsAIIETO N300PETEHUS 3aKITIOYACTCS B pa3pabOTKe JIEKAPCTBEHHOT'O CPEACTBA H/WIIH CrIocoda s
NpOUIAKTHKH, 3aMEIJICHHUS IPOTPECCHPOBAHNS, MPUOCTAHOBKH WM JICUCHUS METa0OJIMUECKOTO HAPYIICHNUS,
MIPEXKIE BCETO caxapHOTo AuadeTa Thma 2.

Crienyrommas meiib HacTOSIIIEero N300pETeHHS 3aKIII0YaeTCs B pa3paboTKe JICKAPCTBEHHOTO CPEICTBA H/HITH
crioco0a st yIy4IIeHUs! TIIMKEMHYECKOTO KOHTPOJIS y MAalMeHTa, HYXIAIOIETrocs B TAKOM JICUCHUH, MPEXIe
BCETO y TAIEHTOB C CaxapHbIM JHa0eTOM THIA 2, HAlpUMeEp, y NMAlMEHTOB, Y KOTOPHIX BBISIBIICH BapHaHT(bl) B
OJTHOM M1 OoJiee TeHOB, aCCOLMUPOBAHHBIX ¢ META0OIMYECKUMH 3a00IeBaHUSAMHE (TaKUX KaK, HalpuMep, naru-
eHThl ¢ reHoTHnoM pucka TCF7L2, xak onncaHo B JaHHOM KOHTEKCTE), WM Y MAlUEHTOB, Y KOTOPBIX MPUCYT-
CTBYET COOTBETCTBYIOIIMH T'€HOTHII ANKOTO THIIA.

Jlpyras 1esib HacTOSIIEro M300pETEeHHs 3aKIIF0UaeTCsl B pa3pabOTKe JISKApCTBEHHOTO CPECTBA W/HMIIM CIIO-
coba s yIydIIeHUs] TITUKEMHYECKOT0 KOHTPOJIS y MAaIlMeHTa C HEJOCTATOYHBIM TITHKEMHYECKHM KOHTPOJIEM
HECMOTpS Ha JICUYCHHWE B PEXMME MOHOTEPAIHH C HWCIOIH30BAHHEM IPOTHBOINAOETHUECKOTO JIEKapPCTBEHHOTO
CpencTBa, HapUMep, METPOPMHHA, WIH HECMOTPSI HA KOMOWHHUPOBAHHOE JICYCHUE IBYMS HIIH TPEMs IPOTHBO-
MabeTHIECKUMU JICKapCTBEHHBIMU CPEJICTBAMH, HApUMeEp, Y TAIUeHTa ¢ BapHaHTOM(aMH) B OJHOM WIiIH OoJiee
TEHOB, aCCOI[MMPOBAHHBIX C META0OIMIECKUMH 3a00JIEBaHMAMH (TaKOTO KaK, HAIPHMEp, MallueHT C TEHOTHUIIOM
pucka TCF7L2, kak onmucaHo B TaHHOM KOHTEKCTE), WIIM y TIAIUEHTa, Y KOTOPOTO BBHISBICH COOTBETCTBYIOIIHMA
TEHOTHIT AUKOTO THIIA.

Jlpyras mesib HacTOSIIEro M300pEeTEeHHs 3aKIIF0UaeTCsl B pa3padOTKe JISKApCTBEHHOTO CPECTBA W/HMIIM CIIO-
coba m1s npouIaKTHKY, 3aMEIJICHUS] WIN TPHOCTAHOBKH MPOTPECCHPOBAHUs 3a00JIEBaHUH OT HApYIICHHOH
TojepaHTHOCTH K Tiroko3e (HTT), HapymeHHoro ypoBHs rimoko3sl B kpoBH Hatowmak (HI'H), pesucrenTHOCTH K
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WHCYJIMHY W/WIA METa0OIMYECKOTO CHHAPOMA 10 CaxapHOro Auadera Tuma 2.

Emre omHa 1ienb HACTOSIIETO M300PETCHUS 3aKIIOYAeTCs B pa3pabOTKe JICKAPCTBEHHOTO CPEICTBA W/WJIH
cnoco0a 1t MPO(UITaKTUKH, 3aMEUICHISI IPOTPECCUPOBAHMSA, TPHOCTAHOBKH WIIM JICYCHUSI COCTOSHUS WM Ha-
PYIICHNUS, BRIOPAHHOTO W3 TPYIITHI, BKIIOYAIOIEH OCTIOKHEHHUS, OTIOCPEIOBAaHHBIE CaXapHBIM THa0eTOM.

Crienyrommas meiib HacTOSIIIEero N300pETeHHS 3aKIII0YaeTCs B pa3paboTKe JICKAPCTBEHHOTO CPEICTBA H/HITH
cnioco0a Il CHIDKEHUSI MacChl Tella WM NPO(MIaKTHKY YBEIHUYCHHSI MacChl Tela y MAaIlMeHTa, HyKIaIoMerocs
B 9TOM, HaIlpuMep, Y HalHEeHTa, Y KOTOPOTO BRIBICH BapHaHT(bI) B OJHOM HJIH 0OJIee TEHOB, aCCOIMAPOBAHHBIX C
METa0OTUIECKUMH 3200JIeBaHISIME (TaKOTO Kak, HApUMep, MaruenT ¢ reHotunoM prucka TCF7L2, kak onrcaHo B
JTAHHOM KOHTEKCTE), WIIN Y MAI[MEHTa, KOTOPBI OTHOCUTCS K COOTBETCTBYIOIIEMY FCHOTHITY TUKOTO THIIA.

Jpyras menp HACTOSIIETO M300PETCHUS 3aKII0YAaeTCs B pa3pabOTKe JICKApCTBEHHOTO CPEACTBA, XapaKTe-
PHU3YIOIIETOCS BBICOKOH A()()eKTUBHOCTHIO TIPH JICUCHUH META00IMYCCKIX HAPYIICHUIH, MPEKIC BCETO CaXxapHO-
ro nmuabdeta, HTI', H['H, w/unu runeprivukeMun, IpuveM yKa3aHHOE JICKApCTBEHHOE CPEICTBO XapaKTePH3YeTCs
JIOCTAaTOYHO WJIM YPE3BBIYAHHO BBHICOKUMH (HapMaKOJIOTUICCKUMHU H/WiIH (hapMaKOKUHETUICCKUMU W/WIH (HU3U-
KO-XUMHYCCKUMH CBOWCTBAMH.

Jpyrue nenn HacTOSIIEr0 M300pETEHUS MPEACTABISAIOTCS OYEBHIHBIMHU JUIS CIICIIMATIHNCTOB B JaHHOW 00-
JIACTH METUIMHBI HA OCHOBAaHUH ONHMCAHHS U IPUMEPOB HACTOSIIIEH 3asBKH.

Kpartkoe u310:keHHe CyIIHOCTH H300peTeHH

B nacrosmem w3o0OpereHnu ycTaHOBIeHO, 4To WHTHOUTOp JII1-4, MpenmodTUTeNbHO JMHATIMIITHH, a
Takke (hapMarieBTHUECKass KOMITO3HIINS WM KoMOWHaIus, BKiItodaromas naruourop JAIMI1-4 u HeoOs3aTenbHO
OITHO WJIH 0oJiee MPYTWX aKTUBHBIX COSAWHEHHWH (HampuMep, MPOTHBOANA0CTHIECKUX areHTOB), SBJSIETCS Tepa-
MEBTHYCCKHU d(PPEKTUBHBIM JUIS YIYYIICHHUS TITUKEMHYSCKOTO KOHTPOJISA M JICUCHHS CaXxapHOro auadera Tuma 2
nanueHToB ¢ reHotunoM pucka CT wimm TT rs7903146 TCF7L2, a Takxe namueHtoB ¢ reHorunom CC
17903146 TCF7L2 nuxoro Turma.

[pexme Bcero OBLIO YCTAHOBICHO, YTO Y BCEX MCCICIOBAHHBIX MAaIMeHTOB ¢ reHoTHriom TCF7L2 (mamu-
entoB ¢ reHotunoM pucka CT wimu TT rs7903146 TCF7L2 unu ¢ renotunom CC rs7903146 TCF7L2 nukoro
THTIa) HaOMIOMaeTCsl KIIMHNYECKH 3HaUMMasi OTBETHAs peakiys Ha BBeneHue maruoutopa JIII1-4, npennoyru-
TENBHO JIMHATJIUITHHA.

B cBs3u ¢ 3THM B HacTosmEeM N300peTEHUH OIpeesIeHHbIE IOATPYIIIBI MAIIHEHTOB C AMa0eTOM, ITOAIat0-
MIUXCSI TPOTUBOANA0ETHIECKOMY JICUCHHUIO TI0 HACTOAIMIEMY M300peTeHHIO (BKIIOYas MPEIIOYTHTEFHO IIPUME-
HEHHE JIMHATIHNITHHA, HE0Os3aTeIhHO B KOMOMHAIIMY ¢ OJHUM WM OoJiee IPYTHX aKTHBHBIX COCAWHEHHH, Ta-
KX Kak, HallpuMep, IpyTryue MPOTHBOINAOETHUECKHE COSANHEHHs, KaK OMMCAHO B JJaHHOM KOHTEKCTE), BKITIO-
YaroT, HATIPUMEP, HO HE OTPAHHYHMBASICH TOJHKO MU, MAIUCHTOB, Y KOTOPHIX BhIsABICH reHOTHIT CC mnu CT win
TT rs7903146 TCF7L2 cOOTBETCTBEHHO.

B Hacrosmem n300peTeHHH KPOME TOTO OBLTO YCTaHOBJIECHO, uTo MHrHOUTOpH JI1I1-4, Kak ompeaencHo B
JTAHHOM KOHTEKCTE, a TaKXke (papMaIleBTUYCCKAC KOMIO3WIIMU WM KOMOWHALIMY, BKJIIOYAIONINE HHTHOUTOP
JIIII-4, xak ompeneneHo B JAHHOM KOHTEKCTE, U He00s3aTeIbHO OJTHO MM 0oJiee APYTUX aKTHBHBIX COCIUHE-
HUH, MOKHO HCIIOJIF30BaTh B CIIOCO0C MPOQIIAKTHKY, 3aMEIICHUS IPOTPECCUPOBAHMS, TPHUOCTAHOBKY (HATIPH-
Mep, NMPUOCTAHOBKK Hadaja pa3BUTHS) WIH JICUCHUS METaOOIMYECKOTO HapyileHus (Tpexiae Bcero auabdera,
MPEeX/Ie BCEro caxapHOro nuabeTa THMa 2 W POJICTBEHHBIX COCTOSHHM, HaIpHMEp, OCIOXHEHUH, OTOCpPEeIOBaH-
HBIX Ja0eToM), IpEeXKe BCETO B CIIOco0e YITydIIeHHs TITMKEMUYECKOT0 KOHTPOJIA MAMeHTa, TAKOTO KaK MaIieHT,
y KOTOpPOTO BBISIBJICH BapuaHT(bI) B OJHOM WJIHM 0oJiee TEHOB, aCCOIMUPOBAHHBIX C META0OIMUECKUMH 3a00JIeBa-
HUSAMH (TaKOTO KaK, HalpuMep, ManreHThl ¢ TeHoturnoM prucka TCF7L2, kak ormMcano B JAHHOM KOHTEKCTE).

B Hacrosmem n300peTeHHN KPOME TOTO OBLTO YCTaHOBJICHO, uTo MHrHOUTOpH! JI1I1-4, Kak ompeencHo B
JTAHHOM KOHTEKCTE, a TaKXke (papMaIleBTUYCCKHC KOMIO3WIIMU WM KOMOWHALIMY, BKJIIOYAIONINE HHTHOUTOP
JIIII-4, xak ompeneneHo B JAHHOM KOHTEKCTE, U He00s3aTeIbHO OJTHO MM 0oJiee APYTUX aKTHBHBIX COCIUHE-
HUH, MOKHO HCIIOJIF30BaTh B CIIOCO0C MPOQIIAKTHKY, 3aMEIUICHUS IPOTPECCUPOBAHMS, TPHUOCTAHOBKY (HATIPH-
Mep, TPUOCTAHOBKU Hayalla Pa3BUTHS) WIM JICYCHUS META0OJMYECKOTO HapyIIeHUs (MPexkIe BCero Imadera,
MpEeXJIe BCETO caxapHOro auadeTa Thma 2 U POACTBEHHBIX COCTOSHHIA), MPEKIEC BCETO B CIIOCOOE YIIYUIICHUS
TJIMKEMHYECKOTO KOHTPOJISI IMAIMeHTa, TAKOTO KaK MAaIlUeHT, KOTOphIid oTHOCUTCS K TeHoTuny TCF7L2 mukoro
tuma, npexe Beero k reHotumy CC rs7903146 TCF7L2 aukoro tuma.

B omHOM BapmaHTe cIoco0 BKIIOYAET CTATUIO WACHTU(DHUKAIMH MAlUEHTa, BOCIPUIMYUBOTO K HCIIOJb-
3yeMoMy CTioco0y, HalpuMep, BKIIIOYAIONTYIO BBISIBICHUE y TIAIIMUCHTA BapraHTa(0OB) B OJHOM HIIK 0oJiee TEHOB,
ACCOITMMPOBAHHBIX C META0OJIMYECKUMHE 3a00JIeBaHUAMH (HAaIpUMep, MPUHAAIC)KHOCTH MAIlMeHTa K T€HOTHUILY
pucka TCF7L2, kak omucaHo B TaHHOM KOHTEKCTE), WUIM TMPHUHAJICKHOCTH TanuenTa Kk renoturry TCF7L2 au-
KOTO THUIIa, KaK OMHCAHO B JJaHHOM KOHTEKCTE, a TaKKe CTAIHWI0 BBEJCHUs YyKazaHHoro mHruoumrtopa JIIII-4,
(hapmareBTHYCCKOW KOMIO3HIUU WIIM KOMOHWHAIMY TMAIUEHTY, Y KOTOPOTO YCTAHOBJICHA BOCIIPHAMYHBOCTH K
cnoco0y.

Yka3aHHBIN TPUHIMIT OTKPHIBAET HOBHIC TEPANICBTHUYCCKUEC BO3MOXKHOCTH IS JICYCHUS M MPO(UIAKTHKH
caxapHOro amabera Tuma 2, W30BITOYHOW MAacChl Tela, OXHUPCHHS, OCIIOKHCHHN, OMOCPEIOBAHHBIX CaXapHBIM
IabeTOM, U POJCTBEHHBIX MATOJIOTUYCCKUAX COCTOSHUM, BKJIIOYAs MAIMCHTOB, Y KOTOPBIX BBIABICH(BI) BapH-
aHT(bl) B OJTHOM HJIH 0oJiee TEHOB, aCCOIMUPOBAHHBIX C META0OJUIECKIMH 3a00JIEeBaHUSAMHU (TaKUX KakK, HATIPH-
Mep, ManueHThl ¢ reHoTUuToM prucka TCF7L2, kak onmrcaHo B TAaHHOM KOHTEKCTE), a TAKKE TAIlNEHTOB, KOTOPHIE
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OTHOCSITCS K COOTBETCTBYIOIIEMY T'€HOTHIYy AMKOTO THMA (HampuMep, TakuX Kak HalUeHTHl C T'CHOTHUIIOM
TCF7L2 nukoro Tuma, Kak OIMUCAHO B JAHHOM KOHTEKCTE).

Kpowme Toro B HacTosimemM H300peTeHNH IpeaiaraeTcs Crnoco0 onpeeieHusl BEpOSITHOCTH OJIaronpHATHON
OTBETHOHU peaknuy (Hampumep, Ipu 00SCIIeYCHNN TTIMKEMHUYECKOTO0 KOHTPOJIS) WIM BETMYUHBI OJIarONpUATHOTO
n3MeHeHus ypoHs HbAlc y uHauBuIyyMa B pe3ynbrare JiedeHuss HHANBUAyymMa uaruoutopom AIIII-4, mpen-
MOYTHTENBHO JTHHATITUITHHOM, WX HHruOuTopoM JI1I1-4 B KOMOMHAINH ¢ OJHIM MK O0Jiee IPYTUX aKTHBHBIX
COeMHEHUH (HampuMep, MPOTUBOANAOETUIECKIX areHTOB), MPUYEM yKa3aHHBIA CIOCOO 3aKIIIOYaeTCs B TOM,
YTO BBIABIISIOT MPUHAMIECKHOCTh CyOBhekTa K TeHoTuny pucka TCF7L2 (mpexne Bcero k reHotumy pucka TT
157903146 TCF7L2) unu x renotuny TCF7L2 nukoro tuna (npexnae Bcero k reoruny CC rs7903146 TCF7L2
JIMKOTO THUIIA), IPH 3TOM BEPOSITHOCTH OJIarONpHUATHON OTBETHON pEakIMy WM 3HAYUTEILHOTO ONaronpusaTHOTO
n3MeHeHus1 ypoBHs HbAlc B kauecTBe 0TBeTHOH peakumy Ha BBeaeHue naruoutopa JAII1-4, npeanodyrntensHo
JWHArMNTHHA, Win naruoutopa JAIII1-4 B koMOMHAIMK ¢ OMHUM WiIn Ooyee APYTHX aKTUBHBIX COCAMHEHUH
(HanpuMep, TPOTHBOANAOETHYECKUX arcHTOB) IOBBINICHA Y MHIMBHAYYMa, OTHOCSIIETOCS K TOMO3HTOTHOMY
regotuny CC 157903146 TCF7L2 auxoro Tuma, U CHIJKE€Ha Yy HHIUBUAYYMa C TOMO3UTOTHBIM F€HOTHUIIOM PHCKa
TT rs7903146 TCF7L2 (1O Bce ere, HApUMeED, SIBJISETCS KIMHUYECKH CYIIIECTBEHHOH WA 3HAYMMON ).

B cBsa3u ¢ 3TM B omHOM OOBEKTe mpemaiaraercs QapMareBTHYecKas KOMIIO3WINS WM KOMOMHAIHS,
BKITIOYAIOIIAs:

(a) naruburtop JIIII-4, u HEOOs3aTETHLHO

(6) BTOpOI MPOTHBOANAOETHIECCKUI areHT, BHIOpaHHbIN 13 Tpynmbl G3, BKItoYaroneil Ouryanums (Tipex-
Jie BCEro MeT(OPMUH), THA3OJUAWHIUOHBI, CYIb()OHUIMOUYEBHHBI, TJIMHUABI, MHIMOMTOPHI O-TJIIOKO3HMIA3Hl,
T'TITI-1 wm ananoru I'TITI-1, a Takke UHCYITMH WK aHAJIOTH MHCYJIMHA, U HE00sS3aTeIhHO

(B) Tperuil mpoTuBOAMAOETHYECKUI areHT, OTJIMYArOIMicss oT areHra (0), BbIOpaHHBIH U3 rpynnsl G3,
BKJIIOYAroNIe OUryaHuns! (Ipekae Bcero MeT(OpPMUH), THA30IUIAUHINOHBI, CYJIb(OHMIMOYECBUHBI, TINHHUIDL,
UHTHONTOPHI ol-rioko3uaasel, I TII-1 nmu ananoru I'TII-1, a Takke HHCYJIWH WA aHAJIOTH WHCYJIMHA,

i apMareBTHIECKH IPUEMIIEMYIO COJIb YKa3aHHBIX COCANHEHUI.

B nono6nexre npearaercs papmarieBTHUeCcKass KOMIO3UIMS MIIM KOMOMHAIHS, BKIIIOYAIOIIAs:

(a) marudurop AI1I1-4, u HEeoOs3aTENBHO

(6) BTOpOIi MPOTHBOAMAOETHYECKUI areHT, BRIOpaHHBIN 13 rpynnsl G3, BKIoyaronied Ouryanuzpl (pex-
Jie BCETr0 MET(HOPMHUH), THA3OJUAWHIUOHBI, CYIb()OHMIMOYEBHHBI, TJIMHUABI, MHIMOMTOPHI O-TJIIOKO3HMIA3Hl,
I'TII-1 nnn anamoru I'TIT-1, a Taxke MHCYJIMH WM aHAJIOTH WHCYJIMHA, U HE00sI3aTeIbHO

(B) TpeTuii MpOTUBOANAOETUIECKUI areHT, OTINYAIOIINICS OT areHTa (0), BRIOpAHHBIN W3 TPYIIIHI, BKIO-
yaromeil MeThopMuH, Cyab(QOHNIMOYECBUHY, THOTIUTA30H, PO3UTIINTA30H, PETIATINHN, HATCTIHNHNAA, akapOo3y,
Bornn603y, murautod, ['TITI-1 wn anamor I'TITI-1, a Takyke MHCYJIMH UM aHAJIOT MHCYIIMHA,

nr (hapMareBTHIESCKH IPUEMIIEMYIO COJIb YKa3aHHBIX COCTUHEHUH.

B npyrom mono6bsexTe npeanaraeTcs papMareBTHIECKasi KOMIO3HIINS FITH KOMOWHAITHS, BKITIOYAOIas:

(a) naruburtop JIIII-4, u HEOOs3aTETHEHO

(6) BTOpO# MPOTHBOIMAOCTUYECKHI areHT, BHIOPaHHBII W3 TPYIIIBI, BKIIOYaromeid MeTdhopMuH, cyabdo-
HUJIMOYEBHHY, ITHOTIIMTa30H, PO3UITINTA30H, PENarIMHNA, HATeIJIMHU, akap0o3y, Boraubo3y, murauron, ['TIII-
1 wwm ananor ['TITI-1, a Tak)ke MHCYJIMH WX aHAJIOT WHCYJIMHA, H HEO0SI3aTeIFHO

(B) Tpetuil mpoTuBoAMAOETHYECKUI areHT, OTJIMYAroIHiicss oT areHra (0), BbIOpaHHBIM U3 rpynnsl G3,
BKJIIOYAroNIe OUryaHuns! (Ipezae Bcero MeT(GOpPMUH), THA3OIUIUHINOHBI, CYJIb(OHMIMOYECBUHBL, TINHHUIDL,
MHrHOUTOPHI o-rroko3uaasel, I'TII-1 wmu ananoru I'TITI-1, a Takke MHCYJIMH MITH aHAJIOTH MHCYJINHA,

win GapMarieBTHUeCKH IPUEMIIEMYIO COJIb YKa3aHHBIX COSAMHEHUI.

B cnenyromem nompo0bexTe mpeztaraetes hapMareBTHIecKas KOMIO3UIIHS FUTH KOMOMHAIIHS, BKITIOYAIOIIas:

(a) naruburtop JIII1-4, u HEOOs3aTETHLHO

(6) BTOpPO# MPOTHUBOIMAOETHYECKUN areHT, BEIOPAHHBIA U3 TPYIIIHI, BKIIOYAIOMeH MeTHOpMUH, Cylbdho-
HIJIMOYEBHHY M MTHOTIINTA30H, H HEOOSI3aTEIHHO

(B) TpeTuii MpOTHUBOANAOCTUIECKUI areHT, OTINYAIOIINICS OT areHTa (0), BRIOpaHHBIN W3 TPYIIIBI, BKIO-
yaromeil MeThopMuH, CyTb(HOHNIMOYECBUHY, THOTIUTA30H, PO3UTIINTA30H, PETIATINHN, HATCTIHNHNA, akapOo3y,
Bormm603y, murnutou, I'TII-1 wru aranor I'TII-1, a Takke MHCYJIMH WK aHAJIOT HHCYIIMHA,

win apMalieBTHUeCKH IPUEMIIEMYIO COJIb YKa3aHHBIX COCAMHEHUI.

B npyrom nogo6nexre npemiaraercst papMarieBTHUecKast KOMITO3HIUS WIIM KOMOWHALIHS, BKITIOYAIOIIas:

(a) maruduTop AI1I1-4, u HEeoOs3aTENBHO

(6) BTOpO# MPOTHBOIMAOCTUYECKHI areHT, BHIOPaHHBII M3 TPYIIIBI, BKIIOYaromed MeThopMuH, cyabdo-
HIJIMOYEBHHY, THOTINTA30H, PO3UIIINTA30H, PETIATINHI, HATCTIHHH, akap0o3y, Borimoo3y, muriuton, I TITI-
1 wmm ananor I'TIII-1, a Takke HHCYJIMH WM aHAJIOT HHCYJIMHA, U HEO0SI3aTEIIbHO

(B) TpeTuii MpOTUBOANAOECTUIECKUI areHT, OTINIAIOIINNCS OT areHTa (0), BRIOpAHHBIN W3 TPYIIIBI, BKIO-
yaromei MeT(hopMIH, CyIb()OHIIMOYEBIHY 1 THOTITUTA30H,

nir (papMareBTHIESCKH IPUEMIIEMYIO COJIb YKa3aHHBIX COCTUHEHUH.

B eme onHOM mogo0bekTe npemiaraeTes GpapMareBTHIecKast KOMITO3HIINS WM KOMOWHAINS, BKITIOYAOIIast:

(a) marudurop AI1I1-4, 1 HeoOs3aTEBHO
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(6) BTOpOI MPOTHBOAMAOETHYECKUI areHT, BRIOPAaHHBINA W3 IPYIIIBI, BKIIIOYAIOIIEH MET(hOPMUH | IHOTIIH-
Ta30H, U HEOO3aTEIEHO

(B) TpeTuii MpOTHUBOANAOETUIECKUI areHT, OTINYAIOIININCS OT areHTa (0), BRIOpAHHBIN W3 TPYIIIBI, BKIO-
yaromei MeT(hOopMIH, CYITb()OHIIMOYEBIHY W MTHOTTTUTA30H,

nin (papMareBTHISCKH IPUEMIIEMYIO COJIb YKa3aHHBIX COCTUHEHUH.

B eme onHOM mogo0bekTe pemiaraeTes GpapMareBTHIecKast KOMITO3HINS WM KOMOWHAINS, BKITIOYAOIIast:

(a) uaruburtop JIII1-4, u HEOOs3aTETHLHO

(6) BTOpPOI MPOTHUBOIMAOETHYECKUN areHT, BEIOPAHHBIM U3 TPYIIIbI, BKIIOYAIOMeH MeTHOPMUH, CyIbdho-
HWJIMOYEBUHY U MHOTIIUTA30H, U HEO0A3aTEIBHO

(B) TpeTHii MPOTHBONAOCTUUECKUI areHT, OTJIMYAIONIMICS OT areHTa (0), BRIOpaHHBIA M3 TPYIIIBI, BKIIO-
yaronield MeTpOPMHUH U ITUOTIIMTA30H,

win GapMareBTHIECKH IPUEMIIEMYIO COJIb YKa3aHHBIX COCANHEHUI.

Ecnu Hapsimy co BTOpBIM NPOTHBOIMAOETHYECKHM areHTOM BBIOMPAIOT TPETHH NPOTHBOANAOCTHYECKHUH
areHT, YKa3aHHBIH TPETUIl MPOTHBOJNA0ETUUCCKUH areHT MPEIOYTHTEIFHO BHIOMPAIOT U3 JPYroro Kiacca I1o
CPaBHEHHIO CO BTOPHIM NPOTHUBOAMAOCTHYECKIM areHTOM. TakuM o0pa3oM cieqyeT NOHHMAaTh, YTO BTOPOH U
TpeTHil IPOTHBOANAOCTHUECKHN areHTHl OTIMYAIOTCS M HPEANOYTUTEIFHO OTHOCSTCS K pa3HBIM KilaccaM (Ha-
TIPUMeEp, €CIIA BTOPOH MPOTHBOINAOETUIECKUI areHT BEIOMPAIOT U3 Kilacca OMTyaHHIOB, TPETHI MPOTHBOHA0E-
TUYECKUH areHT MPEINOYTHTENFHO BRIOMPAIOT M3 Apyroro kiacca). Kimaccel mpoTHBOANaO0eTHYECKUX areHTOB
BKJIFOYAIOT, HAIIPUMED, YIIOMSHYTHIH BBIIIE KJIacC OWT'YaHWIOB, KIACC THA30JIMIWHANOHOB, KIIacC CyIb()OHMIMO-
YEBUH, KJIACC TIIMHUIOB, KJIacC HHTHOMTOPOB O-TJTIOKO3KMAa3kl, Kiacc ananoros ['TII-1, kinacc MHCYMMHA M T.1L.

B KOHKpeTHOM BapHaHTE OCYIIECTBICHHS HACTOSINET0 M300pEeTEeHHs IMpeliaraeTcs JICUCHHE B PEXUME
MoHoTepanuu uaruouropom [I1I1-4, xak onpeneneHo B JaHHOM KOHTEKCTE, W/ (apMaleBTHIECKHE KOMIO-
3UIUH, BKIITovatomue narudutop JAI1I1-4 B kayecTBe €AMHCTBEHHOTO aKTHBHOT'O MHTPEIMEHTA.

B cnydae xoMOnHauMi W/uiau KOMOMHHPOBAHHOTO JICYEHHUS 10 HACTOSIIEMY M300pPETCHHIO B KOHKPETHOM
BapHaHTE TPEIAraloTCcs JBOWHBIC KOMOWHAIIUN W/WIIM TBOWHAS TEpamus, B IPYroM BapHaHTE MpPEIaratoTcs
TPOIHBIC KOMOWHAITUY W/WIH TPOWHAS Teparusl.

B npyrom o0bekTe npemaraercs criocod npoduIIakTHKH, 3aMeUICHHST IPOTPECCUPOBAaHUS, TPUOCTAHOBKH
WM JICYSHUS] METa0OJMIEeCKOT0 HapyIICHUs, BRIOPAaHHOTO M3 TPYIIIBI, BKIIOYAONIEH caxapHbIi quader tuma 1,
caxapubiid nmuader tuma 2, HTT, H['H, runeprimkemMuro, THIIEPTIUKEMHUIO TIOCJIe TprUeMa MU, H30BITOYHYIO
Macca Teja, O)XHPSHUE W MEeTa0ONNIeCKUH CHHAPOM Y TAIlMEeHTa, HYXKJAIOIeToCsl B TAKOM JICYCHUH, W yKa3aH-
HBIA CIIOCO0 3aKIII0YaeTCsl B TOM, 4TO ManueHTy BBoAsAT nHruoOutop JII1-4 u HeoOs3aTeIbHO BTOPOH B HEOOsI-
3aTeIbHO TPETHH MPOTUBOANAOETHUECKUI areHT, KaK ONpeIeIeHO B TaHHOM KOHTEKCTE, HalpuMep, B BUIE KOM-
OMHALINH.

B npyrom o0bekTe mpemmaraercs criocod npo(uIakTHKH, 3aMEUICHHST IPOTPECCUPOBAHUS, TPUOCTAHOBKH
WY JICYCHHs] MeTabOJIMYECKOTO HapyIICHUs], BRBIOPAaHHOTO W3 TPYIIIBI, BKIIOYAIOUIEH PE3UCTEHTHOCTh K MHCY-
JMHY, TUIEPIHUNUAEMHIO, TUIEPXOJIECTEPHHEMHIO, TUCIUITUIAEMHIO, THUIEPTEH3HIO, XPOHUYECKOE CHCTEMHOE
BOCHAJICHUE, PETHHONATHIO, HEBPOIATHIO, HE()POIATHIO, aTePOCKIIEPO3, FHAOTEIHANBHYIO AUCOYHKINIO, Heall-
KOTOJIbHY0 JKUpOBYI0 Oone3ns neueHu (HAXKBII) u octeonopos y manuenTa, HyKIAIOIIErocss B YKa3aHHOM Jie-
YeHUH, U YKa3aHHBIN cI0co0 3aKIII0YaeTcsl B TOM, YTO MarueHTy BBoasaT uHruourop AIIII-4 u HeoOs3aTeapHO
BTOPOW U HEOOSA3aTENBHO TPETHI MPOTHBOINAOETHUECKUIT areHT, KaK OIPeesIeHO B JTaHHOM KOHTEKCTE, HallpH-
Mep, B BHJIe KOMOMHAIINY.

B npyrom o0BexTe mpeayaraeTcst cnoco0 yaydmeHus TTHKEMIYECKOT0 KOHTPOJIS W/NIIA CHIDKCHHS YPOBHS
TITIOKO36I B IUIa3M€ HATOIIAK, YPOBHS TIIFOKO3BI B TUIa3Me ITOCIIe TpHeMa TIHIIH W/IH YPOBHS TNINKO3WINPOBAH-
Horo remoryoonaa HbAlc y manmeHTa, Hy)XKIAIOMIETOCsS B 9TOM, NPUYEM YKa3aHHBIM CITOCOO 3aKiIrodaeTcs B
TOM, 4TO HanueHTy BBo T nHrudurop AINI1-4 n HeoOs3aTeIbLHO BTOPOH M HEOOS3aTEILHO TPETUH TPOTHBOIHMA-
OeTHYEeCKHH areHT, KaK ONpe/IeNeHO B JAaHHOM KOHTEKCTE, HallpuMep, B BUIE KOMOMHAIIHH.

dapmarieBTHUECKass KOMIIO3UIMS 110 HACTOSIIEMY HM300PETEHHIO MOXKET TaKXKe XapaKTepH30BaThCs ICH-
HBIMH MOANQUIHPYIOIMMH 3a00JIeBaHIE CBOMCTBAMH B OTHOLICHUH 3a00JICBAaHNUH MM COCTOSIHUH, CBS3aHHBIX C
HTT, HI'H, pe3ncTeHTHOCTBIO K MHCYJIMHY W/WIH MeTaOOJIMYECKUM CHHIPOMOM.

B npyrom o0wexre mpemiaraercsi cnocod NpoQuiIakTHKH, 3aMEAJICHUs], TPHOCTAaHOBKU WIIM OOpaIlieHHs
nporpeccupoBanus 3aboneBanmii: o HTT, HI'H, pe3ucTeHTHOCTH K UHCYJIWHY W/WIA OT METa0OJIUIECKOTO CHH-
IpoMa J0 caXxapHOTO AuadeTa TWHa 2 y ManueHTa, Hy)KAAIoMEerocs B 3TOM, IPUYEeM YKa3aHHBIN CIIOCcO0 3aKIIro-
4aeTcsl B TOM, 4YTO ManueHTy BBoIAT wHruoutop [III1-4 m HeobOs3aTenmbHO BTOPOH M HEOOS3aTeNLHO TPETHH
MPOTHBOANA0ETHIECKUN areHT, Kak OTpeIeIeHO B JAHHOM KOHTEKCTE, HallpuMep, B BHE KOMOMHAITUH.

[TockonbKy Mcmob30BaHue (hapMaleBTHYECKOW KOMITO3UIINH MIIM KOMOMHAIIMHU 110 HACTOSIIEMY H300pe-
TEHHIO 00ecIIeunBaeT yayqlIeHHE TIIMKEMHYECKOTO KOHTPOJIS Y TTALMEHTOB, HY)KIAIOIIUXCS B 9TOM, MOXKHO JIe-
YHUTh TAK)KE€ COCTOSIHUSI W/MITM 3a00JIEBaHMUS, CBSI3aHHBIC C MOBBIIICHHBIM YPOBHEM IJIIOKO3bI B KPOBU HJIM OIIO-
CpeIOBaHHBIC UM.

B npyrom o0bekTe mpemaraercs criocod npo(uIIakTHKH, 3aMeUICHHS] IPOTPECCUPOBAHUS, TPUOCTAHOBKH
WY JIEYCHUS] COCTOSHMS MM HAapYIICHHs, BEIOPAHHOTO M3 IPYIIBI, BKIIOYAIONIEH OCIIOKHEHHS, OIIOCPEI0BaH-
HBIC CaXapHBIM JHa0EeTOM, TaKHUe KaK KaTapakTa, a TaK)Ke MHUKPO- U MAaKPOCOCYIUCTHIC 3a00JIeBaHUs, TAKHE KaK
HedpomaTusi, peTHHOMATHS, HEBPOTIATH, YXYAIICHNE MO3HABATENIFHONW CIIOCOOHOCTH M MaMATH, HEWpoIereHe-
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paTuBHBIE WM KOTHUTHBHBIC PacCTPONCTBA, KapAHO- WM LepeOpoBacKyJsIpHbIE 3a00JIeBaHNUs, aTePOCKIEPO3,
TUIEPTEH3Us, YHIOTENHANbHAS TUCHYHKIWS, WHPAPKT MUOKAp/a, OCTPHIH KOPOHAPHBIA CHHAPOM, HECTAOWIIh-
Hasl CTEHOKapIusi, cTaOMIbHAs CTEHOKapAWs, KapAHMOMHONATHS, CepliedHasl HeJOCTAaTOYHOCTh, HAPYIICHUS cep-
JIEYHOTO PUTMa, BACKYJSAPHBIN PECTEHO3, OKKIIO3MOHHOE 3a0o0yieBaHHME MEPH(PEPHUECKON apTepHH, HHCYIBT,
WIIeMUs TKaHeH Win TuabeTHdeckas CToma WK AHa0eTHIeCKHe S3BhI Y MallMeHTa, Hy KIAI0MIEerocs B yKa3aHHOM
JICYCHUH, IPUYEM yYKa3aHHBIA CTIOCO0 3aKIII0OYaETCsl B TOM, UTO ManueHTy BBoAT nHruouTop JIII1-4 n Heobs3a-
TEJBHO BTOPOI M HEOOS3aTENbHO TPETHH MPOTHBOANAOCTHYECKIH areHT, KaK OIpPeAeSICHO B JAHHOM KOHTEKCTE,
HampuMmep, B Buae KkoMOuHanuu. [Ipexxae Bcero MOKHO JICUHUTH, 3aMEIJISITh IPOTPECCHPOBAHNE MIIH TIPEIOTBPa-
IIaTh pa3BUTHE OJHOTO WM OoJiee MPOSIBICHUH radeTHuecKol He(hpomaTHy, TAKOTO Kak runeprepgysus, mpo-
TEHHYpHS ¥ anbOyMHHYpHs (BKJIIOYash MHUKPO- M MakKpoalbOymuHypuio). TepMmuH "uimemus TkaHei" mpexnie
Bcero 0003HauaeT AnabeTHIecKyl0 MaKpOaHTHONIaTHIO, THa0EeTHYECKYI0 MUKPOaHT HOTIATHIO, HAPYILIEHHOE PaHo-
3a)XKMBJICHUE U INa0ETHYECKyIO s3BY. B HacTosmeM ONMMcaHUK TEPMHHBI "MHKPO- 1 MaKpOCOCYIUCTBIE 3a00e-
BaHUA" U "MUKPO- U MAaKPOCOCYAUCTHIE OCIOXKHEHHS" NCIONB3YIOTCS B3aMMO3aMEHIEMO

B omHOM BapumaHTe MpHU BBEICHHH (PapMaIleBTUICCKON KOMIO3HMIMU WIH KOMOWHAIMU MO HACTOSIIEMY
n300peTEeHNI0 He HAOMI0IaeTCs YBEMMUSHIE MAcChl TeJa WIIA IPOUCXOINT AaXKe CHIDKEHUE MAcCHI Tea.

B npyrom o0BexTe mpeiaraeTcs crocod CHIDKSHHSI MAacChl TeJla W/WIIN )KUPOBBIX TKaHEeH B OpraHU3ME WIIH
NPOGUIAKTHKH YBETUIECHUS MAcCCHI TeJIa W/WIIH KUPOBBIX TKAHEW MM yCKOPEHHUS CHIDKEHHS MacChl Tella W/Win
JKUPOBBIX TKaHEH y MalMeHTa, HY)KIAIOMEToCs B 3TOM, IPUYEM YKa3aHHBIH CIOCO0 3aKIIF0YaeTcss B TOM, YTO
naruedTy BBogsaT uHrHOUTOp JIIII1-4 M HeoOsA3aTenbHO BTOPOW M HEOOS3aTEIILHO TPETHUH MPOTHBOAHAOSTHYIC-
CKHUH areHT, KaK OMpeesiCHO B TaHHOM KOHTEKCTE, HAIPUMEp, B BUIEC KOMOWHAIIUH.

B omHOM BapumaHTe MpH BBEICHHH (PapMaIeBTHICCKON KOMIIO3HMIMU WM KOMOWHAIIMU MO HACTOSIIEMY
M300pETEHNIO MOXKHO OTCPOYHTH WM IPEAOTBPATHTD ET€HEPAINIo 3-KIETOK U CHIDKEHHE (PYHKIMOHATBHOCTH
[B-xyeToK, HampuMep, armonTo3 MM HEKPO3 [3-KIETOK MOPKEITYA0UHOH kee3sl. Kpome Toro, MOKHO TTOBBICHTH
WA BOCCTAHOBUTH (DYHKIIMOHALHOCTH KJIETOK ITOJKEITYJJOYHOH JKEJIE3bl, a TAKKE YBEIMYUTh YHCIO U pasMep
B-xJIeTOK mMOMKEeyTOYHON Kene3bl. MOXKHO YCTaHOBHTBH, YTO cTaTyc Au((epeHIanuy W THIepIUiasuio f3-
KJICTOK IOJKEIYJOYHOMN JKeNe3bl, HAPYIICHHBIC MPU THUICPTINKEMHH, MOXXHO HOPMAIH30BaTh MPHU JICUYCHUU
(hapmaneBTHIECKOM KOMIO3UIMEH MIM KOMOWHANMEH 110 HACTOSIIEMY N300PETEHHIO.

B npyrom o0bexTe npeiaraetcesi crocod npouIakTHKH, 3aMEAICHUs, TPUOCTAHOBKY MJIM JICUCHUS JIere-
Heparyy [-KJIETOK MOKETYIOYHOM JKeIe3bl W/ CHIDKEHHUS (PYHKIIHOHAIBHOCTH [B-KIIETOK ITOKEITyI0YHON
JKeNe3bl W/WNN YIAYYIICHUS W/WIA BOCCTAHOBJICHUS (YHKIMOHAIBHOCTH [-KJICTOK MOKETYIOYHOH IKele3bl
W/WIIA BOCCTAHOBJICHUS (DYHKIIMOHAIBHOCTH CEKPEIMH WHCYJIMHA TIODKEITYIOYHON KENe30i y MalUeHTa, HyX-
JTAFOIIETOCS B 9TOM, IIPUYEM YKa3aHHBIA CITOCO0 3aKIFOYACTCS B TOM, UTO MAIMEHTY BBOAAT uHruoutop JATII1-4
M Heo0s13aTeNIbHO BTOPOH M HEOOs3aTEeIbHO TPETHH NMPOTHBOANAOETHYECKUH areHT, Kak OIPEeNICHO B JaHHOM
KOHTEKCTE, HallpuMep, B BUJe KOMOWHAITHH.

B onmHoM BapmaHTe mpH BBEICHHH (apMaleBTHIECKON KOMIO3HWIMHN WIH KOMOMHAIIMU 0 HACTOSIIEMY
n300pETEHNIO MOKHO CHU3HUTH WIIM NIOJABUTH aHOMAaJIbHOE HAKOTUICHHE (IKTOMMMYECKOTO) KHPa, IPEKAE BCETO B
TICYCHH.

B apyrom o0nekTe npeaniaraercst crmoco0 nmporiakTUKe, 3aMeIJICHHUs, IPUOCTAHOBKH WITH JISUSHHUsI 3a00-
JICBaHUN WJIM COCTOSIHWH, OTMIOCPEIOBAaHHBIX aHOMAJIBHBIM HAKOIUIEHHEM JXKHMpa B MEYCHH WM 3KTOIMHYECKOTO
JKHUpa y MAIUCHTA, HYKIAIOMIEroCs B 3TOM, IPUYEM YKa3aHHBIH CITOCO0 3aKIIF0YaeTCs B TOM, YTO MALUCHTY BBO-
nat uaruourtop JII1-4 1 HeoOs3aTenbHO BTOPOH M HEOOS3aTENbHO TPETHH NMPOTHBOMA0CTHUECKUI areHT, KaKk
OTIpEeZIeIeHO B IaHHOM KOHTEKCTE, HallpUMep, B BHe KOMOUHAINH. 3a00JIeBaHuUsI MIIM COCTOSIHUS, KOTOPBIE OMO-
CpeI0BaHBl AHOMAJIFHBIM HAKOIUICHHEM JKUpPa B MEYCHU WM IKTOIMHYECKOTO JKHUPA, MPEAIOYTHTEIBHO BEIOMpa-
10T U3 TPYNIIBI, BKITIOYAroNnield HecenupuIecKnii >KUpOBOH TeNaTo3, HeaIKOTOJILHYIO JKHPOBYIO O0JIE3Hb ITEUEHH
(HAXBII), neankoronbrbii crearorenatut (HACT), HHIyIMpOBaHHBIN THIIEpATMMEHTAIIUEH JKUPOBOH TeIaTo3,
nabeTHIECKUH KUPOBOH TEIaTo3, aIKOTOJBHBIH JKUPOBOM T'eaTo3 MM TOKCHYIECKHUH JKUPOBOU TenaTo3, Mpexk-
ne Bcero HAXKBII, Bxmrogast sxupoBoit renato3, HACT n/umu ¢pubpos meueHu.

B cnenyromemM 0oO0BEKTE HACTOSIIETO M300pPETeHHS MpeaaraeTcsi crmocod MpodUIaKTHKH, 3aMeIICHUS
MIPOTPECCUPOBAHUS, TPHOCTAHOBKH, OCIAOJICHUS WHTCHCHBHOCTH CHUMIITOMOB, JICUEHHS WIA OOpaIleHus Ipo-
TPECCHPOBAHUS JKHPOBOTO TIemaro3a, (TemaTHYeCKOro) BOCIAICHHUS W/HMIM aHOMAaJbHOTO HAKOIUICHHUS JKHpa B
MICUYCHH Yy TMAIMEHTA, HYKJAIOIIErocss B 3TOM, IPUYEM yKa3aHHBIA CITOCOO 3aKJIFOYACTCS B TOM, YTO MAIMCHTY
BBOJAT MHrHONTOp JI1I1-4 11 HEeoOs3aTeNnbHO BTOPOM M HEOOSM3aTENbHO TPETHUH NMPOTHBOINAOCTUUCCKHUN areHT,
KaK OIPEJICIICHO B JAHHOM KOHTEKCTE, HAIIPUMED, B BHJIE KOMOMHAIUH.

B napyrom o0bekTe mpemraraeTcst crocod MOepKUBAHUS WK YIIYUYIICHUS YyBCTBUTEILHOCTH K UHCY-
JMHY W/WIA JICUYCHUs WIH MPOQIIAKTUKY THIICPHHCYTUHEMHN W/WIHA PE3UCTCHTHOCTH K MHCYJIUHY Y MAIMCHTA,
HYXJAIoIIerocsi B 3TOM, NPHYEM YKa3aHHBIH CIIOCOO 3aKIII0YaeTCsi B TOM, YTO MALMEHTY BBOJIST MHIHOHUTOD
JIII1-4 n HeoOs3aTeIbHO BTOPON M HEOOS3aTENBHO TPETUH MPOTHBOAMAOETUIECCKUI areHT, Kak ONMpelecHO B
JAaHHOM KOHTEKCTE, HallpuMep, B BHJIE KOMOMHAITHH.

B npyrom o0bexTe mpemiaraercsi criocod IpoQHUIaKkTHKH, 3aMeIICHUS TIPOTPECCUPOBAHNS, IPUOCTAHOBKH
nnu nederns JABPIIT w/umu [ITMC y manpienTa, Hy>KIAroIerocss B 9TOM, MPUYEM YKa3aHHBIN CIIOcO0 3aKiIroda-
€TCsl B TOM, 9TO MamueHTy BBOAAT uHruoutop JIII1-4 u HeoOs3aTeIbHO BTOPOUW W HEOOS3aTEIBHO TPETHH MPO-

-7 -



042990

THUBOANA0ETHYECKUI areHT, KaK ONpeieNIeHO B JAHHOM KOHTEKCTEe, HallpUMep, B BUJE KOMOMHAIINH.

B eme ogHOM 00BEKTE HacTOSIIEro M300peTeHUs HpeIaraeTcs crnocod NpoQMIIaKTHKK, MPHOCTAHOBKH
Pa3BHUTHS WM CHUXCHHS WHTCHCHBHOCTH CHMIITOMOB OCJIOXHEHHH, onocpenoBanHbix JIBPIIT w/mm [TTMC,
BKITI0Yasi MUKPO- ¥ MaKpOCOCYAUCTHIC 3a00JIeBaHHS M SBJICHHUA, OTTOP)KEHHUE TPaHCIIAHTaTa, MH(PEKIHIo U Jie-
TaNBbHBIA UCXOJ, Y MAIleHTa, HY KIaIOIIerocs B 3TOM, IIPUYEM yKa3aHHBIH CIIOCO0 3aKITI0YaeTCs B TOM, YTO Ma-
ueHTy BBOAAT wHruouTOop JIIII-4 1 HeoOs3aTEIbHO BTOPOH W HEOOS3aTEIILHO TPETUH MPOTHBOIUA0CTHIECKIH
areHT, KaK ONpE/IeIICHO B JAHHOM KOHTEKCTE, HallpUMep, B BHIE KOMOMHAITUH.

B npyrom o0bekTe HacTOsIIEro n300peTeHNs peaaraeTcs crocod JedeH st ONOCPEIOBAHHBIX THIICPTITH-
KEeMHUCH U TUIICPYPUKEMHEH COCTOSHHUN, TAKUX KaK, HAPUMEp, IT0Aarpa, TUICPTCH3Ms ¥ IOYCYHAast HeJJOCTaTOY-
HOCTb y MallMeHTa, HY>KAAIOIIErocs B yKa3aHHOM JICYEHUH, IPUYEM YKa3aHHBIH CIIOCO0 3aKIII0YaeTCs B TOM, YTO
nanuenTty BBouiaT nHruoutop AIII-4 u HeoOs3aTenbHO BTOPOH M HEOOs3aTeNFHO TPETHH NMpOoTHBOAMabeTHYe-
CKHH areHr, Kak oINpe/eJIeHO B JaHHOM KOHTEKCTE, HallpuMep, B BUIe KOMOWHALIHH.

B npyrom o0bexTe HacTosIEro n300peTeHus npeiaractces npuMenenue uaruouropa JAII-4 aus nomy-
YeHUsI JIEKapCTBEHHOT'O CPEJICTBA, IPEAHA3HAYCHHOTO JUIsl IPUMEHEHUsI B CII0c00e

PO UIAKTHKH, 3aMEIJICHAS IPOTPECCUPOBAHMS, IPUOCTAHOBKU WM JICUCHHUSI METa0O0IMYECKOT0 HapyIIe-
HUs1, BBIOPAHHOTO W3 TPYIINGI, BKIIOYAIONICH caXxapHbId quabder Tuma 1, caxapHbiii nuadet tumna 2, HTT, HI'H,
TUMEPTINKEMHUIO, THIIEPTIIMKEMHUIO TIOCIe MIpueMa IHIH, W30BITOYHYI0 MacCy Tella, OXXHpPEHHe W MeTabommde-
CKHUI CUHAPOM; WU

VIIy4IIeHUS TIIHKEMUYEeCKOTO KOHTPOJS W/WIM CHIDKCHHS YPOBHS TJIIOKO3BI B IIa3Me HATOIIAK, YPOBHS
TJIFOKO3BI B IJIa3Me TIOCTIe TprUeMe TIUIIN W/ WA YPOBHS TIUKO3WINpoBaHHOTO remMoriioonaa HbA 1¢; nmm

NpOoQHITaKTUKY, 3aMeUICHHsI, IIPHOCTAaHOBKM WJIM OOpallleHHsl porpeccupoBanust 3abonesanuii: ot HTT,
HI'H, pe3ucTeHTHOCTH K MHCYJIMHY W/WIH OT MeTab0IMYecKOro CHHAPOMA JI0 caxapHoro auabera THHa 2; Wiu

TIPOHIIAKTUKH, 3aMEJUICHUS IIPOTPECCUPOBAHMS, IPHOCTAHOBKH WJIH JICYEHHS! COCTOSTHUSI WM HAPYIICHUS, BBI-
OpaHHOTO M3 IPYIIBL, BKIIFOYAIOIIEH OCTIOKHEHWS], CBSI3aHHBIE C CaXapHBIM ANa0ETOM, TaKHE KaK KaTapakTa, a Takke
MHKpO- U MaKpOCOCY/IUCTHIE 3a00JIeBaHMs, TAKUE KaK HepOIaThsi, pETHHOTIATHsI, HEBPOIIATHS, UIIIEMHUST TKaHEH, aTe-
POCKIIepo3, MHPAPKT MUOKapIa, HHCYIIBT U OKKIIFO3HOHHOE 3a00J1eBanne epru(pepHIecKoil apTepur; Wi

CHIDKEHHSI MAaCChI TeJla W/MIIN )KUPOBBIX TKaHEHW WM MPOQIIAKTUKN YBEIMYSHHSI MACChI Tella W/IUTH JKHPO-
BBIX TKaHEH WM YCKOPEHHS CHIDKCHHS MacChl TeJla W/IITH JKUPOBBIX TKaHEH; WiH

pOQHITAKTUKY, 3aMeUICHHs, TPUOCTAHOBKY WJIM JICUCHUS JeTeHepanny B-KISTOK IOKEIy0UHOH XKere-
3b1 W/WIM CHIKEHUS (QyHKIIMOHAJIBHOCTH [-KJICTOK ITOJDKEITYIOYHOH KeNe3bl /WK yIy4IIeHUs] W/WIH BOCCTa-
HOBJICHHSI WJIH 3aIIUTHl (DYHKIIMOHAIBFHOCTH [-KJICTOK MOJDKEITYIOYHON KENe3bl W/HWIA BOCCTAHOBICHUS (PYHK-
[IHOHAIEHOCTH CEKPEINY HHCYJIMHA ITOKEITyJ0YHOHN JKeIe30H; HiTh

POGUIAKTHKH, 3aMEUICHHS, TPUOCTAHOBKY WM JICUCHHUS 3a00JIeBaHUI NIIM COCTOSHUH, OTIOCPEIOBAaHHBIX
AQHOMAJIbHBIM HAKOIIJICHHUEM JKHPa B IIEUCHH WIIH SKTOIHMYECKOTO KHUPA; WIH

MTOJIICP’KUBAHUS W/IITH yIy4IIeHUS] YyBCTBUTEIBHOCTH K MHCYJIMHY W/WIIH JICYCHUS WIH NPO(YUIAKTHKA
TUMEPUHCYTUHEMAN W/WITH PE3UCTEHTHOCTH K HHCYNINHY; WIN

pOoQHITaKTUKY, 3aMEJICHUS IPOTPECCUPOBaHHs, procTaHoBky iy jgedenus JIBPIIT w/nmm [ITMC; nmn

pOQUITAaKTHUKY, 3aMEICHHUSI Pa3BUTHS WM CHIDKCHUSI MHTEHCUBHOCTH CUMITTOMOB OCJIOXKHEHHH, Orocpe-
noBauHbeIX JIBPIIT n/wmu [ITMC, BirOYast MUKPO-M MakpOCOCYIUCTBIC 3a00JI€BaHNS U SIBIICHHS, OTTOPKCHHE
TpaHCIUIAaHTaTa, HHOEKIUIO ¥ JICTATBHBIA UCXOT; UITH

JICYEHUS OTTOCPEOBAHHBIX THIEPTIIMKEMHEH U THIIEpypUKEMHUEH COCTOSIHUM Yy MalMeHTa, HyXKIarouerocs
B OTOM, MPUIEM YKa3aHHBIN CITOCOO 3aKITI0YAaeTCs B TOM, UTO MarueHTy BBoAsT nHrHONUTOp JIII1-4 1M HeoOs3a-
TEJNBHO BTOPOI M HEOOS3aTENbHO TPETHH MPOTHBOANA0CTHUECKIH areHT, KaK OIpeAesICHO B JAHHOM KOHTEKCTE,
HaIpuMep, B BUIe KOMOWHAIIHH.

B npyrom o0bekTe mpearaeTcsi pUMEHEHHE BTOPOTO MPOTHBOANA0STHIECKOTO areHTa, KaK OMpeaeeHo B
JAHHOM KOHTEKCTE, U TOyYeHHUS JISKapCTBEHHOTO CPENICTBA, MPEAHA3HAYCHHOTO I IPUMEHEHHS B CIIocoOe

PpO(MIAKTHKH, 3aMEIJTICHAS IPOTPECCUPOBAHMS, TPUOCTAHOBKU WM JICUCHHUSI METa0O0IMYECKOT0 HapyIIe-
HUs, BEIOPAHHOTO U3 TPYIIIBI, BKIIOYAIOIICH caxapHbIi nuadetT tumna 1, caxapusrii quabdet tuna 2, HTT, HI'H,
THIEPIIIMKEMHIO, THIIEPTIMKEMHIO TT0CTIe MIpUeMa MU, U30BITOYHYIO Maccy Tena, O)KHpeHHe U MeTaboinde-
CKUH CHHAPOM; UITH

VIIYYIICHUS TIIHKEMUYECKOTO KOHTPOJS W/WIM CHUKCHHUS YPOBHS TIIFOKO3BI B IDIa3ME HATOINAK, YPOBHS
TIIIOKO3BI B TUIa3Me TOCIIE TIPHEMe MUY W/WIH YPOBHS TIIMKO3WINpOBaHHOTO reMorsioobnna HbA 1c; mmm

pOoQHITaKTUKY, 3aMeUICHHsI, IIPHOCTAaHOBKU WJIM OOpallleHHs1 porpeccupoBanust 3aboneBanuii: ot HTT,
HI'H, pe3ucTeHTHOCTH K MHCYIMHY W/WIH OT METa0OJIUIEeCKOT0 CHHAPOMA JI0 CaxapHOTO JAuadeTa THTIA 2; WU

PO UIIAKTHKH, 3aMEUICHNS IPOTPECCUPOBAHIS, TPUOCTAHOBKH WIIH JICYCHHUS COCTOSIHUSI WITH HAPYILICHNS, BBI-
OpaHHOTO M3 TPYIIIEL, BKIIOYAIOIIEH OCIOKHEHHS, CBSI3aHHBIE C CaXapHBIM ANa0eTOM, TAKHE KaK KaTapakTa, a TaKkxKe
MHKPO- ¥ MAaKpOCOCYIMCTHIE 3a00JIeBaHMs, TAKHE KaK He(ppOIIaTHsI, PETHHOIIATHS, HEBPOIIATHS, MIIIEMIS TKaHEH, aTe-
POCKIIepo3, MHPAPKT MUOKapa, HHCYIIBT U OKKIIFO3HOHHOE 3a00J1eBanne nepru(pepHIecKoil apTepur; Wi

CHIDKCHUSI MACChI TEJIa W/UITH )KAPOBBIX TKAHEH WIIH MPOGUIAKTUKY YBEIHMUCHHSI MACChI TENIA W/ILTH JKUPO-
BBIX TKaHEH WU YCKOPCHHS CHIDKCHHS MACChI TEJIa W/WITH JKUPOBBIX TKAHCH; WK

MpOGUIAKTHKH, 3aMeIJICHNS, IPUOCTAHOBKH FUTH JICUCHHUS JIETCHEePaAIiH [3-KJICTOK ITOKEITyTOYHON Kelle-
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3Bl W/WJIM CHIDKEHUS (DYHKIIMOHAIBFHOCTH [3-KJIETOK ITO/KEITyTOYHON JKeNe3bl W/WiIH yIydIleHus] W/WIH BOCCTa-
HOBJICHHS ()YHKIIMOHATIHHOCTH [-KJIETOK ITOJDKEIYJOYHOH JKeJIe3bl W/WIH BOCCTAHOBJICHUS (DYHKIHMOHATBHOCTH
CEeKpEIMH NHCYJINHA TOKEITY0YHOH JKeJe30H; Hin

MPOGUIAKTHKH, 3aMEJUICHHS, TPUOCTAHOBKY WM JICUCHUS 3a00JICBAHUI MIIH COCTOSIHUH, OTIOCPEIOBaHHBIX
AHOMAJIEHBIM HAKOIUJICHUEM JKUPA B IICYCHH WIIH KTOIIIYCCKOTO KUPA; UIH

MTOJIACPKUBAHUS W/IITH yIy4IIeHUs] YyBCTBUTEIBHOCTH K MHCYJIMHY W/WIIH JICYCHUS WIH NPO(YUIAKTHKA
TUMEPUHCYIUHEMAN W/WIH PE3UCTCHTHOCTH K MHCYNIHMHY y TAMEHTa, HY>KIAIOMIEToCs] B 3TOM, TIPHUYEM YKa3aH-
HBIH CIIOCOO0 3aKIIF0YaeTCsI B TOM, YTO MAI[MEHTY BBOAAT BTOPOH MPOTHBOAMAOCTUIECKUN areHT B KOMOWHAIINY C
naruouTopom JIII1-4 u HEoOs3aTEILHO C TPETHUM MPOTUBOAMAOETHUESCKAM areHTOM, KaK ONpeaesieHO B JIaH-
HOM KOHTEKCTE.

B npyrom o0BeKTe HACTOAIMIETO M300PETEHHS INpenaracTcs NMpUMEHEeHHe (apMareBTHIeCKOil KOMITO3H-
IIUM 10 HACTOSIIEMY M300pPETEHHIO JUISl MOJYYEHHs JIEKapCTBEHHOTO CPEICTBA, NPEIHA3HAYEHHOTO Ul Tepa-
MEBTUYECKOT0 U MPODMIAKTHYECKOTO CII0C00a, KaK OIMMCAaHO B JAHHOM KOHTEKCTE.

[MammenTs! ¢ reHotunoM pucka TCF7L2 (B JTaHHOM KOHTEKCTE TaK Ha3bIBACMbBIC MAIIMCHTHI, OTHOCSIITHECS
k reHoTHiy pucka TCF7L2) no HacrosimeMy M300pEeTEHHUIO BKJIIOYAT MAI[MEHTOB, KOTOPHIE SIBIISIOTCS HOCHTE-
JSIMH OJTHOTO WJIH OoJiee OHOHYKICOTHAHBIX nonmuMmopduizmos (OHII) B rene, kogupytomem TCF7L2, npexne
Bcero OHII, BeiOpanHoro u3 nommopdusma rs7903146, rs12255372 u rs10885406, npexxae Bcero mojauMop-
dusm 157903146, Goee KOHKPETHO, MAIMEHTOB, KOTOPBIEC SBISIOTCS HOCHTEISIMH TI0 KpaiHel mepe omHoro T-
amenst OHIT rs7903146 rena TCF7L2, 1.e. renotuna CT nnu reHotumna TT, mpexkae BCero MaeHToB, KOTOPHIE
aBISIIOTCsT HocutessiMu aByx T-amneneir OHIT rs7903146 rena TCF7L2, T.e. reHotumna TT, u XapakTepusyroTcs
BBICOKMM PHCKOM Pa3BUTHA 3a00JICBAHNUS, H Y KOTOPHIX MOT'YT BOSHHKHYTbH ITPOOJIEMBI TIPH JICYCHUH (HAIpUMep,
TIPY TOCTHXCHHUH aJIeKBaTHOTO TTIMKEMHYECKOTO KOHTPOJIA).

B Hacrosimem m3o0perennn npemiaraetcss nHruoutop JAIITI-4 (mpenmouTUTeNbHO THHATIUNTHH), dapma-
[EBTUYECKAsT KOMIIO3UIINS, KOMOWHAIINS WITH JIEKApCTBEHHOE CPEJICTBO TI0 HACTOSIIEMY H300pETEHHIO JUIsl IIPH-
MEHCHHUS B TCPANICBTUYCCKOM H/HITH MPO(UIAKTHISCKOM CIIOCO0e, KaK OMHCAHO B JAHHOM KOHTEKCTE (HAIpH-
Mep, AT JIeUeHUS qradeTa THIa 2), B OJHOM WK 00Jiee CICAYIOIIUX TPYII TAlUCHTOB:

MaIUEeHTh! ¢ reHoTUnoM Beicokoro pucka TCF7L2, xoTopele aBmsttoTCca HocuTenamu AByx T-amneneit OHIT
1s7903146 rena TCF7L2, T.e. renoruna TT (mpu 3ToM obecneynBaeTcss KIMHUYECKH 3HAUYMMasi OTBETHAsI peak-
IHs1, HATIPUMeED, TIPH TTHKEMUIEeCKOM KOHTPOJIE);

nanueHTsl ¢ reHotunoM pucka TCF7L2, koTopeie sBISIOTCS HOcuTensmu oxHoro T-ammens OHIT
rs7903146 rena TCF7L2, 1.e. renotuna CT (mpu 3ToM oOecriedynBaeTCs KIMHUISCKH OIaronpusaTHAas OTBETHAs
peaxmys, HapuMep, PH TITUKEMHYECKOM KOHTPOJIE);

nanueHTs! ¢ reHoturoM TCF7L2 nmukoro THma, KOTopbie sSBISIOTCS HocuTeasamMu nByx amreneit CC OHIT
rs7903146 rena TCF7L2, 1.e. reHotuna CC (mmpu 3TOM o0ecTieunBaeTCs KIMHUIECKH OoJiee OraronpusTHas OT-
BETHAsI PEAKIINs, HAIPUMED, IPU TITMKEMUICCKOM KOHTPOJIE).

B koHKpeTHOM 00BEKTE HACTOSAMICTO HW300peTeHus npeanaraetcs uaruoutop AI1-4, dpapmarieBTudeckas
KOMITO3HUITHSI FITH KOMOMHAIIUS TI0 HACTOSIIEMY H300PETSHUIO JJI TEPACBTHICCKOTO W/ MITH TPOPHIaAKTHIECKO-
ro croco0a WU MPUMEHEHU, KaK OITUCAHO B TAHHOM KOHTEKCTE (HampuMep, JeueHus quadera Tuna 2), mpudeM
YKa3aHHBIN CITOCO0 WIIM IPUMCHEHHUE 3aKII0YACTCS B TOM, YTO

(1) mpoBOAAT HACHTU(DHUKAIMIO TAIIUEHTA, KOTOPBIH SBJISIETCS BOCIPHUMYHBBIM K YKa3aHHOMY TEPaIlCBTH-
YeCKOMY W/HITH TMPOPUITAKTHIECKOMY CTIOCO0Y WIIM MTPUMEHEHHIO, BKITFOYAIONIYIO BEISBICHHE Y MAIUEHTa JI1000-
ro renotumna pucka TCF7L2, npexne Bcero BRISIBICHUE Y TAIUEHTA OJJHOTO WK 0oJiee OTHOHYKICOTHIHBIX ITO-
mumop¢usmoB (OHII) B rene, kogupyromem TCF7L2, npexae Bcero OHII, BeiOpanHOTO M3 momumopduzma
17903146, 1512255372 u rs10885406, nanpuMep, BBISBICHHUE Y MAalMEHTA TI0 KpaitHel mepe omHoro T-ayens
OHII rs7903146 rena TCF7L2, manpumep, renotuna CT (T.e. BbIsABIeHHE y manueHTa ogHoro T-amiens OHIT
1s7903146 rena TCF7L2) nnu npex/ie Bcero BhISBICHHE y ManueHTa reHotuna TT (T.e. BBISBICHHE y MalMeHTa
nByx T-amneneit OHII rs7903146 rena TCF7L2), unu BeisiBiaenue y nauuenta resoruna TCF7L2 guxoro Tumna,
npexne Beero aByx C-amneneit OHIT rs7903146 rena TCF7L2 (1.e. reHotuna CC QUKOTO THIIA); H

(2) BBOAAT mMalMeHTy, MIeHTU(QHUIMpoBaHHOMY Ha cramuu (1), addexkTnBHOE KOMMUECTBO MHTHOMTOpA
JIII1-4, papmaneBTHIECKOH KOMIIO3UIMN M KOMOMHAIIHH.

B npyrom xoHkpeTHOM 00BeKTe HacTosIIero n3odpereHus npeanaraercst naruourop JAI11-4, hapmanes-
THUYECKask KOMITO3UITHS, KOMOWHAIHS WM JISKapCTBEHHOE CPEICTBO IO HACTOAIIEMY M300pETCHHUIO IS TepaIeB-
THYECKOTO /WA MPO(YHUIAKTHIECKOTO crioco0a MiIM MPUMEHEHUs, KaK OMMMCAaHO B JJAHHOM KOHTEKCTe (HaIpH-
Mep, IS JieueHus aradeTa Tuma 2), y ManueHToB ¢ reHoturnoM pucka TCF7L2, nanpuMmep, y TalMeHToB, ¥ KO-
TOPBIX BBISIBJICH OJJMH WM 00Jiee OMHOHYKICOTUIHBIX rmosmMopduzMoB (OHII) B rene, komupyromiem TCF7L2,
npexae Bcero OHII, BeiOpannbiii n3 mommMopdusma rs7903146, rs12255372 u rs10885406, npexne Bcero mo-
mumopusm 157903146, 6oee KOHKPETHO, Y TAITUEHTOB, KOTOPBIC SBISIOTCS HOCHUTEISIMH IO KpalHEH mepe
oanoro T-amnenss OHII rs7903146 rena TCF7L2, 1.e. reroruna CT wnmu renotuna TT.

B npyrom xoHkpeTHOM 00BeKTe HacTosIIero n3odpereHus npeanaraercst naruourop JAI1-4, hapmanes-
THYECKass KOMITO3HIHSL, KOMOMHAIIMS MITH JICKAPCTBEHHOE CPEACTBO TI0 HACTOSIIEMY H300pETeHUIO JUIs Tepares-
TUYECKOTO W/ MPOQMIAKTUIECKOTO CIIOCO0a WM MPUMEHEHHS, KaK OMICAHO B JTAHHOM KOHTEKCTE (HAIpH-
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Mep, JUls JIedeHus quadera Tuna 2), y nanueHTos ¢ renorunom TCF7L2 nukoro tuma, Harmpumep, y MalleHToB,
KOTOpBbIe ABII0TCA HocuTensamu AByx ayuteneidr CC OHII rs7903146 rena TCF7L2, 1.e. renotuna CC.

B nmanHOM KOHTEKCTE, 0COOYIO MTOAMOITYIISAIUIO MAIIEHTOB, ONMMMCAHHBIX B JAHHOM KOHTEKCTE (HAIpuMep,
TAIIMEHTOB, HYKIAIOUINXCS B TEPANIEBTHIECKOM MIIH IPOPHIAKTHIECKOM cItocode, Kak OMMCAaHO B TaHHOM KOH-
TEKCTe), MPEICTABIAIOT MAIMEHTHI, Y KOTOPHIX BhIsABICH onuH win 6osmee OHII B rene, komupyromiem TCF7L2,
nmpexae Bcero, mo kpadHedt Mepe omumua OHII, BeiOpaHHBIM W3 monmuMopdusMa rs7903146, rs12255372 u
rs10885406, npexae Bcero momuMopdusm rs7903146, Gonee KOHKPETHO, TMAITUEHTHI, KOTOPHIE SBIISIOTCS HOCH-
TeJISIMU 110 KpaitHeit Mmepe ogHoro T-amnenst OHIT rs7903146 rena TCF7L2, 1.e. renotuna CT wmm reHotumna TT.

Bonee KOHKpETHO, MAIMEHTHI, KOTOPHIE SIBISIOTCS HOCUTEISIMU 10 KpaiiHed mepe ogHoro T-amens OHIT
157903146 rena TCF7L2, T.e. reHotuna CT umu renotuna TT, mpexkae Bcero HocuTenssMu IByx T-anmneneit
OHII rs7903146 rena TCF7L2, T.e. renotuna TT, SBASIOTCS B 3HAUUTENBHON CTENEHU BOCIIPUMMYHMBBIMU K IO-
BeImeHHOHN 3kcmpeccnn TCF7L2 B (-kiIeTkax MOIKEITYyTOYHOM >KENe3bl, HapYIICHHOW CEeKpeluH WHCYJIHMHA,
JEUCTBHUSAM HHKPETHHOB, MOBBIMIEHHONW CKOPOCTH NMPOAYLHMPOBAHMUS TIIIOKO3BI B IEYEHU W/WiHM K nuabery. T-
ayutenb noimMmopdusma rs7903146 rena TCF7L2 acconmupoBaH ¢ HapyIIEHHBIM HHCYJIMHOTPOIHBIM JeHCTBHEM
TOPMOHOB MHKPETHHOB, CHIDKCHHBIMH 24-4acOBBIMU MPOMWISMUA MHCYJIHHA ¥ TIIOKAroHa B IUIa3MeE, a TaKkKe
MOBBIIEHHBIM MTPOAYITUPOBAHUEM TITIOKO3HI B IEYCHU.

Hpyryro ocoOyro mMOANOMYJISAIHMIO TMAMEHTOB, ONMMCAHHBIX B JaHHOM KOHTEKCTe (HampuMmep, NalnueHTOB,
HYXTAIOUINXCSl B TEPANeBTHYECKOM WM MPOPHUIAKTHYECKOM CIocoOe, KaK OMHCAHO B JAaHHOM KOHTEKCTE),
MIPENICTABJISIOT MAIMEHTHI, KOTOpBIe oTHOCATCS K TeHotuny TCF7L2 mukoro Tuma, mpekae BCEro MaIldeHTHI,
koTopbie oTHOCATCS K TeHoTUIy CC 1s7903146 TCF7L2 nukoro Tuma.

B omHoM BapmaHTe ykazaHHOTO OOBEKTa HACTOSIIEro m300peTeHus mpesiaraetcss uaruoutop JIIII-4,
(apmaneBTHYECKAsT KOMIO3UIINS, KOMOWHALIMS WJIM JIEKAPCTBEHHOE CPEJCTBO II0 HACTOSIIEMY H300pETEHHIO
JUISL TEPaNeBTHYECKOTO W/WIN MPOQHUIAKTHIECKOTO CII0c00a MM MPUMEHEHHS, KaK OIHMCAHO B JTAHHOM KOHTEK-
cTe (TIpex/ie BCEero AJIs JICUCHHs /WK NMPOQUIAKTUKY 1rualbeTa THIa 2 W/HUIH 0KUPEHHMS ), Y TTallHeHTOB CO CHU-
JKCHHON (CTHMYJIHMPOBaHHOW TJIIOKO30#) CeKpelueld HHCYJHMHA, MOBBIIICHHBIM TJIIOKOHEOTCHE30M B II€YEHU
W/WIIM CHMDKEHHBIM WHCYJIMHOTPOITHBIM 3(QQEKTOM MM JeHCTBHEM TOPMOHOB MHKpeTHHOB (Hanmpumep, ['TIII-1
w/unm xemyaouHoro uaruouroproro nentuna (I'UIT)), Hanpumep, ¢ HAPYIICHHOW YyBCTBUTEILHOCTHIO K HH-
KpeTHHaM, orocpeoBannoi renotunoM pucka TCF7L2, mpexne Bcero renotunom pucka TCF7L2, kak ymoms-
HYTO BEIIIIE.

B npyrom BapmaHTe yKa3aHHOTO OOBEKTa HACTOAIIETO M300PETEHHUS MPENIaracTcsi Crocod OLEHKH OTBET-
HOW peakIuu marueHTa Ha jedenne waruomropom JII1-4, dpapmameBTHIecKoi KOMIO3UITHEH, KOMOMHAIINEH
WM JISKAPCTBEHHBIM CPEACTBOM IO HACTOSIIEMY M300pETEHHIO, IPUYEM yYKa3aHHBIN CIIOCO0 BKITFOYAET CTAaIUIO
BBISBJICHHS y TanuenTa reHotuna pucka TCF7L2, kak onmucaHo B TaHHOM KOHTEKCTE, HAIpHUMeEp, OTHECEHUE
MalUeHTa K KOHKPETHOM MoAnonysuuu Hocutenel renotuna pucka TCF7L2, unu oTHeceHUe MalueHTa K Te-
Hotury TCF7L2 nmuxoro Tuma, Hanpumep, BbIsBiaeHHe y nauuenrta amwrenss CC pukoro Tuma, nonumopduima
157903146 rena TCF7L2.

B npyrom BapumaHTe yKa3aHHOT'O OOBEKTa HACTOSILETO M300peTeHus npexaiaraercs uaruourop JIITI-4,
(apmaneBTHYECKAsT KOMIO3UIINS, KOMOWHALUS WM JIEKAPCTBEHHOE CPEJCTBO II0 HACTOSIIEMY H300pETEHHIO
JUT TIPUMEHCHHS B TEPAIEBTUUECKOM W/ MPO(HUIaKTHYECKOM CHOco0e, KaK ONMMCAHO B JAHHOM KOHTEKCTE
(Tpexkae Bcero AJIs JISUeHUS W/WTH TPOQUIaKTHKH TuadeTa THITa 2 W/WITH OXKHUPEHUs), y MalMeHTa, HyKIaroIe-
rocsl B 3TOM, IIPHYEM YKa3aHHBIH CITOCO0 3aKIIFOYaeTCs B TOM, YTO y MAIEHTa BBISBISIIOT JIFOO0H TeHOTHIT pHCKa
TCF7L2, kak ornucaHo B JaHHOM KOHTEKCTE.

B npyrom BapmaHTe yka3aHHOTO OOBEKTa HACTOSIIETO W300peTeHHs mpesraraetcs waruourop [ITI1-4,
(hapmarieBTHUECKasT KOMITO3MINSA, KOMOMHANIMS WM JEKapCTBEHHOE CPEICTBO MO HACTOSIMIEMY H300pPETEHUIO
JUISL IPUMEHEHUS] B TEPaNeBTUUECKOM H/WIH MPO(HIAKTHUECKOM crioco0e, Kak ONMCAHO B JAHHOM KOHTEKCTE
(TIpeskie BCero Ui JICUSHUs W/WiaH Mpo(IakTHKe quadeTa THIA 2 W/WIIH 0KUPEHUS), Y TAlUeHTa, HYKIalomIe-
rocCsl B 3TOM, IPUYEM YKa3aHHBIN CIIOCO0 3aKJIFOYACTCS B TOM, YTO BBIABIAIOT y marmenTa reHotun TCF7L2 au-
KOTO THIIa, KaK OIMCAaHO B JAHHOM KOHTEKCTE.

B npyrom o0bekTe HacTosero n300peTeHus BeisgBiacHue reHoTrma pucka TCF7L2 MoXHO MCTIONB30BaTh
JUTSL cTpaTU(UKAIIIY TAUCHTOB, HATIPUMED, JUIS PACIIUPEHUS MOMYJISINH MTAIUCHTOB, YIACTBYIOIIUX B KIUHU-
YECKUX MCIIBITAHMSIX, IS olleHKH ddexTuBHOCTH MHTHONTOpa JIITI1-4.

B nmpyrom o0bekTe HacTosmero u300peTeHus crocod ONEHKH YyBCTBHTEIBHOCTH MHIMBHAyYMA K Jieue-
HUIO (HampuMmep, BKIIOYas BblsBIeHHE reHotumna prucka TCF7L2 wiM TeHOTUIIOB TUKOTO THIA, KaK OIHMCaHO B
JTAHHOM KOHTEKCTE) MOKHO HMCIIOJIB30BATH IS OIICHKH BO3MOKHOW OTBETHOW PEaKIIMH IAIlFieHTa Ha Oonee HU3-
kuid ypoBeHb uHrHONTOpa JAII1-4 mim HeoOXoauMOCTH 0osiee BRICOKOTO ypoBHs mHrHOHTOpa JII1I1-4, KOTOpHIi
BBOJISIT HEOOSA3aTEIHHO B KOMOWHAIINY C OHUM WK OoJIee IPYTuX aKTHBHBIX COCIMHEHHH.

B npyrom o0ObekTe HACTOAIMIEro HM300pETEHHS! OLEHKY UYyBCTBHTEIBHOCTH HMHIMBHAyYMa K JICUCHHIO,
BKITIOYas BbIsBiicHUE reHoTra pucka TCF7L2 iy reHOTHITOB TUKOTO TUTIA, KaK OIICAHO B TAHHOM KOHTCKCTE,
MOXXHO HCIOJIb30BaTh JUISl OLIEHKH BO3MO>KHOCTH JICUEHUS TTAIlEHTa B PEXKUME MOHOTEPAITNH MM KOMOWHHUPO-
BaHHOTO JICYCHUS C MCIIOJIb30BAaHUEM OJHOTO WM OOJiee AOTOJIHHUTENBHBIX TPOTHBOIHA0CTHUECKUX areHTOB 110
HaCTOSIIEMY N300pETEeHUI0, HAllpHMeED, ISl 00ecIieyeHNs aIeKBaTHOTO TNIMKEMHYEeCKOro KoHTpousi. Hammpumep,
B CIy4ae IMAlMCHTOB C MEHBIICH BEPOSTHOCTHIO OJArONMPHATHONW OTBETHOW pEAKIMH MOXET MOTpeboBaThCs
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KOMOWHHPOBAHHOE JICUCHUE, HATIPUMED, IS TOCTIXKECHUS aJICKBATHOTO MIMKEMUYECKOTO KOHTPOJIS.
Omnpenenenus

TepmuH "akTHBHBIH WHTpeIUEHT" (GapManeBTUICCKOW KOMIIO3HWIIMA WM KOMOWHAITMHM TI0 HACTOSIIEMY
n3o0perennto obosnagaer waruomrop JII1-4 w/mnum, ecnmu TPHCYTCTBYET, BTOPOH MPOTHBOIUAOECTHUECKUN
areHT W/WIH, €CIIN IPUCYTCTBYET, TPETHUI MPOTHBOINAOETHYECKUI areHT 10 HACTOAIIEMY H300pETCHHIO.

Tepmun "uHaexc Maccel Tenma" win "MUMT" genoBeka 0003HaYaeT Maccy B KHJIOTpaMMax, ACJIEHHYIO Ha
pOCT B MeTpax B KBaJipaTe, T.€. equHuiaMu usmepenuss UMT ssistorces KI/M2.

Tepmun "n30bITOUHAsT Macca Tena" o003HA4YaeT cocTossHUE, NMPpH KoTopoM MMT y manmueHTa cOCTaBiseT
onee 25 kr/m’, Ho Menee 30 kr/m”. TepMuHBI "M36BITOUHAS Macca" ¥ "TIPeIOKHUPEHHE" HCIIOTb3YIOTCS B3AHMO-
3aMEHSEMO.

Tepmun "oxupenne" 0603HauaeT COCTOSHUE, MpH kKoTopoM UMT y marmenTa pasen 30 kr/mM° wiu Goree.
CornacHo ompezaeneHnio BecemupHo#t opranmzanuu 3xapaBooxpanenus (BO3) repmun "oxwupenue" kiaaccudu-
UPYIOT CIIEAYIOIUM 00pa3oM: TepMuH "OXXHMpeHHE NepBOH crerneHH" 0003HAYaeT COCTOSHHE, NPU KOTOPOM
UMT pagen 30 kr/m” umu Golee, HO MeHee 35 Kr/M”, TepMHH "0XHpEHHE BTOPOii cTeneHn" 0003HAYAET COCTOs-
nwe, pu koropom UMT pasen 35 kr/m* mm Golee, HO MeHee 40 Kr/M?, TepMEH "OKHPEHHE TpeTheil creneHu"
06o3HauaeT coctosHUe, mpH Kotopom UMT pasen 40 kr/m* win Gouree.

TepmuH "BucHepasbHOE OKHpeHue" 0003HaYaeT COCTOSIHUE, TP KOTOPOM COOTHOIIIEHHE OKPYKHOCTh Ta-
JIUU/OKpYXHOCTEH Oenep paBHo 1,0 wm 6onee y myxunH u 0,8 wiu 6onee y sxkeHuH. Tako# mokazarens 000-
3HAYaeT PUCK Pa3BUTHUS PE3UCTCHTHOCTH K WHCYJIHHY U IpeanadeTa.

TepmuH "neHTpambHOE (a0MOMUHAIBHOE) OXKUpeHHEe" O0OBIYHO 0003HAYAET COCTOSHUE, MPH KOTOPOM OK-
PYKHOCTb Tanuu cocTaBisgeT >40 mroiiMoB mnu 102 cM y MyxuuH U >35 mroiimMoB uinu 94 cM y xeHmwmH. B
STTOHCKOM 3THUYECKOH TPYIIE WM y SIMOHCKUX MAIlMEHTOB LIEHTPAILHOE OXXKHUPEHUE 0003HAYACT OKPYKHOCTh
Tajguu 285 ¢M y My 49uH U 290 cM y XKeHIIHUH (CM., HaIpUMep, TaHHbIE KOMUTETA 110 UCCIIeTIOBAaHUIO METa0O0IH-
YECKOro CUHApPOMaA B SMOHUM).

TepmuH "syrimkemus” 0003HAYACT COCTOSHUE, MPU KOTOPOM Y MAIMEHTa KOHIICHTPAIUS TIIFOKO3BI B KPOBH
HATOI[AK HAXOJAWTCS B IpeJeiiax HOpMaJbHOro nuama3ona, bonee 70 mr/ma (3,89 mmoins/m) u menee 110 mr/mn
(6,11 mmous/m) mm 100 mr/m (5,6 mmons/i). Tepmun "HaTomak" uMeeT 0OBIYHOEC METUIIMHCKOE 3HAUCHHE.

TepmuH "runepriukeMus’” 0003HAYaeT COCTOSHUE, IPH KOTOPOM Yy TAIIMEHTa KOHIEHTPAILUS TIIIOKO3bI B
KpPOBH HATOIIAK BBIIIIE HOPMAILHOTO nHarnaszoHa, 6osee 110 mr/mr (6,11 Mmmons/m) wiu 100 mr/mr (5,6 MMomb/i).
Tepmun "Hatomak" nMeeT 0OBITHOE MEIUIIMHCKOE 3HAYCHHE.

Tepmun "runornukemMus" 0003HAYaeT COCTOSHUE, MPH KOTOPOM Yy TMAallME€HTa KOHIEHTPANHUS TIIOKO3bI B
KPOBHU HIDKE HOPMAaJBHOTO JHama3oHa, cocrapistomero or 60 mr/mt go 115 mr/mn (ot 3,3 mMMone/nm go 6,3
MMOJIB/J), TIpexkae Bcero Hrwke 70 mr/mn (3,89 Mmob/i).

TepmuH "TUNEPIINKEMUS MOCIE MpUeMa MUK 0003HAYACT COCTOSHUE, MPU KOTOPOM Yy TMAITUCHTA Ye-
pe3 2 4 mociie mprueMa MUIIM KOHICHTPAIUS TII0KO36l B KPOBU WM CHIBOPOTKE cocTaBisieT Oonee 200 mr/mn
(11,11 mmoms/m).

TepmuH "HapymeHHBIH ypoBeHb Tiroko3bl HaTomak" win "HI'H" o6o3HavyaeT cocTosiHue, IpH KOTOPOM y
MaIMeHTa KOHIICHTPALUS TIIFOKO3bl B KPOBU HATOIIAK MM KOHIICHTPAILHUS TJIFOKO3BI B CHIBOPOTKE HATOIAK Ha-
xomutcst B puamnazone ot 100 mr/mm mo 125 mr/mn (T.e. oT 5,6 MMOJIB/I 10 6,9 MMOJIB/IT), IpEXIe BCero Ooee
110 mr/mn u menee 126 mr/an (7,00 mmoub/m). "HopManbsHBIN ypOBEHB TIIIOKO3bI HATOMIAK" B KPOBH y MAIEHTA
0003HaYaeT KOHIIEHTPAIINIO TIIIOKO3BI HaTomak MeHee 100 Mr/m, T.e. MeHee 5,6 MMOJIB/TI.

TepmuH "HapylieHHas ToJepaHTHOCTHh K rioko3e" wim "HTI" o0o3HadaeT cCOCTOSHHE, MPU KOTOPOM
KOHIICHTPAITUS TJIFOKO3BI B KPOBH FJIM CHIBOPOTKE Yy MAlMEHTa Yepe3 2 4 Mocie MpreMa IHITN COCTaBIsAeT 060-
nee 140 mr/mn (7,78 mmons/nm) u meree 200 mr/mm (11,11 MMoITB/TT). AHOMATBHYIO TOJIEPAHTHOCTh K TIIOKO3€,
T.¢. KOHIICHTPAIUIO TJIFOKO3BI B KPOBHU HJIM CBIBOPOTKE 4epe3 2 U MOCIe MpHeMa IHIMH, U3MEPSIOT TI0 YPOBHIO
caxapa B KpOBHU B MT IJIIOKO3bI B OJIHOM JJI IUIa3Mbl Yepe3 2 4 mocje npuema 75 T riaroko3bl Haromak. "Hop-
MaJIbHas TOJICPAHTHOCTH K TJIIOKO03¢" y MAIMeHTa COOTBETCTBYET KOHIICHTPAIIUH TIIFOKO3BI B KPOBHU FUTU CHIBO-
poTke yepe3 2 4 nocie npuema numy Meree 140 mr/m (7,78 MMonb/m).

Tepmun "runepuHcynuHeMus" 0003HAYaeT COCTOSIHUC, TP KOTOPOM Yy TANMCHTa C PE3UCTCHTHOCTHIO K
WHCYJIMHY, B IPUCYTCTBHUH WU B OTCYTCTBHUHU SYTIIMKEMUH, KOHIICHTPAIIMS WHCYJIUHA HATOIAK WM ITOCIIEC MPH-
€Ma TIHIIU B CBIBOPOTKE WM IIJIa3Me COCTABIISIET OoJiee BRICOKOE 3HAUEHHUE 10 CPABHEHUIO C HOPMAaIBHBIMU Xy-
JIBIMH TTallHeHTaMH 0e3 Pe3UCTEHTHOCTH K MHCYIIHNHY, Y KOTOPBIX COOTHOIIICHHE OKPYKHOCTB TaJIMH/OKPYKHOCTD
6enep cocrarisiet <1,0 (st mysxxuuH) wiau <0,8 (U1 KEHIINH).

TepMuHBI "TIOBBITIICHHE YYBCTBUTESIILHOCTH K HHCYJIMHY", "yITydIlieHHe Pe3UCTEHTHOCTH K HHCYJIUHY" WITH
"CHIDKEHHE PE3UCTEHTHOCTH K HHCYTUHY" SIBISIFOTCS CHHOHUMAaMU M HCITOJIb3YIOTCS B3aUMO3aMEHSIEMO.

TepmuH "pe3HCTEHTHOCTh K HHCYJIMHY'" 0003Ha4aeT COCTOSIHUE, IIPU KOTOPOM TpeOyeTcst H30BITOYHOE KO-
JIMYECTBO UHCYJIMHA B KPOBOTOKE TI0 CPABHEHHIO C HOPMAJILHOW OTBETHOU peakKIueil Ha MOCTYIUICHHUE TIIFOKO3BI,
4yTOOBI oaAepkath dyriaukemudeckoe cocrosaue (Ford E. S. u ap., JAMA, 287, cc. 356-359 (2002)). Crioco6
OTpENeIICHUs] PE3UCTCHTHOCTH K WHCYJIHHY BKJIFOYACT 3YTIUKEMHYCCKUH-THIICPUHCYTUHEMAYCCKUN KIIDMII-
TecT. COOTHOIIICHUE WHCYIIMH/TIIOK03a ONPEACISIOT 0 METOJMKE COBMECTHOTO BIIMBAHUS WHCYJIHHA U TIIOKO-
3bl. PE3MCTEHTHOCTh K MHCYIMHY OTNPEIEISIOT 10 abCOpOIHHN TIIIOKO3bI, COCTABIISIIONICH BETHYMHY HHIXKE 25-T0
MIPOLIEHTIJIA B OCHOBHOHM Hcciemyemon momnyisiiuu (Metonuka BO3). JlocraTouHo MeHee TPYAOEMKHMH TIO
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CPaBHCHHIO C KIIDMII-TECTOM SIBJISFOTCS METOJBI TaK HA3BIBACMBIX MUHHMAIBHBIX MOJCNICH, B KOTOPBIX B XOJIE
BHYTPHUBEHHOT'O TJIFOKO30TOJIEPAHTHOTO TECTA KOHILEHTPAIMH TJIIOKO3bI M MHCYJIMHA B KPOBH M3MEPSIIOT 4epes3
oTIpeNieIeHHBIE HHTEPBAJIbl BPEMEHH U MOJYyICHHBIC JaHHBIE NCTIONB3YIOT JJIS pacueTa WHIECKCA Pe3UCTEHTHOCTH
K MHCYITUHY. Takol MeToJ He MO3BOJIAET PA3NUINTh PE3UCTEHTHOCTh K MHCYIHHY KIETOK IEYCHU WIH mepude-
pUYECKHUX TKaHEH.

Kpome Toro, pe3ncTeHTHOCT K HHCYIHUHY, OTBETHYIO PEaKIHI0 MAllNeHTa C PE3UCTCHTHOCTRIO K HHCYIHHY
Ha JICYCHNE, YYBCTBUTEIBHOCTh K HHCYJIMHY W TUIEPHUHCYIMHEMHIO MOXKHO OIIEHUBATH I10 MTOKA3aTEeNIo "TOMeo-
CTaTHYECKOH MOJIENH OIIEHKH pe3uCcTeHTHOCTH K MHCYnuHY (I'MO-PUN)", KOTOPBIN SABISIETCS JOCTOBEPHBIM TI0-
KazaTesneM pesucteHTHOCTH K MHCYnuHY (Katsuki A. u ap., Diabetes Care, 24, cc. 362-365 (2001)). Kpome Toro
MeTonbl onpenenenus unaexca I'MO-PU niist olleHKM 4yBCTBUTENLHOCTH K MHCYJIMHY OIMUCAaHbl B cTaThe Mat-
thews u ap., Diabetologia, 28, cc. 412-419 (1985), cooTHOIIEHNE NHTAKTHBIA TPOMHCYIMH/UHCYIUH U dYTIIHKE-
MUYECKUH KIIMII-TECT OMUCaHbI B ctaThe Forst u nmp., Diabetes, 52 (mom.1), A459 (2003). Kpome Toro B kauect-
BE KOCBCHHOTO IMOKA3aTelsl YYBCTBUTEILHOCTH K MHCYJIMHY MOXKHO KOHTPOJIUPOBATH YPOBHH AIMITOHCKTHHA B
iazMe. 3HaueHne Pe3UCTEHTHOCTH K MHCYIuHY MetonoM I'MO-PU paccuurteiBator o dopmyne (Galvin P. u
np., Diabet Med., 9, cc. 921-928 (1992)):

I'MO-PU=[koHLIEHTpalYsi THCYJIMHA B CBIBOPOTKE HaTomak (MKE/MiT)|x[KoHIEeHTpaus
TJIFOKO3BI B IJIa3Me HATOMIAK (MMOJIB/m)/22,5]

Kak mpaBmiio B ekeTHEBHOW KIMHWYECKON MPAKTHUKE JJIS OLEHKH PE3UCTEHTHOCTH K WHCYJIMHY HCIIOJNb-
3YIOT JOpyrue napamerpsl. [IpeanodruTennsHo, HanpuMep, HCIOIb3YIOT KOHIICHTPALNIO TPUTIIHIICPHUIOB Y MAIH-
€HTOB, IOCKOJIBKY ITOBHIIIEHHBIH YPOBEHb TPUIIIUIEPHUAOB CTPOTO KOPPETUPYET ¢ HATHINEM PE3UCTEHTHOCTH K
WHCYIIHHY.

[ManwenTsl, npeapacnonoxensbie k pazsutiio HTT win HI'H unu nuaGera Tuma 2, ¢ yCTaHOBICHHBIM JTU-
arHO30M JYTIIMKEMUH C TUIICPUHCYIHHEMHCH TI0 OTPEICIICHUIO SBISIOTCS PE3UCTCHTHBIMH K HHCYIUHY. THmud-
HBIIl MTAIMEHT C PE3UCTEHTHOCTHIO K MHCYJIMHY OOBIYHO XapaKTepU3yeTcsl N30BITOYHON Maccoil Teia U oXxupe-
HueM. Ecin ycTaHOBIIEHa pe3UCTEHTHOCTD K MHCYIHHY, TO 3TO IPEKAE BCETO SIBISCTCS CEPbE3HBIM IPHU3HAKOM
Hannuus npenuabera. Takum oOpa3om, YTOOBI MOAJEpKaTb TOMEOCTa3 TIIIOKO3BI, MAlMEHTY HEOOXOAMMO B
2-3 paza GoJblile MHCYJIMHA 110 CPAaBHEHHUIO CO 310POBBIM UYEJIOBEKOM, IIPU 3TOM JIIOObIE KIMHHYECKHE CUMIITO-
MBI OTCYTCTBYIOT.

Jlist nccnenoBaHus pyHKIMOHAIBHOCTH [-KJIETOK IO/KETYAOYHOH KeJe3bl UCTIONIb3YIOT METO/IbI, aHaJIo-
TUYHBIE ONMCAHHBIM BBIIIE IS OMpPEICICHIS YyBCTBUTENBHOCTH K WHCYJIMHY, THIEPHUHCYJIMHEMHUN WIA Pe3U-
CTCHTHOCTHU K MHCYJHHY: YIyYIICHHE (PYHKIMOHAIBHOCTU B-KJIETOK MOKHO, HAIPHMEp, OIICHUBATH IMPH OIpe-
nenennu naAekca 'MO-PU s dyakunonansroctu B-knerokx (Matthews u np., Diabetologia, 28, cc. 412-419,
(1985)), mo cooTHONIEHNIO UHTAKTHBINA npouHCYuH/mHCYIHH (Forst u ap., Diabetes, 52 (mom.1), A459 (2003)),
cekpenun uHCYnuHA/C-TenTHaa IoCiie TepOpalbHOTO TIIOKO30TOJNIEPAHTHOTO TECTa MJIM TeCTa Ha TOJEPaHT-
HOCTB K THIIE, WIH C UCTIONb30BaHIEM THIIEPTIIMKEMUYECKOTO KIPMII-TECTa W/ MUHUMAIBHOTO MOJCIHPO-
BaHUs TOCIIE MHOTOKPATHOTO 0TOOpa KPOBH B XOJ€ BHYTPUBEHHOTO TIIFOKO30TOJIepaHTHOTO Tecta (Stumvoll u
np., Eur. J. Clin. Invest., 31, cc. 380-381 (2001)).

Tepmun "npenuader” 0003HaYaeT COCTOSIHUE, IIPH KOTOPOM IMAIMEHT IPEIPACIIONIONKEH K Pa3BUTHIO JHa-
oera tuna 2. [IpemuabeT mpenmosaraeT BEISBICHUEC HAPYIICHHON TOJEPAHTHOCTH K TIFOKO3€ JJIS BKIFOYCHUS
TIAIMEHTOB C YPOBHEM TJIIOKO3bl B KPOBH HATOINAK BBINIE HOpMaibHOTO auanazona > 100 mr/mm (Meigs J. B. u
ap., Diabetes, 52, cc. 1475-1484 (2003)) u runepuHCcyTMHEMHEH HAaTOIIAK (TIOBBIIICHHONW KOHIICHTpAIUeil HHCY-
NUHA B TU1a3Me). HaydHble M MeIUIIMHCKIE OCHOBBI ISl BEISBIICHUS Tpera0deTa B Ka4eCTBE CEPhE3HOM yrpo3b
3JI0POBBIO M3JI0XKEHBI B COBMECTHOM 3aKITIOYEHNH AMEPHKaHCKON accoluanuu no auadery m HaumonansHOTO
MHCTHUTYTa 1uadeTa u 3a00JIeBaHui KeTy10uHO-KHuIIeqHoro TpakTa u modyek "The Prevention or Delay of Type 2
Diabetes" (Diabetes Care, 25, cc. 742-749 (2002)).

[TareHTHI, ¥ KOTOPBIX CYIIECTBYET BEPOSTHOCTh PE3UCTCHTHOCTH K MHCYIWHY, CTPAZaioT OT ABYX WIIH
OoJee CIeAyIOMNUX CHMITOMOB:

1) u30bITOYHASI Macca Tella WA 0)KUPEHHE,

2) BBICOKOE KPOBSIHOE JIaBJICHHUE,

3) runepIUIUIEMus,

4) onuH WK OoJiee CHMIITOMOB TEPBOW CTENEHH, cBs3aHHbIX ¢ auarHo3om HTID wmm HI'H wnm nuabera
THmna 2.

Pe3ucTeHTHOCTh K MHCYJMHY Y TaKUX MAallMEHTOB MOXKHO MOATBepauTh no uHaekcy I MO-PU. Cornacho Ha-
CTOSIIEMY N300PETEHHUIO PE3UCTECHTHOCTD K HHCYJIMHY ONPEIEISIOT O KIMHIYECKOMY COCTOSIHUIO, IIPH KOTOPOM Y
nanuenra uaaekc I'MO-PU cocrasnser >4,0 unu nagekc 'MO-PU Beiie BepxHero mpeaena HOpMalbHOTO JUama-
30Ha, KOTOPKIHA OMPEACIISAIOT IO JAHHBIM Ja00PAaTOPHBIX aHAJIM30B YPOBHEH TITFOKO3BI M HHCYJIHHA.

Tepmun "nmuabet Trma 2" 0003HaYaET COCTOSIHUE, PH KOTOPOM Y TTAITUCHTA KOHIICHTPAIIUS TJIFOKO3bI B KPO-
BM HATOIAK VI KOHIICHTPAIUS TIIOKO3BI B CHIBOPOTKE HATOIIAK cocTaBisieT Oonee 125 mr/mi (6,94 MMoIb/m).
'YpOBEHB TITIOKO3BI B KPOBH OIIPENICIISIOT CTAHAAPTHBEIM METOIOM JJaOOPaTOPHOTO aHam3a. Eciy mpoBOAST TIIFOK030-
TOJICPAHTHBIH TECT, yPOBEHb caxapa B KPOBHU 00JbHOTO mruadeToM mpesbimaeT 200 mr rimroko3sl Ha 1 (11,1 MMomb/i)
B IJ1a3Me 4epe3 2 4 Mociie mpreMa 75 T TIIIOKO3bI Ha IYCTOH KemyAoK. [Ipu mpoBeeHUH TIIOKO30TOJIEPAHTHOTO
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TecTa 75 T IIIIOKO3bI MAIMCHT PUHUMAET IIEPOPATBHO MOCIIe Tooaanus B TeueHue 10-12 4, u ypoBeHb caxapa B
KPOBH PErUCTPHUPYIOT HEMOCPEACTBEHHO TEpe MPUEMOM IIIIOKO3bI M uepe3 1 4 u 2 4 mocie ee npuema. Y 370-
POBOTO HYENIOBEKa YPOBEHb caxapa B KPOBH Tepel] MPUEMOM TIIIOKO3bI cocTaBisieT oT 60 mr go 110 Mr Ha mr
ia3mel, MeHee 200 Mr/a gepe3 1 9 mocie nmpuema TIoKo3bl 1 MeHee 140 Mr/m gepes 2 4 mociie npuema TiTo-
ko3bl. Ecim wepe3 2 1 3nauenue coctariser ot 140 mo 200 Mr, TO Takoil ypOBEHb yKa3bIBaeT Ha aHOMAIbHYIO
TOJICPAHTHOCTD K TIIFOKO3€.

TepMmuH "manueHTH! ¢ TMO3AHEH cTajueil caxapHoro amabeTa THMA 2" BKIIOYAET MAIMEHTOB C TUAOETOM
THNA 2, HE TMOANAIOMINXCS BTOPUIHOMY KypCY JICUCHHS MPOTHBOANAOETHIECKUMH JICKaPCTBEHHBIMH CPEICTBA-
MU, KOTOPEIM MOKa3aHa HHCYJTHHOTEPAIHs, H Y KOTOPHIX HAOII0IAETCs MPOrPECCUPOBAHUEC MUKPO- U MaKPOCO-
CYIUCTBIX OCJIOKHCHUI, HAPUMEp, THadeTHIecKast HepomaTus Wi uineMudeckas 6oiesss cepana (MBC).

Tepmun "HbAlc" obo3Havaer nmpomyKT HedepMEHTATHBHOTO TIIMKO3WJIMPOBaHMS B-menu remoriioOuHa,
Croco0 ompezaeNneHnss KOTOPOro M3BECTEH CIENUAINCTY B JAHHOW 00JacTH MeAWIMHBL [Ipy MOHHMTOpHHTE B
XOJI¢ JICUCHHUS CaXapHOTo Anabera ypoBeHb HbAlc siBIsieTCs Upe3BbIYaifHO BaKHBIM. [10CKOIBKY €ro MpoayIu-
pOBaHKE B 3HAYUTEIHHON CTCIICHH 3aBHCUT OT YPOBHS caxapa B KPOBH H MEPUOJIA )KU3HU IPUTPOLIUTOB, YPOBCHD
HbAlc B kauecTBe "maMsATH YpOBHS caxapa B KpOBH' OTpakaeT CpPeJHHE YPOBHH caxapa B KPOBH B TCUCHHE
MpeanecTByomux 4-6 Henenb. [laimeHTs ¢ THabeToM, y KOTOPBIX ypoBeHb HbA 1¢ TOCTOSTHHO MOaIepKuBaeT-
sl B X0/I¢ MHTEHCUBHOTO JIedeHHs quadera (T.e. <6,5% B pacueTe Ha olIiee coaepKaHne TeMoriodnHa B o0pas-
Ie), B 3HAUNTENFHON CTEIEeHH 3alUIIeHBl OT AnabeTHdeckoil Mukpoanrnomnatuu. Hanpumep, methopmMun cam
mo cebe obecreunBaeT cpenHee ymyumenue yposas HbAlc y mammenra ¢ qumaberom Ha 1,0-1,5%. Takoe cHu-
kerne ypoBHsI HbAlc sBnserca HenocTaTouHsIM i obecnieueHus Tpedyemoro yposus HbAlc <6,5% u nipen-
MOYTHUTENBHO <6% Yy BCEX MAallMEHTOB C THa0eTOM.

TepMuH "HemOCTAaTOYHBIM INIMKEMUYECKUN KOHTPONBL" WU "HeaJeKBAaTHBIN IIMKEMUYECKHH KOHTPOJIb",
UCIIOJIb30BAaHHBIN B TAHHOM KOHTEKCTE, 0003HAa4YaeT COCTOSHUE, MPHU KOTOPOM y manueHTa ypoBHH HbAlc co-
CTaBIAOT Oonee 6,5%, mpemnoururensHo Oonee 7,0%, Ooiee mpemmodTutenbHO Oonee 7,5%, mpexne Bcero
6oiee 8%.

"MeTabonuueckuil CHHAPOM", TaK Ha3bIBaeMbIl "CHHIPOM X" (€CIM HCITOJIb3YeTCsl B KOHTEKCTE MeTabo-
JUYECKOT0 HApYIIEHWs), TaK Ha3bIBaeMbIN "MHCMETab0IMUeCKHid CHHIPOM'", TIPEICTABIIeT COOONW KOMILIEKC
CHHIPOMOB C OCHOBHBIM TPH3HAKOM - pE3UCTEeHTHOCThI0O K wHCynuHy (Laaksonen D. E. m mp., Am. J.
Epidemiol., 156, cc. 1070-1077 (2002)). Cornacuo unctpykiusm ATP III/NCEP (OcHOBHBIE ITOJIOKESHHUS TPETh-
ero orueta HanmonansHO#M 00pa3zoBaTenbHOM nporpammel o xonectepuny (NCEP), manens skcriepToB 1Mo zie-
TEKIINH, OIIEHKE ¥ JICUCHUIO BBHICOKOTO YPOBHS XOJEeCTepHHa B KpoBH y B3pocibix (IlaHens jgeueHHus B3pOCIBIX
IIT), Journal of the American Medical Association, 285, cc. 2486-2497 (2001)), muarHoCTHKa METa0OTHIECKOTO
CHUHJIpOMa OCHOBaHA Ha TPEX MU 0oJice CICAYIOUINX (PaKTOPOB PHUCKA!

1) neHTpaNbHOE OKHPEHHUE, €CIN OKPY>KHOCTh Tanuu >40 mioiiMoB mwin 102 cM y MyX4uuH 1 >35 nroiiMoB
Wi 94 cM y KCHIIUH, WX B STOHCKOW STHHYECKOW TPYIIE WK y SIMMOHCKUX MAIlHCHTOB OKPYKHOCTH TaJHU
>85 cM y My>xuuH 1 290 cM y KEHIIHH,

2) ypoBEHb TPUTIIULIEPUIOB =150 mr/m,

3) ypoBeHb XOJEeCTEpHHA JIUIOMPOTEHHOB BBICOKOH tutoTHOCTH (JITIBIT) <40 Mr/mi y MyK4uH,

4) xpoBsiHOe naBieHue >130/85 mm pT.cT. (cuctommmyeckoe kpoBsiHoe naBnenue (CK) =130 MM pr.cT. mn
nacTonndeckoe kpopsHoe pasienue (JIK/) 285 mm pr.ct.),

5) ypOBEHb IITIOKO3BI B KpoBH HaTomak >110 mr/mr nimwm =100 mr/m.

Omnpenenennst NCEP yrBepxxnens! (Laaksonen D. E. u ap., Am. J. Epidemiol., 156, cc. 1070-1077 (2002)).
YpoBHH TpuriunepunoB u xonectepuna JIIIBIT B kpoBH MOXHO Takke ONMPEICIUTh CTAHIAPTHHIMU METOJaAMH
JTa00paTOPHBIX aHAIM30B, M OHU ONHCAHbI, HanpuMep, B cripaBouHuke Thomas L. (pex.), "Labor und Diagnose",
TH-Books Verlagsgesellschaft mbH, ®pankdypt Ha Maiine (2000).

[IIupoxo m3BecTHBIN TepMHUH "TurepTeH3us" obo3HadaeT cocTtosHue, mpu koTopoM CKJI mpespimaer
140 mMm pt.cT., a JJK]I npersimaer 90 MM pr.ct. Ecniu y manueHTa ycTaHOBIICH AUarHo3 nuaber, B Mocien-
Hee BpeMs pekomeHayeTcs cHmxkath CKJI mo ypoBHs menee 130 mM pr.cT., a JIKJI cHMKATh 70 YpOBHS Me-
Hee 80 MM pT.CT.

Ompenenenust IBPIIT (nmuaGer, BnepBble pasBuBIImiicS mociie TpaHcruanTamuu) U [ITMC (moctrpaHc-
TUTAHTAIIMOHHBIH METa0OUYECKUH CHHPOM) TOYHO COOTBETCTBYIOT TUATHOCTHUCCKUM KPHUTEPUAM JIs Aradera
Tuna 2 AMEPHKaHCKOW accolyanuu 1o auadery, a takke Mexaynaponuoi ®eneparun uadera (MDJ) u
AMEpUKaHCKOW KapAHOJIOTHYECKOW accoruanuu/HarmoHanpHOro MHCTUTYTA Ceplla, JETKUX U KPOBU IS Me-
tabonmyeckoro cunapoma. JABPIIT wu/umu IITMC cBsizaHBl C TOBBIIIEHHBIM PHCKOM MHKPO- U MaKpOCOCYIH-
CTBIX 3a00JICBaHUI U SIBIICHUIA, OTTOPXKCHHS TpaHCILIAHTaTa, MH(DEKIIMU | JICTAILHOTO MCcX0oa. B kadecTBe mo-
TEHIMAJBHBIX (PaKTOPOB pHcKa uaeHTnuuuposan psn onocperoBaHubix ABPIIT n/umu [ITMC nporHocTnye-
ckHX (haKTOPOB, BKIIIOYAs TPAHCILIAHTAIMIO B IMIPEKJIOHHOM Bo3pacTte, Mykckoit mos, UMT no TpaHcIianTanuu,
YCTaHOBJICHHBIH IO TPAaHCIUIAHTAIINH JUa0eT U TIOAAaBICHIE HMMYHHOTO OTBETA.

TepmuH "runepypukemus”" 0003HadaeT COCTOSHUE, XapaKTEPU3YIONIeeCs BHICOKUMHU OOIIMMH YPOBHIMH
ypaToB B ChIBOpOTKe. KOHIEHTpanmuu MOYeBOM KHCIOTHI B KPOBH dYelloBeKa OT 3,6 Mr/mi (MpuOIU3UTEIbHO
214 mxMow/1) g0 8,3 Mr/mi (mpuOIU3UTENbHO 494 MKMOJIS/IT) SBJISIOTCS HOPMAIBHBIMHU COTIIACHO peKOMEHIa-
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UM AMEpUKaHCKOW MEIMIMHCKONW accoluanuy. Bricokue o0Iye ypoBHH ypaTOB B CHIBOPOTKE, HIIM THIEPY-
puKeMus, B OOJBUIMHCTBE CIy4acB CBSI3aHbI C HECKOJIBKMMH 3abonieBaHmsMH. Hampumep, BbIcOKHe oOmuive
YPOBHH ypaToOB B CBHIBOPOTKE MOTYT CTaTh HMPHUYMHOW Pa3BHUTHU apTpPHTa CYCTaBOB, M3BECTHOTO KaK IOJarpa.
TTogarpa npeacTaBiseT co00i COCTOSHUE, BRI3BAHHOE OTIIOKEHUEM KPHUCTAJUIOB MOHOHATPUEBOW COJIM MOYECBOM
KHCJIOTHI WJIH MOYEBOW KHCIOTHI B apTUKYISIPHBIX XPSIIaX CYCTaBOB, CYXOXKWJIHSX WIIM OKPY)KAIOMIMX TKAHIX
M3-32 TIOBBIIIEHHBIX OOIINX KOHIIEHTPAIlMH ypaToB B KpoBOTOKe. OTIOXKEHHWE ypaTa WIM MOYEBOH KHCIIOTHI B
YKa3aHHBIX TKAHAX BBI3BIBAET BOCIIAIHUTENBHYIO PEAKIHIO B YKa3aHHBIX TKAHIX. BIIM3KIE K HACHIICHUIO YPOBHH
MOYEBOW KHCIIOTHI B MOYE€ MOTYT NPHUBECTH K 00pa30BaHMIO KaMHEH B MOYKaX MPH KPHCTAILIM3AINN B ITOYKaX
MOYEBOM KHCIIOTHI WK ypaTa. Kpome Toro, BeICOKHE 00IMe YPOBHU ypaToB B CHIBOPOTKE B OOJIBIIMHCTBE CIIy-
Yyae acCOIMMPOBAHBI C TaK HAa3bIBAEMBIM METa0OINYECKUM CHHIPOMOM, BKIIIOYAsl CEPACUHO-COCYANCTOE 3a00e-
BaHME M TUIIEPTEH3HIO.

Hcnonb30BaHHEIH B TaHHOM KOHTekcTe TepMuH "unHruourop [III1-4" obo3HauaeT coequHeHHE, KOTOPOE
MPOSIBIISIET UHTHOUPYIOIIYIO aKTUBHOCTh B OTHOWICHUH (hepmeHTa, munentuawinentuaassl 4 (AT111-4). Ykazan-
Hasi MHI'HOMPYIOIasi aKTUBHOCTh XapakTepusyercs 3HaueHueM [Csy. Marudurop AIII1-4 npennoururensHo Xa-
pakrepmsyercs 3HaueHueM ICsy Hmke 10000 HM, mpenmourutenpao HIke 1000 HM. OnpeneneHHbIe HHTHOUTO-
pst AI1I1-4 xapakrepusytotcs 3HaueHneM 1Csy Hrke 100 HM, nim naxe < 50 HM. 3nauenus ICsy mHrHOUTOPOB
JIIIT-4 o6braHO cocTaBisroT 6omnee 0,01 HM, mmm naxe 6oxee 0,1 HM. Maruduropsr AI111-4 BimogatoT 61oito-
TUYeCKHe M HeOMOIOTHYeCKHe, TPEXIe BCETo HEMENTHAHbIE coennuenus. Marnbupytomee aeiicreue na JI1I1-4
MOJKHO OIpEICTUTh H3BECTHBIMH B JIUTEpaType crocobaMu, MpexkIe BCEro, Kak omucaHo B 3asBke WO
02/068420 nmm WO 2004/018468 (c. 34), KoTopbie B MOJTHOM 00beMe BKIIOYEHBI B HACTOSIIIEE ONMMCAaHUE B Ka-
gecTBe CChUIOK. TepmuH "unruburtop JIIII-4" Takke BKIIIOYaeT JFOObIE (hapMaleBTHIECKH TIPHEMIIEMBIEC COJIH
YKa3aHHBIX COETMHEHUH, TUIPATHI M CONBBATHI, BKIIOYas COOTBETCTBYIOIINE KPUCTAIUINIECKUE (DOPMEL.

Tepmun "neueHne" WM aHAIOTUYHBIE TEPMUHBI BKITIOYAIOT IPEKIE BCErO TEpaleBTHYECKOE JICUEHHE T1a-
IIUEHTOB, Y KOTOPBIX YK€ YCTaHOBJICHO pa3BUBILIEECs yKa3aHHOE COCTOSHUE, IPEXE BCero B sBHOU popme. Te-
paneBTHYECKOE JIEUEHHUE SBISETCS CUMITOMATHYECKUM JICUCHHEM, IETbI0 KOTOPOTO SIBIISIETCSl ocllabieHne WH-
TEHCUBHOCTH CHMITOMOB YKa3aHHOTO IOKa3aHHs, WIIM STHOTPOITHBIM JICYEHNEM, HAIIPaBJICHHBIM Ha OOpalieHne
MPOTPECCUPOBAHUS WIHM YaCTHYHOE 00paIlieHNe IIPOrpecCUpPOBaHHs COCTOSHUN MM Ha OCTaHOBKY MIIM 3aMe]Ie-
HHUE TPOTPEeCCUPOBaHMS 3a00seBaHUs. B CBA3M C 3THM, KOMIIO3HUIIUU U CIIOCOOBI MO0 HACTOSIIEMY H300pPETEHUIO
MOJKHO HCIIOJIF30BaTh, HAIIPUMED, [UIS TEPAEBTHUECKOTO JICUCHUS B TCUCHHE HEKOTOPOTO IEPHoia BPEMEHH, a
TaKXKe JUIS JICYCHUS B TCUCHUE TIPOIOJDKATENFHOTO TIEPHOIa BPEMCHH.

Tepmunb "npodunakTrdeckoe JedeHne" u "mpoduIaKkTuka" WM aHATIOTHYHBIC TEPMHUHBI UCTIOIB3YIOTCS
B3aMMO3aMEHSAEMO W BKIIOYAIOT JICUCHHE MAIIEHTOB TPYIIITBI PUCKA PA3BUTHS YHOMSHYTHIX BBIIIE COCTOSHUH C
HENBI0 CHIDKEHHS YIIOMSHYTOTO PHUCKa.

IHonpoGHoe onncanne BADMAHTOB OCYIIECTBICHUS H300peTeHH

OOBEKTH TI0 HACTOSLIEMY M300pPETEHHUIO, NPEXIE BCero (hapMaleBTHYECCKUE COCANHEHUS, KOMIO3UIINY,
KOMOMHAIINM, CIIOCOOBI M TIPUMEHEHUsI OTHOCsTCS K mHrnouropam /I1I1-4, BTOpoMy W/nian TpeThbeMy IPOTHBO-
Ia0eTHYECKUM areHTaM, Kak OIpe/IesIeHO B JaHHOM KOHTEKCTE.

B mepBoMm Bapuante (Bapuante A) uaruouropom JI1I1-4 B KOHTEKCTE HACTOSIIETO U300PETEHHUS SIBISACTCS
mo6oit narubdurtop JATIT1-4 popmymsr (I)

0 =
R1\N)5£N>_/
R2 ()
o)\rr N/

i popmynsrt (I1)
0 //
R1 N
N (1
| | )—R2
nu popmyasr (I1T)
0 //
R1 N N
)\ | )—R2
0 N
| CN
i popmynst (IV)
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0 =
R1 “N N
R2
s | (V)
N
CN

rae R1 o6o3mawaer ([1,5]HadTupuauu-2-wn)Mernn, (XUHA30JHH-2-UI)METHI, (XHHA30JIUH-6-
umMeTw1,  (4-METUIXUHA30JHH-2-UI)METHI,  2-naHoOeH3mlI,  (3-ImuaHOXWHOJHH-2-un)MeTmn,  (3-
MAAHOTTUPUANH-2-WIT)METHI, (4-METUITTUPUMHUIANH-2-WT)METHI WU (4,6-TUMETUITTHPUMHUINH-2-FIT)METHI,
a R2 oGoznavaer 3-(R)-amuHonunepuaus-1-mi, (2-aMHUHO-2-METHIINIPONIHI)METHIAMUHOTPYNITY HiIu (2-
(S)-aMHuHOTIPOTIHIT ) METHIIAMUHOT PYIIITY, HJIN (hapManeBTHYECKN NpHUeMiIeMast CoJIb YKa3aHHbBIX COCIUHEHUH.

Bo BTOpOoM BapmaHTE OCYIIECTBICHUS HACTOSIIErO H300peTeHus (Bapuante B) uarudurop AIII1-4 no Ha-
cTosieMy n3o0pereHnio BKirodaer uHruoutop JI1I1-4, BEIOpaHHBIN M3 TpyMITsl, BKIIOYAIONIEH CHTAIIWITHH,
BUJIJIATJIMIITHH, CAKCATJIUIITHH, AJOTIIUIITHH,

(28)-1-{[2-(5-meTun-2-heHnnI0KCca30a-4-1j1)3THIAMUHO |all€THI } TUPPOTUIUH-2 -
KapOOHUTPHUI,
(29)-1-{[1,1-pumeTun-3-(4-nupuauH-3 -LIKMUAAA30J- 1 -
WJI)NPOTHJIAMHUHO |alleTHJI } TUPPOTIUANH-2-KapOOHUTPHUII,
(S)-1-((2S,3S,11bS)-2-amun0-9,10-gumertokcu-1,3,4,6,7,11b-rexcaruapo-2H-
mupuno[2,1-alusoxuHONHH-3-11)-4-QTOPMETHINTHPP ONHUANH-2-0H,
(3,3-nudpTopnupponuaun-1-un)-((2S,4S)-4-(4-(nupuMuaAH-2-11)TUIEpa3UH- 1 -
WJI)TUPPOIUANH-2-UI)METAHOH,
(1-((3S,4S)-4-amuno-1-(4-(3,3-audropnupponuausn-1-un)-1,3,5-rpuasun-2-
WI)TUPPOTUINH-3-11)-5,5-1ud TopIUnepuanH-2-0H,
(2S,4S)-1-{2-[(3S,1R)-3-(1H-1,2,4-Tpuraszosn-1-
WJIMETHI)IUKJIONEHTUIAMHHO |alieTh } -4-GTopnuppouANH-2-KapOOHUTPHI,
(R)-2-[6-(3-amuHonunepunun-1-nn)-3-metui-2,4-guokco-3,4-nuruapo-2H-
NUpUMHUINH-] -unmerun]-4-pTopbeH3oHUTpH,
buc-gumerunamun 5-{(S)-2-[2-((S)-2-unanonupponuanH-1-mr)-2-
okcosTunamuHo | npomnui }-5-(1H-rerpazon-5-un)-10,11-gurunpo-5SH-
nubensola,d]uuknorenten-2,8-1ukapOOHOBOW KUCIIOTHI,
3-{(2S,4S)-4-[4-(3-meTun-1-penun-1H-nmupazon-5-un)nunepasuu-1-
W | TUPPOTUINH-2-UITKapOOHUI } THA3OMUIUH,
[(2R)-1-{[(3R)-miupponuauH-3-HIaMHHO |aL[€THJI } THPPOJHIHH-2 -1 |OOPOHOBYIO
KHCJIOTY,

(28,4S)-1-[2-[(4-3ToKcuKkapOboHunOuIHKI0[2.2.2]0KT-1-MT)amMuHO |aeTn |-4-
¢dropnuppoauarH-2-kapOOHUTPUI,

2-({6-[(3R)-3-amunO-3-MeTrnnmunepunuu-1-un]-1,3-numetnn-2,4- 1nOKCO-
1,2,3,4-rerparuapo-SH-nuppono[3,2-d]nupuMuaus-S-un } MmeTi)-4-
($pTOpOEeH3OHUTPHI,

6-[(3R)-3-amunonunepunus- 1-mn]-5-(2-xmnop-5-¢propdensun)-1,3-numernn-1,5-
puruaponuppoio|3,2-dnupumMunud-2,4-1HOH H

{2-[(2-unaHonUppPOAUANH-1-1JT)-2-0KCOITUIAMHUHO |-2-METHUIIIIPOINI § AMUJ

(S)-2-merunnupazono[1,5-almupuMuanH-6-kapOOHOBONH KHUCIOTHL,
win papMaleBTHUECKH IPUEMIIEMYIO COJIb YKa3aHHBIX COCAMHECHUI.
B nepBoM BapmaHTe OCYIIECTBICHHUS HACTOSIIEr0 M300peTeHus (BapuaHTe A) MPEeNIOYTHTEIbHBIC WHTH-
outopsl JI1I1-4 BrIIOYarOT M1000€ M3 CISAYIOMUX COSTUHEHUI WM BCE CIEAYIONIUEe COSTUHEHUS U X (papma-
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HEBTHYCCKH MTPUEMIIEMBIC COJIH:
1-[(4-MeTHWIIXMHA30JINH-2 -1 )METHI |-3-MeTHII-7-(2-0yThH- 1 -11)-8-(3-(R)-amuHOIIMNIC pHAMH- 1 -
nn)kcalTuH (cM. 3asaBky WO 2004/018468, mpumep 2(142)):

P )\)EE N

1-[([1,5]HadTupuaun-2-nm)metui]-3-metui-7-(2-6ytun- 1 -mn)-8-((R)-3-amuHonmunepuuH- 1 -1ir)kcaH THH
(cm. 3asBky WO 2004/018468, mpumep 2(252)):

0 //
N N
Y LT
NS
N O)\N N
|
1-[(xuHa30MHH-2-UT)MeTHI |-3-MeTI-7-(2-0yTHH- 1 -11)-8-((R)-3-amuHONIMIIe pU T H- | -WT)KCaHTHH ~ (CM.
WO 2004/018468, mpumep 2(80)):

| N,

2-((R)-3-amuHommumnepuanH- 1 -ni)-3-(0yT-2-uHwmn)-5 -(4-MeTHITXMHA30JIWH-2 -UIMETHN )-3,5-
muraaponMuaasol4,5-dJmupunasua-4-ou (cM. 3asBry WO 2004/050658, mpumep 136):

—
—

0
N N
\\(\N
I />—N
N

N Na

NH,

NH,

1-[(4-MeTHITXHA30JINH-2 -1 )METHII |-3-MeTHII-7-(2-0y ThH- 1 -111)-8-[ (2-aMUHO-2 -ME THIIIIPOITHIT )METH -
namMuHO [kcaHTHH (cM. 3asBKy WO 2006/029769, mpumep 2(1)):

0 //
N N
AN N /
T
0~ >N" N
1-[(3-1naHOXUHOMUH-2-MIT)METHII -3 -MeTHIT-7-(2-0yThH- 1 -11)-8-((R)-3 -aMmuHOTUTIEpUTUH- | -WIT)KCAHTHH
(cm. 3asBky WO 2005/085246, mpumep 1(30)):

| 0 //
OIS
=N O)\T N/

1-(2-nmano6en3mn)-3-meTwi-7-(2-0ytuH- 1 -mm)-8-((R)-3-amuHonunepuauH- 1 -rn)kcantul (cM. 3asaBky WO
2005/085246, npumep 1(39)):

NH,
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o) //

N

N
T Y
0o~ >N" N
|
1-[(4-MeTHIXUHA30JIMH-2-WT)MeTHI | -3-MeTr-7-(2-0ytrH- 1 -un)-8-[(S)-(2-aMuHOTIPOTIFUT)METH-
namuHoO |[kcaHTHH (cM. 3asBKy WO 2006/029769, npumep 2(4)):

Wt
I

NH

1-[(3-umaHOTIUpPUAWH-2 -1 )METHA |-3 -MeTr-7~(2-0yTHH- 1 -11)-8-((R)-3-aMuHOTUIIE pU TN H- | -HJT)KCAHTHH
(cm. 3asBky WO 2005/085246, mpumep 1(52)):
N

L

1-[(4-MeTHIMUPUMHUINH-2 -1 )MeThN | -3-MeTh-7-(2-0yTuH- 1 -ui)-8-((R)-3 -amuHommunepuauH- 1 -
nin)kcaHThH (cM. 3asaBky WO 2005/085246, mpumep 1(81))

Qvﬁi - Q

1-[(4,6-mUMEeTHIITHPUMHUIUH-2-UT)METHI | -3 -MeTu-7-(2-0yTiH- | -1)- 8 ((R)-3-amuHOTIMTIEpUIUH- 1 -
nin)kcanTuH (cM. 3asBky WO 2005/085246, mpumep 1(82)):

——
//
N N
Y\ N )t
| | )N >
\%N O)\N N
| NH,
1-[(xuHOKCANMUH-6-1T)METHI |-3-MeTHII-7-(2-0yTuH- 1 -11)-8-((R) -3 -amuHONIHIIE pUAWH- | -HUT)KCAaHTHH ~ (CM.
3assBky WO 2005/085246, npumep 1(83)):

0 //
N N
~N N
POPOLY )
—
N 0~ >N N
| NH
Bonee npenmoururensubiM narnoutopom JAINMI1-4 cpenu ynomsHyThIX Bbie uarnontopos JAI111-4 no Bapu-
auty A sBisercst 1-[(4-MeTHIXMHA30JIMH-2-WIT)MeTHI]-3-MeThi-7-(2-0ytun- 1 -1m)-8-(3-(R)-amnHonunepuans- 1 -
WIT)KCaHTHH, MPEeXXIe BCETO CBOOOTHOE OCHOBAHME YKA3aHHOTO COCTUHEHHS (Ipyroe Ha3BaHWE JIMHATIHIITHH I
npemnapat BI 1356).
B kaudectBe apyrux uaruoutopos JI1I1-4 cienyer ynmoMsHyTh CISAYIONINE COSAMHCHNS:
cutarmmnTiH (MK-0431), XapakTepu3yIomuiics CTpYKTYpHOU (hopMyoit A, TipeacTaBIeHHOW HWKE, TPE-
craBisier coboit  (3R)-3-ammHo-1-[3-(TpudTopMeTHN)-5,6,7,8-TeTparuapo-SH-[1,2,4]tpuazomno[4,3-a]mupa3uH-7-
nn|-4-(2,4,5-rpudropdennn)oyran- 1 -oH, JpyToe Ha3BaHUE (2R)-4-okco-4-[3-(TpudTopmeTuin)-5,6-

NH,

2
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muruapo| 1,2,4]rpuazonol4,3-anupasun-7(8H)-un]-1-(2,4,5-tpudropdennn)oyran-2-amuH,

i e
(N
(A) Fj\F
F

B onHOM BapmaHTe CHTArTUNTHH NpezcTaBiieH B popme murunpodocdara, T.e. pochara curarauntuHa. B
JIpyroM Bapuante (ochaT CHTArJIMITHUHA NPEACTaBIEeH B (OpMe KPHCTAUTMYECKOTO OE3BOIHOTO COCAMHEHUS
Wi B (hopMe MOHOTHApaTa. YKa3aHHBIH BapuaHT OTHOCUTCS K MOHoruapary ¢ocdara curarmunruaa. CBobos-
HOE OCHOBaHHE CHTAarJIMNTHHA U €ro (apMaleBTHIECKH IpHeMiIeMble conu onucanbl B mareHte US Ne 6699871
u B 3asBke WO 03/004498, npumep 7. Kpucrammdeckuit MoHOTHIpaT Gocdara CHTATTUNTHHA OMUCAH B 3asBKE
WO 2005/003135 u B 3asBKe WO 2007/050485.

Bonee moxppobOHast nHGOpManys, HapuMep, O croco0e TOTyIeHHs, MepepadOTKH B JIEKapCTBEHHBIE (Op-
MBI WM TIPAMEHEHUH YKa3aHHOTO COCTMHEHUS WJIM €r0 COJIM NPUBEIEHA B yKa3aHHBIX TOKYMEHTaxX, BKIIOYCH-
HBIX B HACTOSIIIEE OMICAaHNE B KAYECTBE CCHUIOK.

Komro3uiyst TaOJIeTKH CHTAarMNTHHA BBITYCKAeTCsl MO TOProBhIM Ha3zBaHueM Januvia®. Kommosuius
TabJETKH, BKIIOYAIOIIEH KOMOWHAIIMIO CHTArJINITHH/MET(GOPMHUH, BBITYCKAETCS IOJ TOPTOBBIM Ha3BaHHUEM
Janumet®.

Bunparnmuntua (LAF-237), xapakTepu3ylOmUNAcs CTPYKTYpHOH ¢opMynoil B, mpencTaBieHHON HIDKe,

npezacTasisieT coboit (2S)-{[(3-runpokxcuanamanTaH- 1 -11)aMIHO |alleTHII | TUPPOIUANH-2-KapOOHUTPHII, APYToe
HazBanue (S)-1-[(3-ruapokcu-1-araMaHTHIT)aMIHO |alle THII-2 -IIHaHOTUPPOIIH TN H,

OH B)

Bunparmuntus npexnae Bcero ommcad B mateHte US Ne 6166063 u B 3asBke WO 00/34241, npumep 1.
KonkpeTHble conn BUIIAaraunTHHa onucansl B 3asBke WO 2007/019255. Kpucramdeckas: ¢popMa BUIAATIIHII-
THHA, a TaKK€ KOMIIO3UIMS TaOJETKH BUJIJAIIMNTHHA omucaHbl B 3agBke WO 2006/078593. Bumgarinuntua
MOXHO TiepepadaThiBaTh B JIeKapcTBEHHBIE (popMbl, kKak ommcano B 3asBke WO 00/34241 nnm B 3asBke WO
2005/067976. Kommno3uiys BIIJarIMITHHA ¢ MOANGHUINPOBAHHBIM BBHICBOOOK/ICHHEM OIicaHa B 3asiBke WO
2006/135723.

Bonee moxppobHast nHpOpMaIys, HampuMep, O croco0e TOTydeHHs, MepepadOTKH B JIEKapCTBEHHBIE (Op-
MBI WM NPUMEHEHUH yKa3aHHOTO COEAWHEHUs WIIM €r0 COJM IPHBEJCHA B YKa3aHHBIX JOKYMEHTAX, BKJIIOYCH-
HBIX B HACTOSIIIIEE OMMCAHNE B KAYECTBE CCHUIOK.

Komrmo3umyst TabiaeTky BHIAATIMIITHHA BBITYCKAaeTCsl 1MoJ] TOProBeIM HazBaHHeM Galvus®. Kommnoswniwus
TaOJIeTKH, BKIIIOYAIOIIEH KOMOWHALMIO BIJIAATIHNTHH/MET()OPMHH, BBIITYCKAETCSI IO TOPTOBBIM HAa3BaHHEM
Eucreas®.

Cakcarnmmntun (BMS-477118), xapakTepusyoomuiics cTpykrypHoii dopmymnoin C, mpeacTaBIeHHOMH
HIWKe, mpexactaBiuser coboir  (1S,3S,55)-2-{(2S)-2-amuno0-2-(3-runpokcuagaManTan- 1 -mir)ameTun }-2-
azabunukio[3.1.0]rexcan-3-kapOoHUTPUI, Apyroe Ha3BaHue (S)-3-rUIpoKcUajaMaHTUITIUINHE-L-11uc-4,5-

MeTaHOHpOJ’II/IHHI/ITpI/IH,
H H
NH
N
i 0 /
N

Il HO

(©)

CakcarnmuntuH npexe Beero onucan B mareHte US Ne 6395767 u B 3assBke WO 01/68603, mpumep 60.

B onHOM BapmaHTe cakcarJMITHH NMpeACcTaBiIeH B popMe THAPOXIOpUAa WM B GopMe MOHOOEH30aTa, KaK
ormcaHo B 3asBke WO 2004/052850. B npyrom BapuaHTe CakCariUNTHH INpEACTaBlIeH B (GopMe cBOOOIHOTO
OCHOBaHHMs. B ele oHOM BapHaHTe CaKCArJIMNITHH MPEACTaBICH B (hopMe MOHOTHIpaTa CBOOOIHOTO OCHOBA-
HUS, Kak onucaHo B 3asBke WO 2004/052850. Kpucramummueckue popMbI THIPOXJIOPHIA U CBOOOIHOTO OCHOBA-
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HHS cakcarIMNTHHA onucaHbl B 3assBke WO 2008/131149. Croco6 nosrydeHuns cakcarjJunTHHA TaKKe OIHCAH B
3asBkax WO 2005/106011 u WO 2005/115982. CakcarmunTuH MOXHO IepepadaThIBaTh B TaONETKH, KaK OIH-
caHo B 3asiBke WO 2005/117841.

Bonee moxppobOHast nHGOpMaIys, HapuMep, O croco0e TOTyYeHHs, MepepadOTKH B JIEKapCTBEHHBIE (Op-
MBI WJIM NPUMEHEHUH yKa3aHHOTO COEAWHEHUs WIIM €r0 COJM IPHUBEJCHA B YKAa3aHHBIX JOKYMEHTAX, BKJIIOYCH-
HBIX B HACTOSIIIIEE OMICAHNE B KAYECTBE CCHUIOK.

AnormuntuH (SYR-322), xapaktepuszyromuics: cTpykTypHOi Gopmynoii E, npeacraBneHHON HIDKE, TIPE-
crapisier coboii  2-({6-[(3R)-3-amuHonMIIepUANH- | -11]-3-MeTHI-2,4-110KCO-3,4-muruapo-2 H-nupumuna- 1 -

W1} METHIT)OCH30HUTPHII,
2 N
Y | NH,
_N

O

E) .

ATNOTJIMIITHH TIpekae Bcero omucaH B mareHTax US 2005/261271, EP 1586571 um B 3asBke WO
2005/095381.

B oxHOM BapmaHTe aJOTTIMITHH NpEACTaBIeH B (opMe OeH30aTa, THAPOXIOPHIA FITH TO3WIATa, KaKIas U3
yKa3aHHBIX (popM onmcana B 3asBke WO 2007/035629. Yka3aHHBIN BapHaHT OTHOCUTCS K OCH30aTy aJIOTJINITH-
Ha. [TonmumopdHbie hopMBI OcH30aTa aMoONIMNTHHA omucaHbl B 3asBke WO 2007/035372. Cnocob momydeHus
ayoryimnTHa onucad B 3asBke WO 2007/112368, a Taxxke mpexae Becero B 3asske WO 2007/035629. Anormur-
THH (a MMEHHO, ero OEH30aT) MOYKHO IepepadaThiBaTh B TaOJNIETKH W BBOIMTH, KaK ONHcaHO B 3asiBke WO
2007/033266. Teepablii mpemapaT KOMIIO3UIUN ATOTIUITHH/TIHOTINTA30H, a TAKKE €ro MOJYYCHUE U MPUMEHE-
HHe onucaHbl B 3asBke WO 2008/093882. Trepaplii penapaT KOMIIO3HLIUH JOTJIMITHH/METQOPMHUH, a TakKe
€ro MoJTydeHue 1 MpuMeHeHre onucansl B 3assBke WO 2009/011451.

Bonee moxppobHast nHGOpMaIys, HapuMep, O croco0e TOTydeHHs, MepepadOTKH B JIEKapCTBEHHBIE (Op-
MBI WM TIPAMEHEHUH YKa3aHHOTO COCTMHEHUS WJIM €r0 COJIM IPUBEIEHA B YKAa3aHHBIX TOKYMEHTaxX, BKIIOYCH-
HBIX B HACTOSIIIEE OMICAHNE B KAUECTBE CCHUIOK.

(25)-1-{[2-(5-MeTun-2-pernnorcazo-4-1ui)dTHIAMHIHO |alle T | TUPPOJIUANH-2-KapOOHUTPIWII  WIIH  €T0
(hapmaneBTHYECKN MTpUEMIIEMasi COJIb, MPEAIIOUTHTEIFHO Me3wnaT, win (2S)-1-{[1,1-anmernn-3-(4-nupuaun-3-
WIMMHAIA30J1- | -MJT) IPOTTMIIAMHHO |alle THIT } TAPPOIUANH-2-KapOOHUTPHI WM ero (apManeBTHYECKH IpHeMIIe-
Mast COJIb.

VYka3aHHBIC COEJMHEHHUS U CIIOCOOBI X MOJTydeHHs onucansl B 3asiBke WO 03/037327.

Me3uiat repBoro COSIMHEHHS, a TAKXKE €ro KpHCTAJUINYECKHe MoJMMOp(hHbIE (JOPMBI OITMCAHBI B 3asiBKE
WO 2006/100181. ®ymapar mocieaHero CoeqMHEHHs, a TAKKE €ro KPUCTAJUIMUECKHe MOIMMOpQHEIE (HOpMBI
onrcanbl B 3asBke WO 2007/071576. Yka3aHHble COSIMHEHHSI MOXHO TiepepadaThiBaTh B (apMareBTHIECKYIO
KOMITO3HIIMIO, Kak omnucaHo B 3asiBke WO 2007/017423.

Bonee moxppobOHast nHbOpManys, HampuMep, O croco0e TOTyYeHHs, MepepadOTKH B JIEKapCTBEHHBIE (Op-
MBI WM TIPAMEHEHNH YKa3aHHBIX COSAMHEHHMHA WM MX COJICH NMpHBEIeHa B yKa3aHHBIX JOKYMEHTaX, BKIIOYCH-
HBIX B HACTOSIIIEE OMICAaHNE B KAUECTBE CCHUIOK.

(S)-1-((2S,3S,11bS)-2-Amun0-9,10-mumetokcu-1,3,4,6,7,1 1b-rekcaruapo-2H-mupr o[ 2, 1 -a| 130X MHOTMH-
3-mi)-4-pTOPMETHIIITUPPOSIMINH-2-0H (pyroe Ha3BaHHE KapMETJIUIITHH) WIN ero (apMareBTHUECKH IpHeMIIe-
Masl COJIb:

F

o o]

o

VYka3aHHOE COEMHEHHE M CIIOCOOBI ero moydeHus: onucansl B 3asBke WO 2005/000848. Criocob mody-
YeHHsl YKa3aHHOTO COCAMHEHMs (MPexXIe BCEro, UIHAPOXJIOPHIA YKa3aHHOI'O COCIAMHEHHUS) TAKKE OIHCAH B
3asBkax WO 2008/031749, WO 2008/031750 1 WO 2008/055814. Yka3aHHOe cOeIMHEHNE MOXKHO Iepepada-
TBHIBaTh B (papMalieBTHUECKYIO0 KOMIIO3UIIHIO, Kak onrcano B 3asBke WO 2007/017423.
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Bonee noppobHas nHpOpManus, HapuMep, O crocode MoIyYeHus1, epepaboTKu B JeKapcTBeHHBIE (op-
MBI WK MPUMCHCHUH YKa3aHHOTO COCTUHCHUS WJIM €r0 COJIM IPUBCJCHA B YKAa3aHHBIX JTOKYMEHTaX, BKIFOUYCH-
HBIX B HACTOSIIIEE OMHCAHKUE B KAYECTBE CCHUIOK.

(3,3-Mudroprupponuaus- 1 -un)-((2S,4S)-4-(4-(mupuMuIHH-2 -1 ) TATIEPa3uH- | -UT) TAPPOTHTUH-2 -
WI)METaHOH (Apyroe Ha3BaHUE TOCOTJIMIITHH) HITH eT0 (papMaleBTHIECKH MprUeMiIeMast COJlb.

Yka3zaHHOE COEIUHEHHUE U CIIOCOOBI ero moJiydeHus omucanbl B 3asBke WO 2005/116014 u B maTeHTe
US 7291618.

Bonee moxppobOHast nHGOpMaIys, HampuMep, O croco0e TOMyYeHHs, MepepadOTKH B JIEKapCTBEHHBIE (Op-
MBI WM MPUMEHCHUH YKa3aHHOTO COCTUHCHUS HJIM €r0 COJIM IPUBCJCHA B YKa3aHHBIX JTOKYMEHTaX, BKIFOUYCH-
HBIX B HACTOSIIIIEE ONMCAHHUE B KAYECTBE CCHUIOK.

(1-((3S,4S)-4-amuno-1-(4-(3,3-nudropnupponuaus- 1 -ui)-1,3,5-rpuazun-2 -um)nupponuani-3-mi)-5,5-
JUPTOPIUTICPUANH-2-0H WU €T0 (hapMaleBTHICCKH MPUEMIIEMAast COJIb:

F H,N
F
e F
N N N
A F
(o] NN
VYkazaHHOe COEMHEHHE M CIIOCOOBI eTo MosydeHus onvcanbl B 3asBke WO 2007/148185 u B marente US
20070299076. boisee moapoOHass mHGOpMAITUs, HAPUMEP, O CIIOCO0e TOMyUeHUs, IepepadOTKH B JIEKapCTBEH-
HBIe (DOPMBI WM NPUMEHEHUH YKA3aHHOTO COCIMHEHHS WIJIM €ro CONM NpUBEACHA B YKa3aHHBIX JOKYMEHTAX,
BKITIOYEHHBIX B HACTOSIIIEE OMMCAHNE B KAYECTBE CCBHUIOK.

(2S,45)-1-{2-[(3S,1R)-3-(1H-1,2,4-Tpna3o- 1 -uaMeTrI ) TUKIOTIEHTUIIAMUHO |arie Tv } -4-(Q TopITuppoTH IuH-
2-kapOOHHUTPUI (Ipyroe Ha3BaHKWE MEJIOTIIUIITHH) HITH eTo (hapMalleBTHIECKH ITpreMyIeMast COJb:

PPN H\//z cN

VYka3aHHOE COEIMHEHHWE W CIOCOOBI €ro IoJy4eHuWs omucaHsl B 3asgBkax WO 2006/040625 u WO
2008/001195. TIpexme Bcero 3asBICHHBIC COJTH BKIIOYAIOT METAHCYJIb(OHAT U Tapa-ToiayoscynbdoHat. bomee
noxpoOHas uH(GOpMAaIUs, HATPUMEp, O CITOCO0E MOYIeHHUs, TIepepaboTKH B JIEKapCTBEHHBIC (hOPMBI WK TIPH-
MEHEHHH YKa3aHHOTO COCIMHEHHS MM ero COJM MPHUBEACHA B YKA3aHHBIX JTOKYMEHTAX, BKIIFOYEHHBIX B HACTOS-
1Iee OMMCAHNE B KAUECTBE CCHIJIOK.

(R)-2-[6-(3-AmuHOTIMTIEpU T H- | -111)-3 -MeTHIT-2,4-THOKCO0-3 ,4-nuruapo-2 H-mupumunus- 1 -mmvetnn | -4-
(hTopOESH3OHUTPHIT UITH €T0 (papMaIeBTUIECKH TpHUeMIIeMast COJTb:

F
o\@\m
\NJ\N

NH
OM ,\O“ 2

“,

mn'"

VYka3aHHOE COEIMHEHHE M CIOCOOBI €ro MONYydYeHHs, a Takke NPUMEHEHHEe OmHcaHbl B 3asBke WO
2005/095381, B marente US 2007060530, B 3asBkax WO 2007/033350, WO 2007/035629, WO 2007/074884,
WO 2007/112368, WO 2008/033851, WO 2008/114800 m WO 2008/114807. Ilpexxae Bcero, 3asiBICHHBIE COIH
BKitouatot cykimHaT (WO 2008/067465), 6enzoar, 6eH30JCynbPOHAT, Tapa-Toiayoncynbdonar, (R)-Mmanngenar u
ruapoxopua. boiee moapoOHast nHpopMans, HAPUMEP, O CITOCOOE MOIYICHHUs, TIepepabOTKH B JICKapPCTBECH-
HBIe (DOPMBI WM NPUMEHEHUH YKA3aHHOTO COCIMHEHHS WIJIM €ro CONM NpPUBEACHA B YKa3aHHBIX JOKYMEHTAX,
BKITIOYEHHBIX B HACTOSIIIEE OMMCAHNE B KAYECTBE CCBHUIOK.

buc-mumermnamug 5-{(S)-2-[2-((S)-2-unanonmmppOIUAUH- | -111)-2-0KCcOodTHIAMHUHO |iporwn }-5-(1H-
terpazon-5-uin)-10,1 1-quruapo-SH-nubenso[a,dJuukiorenten-2,8-11kapOOHOBOW KUCIOTH! WK €ro (apmMaries-
THUYECKH TIPUEMIIEMast COJIb:
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\

N

VYka3aHHOE COEIMHEHUE U CIIOCOOBI ero MoydeHus onucansl B 3asBke WO 2006/116157 u B marente US
2006/270701. bonee nmoxpoOHas nHGOpMaLKs, HaIIPUMEp, O CHOco0e MONTyYeHus], IepepaboTKN B JIEKapCTBEH-
Hble ()OPMBI WM MPUMEHEHHH YKa3aHHOTO COEIMHEHHS WJIM €ro COJNM IPUBEICHA B YKA3aHHBIX JOKYMEHTaXx,
BKJIFOUCHHBIX B HACTOSIIEE ONMCAHUE B KAUECTBE CCBHIIOK.

3-{(28,4S)-4-[4-(3-Metuin-1-denun-1H-nupazon-5-un)nunepasns- 1 -ui | nupponuanH-2-nikapOoHHI | TH-
A30JIMIMH (Ipyroe Ha3BaHKWE TEHEJUIIMITHH) WK eTo (hapMaleBTHYECKH IIpHeMiIeMast COJlb.

YkazaHHOe COeMHEHNE W CTIOCOOBI ero MoJiydeHus omucanbl B 3asBke WO 02/14271. KoHkpeTHbIe con
onricanbl B 3assBkax WO 2006/088129 1 WO 2006/118127 (Bxirodast, HapsiAy ¢ MPOYUMH, THIAPOXJIOPHI, THIPO-
Oopomua). KomOnHUpOBaHHOE JI€UEHHE C HUCIOJIH30BAHHUEM YKAa3aHHOTO COCJAMHEHHs OnucaHo B 3asBke WO
2006/129785. bonee moapoOHas nHbOpMAIHS, HATIPUMEDP, O CIIOCOOE MOYICHHUs, TIepepabOTKH B JICKapCTBEH-
Hble ()OPMBI MM MPUMEHEHHN YKAa3aHHOTO COEIMHEHMs WJIM €r0 CONM IPUBEICHA B YKa3aHHBIX JOKYMCHTaX,
BKJIFOUCHHBIX B HACTOSIIIIEE ONMCAHUE B KAUECTBE CCBHIIOK.

[(2R)-1-{[(3R)-IIuppoananH-3-niIaMHHO |alleTHI } TUPPOIUIMH-2 -1 |OOpPOHOBAsl KHCJIOTa (Jpyroe Ha3Ba-
HHE JyTOTJINITHH) WK ee (papMareBTHYECKH IprueMieMast CoJlb.

VYka3aHHOE COEAMHEHHME M CIocoOBl €ro IONydeHus omucaHbl B 3asBkax WO 2005/047297, WO
2008/109681 u WO 2009/009751. KoukperHble conu omucanbl B 3asske WO 2008/027273 (Bkirovast muTpar,
taptpar). Kommosurus yka3zaHHOTO coequHeHus omnmcaHa B 3asBke WO 2008/144730. KoMmo3umus AyTOTIUII-
THHA (B BHIE TapTpaTa IyTOTJIMIITHHA) ¢ MeThopmuHOM omrcana B 3asBke WO 2009/091663. Bonee moapobHast
nHpOpPMaIsI, HaIpUMeEp, O CIIoco0e MOTyIeHHUs, TepepadOTKH B JIEKapCTBEHHBIC (POPMBI WIIM IPUMEHEHUH YKa-
3aHHOTO COEIMHECHMS MM €T0 COJIM IIPUBECHA B YKa3aHHBIX JOKYMEHTaX, BKIIOYCHHBIX B HACTOSIIEE OMMCAHNE
B KaUE€CTBE CCHLIOK.

(2S,45)-1-[2-[(4-DOToxcukapOoHMIONIUKIIO[2.2.2 |0KT- | -11)aMHUHO |arte ThIT | -4-Q TOPIIUPP OJMTUH-2 -
KapOOHHUTPHUII W ero (papMarieBTHIECKH IPUEMIIEMast COJb.

VYka3aHHOE COeIMHEHHE M CIOCOOBI ero moyrydeHus onucansl B 3asBke WO 2005/075421, B matenre US
2008/146818 u B 3asBke WO 2008/114857. bonee noapobHas nudopmanus, HanpuMep, o criocode NoTydeHus,
nepepabOTKH B JIEKapCTBEHHbBIE ()OPMBI MIIM IPUMEHEHNH YKa3aHHOTO COEJAMHEHUS WM €r0 COJIM IPHBEICHA B
yKa3aHHBIX JOKYMEHTaX, BKIIOUCHHBIX B HACTOSIICE ONMCAHUE B KAUECTBE CCBHIIOK.

2-({6-[(3R)-3-AmuHO-3-MeTHANUIEepUaNH- 1 -1i]-1,3-mumernn-2,4-auoxco-1,2,3 ,4-rerparuapo-5SH-
nppodo[3,2-d]mupumuanH-5-ni } MeTrn)-4-GTopOSH30HUTPHIT WK €ro (apMareBTUUECKH IIpueMiieMasi Collb,
W 6-[(3R)-3-amuHonunepuanH- 1 -1 ]-5-(2-x10p-5-hTopobensmn)-1,3-mumeTmi-1,5-muruapornuppoio[ 3,2-
d]mapumuanH-2,4-1H0H WK eTo (papMaleBTHISCKU MpUeMiIeMasi CoJlb.

VYkazaHHBIE COCOUHEHMSI M CIIOCOOBI WX TIOJIy4eHHs oOmHcaHbl B 3asBkax WO 2009/084497 m WO
2006/068163 cooTBeTcTBeHHO. KOMOMHUPOBAHHOE JICUEHUE C HCITOJIb30BAHUEM TTOCIICTHETO M3 YKa3aHHBIX JABYX
coenuHeHni ormmcano B 3asBke WO 2009/128360. bonee moapoOHast madopmarius, HampuMmep, 0 Crocode moy-
YeHUs], epepaboTKU B JIEKapCTBEHHBIE (OPMBI MM MPUMEHEHHH yKa3aHHBIX COSANHEHUH WM UX COJIeH MpuBe-
JIcHAa B yKa3aHHBIX JIOKYMEHTaX, BKIIIOUCHHBIX B HACTOSIIIEE ONMCAHNE B KAUECTBE CCHIJIOK.

{2-[(2-LlmanonmuppoauuH- 1 -1ni1)-2-0KCOITHIIAMHUHO | -2-MeTrinponui famuy  (S)-2-metunnupaszono[1,5-
a]nupuUMuANH-6-KapOOHOBON KHCIOTHI (Ipyroe Ha3BaHWE aHATIMIITHH) WM €ro (apMaleBTHYECKH Ipuemie-
Masi COJIb.

VYka3aHHOE COEAMHEHHE M CIIOCOOBI ero moiydeHus: onucansl B 3asBke WO 2004/067509. KomOuHupo-
BaHHOE JICUEHHE C UCTIOIh30BaHUEM YKa3aHHOTO COeAMHEHHs omucaHo B 3asBke WO 2009/139362. Bonee moa-
poOHas nHbOpMaIHs, HATPUMED, O CITOCOOE TOTyUeHUs, IEPepaOdOTKU B JIEKApCTBEHHBIE ()OPMBI WIIA TIPUMEHE-
HUM YKa3aHHOTO COEAMHEHUS WM €r0 COJIM NPHBEACHA B YKa3aHHBIX JOKyMEHTaX, BKIIOUCHHBIX B HACTOSIEE
OIHCaHNUE B KAUECTBE CCHLIOK.

[Ipennournrensro uarHOUTOP JII1-4 BRIOUMparoT M3 rpymnisl G2, BKIIOYAOIMEH TUHATITUITHH, CHTATJINTI-
THUH, BUWIJATJIUITHH, aJOTIUIITHH, CAKCATIMIITHH, KAPMETIIUITHH, TOCOTJINITHH, TEHEIUTJIUITHH, MEJIOTJIUITHH
Y TYTOTJIMITHH, WK (hapMaleBTUIECKH MPUEMIIEMYIO COJIb MM MPOJIEKAPCTBO OHOTO U3 YIOMSIHYTBIX BBIIIC
unruouropos JI1I1-4.

Bonee npennoururensHo narn6utop JAINI1-4 BeiOuparor u3 rpynmnsl G2, BKIIOYAIOMIEH JIMHATIUNTHH, CH-
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TarJUITHH, BUJIIATIUITAH, aJIOTIMOTHH, CAKCATIIUIITHH, TCHEIUTIIUITHH U TyTOTJHITHH, Wi (apMaleBTHYC-
CKHU MPUEMIICMYIO COJIb WIIH IIPOJICKAPCTBO OJHOTO U3 YIIOMSIHYTHIX BbIlie HHruOuTopos JAT1I1-4.

[Ipexxne Bcero npeanodTuTeasHBIM HHruouTOpoM JI1T1-4 o HacTosAIeMy H300pETEHHUIO SBIIICTCS JTUHAT-
TunTHH. MICTIONh30BaHHBIA B JAHHOM KOHTEKCTE TEPMUH "JIHHATIMNTHH" 0003HAYaeT JUHATIHUIITHH U ero (dap-
MAIeBTUYECKH TPHEMIIEMbIE COJH, BKJIIOYAsl THAPATHl W COJIGBATHI JIMHATIHUITHAHA, a TaKKe KPUCTAJUINIECKHE
dhopmbl ykazaHHOTO coenuHeHUs. Kpucrammmdaeckue Gopmel onmcanbl B 3asBke WO 2007/128721. CriocoObl
TIOJTyYeHUs JIMHATJIMIITHHA OIUCaHBI, HanmpuMep, B 3asBkax WO 2004/018468 u WO 2006/048427. JIunariur-
THH OTJIMYAETCS OT CTPYKTYPHO comocTaBUMBIX HHTrHONTOpoB J{I1I1-4 B CBsI3U ¢ TeM, 9TO 00BEIUHIET UCKITIOYH-
TENBHYI0 3P (QEKTHBHOCTD U MPOIOIDKUATEIFHOE ICHCTBUE ¢ ONAarONpUATHEIME (hapMaKOJIOTUICCKUMH CBOVCTBA-
MU, CEJICKTUBHOCTBIO B OTHOIICHUH PELENTOPa U ONaronpHusTHBIM HpoduieM MoOOYHBIX ACUCTBHM, WK 00ec-
MICYNBACT HEOXKUJAHHBIC TEPANCBTUUCCKUE MPEUMYIIIECTBA WIH YIIYUIICHUS MPH JICYCHUU B PEIKUME MOHOTEPA-
MUY W/WITK TP UCIIONB30BAHUY B KOMOWHAIIMK CO BTOPBIM M HEOOS3aTEIBHO TPETHUM MPOTHBOANAOCTUICCKAM
areHTOM IO HACTOSIIEMY N300pETEeHUIO.

JIns uckiroueHus 000 HeOTPEICICHHOCTH, OTIICAaHUE KaXKIOTO M3 TOKYMEHTOB, IIATUPOBAHHEIX BBIIIC B
CBS3U C KOHKpeTHhIMU nHTHONTOpamu III1-4, ciermansHO BKIIIOUEHO B ITOJHOM 00BEME B HACTOSIIEE OMHCaA-
HHE B Ka4eCTBE CCHUIOK.

B ogHOM 00BeKTE HAcTOSAIIETO H300peTEeHUs (hapMaIeBTUYECKIE KOMITO3HIINH, CITIOCOOBI U MPUMEHECHHS
M0 HACTOSIIEMY H300pETEHHIO OTHOCSTCS K KOMITO3HUIIUAM, KOTOpBIe BKIodaroT nHrnountop JI1I1-4 B kagect-
BE CAMHCTBEHHOTO aKTHBHOT'O MHTPEAMEHTA (T.€. BTOPOH M TPETHH MPOTHBOIUAOETUICCKUE areHTHl OTCYTCT-
BYIOT), W/WJTH, COOTBETCTBEHHO, K JICUCHHIO B PEXKHUME MOHOTEPAIINH C UCIIOIb30BaHueM uHruomropa JII1I1-4
B OTIEIBHOCTH.

B npyrom o0bekTe HacTosIero u3oopereHus GapMareBTHUIECKHe KOMITO3UIUK, KOMOMHAIIMH, CIIOCOOBI 1
MPUMEHCHHUS 110 HACTOAIIEMY H300PETCHUIO OTHOCSATCS K KOMITO3UIMSIM WIIM KOMOMHAIUSAM, KOTOPBIC BKITIOYA-
o1 uaruourop JAII1-4 u BTOpoi MPOTHBOANAOCTUICCKHI areHT B KAYeCTBE CIMHCTBEHHBIX aKTHBHBIX WHIPEIHU-
CHTOB (T.€. TPETUH MPOTUBOIUAOCTUUCCKUIN areHT OTCYTCTBYET), W/WIH, COOTBETCTBEHHO, K IBOWHOW KOMOMHH-
POBaHHOH Tepamnuu ¢ ucroyib3oBanneM nHruouTopa JIII1-4 1 BToporo mpoTHBOINA0E THIECKOTO areHTa.

B npyrom o0bekTe HacTOSIIETO H300peTeHusT papManeBTHIECKUEe KOMITO3UITUH, KOMOMHAIINH, CTIOCOOBI U
MIPUMEHEHHUS 110 HACTOAIIEMY H300pPETEHHIO OTHOCATCS K KOMIIO3UIMSM MJIM KOMOMHAIMSAM, KOTOPBIE BKIIOYaA-
tor uaruourop JII1-4, BTOpOi M TpeTHi MPOTUBOAMAOETUIECCKHUIA areHT, W/WIH, COOTBETCTBEHHO, K TPOWHOMN
KOMOMHHPOBAHHON TepaInvu C UCIoJib3oBanneM uHruoOuTopa JII1I1-4, BToporo u TpeThero nMpoTHBOAMAOETHYIC-
CKOTO areHTa.

Kpowme Toro, uarudurtop JAII1-4 no HacTosmEeMy U300PETEHUIO MOXKET JTOTIONHUTEIBHO XapaKTePH30BaTh-
csl TeM, 4To yKka3aHHbIH mHruoOurop [AIII1-4 He BBI3BIBaCT 3HAYMTEIHFHOTO HAPYIICHHS TIIOMEPYJSPHON W/HIH
TyOyJsIpHOW (PYHKIHHU TOYCK y TMANUCHTA C AUA0CTOM THUMA 2 C XPOHUYECKOH MOYEHHOW HEIOCTATOYHOCTHIO
(HampuMep, ¢ HapyIIeHHEM (DYHKITUH MOYCK JISTKOH, CPEIHEH U TSDKEIOH CTCICHU TSDKECTH WK C 3a00JIeBaHHEM
MOYEK B TCPMHUHAIBHOM CTaJMK), W/ILTH TeM, UTO JIs ykasanHoro uHruouropa JI1I1-4 ve TpeOyeTcs onTuMu3aIus
JIO3BI JUTS TIAIIMCHTA C TUa0eTOM THIa 2 ¢ HapylIeHHeM (DYHKIUH [MOYCK (HAIpUMep, C HapyIIeHueM (pyHKIUU T0-
YeK JIETKOH, CPEeTHEH 1 TSHKEIIOW CTETIEHH TSHKECTH HITH ¢ 3a00JIeBaHUEM MTOYEK B TEPMHHAIBHOM CTaIN).

BTopoii mpoTuBoaAnabeTHIECKUI areHT |, €CJIA MPUCYTCTBYET, TPETUH MPOTUBOANAOETHICCKUI areHT BBI-
Oupatot u3 rpynmsl G3, BKIOYAOIIEH OUTYaHUIBI, THA30JIUIUHANOHBI, CYITb(OHUIMOUYEBHUHBI, TJIMHUIBI, HHTH-
outopsl o-rmoko3unassl, I'TII-1 umm ananoru I'TII-1, a Takke MHCYJIMH WIN aHAJIOTH MHCYJINHA, WK (apmMa-
HEBTHYECKHN MPHEMIIEMYIO COJIb YKa3aHHBIX COSAMHEHHWH. Hrpke ommcaHBI MpenroYTHTEIbHBIC BapHAHTHI, Ka-
CaloIIKeCs BTOPOTO W/WIIN TPETHETO MPOTHBOANA0ETHIECKOTO areHTa.

I'pynma G3 Brimouaer Ouryanuabsl. [IpumepamMu OUTYaHUIOB SBISAIOTCS MeTGopMuH, peHpopMHUH U Oy-
¢opmun. [IpenmouturensHpM Ouryanuaom sisisercs Merdopmun. Maruourop AI1I1-4 B komOuHanuu ¢ Ourya-
HHJIOM, TIPEXIE BCEro ¢ MET(GOPMHUHOM, MOKET 00ecnednTh Oosiee 3pEeKTUBHBIA TTMKEMHYECKUH KOHTPOJIb
W/WIM 00ECIICYUTh COBMECTHO C OMTyaHWIOM, HAaIlpHMEpP, CHUKCHHUE MACCHI Tella, KOTOpOE OKa3bIBaeT Oiaro-
TPUATHBIC JICHCTBUS, HATIPUMEP, HA METaOOIMUYCCKUI CHHAPOM, KOTOPBIA OOBIYHO CBSA3aH C CaxapHBIM auade-
TOM THIA 2.

Hcnonb30BaHHEIA B JAHHOM KOHTEKCTE TEpMHUH "MeTGOopMHUH" 0003HayaeT MeTOpMUH WK ero (apma-
MIEBTHYECKU MPUEMIIEMYIO COJIb, HAPUMED, THIPOXIOpUI MeTPopMuHa, MeThopMmuHa ¢ymapat (2:1) u met-
dhopmuna cyknuHat (2:1), THapoOpoMua MeThopMUHa, TTapa-XJopdheHOKCHAIIETAT WM YMOOHAT MEeTHOPMHUHA, a
TaKXKe JPyrue M3BECTHBIE CONMHM MeT(hOpMUHA OJHO- M JIBYXOCHOBHBIX KapOOHOBBIX KHCIOT. IIpenmodrurensHO
MeT(HOPMHHOM TI0 HACTOSIIEMY U300PETEHHIO SBJISETCS TUAPOXIOPUI MET(HOPMHHA.

I'pynma G3 BrimtoyaeT THA30IUAMHANOHEI. [IpuMepamu TrazomuanHInoHOB (T3]]) SABISIOTCS MHOTIIMTA30H
U po3urinTazoH. Jleuenne ¢ ucnonszoBanneM T3/ comnpoBoxkaaeTcst yBeIMYEHHEM Macchl Tela M Iepepacrpe-
JieNieHreM XUpoBoi TkaHu. Kpome Toro T3] BBRI3BIBAIOT 3aJepiKKY JKUIKOCTH, YTO MPOTUBOIMOKA3AHO MMALUCH-
TaM C 3aCTOMHON cepJeuHON HelocTaTouHOCThIO0. [IponomkuTensnoe neuenue T3]1, kpome TOro, CONpoBOKIA-
€TCS TIOBBIICHHBIM PUCKOM TepenioMoB kocted. Uuruburop [IIII-4 B KOMOMHAIMM C THA3OJIUIMHIUOHOM,
MPEXJIC BCEro MUOTIIUTa30HOM, MOKET 00eCTIeuuTh 0oiee I(PPEKTHBHBIA IITUKEMUYCCKHA KOHTPOIb W/WIIH CBE-
CTH K MUHHUMYMY N0OOYHBIE neiicTBus teueHus T3/1.

Hcmonb30BaHHbBIN B TaHHOM KOHTEKCTE TEPMHH "THOTIUTAa30H" 0003HAYaeT MUOTJIMTA30H, BKIIOYAs €O
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SHAHTHOMEPHI, CMECH YHAHTHOMEPOB H parieMart, Wid (hapMaleBTHICCKH IPUEMIIEMYIO COJIb MHOTIINTa30HA, Ha-
pUMep, TUAPOXIIOPHUI.

Hcmonb30BaHHbIN B JAHHOM KOHTEKCTE TEPMHUH "PO3HUTIIMTA30H" 0003HAYAET PO3UTIIMTA30H, BKITIOYAS €T0O
SHAHTHOMEPHI, CMECH YHAHTHOMEPOB M pareMaT, WiH (apMaleBTHYSCKH MPUEMIEMYIO COJIb PO3UTIHTA30HA,
HarpuMep, Majear.

I'pynma G3 BkimouaeT cynbHoHWIMOUEBUHBI. [IpuMepaMu CyIb(OHUIMOYEBUH SIBISFOTCS TIMOCHKIIAMHM]I,
TONOYTaMHU, TIAUMETTUPH, TIAUIMU3NAL, TITUKBUIOH, TIHOOPHYPH, TIHOYpU, TAN30Kcenua u riauknazuy. [Ipen-
TMOYTHTENBHBIMU CYJIB()OHUIMOYCBHHAMHE SIBIISIFOTCA TOJOYTaMUJ, TJIMKBHUIOH, TTHOCHKIAMUI U TIUMEIHPHUI,
MPEeXJIe BCEro MNIMOCHKIAMHUI] M DIIAMENHPUA. B cBs3u ¢ TeM, 4T0 3 (EKTHBHOCTH CYIb()OHIUIMOYCBHH CHUXA-
eTcs B XOJIe Kypca JeucHus, komouHatms uaruoutopa [AI11-4 ¢ cynbhoHHIMOYEBHHOW MOKET 00CCIICYHTh J0-
MOJHHUTEBHOE MIPEUMYIIECTBO IS TTAllMCHTa B OTHOIICHUH YIyYIICHUS TIIMKEMHYCCKOTO KOHTpos. JleueHwue
CyITb(OHUIMOUCBUHAMHU TAKXKE OOBIYHO COMPOBOMKIACTCS MOCTCIICHHBIM YBEIIMYCHUEM MACChI TEIa B XOJ€ Kyp-
ca nedenus, a uaruourop JII1-4 MoxkeT cBECTH K MUHUMYMY YKa3aHHOE TOOOYHOE NICHCTBHE JICUCHUS CYTh(O-
HUJIMOYEBHHON W/WiK ocnabuTh Merabonmdyecknii cuaapomM. Murudurop [I1I1-4 B koMOMHAIMYU ¢ CYIBOOHMII-
MOYEBHHOI TaKKe MOXET CBECTH K MHHUMYMY THITOTIIMKEMHIO, KOTOpas MPEICTaBIsAeT cOOOH Apyroe oTpuIia-
TeJabHOE TOO0YHOE NeHCTBHE CYTb(OOHMIMOYECBHH. Takas KOMOMHAIMS MOXKET Takke 00eCNedHnTh CHUKCHHE
JI03BI CYTb(hOHUIIMOYEBHH, YTO MOKET TaK)Ke MPHUBECTH K CHIDKCHHIO THUITOTIIMKEMHH.

Kaxnprii TepMuH U3 Tpymibl "rimOeHKIaMuy, "tauMmenupua’, "TMkBuaoH", "rmubopHypuna, "rimkia-
3un”, "mmsokcenun”, "TonOyramun" u "TIUNU3WA", UCTIONB30BaHHBIA B TAHHOM KOHTEKCTE, 0003HAYaeT COOT-
BETCTBYIOIIEE aKTHBHOE JICKAPCTBEHHOE CPEJICTBO U €r0 (hapMalleBTHICCKH ITPUEMIIEMYIO COJIb.

I'pymma G3 Brurovaet rauHUAABL. [IpriMepaMu TIIMHUAAOB SIBISIOTCS HATCTIMHUI, PETIATIUHUI U MUTHUTITU-
HUA. B cBsi3u ¢ TeM, 4To 3(pPEeKTUBHOCTE TIMHHUIOB CHIKAETCS B XOJC Kypca JICUCHHUs, KOMOMHAIUS WHTUOUTO-
pa AII1-4 ¢ METTUTHHUAOM MOXET 00CCICYUTh JAOMOIHUTEIFHOE IPESHMYIIIECTBO ISl AIIMEHTa B OTHOIIICHUU
VITYYIICHUS TIIMKEMUYECKOTO KOHTPOJIS. JIeueHne METITUTHHUAAMU TaKKe OOBIYHO COMPOBOKIACTCS IMOCTEIICH-
HBIM YBEJIMYCHHUEM MACCHI Tejla B X0oJie Kypca yieueHus, a uaruoutop JIII1-4 MoxeT cBeCTH K MUHUMYMY yKa-
3aHHOE MMOO0YHOE JACHCTBHE JICYCHHUS METJIMTHHUIOM W/HIW OCIA0WTh METaOOJUvIecKuil CHHApoM. HruouTop
AIIII-4 B KOMOWHAIIMK C METIUTHHUAOM TaKXe€ MOXET CBECTH K MHHHMYMY THIIOTIIMKEMHIO, KOTOpas Mpen-
CTaBJSIET COOOH Ipyroe oTpuIaTeIbHOE TTOOO0YHOE MEHCTBUE METTUTHHHIOB. Takas KOMOWHAIHS Takxke obec-
MIEYNTH CHIDKEHHUE T03BI METJIMTHHHIOB, YTO MOXKET TaK)Ke MPUBECTH K CHIDKCHHIO THITOTIIMKEMHIH.

Hcmonb30BaHHBI B JaHHOM KOHTEKCTE TepMHUH "HaTernuHHI' 0003HAYaeT HATETIIMHHI, BKIIOYAs €Tro
SHAHTHOMEPHI, CMECH SHAHTHOMEPOB M parieMart, WiH (apMaleBTHIECKH IPUEMIIEMBIE COJIH M CIIOKHBIE I(HUPEI
HATETJIMHUJIA.

Hcnonp30BaHHBIA B JTAHHOM KOHTEKCTE TEPMHH 'pemarauHuy' 0003HAYaeT pENarivHWA, BKIIOYAs €ro
SHAHTHOMEPHI, CMECH SHAHTHOMEPOB H parieMar, Wik (GapMaleBTHICCKH IPUEMIIEMBIC COJIH M CIIOKHBIC 3(DUPEI
penariuHua.

I'pynma G3 BKITIOYaeT UHTHOUTOPHI O-TITFOKO3UAa3bl. [I[pruMepamMu HHTHOUTOPOB OL-TITFOKO3UIA3bI SBIISIOT-
cs akap003a, BOmmM003a U MUTIIHTON. K TOMONMHUTETFHBIM IpeuMyIIiecTBaM KoMOuHauu uaruoutopa JAT1I1-4 u
WHTHOWTOpA O-TJIFOKO3UIa3bl MOKHO OTHECTH Ooiiee 3(pPEKTUBHBIN TTMKEMHIECKUN KOHTPOIIb, HAITPUMED, MPH
Ooyee HU3KUX J03aX WHIUBUIYATBHBIX JCKAPCTBCHHBIX CPEACTB, W/HIM CHUKEHUE OTPUIATEIBHBIX TMOOOYHBIX
JIEACTBUI HHTHOUTOPOB OL-TIFOKO3HIA3hI HA JKEITYJOUYHO-KHIIIEYHBIN TPaKT.

Kaxnprit Tepmus 3 rpynmnsl "akap6o3a", "Boran6o3a” n "MHUIIMTON", UCTIONH30BAaHHBIN B JaHHOM KOHTEK-
cTe, 0003HaYaeT COOTBETCTBYIOIIEE aKTUBHOE JIEKAPCTBEHHOE CPEACTBO WM €ro (papMareBTUIECKU MpHeMIIe-
MYIO COIIb.

I'pynma G3 BkmoyaeT narnouTOps! aHamoroB ['TIIT-1. [Tpumepamu ananoros I'TITI-1 SBASIOTCS YKCEHATHI,
JUPATIyTHA, TACIOTIYTHA, CEMAariayTHI, aTOUTrIyTHX W nukcu3eHatnn. KomOmnarmus warnbmropa HIII-4 u
anayora I'TITI-1 moxeT oOecreduTh BHICOKOI(PPEKTUBHBIN TIMKEMHUECKH KOHTPOJIb, HampuMep, mpu Ooliee
HU3KHUX J103aX WHIUBUIYaTbHBIX JIEKAPCTBEHHBIX cpencTB. Kpome Toro, Hampumep, criocoOHocTh anaora I'TII-
1 cHMXaTh MacCy Tella MOXET OKa3bIBaTh OJATONPHUITHOE NCHCTBUEC B COUYCTAHHU CO CBOWCTBAMH WHTHOUTOpA
JIII-4. C npyro#t CTOPOHBL, IPH MCHOIBG30BaHNH CHIKEHHO 10361 ananora ['TIII-1 B koMOMHAnmMM ¢ MHTUOU-
topom JI1I1-4 MokHO 0OecHeYnTh CHI)KEHHE MOOOYHBIX NeHCTBUI (HapUMep, TOIIHOTHI, TOOOYHBIX ACHCTBUI
CO CTOPOHBI KEITYAOYHO-KHUIIIEYHOTO TPAKTA, TAKUX KaK PBOTA).

Kaxnprit TepMun u3 rpynmsl "skceHarun”, "nmuparmytua”, "tacnoriaytun’, "cemarnytun', "anourrytun” u
"TUKCH3eHATUN", KCTIOJH30BAHHBIA B TAHHOM KOHTEKCTE, 0003HAYACT COOTBETCTBYIOIICE aKTUBHOC JICKAPCTBCH-
HOE CPEACTBO WM eTr0 (papMareBTHICCKH IPUEMIIEMYIO COTIb.

B Bapuanre (Bapuante E1) dhapmaneBTrueckne KOMITO3HIINY, KOMOUHAIIMH, CTIOCOOBI M TIPUMEHEHUS I10
HACTOAIIEMY M300pETEHUIO OTHOCATCS K KoMOMHAnusM, Tae uaruoutop JII1-4 u BTOpOi mpoTHBOAMAOETHYIC-
CKHUH areHT HMPEeATIOYTUTEIHHO BEIOMPAIOT U3 COCTMHEHUH, TEPEUNCICHHBIX B Ta0M. 1.
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Tabiuma 1

Wuruburop ATIII-4

Bropoii nporuBoanabeTnyecKuii areHt

BLIOHpAIOT U3 BapuaHTa B

BBIOHpatOT U3 rpynns G3

BBIOMPAIOT U3 BapuaHTa B MetdopmuH
BbIOHparOT U3 Bapuanta B IInornurason
BLIOHpAIOT U3 BapuaHTa B Posurnurason
BBHIOMPAIOT U3 BapuanTa B I'mubenknamun
BbIOUparT U3 Bapuanrta B I'nmumenupun
BbIOHparT U3 Bapuanta B I'nukBUnOH
BbIOMpArOT U3 Bapuanta B Harernunun
BbIOHparOT U3 Bapuanta B Penarnuaun
BbIOUparT U3 Bapuanta B Axkapbo3a
BbIOMparOT U3 Bapuanta B Borau6o3a
BBIOMPAOT U3 Bapuanta B Murnuton
BbIOUparOT U3 Bapuanta B OxceHaTun
BbIOHparOT U3 Bapuanta B Jluparaytun
BBHIOMPAIOT U3 Bapuanta B TacnornyTun
BbIOHparOT U3 Bapuanta B Cemarnyrug
BbIOHparT U3 Bapuanta B AnGurnyrun
BBHIOMPAIOT U3 BapuanTa B JlukcuzeHatua
JInHArTUNTHH BBIOHparoT U3 rpynnsl G3
JluHarnunTuH Metdopmun
JlunarnunTuH IInornurason
JlunarnunTux Posurnurason
Jlunarnuntux I'nubenkaamun
JluHarnunTux I'numenupun
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JIuHarnunTuH ' nTukBUIOH
JIuHATITUNTHH Harternuuun
JIuHAraMOTHH PemarnuHug
JlunarnunTH Axapbosa
JluHarnunTuH Boraubosa
JluHarauMOTHH Murnuton
JluHarnunTuH DKceHaTuxq
JlunarnunTuH Jluparnytun
JluHarnunTuH TacnornyTun
JluHarnunTuH CemarnyTun
JlunarnunTuH Anburnyrun
JIuHArmUnTHH JIukcuzeHaTun
Curarnuntus BbIOupatoT u3 rpynnst G3
CurarjiuntuH Metdopmun
CUTarTunTuH ITuornuraszon
CurariuntuH Posurnurazon
CurarnuntuH I'nubeHkaaMua
CHUTarTunTuH I'numenupun
CUTarTUNTHH I TUKBHIOH
CurarnuntuH Harernunug
CUTarTunTuH Pemarnuaug
CUTarJunTuH Akapboza
CHUTarJIunTHH Bornub6osa
CurarmunTuH Murauton
CUTarinunTuH DKkceHaTun
Curarnuntus Jluparnytun
CurarmunTuH TacnornyTun
CurtarnuntuH CemarnyTtun
CuTarauntud Anburnytun
CurariunTuH Jlukcuzenaruyg
Bunnarnuntux BBIOMpAIOT U3 rpynnel G3
Bunparauntux Metpopmun
Bungarmuntun ITuornurason
Bunnarnuntua Po3uraurason
BungarnuntuH I'nuGenknamun
Bunnarnuntun I'numenupun
Bunnarnuntuxa I’ nuxkBUOOH
Bunnarnuntua Harernuuug
Bunnarnuntuxa Penmarnuuupg
Bunparauntux Akapbo3za
Bunparauntus Bornub6osa
Bungarnuntud Murnuton
Buagarnuntun DKCeHaTu
Bunnarauntux Jluparnytun
Bunnarnuntua TacnornyTun
Bunparnuntus Cemarnytun
Bunparnuntun AnGurnyrun
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BunnarnuntuH JlukcuzeHatug
Anornuntus BbIOHparOT U3 rpymmnbl G3
Anornuntux Metdopmuu
AJorauntTuH [Tuornurazon
AnornunTuH Posurnuraszon
Anornuntun ' nubenxknamun
AornunTug I'numenupun
AIOTIUNTHH T nukBugOH
AJOTIIUIITUH Hareraunun
AJIOTIUNTHH Penarnunug
AROornunTus AxkapOo3a
AJIOTIUNTHH Boraubosa
AJIOTIMOTHH Murnuron
ATOTIHNTHH DJKCEeHATHT
AJnornuntuH Jluparnyrun
AJOrIMNTHH Tacnornyruz
ATOTJIMNTHH CemarnyTug
ANOTIIUNITHH Anburnytun
AJIOrIMOTHH Jlukcuzenarua
CakcarnunTus BbIOMparoT u3 rpynnel G3
CakcarmunTus Metdopmun
CaxcarjunTuH TTuornurason
CaxcarjunTuH Posuraurazon
CakcariaunTul I'nubenxknamun
CakcariaunTuH I'numenupun
CaxcaraunTuH T nukBUgOH
CaxcarnuntuH Haternuaunn
CakcarinunTuH Penarnmuuun
CaxcaraunTuH Akapbo3a
CakcarJunTux Borauboza
Cakcarauntud Murnuron
CakcarjaunTuH DKCEeHATU
CakcaraunTus Jluparnytun
CaxcaraunTuH Tacoornytun
CakcaraunTus CemarnyTun
CakcaraunTus Anburaytun
CakcaraunTux JlukcuzeHaTun
Kapmernauntux BbIOMparoT u3 rpynmnel G3
Kapmernuntun Metdopmun
Kapmernuntun ITuornura3on
Kapmernauntux Posurauraszon
Kapmernunrun I'nubenxnamun
Kapmerauntun T'numenupupg
Kapmernuntun I'nukBugoH
Kapmernuntux Harernuuun
Kapmernuntun Penarnunun
KapMernuntus Akapbo3za
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Kapmerauntun Bornubosa
Kapmernuntun Murauton
Kapmernuntus DKCeHaTUR
Kapmerauntus Jluparaytun
Kapmerauntus Tacnornyrun
Kapmerauntun Cemarnyrun
Kapmerauntun Anburayrun
Kapmernuntun JIlukcuszeHaTun
Menorauntus BbIOMpatoT u3 rpynnsl G3
MenornunTus Metdpopmun
Menornuntun TIuornurason
Menornuntus Posurnurason
Menorauntus I'nubenkaamusg
Menorauntus T'numenupun
MenornunTuH I mTukBUIOH
Menornuntus Haternunug
MenoraunTuH Penarmuuung
Mesnornuntus Akapbo3a
Menorauntus Bornubosa
Menorauntus Murnuron
Menorauntus DKceHaTuxg
Menorauntux Jluparnytun
MenoraunTus Tacmornytun
Menornuntun Cemarnytun
Menornuntua Anburaytun
MenornmunTuH JlukcuseHaTum
JyTornuntun BbIOMpatoT u3 rpynnsl G3
JyTornuntun Metdopmun
JyrornuntuH IInoraurtason
JlyTornuntun Pozuraurazon
Jlyrornuntug I'nubenkaamug
JyTornuntuH I'numennpun
JyTornuntun I'nuxkBugoH
HAyToraunTtux Haternunug
JAyTornunTtux Penaraunupg
JlyTornuntuH Akapbo3a
JlyTorauntus Bornub6osa
JlyTornuntud Murnuron
Jlyrornuntun DKCEeHATULR
Jyrornuntun Jluparnytun
Jyrornuntux Tacnornytua
JyrornuntuH Cemarnytun
Jyrornuntux Anburnytun
JyTtornuntun JlukcuzeHatupg
T'ocornuntun BbIOMpatoT u3 rpynns G3
T'ocornuntun Metdopmun
T'ocornmunrun IMuornura3oH
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TocoraunTua Posurnuraszon
T'ocorauntud T'nubenknamun
T ocornuntuH T numenupun
T'ocornunTuH I’ mukBUIOH
I"'ocornmunTuH Harernuuug
T"ocoraunTuxn Penarmuuung
Tocornuntux Axkapbo3a
TocornunTuH Boraubosza
T"ocoraunTuxn Murauron
I'OCOrIMIITHH DKCEHATHU
TocornunTux Jluparnyrun
Tocornuntun Tacnoraytua
Tocornuntun Cemarnytun
T'ocornunTuH Anburnytun
I'ocornunTud JlukcusenaTun
TeHeTUTrITuITHH BoIbUparoT u3 rpynnsl G3
TeHeNMUraunTux Merdopmun
TenenurnunTuH ITuornaurazon
TeHeauraunTuH Posurnuraszon
TeHeTUTTUITHH I'nubeHknamMun
TeHeTUTTUIITHH I'numenupun
TeHeUrTUNTHH I'nukBugon
TeHeaUrnUNnTUH Harernuaupg
TeHeaUraunTHH Penarmuaupg
TeHeTUTTUITHH Axkapbo3za
TeHemTUrmunTHH Boraubosa
TeHeTUTrTUNTHH Murnuron
TeHeTUTTUIITHH DKceHaTHU.
TeHeUrTUNnTUH Jluparaytun
TeHeUrTUNnTUH Tacoornytun
TeHeJIUrIunTHH Cemaraytun
TenenurnunTue Anburaytun
TeHeUTrMUNTUH JlukcuseHatun

B xonkperHoM BapuaHte (Bapuante E2) dapmaneBTryeckne KOMIIO3HUINH, KOMOMHAIMH, CIIOCOOBI U MIPH-
MEHEHHMS [0 HACTOAIIEMY H300pETEHUIO OTHOCATCS K KOMOMHauwmsM, rae uaruouropom AIII-4 sBnsercs mu-
HarmnTuH. B Bapuante E2 BTOpOil MpoTnBOaMabeTHUECKUH areHT MPEeANOYTUTEIBHO BEIOMPAIOT U3 COETUHE-
HHH, IEPEYNCICHHBIX B Ta0I. 2.

Tabnuma 2
Bapwmant BTopoii mpoTHBOANAOETUYECKUN areHT
E2.1 BeIOHpatoT u3 rpynnsl G3
E22 Met¢dopmun
E2.3 ITuornurason
E2.4 Pozurnmnrason
E2.5 I'nubenknamusy
E2.6 I'mumenupun
E2.7 I'nukBugoH
E2.8 Harernuaug
E2.9 Penarnunun
E2.10 Akapbo3za
E2.11 Boraunbo3a
E2.12 Murnuton
E2.13 DKCeHATU
E2.14 Jluparnyrun
E2.15 Tacnornytug
E2.16 Cemarnytug
E2.17 Anburaytun
E2.18 JIlukcuzeHaTupg
E2.19 HMHCcynuH UM aHaJor MHCYJIMHA
E2.20 T'TITI-1 unu ananor I'TITT-1

YcranoBneHo, uro komOuHauust naruoutopa JI1I1-4 u BTOpOoro u HeoOsA3aTEIBHO TPETHErO MPOTHUBOIHA-
0ETHYECKOT0 arecHTa 1o HACTOAIIEMY M300pPETEHHIO YIIy4IIaeT TIIMKEMHYECKUH KOHTPOJIb MPEeX/e BCETo Malu-
€HTOB, KaK ONMCAaHO B JaHHOM KOHTEKCTE, II0 CPAaBHEHHUIO C JICUEHHEM B pEXMME MOHOTEpPAlUH C UCHOIb30Ba-
H1eM uHruourtopa JII1-4 umu BTOporo mim TpeThero NpOTUBOANAOETHIECKOr0 areHTa Kask10ro B OTAEIBHOCTH,
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HANpUMeEp, 0 CPABHCHUIO C JICUCHHUEM B PEKHME MOHOTEPANMK MET(OPMHHOM, WM BOWHOW TEPANUU C HC-
MOJB30BAHUEM BTOPOTO U TPETHETrO MPOTHUBOJUAOCTHYCCKOrO areHTa. Kpome TOro, yCTaHOBIICHO, YTO TPOWHBIC
koMOuHamu uHrnouTOpa JI1I1-4 1 BTOPOTO M TPETHEro MPOTHBOINAOETUIECKOTO areHTa 10 HACTOSIIEMY HU30-
OpeTeHHIO YITyUIIaloT TIINKEeMUYEeCKH KOHTPOJb MPEXk/Ie BCEro MAaIlMEeHTOB, KaK OIKMCAaHO B TaHHOM KOHTEKCTE,
M0 CPaBHEHHUIO ¢ KOMOMHHPOBAHHBIM JICUCHHEM C UCTOIb30BaHNeM uHruouropa JAI111-4 u BTOpOro mim TpeThe-
0 TPOTHBOANAOETHYECKOTO areHTa, WM C HCIOJB30BAHHEM BTOPOTO M TPETHErO NPOTHBOIUAOCTHYECKOTO
areHTa. YJIYJIICHHBI TIUKEMHYECKHH KOHTPOJIb OIPEEIIIOT 0 YBEIMYCHHWIO CTETICHH CHIDKCHHS YPOBHS
TITIOKO3EI B KPOBH M YBEIMUYCHHIO CTENICHH CHIKEHUS ypoBHSI HbAlc. [Ipu nedenun B peskuMe MOHOTEPATHH Y
MAIMeHTa, MPEXJIe BCEro y MAIMEHTOB, KaK OIHMCAHO B JAHHOM KOHTEKCTE, IPU BBEACHUH JICKAPCTBEHHOTO
CpeICTBa B KOJIMYCCTBE BEIIIC OMPEACICHHOW MaKCHMAIbHOM JH03bI MOXKET HE HAaONIOMAThCS JalbHEUIIIEro 3Ha-
YUTEIBHOTO YIYYIICHHUS MIHKEMUYECKOTO KOHTposss. KpoMe Toro, MpomoKUTEIBHOE JICYCHUE C HCIIOJIB30Ba-
HUEM MaKCHMAIbHOW JO3bI SIBIIICTCS HEXENIATCIbHBIM H3-3a MOTCHIIUAIBHBIX MOOOYHBIX JeHCTBUUA. B cBs3M ¢
9THM, HEIb3s O0CCIICYHUThH YIOBICTBOPUTEIBHBIA TIIHKEMUYCCKHIA KOHTPOJIb BCEX MAIMEHTOB TPHU JICUYCHUH B
peXUMe MOHOTEpAINUU ¢ UCIoiIb30BaHueM uHrHOuTOpa JI1I1-4 nin BTOpOro mim TpeThero NpoTUBOAUAOCTHYC-
CKOTO areHTa Ka)KI0TO B OTACIBFHOCTH. B ciryuae ecnu iedeHne B peKuMe MOHOTEPAITH HE 00ecrieunBaeT IoJI-
HBIA TIIMKEeMHYECKUH KOHTPOJIb, BO3HUKAET HEOOXOAMMOCTh B TBOMHON Tepanuu. Jlaxke KOMOMHHPOBAHHOE Jie-
YeHHE C MCIIOIB30BAHMEM JBYX areHTOB, BEIOpaHHBIX n3 HHrnouTopos JI1I1-4 u BTOporo u TpeThero mpoTHUBO-
INa0eTHYECKIX areHTOB, He 00eceYnBaeT MOJTHBIN TIMKEMUYEeCKUH KOHTPOJIb BCEX MAIMEHTOB W/WIN B TeUe-
HHUE [UIMTENFHOTO MepHoJa BpeMeHH. B cirydae ecim ABoiHas Tepamus He oOecrieyuBaeT MOJHBIN TIHKeMude-
CKHIi KOHTPOJIb, BOSHUKAET HEOOXOAUMOCTh B TPOMHOW Tepamnuu. Y TAIMEeHTOB ¢ HEaleKBATHBIM TJIMKEMHUE-
CKUM KOHTPOJIEM MOXET MPOJOJIKATHCS MPOTPECCHPOBAHUE CaXapHOTO AMadeTa W Pa3BHBATHCS OCIOKHCHUS,
CBsI3aHHBIC C CaXapHBIM TUa0ETOM, TaKHe KaK MAaKpPOCOCYTUCTHIC OCIOXKHEeHUA. DapMalieBTHICCKasT KOMITO3HIIAS
WIA KOMOWHAIUS, a TaKXKE CIIOCOOBI IO HACTOSIIEMY H300PETCHUIO MO3BOJSIOT CHU3UTH ypoBeHb HbAlc no
TpeOyeMoro AmMana3oHa, HallpuMep, A0 BETUYMHBI <7% W MPEANOUYTHTEIBHO <6,5% Yy 3HAUYHUTEIHLHOTO YHCIIA
MAIlMCHTOB U B TCUYCHHUE OoJice MPOIODKUTEIBHOTO MEPHOIa TCPATICBTUICCKOTO JICUCHUS, HATIPUMED, B CIy4ae
JIBOMHOW WJIM TPOHHOW KOMOMHHUPOBAHHOHN TEpaIHMH IO CPABHEHUIO C JICUCHHUEM B PEKHUME MOHOTEPAIVH C WC-
MOJIF30BAHUEM OJHOTO MPOTHBOINAOETHUECKOTO CPEACTBA, WIH, COOTBETCTBEHHO, IBOMHOI Tepanuy C WCTIONb-
30BaHUEM JBYX KOMIIOHEHTOB KOMOMHAITHH.

Kpome Toro, ycranosieHno, uro komounanus uaruouropa JI1I1-4 u BToporo n HeoOsS3aTENHLHO TPETHETO
TEPaNeBTHYECKOTO areHTa MO HACTOSIMIeMy W300pETEeHHIO MO3BOJIIET CHU3UTH 03y uHrHOmTopa [AIIII-4 nm
BTOPOTO WM TPETHErO MPOTHUBOAMAOCTHYECKOTO areHTa MM JakKe JBYX M TPEX aKTHBHBIX HHIPEIUEHTOB.
CHWXEHHUE JT03BI SABIACTCS MPEIIOYTUTEIFHBIM IJIS MAIIMEHTOB, Y KOTOPBIX B MPOTHBHOM CITydae MOTYT HaOI0-
JAThCsL TIOOOYHBIC JCHCTBUS TPU JICUCHUH C HCIIOIB30BaHUEM 0OoJice BRICOKOHM O3Bl OJHOTO WM 0OJIee aKTHB-
HBIX WHTPEIUCHTOB, TPEXKIC BCEro, MPUHUMAs BO BHUMAaHUEC MOOOYHOE NCHCTBUE, BBI3BAHHOEC BTOPBIM W/WIIA
TPETHUM NPOTHUBOIUAOCTHUCCKUM arcHTOM. B CBsI3U ¢ 3TUM (apMarieBTHUeCcKass KOMOWHAIIHS, a TAK)KE CIIOCOOBI
MO HACTOSIIEMY M300PETCHUIO XapaKTEPHU3YIOTCS CHUKCHHUEM TOOOYHBIX JCHCTBHIMA, TAKMM OOpa30oM MOBHIIIAS
MEPEHOCUMOCTb JICUCHHSI U COTJIACHE MAIIMEHTOB C KYPCOM JICUCHUS.

Wurundurop AIII-4 mo HacTosmeMy N300pETEHUIO CIIOCOOCH CHIDKATh CEKPEIHIO TIIFOKaroHa y malyeHTa
3a cYeT MOBbIMIeHUsT ypoBHeW aktuBHOro I'TIII-1, Takum 00pa3oM orpaHWYMBasi MPOAYIUPOBAHUE TIIOKO3HI B
neuenn. Kpome Toro, moseimeHHble ypoBHU akTuBHOTO ['TIII-1 B pesymprare aevictBusi maruomropa JIITI-4
OKa3bIBAIOT OJIATOMPUSATHBIC JCHCTBUS HA PETCHEpAIHIo [3-KIETOK U HeoreHe3. Bee yka3zaHHBIC IPU3HAKU WHTH-
outopos JII1I1-4 yka3pIBatlOT HA MPUMEHUMOCTh U TEPAEBTHUECKYIO 3HAYNMOCTh (PapManeBTUIECKON KOMITO3H-
[IUU YT KOMOWHAIINY W CITOCO0a 110 HACTOSIIEMY H300pETEHHIO.

Ecmm HacTosmee n300peTeHNE OTHOCUTCS K MAaIMeHTaM, KOTOPhIM TpeOyeTcs JIeUeHNe WIN MPOoQHIaKTH-
Ka, n300peTeHUE B IEPBYIO OYEPEAb OTHOCHTCS K JICUCHHUIO U MPOMUIAKTUKE YeTIOBEKa, HO (hapMaIleBTUICCKYIO
KOMITO3UITUIO MOJKHO TaKXe HCIIOJIb30BaTh COOTBETCTBYIOIIMM O0Opa30M B BETCPHUHAPHH IS MIICKOITUTAIOIIUX.
B 00BeM HacToOsIIETO M300pETEHHS BKIFOUCHBI B3POCIIBIC MMANMCHTHI, TIPSAIOYTHTEIBHO B Bo3pacTe 18 set win
crapiie. B 00beM HacTosIero n300peTeHHs BKIIFOYCHBI TAKXKE MOJIPOCTKH, T.C. MMAIUCHTHI B Bo3pacTe oT 10 ser
Jo 18 net, mpeanodTuTensHO B Bo3pacTe ot 13 no 18 ner.

B ogHOM BapwaHTe MAalNMEHTOB, HYXAAIONIMXCS B JICUCHUH MU MPOQPUIAKTHKE, KaK ONHCAHO B JAHHOM
KOHTEKCTE, MOKHO HUACHTH()HUIMPOBATH NMPH BHISABICHUH Yy TIAIMEHTOB BapHaHTA(0OB) (HAIIPUMeEp, MOTUMOPPU3-
MOB) B OJTHOM WJIHM 0oJie€ TEHOB, aCCOIMUPOBAHHBIX C META0OJNICCKUMH 3a00JICBAaHUSAMU, W/UIU TIPH BBISIBIIC-
HUW y TalUeHTOB BapuaHTa(oB) (HampuMmep, MoJUMOp(HU3MOB) B OJHOM MM OoJiee TEHOB, BBHIOPAHHBIX W3
TCF7L2, KCNJ11, PPARG u GLP1R, npesxnie Bcero nmpu BBISBICHUH NAIMEHTOB ¢ reHoTurioM prcka TCF7L2,
KaK OIHMCAaHO B JaHHOM KOHTEKCTE.

B nmpyrom BapuaHTe MalMEHTOB, HYXIAIOMIUXCS B JICUCHUH WM MPOQUIAKTHKE, KaK OMKCAHO B JAHHOM
KOHTEKCTE, MOKHO HJCHTA(UIIUPOBATH MPU BBISBICHHH Y IAIMCHTOB COOTBETCTBYIOLICTO TCHOTHIIA JIHKOTO
THUIIA, IPEKJE BCEro, MpH BbIsBIeHUM y HanueHtoB reHotuna TCF7L2 puxoro Tuma, Kak OMHUCaHO B JaHHOM
KOHTEKCTE.

Oco0yr0 TOAMOMYIANUIO MAUCHTOB, HYKIAIONIMXCS B JICUCHUH WU MPOGUIAKTHKE, KaK OMUCAHO B JIaH-
HOM KOHTEKCTE, MPEICTABIISAIOT IMAIUCHTHI, Y KOTOPBIX MPHUCYTCTBYET OJMH MM 00Jee OJHOHYKICOTHIHBIX IMO-
mumop¢usmoB (OHII) B reme, xomupytomem TCF7L2, mpexne Bcero OHII, BwiOpannbiii u3 rs7903146,
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rs12255372 u rs10885406, npexae Bcero rs7903146, 6oiee KOHKPETHO, MTAIUEHTHI, KOTOPBIC SBJISFOTCS HOCUTE-
JsIMH 1o KpaitHelt mepe oaHoro T-amnens OHII rs7903146 rena TCF7L2, 1.e. renotuna CT unu renotuna TT.

Jpyryro moanomyssuio NaueHTOB, HY KIAOMUXCS B JCUCHUH WIH MPOQIIaKTHKE, KaK OMUCAHO B JaH-
HOM KOHTEKCTE, MIPEJICTABJISAIOT MAIMEeHTHI, KOTOpbie sABIstoTcsS HocuTenmsimu reHotumna CC 1s7903146 TCF7L2
JUKOTO THIIA.

TakuM 00pazoM B 00BEKTE HACTOSIIETO M300PETCHUS JeUCHNUE WA MPODUIAKTUKY TI0 HACTOSAIIEMY H30-
OpeTeHNI0 MOXHO HCIIONB30BATh AJIS MAllMEHTOB, KOTOPHIE HYKIAIOTCA B YKa3aHHOM JICUCHHUU WU MPOUIaK-
THKE, ¥ Y KOTOPBIX BBISBJICH BapuaHT(bl) (HampuMmep, moJuMop(u3Mbl) B OJHOM MM O0Jiee TEHOB, aCCOITUUPO-
BaHHBIX ¢ MeTaboarmyeckuMu 3a00JIeBaHIAMY, W/WIN BhIsABICH BapuaHT(bl) (Hanpumep, OHIT) B ogHOM nim Go-
nee reHoB, BeIOpaHHBIX W3 TCF7L2, KCNJ11, PPARG u GLPIR, npexne Bcero BBISABICH T'CHOTHIT PHCKa
TCF7L2, kak onxcaHO B TaHHOM KOHTEKCTE.

B npyrom o0BekTe HACTOAIIETO U300PETEHUS JICUCHUE WITH PO(IIAKTHKY M0 HACTOSIIEMY H300PETECHUIO,
MPEXJIe BCEr0 MOXHO HCIOJIB30BATh LIS MAIIMEHTOB, KOTOPBIC HYKIAIOTCS B YKa3aHHOM JICYCHUU WM TPOQH-
JIAKTUKE, U Y KOTOPHIX BbIsBIEeH TeHoTun TCF7L2 nukoro Tumna, Kak OMUCaHo B JAHHOM KOHTEKCTE.

B momoObekTe HACTOSIIETO M300peTEeHHUs JIeUCHHE WIH MPOQWIAKTHKY IO HACTOSAMIEMY H300pETCHHIO
MOJKHO HCITOJIB30BATh IS MAIlIEHTOB, KOTOPHIE HYXIAIOTCS B YKAa3aHHOM JICUCHWH FUIM MPOQMIAKTUKE, U Y
KOTOPBHIX BBISIBJICH OJIWH WM Oojiee OAHOHYKJICOTHAHBIX mosmMopdusmoB (OHIT) B reHe, xomupyromem
TCF7L2, manpumep, BbIABiIeH Mo kpaiiHed mepe omuH OHII, BeiOpanubiii w3 rs7903146, rs12255372 u
rs10885406, manpumep, 1s7903146, npexne BCero BKIOYAs MAIMEHTOB, KOTOPHIE SIBISIFOTCSI HOCUTEISIMU TIO
KkpaitHeit mepe ogHoro T-aymens rs7903146 (t.e. renotrmna CT wim TT), 6osiee KOHKPETHO MAIUEHTOB, KOTOPHIE
BISTIOTCS HocuTensmu T-amnens rs7903146 (t.e. reHotuna pucka CT) wnu B Ooniee o0IIeM ciayvae MarueHTOoB,
KOTOPBIE ABISIOTCS HocuTelsaiMu IByX T-anneneit rs7903146 (1.e. renotuna TT BeICOKOTrO pUCKa).

B nmpyrom mompo0bekTe HACTOSIIEr0 M300pETCHHUS JICUCHHE WM MPOQUIAKTHKY 110 HACTOSIIEMY H300peTe-
HUIO, TIPEXK/IC BCETO PEKOMEHIYETCsI IIPOBOIUTH ISl MAMCHTOB, KOTOPBIC HY)KJIAIOTCS B YKa3aHHOM JICUCHHUU WA
Npo(HIAKTHKE, U Y KOTOPBIX BRIIBICHHI 1Ba C-auenst aukoro tuma 1s7903146 rena TCF7L2 (t.e. renotun CC).

B omHOM BapmaHTe OCYIIECTBICHHS HACTOSIIETO M300pETCHHS JICUeHHE WU MPOQIIIAKTHKY 10 HACTOS-
meMy H300peTEeHHI0O MOYKHO HCIOJIB30BATh [UISA MALUEHTOB, KOTOPHIE HYXIAIOTCS B YKa3aHHOM JICYCHUH WIIN
Ipo¢UIaKTHKE, ¥ Y KOTOPHIX JWArHOCIHPOBAHO OJHO WM 0OJee COCTOSHHH, BRIOPAHHBIX M3 TPYIIIBI, BKIIO-
yaromei n30BITOYHYIO0 Maccy Telna M OKHPEHHUE, MPEX/Ie BCET0 OKUPEHHE MEPBOM CTEIeHHU, 0KUPEHUE BTOPOH
CTETICHH, O’)KUPEHUE TPEThbEH CTENEeHH, BUCIEPATEHOE OKUPEHHE U IICHTpaJbHOe (a0IOMHHAIBHOE) OXHUPEHHE.
Kpowme Toro, nedenne nin nporirakTUKy MO HACTOSAIMIEMY H300PETCHHUIO MOKHO NMPEHMYIIECTBEHHO HCITONB30-
BaTh JJIS MAIEHTOB, KOTOPBIM MPOTHBOIMOKA3aHO YBEIUYCHHE MACChI Teia. TakuM 00pa3oM MOXKHO CHH3HTh
WIN JTa)Ke MCKIIOYHTH JIF000C yBEITUUCHUE MAcChl Tella MPU JICUCHUH, HAIIPUMED, OOYCIOBICHHOS BBEICHHEM
BTOPOTO W/YITU TPETHETO MPOTUBOIUAOCTHUECKOTO areHTa.

B npyrom BapmaHTEe OCYIIECTBICHHS HACTOSIICTO HM300pETEHUS (apMalleBTUYECKas KOMIIO3UIMS HIIH
KOMOUWHAIIMS [0 HACTOSAMIEMY U300PETCHHIO XapaKTEPHU3YeTCs UPE3BBIYANHO BHICOKOW 3(h(DEKTUBHOCTHIO B OT-
HOIICHHUHU TIMKEMUYECKOTO KOHTPOJIS, MPEXKIIC BCETO B CBS3HM CO CHIDKCHHEM YPOBHS TIIFOKO3HI B TUIA3ME HATO-
IIaK, YPOBHS TIIOKO3BI B IUTa3Me MOCJIE MpHeMa MUINW WA YPOBHS TIMKO3WIMPOBAHHOTO TE€MOTIIOOWHA
(HbAlc). Tlpu BBemeHuu (apMameBTUIECKON KOMIIO3WIIMA WM KOMOWHAIIMW 10 HACTOSIIEMY H300pETCHHIO
MOJKHO obecnieunTh CHIKeHHne ypoBHSI HbAlc nmpennouyrurensHo Ha 1,0% mm Oornee, Oosiee IpeATOUYTUTETHHO
Ha 2,0% wm Gornee, eme Oosee mpeanoyTuTensHo Ha 3,0% wmm 6osee, IpU 3TOM CHHXKEHHE TIPEKIEC BCETO CO-
CTaBJISIET BeMMUKMHY B auanazone ot 1,0 mxo 3,0%.

Kpome Toro, cioco6 w/miu MpUMEHEHUE MO0 HACTOSIIEMY U300PETEHHIO MOXKHO HCITOJIL30BaTh AJIS MMAIU-
CHTOB, Y KOTOPBIX HAOIIOa€TCs OJHO, TBA WM 0OJICe CICAYIOIINX COCTOSHHMN:

(a) KOHIICHTpaNys B TIIFOKO3BI B KPOBU HATOIIAK WM KOHIICHTPAIUS TIIFOKO3bI B CHIBOPOTKE HATOIIAK CO-
ctapisieT 6onee 110 mr/mn wim 6ostee 100 mr/m, nmpexae Bcero Oonee 125 mr/m;

(0) ypoBEHB TITIOKO3HI B IIa3Me Tociie MpueMa Iuiu cocrasisier 140 mr/mn nim 6onee;

() ypoens HbAlc cocrasnsier 6,5% wmnu Gonee, npexe Bcero cocrasiser 7,0% wmu Goee, mpexe Bee-
ro coctaBisieT 7,5% wim Oonee, emie 0oJiee MpeanoYTUTENLHO cocTaBiseT 8,0% wmm Oonee.

B HacTosmem n3o0peTeHnn npeaaraeTes Takke MpuMeHeHne (hapMarieBTHIeCKONH KOMITO3UITNH WITH KOM-
OMHAIMH TS yIYYIICHUS TTUKEMIYECKOTO0 KOHTPOJIS MAIlMeHTOB ¢ ANabeToM THMa 2, WIN Y KOTOPBIX HaOII0-
JAIOTCA TIepBBIE CHMITTOMEI ipennadeTa. B cBs3u ¢ 3TUM, HacTosIIee H300peTeHNe BKIIIOYAeT TakxKe Mpodrmak-
TUKy nuabera. CrefoBaTeabHO, MPH UCTIOIH30BAHUHM (apMarleBTHUECKOH KOMIIO3UITUN WJIM KOMOWHAITUH TIO
HACTOSIIEMY W300PETEHHIO ISl YIIyUIICHUS TIMKEMUYIECKOTO KOHTPOJIS, Pa3BUTHE SBHOTO CaxapHOTo anadera
TUNA 2 MOXHO MPUOCTAHOBUTH WM MPEIOTBPATHUTH CPa3y IMOCIC MPOSBICHUS OJHOTO M3 YIOMSHYTHIX BBIIIC
CHUMIITOMOB TIpeinadera.

Kpome Toro, hapMaIieBTHIeCKy0 KOMITO3UIIHIO HITH KOMOMHAITUIO TI0 HACTOSIIIEMY N300pETEHUIO, MPEKIC
BCET0 MOXKHO HCIIOJIb30BaTh IPH JICYCHUU MAIIUCHTOB C WHCYJIMHOBOMW 3aBUCUMOCTBIO, T.€. TTAIIMCHTOB, KOTOPBIC
MPOXOIAT KyPC JICYCHHUS MIIH OYAYT MPOXOINUTE KypC JICUCHUS WK HYKIAIOTCS B JICUCHUN HHCYJTHHOM FUTH TIPO-
W3BOJIHBIM WHCYJIMHA VUTH 3aMCHUTEIICM WHCYJIHHA WM KOMIIO3UIMEH, BKIFOYAIOMICH WHCYJIMH IIU TPOU3BOJI-
HOE WM 3aMEHUTENh MHCYJIMHA. YKa3aHHBIC MAIUCHTH BKIIOYAIOT MAMEHTOB C Ha0eTOM THIA 2 M MalleHTOB
¢ nuaberom trma 1.
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B cBs3M ¢ 3THM B BapHaHTe OCYLIECTBICHHS HACTOSIIET0 N300pETEeHUsI IIpeIaracTcsl Croco0 yIydIeHus
TJIMKEMUYECKOTO KOHTPOJIS W/WIH CHIDKCHHS YPOBHS TIIOKO3BI B IUIa3ME HATOIIAK, YPOBHS TIFOKO3BI B IIa3Me
TocJie MpueMa UM W/WIN YPOBHS TIIMKO3WIMPOBAHHOTO TeMoriiobnHa HbAlc y marnuenTa, HyXaaromerocs B
3TOM, Y KOTOPOTO YCTaHOBIJIEH JHArHO3 HApYyIIEHHOW ToJiepaHTHOCTH K Tioko3e (HTT), HapymeHHOTO YpOBHS
TIII0OKO3bI B kpoBW Hatomak (HI'H), pe3rncTeHTHOCTH K HHCYJIWHY, METa0OINIECKOTO CHHIPOMA /I CaXxapHO-
ro auabeTa THIa 2 WM THMa 1, IpUYeM YKa3aHHBIH Croco0 3aKITI0YaeTcs B TOM, YTO TAIIMEHTY BBOAST MHTHAOH-
top JIII1-4 u HeoOs3aTEIbHO BTOPOI M HEOOA3aTEIHHO TPETHI MPOTHBOJUAOCTUICCKUHN areHT, KaKk ONpeaesicHO
B JaHHOM KOHTEKCTE, HallpUMep, B BHJe KOMOMHAIIHH.

B npyrom BapmaHTe OCYIIECTBIEHHS HACTOSILIETO M300pETEHHS MPEIIaraeTcsi Crocod yIydIIeHus TIIHKe-
MHYECKOTO KOHTPOJISI Y MAllMEHTOB, MPEX/IE BCETO Y B3POCIBIX MALMEHTOB C CaXapHbIM AuabeToM THma 2 B Ka-
YECTBE BCIIOMOTATEIBHBIX MEP K AUCTEe U (UIUICCKUAM YIPAKHCHUSIM.

Kpome Toro B KOHKpETHOM BapHaHTE OCYIIECTBJICHHS HACTOAIIETO M300PETEHHs TEPANEBTUUCCKUH HIIH
npodunakTHyeckuii crnoco0 1/MiM NPUMEHEHHUE 110 HACTOSLIEMY N300PETEHUI0 MOYKHO MCIOJIB30BATh IS MTallH-
€HTOB, Y KOTOPBIX BBISIBIEH BapHaHT(bl) (Hanmpumep, NOIUMOP(YHU3MBI) B OJHOM WM OoJiee TEHOB, aCCOLHMHPO-
BaHHBIX C METa0OMUECKUMH 3a00JICBAaHUSMU, W/WUIM Y KOTOPHIX BBIABIICH BapuaHT(bl) (HaAmpHUMep, MOJIUMOP-
(buzmbl) B otHOM MtH OoJiee TeHoB, BeIOpanHbIX 3 TCF7L2, KCNJ11, PPARG u GLPIR.

B naHHOM KOHTEKCTE TMOAMOMYJISIIHIO MAITUEHTOB, ONMCAHHBIX B JAHHOM KOHTEKCTE, IPECTABIISIOT Mall-
eHThl ¢ TeHoTunoM prcka TCF7L2, Takue kak, HanpuMep, MalUeHThI, Y KOTOPBIX MPUCYTCTBYET OJWH WK OoJiee
OHOHYKJICOTHIHBIX TIonuMop¢usmoB (OHII) B rene, kogupyromem TCF7L2, mpexae Bcero mo kpaiiHed mepe
omun OHII, BeiOpanusnii u3 1s7903146, 1512255372 u rs10885406, npexae Bcero rs7903146. boyee KOHKPETHO,
MalUEHTHI, KOTOPBIE ABISIFOTCS HOCUTENISIMU 110 KpaiiHell mepe ogaoro T-amnens OHII rs7903146 rena TCF7L2,
T.e. reHoruna CT wnn resoruna TT, mpexae Bcero KOoTopble SBIAIOTCS HOCUTemsIMH AByX T-ammeneit OHII
157903146 rena TCF7L2, T.e. reHotuna TT, ABASAIOTCA B 3HAUUTEIBHOW CTENEHM BOCHPUUMUYUBBIMU K IMOBBI-
menHo skcnpeccr TCF7L2 B B-kIeTkax MOIHKETYAOTHOM jKeNNe3bl, K HApyIICHHON CeKpeIiy HHCYINHA, IeH-
CTBHSIM MHKPETHHOB, MOBBIICHHOW CKOPOCTH MPOAYIMPOBAHUS TIIOKO3bI B TIeUueHH w/win quabety. T-amnens
157903146 rena TCF7L2 acconuupoBaH ¢ HapyIIEHHBIM HHCYJIUHOTPOIHBIM JeHiCTBEM TOPMOHOB UHKPETHUHOB,
CHIDKEHHBIMH 24-9aCOBBIMU MPOQUIIMU WHCYJIMHA U TIIIOKArOHA B IJIa3Me, a TAKXKE C MOBBIIICHHBIM MPOIYIIH-
POBaHUEM TIIIOKO3BI B ICUCHH.

B cBs3u ¢ 3THM HacTosIIee H300pETeHNE BKIIOYAET TAKXKe COSANHEHH, (papManeBTHUECKHUEe KOMITO3UIIIH
WM KOMOWHAIMY 110 HACTOAIIEMY U300pETeHHIO, MTPpeIHa3HAYCHHBIC I IPHUMEHEHIS TIPH JICUSHUH W/WIIH TIPO-
¢unakTrke 3a00eBaHNA, HAPYIICHUH WM COCTOSHUN, YIIOMSHYTHIX B TaHHOM KOHTEKCTE, Y MAIlHeHTOB, KOTO-
pBI€ SBISIFOTCS HOCHTEISIMU OJTHOTO MJIM 00Jiee OMHOHYKICOTUIHBIX mosmMopdm3mos (OHIT) B rede, konupyro-
mem TCF7L2, mpexne Bcero mo kpaiHeidt mepe omHoro OHII, BeiOpanHOoro m3 1s7903146, rs12255372 u
rs10885406, mpexxne Bcero rs7903146, Gonee KOHKPETHO, Y NMAIMEHTOB, KOTOPHIE SBISIOTCS HOCHTEISIMU TIO
kpaiiHel mepe onHoro T-amnens OHIT rs7903146 rena TCF7L2, 1.e. renoruna CT unu resotuna TT, npexxae Bce-
TO Yy MalMeHTOB, KOTOpbIe ABIsI0TC HocutessiMu oaHoro T-amenss OHII 1s7903146 rena TCF7L2, 1.e. reHoTHIA
CT, unu KoTopsle SABIs0TCA HocuTensiMu AByxX T-amneneit OHIT rs7903146 rena TCF7L2, 1.e. renotuna TT.

[ManumenTs! ¢ renotunom pucka TCF7L2, kak onucaHo B JAHHOM KOHTEKCTE, BKIIIOUAIOT, HO HE OTpaHUYU-
BasiCh TOJIBKO MIMH, TTAIIUEHTOB €BPOICONTHOM packl, sxuteneir Cereproit EBporibl, BocTounol A3um, HHIUHIICB
W/MITN TTAIMEHTOB €BPOIICOUTHOM PacH.

Hacrosimee n3o0pereHue KpomMe TOro BKITIOYAET TEPANICBTUUCSCKHNA H/WITH MPO(QHUIAKTHISCKUH CrIOco0 win
MPUMEHEHHE TI0 HACTOSIIEMY N300PETEHHIO TS MAMeHTa, HyKIAIOIIEToCs B 3TOM, IPHYEM YKa3aHHBIA CrIoco0
WM IPUMEHEHNE BKITIOYAET CTAIUIO BBHISABIICHHUS Y MMaldeHTa BapuaHTa(oB) (Hampumep, ToaTuMop(hru3MoB) B OJI-
HOM wiu Oosiee reHoB, BeIOpaHHbIX 13 TCF7L2, KCNJ11, PPARG u GLPI1R, npexne Bcero BBISBICHUS Y MAaId-
enra resoruna pucka TCF7L2, kak onucaHo B JAHHOM KOHTEKCTE.

BrlsBiieHUE WM JUATHOCIIMPOBAHWC Y TAlMCHTa BapwaHTa(oB) (HAmpuMep, MOJTUMOP(HU3MOB) B OJTHOM
win Oosiee reHoB, BeIOpaHHBIX W3 TCF7L2, KCNJ11, PPARG u GLPIR, mpexae Bcero reHOTHIIA PHUCKa
TCF7L2, kak onucaHo B TaHHOM KOHTCKCTE, WIH BBISBIICHHE Y IMAIMCHTA TCHOTUIIA TUKOTO THIIA, MPESKIE BCETO
reroruna TCF7L2 aukoro Tuma, Kak OMMCAHO B JaHHOM KOHTEKCTE, MOXKHO HCIOJIB30BaTh ISl OLCHKH BEPOSIT-
HOCTH (HampuMmep, MOBBIIICHHOW, CHIXEHHOHM, WM MOJHOTO OTCYTCTBHS BEPOSITHOCTH) OJIaronpHsATHOH Tepa-
MIEBTUIECKOW W/WIHM MPOPMIAKTHIECKON OTBETHOW peaklyy MalrenTa Ha jiedenue uarunouropom AIMTI-4 (wmu
koMOuHanmel naruoutopa JIIIT1-4 co BTOpBIM W/WIIA TPETHUM MPOTHBOAMAOSTHIESCKUM areHTOM, Kak ompene-
JIEHO B JAHHOM KOHTEKCTE) MPH OCYIIECTBICHUH TEParleBTUYCCKOTO W/WIH MPOPHIAKTHIECKOTO CIIocoba Win
MPUMEHEHHs, KaK ONMCAaHO B JAHHOM KOHTEKCTE (HAIpUMeEp, I JISICHUS qrua0eTa WiTH Il yIyJIIeHHs TIIHKe-
MHYECKOTO KOHTPOJIIS), & TAKXKE B CBSI3U C 3TUM ISl HICHTH(UKAIINN CYOBEKTa, SIBISIOMIETOCS BOCTIPHAMYHBBIM
K yKa3aHHOMY JICUCHHIO.

TakuM 00pazoM B IpyroM BapHaHTE OCYLIECTBICHHS HACTOSAIIEr0 U300pETEHHsI KPOME TOTO MpEeAsIaraeTcs
CIOCO0 OLIEHKHM BEPOSITHOCTH (HAIpUMep, MOBBIMICHHON, CHI)KEHHOW, WJIM ITOJTHOTO OTCYTCTBHSI BEPOSTHOCTH)
ONMarompUATHON OTBETHON pEaKIMK Ha BBEICHHE (apMaIlCBTUYCCKH IPUEMIICMOTO KOJIMYECTBA WHTHOUTOpA
AIII-4 (nmn xomOunaumy uHruouropa JAII1-4 co BTOpeIM W/MIM TPEeTbHM NPOTUBOAMAOETHYECKUM areHTOM,
KaK OITMCAaHO B JaHHOM KOHTEKCTE) y CyOBbeKTa (Ipesk/ie BCEro y MalyeHTa ¢ JHarHo3oM anabeTa), mpuieM yka-
3aHHBIN CTIOCO0 BKIIIOYAET CTAINIO BBISBICHUS Y CyOBheKTa BapranTa(oB) (HampuMmep, MoIMMOPPU3MOB) B OJTHOM
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i 6oinee reHoB, BeIOpanHbIX 13 TCF7L2, KCNJ11, PPARG u GLPI1R, npexzae Bcero BBISBICHHS Y CyOBEKTa
reroruna pucka TCF7L2, xak onucaHo B JaHHOM KOHTEKCTE, WM BBISBICHHS y cyObekTa reHoruna TCF7L2
JIUKOTO THIIA, TIPEKIE BCero BhIsABIeHUs y cyonekra reHotuna CC rs7903146 TCF7L2 aukoro tuma.

B nmpyrom KOHKpeTHOM BapHaHTE OCYIIECTBICHHS HACTOAIIETO HM300pEeTEHHs MpemiaracTcsi MHIHOUTOP
JIII1-4, dbapmaneBTHUECKasT KOMITO3UIHMS WM KOMOWHAIS 10 HACTOSAIIEMY H300PETEHHIO IS MPUMEHEHHS B
TEpaIeBTUYECKOM FUTH MPOPMIAKTHIECKOM CIIOCO0€e, KaK OIHMCAHO B JAHHOM KOHTEKCTE (IIPekIe BCEro I Jieue-
HUS WM PO WIIAKTHKA AUadeTa TUTIA 2 W/HIH 0KUPEHWs ), IPUIeM YKa3aHHBIA CTIOCO0 3aKITI0UaeTCs B TOM, YTO

(1) omeHMBAIOT YYBCTBHTEIHHOCTh CYOBEKTa K TEPANEBTHUSCKOMY M MPOQPHIAKTHIECKOMY CIoco0y,
IPY 5TOM yKa3aHHas OIEHKa BKJIIOYACT BBIIBJICHHE y CyObekTa BapuaHTa(oB) (HampuMep, NOIMMOp(U3MOB) B
onmHOM miu Oolee reHOB, BeIOpanHbIX U3 TCF7L2, KCNJ11, PPARG u GLP1R, npex/e Bcero o60ro reHoTH-
na pucka TCF7L2, kak omucaHo B JaHHOM KOHTEKCTE, OoJiee KOHKPETHO, BBISBICHHC y TAlMCHTA/TIAIIMCHTKH
oJHOTO WK Oojiee oJHOHYKIeoTHIHBIX nomuMopdusMoB (OHII) B rene, kogupytomem TCF7L2, npexxne Bcero
no kpaitaeit mepe omuoro OHII, BeiOpanHOro 3 157903146, rs12255372 u rs10885406, mpexne Bcero
rs7903146, nanpumMep, BBIIBICHHE y cyOBekTa mo KpaiiHed Mepe oxnoro T-ammenst OHII rs7903146 rena
TCF7L2, nanmpumep, BbisiBieHue y cyobekra reHotuma CT (t.e. omporo T-ammenmss OHII rs7903146 rena
TCF7L2), unu BeisiBiieHue y cyonbekra reHorumna TT (t.e. nByx T-amneneir OHII rs7903146 rena TCF7L2), wim
BeIsIBJICHHE Y cyOBekTa reHoTuna TCF7L2 auxoro Ttuma, mpexae Bcero renotuna CC rs7903146 TCF7L2 auko-
TO THIIA, U TAKUM 00Pa30oM OIEHUBAIOT BEPOSITHOCThH OJIATONIPUATHON OTBETHOW peaknuy (Hampumep, OJaronpu-
STHOTO M3MeHeHus1 ypoBHSI HbA1c) B pe3ynbrare TepaneBTHUECKOTO I MPO(UIAKTHIECKOTO JICYCHUS CYOheK-
ta uarnouTOopoMm [II1I1-4, dhapManeBTHIECKON KOMITO3UITUEH M KOMOMHAIINEH, 1

(2) BBOmAT cyOBEKTY 2 dekTuBHOE KosmuecTBo uHruoOuTopa JIII-4, hapmaneBTHUeCKOil KOMIIO3H-
IIUM WJIM KOMOMHAIMH, TIPH 3TOM Y YKa3aHHOTO CyOBEKTa YCTaHOBJIEHA BBICOKAst BEPOSITHOCTh OJIarompusT-
HOW OTBETHOW peakuuu (Hanpumep, OjgaronpusTHoro u3MeHeHust yposus HbAlc) B pe3ynbTaTre TepaneBTu-
YECKOTO WM MPOPIIAKTHYECKOTO JiedeHus cyobekra naruontopom JAIII1-4, papmaneBTHueckoit KOMIIO3H-
nMed MM KoMOUHAILUEN.

B macrosimem n300peTeHnN KpOME TOTO MPEIaraeTcsl TeparneBTHYECKUI /N MpoQUIaKTHIECKHA CIIo-
co0 WM MPUMEHEHHE TI0 HACTOAIIEMY M300pPETEHUIO ISl JICUSHHS MAaIMeHTa, HyKIAIOIEToCs B 3TOM, IIPHYEM
yKa3aHHBIH cI10c0o0 WM IPUMEHEHHE BKIIIOYAET CIICAYIOMINE CTAIHH:

MOJTyYECHHUE ¥ aHAJIH3 00pa3lia HyKJICHHOBOW KHCIIOTHI MHANBHIyyMa C THAarHO30M CaxapHOTo aradeTa Tuma 2;

oreHKa (PGEKTUBHOCTH W/WIN HEOOA3aTEIHLHO BEPOSITHOCTH OJArONMPHUATHON OTBETHOU peakinuu (Hampu-
Mep, IpH 00eCTICUeHUH TIIMKEMUYECKOT'0 KOHTPOJIS, TAKOTO Kak OJlaronpusTHOe n3MeHenune ypoHs HbAlc) Ha
nedyenue naruouropom JII1-4, npeamouTHTENFHO TUHATIUITHHOM, WX HHrHOuTopoM JII111-4 B koMOuHaImu ¢
OJTHMM WK OoJiee NPYruX aKTHBHBIX COCIAWHEHHH (HalpHMep, MPOTHBOIMA0ETHUECKUX arcHTOB), BKIIOYast BbI-
sBJeHHe TeHoTHIa B oOpasue manueHTa (t.e. amened TT wim CT wmu CC nmomumopdusma 1s7903146 rena
TCF7L2),

npudem Haimmuue reHotuna TT, CT mwim CC ykazpiBaeT Ha 3¢ (EKTUBHOCTD JICUCHHUS, W/UIH HEOOs3aTeIb-
HO Hanmuue reHoruna TT ykaspiBaeT Ha HU3KYIO BEPOSITHOCTD OJIArONPHATHON OTBETHOM peakLUH, /MM HaJU-
yme reHotuna CC yKa3pIBaeT Ha BEICOKYIO BEPOSITHOCTH OJIATONPHUATHON OTBETHOW pPEaKIINH HA JICYCHUE; U

BBEJICHNE MHAWBHIYYMY TepamneBTHUeckH d(ddexTuBHOr0 Kommuecta maruouTopa JIII1-4, mpenmodrun-
TEJNBHO JIMHATIUNTHHA, WK naruouropa JI11-4 B komOMHanmM ¢ OqHUM FIIH OoJiee IPYTHX aKTUBHBIX COEIH-
HEHUH (HarpuMep, IPOTHBOINA0CTHIECKAMHU areHTaMu).

Kpome Toro OBUTO YCTaHOBIIEHO, YTO TIPH HCHOIB30BAaHMHU (hapMaIieBTHIECKON KOMITO3UIMK MIIA KOMOH-
HallUM 110 HACTOSIIEMY H300PETEHHIO MOXKHO 00ECTICUNTD yIyqlIeHHE TITMKEMUYECKOTO KOHTPOJIA AaXke y Malu-
€HTOB, Y KOTOPBIX HAOJIOAEeTCsl HEIOCTATOYHBIH MIMKEMHYECKUIT KOHTPOJIb, TIPEX/IE BCETO HECMOTPSI Ha Jieue-
HHE BTOPBIM MJIM TPETHUM NPOTHUBOAMAOETHYECKUM areHTOM WJIM KOMOMHAIMeH BTOPOTO M TPETHETO MPOTHBO-
JMabeTHYEeCKOTo areHTa, HalpuMep, HECMOTPS Ha MEpOpaIbHOE JICUEHUE B PEXKUME MOHOTEPAIIMH MaKCUMAaJIbHO
MEepEeHOCUMOH /1030H MeT(OpMHHA, THA30IWAWHANOHA (HANpHMeEp, MHOTINTa30Ha) WK CylIb()OHUIMOYECBHHBI,
WM KOMOWHanueH MeT(hopMHHA C THA30JUAMHINOHOM (HarpHuMep, MHOTIUTa30HOM), MeTGOpMHHA C cybdo-
HIJIMOYEBUHOH, WIIM THA30IMINHINOHA (HAIIpUMEp, MIMOTIINTAa30Ha) C CyIb(OHMIMOYEBHHON.

Bruto Take yCTaHOBIIEHO, YTO MPH HCIIONB30BAaHMHM KOMOWHAIIMH MO HACTOSIIEMY M300pETEHHIO MOXKHO
00eCTIeunTh YIy4IIeHHEe TIIMKEeMUIECKOTO KOHTPOJIS JaKe y MAIlMEeHTOB, Y KOTOPBIX HAOMIOMaeTCs HEJOCTaTO4-
HBIA TIIMKEMIYECKUH KOHTPOJIb, TIPEXKIE BCero HecMOTps Ha Jieuenne HHruoutopom JII1-4 nnm komOuHannen
uarnouropa JI1I1-4 co BTOpEIM WM TPETHUM IPOTHBOANAOETHIECKUM areHTOM, HallpuMep, HECMOTPS Ha Tepo-
paNbHOE JICYCHNE B PEKHME MOHOTEpAIH MAaKCUMAILHO IepeHOCHMO 1030# marnouropa JAIMI1-4 wim aBoii-
HOM komOuHanel uarunouropa JI1I1-4 co BTOPHIM MM TPETHUM ITPOTHBOIMA0CTUUECKIM areHTOM.

MakcumanbpHO TIepeHocuMas 1032 MeTOpMHUHa cocTasisieT, Harpumep, 2000 mr/cyr, 1500 mr/cyr (na-
IpUMep, B a3MaTCKUX CTpaHax) win 850 Mr Tpu pasza B CyT, WIH J000€ SKBHBAIECHTHOE KOJIHYECTBO.

Takum 06pa3oM, croco0 W/ Wi MPUMEHEHHE TI0 HACTOSIIEMY H300PETEHHIO MOXHO MCIOJIB30BATh IS T1a-
IIMEHTOB, y KOTOPBIX HaOJII0AaeTCs O/JIMH, 1Ba WK OoJee CIeIyIONX COCTOSHHUI:

(a) HemOCTATOUHBIN TMIMKEMHYECKUIT KOHTPOJIb TOJIBKO IIPU COONIOJCHUH THETH M BHINOJHEHUH (hU3UUe-
CKHUX YIpaXHEHUH;

(6) HEmOCTATOYHBIH TITUKEMUYECKUH KOHTPOJIh HECMOTPS Ha JICUCHHWE B PEKUME MOHOTEpAnuu MeT(op-
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MHHOM, THA30JIMIMHANOHOM (HapuMep, THOTIINTa30HOM), cyibhoHmmmoueBuHoM, [ TIII-1 wmu ananorom I'TIII-
1, M MHCYJIMHOM WJIM aHAJIOTOM MHCYJIMHA, NPEXJIe BCEr0 HECMOTPS HA MEPOPAIBbHOE JICUCHUE B PEXKHUME MO-
HOTEpalul MaKCHMAaJbHO IMEPEHOCHMON M030H MeT(GOpMHHA, THA30NMWIAWHANOHA (HAaIpHMep, MHUOTIMTA30HA)
WA CYIb()OHNIMOYCBUHEI,

(B) HETOCTATOYHBIH MTMKEMUYECKUNA KOHTPOIh HECMOTPS Ha KOMOMHHPOBAaHHOE JICYCHUE IBYMSI areHTaMH,
BBIOpAaHHBIMH W3 TPYIIBI, BKIIOYAIONIEH MET(HOPMHUH, THA3OJUIUHANOH (HampuMep, MHUOTINTA30H), Cyib(o-
aumodeBuny, I'TIIT-1 wiu anamor I'TITI-1, a Takke WHCYJIWH WIIM aHAJIOT WHCYJIMHA, HAIpUMeEpP, HECMOTPS Ha
KOMOMHHMPOBAHHOE JICUCHHWE TBOWHONW KOMOWHAIMEW, BHIOpAaHHOW M3 KOMOWHAIMU MET(HOPMHUH/TTHOTINTA30H,
MeT(HOPMHH/CYIB(HOHUIMOYEBIUHA, MET(GOPMUH/MHCYIINH, CYIb()OHWIMOYEBHHA/TMOTIIUTA30H, CYJIB(OHHIMO-
YeBHHA/MHCYJINH U MAOTIINTAa30H/HHCYIIUH.

Crioco0 ABOIHOM MM TPOHOW KOMOMHMPOBAaHHOW Tepalyy W/WiIM IPUMEHEHHE 0 HacTosAIIeMy n3o0pe-
TEHHIO KPOME TOT'O MOXXHO HMCIIOJIb30BATh JUIS MTAIIMEHTOB, Y KOTOPHIX HAOMIOAAIOTCS CIEAYIOIUE COCTOSHUA (T)
WM (1) COOTBETCTBEHHO:

(T) HEIOCTATOYHBIN TIIMKEMHYECKUI KOHTPOJIb HECMOTPSI Ha NIEpOpaIbHOE JICYCHHE B PEXKUME MOHOTEpa-
nuu uarnduTopom JIII-4, nmpexae Bcero HeCMOTpPs Ha TIEPOPATBHOE JICUCHHE B PEKIME MOHOTEPAITHH MaKCH-
MaJbHO TIEpeHOCUMON A0301 uHrunouropa JAI1I1-4;

(1) HEOOCTATOYHBIA TIIMKEMUYECKHH KOHTPOJIb HECMOTPS Ha (MEepopalibHOE) KOMOWHHUPOBAHHOE JICUCHUE
uarnouropom [III1-4 u BTOPHIM WIM TPETHUM IPOTHBOANAOETHUECKUAM areHTOM, IPEXIEC BCETO HECMOTPS Ha
MEepOPANIbHYIO TBOMHYIO TEpanuio MaKCHUMaJIbHO TIEPEHOCUMOM 10301 M0 KpalHel Mepe OJHOTO W3 KOMIIOHEH-
TOB KOMOWHAITHH.

B omHOM BapmaHTe OCYIIECTBIEHHS HACTOSIIIETO HM300peTeHust (hapMaleBTHYECKYI0 KOMITO3WIMIO HIIH
KOMOHMHAIIMIO MOKHO MCIIONb30BaTh JUIS JICYCHHMS MTAIIMEHTOB, Y KOTOPHIX YCTAHOBIICH JWArHo3 OJHOTO Wi 0o-
Jiee CIEYIOINX COCTOSHHM:

PE3UCTEHTHOCTh K MHCYIJINHY,

THIIEpUHCYITMHEMHS,

npeanaoer,

caxapHBbI quadeT TUMa 2, IpeX/Ie BCEro MO3IHsISA CTaaus caxapHoro auabdera Tuma 2,

caxapHbIil muabder tuna 1.

Kpowme Toro, papmaneBTHIECKYIO KOMITO3UIIMIO MJIH KOMOWHAIIMIO TI0 HACTOSIIEMY H300PETeHHUIO TPEKIC
BCET0 MOJKHO HCITONB30BATh JJIS JICUCHHS MAalMEHTOB, Y KOTOPBIX YCTAHOBIIEH JHAarHO3 OJHOTO WM Oolee cie-
JYIOIIUX COCTOSTHUM

(a) oxxupeHue (BKIIOYasi OXXMPECHHUE TEPBOM CTETIEHH, BTOPOH CTENEHU W/HIIM TPEThEH CTENeHH), BHCLE-
paJIbHO OXKMpEHNE N/WITN HEHTpanbHOe (A0JOMHHAIBHOE) OXKUPEHUE,

(6) ypoBEeHD TPUTIUIICPUIIOB B KPOBH COCTaBIsIET =150 Mr/m,

(B8) ypoBenp xonectepuna JIIIBIT B kpoBu cocraBmser <40 MI/min y NanMeHTOB >KEHCKOTO IOjia H
<50 Mr/mn y HaMeHToB MY>KCKOTO TI0J1a,

(T) cuctonMueckoe KPOBSIHOE JaBlieHUE cocTaBiseT >130 MM PT.CT., a JUACTOIMYECKOE KPOBSHOE JIaBlie-
HHUE COCTaBJISIET 285 MM PT.CT.,

(1) ypoBEHB TITFOKO3bI B KPOBH HATOMIAK cocTaBiseT =110 mr/mn wm >100 mr/m.

[Ipenmnonaraercs, 4To MalMEHTHI, Y KOTOPBIX YCTAHOBJICH IWArHO3 HapyIIEHHOH TOJIEPAaHTHOCTH K TIIIOKO-
3e (HTT'), HapymenHoro ypoBHs TitoKo3bl B kKpoBH Hatommak (HI'H), pesucteHTHOCTH K MHCYJIMHY W/ MeTa-
0O0JINYECKOTO CHHAPOMA, CTPaJAlOT OT IMOBBHIMICHHOTO PUCKAa Pa3sBUTHS CEPIEYHO-COCYAMCTOTO 3a00NeBaHM,
TaKoro Kak, Harmpumep, WH(ApPKT MHOKapAa, HWIIeMHdyeckas OOJIe3Hb CepAlla, CepAedHas HEeJI0CTaTOYHOCTS,
TpoMO0IMOOIMIecKUe SBICHHS. | TMKeMHYECKUN KOHTPOJIb 10 HACTOSIIEMY M300pETEHUIO MOXKET 00ECIICUHTh
CHIDKEHHE PHUCKA CepAEYHO-COCYIMCTHIX 3a00IeBaHIA.

Kpome Toro, dapMarieBTHIeCKyr0 KOMITO3UITUIO U CIIOCOOBI 110 HACTOSIIEMY H300PETEHHIO MPEXKIE BCETO
MOJKHO MCTIONB30BaTh ISl JICYCHHUS MAalMEHTOB IMOCJIE TPAHCIUIAHTAIIMK OPTAHOB, MPEX/IE BCETO IMALUCHTOB, Y
KOTOPBIX YCTAHOBJIEHO OJHO WM O0JIee CIeAYIOMNX COCTOSTHU]:

(2) MIpeKIOHHBIN BO3pAcCT, MPEXKIE BCETO, MAMEHTHI cTapiie S0 JeT;

(6) myxckoii o

(B) M30BITOYHAS Macca Tella, OKUPEHUE (BKIIIOYAst OXKMPEHUE NIEPBOW CTEIIEHH, BTOPOI CTETICHH W/WIIH Tpe-
ThEH CTEINECHH), BUCIIEPATILHOM O’KMPEHNE N/WITH LEHTpaIbHOE (a0 JOMHUHAIBEHOE) OXKHPEHUE;

() muabeT 10 TpaHCILIAHTAIUH;

() *MMyHOJIETIpECCAHTHOE JICYCHHE.

dapmarneBTHUECKass KOMITO3UIMS WK KOMOMHANIMS TI0 HACTOSIIEMY H300pETeHHIO, TIPEeXk e BCero OJaro-
napst npucytctBuio narHONTOpa JI1I1-4, Xapaktepusyercs BRICOKAM mpoduiieM Oe3onmacHocTH. ClieoBaTeIbHO
JIeYeHNEe WU MPOQMIAKTUKY MO HACTOAIIEMY H300pPETEHHIO0 MOXKHO HCIIONB30BaTh IS MAIlMEHTOB, KOTOPHIM
MPOTHBOIIOKA3aHO JICUYCHUE B PEKUME MOHOTEPAIIHH IPYTHM IPOTHBOINAOETHUECKUM JICKAPCTBEHHBIM CPEACT-
BOM, TaKUM Kak, HallpuMep, MET(OPMHUH, W/HIN Y KOTOPHIX HAOII0AaeTCsl HETIEPCHOCUMOCTD YKa3aHHBIX JIEKap-
CTBEHHBIX CPEJICTB IPH TEPAIEBTUUECKUX 03aX. [Ipekae Bcero JedeHne MWiId NpOoQHIaKTHKY O HACTOSIIEMY
M300pETEHHIO MPEIIOYTHTEIIFHO MOXKHO HCIOJIB30BATh /ISl TTAIIMEHTOB, KOTOPbhIE BKIIOYEHHI B TPYIILY ITOBBI-

-33-



042990

IIEHHOTO PHCKa OJHOTO WM OoJiee CIEAYIOIUX HapyIICHWH: IMOouYeyHas HEJOCTaTOYHOCTh WM 3a00JieBaHUE
MOYEeK, KapJHOoJIorHYecKre 3a00JIeBaHus, cepeyHas HeIOCTaTOYHOCTh, 3a00JIeBaHIe MIeueHH, 3a00JIeBaHUE JIeT-
KHX, KaTaOOMUTHYECKUE COCTOSIHHS /WM Yrpo3a MOJOYHOKHCIIOTO aIiI03a, WIH JJS MallMeHTOB JKEHCKOTO
1oJ1a B epro.i 6epeMEeHHOCTH WM JTaKTaIlHH.

Kpome Toro OpLI0 yCTaHOBJIEHO, YTO BBEACHKE (hapMaIleBTHUECKONW KOMIIO3UITUH W KOMOMHAIINH TI0 Ha-
CTOSIIEMY M300pETCHUIO HE MPUBOJAUT K PUCKY WM CONPOBOXKIAACTCS HE3HAYUTEIHHBIM PHUCKOM Pa3BUTHA T'H-
MOTJINKEMHUH. B CBS3M C 3THM, JIe4eHHE WM MPOQMIAKTUKY 10 HACTOSAIMIEMY M300PETEHUIO TaKXKe MPEIIOUYTH-
TEJNBHO WCTOIB3YIOT JJIS MMAIIUEHTOB, BKITOYCHHBIX B TPYIIITY ITOBBIIICHHOTO PUCKA Pa3BUTHS THIOTIINKEMHUH.

dapmareBTHIECKYI0 KOMITO3UINIO MM KOMOMHAIIMIO TI0 HACTOSIIEMY N300PETEHHIO MPEXIE BCETO MOXKHO
UCIIOJIB30BaTh MPH MPOJODKUTSIFHOM JICYCHUN WU MPO(HIAKTHKE 3a00JCBaHUN W/WITU COCTOSHUM, KaK OIIH-
CaHO B JJAHHOM KOHTEKCTE, IPEXAE BCEro NMPH MPOIOIDKUTEILHOM TITMKEMHUUECKOM KOHTPOJIC MAIlMEHTOB C ca-
XapHBIM Ua0eTOM THUMA 2.

Hcrionb30BaHHEIH B TaHHOM KOHTEKCTE TEPMHH "TIPOIOIDKUTENBHOE JIedeHne" 0003HayaeT JIeueHne namu-
€HTa WJIM BBEACHHE JIEKaPCTBEHHBIX CPEACTB MAlMEHTY B TeUEHHEe Neproaa doisiee 12 Henemnb, NPeANoYTUTEIHHO
Oonee 25 Henenb, emie OoJiee MPEANMOYTHTENRHO OoJiee 1 Toza.

B cBsI3H ¢ 3THM B KOHKPETHOM BapHaHTE OCYIIECTBICHHUS HACTOAIIETO H300PETEHNUS MpeIaraeTcs Crocoo
JICYSHS, TIPEAIOUYTUTEIFHO MIEPOPATBHOTO JICUEHHS, C IENBI0 YIYUIISHH, MPEXAe BCETO MPOIOIDKUTEIFHOTO
YITyUIICHUS TITUKEMHYECKOT0 KOHTPOJIS MTAllMeHTOB C CaXxapHBIM AHAa0eTOM THUIIa 2, TIPek/ie BCEro MAIlHeHTOB Ha
Mo3HeH ctagnu caxapHoro quabeTa TUHa 2, MpeXkJe BCEro MalMeHTOB, Y KOTOPBIX JOMOTHUTEIHHO YCTAHOBICH
JIUarHO3 M30BITOYHON Macchl Tena, OKUPEHHS (BKIIOYAs OKHUPEHHE IEPBOW CTEIEHH, BTOPOM CTEIEHU W/WIH
TPEThel CTEeTeHH), BUCIIEPATIBHOTO OXKHUPEHUS H/HIIH HEHTPAILHOTO (a00MHHAIBHOTO) OXKHUPEHHSL.

0O0a ymoMSIHYTBIX BBIIIE EHCTBUS HAOIIOJAIOTCS TP COBMECTHOM BBeneHun uHruoutopa JAII1-4 u BTO-
poro u HeoOs3aTeNbHO TPETHEro NPOTHBOANA0STHIECKOTO areHTa, HalpuMep, IPpHU 0JHOBPEMEHHOM BBEIICHUHU B
COCTaBE CIUHON KOMITO3HIIMU WU IBYX WU TPEX PA3IMYHBIX KOMITO3UIIHIMA, ¥/VITH TIPH MMOOYCPETHOM BBEIICHHM,
HANpUMep, MIPH MOCICIOBATEIIEHOM BBEJICHHUH JIBYX WM TPEX OTACITBHBIX KOMITO3UITUI.

CregyeT MOHUMATh, YTO KOMOWHAIIMY MM KOMOMHHUPOBAHHBIE MPUMEHEHHS 10 HACTOSIIEMY H300peTe-
HHUIO BKJIIOYAIOT pa3/ieibHOE, MOCIIEI0BATEIbHOE, OMHOBPEMEHHOE, COBMECTHOE, XPOHOJIOTHYECKOE HITH IT00Ye-
penHoe BBeleHHE KOMIOHEHTOB. Cienyer Takke MoHUMaTh, uto nHruoutop AI1I1-4 u npyroe akTHBHOE COCIH-
HeHUe(s1) MOYKHO BBOJIUTH B €MHOM JIEKAPCTBEHHOU (pOpMe MITH B OTACIIBHBIX JICKAPCTBEHHBIX (hOpMax.

B nmanHOM KOHTEKCTE TepMUH "KOMOWHAIM" WK "KOMOMHUPOBAaHHBIE" BKIIIOYAET TaK)ke, HO HE OIpaHH-
YUBASICh TOJBKO UMH, (GUKCHPOBAHHBIC U HE(PUKCHPOBAaHHBIC POPMBI M IPUMEHEHUS.

CrenyeT MOHUMATh, YTO KOJIMYECTBO (papMarieBTHUECKOH KOMIIO3UIIMY 110 HACTOSIIEMY H300pETeHHIO, KO-
Topas MpeAHA3HAYCHA JJIs BBEJCHUS MAIUCHTY U TPeOyeTCs I MPUMEHCHHUS MPH JICUCHUH WM MPO(QUIAKTHKE
M0 HacTOSIIIEMY M300pPETEHHIO, MOXET N3MEHSTHCS B 3aBUCHMOCTH OT crioco0a BBEACHHS, IIPUPOIBI U TKECTH
COCTOSIHHSI, KOTOpPOE TPeOyeTCsl U3JICUNBATh WIN NPEIOTBPATHTh, BO3PACTa, MAcChl Tella M COCTOSIHUS MalMeHTa,
COITYTCTBYIOIIETO MEAMKaMEHTO3HOTO JICYEHHs, U B MTOTE OIpeAeNseTcs eyamuM BpadyoM. OmHaKo, Kak mpa-
Bwto, naruourop AINI1-4 u HeoOs3aTeIbHO BTOPO M/WMK TPETHI MPOTUBOANAOETHIECKUI areHT 10 HacTosIIe-
My HM300pETEHHUIO BKIIOYAIOT B (papMalleBTHIECKYI0 KOMITO3UITUIO, KOMOWHAITUIO WK JIEKAPCTBEHHYIO (hopMy B
KOJIMYECTBE, KOTOPOE SBISETCS JOCTATOUYHBIM JUIS YIYUIICHHUS TIMKEMHYECKOTO KOHTPOJIS MAIlMeHTa, HyKIat0-
IEToCs B JICUCHUH, IPH MX BBEACHUH.

Hwmxe omucanpl MpeAnoYTHTENbHBIC TUANa30Hbl KomdecTBa nHruouropa JII1-4, BToporo n/uim TpeTbe-
TO MPOTUBOINAOETHYECKOTO areHTa, KOTOPBIE UCTIONB3YIOTCS B (hapMaIleBTUIECKOH KOMIIO3HIINH, a TAKXKe CIIO-
cOOBI M MIPUMEHEHHS 110 HACTOALIEMY M300pETeHHIO. YKa3aHHbIC JHANa30Hbl OTHOCSATCS K KOJIMYECTBaM, Tpel-
Ha3HA4YE€HHBIM JUIsl BBEICHHS B CYTKH B3pOCIOMY HNAalMEHTY, IPEXAE BCETO YEJIOBEKY, HalPUMEp, C Maccoi Tea
npuban3nTenbHo 70 KT, M yKa3aHHbBIE KOJIMYECTBA MOXKHO COOTBETCTBEHHO ONITUMH3HMPOBATH IS BBEJCHUS 2, 3,
4 paza B cyT WM Oosiee, a TaKXKe IS APYTUX CIIocOOOB BBEJCHUS U JUIS MAIIMEHTA B 3aBHCUMOCTH OT €T0 BO3-
pacta. Jlnama3oHbl JO3UPOBKH M KOJIHYECCTBA PACCUMTHIBAIOT JUISI WHAMBHIAYAILHOTO aKTUBHOTO arcHTa. [Ipm
KOMOMHHPOBAaHHOM JICYCHUH 10 HACTOSIIIEMY N300PETEHHUIO MPEANOYTHTENIFHO IIPUMEHSIOT OoJiee HU3KUE 03U~
poBKH MHAWBUAYansHOTO MHTHONTOpa JIII1-4 W/Mnn MHANBHIYaJI-HOTO BTOPOTO W/HIIN TPETHETO IMPOTHBOIUA-
0EeTHYECKOTO areHTa, MCIOJB3YeMOro IPH JICYCHUH B PeXKMME MOHOTEPANTUH WM HCIOIB3YEeMOTO B CTaHAAPT-
HBIX Kypcax JIe4eHHs, TaKuM 0Opa3oM HCKIIOYass BO3MOXKHYIO TOKCHYHOCTh M HEOIArompHATHBIC TOOOYHBIE
JIEHCTBHUS, BOSHUKAIOIIHE TIPU MCTIONF30BAaHUH YKA3aHHBIX areHTOB B KAUECTBE MOHOTEPAIIEBTUIECKUX CPEJICTB.

CorJlacHO HACTOAIIEMY H300peTEeHUIO (apMaleBTUISCKYI0 KOMITO3HUIINIO WIIH KOMOWHAIIUIO TPEIITOYTH-
TEJNBHO BBOJSAT IepopasibHO. Bo3MoXxHEBIE npyrue crocoObl BBEACHHUS ONMUCAHBI HIKeE. IIpeamodTuTenbHo oqHa
Wi OoJiee JIeKapCTBEHHBIX (hopM, BKitodaromux nHruontop JII1-4 n/vumu BTOpo# u/wim TpeTnii NpoTUBOAMA-
OCTUYECKUI areHT, IBJISCTCS MePOPaTLHOMN HITH, KaK MPABUJIO, IMUPOKO U3BECTHOM.

B ocHoBHOM KonmyecTBO mHTHOUTOpa JI1I1-4 B KOMOMHAIIMAX, KOMOMHAPOBAHHEIX CITOCOOAX HITH KOMOU-
HUPOBAHHBIX IPUMCHEHHUAX 110 HACTOSIIEMY U300pPETEHHUIO TPEAMOYTUTEIBHO COCTABIISCT BEIIMYMHY B JUATIA30-
He ot 1/5 o 1/1 xoanvecTBa, OOBIYHO PEKOMEHIyEMOT0 JUIs JIEUCHUSI B PEXKMME MOHOTEPAITHH C HCIIOIb30BaHHU-
eM ykazanHoro uaruouropa J{I1I1-4.

[IpennoyTuTensHBIN qUANa30H JO3UPOBKY JMHATJIMITHHA TIPH TIEPOPATFHOM BBECHHN cOocTaBisieT oT 0,5
o 10 Mr B CyT, MPeANMOYTHTENHHO OT 2,5 Mr a0 10 Mr, Hanbosee MPEeANOYTUTENHLHO OT 1| MT 10 5 MT B CYT.
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[IpennoYTUTENEHBIA UATIa30H KOJMUYECTB B (PapManeBTUUECKOH KOMIO3UIUH coctaniser oT 0,5 mr go 10 wmr,
npexze Bcero oT 1 go 5 mr. IlpuMeps! mpeanodTUTENbHBIX JO3UPOBOK BKIIIOYAOT 1 Mr, 2,5 Mr, 5 mr wiu 10 mr.
AKTUBHBI{ UHTPETUCHT MOXKHO BBOJIUTH BILIOTH 0 TPEX Pa3 B CYT, IPEANOYTUTEIFHO OJIUH FIJIH J1BA Pa3a B CYT.
IIpuroaHbIe KOMITO3UIINY JIJISl TMHATIUITHHA BKIIOYAIOT KOMITO3HIIAY, ONTMcaHHble B 3asiBke WO 2007/128724,
CoJIepKaHNEe KOTOPOH B TIOJTHOM 00beMe BKITIOYCHO B HACTOSIIIEE OMMMCAHNE B KAUECTBE CCHUIKH.

[Tpumepbl 1O3UPOBOK MBOMHON (PUKCUPOBAHHOW KOMOWHAIMU (TaOJICTKH) JMHATIUNITHHA/METQOpPMUHA C
HeMeJIeHHBIM BeIcBoOOXAeHWeM (HB) Bkmowarot 2,5 mr/500 mr, 2,5 mr/850 mr u 2,5 mr/1000 Mr, KoTopsie
MO>KHO BBOJUTH 1-3 pasa B CyT, MPekIe BCETO JIBa pa3a B CYT.

[Tpumeps! 103UPOBOK ABOMHOW (PUKCHPOBAHHOW KOMOMHAIMM (TaOJICTKH) JIMHATIMITHHA/MET()OPMHHA C
MPOJIOHTUPOBaHHBIM BeICBOOOXKIcHUEM (I1B) BrmrouaroT 5 Mr/500 mr, 5 mr/1000 mr u 5 mMr/1500 mr, xoTopsie
MOJKHO BBOJIUTH 1-2 pa3a B CyT, IPEXKIIE BCETO OJUH pa3 B CYT, IPEANOYTUTESIFHO IPUHIMATH BEYEPOM BO BpEeMs
npuema muimy, wim 2,5 mr/500 mr, 2,5 mr/750 mr u 2,5 mr/1000 Mr, KoTopbie MOXHO BBOAMTH 1-2 pa3a B CYT,
MPEeX]Ie BCETO MPUHUMATH JBE TaOJCTKH OJIUH pa3 B CYT, MPEAMOYTUTEIHFHO BEUSPOM BO BPEMs IIPHUEMa THIIH.

[pennovTuTenbHBINA AUANa30H JO3UPOBKU CUTATIUITHHA MPH MEPOPATHHOM BBEICHHH COCTABISICT OT 10
1o 200 mr, ipeskae Bcero oT 25 mr o0 150 Mr B cyT. PekoMeHmoBaHHas 032 cuTaraunTuHa coctarisget 100 mr B
pacdeTre Ha aKTUBHBIM areHT (0e3BOJHOE CBOOOIHOE OCHOBAaHWE) OJMH pa3 B cyT mwiau 50 Mr 1Ba pasa B CYT.
IIpeamodTuTenpbHBIA AUANIA30H KOJUYECTB B (hapMareBTHUECKONH KOMITO3UIIMU cocTaBisieT oT 10 mr qo 150 wmr,
npexzae Bcero oT 25 mr a0 100 mr. [Ipumepst Brmodatot 25 mr, 50 mr, 75 mr wim 100 Mr. AKTUBHBIN HHTPEIN-
€HT MOXHO BBOJHUTH BIUIOTH JI0 TPEX pa3 B CYT, MPEAMOYTUTEIFHO OIUH WM JBa pa3a B CyT. DKBUBAJICHTHBIE
KOJIMYECTBA COJICH CHUTAIJIMITHHA, MIPEXKAe BCETO MOHOTHApaTa ¢dochaTa, paCCINTHIBAIOT COOTBETCTBEHHO. J1iis
MAIIMEHTOB C IMOYEYHON HEIOCTATOYHOCTBHIO HCIONB3YIOT ONTHMHU3UPOBAHHEBIC TO3MPOBKH CHUTATIMIITUHA, Ha-
npumep 25 mr u 50 mr.

[penqnovTuTeNpHBINA AWAIA30H TO3UPOBKH BIIIIATIAIITHHA MIPH [IEPOPATHHOM BBEICHUH COCTABISACT OT 10
1o 150 mr B cyT, mpexkae Bcero ot 25 mr g0 150 mr, 25 mr u 100 mr winu 25 mr u 50 mr winu 50 mr u 100 mr B
cyt. Hanpumep, Bunparauntud BBoAAT B go3e S0 mr wiau 100 mr B cyt. IlpennoutuTenbHblil 1uana3oH KOJIU-
4ecTB B (papMarieBTHIecKod KOMIO3UIMK cocTaBisieT oT 10 mr mo 150 mr, mpexae Bcero ot 25 mr g0 100 mr.
TIpumeps! BkmtoyatotT 25 mr, 50 Mr, 75 mr winu 100 Mr. AKTUBHBIH WHTPEANESHT MOYKHO BBOJUTH BIUIOTH J0 TPEX
pa3 B CyT, IPEATIOYTUTEIHHO OJIH WIIH /IBa pa3a B CYT.

[IpeanovyTuTensHBIN qUANa30H JO3UPOBKU AJTOTIUNTHHA IPU IIEPOPATHHOM BBEACHUHU COCTABIISET OT 5 MT'
1o 250 mr B cyT, ipexzae Bcero oT 10 mr go 150 Mr B cyT. [IpeamnodruTenbHpIi quana3oH KOJIHYECTB B dapma-
MEBTUIECKOM KOMITO3HMIIMU COCTABIISIET OT 5 MT 10 150 Mmr, ipexae Bcero oT 10 mr qo 100 mr. [Ipumeps! BKITO-
yatoT 10 mr, 12,5 mr, 20 mr, 25 mr, 50 mr, 75 mr u 100 Mr. AKTUBHBIN UHTPEAUEHT MOXHO BBOAUTH BILUIOTH 10
Tpex pa3 B CYT, IPEAMOYTUTEIHFHO OJIMH WX JIBa Pa3a B CYT.

[IpenqnovTUTeNHBIN AUATIA30H JO3UPOBKH CAKCATIUITHHA MPU TIEPOPATLHOM BBEJICHHH COCTABIISICT OT 2,5
1o 100 mr B cyt, npexxae Bcero ot 2,5 Mr no 50 mr B cyt. [IpeanodrnTensHbIi quana3oH KOJUYECTB B GapMa-
LEBTUYECKON KOMITO3UIIMHU cocTaBisdeT oT 2,5 mr o 100 mr, npexne Beero 2,5 mr u 50 mr. IIpumeps! BKIIIOYatOT
2,5 mr, 5 mr, 10 mr, 15 mr, 20 mr, 30 mr, 40 mr, 50 Mr 1 100 Mr. AKTUBHBIM UHTPEIUEHT MOKHO BBOAUTD BILJIOTH
JI0 TpeX pa3 B CyT, MPEAIIOYTUTEIHHO OJWMH WK JIBa pa3a B CYT.

[IpennodyTuTensHBIN IHATa30H JO3UPOBKU IYTOTIHMIITHHA MIPH NEPOPAIEHOM BBEACHUHU COCTaBisIeT OT 50
1o 400 mr B cyT, npexne Bcero oT 100 mr mo 400 mr B cyt. [IpeamodtutensHbINA quana3oH KOJINIecTB B (hapma-
MEBTHIECKOM KOMITO3UIHU cocTaBisieT oT 50 mr 1o 400 mr. [Ipumepst Bmtogatot 50 mr, 100 mr, 200 mr, 300 Mr
1 400 Mr. AKTUBHBIN WHTPEINEHT MOKHO BBOJIUTH BIUIOTH JI0 TPEX pa3 B CYT, IPEAOYTUTESIFHO OAWH WM JIBa
pasa B CyT.

B oco6om Bapuante mHrHOuTOpoB JIII1-4 Mo HacTOsAIIEMY HM300pPETEHUIO MPEAIAraloTCs MEpOpaTbHEIC
uaruourops! JI1I1-4, KOTOpEIC SBISAIOTCS TepaeBTUYCCKH 3PPEKTUBHBIMA MPU HU3KUX 033X, HATIPUMED, PU
nozax <100 mr wiam <70 Mr i manueHTa B CyT, npeanouturesnsHo <50 mr, Oonee npeanodrutenasHo <30 mMr
w <20 mr, eme 6osiee TpennodTUTENBEHO OT 1 Mr 1o 10 Mr (mpu HEoOXOAMMOCTH pa3lieNieHHBIX Ha 1-4 oxHO-
KpaTHBIC J03bI, MIPEXkK/Ie BCero 1 Wim 2 oTHOKpPaTHBIC 036, HAIIPUMED, OJHMHAKOBOI'O pa3Mepa), IpeskIe BCero oT
1 Mr mo 5 mr (6oree MPEeANMOYTHTENBHO 5 MT) AJIS MAlMeHTa B CyT, KOTOPBIE MPEAIIOYTHTEIFHO BBOJAT IEpO-
paypHO OAMH pa3 B CyT, 0oJiee MPEAMOYTHTEIRHO B JII000E BpEeMs THS BMECTE C IMPHUEMOM MW WIIA HE3aBUCH-
MO OT TpueMa THUIU. TakuMm oOpa3oMm, HampuMep, CyTOYHOE IMepopayibHOe KoiaumdecTBo (5 Mr) mpemapara Bl
1356 MO>XHO TIPUHUMATH OJUH pa3 B CyT (T.e. MpuHUMATh 5 MT npenapata BI 1356 oqun pa3 B cyT) wim nBa pasza
B cyT (T.e. MpuHUMATH 1o 2,5 Mr mpemnapara Bl 1356 nBa pasza B cyT) B m000e BpeMs JHS BMECTE C IPHEMOM
TIUIIY WM HE3aBUCHMO OT IPHEeMa TIHIITH.

B 0CHOBHOM KOJHYECTBO BTOPOTO H/WIIA TPETHETO MPOTHBOANAOCTUICCKOTO arcHTa B KOMOUHAIIUAX, KOM-
OMHUPOBAHHBIX CIIOCO0AaX /WM KOMOWHHPOBAHHBIX MPUMEHEHHSX IO HACTOSIIEMY H300PETCHHUIO MPEIIOYTH-
TEJNILHO COCTABISICT BEMYMHY B quama3oHe oT 1/5 mo 1/1 xomuuecTBa, 00BIYHO PEKOMEHAYEMOTO JIJIs JICUCHUS B
peXUME MOHOTEPAINUK C UCIOJB30BAaHHEM YKa3aHHOTO MPOTHUBOIUAaOCTHUYECKOro areHTa. [IpuMeHeHne Ooinee
HU3KUX TO3UPOBOK MHIWBHIYaTHHOTO BTOPOTO W/HIIK TPETHETO MPOTUBOIUAOCTHUCCKOTO areHTa 0 CPABHEHUIO
C JICYCHUEM B PSIKUME MOHOTEPAIMH TIO3BOJISIET UCKITIOYUTD WIIH CBECTH K MUHIMYMY BO3MOXHYIO TOKCHYHOCTh
1 HeONaronpusATHBIC TOOOYHbIE NEHCTBUS, KOTOPBIE HAONIONAIOTCS TPH HCIOJIB30BAHWN YKAa3aHHBIX arcHTOB B
KadecTBE MOHOTEPANIEBTHYECKIX CPE/ICTB.
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[pennodTuTenbHBINA AUANa30H JO3UPOBKUA MET(HOPMHUHA MPH MEPOPATEHOM BBEICHUU COCTABISAET OT 250
10 3000 mr, npeskae Bcero ot 500 mr o 2000 Mr B cyT. [IpenmouTuTensHbIi qUana3oH KOJINYecTB B (hapMares-
THYECKOW KoMMo3uImu coctapisieT oT 250 mr go 1000 mr, mpesxne Bcero ot S00 mr go 1000 mr wiu ot 250 Mr
1o 850 mr cootBeTcTBeHHO. [IpriMepst BrimowaroT 500 mr, 750 mr, 850 mr wim 1000 mr. [TpenmoutuTenbHO yKa-
3aHHBIC KOJIMYECTBA BBOJAT OJWH, JBa WJIM TpH pa3a B cyT. Hampumep, xommdectBa 500 mr, 750 mr u 850 mr
MPEIIIOYTUTEIFHO TPeOyeTCsl BBOIUTH OIFH, IBa MU TPHU pa3a B CYT, a kKonudecTBo 1000 MT mpeArmodTuTeIhHO
TpeOyeTcsl BBOIUTH OJWMH WJIH /IBa pa3a B cyT. OmpenereHHbIe KOMIO3HIINU C KOHTPOIUPYEMBIM WIIH 3aMeIICH-
HBIM BBICBOOOKICHHEM ITO3BOJISIOT BBOIWTH /103y ONUH pa3 B CyT. MeT(hOPMHIH MOXKHO BBOJIUTH, HAIIPHMEp, B
(hopme KOMMEpUYECKHUX TPOAYKTOB, BBITycKaeMbIX Mo ToproBeiMu HazBanusmMu GLUCOPHAGE™, GLUCO-
PHAGE-D™ wmmun GLUCOPHAGE-XR™,

[IpennodTuTensHBIN AUANa30H JO3UPOBKH MHOTINTA30HA MIPH IIEPOPATHHOM BBEIICHHH COCTABIIACT OT 5 MT'
1o 50 mr B cyT. [IpeqnodTuTenbHbIN qUama3oH KOJIMYECTB B (hapMaleBTHYCCKOH KOMIIO3HIIUN COCTABIISCT OT 5
10 50 mr, ot 10 o 45 mr u ot 15 no 45 Mr coorBeTcTBeHHO. [Ipumeps! BkmtodaroT 15 mr, 30 Mr umu 45 Mr.
[IpennoyTuTeIbHO YKa3aHHBIC KOJUYCCTBA BBOJAT OIWMH WIIH JBAa pa3a B CyT, IPEAMOYTUTECIHFHO OJUH pa3 B CYT.
[TuornuTazoH MOXHO BBOJIUTH B (pOpME KOMMEPUYECKOTO MPOIYKTa, BHITYCKAEMOTO, HAPUMEP, MOl TOPTOBEIM
Ha3zBanneM ACTOS™,

[IpennovTUTeNbHBINA AWANa30H JO3UPOBKH PO3HUINIUTA30HA MPU MEPOPATEHOM BBEICHHU COCTABISCT OT |
1o 10 mr B cyT. [IpeqnodYTuTenbHBIA qUaa30H KOJIHIECTB B (hapMalleBTHYSCKONW KOMITO3HIIUU COCTAaBIISIET OT |
1o 10 mr, oT 2 10 8 Mr, 0T 4 10 8 Mr 1 ot 1 10 4 mr. [Ipumepsn! BktogaroT 1 mr, 2 mr, 4 mr wim 8 mr. [Ipeanoy-
TUTENHFHO YKa3aHHBIC KOJIMYECTBA BBOJAT OJWH WM JIBa pasa B cyT. [IpenmouyTuTensHO CyTOYHAs 1032 HE Tpe-
BBIIIAeT 8§ Mr. PO3UrinTa3oH MOKHO BBOAWTH B (pOpMe KOMMEPUECKOTO MPOIYKTA, BHITYCKAaeMOT0, HalpUMeED,
o1 ToproBbiM HazBaHuEM AVANDIA™,

[IpennodyTuTensHBIN TUATa30H JO3UPOBKY THA3ONHUIAMHANOHA (B OTIMYNE OT MHOTINTA30HA FIIH PO3HTIIH-
Ta30Ha, KaK OMKCAHO BBIIIE) MPHU TEPOPaTHLHOM BBelleHWH cocTaBiseT oT 2 mo 100 mr B cyt. [Ipenmodrnurensb-
HBIH TUama3oH KOJIMYECTB B (hapMaleBTHICCKONH KOMIO3HUIINY IS BBEICHHS OJUH, IBa FJIM TPU pas3a B CyT CO-
crasisieT oT 2 Mr 10 100 mr, oT 1 mMr 1o 50 mr 1 oT 1 Mr 10 33 MI' COOTBETCTBEHHO.

[IpenqnodTuTeNpHBIA TUATIA30H JTO3UPOBKU TIIHOCHKIAMHIA TIPU TEPOPATHHOM BBEICHHH COCTABISCT OT
0,5 mr o 15 wmr, npexne Beero ot 1 mr go 10 Mr B cyt. [IpennoururensHblil 1Mana3oH KOJMYECTB B (hapManes-
THYECKOW KoMIo3uuuu coctapiseT oT 0,5 1o 5 mr, mpexae Bcero ot 1 no 4 mr. IIpumeps! Brmouator 1,0 mr,
1,75 mr u 3,5 mr. [IpeanodyrnTensHO yKa3aHHBIE KOJIWYECTBA BBOAST OJMH, J[Ba, WM TPU pa3a B CyT. [ mnbOeHk-
JIAMHJ] MOJKHO BBOJHTH B (pOpME KOMMEPUECKOTO MPOAYKTa, BHITYCKAEMOT0, HAIIPUMEP, O] TOPrOBBIM Ha3Ba-
HueM EUGLUCON™,

[IpeqnovTUTeNpHBINA AUANa30H JO3UPOBKH TIIMMEITUPUAA TP NEPOPATLHOM BBEACHUH cocTaBisier ot 0,5
1o 10 mr, ipexae Bcero ot 1 Mr 1o 6 Mr B cyT. [IpenmodTuTenbHbIN AUama3oH KOJTMIECTB B (papMarieBTHIeCKOn
KoMIo3uIuK coctasiser ot 0,5 mo 10 mr, pexae Bcero ot 1 go 6 mr. [IpuMeps! BkIo4aoT 1 mr, 2 Mr, 3 MT,
4 mr u 6 mr. IlpearnouTuTen-HO yKa3aHHBIE KOJIMYECTBA BBOAAT OJMH, JBA, WIH TPU Pa3a B CYT, IPEATIOYTUTEIIh-
HO OJHH pa3 B CyT. [ TUMenupu MOKHO BBOIUTH B (hopMe KOMMEPUECKOTO MPOAYKTA, BHITYCKAEMOTO, HAIIPH-
Mep, TI0J TOProBeIM Ha3BaHueM AMARYL™,

[IpeanodTuTensHBIN AUANa30H JTO3UPOBKU TIIMKBHIOHA TPU MEPOPATEHOM BBEICHUHU COCTABISIET OT 5 MT
1o 150 mr, pexae Bcero oT 15 mr 1o 120 mr B cyT. [IpeamnodrurenpHbIN quana3oH KOJIHYECTB B (hapMareBTH-
4yecKOM KOMIIO3UIMH cocTaBiseT oT 5 no 120 mr, npexae Bcero ot 5 no 30 mr. Ilpumeps! Brimogaor 10 mr,
20 mr, 30 mr. IlpeanoyTUTENbHO yKa3aHHbIE KOJIMYECTBAa BBOJST OJIMH, B, TPU WM YEThIpEe pa3a B CyT. [ IHK-
BUJIOH MO’KHO BBOJHTH B ()OPME KOMMEPUECKOTO MPOAYKTA, BHITYCKAEMOTO, HAIIPUMEP, O]l TOPTOBBIM Ha3Ba-
aneM GLURENORM™,

[IpeqnovTUTeNHBIA qHAana3oH JO3UPOBKU TITHOOPHYPHUAA MPU MEPOPATHHOM BBEACHUHM COCTABISACT OT 5
no 75 mr B cyT. [IpeqnodTuTenbHbINA qUama3oH KOJIMYEeCTB B (hapMaleBTHYCCKOH KOMIIO3HIIUN COCTABIISACT OT 5
no 75 wmr, npexae Bcero ot 10 qo 50 mr. [IpeaqnodTuTensHO yKa3aHHBIC KOJTUYECTBA BBOJAT OJWH, ABA, WIH TPH
pasa B CyT.

[IpeanodTuTensHBIN TUAa30H JO3UPOBKH TIIMKIA3KAA TIPH MIEPOPaTHHOM BBEACHUHU COCTaBIsAeT OT 20 Mr
1o 300 mr, pexae Bcero oT 40 mr 1o 240 mr B cyT. [IpeamodTurenpHBIN qUana3oH KOJIHYECTB B (hapMareBTH-
4ecKoi koMmo3uiuu coctaBisier ot 20 mo 240 mr, mpexxae Bcero ot 20 mo 80 mr. IIpumepsr BkitogatoT 20 Mr,
30 mr, 40 mr 1 50 Mmr. [TpeamodTUTeNbHO yKa3aHHBIC KOJIMYECTBA BBOISIT OJIMH, ABa, U TPH pas3a B CYT.

[IpennodTuTensHBIN AUANIa30H JO3UPOBKH TIIH30KCENHIA IIPH MEPOPATEHOM BBEICHHH COCTABIACT OT 1 MT
1o 20 mr, mpexae Bcero oT 1 mr g0 16 Mr B cyt. [IpeanoyTnTenbHbIA AMana3oH KOJIMYECTB B (apMareBTHye-
CKOM KOMITO3ULIUU cOocTaBisieT oT 1 mr go 8 mr, npexae Bcero ot 1 mr 1o 4 mr. [IpennodrutenbHO yka3aHHbIE
KOJIMYECTBA BBOJST OJIMH, JIBA, TPH WIIH YETHIPE pas3a B CYT.

[IpennovTuTenbHBINA MUANa30H JO3UPOBKH TOIOYTaMUAA TPU IEPOPaTHLHOM BBEICHHH cocTaBisieT oT 100
10 3000 mr, npeamoututenbHo ot 500 mr o 2000 mr B cyt. [IpeanoyTnTenbHBIA TUana3oH KOJIUYECTB B (dap-
MaleBTHYecko kommno3uuu coctasisger ot 100 mr go 1000 mr. IlpeanodTutenbHO yKa3aHHBIE KOJIHMUYECTBA
BBOJIAT OJIFH WJIM JIBA Pa3a B CYT.

[IpennovyTuTensHBIN AMANIa30H JO3UPOBKH TNIMIH3UA IPH MIEPOPATEHOM BBEICHUN COCTABISACT OT | MT 110
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50 mr, npexxae Bcero ot 2,5 mr 1o 40 Mr B cyT. [IpeanoyTnTenbHbIH AUana30H KOJINYECTB B (DapMalieBTHYECKOH
KOMITO3UIUH 711 BBEJICHUS OJIUH, JIBa WJIU TPH pasa B CyT cocTapisieT oT 1 mr 1o 50 mr, ot 0,5 Mr 10 25 Mr u ot
0,3 Mr 10 17 M COOTBETCTBEHHO.

[IpennodTuTensHBIN AUANa30H JO3UPOBKU HATETIIMHHUA TIPH NIEPOPATHHOM BBEICHUH COCTABIISIET OT 30 MT
1o 500 mr, pexe Bcero oT 60 mr 1o 360 Mr B cyT. [IpeamodTuTenpHbIN qUana3oH KOJIHYECTB B (hapMareBTH-
geckoi kommosunuu coctarisieT oT 30 mr 1o 120 mr. [Tpumepsr Brmodatot 30 mr, 60 mr u 120 mr. [IpeanouTu-
TEJNBHO YKa3aHHbBIE KOJIMYECTBA BBOIAT OJMH, /1B FJIH TPH pas3a B CYT.

Haternuana MoXHO BBOIUTH B (pOpME KOMMEPUECKOTO MPOAYKTA, BEIITYCKaeMOTO, HAIIPUMeED, IOl TOPTo-
BbIM Ha3zBaHmeM STARLIX™.

[IpennoyTuTeNnsHBIA AWANa30H JO3UPOBKH PEemNarjivHuAa P MepopantbHOM BBeaeHHH coctaBiieT ot 0,1
Jo 16 mr, npexae Bcero ot 0,5 Mr 10 6 Mr B CyT.

[IpenqnovTUTENBHBIN TUaa30H KOJUYECTB B (hapMaIleBTUICCKON KOMIIO3UITUH COCTaBIseT oT 0,5 mo 4 mr.
IIpumeps! BritovatoT 0,5 mr, 1 Mr, 2 Mr unu 4 mr. [IpeAnodYTuTeabHO yKa3aHHbIe KOJMYEeCTBa BBOJST OJIMH, /IBa,
TPH WIH YETHIPE pa3a B CyT. PemarmuHu MOKHO BBOJIUTH B (POpME KOMMEPUYECKOTO MPOAYKTA, BBITYCKAEMOTO,
HanpuMmep, 1o ToproBsiM HazBarrneM NOVONORM™,

[IpenqnovTuTeN HBINA AUATIA30H JO3UPOBKH aKapOO03bI MPU MEPOPATEHOM BBEJICHHU COCTABISICT OT 50 Mr 110
1000 mr, mpexne Bcero ot 50 mr 10 600 Mr B cyT. IIpennouTuTeNbHBIN AUAa30H KOJINYECTB B (hapMaleBTHYC-
cKkol xommosunuu coctaBysgeT oT 50 mr go 150 mr. IMpumepsr Brmodator 50 mMr u 100 mr. [IpeamodrurenpHO
yKa3aHHBIE KOJIMYECTBA BBOAAT OJWH, JBa, TPH WJIHM YETHIpE pa3za B CyT. Akap0O03y MOXKHO BBOAHTE B (opme
KOMMEPYECKOTO MPOJYKTA, BEITYCKAEMOT0, HATIPUMED, IO TOProBeIM Ha3BanueM Crlucobay™.

[IpenmodTuTenpbHBINA qUANa30H JO3UPOBKH BOTIIMO03BI PH MEPOPATLHOM BBEJEHUH cocTaBisieT oT 100 mr
1o 1000 mr, mpexae Bcero ot 200 mr 1o 600 Mr B cyT. [IpeamodTuTebHBIN TUama3oH KOJIUYECTB B apMalieB-
THYECKOUW KoMmo3urmu coctasiseT oT 50 mr g0 300 mr. [Tpumepst Bkmoyatot 50 mr, 100 mr, 150 mr, 200 Mr 1
300 mr. IIpeamodTuTenbHO yKa3aHHBIC KOJMYECTBA BBOJSAT OJUH, JBa, TPH WM YETHIpE pa3a B cyT. Bormmbo3y
MOJKHO BBOJHUTH B (OpME KOMMEPUYECKOTO MPOIYKTa, BBITYCKAEMOTO, HAPUMEp, IOJ TOPTOBBIM Ha3BaHHEM
Basen™ unmu Voghsan™,

[IpenqnovTUTeNBHBINA TUATa30H JTO3UPOBKH MHUTIIUTONA MPU TEPOPATLHOM BBEACHUH COCTaBISIET OT 25 MT
10 500 mr, mpexze Bcero ot 25 Mr 1o 300 mr B cyT. [IpennouTuTensHblil Anamna3oH KOJINYECTB B (hapMaleBTH-
YyecKOM KOMIMO3UIMH cocTaBisieT oT 25 mr 1o 100 mr. IIpumepst Bkmrodatot 25 mr, 50 mr u 100 mr. Ipeanouru-
TEJNBHO YKa3aHHBIC KOJUYECTBA BBOJAT OJWH, JIBAa, TPU WM YETHIPE pa3a B CYT. MUTIUTOI MOXXHO BBOIWTH B
(hopMe KOMMEpYECKOT0 TIPOTYKTa, BEIITYCKaeMOTo, HallpuMep, O] TOproBeIM Ha3BaHueM Crlyset™.

[IpeanoururenbHblil nuanazoH no3upoBku anajoros ['TIII-1, npexnae Bcero skceHaTuaa, COCTABISET OT 5
J0 30 MKT, IpeX/e BCero oT 5 MKT 0 20 MKT B CyT.

[IpenmodTuTenbHBINA qUATTA30H KOJIWIECTB B (hapMaIieBTHIECKOW KOMITO3UIIMU COCTABIISIET OT 5 10 10 MKT.
[Iprmeps! BrrogatoT 5 MKT u 10 Mkr. [IpennodTuTensHO yKa3zaHHBIE KOJIMYECTBAa BBOAST ONUH, BA, TPHU WIH
YeThIpe pa3a B CyT HMOJKOXKHOW MHBEKIHEeH. DKCeHAaTHa MOKHO BBOJUTH B (JOPME KOMMEPUYECKOTO MPOAYKTA,
BBIITYCKaeMOT0, HAIIPUMEP, 10T TOPTOBBIM Ha3BaHHWeM Byetta™.

Kommozuiust mpoJIOHTrHpOBAHHOTO AEUCTBHS, NMPEANOYTHTEIRHO MpeIHAa3HAYCHHAs IS BBEJCHUS MOM-
KO)KHOW MHBEKITUEH OJUH pa3 B HEAEIIO, BKIIOYaeT dkceHaTH ] B KonudecTse oT 0,1 mr mo 3,0 mr, mpenmoyTn-
teapHO oT 0,5 Mr 1o 2,0 mr. [Ipumepst Brmrodarot 0,8 mr u 2,0 mr. [IpuMepoM KOMITO3UITUHN SKCEHATH A TIPO-
JIOHTMPOBAHHOTO JIEUCTBUS SIBIISECTCS MPOAYKT MO TOPTOBbIM Ha3BaHueM Byetta LAR™.

[IpennodyTuTensHBIN THAMa30H JO3UPOBKH JHPArTyTHIA cocTaBisteT oT 0,5 mMr 1o 3 MT, mpexae BCero OT
0,5 mr no 2 mr B cyt. [IpeqnodYTuTeNsHBINA AHANa30H KOJHMYECTB B (hapMaIleBTUICCKON KOMITO3UIIMHA COCTABIISICT
ot 0,5 mr o 2 mr. [Ipumeps! BritovaroT 0,6 mr, 1,2 mr u 1,8 mr. IlpeqnoyTuTrensHo yKazaHHbIE KOJUYECTBA
BBOJISAT OJIFH WJIX JIBA Pa3a B CYT MOIKOXKHON HHBCKITUCH.

Komuuectsa marubutopa JI1I1-4 1 BTOPOro W/HiIH TPETHETO TEPANICBTHYCCKOTO arcHTa B (papmarieBTHYC-
CKOM KOMIIO3HIINH, & TAKXKE B CIIOCO0aX M MPUMCHEHHUSX MO0 HACTOSIIEMY H300PCTCHHUIO HAXOIATCS B COOTBETCT-
BYIOIINX JUANa3oHax JO3WPOBKHU, KaK OMMCAHO BhIme. HampumMep, mpeanoYTuTensHbIe AHANa30Hbl JO3UPOBKH B
(hapmareBTHUECKOH KOMIIO3HIINHA, KOMOWHAIINH, CIIOCO0e ¥ MIPUMEHEHHUH TI0 HACTOSIIEMY H300pETEHUIO BKITIO-
YaloT JMHATIMITUAH B KommdectBe oT 0,5 Mr 1o 10 Mr (mpekne Bcero oT 1 Mr 1o 5 Mr, mpexe Bcero oT 2,5 win
5 Mr) u/unm HeoOs3aTenbHO MeThopMuH B KoiudecTse oT 250 no 1000 mr (mpexae Bcero 500 mr, 850 mMr win
1000 mr). ITpeamodTUTENLHBIM SBISIETCS TIEPOPAIbHOE BBEACHHUE OJIWH WIIH JIBA pa3a B CYT.

B xoMOMHHPOBAaHHBIX CITOCO0AX W KOMOMHUPOBAHHBIX IPUMEHEHUSAX 10 HACTOSIIEMY N300PETCHUIO HHTH-
ourtop AIII1-4 u BTOpOIt N/WIHM TpeTHii TeparneBTHIECKUIl areHT BBOAAT B KOMOWHALINH, BKJIIOYasl, HO HE OTpaHH-
YUBAsICh TOJILKO UMM, BBEJICHHE AKTUBHBIX WHTPECIUCHTOB B OJHO M TO )K€ BpEeMs, T.€. OJJHOBPEMEHHO, WU B
OCHOBHOM B OJIHO M TO )K€ BpPEMsl, HJIM IMOOYECPECIHOC BBEICHUE AKTHBHBIX WHIPEIUCHTA, T.C. CHAYaJla BBOJST
OJIMH WJIU JIBa aKTHBHBIX MHTPEIUCHTA, a Yepe3 HEKOTOPHIH MEpUO]I BPEMEHHU BBOJIAT APYTHE 1BA AKTUBHBIX HH-
TPEMEHTA WM OJIMH aKTUBHBIA MHTPEAUCHT, T.C. IO KpallHEH Mepe JIBa U3 TPEX aKTUBHBIX WHTPEIUCHTOB BBO-
JISIT TOCJIEI0BATENbHO. YKa3aHHBIM TIepHO BPEMEHH MOXKET U3MEHAThCA B quana3zoHe ot 30 muH 10 12 4. Bae-
JIeHHe B KOMOWMHAIIMK FJIM TOOYEPEIHOE BBEICHHE OCYIICCTBIIIIOT OJUH, IBAa, TPU WM YETHIPE pas3a B CYT,
MPEOYTHTEIFHO OUH WM JBa pas3a B CYT.
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IIpu xoMOuHUpOBaHHOM BBeneHHM mHrHOMTOpa JI11-4 M BTOPOTO W/HMIIM TPETHErO MPOTHUBOIUAOCTHYC-
CKOTO areHTa BCE TPU AKTUBHBIX MHTPEIUCHTA MOTYT HPUCYTCTBOBATH B CIUHON JICKApCTBCHHOH (opme, Ha-
puMep, B OJHON TabNeTKe WM KalcyJie, WIK OAWH WM IBa aKTHBHBIX MHIPEAMEHTA MOTYT NPHCYTCTBOBATH B
OTJEeNBHOM JIEKapCTBEHHOU (opMe, HAaIpuMep, B ABYX PA3IMIHBIX MM OAMHAKOBBIX JICKAPCTBEHHBIX (OpMax.

[Ipu moouepesHOM BBEIEHUH ONWH WM IBa aKTUBHBIX WHTPEANEHTA NPUCYTCTBYIOT B OTHENBLHOM JeKap-
CTBEHHOU (hopMe, HanpuMep, B IBYX Pa3IHYHBIX WIA OJUHAKOBBIX JIEKAPCTBEHHBIX (hopMax.

Takum oOpaszomMm, ¢apMmarieBTHUIeCKass KOMOWHALIMS MO0 HACTOSIIEMY H300PETEHHIO MOXKET IPEACTaBIAThH
co0oii emuHBIC JEeKapCcTBeHHBIE (OpPMBI, KOTOphIle BKIOYaroT mHruouTop JIIII-4 m BTOpOH M HEOOS3aTEILHO
TpeTuil mpoTuBoIuadeTHUCCKUi areHT. B mpyrom BapmanTte (hapmarneBTHUYCCKas KOMOWHAIUS IO HACTOSIIEMY
M300pPETEHUIO MOXKET MPEJCTABIATh COOOM JIBE OTACIBHEBIC JCKAPCTBCHHBIC (POPMBI, IPUYEM OJTHA JICKAPCTBCH-
Has ¢opma BKIrodaeT uHruourop JAII1-4, a mpyras nexkapcTBeHHas GpopMa BKIOYACT BTOPOI U HEOOsI3aTEIBHO
TpETUil MPOTUBOINAOCTHUCCKUI areHT, WIH B CIy4ae TPOHHON KOMOMHAIIMHU OJHA JICKApCTBCHHAS (hopMa BKIIFO-
yaet uaruourop JAI1I1-4 u Bropoi nim TpeTnii NPOTUBOAMAOETHYECKUH areHT, a Apyras JeKapcTBeHHas popMa
BKITIOYAET TPETUH WM BTOPOU MPOTUBOMUAOCTHUCCKUI areHT, COOTBETCTBEHHO. B 1pyrom BapuaHTte, B ciy4ae
TPOWHON KOoMOWHAIMHU (papMarneBTHIECKass KOMOWHAIIMS IO HACTOSIIEMY H300PETEHHUIO MOXKET TPEICTABIATH
co00l TpH OTHENbHBIE JIEKapCTBEHHBIC (OPMBI, TIPUYEM OJHA JIeKapCcTBEHHas (opma BKIIOYACT WHTHOUTOP
JIIIT-4, BTopas JiekapcTBeHHas (popma BKITIOYAET BTOPOUN MPOTHBOINAOCTHIECKUN areHT, a TPEThs JIEKapCTBEH-
Hast (hopMa BKITIOYAET TPETHH MPOTHBOANAOETUIECKIM areHT. B npyrom Bapuante, B ciydae ABOWHON KOMOWHA-
uu (apMareBTHIECKass KOMOHMHAIMS 110 HACTOSIIEMY H300PETEHUIO MOXKET TPEJCTABISTh COOOH JBE OTAEIb-
HBIE JICKApCTBEHHBIE (DOPMBI, MPUYEM OJIHA JIeKapcTBeHHas ¢opma BKirouaeT uHrunoutop I1I1-4, a BTOpas se-
KapcTBEeHHast JOpMa BKIFOUACT BTOPOH MPOTUBOINAOCTUICCKHUI arcHT.

B 00beM HacTosIIeT0 H300pETCHHS BKIIFOYCH CIyYaid, KOTJa aKTHBHBIA HHTPEIUCHT HEOOXOIMMO BBOIUTH
Oonee yacto, HampuMep, JBa pa3a B CYT, 10 CPAaBHCHUIO C JPYTMM aKTUBHBIM WHIPEIUCHTOM(aMH), KOTOPHBIH,
HanpuMep, HeoOOXOAMMO BBOJUTH OJIUH pa3 B CYT. B cBs3u ¢ 3TUM TepMuH "BBeJcHHE B KOMOMHAIIMK" BKITFOYACT
TaKXkKe Kypc BBEJCHHS, KOT/Ia CHAYala BCE aKTUBHBIC MHTPECIUCHTHI BBOIAT B KOMOMHAIIMH, a Yepe3 HEKOTOPHIH
MIepUOJI BpEMEHH CHOBA BBOJAT AKTHBHBIM MHTPEIUCHT WIIH HA000POT.

TakuM 00pa3oM HacTosIee W300peTeHNE BKIIOYAET Takke (papMaleBTHUeCKre KOMOWHAITUU, KOTOPHIC
MPEICTABISIIOT c000W OTHENBHBIC JIEKapCTBEHHBIE (POPMBI, NPH 3TOM OJHA JEKApCTBEHHAs (hopMa BKIIFOYAET
naruoutop JI1I1-4 u BTOpo#t u HeOOA3aTENBHO TPETUI TEPANIEBTHUECKUAN areHT, a Ipyras JeKapcTBeHHAs Gop-
Ma BKITIOYAaeT TOJILKO BTOPOH /WM TPETUH TepareBTUICCKUI areHT.

B cBs3u ¢ 3THM HacTosIiee M300peTeHNe BKITIOYAET TakKe (papManeBTHIECKHue KOMIO3UINH Wi KOMOH-
HAIIMU JUTS Pa3JelIbHOTO, TIOCIE0BATEIILHOTO, OJJHOBPEMEHHOTO, COBMECTHOTO, MTOOYEPETHOTO UM XPOHOJIOTH-
YECKOTO IPUMCHEHUS aKTUBHBIX HHIPEIUECHTOB WK KOMITOHCHTOB.

dapMareBTHIECKYI0 KOMIIO3UIIHIO, KOTOPast MPEJICTABISACT COO0 OTACIBHYIO JICKAPCTBEHHYIO (hOpMY WITH
MHOECTBO JICKAPCTBCHHBIX (POPM, MPECAMOYTHTEIHHO HA0OP KOMIIOHCHTOB, MOXHO HCIOJB30BaTh MPU KOMOH-
HUPOBAHHOM JICUCHHH, YTO OOCCIICUYMBACT YHUBCPCANBHBIA TEPANICBTUYCCKUN TIOAXOl B COOTBETCTBHU C WHIH-
BUAYyaJIEHBIM OTPEOHOCTSIMU TAIIUEHTA.

B nmepBom BapuanTe HA00Op KOMIIOHEHTOB BKJIIOYACT:

(a) mepBoe oTmeneHHE, cojepiKaliee JIeKapCTBEHHYIO (opmy, Bkmodatonryro uaruourop -4 u mo
KpaiHeit Mmepe oluH GapManeBTUIECKH PUEMIIEMBIH HOCUTEIh; 1

(6) BTOpPOE OTHENCHME, COoMEpIKaIee JIEKapCTBEHHYIO (opMy, BKITIOUAIOIIYI0 BTOPOH MPOTHBOIHAOETHYE-
CKHI areHT W 10 KpakHeil Mepe ouH GapManeBTHICCKU TPUEMIIEMBIH HOCHUTEINb; U HE00s3aTeTbHO

(B) TpeThe OTHENCHHE, COACpIKaIIee JCKAPCTBCHHYIO (POPMY, BKIFOUAIONIYIO TPETHH MPOTUBOIHAOCTHYC-
CKHUI areHT ¥ 1Mo KpaliHel Mepe OIuH (hapMaIreBTHICCKH MPUEMIIEMBIA HOCUTEIIb.

Bo BTOpOM BapmaHTe HA0OP KOMIIOHCHTOB BKJIFOUYACT:

(a) mepBoe oTxeNeHHE, CoziepIKaliee JeKapCTBEHHYIO (hopMy, BiItodatomnyro uaruourop JAI1I1-4 n BTOpoii
WINA TPETUH MPOTUBOJUAOCTHYCCKUI arcHT, a TaKKe 10 KpaifHel Mepe oMuH (GapMareBTHYCCKH MPUEMIICMBIN
HOCHUTEITb; U

(6) BTOpOE OTHENEHUE, CoMepIKAIlee JIEKAPCTBEHHYIO (OpMY, BKITIOUAIONIYIO TPETUH MM BTOPOH MPOTHBO-
TMabeTHUECKUI areHT, COOTBETCTBEHHO, U TI0 KpalHel Mepe ouH (papMareBTHIeCKN MPUEMIIEMBII HOCUTEIb.

B Tpersem BapmaHTe HAOOP KOMIOHEHTOB BKJIIOYAECT:

(2) mepBoe oTmeneHME, cojepiKaliee JIeKapCcTBEHHYIO (opmy, Bkmouatonryro uHruourop -4 u mo
KpaiiHeit Mmepe oluH GapManeBTUIECKH PUEMIIEMBIH HOCUTEIh; 1

(6) BTOpOE OTHENEHNUE, COMEpIKalee JIGKAPCTBEHHYIO (OPMY, BKIIOYAIONIYI0O BTOPOH W TPETHH MPOTHUBO-
JMMa0CTHYCCKHUI areHT | 10 KpaiHeH Mepe onH (apMarleBTUIeCKA IPUEMIIEMBIA HOCUTETb.

B omHOM 00BEKTE HACTOSAMIETO M300PCTCHUS MPEANAracTcs MPOIYKT, BKIFOYAIONIHNA (hapMaleBTHUCCKYIO
KOMOWHAIIHIO, TIPEICTABIISIIOIIYIO COO0M OTACIbHEIC JICKAPCTBEHHBIC (POPMEI 10 HACTOSIIEMY U300PETCHHIO, U
STHKETKY MW JINCTOK-BKJIAJBIII, COACPKAIINE HHCTPYKIUH, B KOTOPBIX YKa3aHO, YTO OTACIbHEIC JICKAPCTBEH-
HBIC (POPMBI CIICIYET BBOJUTH B KOMOWHAIIHH.

B mepBoM BapuaHTe MPOAYKT BKIIOYACT (a) (hapMaIieBTUYCCKYI0 KOMITO3HIIHIO, COACPIKAIIYI0 HHTHOUTOP
JIII1-4 mo HacTosmeMy n300peTeHuto, U (0) dTUKETKY WM JTMCTOK-BKIAIBIII, COJEpIKAIINe HHCTPYKITUH, B KO-
TOPBIX YKa3aHO, YTO JIEKAPCTBEHHOE CPEACTBO MOXKHO WJIH CJIEAyeT BBOIUTH, HAIpUMeEp, B KOMOMHAIUH C Jie-
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KapCTBEHHBIM CPECTBOM, BKIIIOYAIOIINM BTOPOH MPOTUBOAMAOETHYECKUH areHT 110 HACTOSIEMY H300peTeHHIO,
WK ¢ (GUKCUPOBAHHOMN WM HE(PUKCHPOBAHHOW KOMOMHANUEH (HampuMep, JTeKapCTBEHHBIM CPEICTBOM), BKITIO-
qaromnieil BTOPor MPOTHBOINAOCTHISCKIAN areHT M TPETHH MPOTHBOANAOETHICCKHII areHT M0 HACTOSIIEMY H30-
OpeTeHwuIo.

Bo BTOpOoM BapmaHTe MPOAYKT BKIIOYAET (a) BTOPOH MPOTHBOINAOETHUECKUI areHT M0 HACTOSIIEMY H30-
OpeteHnio u (0) STUKETKY WM JUCTOK-BKIIAJBIII, B KOTOPBIX COAEPKATCA MHCTPYKIIUH, T1I€ YKa3aHHO, UTO Je-
KapCTBEHHOE CPEICTBO MOXKHO FUTH CIIEAYET BBOJIUTH, HAIPUMEP, B KOMOMHALINH C JIEKAPCTBEHHBIM CPEICTBOM,
BKItouatomuM uHruoutop JAI1I1-4 mo HacTosmemMy n300peTeHunto, Win ¢ GUKCHPOBAHHON WM HEPUKCHUPOBaH-
HOW KoMOWHanuel (Hampumep, JICKapCTBCHHBIM CPENCTBOM), BKItouatomeit naruourop JAII1-4 u tperuit mpo-
THUBOANA0ETHYECKUIT areHT M0 HACTOSIIEMY H300pETCHHIO.

B tperseM BapuaHTe NPOIYKT BKIIOUYaeT (a) GpapMalieBTHUECKYI0 KOMITO3HIUIO, COJIEPIKAIIYI0O HHIHOUTOD
JIII1-4 no HacTosieMy N300pETEHUIO ¥ BTOPOW MPOTHBOIMA0ETHYECKUH areHT 110 HACTOSIIEMY H300pETeHHIO,
1 (0) STUKETKY WJIH JINCTOK-BKIIAJIBIII, B KOTOPBIX MPUBOMIATCS MHCTPYKLIUH, TJIC YKa3aHHO, YTO JICKAPCTBEHHOE
CPE/CTBO MOXHO WJIM CJEIyeT BBOAWTH, HAPHMEpP, B KOMOMHAIINH C JEKAPCTBEHHBIM CPEACTBOM, BKIIIOYAIO-
M TPETHH IPOTUBOANAOETUIECKUH areHT 10 HACTOSIIEMY H300pETeHHUIO.

Tpebyemyto 103y (hapMarneBTUIECKOW KOMITO3HMIIMU 10 HACTOSIIEMY U300pETEHHIO OOBITHO MOYKHO BBO-
JIUTh B OJTHOKPATHOM CyTOYHOM J03€ WIH B BUJIE pa3JIeJIEHHON CYyTOYHOM J03bl, KOTOPYIO BBOJST YEPE3 COOTBET-
CTBYIOIIHE IEPHOIBI BPEMEHH, HAIIPUMeEp, B BUIE IBYX, TPEX WM OoJee 103 B CYT.

®DapMareBTHIECKyI0 KOMIIO3HUIIMIO0 MOXKHO TIepepadaThIBaTh B JIEKapCTBEHHYIO (OPMY UIS IIEPOPATHHOTO,
PEKTaIBHOTO, HA3aIBHOTO, MECTHOTO (BKJIIOYasi BHYTPHOYKKATBHOE W MOABSI3BITHOE), YPECKOKHOTO, BaTHHATb-
HOTO WJIHM TIAPCHTEPATbHOTO (BKIFOYAS BHYTPUMEIIICYHOE, ITOJKOKHOC M BHYTPHBEHHOC) BBEICHUS B JKUIAKOU
WK TBepaoit ¢opme mwin B Gopme, MPUTOJHON I BBEICHUS WHTaSIUEH Wik BayBaHHeM. [lepopaibHOoe BBe-
JICHUE SIBISIETCS MIPEANOYTHTENBHBIM. COCTaBbI MPH HEOOXOAUMOCTH OOBIYHO HPEICTABISIIOT COO0H CTaHAapT-
HBIC JUCKPETHBIC JCKAPCTBCHHBIC (DOPMBI, U X MOYKHO MOJIYYUTH JTHOOBIM H3BECTHBIM B (hapMalleBTHKE METO-
oM. Bce MeTozpl BKITIOYAIOT CTaINI0 CMEIIMBaHMS aKTUBHOTO MHTPEIUEHTA C OJHUM WM OoJiee (apMaleBTH-
YECKH MPHUEMIIEMBIMH HOCHUTEIISIMH, TAKUMH KaK KXHUJIKAE HOCHTENN WIU TOHKOAHUCIEPCHBIC TBEPIbIC HOCUTEIIH,
WM UCTIONIE3YIOT 00a THUTIAa HOCUTEIIEH, a 3aTeM, TTPH HeOOXO0IUMOCTH, TIOyYatoT MPOIYKT TpedyemMoi HOpMEI.

DapMareBTHIECKYI0 KOMITO3UIIIO MOXKHO TiepepaldaThiBaTh B TaOJIETKH, TPaHYJIbl, MEJIKHE TPaHyJIbl, O~
POIIKH, KaIlCyIbl, MUKPOTAOJIETKH, MATKHE KaIICyJIbI, IIIIONH, TIEPOPATIHHBIC PACTBOPHI, CHPOIIBI, CyXHe CHPO-
TIBI, JKE€BATENIbHBIC TaOJNETKH, MACTIIKY, ITUIyYne TaOJIeTKH, KaIuli, CYCIIeH3HH, OBICTPOPAaCTBOPHMEIE TabJIeT-
KH, IepOpaITbHBIE OBICTpOpacaiaoniuecs TadIeTK | T.11.

dapmarieBTHUECKast KOMIIO3UIUS U JIEKApCTBEHHBIE (YOPMBI MPEIIOYTHTENFHO BKIIOYAIOT OANH WK OoJiee
(hapMaIeBTHYCCKH MPUEMIIEMBIX HOCHTEIICH.

[MpeanoYTnTEeTEHEIMUA HOCHUTEIISIMH SBIISIIOTCS. "TIpUeMiieMble” B CMBICIIE COBMECTUMOCTH C JPYTUMH HH-
TpeMEHTAMH KOMIIO3UIIUN H OTCYTCTBHUS OTPHULATEIHLHOTO ICHCTBHUS Ha penunueHra. [Ipumeps! hapMareBTrye-
CKH ITPUEMJIEMBIX HOCUTENEH U3BECTHBI CIIEHAINCTY B JAHHON 00JIaCTH TEXHUKH.

dapmareBTHUECKHE KOMIIO3UINHU, TIPUTOHBIE JUIS NEPOPAILHOTO BBEICHHMS, OOBIYHO ITOJIy4aloT B BHIE
JTUCKPETHBIX ()OpM, TAaKMX KaK KaIlCyJbl, BKJIIOYas MATKUE JKEIATHHOBBIC KAaICYJbI, MAKETHKH WIH TabJIeTKH
(kKaxIple M3 KOTOPBIX COAEPIKAT MPEIBAPUTEIBHO ONPEACICHHOE KOJMIECTBO aKTHBHOTO MHTPEIUEHTA), OPO-
IIOK FJIM TPaHyJIbl, PaCTBOP, CYCIICH3US WM dMYIbCHUS, HAIIPUMED, CHPOTIBI, HIUKCUPBI WIA CAMO3IMYIIBIHPYIO-
IFecss CUCTeMBI TOCTaBKU JekapcTBeHHOTO cpeactBa (COCJJIC). AKTHBHBIE MHTPEAUCHTHI MOTYT IMPEICTaB-
JATH co00M TakKe OOIIOCHI, KAITKK WIJIM MAacThl. TableTKu M Karcylsl Uil MepOpalbHOTO BBEICHHS CONEpPKAT
CTaH/apTHBIC SKCIUITMEHTHI, HAIIPUMEp, CBS3YIONIME arcHTHI, HAIIOJIHUTENM, CMa3bIBAIOIIME BELIECTBA, IE3HH-
TErPUPYIONIUE WM YBIIAKHSIONNE arcHThl. Ha TaOJeTKu MOKHO HAHOCHTH TOKPBITHE H3BECTHBIM METOJIIOM.
IlepopanbHbIe KUIKUE MPEMapaThl MOTYT MPEACTABIATh COOOW, HAIPUMED, BOJAHBIC WM MACISIHBIC CYCIICH3UH,
PacTBOPBI, SMYJIbCHH, CUPOIIBI WM AIIUKCHUPHI, UM MOTYT IIPEJICTABIATL COOOM CyXOH MPOIYKT, peJHa3HAuCH-
HBIIl TSI paCTBOPEHHUSI B BOJE WIM JPYIOM HPUTOJHOM HOCHTENIC HETOCPEICTBEHHO IEpe]] MCIIOIb30BAaHHEM.
Takue XUAKHE Tpemaparbl COACPKAT CTAHIAPTHBIC HO0ABKH, TAaKHE KaK CYCICHIUPYIOIIUE arcHTHI, SMYIIbIH-
pYIOIIHE areHTHl, HEBOIHBIC HOCUTENH (KOTOPhIC BKIIOYAIOT MHIIEBBIC Macia) MIIH KOHCEPBaHTHI.

DapMareBTHIECKyI0 KOMITO3HUIMIO TI0 HACTOAMIEMY M300PETCHHIO TaKKe MOXKHO IepepabaTsiBaTh B (Gop-
My IUTS TApEeHTEePaIbHOTO BBEACHHUS (HAIPUMeEp, U1 HHBEKINH, HAl[PUMEp, CTPYHHOTO WJIH HEMPEPHIBHOTO BIIH-
BaHUI) W B CTAaHAAPTHYIO JIEKAPCTBEHHYIO (POpPMY B aMIIylIax, MPEeIBAPUTEIBLHO 3aIOTHEHHBIX MITPUIAaX, KOH-
TeifHepax IJIsl BIMBaHHUA HEOONBIIOrO oObeMa WM KOHTEHHepax ¢ MHOTOKPAaTHBIMH 03aMH C JT00aBICHUEM
KoHcepBaHTa. KOMITO3MIIMK MOTYT MPEICTAaBISATE CO00H (OPMBI, Takne KaK CYCHEH3HH, PACTBOPHI WIH AMYIb-
CUM B MACIITHBIX WJIM BOJHBIX HOCHTEISAX, U MOTYT COJCPIKATh TEXHOJIOTUYCCKUE TOOABKHU, TAKHE KaK CYCIICH-
JUPYIOIIUC, CTAOMIM3UPYIOIINE W/ IITH AUCIICPTUPYIONIUE arcHThl. B pyroM BapuaHTe akTUBHBIC WHTPEIUCHTHI
MOT'YT HPEACTABIATH COOO0H MOPOIIOK, ITOJYYEHHBIH NPH BBIICIICHUN TBEPAOTO BEIIECTBA B CTEPHIIBHBIX YCIIO-
BUSX WU JIMO(HIM3AIMeH U3 pacTBOpa, MpeAHA3HAYCHHBIA JUI PACTBOPEHUS TEpPE/ HCIOIh30BAHUEM B TPH-
TOZHOM HOCHTEJIe, HAIpUMep, B CTEPIILHOM allMpOreHHOH BoJe.

Hawnbonee mpenmodTuTesIsHON CTaHIapTHOW JIEKapCTBEHHOH (opMol (apMaleBTHUECKUX KOMIIO3UIINH,
MPUTOAHBIX JJISl PEKTAIHOTO BBEICHUS, B COCTAaB KOTOPBIX BXOIUT TBEPABIH HOCHTENb, SBISIOTCS CYIIIO3HUTO-
pun. IlpuroaHbie HOCHTENN BKIIIOYAIOT MAcio KaKao M JPyrue U3BECTHBIC MaTEPHAabl, OOBIYHO HCIOIh3yEeMBIC B
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JTAHHO¥ 00JIACTH, W YKa3aHHBIC CYMIIO3UTOPHU OOBIYHO MOYYAIOT MPH MEPEMEIIMBAHUN aKTUBHOTO(BIX) COCTU-
HeHus(Mit) ¢ pa3MsArdeHHbIM(MH) WM paciuIaBiIeHHBIM(MH) HOCHUTENEM(MH), a 3aTeM OXJIaXIAaloT M IPHIAIOT
dbopmy MeTonom popmMoBaHHS.

[Ipu papmarieBTHIECKOM BBEJICHUH TEIUIOKPOBHBIM MO3BOHOYHEIM, TPEXKIE BCETO YEIOBEKY, COCTNHEHHUS
10 HACTOSIIEMY H300peTeHHI0 0OBIIHO BBOIAT B 03ax oT 0,001 mo 100 Mr/Kkr Macchl Tena, IpearnoYTUTEIHHO B
nmo3e 0,1-15 mr/kr, B kaxaoM ciyqae ot 1 10 4 pa3 B cyT. J[ist yka3aHHOH 1w coenrHeHus, HeoOsI3aTeIbHO B
KOMOWHAIMK C APYTUMH aKTUBHBIMH COCIMHEHUSMH, MOYKHO CMEIINBATh C OJHUM WX O0Jlee MHEPTHBIX CTaH-
JIAPTHBIX HOCUTENIEH /Wi pa30aBHUTENeH, HAMPUMED, ¢ KyKYPY3HBIM KPaxMajioM, JaKTO30M1, TJIFOKO30M, MHKPO-
KPHUCTAJLUTHYCCKON TSIUTFONI0301, CTeapaTOM MAarHUs, TOJIHMBHHWIAPPOIUIOHOM, TUMOHHON KHCIOTOH, BHHHOM
KUCIIOTOH, BOJIOH, CMECHIO BOJAA/ITAHON, CMECHIO BOJA/TIUIEPHUH, CMEChIO BOJA/COPOHMT, CMECHIO BO-
JIa/TIONTMATHIICHTIMKOJIb, TIPOTMICHTITUKONICM, ETHICTCAPWIOBBIM CIHPTOM, KapOOKCUMETHIIIEIUTION030H HIH
JKUPHBIMU COCJMHCHUSIMH, TAKAUMH KaK TBEPIBINA KHpP, WX UX MPUTOTHBEIC CMECHU, U TIepepadaThiBaTh B CTaH-
JTApTHBIC TaJICHOBBIC TIPENapaThl, TAKUE KaK TUIOCKUE TaOJICTKH MIIM TAOJNCTKH C MOKPBITHEM, KAICYJIbI, TOPOIII-
KM, CyCIICH3UH WIN CYIIIIO3UTOPHH.

Takum oOpa3om, GpapManeBTUIECKHUE KOMITO3UIIMHU 110 HACTOSIIEMY N300pETEHHUIO, BKITIOYAIOIINE HHTHOH-
topel JI1I1-4, kak ompeneneHo B JaHHOM KOHTEKCTE, MOXET TOJYYUTh CHEIUAIUCT MO W3BECTHHIM B JTAHHOM
00acTH METOTUKaM C HCHOJBh30BaHWEM (PapMameBTUYECCKH MPHUEMIIEMBIX SKCIIUIHEHTOB IS KOMITO3UIIHH.
[IprMeps! yka3aHHBIX YKCIMITUEHTOB BKIIOYAIOT, HO HE OTPAaHIMYUBAsICh TOJBKO UMM, Pa30aBUTEIH, CBSI3YIOIIHE,
HOCHUTEIH, HATIOJHUTEINN, CMa3bIBAIONINE BEIIECTBA, alCHTHI, TOBBIIIAIONINE TEKYIeCTh, 3aMETINTEIH KPHCTA-
TU3alliH, Ne3UHTETPUPYIOIINE areHThI, COMMOOMIM3aTOPRI, KpacuTenu, peryisatopsl pH, [TAB u amynbsraropsr.

[Tpumeps! mpuronHBIX pazdaBuTENeH IS COSIMHEHUH COTIaCHO BapHaHTY A BKJIIOYAIOT IMOPOLIKOOOpa3-
HYIO IIEJUTIONIO3Y, THAPO(QOChAT KaJbIHsA, SPUTPUT, THAPOKCUIIPOIIIILEIIIIONO3Y ¢ HU3KOW CTEIEHBIO 3aMellie-
HUS, MAHHHT, MIPEIBAPUTEILHO XKEIATHHU3UPOBAHHEBIN KpaxMan win KcwinT. Cpein YKa3aHHBIX pa30aBHTENCH
HanOosee MpeaIoYTHTENILHBIMI SIBIISIOTCS MaHHUT, THAPOKCHITPOIIMIILIEIIIION03a C HU3KOW CTENEHBIO 3aMellie-
HUS U TIPEABAPUTEIHHO JKEIATHHIU3UPOBAHHBIA Kpaxmall.

[TpuMeps! MPUTOIHBIX CMA3BIBAIOIINX BEIIECTB IS COCTMHCHUI M0 BapHAHTY A BKIIOYAIOT TAJBK, ITOJH-
STHJICHIJIMKOJb, OETeHaT KaJNbLUs, cTeapaT KaJdbIHsi, THAPUPOBAHHOE KACTOPOBOE MAcjo WM CTeapaT MarHHs.
Cpenu yka3aHHBIX CMa3bIBAIOIINX BEIIECTB HANOOJIeE MPEATIOUTHTEIBHBIM ABIISCTCSA CTeapaT MarHusl.

[TpumMeps! IPUTOAHBIX CBA3YIOMHNX ISl COSIMHEHHUH 110 BapHaHTY A BKIIIOYAIOT KOTIOBHIOH (COTIOIMMEPHI
BUHIITUPPOIMIOHA M IPYTHX BUHUIIOBBIX MPOM3BOIHBIX), THAPOKcHTIponmmMeTenono3y (I'TIML), ruapo-
keumnpormesonosy (I'TI), moauBHHIIIMUPPOIUIOH (TIOBUIOH), MPEIBAPUTENBHO JKEIATHHU3HPOBAHHBIN
KpaxmaJl UM TUAPOKCUIIPONIIILEITION03y ¢ Hu3koi ctenenslo 3aMenienus (HC-TTIL). Cpenu yka3aHHBIX CBS-
3YIOMIMX HauOoliee MPEAIOYTUTCIFHBIMU SBISIOTCS KOTOBHAOH W TPEIBAPHUTEIBHO JKEIATHHHU3UPOBAHHBIN
Kpaxmarl.

[IpuMepsl MPUTOIHBIX JE3WHTETPUPYIONINX arcHTOB I COCAMHCHUU IO BapHaHTy A BKIIOYAIOT KYKY-
PY3HBII KpaxMan win KpocrmoBuIOH. Cpeay yKa3aHHBIX JC3HMHTCTPHPYIONINX arcHTOB HAaWOOJee MpPeIIovTH-
TENBHBIM SBJISIETCS. KYKYPY3HBIA Kpaxmall.

[Tpuroansie crmocoObl MOMydeHUs (apMareBTHIECKUX KoMImo3uiinii waruoutopos JI1I1-4 mo Bapuanty A
HACTOSIIETO H300PETEHUS BKITFOYAIOT:

psiMoe TaOJIETUPOBAHNE aKTUBHOT'O COSIMHEHHUS W3 TIOPOIIKOOOPA3HBIX CMECEH ¢ MPHUTOTHBIMH AKCIIUITH-
€HTaMH I TabJIeTHPOBAHMUS,

TPaHYJBIIHI0 B CMECH C MPUTOAHBIMH SKCIUMHUEHTAMH, TOCIEAYIONIee CMEIINBAaHNE C IPUTOIHBIMHU IKC-
[UIUCHTAMH U TOCIEAYIONIee TAOICTHPOBAHHUE, 4 TAKKE HAHCCCHHE TUNICHOYHOTO IMOKPBITHS; WA

YHaKOBKY TIOPOIIKOOOPA3HBIX CMECEH MM FPaHyJ B KAICYJIbL.

[TpuromHple cIOCOOBI IPaHYJISIIMN BKJIIOYAIOT:

BIIQXXHYIO TPAHYJISIHIO B CMECUTENE C BBICOKOW CKOPOCTHIO IIEPEMEIIUBAHUS C MOCJICAYIOIINM BBICYIIIHBA-
HHEM B IICEBO0KIKEHHOM CIIOE;

TPaHYJSIIHIO B OJTHON YCTaHOBKE;

TPaHyJIIIHIO B TICEBIO0KIKECHHOM CJI0€; FITH

CYXYIO TPaHyJSIUIO (HallpUMep, POTAIIMOHHBIM YIUIOTHEHHEM) B CMECH C TIPUTOJHBIMU SKCIIUITHEHTAMA H
nocieayromniee TabaeTHpoBaHUE WK YIIAaKOBKY B KaIlCYJIbI.

Tunuanas kommosunus waruouropa JII1-4 mo BapuanTy A HACTOSIIETO N300pPETCHMSI BKIIOYAET TEPBHIH
pa30aBuTENF - MAaHHWT, NIPEABAPUTEIHHO JKEIATHHU3UPOBAHHBIN KpaxMall B Ka4eCcTBE BTOPOTO pa30aBHUTEINS C
JOTIOTHUTEIBHBIMA CBOMCTBAMH CBSA3YIOIIETO, CBS3YIOIINI areHT - KOMOBHIOH, JC3WHTETPHUPYIOUINHA areHT -
KYKYpPY3HBII Kpaxmal, a TakKe CTeapaT MarHus B KaueCTBE CMa3bIBAIOIIETO BEINECTBA, MPH 3TOM KOMOBHIOH
W/WIIA KYKYPY3HBIA KpaxMall sIBJISTFOTCS HEOOSI3aTeIbHBIMH.

Bonee monpoOHOe ommcaHue JIeKapCTBEHHBIX (OPM, KOMIO3ZUIMH M CIIOCOOOB BBEICHHS WHTHOHTOPOB
JIIII-4 mo HacTosIeMy H300PETEHUIO MPUBEICHO B HAYYHOW JIUTEPAType W/WIH B OMTyOIMKOBAHHBIX MATCHTHBIX
JIOKYMEHTaX, PEXKJIC BCETO, IIUTUPOBAHHBIX B JAHHOM KOHTEKCTE.

®dapManeBTHYECKHE KOMIO3HIUH (FITH COCTaBbl) MOXKHO YIAKOBBIBATH Pa3IMYHBIME criocobamu. OOBIYHO
W3JeTNe IS PacIIpOCTPAaHEHHS BKIIIOYAeT KOHTEHHEP, KOTOPBIM COIEP)KUT (hapMarleBTHUECKYI0 KOMITO3UIMIO B
cooTBeTcTByIome Qopme. TabmeTkn OOBIYHO YMAKOBBIBAIOT B COOTBETCTBYIOIIYIO IEPBHYHYIO YIAaKOBKY,
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YIOOHYFO JUTsl TPAHCIIOPTHPOBKH, PACIIPOCTPAHCHHUS U XPAHCHHUS, a TAK)Ke 00CCIICUYNBAIOIIYIO IOCTATOYHO BBICO-
KYIO CTa0MILHOCTh KOMITO3UIIMH MPH MPOJOJDKUTESIHPHOM KOHTAKTHPOBAHUU C OKPYXKAFOIIEH cpeloil mpu xpa-
HEHHUHU. B xauecTBe MepBUYHBIX KOHTEHHEPOB VIS TA0IETOK UCHOIB3YIOT (hIIaKOHBI MIIH ONMCTEpHBIE YITAaKOBKH.

[Ipuroansiit hnakoH, HampuMmep, s (HapMareBTHISCKONH KOMITO3UIIUU WM KOMOWHAIIMH, BKITFOYAONIEH
naruouTop JIII1-4 cormacHo BapuaHTy A 1O HACTOSIIIEMY U300pPETEHHIO, M3TOTOBJICH M3 CTEKJIA WIH MOJIUMEpa
(npennourtutensro, monumnponwiena (I111) nim momudTHIIeHa BeICOKOH mmoTHOCTH (ITDBIT)) u repmerndHo 3a-
KPBIT 3aBUHYMBAIOIICHCS KPBIIIKOW. 3aBHHYMBAIONIYIOCS KPBIIIKY CHa0Xal0T 0e301MacHBIM 3aTBOPOM IS 3alllH-
THI OT AeTel (HarmpuMmep, 3aTBOPOM THIA "HakaTh W MOBepHYTH" ("'press-and-twist")) mms mpenoTBpanIeHusT UK
3aTpyIHECHUS OCTYIA JAeTel K conepkumomy. [Ipu He0OX0MUMOCTH (HapUMeEp, B YCIIOBHUSX BBHICOKOH BIaXKHOCTH)
CPOK TOJHOCTH YIaKOBAHHOW KOMITO3UIIMU MOXHO MPOJUTUTH 32 CUCT JOTOJHHUTEIFHOTO PUMEHCHHUS OCYIIUTEIIS
(Takoro xak, HarpUMep, OCHTOHUTOBAS TIIMHA, MOJICKYJISIPHBIC CHTA, WK, IPEANOYTUTECIBHO, CHIIHKATEIb).

[purognas OmUcTEepHAs yNaKOBKa, HApuUMep, A (papMaleBTHUCCKOW KOMITO3UIMH WM KOMOWHALIUY,
conepxameit naruourop JIII1-4 cormacHO BapHaHTy A HACTOSIIETO M300PETECHUS, BKIIFOYACT WM COCTOUT M3
BepxHei (osbru (KoTopast pa3phIBacTCs PU U3BJICUYCHUU TaOIETOK) M HIKHEH YacTH (KOTOpast CONCPIKUT STUCH-
KH 111 TabneTok). BepxHss ¢oibra MoXeT CollepKaTh METAJUTMIECKYIO (OJIBTY, MPEXKIIE BCETO ATIOMUHUEBYIO
(honbry uimu Gosery U3 aJOMHUHUEBOTO CIUIaBa (HampuMep, TOMIUHONW OT 20 MKM 710 45 MKM, TPEATIOYTUTEITHHO
oT 20 MKM 10 25 MKM), Ha BHYTPEHHIOIO CTOPOHY KOTOPOU HAHECEH TePMOUYBCTBUTEIILHBIN MOJUMEPHBIN CIOH
(m3osmpyromas cropoHa). HimkHsS 9acTh MOXKET COIepKaTh MHOTOCIONHYIO TTOJUMEPHYIO QOJBTY (Takyro Kak,
Hanpumep, nosmBrHIIXIOopU ([IBX) ¢ mokpeitnem m3 momumBuHWwmaeHxiaopuaa (IIBJIX), nim dompra us
I[IBX, mamuHupoBanHas mnoiuxiopTpudropsTwieHoM (IIXTDD)) wmm MHOTOCIONHHYI0 (OJBIY  ITOJH-
Mep/MeTan/moauMep (Takyro Kak, HalpuMmep, JJaMUHUpoBaHHas koMmo3unwus [1BX/amromunuil/monnaMun, moiy-
YCHHAS XOJIOJTHBIM (POPMOBAHHEM).

Uznenue kpoMe TOTO BKIIFOYACT ITUKETKY WM JINCTOK-BKIIQJBIII, TN MPUBCACHBI MHCTPYKIIUU, OOBIYHO
BKJIQ/IIBAEMBIC B KOMMEPYECKUC YITAKOBKH JICKAPCTBEHHBIX MPEIApaToB, KOTOPHIC COAEpIKaT WHPOPMALHUIO O
MOKA3aHHAX, TIPUMCHCHUH, JO3UPOBKE, BBEJCHUH, MPOTHUBOIIOKA3AHUAX W/WIIH MPEAYNPEIKACHHUIX, KACAIOIIUXCS
TPUMEHEHHS YKa3aHHBIX JICKAPCTBEHHBIX INPETapaToB. B oHOM BapmaHTe Ha STHKETKE WM JIMCTKE-BKJIAJIBIIIC B
YITaKOBKE YKa3aHO, YTO KOMITO3UIIMIO MOXKHO MCITOIb30BaTh IS JTIOOBIX IIeJIeH, ONIMCAHHBIX B TAHHOM KOHTEKCTE.

dapmaneBTHIECKNE KOMIIO3UIIH M CTIOCOOBI TI0 HACTOAIIEMY H300pETEHHIO XapaKTepU3YIOTCs OIaromnpu-
ATHBIMU JEHCTBHSAMH IPH JICYCHUH U MPOQIIIaKTHKE 3a00I€BaHUI U COCTOSHU, KaK ONMMCAaHO B JAHHOM KOH-
TekcTe. J[BoiHbIE KOMOMHAIINK XapaKTepU3YIOTCA OJArONPHUATHBIMH IEHCTBHAMHU 110 CPABHEHUIO C JICUCHUEM
AKTUBHBIM HHIPEAUEHTOM B pEKUME MOHOTepanuu. TpoifHble KOMOWHAIINN XapaKTePH3YIOTCS OJIaronpHATHEIMA
JICHCTBUSAMU IO CPAaBHCHHIO C TBOWHOW Tepamueil OJHUM WX IBYMs U3 TPEX aKTHBHBIX MHTPEAUCHTOB. biaro-
NPUATHBIC TCHCTBUS MPOSBISIFOTCS, HAPUMEP, B OTHOIICHUH 3((CKTUBHOCTH, JO3UPOBKH, YaCTOTHI BBEICHUS
J03bI, (hapMaKOJAWHAMHYCCKHX CBOWCTB, ()apMaKOKHHETHYCCKUX CBOWCTB, CHIDKCHHS IMOOOYHBIX JCHCTBUIA,
yInoOHOTO crioco0a MPUMEHEHUS, COTJIACHUS MAIUCHTA U T.IL.

Croco0bI MOTyYeHHs JIMHATIUIITHHA W3BECTHBI CIICIIUATUCTY M OMHUCAHBI B JINTEPAType, MPEXKIC BCETO,
ommcanbl B 3asBkax WO 2002/068420, WO 2004/018468 wau WO 2006/048427, conepikaHre KOTOPBIX BKITIO-
YeHO B HACTOSIIEE ONMMCAHNE B KadecTBe CCHUIOK. [lommmopdHbie KpucTammndeckine MOAN(UKAIIIN 1 KOMITO3H-
MU KOHKpeTHBIX HHruouTopoB JI1I1-4 ommcanst B 3asBkax WO 2007/128721 u WO 2007/128724, cooTBeTCT-
BEHHO, COJIepyKaHUe KOTOPHIX B TIOJTHOM 0OBEMe BKIIIOUSHO B HACTOSIIEE OMMMCAHNE B Ka4eCcTBE CCHUIOK. Komro-
3UIWU KOHKPETHBIX HHrnOuTOopoB JAIII1-4 ¢ MeThopMIHOM WM APYTUMH KOMIIOHEHTaMH KOMOMHAITUHN OTICAHBI
B 3asBke WO 2009/121945, conepxanue KOTOPOH B MOJHOM 00beMe BKIIOUEHO B HACTOSIIECE ONMMCAHUE B Kade-
CTBE CCBLIKH.

Crioco05! monmyuenust Apyrux uaruouropos JI1I1-4 onucaHbl B HAyYHOH JHUTEpaType W/WIH B OMYOJIHKO-
BaHHBIX MATCHTHBIX JOKYMEHTAX, MPEK/IC BCErO, IMTHPOBAHHBIX B TAHHOM KOHTCKCTE.

AKTHUBHBIE MHTPEIUEHTHI, pekae Bcero narudurop /AII1-4 w/mim BTopoit w/wnu Tpetuii nporuBoanade-
TUYECKUHN areHT, MOTYT MPUCYTCTBOBATh B BUJIEC (hapMalleBTHUCCKU TpueMiieMol coii. DapMaleBTHICCKH TPU-
EMJIEMBIC COJIM BKJIFOUAIOT, HO HE OTPAaHUYHMBASCH TOJBKO MMM, COJIM HEOPTAHWICCKHUX KHCIOT, TAKUX KaK XJIO-
PHUCTOBOIOPOIHAS KUCIIOTA, CepHAst KUCioTa M (hocopHass KUCIOTa, COM OPTaHUMIECKIX KapOOHOBBIX KHCIIOT,
TaKMX KaK IaBesieBasi KUCIIOTa, YKCYCHAsl KUCIIOTa, JINMOHHAS KUCIIOTA, sI0J09YHAs KUCIIO0Ta, OCH30IHAS KHCIIOTa,
MaJIeMHOBasi KHCJIOTa, pyMapoBasi KHCIOTa, BUHHAS KHCJIOTA, STHTapHAs KUCIOTAa W TIIyTaMHUHOBAas KUCIOTA, a
TaKXKe COJIM OPTaHNYECKHUX CYIb(OKUCIIOT, TAKUX KaK METAaHCYIb(POHOBAsI KHCIOTA M IMapa-TOIyOJICyIh(POHOBAS
krcinoTa. Coln MOMyYaroT P CMEIINBAHUH COCTUHEHUS M KUCJIOTHI B COOTBETCTBYIOIINX KOJTHIECTBAX U COOT-
HOIICHUSAX B PACTBOPHUTEIIC M pasjiaraiomieM areHre. Mx takxke momyJaroT METOIOM KaTHOHHOTO WIIH aHHOHHOTO
oOMeHa U3 IpyTrux coueil.

AKTHBHBIC MHTPEIUCHTHl WM HX (DapMaleBTUUCCKU MPUEMIIEMBIC COJIM MOTYT MPUCYTCTBOBATH B BHJC
COJIbBATa, TAKOTO KaK, THAPAT WU aIAYKT CO CIIUPTOM.

B cBsi3u ¢ Tem, 4TO pa3nuyHbIe METaOOIMUYCCKUE (DYHKIIMOHAIBHBIC HAPYIICHUS B OOJBIIUHCTBE CIy4YacB
Pa3BHUBAIOTCS OAHOBPEMEHHO, YaCTO PEKOMCHIYETCS KOMOWHUPOBATH PSIJl AKTHBHBIX arcHTOB C Pa3IHYHBIMHU
MeXaHU3MaMu JeHCTBUSA. TakuM 00pa3oM B 3aBHCHMOCTH OT TUATHOCTUPOBAHHBIX (PYHKIMOHATBHBIX HapyIIe-
HUH MOXXHO WCIOJB30BaTh YIYUIICHHBIH CIIOCOO JIeUeHUs, eclii KoMOUHUpoBaTh HHTHONTOp AIIII-4 ¢ akThB-
HBIMH COEIMHCHISIMH, KOTOPbIE OOBIYHO MCIOIB3YIOTCS JJIS JICYEHUS! COOTBETCTBYIOIINX HAPYIICHUH, TAKUMHU
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Kak, HalpuMep, OfHO WM 0ojiee aKTHBHBIX COCIMHEHHWH, BHIOPAHHBIX M3 APYTHX NMPOTHBOIUAOCTUYECKHX CO-
€/IMHEHUMH, TIPEeX/Je BCEro aKTHBHBIX COCIMHEHHH, KOTOpPbIE CHM)KAIOT YPOBEHb caxapa B KPDOBU WIJIM yPOBEHb
JUTHIOB B KPOBH, MOBBIMIAIOT YPOBEHB JIMITOTPOTEHHOB BhICOKOH mioTHOCTH (JI[IBIT) B KpOoBH, CHHXKAIOT KpO-
BSHOE JaBJICHHE, MM KOTOPBIC Ha3HAYAIOT IS JICUCHUS aTEPOCKIIePO3a MITH OKUPECHHUS.

WNuarunduropsr AI111-4, ynoMsiHyThIe BBIIIE, KpOME UX MPUMEHEHUS JUTSI JICUCHUS B PEKUME MOHOTEPAINH,
MOJKHO TaK)K€ HCIOJH30BATh B KOMOWHAIIMH C JPYTUMH aKTUBHBIMH COCTUHEHUSMH, YTO MIPUBOANT K YIIydIIIe-
HHUIO PE3yNbTaTOB JEUCHHUS. YKa3aHHOE KOMOWHUPOBAHHOE JICUEHHE MOXKHO HCIIONB30BaTh B BHIE CBOOOTHOMN
KOMOHMHAIMH COSAMHECHUH HIu B hopMe PUKCHPOBAHHON KOMOWHAIINY, HAIpUMep, TaOJIETKN Wi Kancyisl. He-
00X0MMBIE IS 3TOTO (hapMaleBTHIECKUE COCTaBbl KOMIOHEHTa KOMOWHAIINH SIBJISIOTCSI KOMMEPUECKHMH IIPO-
JOYKTaMH WIM UX MOXET MOJYYUTh CIICIHAINCT B JaHHOH 00NacTh Mo CTaHIapTHBIM METOAMKaM. AKTHBHBIE
COEIMHEHUSI, KOTOPhIE MOXKHO MOJYYUTH B BHJIE KOMMEPYECKHX (hapMaleBTUYECKUX KOMIIO3HIMH, OIHMCAHbI B
NPE/IIECTBYIOIEM yPOBHE TEXHUKH, HAIPUMED, B €KETOJHO M3[aBaeMOM IEepeyHe JICKapCTBEHHBIX CPEJCTB, B
CIIpaBOYHHKE JIEKapCTBEHHBIX cpencTB "Rote Liste®" dhenepanbHOi accoruanuy hpapMareBTHIECKON TPOMBIIII-
JICHHOCTH, WM B €XErOJHO OOHOBJIIEMOM CIIPaBOYHHMKE (HUPM-TIPOM3BOAMTENECH O pElENTYpHBIX JEKapCTBEH-
HBIX cpencTBax "Physicians' Desk Reference".

[Tpumepbl KOMITOHEHTOB TIPOTHBOAMAOETHUECKONH KOMOWHAIIMY BKITIOYAIOT MET(HOPMHUH, CyTh(HOHIIMOYE-
BUHBI, TAKHE KaK MNIMOCHKIAMHUI, TOIOYTaMHI, TITUMETHPU I, TIAUIU3N, TIIUKBUIOH, TTHOOPHYPHI U TIINKIA3H,
HaTeTJIMHUI, PETIarIMHI, THA30JIMANHINOHBI, TAKHE KaK PO3UTINTa30H M MHOTIINTAa30H, MoaynsiTopsl PPAR-y
(peuenTop, aKTUBUPYEMBIH IPOIH(EpaTOPOM IEPOKCHCOM), TaKHe KaKk MeTariaunassl, aronuctsl PPAR-y, Takue
KaK pUBOTJIMTA30H, MUTOTNMTa30H, INT-131 unm G6anarnurason, antaronuctsl PPAR-y, moxynsropst PPAR-y/a,
TaKWe Kak Te3arjimrasap, Myparjiurasap, ajteriaurasap, nanernmmrazap 1 KRP297, monynsaropsr PPAR-y/a/5, Ta-
Kre Kak joOernura3oH, aktuBatopel AMPK, takme kak AICAR, wmaHruouropsr amnermn-KoA-kapOokcuiiassl
(ACC1 u ACC2), narubutopsl auamirinneput-aneruiarpancdepassl (DGAT), aronnctst GCRP B-kierok
TTOJKETYA0THON JKeJie3bl, Takue kKak aronucTthl SMT3-penienropa u GPR119, Takue kak aronnctet GPR119, 5-
3THI-2-{4-[4-(4-TeTpazon- 1 -unheHOKCUMETHIT) THA30JT-2-1J1 | TUTICPUIUH- | -1} TUPUMHTAH iR107S 5-[1-(3-
n3zonponun| 1,2,4]Jokcaanazon-5-wn)munepuauH-4-uIMeTOKCH |-2-(4-MeTaHcy b (G oHMI) e HI ) TUPUINH, WHTHON-
topsl 113-HSD, aronucts! nnn ananoru FGF19, 6mokaTops! o-riroko3naas, Takue Kak akap0o3a, Borimbo3a u
MUIJINTOJI, aHTArOHUCTHI-02, WHCYJIMH W aHAJIOTH WHCYJIMHA, TaKWe KaK MHCYJIMH 4YelIOBEKa, MHCYJIUH JIM3IIPO,
uHcynuH rny3uwinnH, pJAHK-uncynunacnapt, uacynun NPH, uncynuH neremup, MHCYIUH AETIyACK, MHCYJIUH
TPETOIMII, IMHKOBAS CYCIIEH3Ws WHCYINHA W WHCYNHH riaprud, I U1, amunuH u aHanorn aMuirHa (HarpuMep,
npamIuHTUA win gaBanuaTtun), [TIN-1 u anamoru I'TITI-1, Takue kak dSKceHOUH-4, HAIPUMEp, SKCEHATHI, dKCe-
Hatua LAR, muparaytun, tacnormytua, tukcmseHatun (AVE-0010), LY-2428757, nynarnytun (LY-2189265),
ceMariayTHJ Wiu anourmytun, uaruoutopsl SGLT2, takue kak mamarnudmosus, ceprimduosnd (KGT-1251),
aTUrIu(I03uH, KaHArIM(IIO3MH, UMParaudIo3uH uik To(GormmgIo3uH, HTHIHOUTOPH! poTenHTHpo3uHpocda-
Taspl (HampuMep, TPOAYCKBEMHH), HWHIHOMTOPHI TIIIOK03a-6-(ocdarassl, MomynsiTopel ¢pykrosa-1,6-
6ucdocdarassl, MOIYIATOPH! MIMKOTeH(POCHOPHIA3EI, AHTATOHUCTHI PELENTOpa IIII0KaroHa, HHruOUTopsl ¢oc-
¢oenonmupysaTkapookcuknHassl (PEPCK), uaruourops! nupysatnerunporenasakntassl (PDK), nHrudnTops:
trpo3uHKuHa3 (0T 50 mMr 1o 600 Mmr), Takue kak pernentopHas kuHaza PDGF (cm. matent EP-A-564409, 3asBky
WO 98/35958, marent US 5093330, 3assku WO 2004/005281 u WO 2006/041976) wnu ceprH/TpeOHUHKAHA3,
MOJYJISITOPHI TITFOKOKHHA3EI/PETYIATOPHBIX OSTKOB, BKIIIOYAs! aKTHBATOPHI TIIOKOKWHA3, HHTHOUTOPHI TIIMKOTCH-
CHHTa3aKMHA3bl, HHTHOUTOPHI MHO3UT-5-pocaraszpl tuma 2, comepxameii SH2-nomen (SHIP2), nuHruOuTOpHI
IKK, Takue kak canuumiaTr B BBICOKOH no3e, nHruoutopsl JNK1, uaruouropst C-0-nporenHkuHassl, 3-3 aroHu-
CTBI, Takue Kak putoderpoH, YM 178, comaberpon, Tanmuderpon, N-5984, GRC-1087, padaderpon, FMP825,
WHTHOUTOPHI albJ03apenyKTa3nl, Takue kak AS 3201, 3eHapecrat, gumapectar, snajpecTar, panupecrtar, NZ-
314, CP-744809 u CT-112, uaruburopst SGLT-1 umu SGLT-2, Takue xak, HanmpuMep, Aanarindio3uH, cepr-
mapao3us, arturianduiosuH, Ka"araudiaozun wim - (1S)-1,5-anrunpo-1-[3-(1-6en3oTHOGEH-2-HIMeTHIT)-4-
¢dropdennn]-D-rmounton, uarudurops! kanaaoB KV 1.3, moxynsropst GPR40, takue xak, Hanpumep, [(3S)-6-
({2',6'-mumeTnn-4'-[3-(MmetuncynbhoHmI) IponokcH | ondeHn-3-mi f MeToken)-2,3-quruapo- 1 -oensopypan-3-
wi|ykcycHas kuciora, uHruouropel SCD-1, anTaroructel CCR-2, arOHHCTBI TOTAMUHOBOTO pELenTopa (Me3H-
nmat OpoMkpuntuHa (IUKIoceT)), 4-(3-(2,6-numMeTmnOeH3mIOKCH )(heHm)-4-0Kkco0yTaHOBasT KUCIIOTa, CTUMYJIS-
TOPBI CUPTYHHA, a Takoke Apyrue naruoutopsr I1I1-4.

MetdopMuH 00BIYHO Ha3HAYAIOT B J103aX OT mpuonmsurensbHo 500 mr go 2000 mr, BuioTs 10 2500 mMr B
CYT C MCTIOJB30BAaHUEM PA3IUIHBIX KypcoB jiedeHus oT npuoiamutesbao 100 mr mo 500 mr wm ot 200 mMr g0
850 mr (1-3 pa3za B cyT), Wi npuoausutensHo ot 300 Mr g0 1000 Mr onuH WM ABa pas3a B CYT, WK B (hOpMe ¢
3aMeIJICHHBIM BBICBOOOXIeHHEM MeT(opMHUHA B 103aX Mpubau3uteabHo oT 100 mr mo 1000 mr, nim, mpeamnod-
TUTENBHO, 0T 500 Mr g0 1000 MT ofvH WM 1Ba pa3a B CyT WiH Npuodau3utenbao ot 500 mr g0 2000 Mr oguH pas
B cyT. KoHkpernbie 103upoBku BrItovaroT 250 mr, 500 mr, 625 mr, 750 mr, 850 mr u 1000 mr ruapoxiopuna
MeT(hopMHHA.

Jns nereir B Bozpacte ot 10 mo 16 meT pekoMeHIOBaHHAs HayallbHAs 1032 MET(GOPMHUHA COCTABISACT
500 mr oxuH pa3 B cyT. Ecin ykazaHHas 103a He oOecrieunBaeT aleKBaTHBIC Pe3yJIbTaThl, 103y YBEIHYHBAIOT JI0
500 Mr fBa pasa B CyT. 3aTeM 03y YBEIHUUBAIOT KaXKabli pa3 Ha 500 MI oAMH pa3 B HEAEIIO 10 MaKCUMAaIbHOI
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cyrouHoi 10361 2000 Mr, KOTOPYIO BBOJAT B Pa3JeNE€HHBIX J03aX (HampuMmep, B 2 Wiu 3 pa3leNeHHbIX 103aX).
MeTdopMHH MOXHO IPUHUMATH BO BPEMs IIPUEMa ITUIIU, YTOOBI CHU3UTH TOITHOTY.

Jlo3a muorimTa3zoHa 0OBIYHO COCTaBIIsIeT MprUOIU3NTEeNhHO 1-10 Mr, 15 mr, 30 Mr wim 45 MT oMH pa3 B CYT.

Posurnmurazon 0OBIYHO HA3HAYAIOT B J103aX OT 4 MT 10 8 MT OJMH pa3 (MU pa3AelsioT Ha JIBE T03bI) B CYT
(TUMMYHBIE O3B COCTABIISIOT 2 MT, 4 MT' 1 8§ MT).

I'mbenkmamun (rmuOypra) 0OBIMHO HAa3HAYAIOT B 103aX OT 2,5-5 Mr 110 20 Mr onuH pa3 (WK pa3aessiioT
Ha JIBE JT03bI) B CYT (THIIUYHBIE JO3BI COCTABISIOT 1,25 MT, 2,5 Mr 1 5 MT), WK BBOJAST MHUKPOHHU3HPOBAHHBIN
rimbeHkIamMua B 1o3e ot 0,75-3 mr qo 12 Mr onuH pa3 (Wim pa3nessaT Ha JABE J03bl) B CYT (TUIMYHBIC O3B CO-
craBiswoT 1,5 mr, 3 mr, 4,5 Mr u 6 MT).

I'munusug 0O0bIYHO HAa3HAYAKOT B 03aX OT 2,5 Mr a0 10-20 Mr omuH pa3 (BmoTh 10 40 MT, pa3IeieHHBIX
Ha JIBE JT03BI) B CYT (THIHYHBIC JJO3BI COCTABILIIOT 5 MT 1 10 Mr), Wi TIuOeHKIaMUA BBOIAT B hopMe ¢ 3aMe]-
JICHHBIM BBICBOOOXIEHHEM B 03¢ OT 5 Mr 1o 10 Mr (BrutoTs 10 20 Mr) OJ¢H pa3 B CYT (THIHYHbIE JJO3bI COCTAB-
NS0T 2,5 Mr, 5 mr u 10 mr).

I'mamenupu 0OBIMHO HA3HAYAIOT B JI03aX OT 1-2 Mr 10 4 MT (BIUIOTH 10 8 MI) OAMH pa3 B CyT (THIINYHEIC
JIO3BI COCTABIISIOT 1 MT, 2 MT 1 4 MT).

JIBOliHYI0O KOMOMHAIIMIO TIHOCHKIAMH/MEeT(HOPMHH O0BIYHO Ha3HAYAIOT B 103ax oT 1,25 mr/250 mMr oauH
pa3 B ¢yt mo 10 mr/1000 mr nBa paza B cyT (THIHYHBIC JO3BI coCcTaBisoT 1,25 mr/250 mr, 2,5 mr/500 mr u
5 mr/500 wmr).

JIBoliHYI0 KOMOWHAIIMIO TIHMIMHU3UI/METGOPMHUH OOBIYHO HA3HA4YaloT B Jo3ax oOT 2,5 Mmr/250 mr mo
10 Mr/1000 Mr 1Ba pasza B cyT (THIUYHBIEC 1036l COCTABIAIOT 2,5 Mr/250 mr, 2,5 Mr/500 mr u 5 mr/500 mr).

JIBOiHYI0 KOMOMHAIMIO TNIMMENUPH/MEeTGOPMUH OOBIYHO Ha3HAyaroT B jgo3ax oT 1 Mmr/250 mr mo
4 mr/1000 Mr 1Ba pasa B CyT.

JIBOiHYI0 KOMOMHAIIMIO PO3UTIINTAa30H/TIIMMEITMPH OOBIYHO Ha3HA4yaroT B J03aX OT 4 Mr/1 Mr onuH wiu
JIBa pa3a B CyT 10 4 Mr/2 Mr 1Ba pa3a B CyT (THIIMYHBIC J03BI COCTAaBILIIOT 4 Mmr/1 mr, 4 Mr/2 mr, 4 mr/4 wr,
8 Mr/2 mr u 8 mr/4 mr).

JIBOIHYIO KOMOMHAIIMIO THOTITUTA30H/TIIMMETTUPH] OOBITHO Ha3HAYAoT B 103axX OT 30 mr/2 mr 1o 30 Mr/4 mr
OJIMH Pa3 B CYT (TUITHYIHBIE T03bI COCTABIAIOT 30 Mr/4 MT 1 45 Mr/4 MT).

JIBOliHYI0O KOMOWHAITUIO PO3UTIUTA30H/MeTPOPMUH OOBIYHO Ha3HAYAOT B A03ax oT 1 Mmr/500 mr mo
4 mr/1000 mr 1Ba pasa B CyT (TUIMUYHBIC 10361 cOCTAaBIAIOT 1 Mr/500 Mmr, 2 Mr/500 mr, 4 mr/500 mr, 2 mr/1000 Mr u
4 mr/1000 mr).

JIBOliHYI0 KOMOWHAITMIO THOTINTa30H/MeT(GOPMHUH OOBIYHO HA3HAYAIOT B J103aX OT 15 Mr/500 Mr onuH win
JBa paza B cyT o 15 mMr/850 Mr TpH pasa B cyT (TUIIMYHBIE 103bI cOcTaBISAIOT 15 Mr/500 mr u 15 mMr/850 mr).

Haternuaua, CTUMYyIATOP CEKPEIMU WHCYJIMHA, HE SBISIONUICS CYIb(OHUIMOUYCBUHON, OOBIYHO HA3HA-
4aroT B 103ax oT 60 mr 1o 120 Mr Bo BpeMst IpreMa Uiy (BIUIOTh 10 360 MI/CyT, THIIMYHBIE H03Bl COCTABIISIOT
60 mr u 120 mr), penarnuau 00BIYHO HA3HAYAKOT B A03aX oT 0,5 Mr 10 4 Mr BO BpeMs MpHeMa MUK (BILIOTh
no 16 wmr/cyr, tunmuuHble m03b1 cocTaBiusor 0,5 mr, 1 mr m 2 wmr). JIBolHYI0O KOMOWHAIIMIO perariu-
HUJ/MeT(POpMUH 00BIYHO HazHa4aloT B 103ax 1 Mr/500 mr u 2 Mr/850 mr.

Axap0603y 0OBIYHO Ha3HAYAIOT B J103aX OT 25 Mr 1m0 100 Mr BO BpeMms mpremMa NHId. MUTIATOT 00BIYHO
Ha3HA4aroT B 103ax OT 25 mr 10 100 Mr Bo BpeMst IpreMa IHUIIIH.

[Tpumeps! KOMITOHEHTOB KOMOWHAIHI, KOTOPEIE CHIDKAIOT YPOBEHB JINITHIOB B KPOBHU, BKIIFOYAIOT HHIHOH-
TOPBI THAPOKCUMETHITIIyTapri-kohepmeHT A-penykrtazsl (HMG-KoA-penykrassl), Takue Kak CHMBACTaTHH,
aTOpBACTaTHH, JOBACTaTHH, (IIyBaCTAaTHH, [IPaBaCTAaTHH, MUTABACTATHH W PO3yBacTaTHH, GpUOpATH, Takue Kak
6e3zapudpat, penodudpar, knopudpar, rempudpo3ui, s3Topudpar n dSToPMLIMHKIOGUOPAT, HIKOTHHOBYIO KH-
CJIOTy W €€ MPOU3BOJIHBIC, TAKHE KaK alMIMUMOKC, aroHuCThl PPAR-o, aronuctel PPAR-0, HHTHOUTOPHI aIui-
kodepmenT A/xonecrepunarnrpancdepassl (ACAT, EC 2.3.1.26), Takue Kak aBa3UMHO, HHTHONTOPHI pe30p0-
IINM XOJIECTEPHHA, TAKHE KaK 93ETHMHO, COSANHEHNS, KOTOPBIC CBSA3BIBAIOTCS C JKEITYHOW KHUCIIOTOH, TaKHE KaK
XOJIECTHPAaMHH, KOJIECTHIION M KOJIECEBEIaM, HHIMOUTOPHI TPAHCIOPTA >KEMYHBIX KHUCIIOT, aKTHBHBIC COCIUHE-
Hus, Mmoxymupyromue JITIBII, takue kak D4F, o6parHsiit D4F, aktuBHBIE coenunenus, Mmoaynupyonme LXR, a
TaKKe aKTHBHBIE coeauHeHus, Moxymupytomme FXR, uaruouropst CETP, takne xak Topuerparnu6, JTT-705
(manmetpanu®) wim coequnenue 12, omucanHoe B 3asBke WO 2007/005572 (ananeTrpanu®), MOAYIATOPHI pe-
HENTOPOB JIMTIOTPOTEWHOB HU3KoW 1uioTHOCTH (JITTHIT), maruburoper MTP (Hampumep, TOMHTAIU), & TaKKE
antucmbicioBas PHK, komupytromas ApoB100.

Jlo3a aTopBacTatrHa 00bIYHO cocTaBisieT OT 1 Mr 10 40 Mr miu ot 10 Mr 10 80 MT OJIMH pa3 B CYT.

[Tpumeps! KOMIIOHEHTOB KOMOHMHAIIMH, KOTOPBIE CHIKAIOT KPOBSHOE JaBJEHHUE, BKIOYAIOT B-00KaTopHl,
TaK{e KaK aTeHOJION, ON30IPOIIO, IEIHUIIPOIION, METOIPOJION M KapBEAUIION, JUYPETHKH, TaKHe KaK THIPOXIIOP-
THA3UJ, XJIOPTATUIOH, KCUIIaMHI, (ypOCEeMHI, THPETaHNUA, TOPACEMH]], CIIUPOHOIAKTOH, SIUIEPEHOH, aMIIIOPHU]T
U TpUaMTepeH, OJIOKaTOPHI KAIbIMEBBIX KAHAJIOB, TaKHWe KaK aMJIOJUIIMH, HU(DETUINH, HUTPCHIUNINH, HU30JIIH-
TIUH, HUKApJWNWH, (eToIuNuH, JTaluIuH, JCPKAHUIHIAH, MaHUUIINH, W3PaJIUINH, HUIBAIUIINH, Bepara-
MW, TAJUIONAMKI U Jwitha3zeM, HHruoutopel AK®, Takue kak paMUNpil, JTU3UHOMPWI, IHIa3alpul, XUHA-
TPWI, KANTONPWI, SHANANIPUI, OCHA3CIIPIJI, ICPUHIOTPIII, PO3UHONPHI U TPAHIOJIATIPIII, a TAKKE OJOKATOPHI
peuenropos anruoten3una Il (BPA), Takue kak TenMucapTaH, KaHIecapTaH, BalcapTaH, JIocapTaH, UpOecapTaH,
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OJIMEcapTaH, a3uiIcapTaH M 3MPocapTaH.

Jo3a TenmucapTana 00b19HO cocTtaBmnsget ot 20 mr 10 320 mr win ot 40 mr g0 160 Mr B cyT.

[Tpumepbl KOMIIOHEHTOB KOMOHMHAIINN, KOTOPBIE MOBBIMAT ypoBeHb JITIBII B kpoBH, BKIIIOYAIOT HHTHOU-
TOphI Oenka-epeHocurka d¢pupos xonecrepura (CETP), HHTHOUTOPH SHIOTETHATLHOMN JHUITA3bl, PETYISTOPHI
ABCI, anTtaronuctsl LXRa., aronuctsr LXRp, aronuctsr PPAR-S, perynsaropst LXRo/p u coenunenus, KoTo-
PBIE TIOBBIMIAIOT HKCIPECCHIO W/MIIA KOHIIEHTPAIIHIO B TUIa3Me aloIuIonpoTenHa A-I.

[Tpumeps! KOMIIOHEHTOB KOMOMHANIWH, TPEAHA3HAYCHHBIX IS JICUCHUS OXKHPEHUS, BKIIOYAIOT CHOyTpa-
MUH, TETParuIpOMICTATAH (OpJIHCTAT), amu3uM (IETHIUCTAT), AeKcheH(pIypaMuH, aKCOKHH, aHTAarOHWUCTHI
KaHHaOMHOMIHBIX perenTopoB 1, Takue kak anTaroHucT CB1 - pumoHOOaHT, anTaronucthl penenropa MCH-1,
aronuctsl peuenrtopa MC4, antaronuctsl NPYS u NPY2 (manpumep, BenmHenepur), aronuctsl 3-AR, takue
kak SB-418790 u AD-9677, aronuctsl penentopa SHT2c, takue kak APD 356 (sopkasepuH), HHTHOUTOPHI
muoctaTrHa, Acrp30 M aIUIIOHEKTHH, HHIMOUTOPHI cTepomiI-KopepMeHT A-necatypasbl (SCD1), nHruonuTops!
cuHTa3bl *XUpHBIX KUcHO0T (FAS), aronnctsr penentopa CCK, MmomymnsaTopsl perientopos rpeinHa, Pyy 3-36, an-
TaroHUCTBHI OPEKCHHOBBIX PEIENITOPOB U Te30(EH3MH, a TaK)Ke JBOWHBIC KOMOMHAINU OYNpPOITMOH/HANTPEKCOH,
OynponoH/30HU3aMuU 1, ToMpamMat/(heHTEPMHUH ¥ IPaMIMHTH/METPEJIETITHH.

[Tpumeps! KOMIIOHEHTOB KOMOHMHAIMH, peHa3HAYECHHBIX JUIS JICYCHHSI aTepOCKIIepO3a, BKIIOYAIOT HHIH-
ourtopsl dochonumnazsl A2, HHTHOUTOPBI THPO3UHKKHA3 (0T 50 Mr 10 600 Mr), TakuX Kak pelenTopHas KHHA3a
PDGF (cm. matent EP-A-564409, 3assky WO 98/35958, marent US 5093330, 3assku WO 2004/005281 u WO
2006/041976), antutena npotus okcJIITHIT u Bakimasl mpotus okcJIITHII, mpenapater apoA-1 Milano, ASA, a
Takke HHruouTOpel VCAM-1.

O0BeM HacTOSIIET0 H300peTCHNS He OTrpaHNYeH KOHKPETHBIMH BapHAHTaAMH €TI0 OCYIIECTBIICHUS, OIICaH-
HBIMH B JAaHHOM KOHTeKcTe. Ha OCHOBaHMH HACTOSIIETO ONFCAHUS CIICIHAIICTaM B JAHHOW 00JacTH TEXHUKU
MPEICTABISIIOTCS OYEBUIHBIME Pa3IIHbIC MOTU(DHUKAIIMNA HACTOSIIECTO N300PETeHUS HAPAAY ¢ MOAU(UKAIIIMH,
ONMCAaHHBIMU B JAHHOM KOHTEKCTe. YKa3aHHbIC MOAN(DHUKALINY BKIIOYEHB! B 00bEM HACTOSILETO H300peTeHUS 1
B IIpUJTaraeMbIe TyHKTHI (hOPMYJIIBI H300PETCHHUS.

Bce 3asBku Ha BBIIa4y MAaTCHTOB, ITUTHPOBAHHBIC B JaHHOM KOHTEKCTE, B MOJHOM O0OBEME BKIIOUCHBI B
HACTOSIEE OMMCAHUE B KAUYECTBE CCHUIOK.

Jlpyrue BapHaHTHI OCYIIECTBIICHUS, NMPU3HAKK U MPEUMYILECTBA HACTOSIIETO M300pETEHHsS MPEICTaBII-
IOTCSl OUYEBUIHBIMU W3 CIEAYIOMHUX IpuMepoB. Cleayromre IpuMeps! MpeIHa3HaueHbl U HIUTIOCTPAIIAH CYIII-
HOCTH HACTOSIIETO U300PETCHUS U HE OTPAHUIUBAIOT €70 00BEM.

IIpuMmepbI

ITpumep 1.

BI 1356, apdextunbiii u cenexktuBHbIi narHONTOp JIII1-4, siBnsieTcst 6e30macHbIM U 3(H(QEKTUBHBIM IS
MAIIMEHTOB C HEaJeKBATHBIM KOHTPOJIEM AradeTa THIa 2 HECMOTPS Ha JISYCHNE MET(HOPMUHOM.

D¢ dexTuBHOCTD M Oe3omacHocTh npenapara BI 1356 (1 mr, 5 mr wim 10 Mr oauH pa3 B cyT), 3¢ deKTnB-
HOTO U CEJISKTMBHOT'O MHTHOWTOpa munentuaminentuaassl-4 (AI111-4), oneHuBanyu ¢ y4acTHeM MalUEHTOB C
nmuaraozoMm muaber tuma 2 (JIT2), npomenmmx kypc nedenus metgopmuaoMm (MET, >1 r exxeqHeBHO), Y KOTO-
pBIX HaOmonasncs HeajaeKBaTHBIM KOHTpONb (Mcxonublid ypoBeHb HbAlc cocraBmsn 7,5%-10,0%). [eiictBue
npenapara CpaBHUBAJIM C JIOMOJHUTEIBHEIM JieueHneM 1mianedo (I16O) wim ¢ neyennem riMMEnMpHIOM C OT-
kpbiToi THKeTKON (I'JIUM, oT 1 Mr 10 3 Mr oauH pa3 B CyT) B XO/i€ PaHIOMU3UPOBAHHOTO UCTBITAHUS B TE€UE-
Hue 12 Henenb ABOMHBIM clienbiM MeTonoM. [IpoTnBoanadeTHyeckoe IeKapCTBEHHOE CPECTBO, OTIINYAIOIIEeCs
oT MeTpopMHHa, OTMBIBAIN B TedeHue 6 Henens (y 34,7% marmeHToB).

B kagecTBe TepBHYHOTO KOHEYHOTO TapaMeTpa HCIOJIb30BAIM M3MEHEHHE HCXoIHOTo ypoBHS HbAlc,
CKOPPEKTUPOBAHHOTO C YIE€TOM TPEIIISCTBYIOMIETO MPOTUBOINA0ETHUECKOTO MEINKAMEHTO3HOTO JIedeHHs. 333
[TarmenTta (ucxomuerii cpenuuii ypoenb HbAlc cocraBmsn 8,3%, MCXODHBIN CpeaHHN ypOBEHB TIIOKO3BI B
mrazme Haromak (I'TIH) cocrasmsur 185 Mr/mim) paHmoMU3MpOBaIM B TPYNIBI JiedeHUs mpenaparom Bl 1356,
ITBO umu T'JIMM ¢ oTkpsIToit dTHKEeTKON. Uepes 12 Henens siedeHue mpemnapatom Bl 1356 obecnieunBano 3Ha-
YHUTEJIFHOE CKOPPEKTHPOBAHHOE C Y4eTOM Iutanebo cpenHee cHibkeHne yposHs HbAlc (moza BI 1356 1 wr,
n=65, cHmkenue cocrapisuio -0,39%, no3a 5 mr, n=66, cHmkenue coctapisuio -0,75%, go3a 10 mr, n=66, cHu-
xkerue coctaBisuio -0,73%). Y manmenToB, momy4aBimux [ JIMM, HaGronanoch JIMIIb HE3HAYUTEIBHOE CKOP-
pexrupoBanHoe ¢ yueroM 15O cpennee camkenne ypoBas HbAlc Ha Henene 12 (n=64, cHIKEHHE COCTaBIISIO -
0,90%). IIpu neuennu npenaparom Bl 1356 Ha Henmene 12 HaOMOIANOCh CTATUCTHYCCKH 3HAYMMOE CHUKCHUE
ypoeHst ['TIH mo cpaBHEHHIO ¢ MCXOJHBIM YPOBHEM (703a | MT, CHIDKCHHE COCTAaBILIO -19 mr/mi, mo3a 5 wr,
CHW)KEHHE COCTABIISLIO -35 Mr/mi, mo3a 10 mr, cHmxkeHue coctaisuio -30 mr/mn). CienoBaTeNlbHO, A1 YpOBHEH
HbAlc u I'TIH mabGnroganack 10303aBUCUMAas OTBETHAS PEAKIIHs, JOCTHUTAIOIAs TJIaTo JUIsl I03BI 5 MT Tpernapa-
ta BI 1356. Ykazannas mo3a obecnieunBana naruouposanue JI111-4 aa >80% y >80% manueHnToB Ha Heaene 12.

B nemom, y 106 naunenToB (43,1%) nobounsie aeticteust (I1]]) pa3BuBammchs ¢ 0OMUHAKOBOW YacTOTOH BO
BCeX Tpymmax jedeHus. Hanbomnee gacto peructpupoBainu 3mu301s1 puHodapuaruta (7,5%), nuapen (3,3%) n
TorHOTHI (3,0%). [Ipu nevyennn npenapatom BI 1356 nim 15O snn30/151 TUIOTIMKEMIH, CBI3aHHOM C TPUEMOM
JIEKapCTBEHHOTO CPE/ICTBA, HE PETHCTPUPOBAIH, OJJHAKO YKa3aHHYIO TMITOTTIUKEMHUIO PErUCTPUPOBANIN Y 3 Mamu-
eHtoB, nmonyvyaBmmx [JIUM. V necsatu narnuentos (3,7%) HaOmonamu cepbesnbie [1]], HO HU OUH U3 yKa3aH-
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HBIX SITU30/I0B HEe OBLI CBSI3aH C JICKAPCTBEHHBIM CPEICTBOM.

JomnonuurensHoe neuenue npemnaparom Bl 1356 nanuentoB ¢ auarnozom T2 u HeaneKBaTHBIM KOHTPO-
nem B xoze jeueHnss MET B otnensHOCTH oOecrieunBaeT KITMHUIECKH COOTBETCTBYIONIEE M CTATUCTHICCKH 3HA-
gyumoe cHrkeHnne ypoBHs HbAlc. Ilpu komOuHMpOBaHHOM Jieuennu npenapatom Bl 1356 (1 mr, 5 mr u 10 Mmr)
Hapsany ¢ nedearneM MET HaOmromaeTcs HOCTaTOYHO BBICOKAs MEPEHOCHMOCTbD, TIPH STOM 33016l THITOTIIAKE-
Muu He 3apeructpupoBanbl. Yactora [1]] mpu euenun npenaparoM Bl 1356 comocraBuMa ¢ 4acTOTON pa3BUTHUS
T1T npu teuenuu [160.

[Ipumep 2.

[purogrocte marHONTOpa [AIIII-4 MM KOMOMHALMU TIO HACTOSINEMY H300pPCTCHHUIO I OOCCIICUCHHS
3¢ dekra Mo HacTOAIIEMY U300peTECHUIO (HApUMep, U ONarompHsATHOTO NEHCTBUSA HA TIIMKEMUYCCKUIN KOH-
TPOJIb) MOXKHO OIICHUBATh B XOJIC KIMHNYCCKUX UCIIBITAHUI.

Hanpumep, s¢dexruBHOCTS M O6e30macHocTs nHruouTopa JII1-4 mo HacTosmemy n3o0pereHuto (Hanpu-
Mep, 5 MT JIMHATJIHMIITHHA, BBOAMMOTO MEPOPATIHHO OJUH pa3 B CYT) OLICHUBAIU B XOJC PaHIOMU3UPOBAHHOTO
UCTIBITAHUS TBOWMHBIM CJICTIBIM METOJIOM B ITapaUICIBbHBIX TPYIIIAaX ¢ KOHTPOJIEM IIanedo ¢ yJyacTheM MaIieH-
TOB C TMATHO30M TUabeT ThIa 2 ¢ HeOCTATOYHBIM TIIMKEMHYECKUM KOHTpoJieM (ypoBerb HbAlc coctaBisn ot
7,0% no 10% wmu ot 7,5% mo 10% wmm ot 7,5% mo 11%) HEecMOTps Ha JieUueHHE OJHUM FUTH ABYMS CTaHAAPT-
HBIMH THIIOTJINKEMUYECKAMHU areHTaMH, HalpUMep, BBIOpaHHBIMHU M3 MeT(OopMHHA, THA30JUAWHANOHOB (Ha-
OpUMEp, TTHOTIUTA30H), CYIb(QOHIIMOYCBIH, TTHHAIOB, HHTHOUTOPOB o-Tri1roko3uasel, ['TII1-1 wmu anagoros
I'TITI-1, a Tak)ke MHCYITMHA WIU aHAJIOTOB HHCYJIMHA.

B xoze ykazaHHOTO HCIIBITAaHUS TIPY BBEIECHHUH JIGKAPCTBEHHOTI'O CPE/ICTBA, CYIb(POHMIMOUYEBHHEI, YPdeK-
TUBHOCTH U Oe3omacHoCTh HHTHOUTOpa JII1-4 110 HacTosIIeMy H300pETEHUIO CPABHUBAIH C TIAIE00, KOTOPBIC
BBOJIMJIM B Ka4eCTBE JOTOIHHUTEIHLHOTO JICYCHUS K OCHOBHOMY JICUCHHUIO CYIb()OHIIMOYCBHHON (TIOATOTOBH-
TENBHBINA TIEPUOJT B TCUCHHE 2 HEIeb ¢ BBEJICHHUEM TIAIe00, JIeUCHUE TBOMHBIM CIICTIHIM METOJIOM B TeueHue 18
HEJlesb, 3aTeM IIOCIIC 3aBEpIICHUS Kypca JieueHHUs oOCIIeJJOBaHUE MAIMCHTOB B TEUYCHHUE | HeNmeNlu, OCHOBHOE
JICUCHHE TIOCTOSHHON JT030H JICKAPCTBEHHOTO CPENCTBA, CYIb(QOHUIMOYCBHUHBI, B XOI€ BCETO MEPUOJIA UCTIBITA-
HUH, BKITFOYasi IOJATOTOBUTEIBHEIH IIEPHOJT C BBEICHHEM ILIAIEC00).

D¢} dexTUBHOCTS YKa3aHHOTO JICYCHUS OIICHUBAIM TPHU ompeneicHuu ypoHs HbAlc, mpu cpaBHEHHH C
WCXOJHBIM YPOBHEM W/WIIHM C YPOBHEM B rpyIirie Tuiane6o. 3HaunTenpbHOe n3MeHenne ypoBHs HbAlc mo cpaBHe-
HUIO C UCXOJHBIM YPOBHEM H/WIIA C YPOBHEM B TPYIINE TIANe00 CBUACTEILCTBYET 00 3 (HEKTHBHOCTH WHTHOU-
topa JIII1-4 npu nedernu. I¢hHEeKTUBHOCTH JICUSHUS MOYKHO TaKKe OIICHHWBATH 10 YPOBHSM TJIIOKO3BI B TIa3Me
KPOBH HATOIIAK, IIPH CPABHEHUH C UCXOIHBIMH YPOBHSIMH W/WIH C YPOBHSIMH B IpyMIe Iutane6o. 3HaunTeIsHOe
CHIDKEHHE KOHIICHTPALWH TIIOKO3BI B IIa3Me KPOBH HATOIIAK CBUAETENBCTBYET 00 3(PPEKTHBHOCTH JCUCHHUS.
Kpome Toro, ecii B Xo7ie JiedueHus1 HaOomaeTcsl Tpedyemasi oTBeTHas peakius (T.e. ypoBeHb HbAlc B pe3yinb-
TaTe JCUYCHHS COCTABISACT <7%), TO 3TO TAKKE CBUICTEIBCTBYET 00 3 PEKTUBHOCTH JICUCHUS.

Be3omacHOCTh M NEPEHOCUMOCTH JICYCHUS OLCHUBAIHN IPU OOCICIOBAHWU MAIIMEHTOB U IO COOTBETCT-
BYIOIIIUM U3MEHCHHSM HCXOJHOTO COCTOSIHHS, HAPUMEDP, YAaCTOTH U MHTCHCUBHOCTH OTPHUIIATSIEHBIX SIBICHUN
(TakuX Kak, HAIPUMEP, MU30/IbI THITOTIUKEMHUH WU T.11.) WK 110 YBEIIMICHUIO MACCHI Tela.

ITpumep 3.

Jleuenne npenuabdera.

OddexTuBHOCTD PapManeBTUIECKON KOMIIO3UIIMHA WX KOMOMHAIIMH 110 HACTOSIIEMY HU300PETEHUIO MPH
JiedeHNH Tpeanadera, XapakTepU3yIOMEerocs MaToJIOTHIECKUMHI YPOBHIMH TITFIOKO3BI HATOIIAK W/WIIN HapyIleH-
HOM TOJIEPAaHTHOCTBIO K IUIIOKO3€, MOKHO OLIEHMBATh B XOJI€ KJIIMHUYECKUX HCNBITaHWM. B Xxone ucnbiTaHuil B
TedeHune 0ojiee KOPOTKOTO Teproia (HarpuMmep, B TedeHune 2-4 HeJelb) Mocie 3aBeplieHus Kypcea JiedeHus 3¢-
(heKTUBHOCTH JICUCHHS OLICHUBAJH IO YPOBHSAM TIIIOKO3BI HATOIIAK W/WIIK 10 YPOBHSAM TJFOKO3HI IOCIIE ITpHeMa
MUIA WIK TOCTe MPOBEICHHUS HATPY30YHOI'O TeCTa (MEpOpaibHOro Tiroko3oToiepanTHoro tecra (ml TT) wmm
TECTa Ha TOJICPAHTHOCTH K IHIIE MTOCIIC MPUEMa OTIPEICICHHBIX MUIIEBBIX MPOJAYKTOB) C IENBIO HCCIICIOBAHUS H
CpaBHCHUSI YKa3aHHBIX YPOBHEH ¢ YPOBHSIMH JIO Havala WCIBITAHHUS W/WIH C YPOBHAMU B rpymire miane6o. Kpo-
Me TOTo, J0 Hayajla Kypca JICYCHHS W IOCJIE €ro 3aBEepIICHHS MOXXHO OIICHHBATH YPOBEHb (PPYKTO3aMUHA U
CPaBHHUBATh €0 C UCXOJHBIM YPOBHEM W/WIH C YPOBHEM B IPYIIE MIane00. 3HAYUTEILHOC CHUKCHUE YPOBHEH
TTFOKO3BI HATOIIAK HJTH MOCIIE TPHEeMa THIIU CBHICTEIbCTBYET 00 3 PEeKTHBHOCTH JIedeHUs. B X0/1e HCITBITaHMIA
B TeueHue OoJiee IUTEIHHOTO Tieproa (B Teuenne 12 Hemens wim 0oJiee) 3P HEeKTUBHOCTH JICUSHHS OIICHUBAITN
1o ypoBHIO HbA lc, mpu cpaBHEHHH €r0 ¢ HCXOTHBIM YPOBHEM W/WIIH ¢ YPOBHEM B TpyIIe TUIane60. 3HAYUTEIb-
Hoe m3MeHeHne ypoBHsI HbAlc mo cpaBHEHHIO C MICXOJHBIM YPOBHEM W/HIIM C YPOBHEM B TpYyIIE IUIane6o cBH-
netenbeTByeT 00 addexTuBHOCTH MHTHOUTOPOB JIITI-4 Moy KOMOWHAIMN 10 HACTOSIIEMY M300PETCHHIO IS
JieYeHus nmpeanadeTa.

IIpumep 4.

[po¢unaktuka s;BHOTO AUadeTa TUma 2.

Ienbto JleYeHUs MANMEHTOB C MATOJIOTHYECKAM YPOBHEM TIFOKO3bI HATOINAK W/YUIM HAPYIICHHOW TOJIe-
PAHTHOCTBIO K TIIIOKO3¢ (TIpeinadeT) TakKe SIBISIeTCs MPO(IIaKTHKA Pa3BUTHS SBHOTO nuabeTa Tumna 2. Ddek-
TUBHOCTH JICUCHHSI MOXXHO OI[CHHBATH MPH MPOBEICHUH CPABHUTEIHLHOTO KIMHIHYECKOTO UCCICIOBAHUSA, B X0/
KOTOPOTO MAIMEHTHI C IUaTHO30M NpeauadeT B TeUCHUE MPOIODKUTEIHFHOTO Miepro/ia (HampuMep, B TedeHue |-
5 J1eT) MpOXOAUIH KypC JIeUeHUs (papMaIeBTHIECKON KOMITO3UIINEH WI KOMOWHAIMEH 110 HACTOsIIeMy H300pe-
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TEHHUIO WU TUIANe00 W KypC HEMEIUKAMEHTO3HOTO JICUCHUS WIIM KYPC JICUCHUS JAPYTHMHU JICKAPCTBCHHBIMH
cpencTBaMu. B xoje Kypca JeueHHs U MIPH €ro 3aBEPIICHUH 110 YPOBHIO TIFOKO3bI HATOIIAK W/UITK MO Pe3yJIbTa-
TaM Harpy3ouyHoro Tecta (Hanmpumep, nl TT) ompenemsud 4MCiIo MAIMEHTOB, Y KOTOPBIX HAOIIOMAJNCS SIBHBIH
nuabet Tuma 2, T.€. YHCIIO MAIMEeHTOB, Y KOTOPHIX YPOBEHB TIFOKO3bI HATOIIAK COCTABIISLT >125 MI/m, u/uiau 1o
pesynbratoMm Tl TT ypoBeHb TIIIOKO3BI Yepe3 2 9 coCTaBisil >199 mr/m1. 3HaunTeNbHOE CHUKCHHE YHCiIa Tay-
€HTOB, Y KOTOPBIX HAOIIOMAJICS IBHBIM qruadeT Tumna 2 npu JeueHnn naruoutopom I1I1-4 wim koMOuHaImeH mo
HACTOAIIEMY H300PETEHHUIO 110 CPABHEHHIO C OJTHAM W3 IPYTUX THIIOB JICUEHUS, CBUACTEILCTBYET 00 3P PEeKTHB-
HOCTH MPO(UIAKTHKH TIEPEeX0ia OT MpeauadeTa K SBHOMY THa0eTy.

IIpumep 5.

Jleuenue nuabera THma 2.

JleueHue manMeHToOB ¢ AMArHO30M nuadeT Thma 2 hapManeBTUICCKONH KOMITO3UIIMCH HITH KOMOMHAIIUCH 10
HACTOSIIEMY U300PETEHHIO KPOME KPATKOBPEMEHHOIO YIyUIICHHST METa0OIN3Ma TIIFOKO3EI TI03BOJISET MPEIOT-
BpaTUTh HAPYIICHUE META00IM3Ma B TCUCHHE MPOIOJDKUTEIBHOTO MIEPHOAa. Y Ka3aHHOE MOXKHO HAOIIOAATh IpU
CPaBHCHHH TMAICHTOB, KOTOPBIC TPOXOIUIIN KypC JICUCHUs (hapMaleBTHICCKON KOMITO3UITUCH MITH KOMOWHAITH-
el o0 HacTosmeMy H300pETCHHIO B T€UeHHE 0oJiee MPOIODKUTEIHFHOTO MEepruoia, HalpuMep, B TCUCHHE OT 3
MecsireB 1o 1 T unn gaxke ot 1 r 10 6 JeT, ¢ manueHTaMu, KOTOPhIe IMPOXOIMIN KypcC JICUSHHS IpYTHUMHU IPOTH-
BOINAOETHUECKUMH JICKApCTBEHHBIMH CpPEACTBaMHU. J[0Ka3aTeIbCTBOM TEpareBTHUECKOW IPPEKTHBHOCTH B
CPaBHEHHH C MAI[EHTaMH, KOTOPBIE IPOXOIIIIN KypC JICUSHUS APYTUMH ITPOTHBOANA0CTHUECKIMH JICKApCTBEH-
HBIMH CPEJICTBAMH, SBIISICTCA OTCYTCTBHE WM TOJBKO HE3HAUHTEIHFHOE MOBBIIICHNE YPOBHS TIIIOKO3BI HATOIIAK
n/umn ypoBHs HbAlc. Jlpyroe moka3aTenbCcTBO TepaneBTHYECKOW 3((HEKTHBHOCTH OOECIeunBaeTCs, €Clu
yXyZIUIeHne MeTadonu3Ma TIIIOKO3b! (HanpuMep, noseiieHue yposHst HbAlc no Benmmuunsl >6,5% wumm >7%),
MPY KOTOPOM PEKOMEHIYETCS JICUCHHE JOMOJHUTEIBHBIM MEPOPATbHBIM MPOTHBOIHAOCTHYCCKUM JICKAPCTBCH-
HBIM CPEJICTBOM WIIM MHCYJIMHOM HJIM aHAJIOTOM HHCYJIWHA, HAOMIOMACTCS y 3HAYUTEIEHO MCHBIIETO MPOICHTA
MAIMEHTOB, TPOXOIUBIIUX KYPC JicueHHs (papManeBTHUCCKOW KOMIIO3UITUCH MTH KOMOWHAIMEH TI0 HACTOSIIEMY
U300pETEHUIO, TI0 CPABHCHUIO C MAIMECHTAMHU, KOTOPHIC MPOXOJIIN KypC JCUCHHS IPYTUMHU JEKaPCTBCHHBIMHU
CpeICcTBaMHU.

[Ipumep 6.

Jledenne pe3nCTEHTHOCTH K MHCYIINHY.

D¢ hexTHBHOCTH JCUCHHS OLIEHUBAIN B X0A€ KIMHUYECKUX HCTIBITAHUH, TPOBOIUMBIX B TEUCHUE Pa3IHU-
HBIX MIEPHOJIOB BPEMEHHU (HampuMep, OT 2 Helelb A0 12 MecsIeB), ¢ NCMOJIb30BaHUEM THIIEPUHCYITHHEMHUIECKO-
TO-3YTIMKEMHYECKOTO KIBPMIT-TeCTa. 3HAYNTEIHHOE ITOBBIIIICHHE CKOPOCTH BIMBAHUS TIIIOKO3EI IIPH 3aBEPIICHIH
UCTIBITAHUS IO CPABHEHHUIO C MCXOJIHBIM 3HAYCHHUEM WIIM MO CPABHECHHUIO C PYIION IIiane0o Win ¢ TPpyIoi ma-
[IUCHTOB, KOTOPBIC MPOXOAMIH APYTOH KypeC JICUCHHUsI, CBHICTEIbCTBYET 00 3ddekTrBHOCTH mHTHONTOpa JTII1-
4, hapManeBTHYCCKON KOMITO3HUIIMK WM KOMOWHAIIMU 110 HACTOAIMIEMY W300pPETCHUIO MPH JICYCHUU PE3UCTCHT-
HOCTH K MHCYJIVHY.

Ipumep 7.

Jleuenue runepriivKeMu.

D¢ hexkTHBHOCT JICUCHHS MAIIMEHTOB C THIEPIIIMKEMHUEH OICHWBAIMA B XOJ€ KIMHWYECKUX HMCIBITAaHUMH,
MIPOBOJVMBIX B TEUEHHUE PA3TMUHBIX IIEPUOIOB BpeMeHHU (HampumMep, oT 1 cyT mo 12 mecsIeB), onpeaenss ypo-
BEHb TJIFOKO3BI HATOIIAK WJIHM TIOCIIE IpreMa IHIM (HampuMep, HOocie MpreMa IHIN WIH IPOBEACHHUS HArpy-
304HOTO TecTa ¢ Il TT mim mocie mpremMa onpeAesICHHbIX MHUIIEBBIX IPOAYKTOB). 3HAUNTEIFHOE CHIDKCHHE yKa-
3aHHBIX YPOBHEH TIIIOKO3BI B XOJA€ WCIBITAHWS WM MPH 3aBEPIICHUH HCIIBITAHHS 110 CPAaBHEHHIO C WCXOJHBIM
YPOBHEM WJIH IO CPABHEHUIO C TPYIIION TUIANE00 WU C TPYIIIO MallUEHTOB, KOTOPBIC MPOXOAMIH JPYTOi Kype
JICUCHUSI, CBUACTENBCTBYET 00 3¢ ¢extuBHOcTH mHTHOMTOpa JIII1-4, dapmaneBTHUCCKON KOMIIO3UIUHN HIH
KOMOWHAIIMY TI0 HACTOSAIIEMY H300PETCHHUIO NP JICUCHUU TUIICPTINKCMHUH.

ITpumep 8.

[po¢unakTuka MEKPO- UK MaKPOCOCYUCTHIX OCIOKHCHHIA.

Jleuenne manmeHTOB ¢ qUarHo30M auadeT tumna 2 win npeauader uaruouropom JII1-4, GapmareBTude-
CKOM KOMITO3UIMEN MM KOMOWHAIMEH 10 HACTOSIIEeMy H300pETEeHHIO MPEAOTBPAIIaeT HIH CHIDKAeT PUCK pas-
BUTHSI MUKPOCOCYAUCTHIX OCIIOKHEHUH (HanmpuMmep, AnabeTHIecKo HeBPONaTHH, THa0eTHIECKOW PEeTHHONATHH,
nuabeTnyeckoi HeppomaTuu, AMAOETUIECKON CTOIBI, THA0CTHIECKOH SI3BBI) MU MaKPOCOCYIUCTBIX OCIIOXKHE-
HUH (Hampumep, nHpapKTa MHOKapaa, OCTPOTO KOPOHAPHOTO CHHAPOMA, HECTAOMIILHOW CTEHOKAPIUH, CTAOWITh-
HOW CTEHOKapIWH, HHCYIbTa, OKKIIO3MOHHOTO 3a00JIeBaHus NeprupepuIeckoil apTepruu, KapIHOMUOIIATHH, Cep-
JIEYHONW HEIOCTATOYHOCTH, HAPYUICHUH CEpASYHOT0 PUTMA, BACKYJSIPHOTO pecTeHo3a). JleueHne mammeHTOB ¢
JIUaTHO30M JHa0eT THIa 2 WK mpeauadeT (papMaeBTHICCKONH KOMIIO3UITUCH HITH KOMOWHAIIMCH O HACTOSIIIC-
My M300pETCHHIO TPOBOIMIN B TEUCHUE MPOIODKUTEIHHOTO MIEPHUOIa BPEMEHH, HATIPUMED, B TeucHue 1-6 Jer,
U CPaBHUBAIU C MAIUCHTAMH, KOTOPBIC MPOXOAMIHN KypC JICUYCHUS TPYTUMH MPOTUBOINA0CTUICCKUMHE JIEKapPCT-
BEHHBIMH CpEJICTBAMH WU Iutane0o. J[oka3areiabcTBOM TepameBTHYeCKOW 3(P(EeKTHBHOCTH TO CpPaBHEHUIO C
MAIlMEHTAMH, KOTOPEIC MPOXOIH KypC JICYCHUS APYTHUMH IIPOTHBOAHNA0CTHICCKIMH JICKAPCTBCHHBIMU CPEJICT-
BaMU WM TUTANe00, MOXKET CIYXKHUTh 00Jee HU3KOE YHCIO OJWHOYHBIX MM MHOXKECTBCHHBIX OCIOXHCHUU. B
CIIydae MaKpOCOCYIUCTHIX SBICHUH, THaOETHUECKON CTOIBI W/MIIH JNa0eTHIECKOHN S3BbI, YKa3aHHBIC YHCIA pac-
CUMTHIBAJIM C MCIIOJIF30BAaHUEM aHAMHE3a M Pa3IMIHBIX METO/IOB aHaiu3a. B cioydae muabeTmdeckoi peTHHOMa-
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TUU 3PPEKTHUBHOCTD JICUCHUSI ONMPEICISUTH KOMIIBIOTCPU3NPOBAHHBEIM METOJIOM TIPH OCBEIICHHU U UCCIICIOBa-
HUM TJIa3HOTO JIHA WM APYTUMH O(QTAIBMOJOTHYCCKUME MeToqamu. B cioydae muabeTwyeckoll HEBpOIATHU B
JIOTIONTHEHWE K aHaMHe3y W KIIMHUYECKOMY OOCIIEOBAHHIO OIPENEISIN CKOPOCTh MPOBOAMMOCTH HEpBa C WC-
MOJIF30BAHUEM, HAIPUMEpP, OTKAIHOPOBaHHOTO KaMmepToHa. IIpu amaberndeckoil HedpomaTuu mepen HayajaoM
WCCIICIOBaHMSA, B XOJI€ €r0o MPOBEACHUS M MPHU 3aBEPIICHUH, ONPEICIUIN CIECIYIONINE MapaMeTphl: CEKPELHio
anp0yMUHa, KIMPEHC KpEeaTHHHUHA, KOHIIEHTPAINIO CBIBOPOTOYHOTO KpEeaTHHHUHA, IEPHO]] BPEMEHH 10 YBEIHde-
HUS KOHIICHTPAILMN CBIBOPOTOYHOTO KpEaTWHHHA B JBA pa3a, MEpHUOJl BPEMEHU 0 Pa3BUTHSA COCTOSHUS, TPH
KOTOPOM TpeOyeTCsl TUau3.

ITpumep 9.

Jleuenune MeTabOTMUECKOTO CHHIPOMA.

D¢ pexruBHOCTS MHrHOUTOpa [AI1I1-4, hapmaneBTHYECKOH KOMITO3UIMH MIIM KOMOMHAIMH 110 HACTOAIEMY
M300pPETEHUIO MOXHO OLICHUBATh B XOJI¢ KIIMHUYCCKHUX HCIIBITAHUHA, TPOBOIUMBIX B TCUCHHUEC PA3IUYHBIX TIEPHO-
JIOB BpeMeHHU (HampumMep, oT 12 Hezenb 10 6 J1eT), IO YPOBHIO IJIIOKO3bI HATOIIAK WM MOCIIE pueMa nuiu (Ha-
pUMep, TOCIIe MpUeMa MUIY WIK MPOBEACHUS Harpy3ouHoro tecta ¢ nl TT wiu mocite mprema ornpeeIeHHBIX
MUIIEBBIX MTPOIYKTOB) Wi ypoBHA HbAlc. 3HaUnTENbHOE CHIYKEHNE YKa3aHHBIX YPOBHEH TIIOKO3BI MU YPOB-
Heit HbAlc B Xxozte TpoBeIcHUS WITH TP 3aBEPIIICHUH HCIIBITAHHS 110 CPABHEHHIO C UCXOIHBIM YPOBHEM WIIH 1O
CPaBHEHHIO C TPYTIIOi mane0o WK ¢ TPYMIION MalHeHTOB, KOTOPBIE MPOXOIMIN APYTroi Kype JCUCHHS, CBUC-
TeNbCTBYET 00 3(h(HEeKTHBHOCTH aKTHBHOTO COCIMHEHUS WM KOMOMHAIINY aKTHBHBIX COCIUHECHUH NPH JICUCHIH
METa0OoIIMYECKOT0 CHHAPOMA. [IpuMeps! BKITIOYAIOT CHIDKEHNE CUCTOIMYIECKOTO W/MITN THACTOIHIECKOTO KPOBS-
HOTO JTaBJICHUS, CHIKCHHE YPOBHS TPHUIJIMLIEPHUIOB B IUIa3Me, CHIDKEHHE OOIIEeTo XOJIECTePHHA WIH XOJIeCTePH-
Ha JIITHII, nossimenue xonecrepuna JIIIBII unu cHukeHre Macchl Teja MO0 CPaBHEHUIO C UCXOJHBIM 3HAUCHHU-
€M B HayaJie UCMBITAHUS WIN M0 CPABHCHHIO C TPYMIIOH MAIMEHTOB, MOIYYaBIINX IUIAe00 MU MPOXOIUBIINX
KypcC IpYroro jeueHusl.

Ipumep 10.

TepaneBTuyeckas OTBeTHasI peakuys Ha JieueHne naruouropom JAIT1-4.

O6pa3ipl reHoMHON JIHK KOHKpPETHBIX MAMEeHTOB, MPUHUMABIIUX YYacTHE B KJIMHHYECKOM HCIBITAHUU
(HampuMep, ONMUCAaHHOM B JTAHHOM KOHTEKCTE KIMHUYECKOM HCIbITannu) uHrunoutopa JIII1-4 (Hampumep, iu-
HATJIMIITHHA, KOTOPBII BBOIWIIHN, HAIIpUMEp, IIEPOPATHHO B 03¢ 5 MI' €KeTHEBHO HEOO0sM3aTeIFHO B KOMONHAIINN
¢ ofHUM WiH OoJiee APYTUMH HMPOTUBOINAOETHUSCKUMH areHTaMH), TOIy9aid ¥ TeHOTUITUPOBAIHN IS BBISBIIC-
HUs BapuaHTa(oB) (HampuMep, MOJUMOP(HU3MOB) B OAHOM WM Oojiee TEHOB-KaHIUAATOB, BBHIOPAHHBIX W3
TCF7L2, KCNJ11, PPARG u GLPIR, mpexne Bcero reHotumna pucka TCF7L2, onmucaHHOro B JAHHOM KOHTEK-
CTE, U OICHHUBAJM MO0 OTHOIICHHUIO K OTBETHOM peaKIMy Ka)IOro MAIMEeHTa B XOJC KIIMHHYCCKOTO UCIIBITAHUS
(cm., Hampumep, npumep 21). B3auMocBs3b MeXIy BEPOSITHOCTBIO (HampuMep, MOBBIIIEHHONW, CHIPKEHHON Win
OTCYTCTBUEM BEPOSATHOCTH) OJArOMpPHUSTHOW OTBETHOW peakiuu Ha jeueHue uHruouropom JIII1-4 (mampumep,
OnmarompusATHOTO M3MeHeHust ypoBHS HbAIc) u reHeTHUECKUMH BapwaHTaMH (HAllpuMep, TCHOTUIIAMH PHCKa
TCF7L2) niu 3TaJOHHBIMU MapKepaMU MOXHO OLICHUBATH C UCIIOJE30BAHIEM CTATHICCKOTO aHaJIH3a pe3yIbTa-
TOB TCHOTHITUPOBAHHUS.

Takum 00pa3oM BEpOSTHOCTH OJATONPHATHOW OTBETHON pEakINK MHIUBHUAyyMa B pe3yJibTaTe JCUCHHS
yKa3aHHOTO HHANBHIyyMa HHrHOuTOpoM JI111-4 MO>XHO OIIEHWBATH MPH yKa3aHHOM IeHOTHIIMPOBAaHUH 00pasiia
HYKJICMHOBOW KMCIJIOTHI WHAWBHAYYMa, HAIIPUMED, IPH BBISBICHHH OJHOTO WM 00jiee OJHOHYKICOTHIHBIX I0-
mumop¢usmoB (OHII) B rene TCF7L2, manpumep, omnoro OHII, BeiOpannoro u3 rs7903146, rs12255372 u
rs10885406, vy mpu BRISIBIICHUN COOTBETCTBYIOIIETO TEHOTHUIIA TUKOTO THUMA (CM., Hanpumep, mpumep 21).

Croco0bl TeHOTHUIMPOBAHUS, T.C. BBIIBICHUS TCHCTHYCCKHX BapUAHTOB (HAMpHUMEp, MOIMMOP(U3MOB,
MPEeXJIC BCErO ONMUCAHHBIX B JAHHOM KOHTEKCTE) 00pa3IoB HYKJICHHOBBIX KHCJIOT MAIIMEHTOB U3BECTHHI B JaH-
HOW oOnactu. Hanpumep, MOJIEKYISIPHO-TEHETHYCCKIE CIIOCOOBI BRISIBICHHS OJHOHYKJICOTHIHBIX MOTUMOP(H3-
MOB, Hanpumep, B rene TCF7L2, ocHoBaHbI Ha CEKBEHHUPOBAHUH ['€HOB, MUKPOMATPUYHOM aHAJIM3€ WIHM aHaJIU3e
Metoaom [TLP.

ITpumep 11.

Jleuenne B pe’xuMe MOHOTEPANUH JIMHATIUIITHHOM TIOBBIIIAET TIHKEMHUYECKAN KOHTPOJb M ITOKAa3aTeIn
¢yHKIMM B-KIeTOK pu 1uadere Tuma 2.

O dexTUBHOCTD JIUCHHS B PEKUME MOHOTEpAUy JIMHATIUNTHHOM (JIW, 5 MT ofMiH pa3 B CyT) cpaBHUBA-
mu ¢ iane6o (ITEO) B xome paHIOMU3UPOBAHHOTO HCIIBITAHKS B T€UCHHE 24 HeNledh TBOWHBIM CJICIIBIM METO-
JIOM B TapaJUICIbHBIX TPYMIAX C KOHTPOJEeM Iuianedo B HECKONBKUX MEAWIWHCKUX IIEHTPaX C yYaCTHEM IIalu-
€HTOB, KOTOpBIE paHee HE MPOXOMMIN KypC JICUCHHUS JIEKapCTBEHHBIMHU CpPEICTBAMH (HAMBHBIC MAITUCHTHI) W
paHee MPONUTA Kypc JiedeHHs (JeueHble MAaIMeHThl), C THarHo30M caxapHbiii quabdet tuma 2 (CAT2, ucxomHbiid
ypoBerb HbAlc cocrasisin 4,9%-10,6%). [locne moAroTOBUTENHHOTO MIEPHUOIa B TCUCHUE 2 HENIENb C BBCICHU-
eM 1uiane0o (MPOXOAMBIINE paHEe KypC JICUCHHUS MAMEHTHI HE MPOXOIIIN KypC MEIUKAMEHTO3HOTO JICUCHUS B
TedeHue 4 Heleb J0 TMOATOTOBUTEIBHOTO MEPHO/Ia) MAIIMEHTOB PaHAOMH3UPOBAIU B TPYIIIBI, B KOTOPBIX BBO-
i JIM (n=336) wim [16O (n=167). B rpynisl BKiIOYaaN NanueHToB ¢ aHATOTUYHBIMH UCXOJHBIMU CPETHIMHU
neMorpaduueckumMu TanHeIME (ypoBeHb HbAlc cocramsin 8,0% (cranmaptHoe otkionenue (CO) 0,87), ypo-
BeHb TI0K03bI B ma3me Hatomak (I'TIH) cocraBmsm 166,0 mr/mn (CO 41,1), uanexc maccel Tena (UMT) co-
craBmst 29,05 kr/m” (CO 4,81), Bospact cocraBisin 55,7 et (CO 10,2)). IlepBHYHEIM MapaMeTPOM SIBISIOCH
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U3MeHEeHHEe HCXoaHOTo ypoBHS HbAlc uepes 24 Henenu mocie Hadana JieueHus. [Ipu neyennn JIN nsmeHenue
ypoBHsi HbAlc, ckoppekrupoBanHoe ¢ yuetom I1BO, oTHOCHTENFHO MCXOAHOTO YpoBHsI cocTtaBmio -0,69%
(p<0,0001) mpu HenpepsIBHOM cHIDKeHNH ypoBHI HbA1c B Teuenne Bpemenu ot -0,46% nHa Hepene 6 mo -0,69%
Ha Henene 24 (B oboux ciydasx p<0,0001). Y nmammentoB rpymnmsl JIM BeposSTHOCTh cHUXeHHS ypoBHS HbAlc
20,5% na Hepmene 24 B >4 paza mpesblmana BeposTHOcTs B rpymnne IO (47,1% no cpaBrenuto ¢ 19,0%,
p<0,0001). B ciay4ae manueHTOB ¢ HcXomHbM ypoBHeM HbAlc >7,0% Ha Hemene 24 TpeOyeMoe CHIDKCHHE
ypoeust HbAlc no Bemmunasl <7,0% HabII0AaI0CH y 3HAYUTENHHO OOJBIIETO YHCIIA MAIlHEHTOB, MPOXOMBIINX
Kypc seuenus JIU, mo cpaBHeHmMIO ¢ manueHTaMu, noydaBmmmu 1160 (25,2% mo cpasrenuto ¢ 11,6%, otHO-
meHue mancos 2,9, p=0,0006). s nanueHToB ¢ ucxoaHsMu ypoBHsMHA HbAlc >9,0% naOmonanocs Hanbouee
3Ha4YuTeNbHOE cHIDKeHue ypoBHI HbAlc (-0,86%) mo cpaBHEHUIO C HCXOAHBIM YPOBHEM. YIIyUIICHHE yYPOBHS
I'TIH cocraBmsmno -23,3 mr/mn (p<0,0001) mo cpasaenuto ¢ rpynmoit [T5O. o pe3ynapTaram TecTa Ha TOIEpPaHT-
HOCTP K THIIE Ha Hexene 24 y manueHToB rpynmsl JIM Habmogamocs 6ojiee 3HAYNTEIEHOE CHIKEHHE CKOPPEK-
TUPOBAHHOTO CPEIHEr0 M3MEHEHHs YPOBHS TIIIOKO3HI Yepes3 2 4 mocie npuema mmni (YI'TI) otHocuTensHO Hc-
xoxHoro yposHs (-58,4 mr/mi, p<0,0001) o cpasuenuto ¢ rpynmnoii [1I6O. M3menenus unaekca 'MO-%B (5,02
B rpynne JIU no cpasuenuro ¢ -17,2 B rpynme [16O ((MEn/m)/(MMoib/1))), COOTHOIIEHNS! TIPOUHCYTHH/UHCYIINH
(-0,015 B rpynmne JIU no cpasuenwuto ¢ 0,024 B rpynmne I160) u nnaekca pacnpeneneHus rimokossl (3,05 B rpyn-
ne JIU no cpaBuenuto ¢ -0,68 B rpynmne I160O) cBupeTensecTBYIOT 00 ynydmeHnu cekpenn uHcynuHa (p<0,05)
npu nedennu JIM. Jlons manmeHTOB, Yy KOTOPHIX HAONIONANOCh 1O KpalHEW Mepe OIHO MoOOYHOE AeiHCTBHUE
(IT), cpaBamMa mast obenx rpym (52,4% B rpynme JIU, 58,7% B rpynmne I150). 'unormukemust HabIr0Ka1aCh
penko, y 1 marmenTa B kaxnoil u3 rpymm. Cepbesnsie [1/] Habmromanmcek B o6enx rpymmax (3,0% B rpymme JIN,
4,2% B rpymnme I150O), HO HU OAWH W3 YKA3aHHBIX YIU30J0B HE OBUI CBA3aH C JIEKAPCTBEHHBIM CPEICTBOM. Mu-
HUMaJIbHbIE YpoBHU JIM y MalMeHToB ¢ MOYEYHOM HEJOCTATOYHOCTHIO JIETKOW U CpeHEN CTETIEHU TSKECTH CO-
MOCTaBUMBI C MUHIMAaJIBHBIMH YPOBHSAMH Y TIAIIMEHTOB C HOPMANbHOW OYEYHON (PYHKIIUEH.

3axioueHNe: TPU JICUYCHUH B PEKUME MOHOTEPAITNH JIMHATIUIITHHOM HaOJromaeTcs 3HaYMTEIbHOE, KITH-
HUYECKN 3HaYMMOE M CTaOWIBHOE yNyYIIeHHE TIMKEMHUYECKOTO KOHTPOJIS, O YeM CBHJCTEIBCTBYET M3MEHEHHUE
yposueii ['TIH u HbA lc, conpoBoxnarommeecs: yirydmenneM GyHKIUN [-KIeTOK. JIMHArIunTuH sBisiercs 0e30-
MacHBIM U XapaKTepU3yeTcs I0OCTATOYHO BHICOKOI NMEPEHOCHMOCTEIO, IPU 3TOM HE BBI3BIBACT KJIMHUYECKU 3HA-
YHMBIX M3MEHEHUI Macchl Tella WM OKPYKHOCTH TaJuu. MuHMManbHble YpoBHU JIM y manmeHToB ¢ moyeyHoH
HEJIOCTATOYHOCTBIO JIETKOH M CPEIHEH CTENEeHH TSDKECTH CONOCTaBUMBI C MUHUMAaNbHEIMU ypoBHsimMu JIU y ma-
IIUEHTOB C HOPMAJIBHOHN TMOYe4HOH (DyHKIMEH, 9TO MONTBEP)KAAET OTCYTCTBHE HEOOXOIMMOCTH ONTHMH3ALUH
JIO3BI JJIsl TTAIIMEHTOB C HAPYIICHHON IMOYeuHOH (QyHKIMEH.

ITpumep 12.

OddexTuBHOCTD M 6€30MACHOCTD JIMHATIUIITHHA TIPA HEaJeKBATHOM KOHTpOJIC MuadeTa THIa 2 B XOJIe Jie-
YEHHS B PEKUME MOHOTEPAITNH MET(HOPMUHOM.

OddexTuBHOCTD M Oe30macHOCTh TUHAruNTHHA (JIM) B KadecTBe MOMOJHUTEILHOTO JICUCHUS K JICICHUIO
MeThopmuaoM (MET) manueHToB ¢ runiepriimkeMueit u caxapasiM quaderom tumna 2 (CIT2) ¢ HemocTaTOYHBIM
TIIMKeMUYecKkuM KoHTpoiieM (ypoBeHb HbAlc cocraBmsun ot >7,0% mo <10,0% misi manueHTOB, MPOIICIIINX
paHee Kypc JIe4eHHs TOJBKO MET(OPMUHOM, WU OT >6,5 no <9,0% a1 mauneHToB, NPOLISANINX paHee Kype
JICYSHUSI TOTIOTHUTEIFHBIMH TIEPOPATEHBIMHU THIIOTIMKEMUYECKUMH JIEKapCTBEHHBIMHU CPEICTBaMH), OIICHUBAIIH
B XOZI€ PaHIOMH3MPOBAHHOTO WCTBITAHUS B Te€UECHUE 24-HeAenb NTBOWHBIM CJETIBIM METOJOM B IapajuIeIbHBIX
TpyImnax ¢ KOHTPOJIEM IuTane0bo B HECKOJIBKUX MEIMIUHCKUX IeHTpax. CyObeKThl, BKIIOUCHHBIE B IPYIIIBI 00-
CJIC/IOBAHUSI, MPEPHIBAIM MPEbLAyIIee TPOTHBOINA0ETHUCCKOE MEIUKAMEHTO3HOE JIeUeHHE HE MET(POPMHUHOM
(21500 mr/cyT) 3a 6 Henmeb (BKITIOYAs MOATOTOBUTEILHBIN Mepro/] ¢ BBeAeHueM miaredo (MbO) B mocneanme 2
HeJeNN) Tepe] paHaoMH3anuell B rpymnmbl, B KoTopbix BBoawmn JIUM (n=524) wimm UBO (n=177). B rpynms
BKJIIOYAITM CYOBEKTOB C aHAJIOTUYHBIMHM MCXOAHBIMHU CPEAHUMH ITapaMeTpaMy U JIeMOTpadUuecKUMHU JaHHBIMH
(yposenr HbAlc cocrarmsn 8,1%, yposens I'TIH coctaBmsin 168,8 mr/mi, Bo3pacT cocraBisn 56,5 ner, UMT
coctaBmsi1 29,9 kr/m’). [lepBHUHBIM TTAPAaMETPOM SIBJISIOCH H3MEHEHHE MCXOAHOro ypoBHs HbAlc uepes 24
HEZeNW TIoCie Hadaia JICUeHUs, KOTOPOe OIICHWBAIM METOJoM KoBapuaHTHOTro aHammza (ANCOVA), ckoppek-
TUPOBAHHOE C YYETOM HCXOAHOTO ypoBHSI HbAlC M mpeamecTByIOmero npoTHBOIHabeTHIECKOT0 MeIKaMeH-
TO3HOTO JeueHus. Yepes 24 Henmenu mociie Havaja JICYCHNS CKOPPEKTHPOBAHHOE CPEAHEE pa3Indie MEXIY Jie-
yeaneM JIM+AMET u IIBO+MET cocrasmio -0,64% (p<0,0001), mpuyem HamrydImnue pe3yibTaTsl O W3MEHe-
Huto ypoBHs HbAlc (%) nabnronanuce B rpynmne JIM+MET. ¥V nanuenToB ¢ ucxoausiM ypoBaeM HbAlc >7,0%,
xotopsiM BBoIMIH JIN+MET, ckopee Bcero Habmozaanock yiyumenue ypoHs HbAlc <7,0% 1o cpaBHeHUIO C
narueHTamMu, kotopbiM BBoamwiu [IBO+MET (26,2% 1o cpaBHeHuio ¢ 9,2%, cOOTBETCTBEHHO, OTHOIIIEHHUE IIIaH-
coB 4,4, p=0,0001). Ha nenene 24 B rpynmne, B koropoii BBoawm JIN+-MET, Habnromganoch 6oyiee 3HAYNTEIBHOE
cHmkenne cpennero yposus ['TIH oTHocuTenbHO ricxomuoro ypoBHA (-21,1 mr/mr, p<0,0001) mo cpaBHEHUIO C
rpynmnoii, B kotopoii BBogunu IIBO+MET. IIpu 3aBepiueHun UCIBITAHUN, IO JAaHHBIM TECTOB Ha TOJIEPAHTHOCTh
K MUIIe, B TPYIIE MalMeHTOB, KOoTopble nmpoxomamwmn Kypce jedenus: JIM+MET, nabmronmanock 3Ha4YMTEIHHO
oonemee (p<0,0001) cpemnee cHikenue YI'TI uepe3 2 4 OTHOCHTEIBHO UCXOMHOTO YpoBHS (-67,1 mr/mm) mo
cpasaenuro ¢ rpynmnoi [IBO+MET. Jlons nmanueHToB, Y KOTOPBIX HAOJIIONAJIOCh MO KpalHeld Mepe 0JHO T0004-
Hoe nefictue (I1/1), cpapanma B rpymmax JIM+MET u ITBO+MET (52,8% u 55,4%, cooTBeTcTBeHHO). ['Hror-

-48 -



042990

nukeMust HaOmomanack penko, y 5 mammentroB B rpymnme [IBO+MET (2,8%) m y 3 manmeHToB B rpymime
JIN+MET (0,6%), mpudem Bo Bcex cirydasx HaOJIIOaINCh ATN30.IbI JIETKOH cTeneHn TsokecTd. Yepes 24 nenenu
B JIBYX TPYNIax JICYCHUS HAOIIOAIOCh aHAIOTHYHOE N3MEHEHHE MAcCHI TeJla OTHOCHTEIBHO HCXOJHOTO YPOBHS
(-0,5 kr B rpynme [IBO+MET, -0,4 kr B rpynme JIN+MET).

B 3axmoueHnn ciiegyeT OTMETHTh, YTO JIMHATIMIITHH B J103€ 5 MT OJWH pa3 B CYT B Ka4ECTBE JIOTIOJHU-
TEJBHOTO JICUEHUS MAlleHTOB C HeaZeKBaTHBIM KoHTposieM CT2 npu nedeHnn MeTGOPMIHOM XapaKTepH3yeT-
CSl TIOCTATOYHO BBICOKOH MEPEHOCHMOCTBIO U O0ECTICYNBACT 3HAUYNUTEIBHBIC M KIMHHYSCKH 3HAYNMEBIC YIIydIIe-
HUS TJIMKEMUYECKOTO KOHTpOoJs (cHmkeHue ypoBHedt HbAlc, I'TIH u YI'TI uepe3 2 4 6e3 yBeNIWICHHS] MacChl
Tena). JIMHArIMNTHH B KayecTBE JOMOJIHUTEIBHOTO JICUeHHs K JieueHHIo MeThopmuHOoM marueHToB ¢ CAT2 u
HEJIOCTATOYHBIM TNIMKEMUYECKUM KOHTPOJIEM XapaKTepU3yeTcsl JOCTaTOYHO BBHICOKOW MEPEHOCHMOCTBIO U CPaB-
HUMOM ¢ TUIarne00 4acToTol MOOOYHBIX JICHCTBUI.

Ipumep 13.

JIMHarmMOTHH yaydiiaeT TIMKEMHYECKHH KOHTPOJIb y IAIlMEHTOB C HeaJeKBATHBIM KOHTpOJIEM Juadera
TUIA 2 B XOJ€ JICYCHUs] MET(POPMUHOM M CYJIb(OHMIMOUYEBUHOW O€3 yBEIMUEHHUs] MACCHl Tejla WM Pa3BUTHUS
THITOTIINKEMHUH.

OddexTuBHOCTD M O6e30macHOCTh mHrHOUTOpa JIII1-4, nmuuarmuntuHa (JIM, 5 Mr oguH pa3 B CyT), KOTO-
pBIiA BBOAMIIHN TarueHTaM ¢ quarno3oM CJIT2 u HeqocTaTOYHBIM TIMKEMHYECKAM KOHTpoJieM (ypoBeHs HbAlc
cocrasmsn 7,0-10,0%) mpu komObunupoBaHHOM JedeHnu MeThopmuaoMm (MET) u cynsdormnmmouesnnoit (CM),
OIICHUBAJIA B XOJI¢ PaHIOMH3UPOBAHHOTO HCIIBITAaHHUS B T€YeHHE 24 HEAeTbh TBOWHBIM CJIETBIM METOJOM B Ia-
PAUIENBHBIX TPYMIAaX ¢ KOHTPOJEM Iaredo B HECKOJIbKUX METUITMHCKUX IeHTpax. D dekrnBHOCTh JIN B Ka-
YecTBE JOMOJHUTEIBHOTO JieueHus: cpaBHuBay ¢ mianedo (ITBO). Bee mamuenTs! B TeueHne 2 Henelb Iepen
paunommsanueid B rpynnsl JIU+MET+CM (n=793) mwiu [IBO+MET+CM (n=256) npoxoauix HOATOTOBUTEb-
HBII1 TIEpHOJ ¢ BBEJCHUEM ILIane0o0. B rpynmbl BKiIIOYaIM MalMEHTOB ¢ aHAJOTHYHBIMU HCXOJHBIMU CPEIHUMH
napameTpamu: yposenb HbAlc cocrasisur 8,14% (CO 0,8), yposens I'TIH cocrasmsin 160,1 mr/an (36,6), Bo3-
pact cocrasisin 58,1 ner (9,8), UMT cocrasnsn 28,3 Kr/m’ (4,7). BonpmmaCcTBO ManueHTOB (73,3%) cTpananu
ot C/IT2 B TeueHue >5 neT A0 BKIIOYCHHS B TPYIIIBI UCIIBITAHUA. [IepBUIHBIM TTapaMeTPOM SIBISIIOCH U3MEHE-
HUe ucxoaHoro ypoBas HbAlc uepes 24 Henenu mocie Hadana JISYSHHsI, CKOPPEKTUPOBAHHOE C YIETOM HCXOJI-
Horo ypoBHs1 HbAlc. Yepes 24 Henmenu jeueHus cpeaHee n3menenne yposas HbAlc B rpynme JIN+MET+CM
cocraBmiio Ha -0,62% mmxe (p<0,0001) mo cpaBHenuto ¢ rpynmoii [IBO+MET+CM. MakcuManbHOEe CHIKCHHE
cpenuero yposus HbAlc (-0,84%) B rpynme JIN+MET+CM nabmonanocs Ha Henene 12. Y manueHTOB ¢ Hc-
xoxubsiM ypoBHeM HbAlc >7,0% BeposTHOCTh TpeOyemoro cHmxeHus ypoBHs HbAlc no Benmumusl <7,0% Ha
Henene 24 B rpymmne JINLHMET+CM (29,2%) B >5 pa3 mpesbimana BepostHocTs B rpymmne [IBO+MET+CM
(8,1%, oTHOmEHME mIaHcOB 5,5, p<0,0001). Ha nemene 24 mexny rpynmamu JIM+MET+CM u IIBO+MET+CM
Habmonanoch cratuctuaecky 3HaunMoe (p<0,0001) cKoppeKTUpOBaHHOE CpeHEe Pa3Indne N3MEHEHUS YPOBHSA
I'TIH (-12,7 Mr/am) oTHOCHTENHHO MCXOAHOTO ypoBHA. [lokazaTenmm, oTHocsAmmecs K QYHKINH [-KIETOK (co-
JepKaHre WHCYJIHMHA B Ta3Me Hatomak u [MO-%B), mapsany ¢ TMO-PU, 3nauntensro (p<0,05) ymydmanmichk
B rpynne JIN+MET+CM no cpaBrenuro ¢ rpynnoil [IBO+MET+CM. Jlons manuueHToB, y KOTOPBIX PETHCTPHU-
poBaimn cepre3sHoe mobOouHoe peiictBue (I1[1), HesHaumtenpHa mnst obeux rpymn JIMAMET+CM nu
INBO+MET+CM (2,4% no cpaBrenuto ¢ 1,5%, coorBercTBerHo0). HanbGonee pacnpocrpanenssM 1], kotopoe
6osiee gacto peructpupoBanu B rpynne JIN+HMET+CM no cpasHenuto ¢ rpynmnoi [IBO+MET+CM, sBnsuiach
runornukemus (22,7% mno cpaBHeHuto ¢ 14,8%, cOOTBEeTCTBEHHO). MOKHO TPEANIONOKUTD, uTo Takue [1/] 00y-
CIIOBJICHBI BBeneHHEeM KoMOmHaruu ¢ CM. 3HaunWTeNbHBIX W3MEHEHHH Macchl Tejla He OTMEYEHO HH B OJHOMN
TpyIIe JIeYeHUs. 3aKIIOUeHHE: JICUCHNE JTNHATIAIITHHOM B JIOMOJHEHNE K KOMOMHUPOBAHHOMY JICUCHHIO MET-
hopMHHOM H CyTH()OHMIMOYEBHHOHN SBIISETCS dPPEKTUBHBIM U 0€30MaCHBIM TTPH 00ECTIeYCHUH 3HAYUTEIBHBIX
W KIMHAYECKUX 3HAYUMBIX YIYUIICHHH TIMKEMHYECKOT0 KOHTPOIS y mamueHToB ¢ auarHozom CJT2. JIunar-
JIUNTHH MOXET 00eCTICYUTh TOTIOJIHUTEIHHOE TePAeBTHIECKOe IeHCTBHE Nepe JICUeHHEeM HHCYIMHOM Ha MHO-
TUX MAaIMEHTOB C HEJOCTATOYHBIM KOHTPOJEM TIMKEMHUH B XOZ€ JCUCHHS KoMOWHanued MeTGopMuHa U CyJIb-
(oHMIIMOUEBHHEL. BBUIO yCTaHOBJIEHO, YTO JIMHATTUNTHH XapaKTepH3YeTCsl OJaronmpusSTHBIM IpoduieM 0e30-
MAacHOCTH ¥ NepeHOCcUMOCTH. OHAKO TPH WCIIONb30BAHHUHU JIMHATIIMIITHHA B KAYECTBE JIOTIOJIHUTEIHHOTO JIeue-
HUS K IIPEABAPHUTEIHLHO MPOBOAUMOMY KYpPCY JICUEHHS CYJIH(OHMIMOUYECBUHON BOZMOXKHO Pa3BUTHE THITOTIINKE-
MUH.

ITpumep 14.

D¢ hexTHBHOCTh N 6E30MACHOCTh MCXOIHOTO KOMOMHMPOBAHHOTO JICUCHHMS JIMHATITUIITHHOM U TTHOTJIUTA-
30HOM MANKEHTOB C HEaIeKBaTHBIM KOHTPOJIEM AnadeTra Tuma 2.

DddexTuBHOCTD U 06€30MACHOCTh UCXOAHOTO KOMOMHHPOBAHHOTO JiedueHUsT maruouropoM JIII1-4, muHar-
muntuaoM (JIN), u muornurazonom (ITNMO) oneHnBany B X01e paHAOMU3HPOBAHHOTO HCTIBITAHMSI B TeueHue 24
HeJleIb ABOHHBIM CJICTIHIM METOIOM B MapajUIeNIbHBIX TPYIIaxX ¢ KOHTPOJIEM IDIaned0 B HECKOIBKUX MEIUITIH-
CKHX meHTpax. [lanuenToB ¢ muarao3om caxapubeiit nuadet tumna 2 (CT2) u HETOCTATOYHBIM TIMKEMUIECKUM
koHTposueM (ypoBenb HbAlc cocrasmsin 7,5%-11,0%), T.e. HAaUBHBIX MAIIEHTOB WM MALMEHTOB, KOTOPBIE MPO-
IIJIM paHee Kypc JIeueHHs JTF0OBIM NEepOpaIbHBIM THITOTIIMKEMUYECKUM JiekapcTBeHHBIM cpeacteoM (IITJIC, me-
YeHbIE MALUEHTHI), PAHJOMU3UPOBAIN B IPynmsl, B KoTopeIX BBoawx 5 mr JIM+30 mr ITMO ogun pa3 B cyt
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(n=259) wmu 30 mr [TMO+mnane6o (I1I6O) oxun pa3 B cyt (n=130). [lepen panmoMusanueil TanueHTH HE MPH-
HuMmany Hukakux IITJIC B TeueHue no kpaiiHeil mepe 6 Henens. B rpynmel BKItO4aay NalMEHTOB C AHAJIOTHY-
HBIMH HCXOIHBIMH cpegHnMHU mapamerpamu (ypoBeHb HbAlc cocraBmsan 8,6%, yposens I'TIH coctaBisin
190 mr/am, Bospact coctasms 57,5 mer, AMT cocrasimsur 29,0 kr/m”). [IepBHYHBIM TapaMeTpoM SBISUIOCH H3-
MEHeHHUe UCXOAHOTO ypoBHS HbAlc depe3 24 Hemenu mociie Hadasa JICYCHUs, CKOPPEKTHPOBAHHOE C YIETOM
nucxoaHoro ypoBus HbAlc n mpeamecTByonero mpoTHBOINA0ETHUECKOTO METUKaMEHTO3HOTO JieueHus. Yepes
24 Henmenw TOCIe Hadaja JIedeHUs] CKOPPEKTHPOBAHHOE cpeiHee u3MeHeHune ypoBHsI HbAlc y manueHToB TpyIi-
el JIMHIIMO (Habop mMaHHBIX IJIS TTOJIHOTO aHaIM3a, EPEHOC MOCIEAHNX 3HAYCHUH M3MEPEHHUs BIEpPEI) CO-
craisuio -1,06% (cranmapthas ommbOka +0,06). Pasmmune ckoppekTtupoBaHHOTO cpexHero ypoBHs HbAlc B
rpymre JIU+ITMO no cpaBuennto ¢ rpymmoi ITBO+ITMO cocrasmsio -0,51% (p<0,0001, 95% noseputenbHbIH
unrepsai (JA1): -0,71, -0,30). B rpynne JIN+IIMO nabaronanock Takxke 0oJiee 3HAUNTEIBHOE CHI)KEHHE YPOBHS
I'TIH mo cpaBuenuto c¢ rpymmoii [IBO+IIMO, npu sTom Ha Hexene 24 pasmuuue coctaBisuio -14,2 mr/mn
(p<0,0001, 95% AU: -21,1, -7,3). ¥ nauuenror B rpymme JIM+IINO ckopee Bcero JOCTHraliochk Tpedyemoe
camxenue ypoas HbAlc no BenmmunHbl <7% mo cpaBHeHMIO ¢ marueHTamu rpynmsl [IBO+ITMO (42,9% mo
cpaBHeHHIO ¢ 30,5%, COOTBETCTBEHHO, OTHOIICHUE IiancoB 2,1, p=0,0051), a Takxke cHkeHune ypoBHs HbAlc
>0,5% (75% mo cpaBuenuro ¢ 50,8%, COOTBETCTBEHHO, OTHOIICHHUE IaHCOB 3,8, p<0,001). J{ons manueHTOB, y
KOTOpBIX HAOIIONAIOCh MO KpaiiHedl Mepe oxHo mobounoe neiictBue (I1/1), cpaBHMMa B o0emx Tpymmax
JIN+ITNO u ITBO+ITNO (136, 52,5% mo cpaBHeHuto ¢ 53,1%, cooTBeTCTBeHHO). [ MrmormnkeMus Hab0qa1aCh
penko, v 3 manuenTtoB (1,2%) B rpynme JIU+IIMO u Hr omHOTO 3mm304a B rpymie [IBO+ITMO. Bee smu3ons
THIOTIINKEMHH XapaKTEPH30BAINCH JIETKON CTENICHBIO TSHKECTH.

3axioYeHre: NCXOIHOE KOMOMHUPOBAHHOE JICYICHNE JTMHATINIITHHOM U MTHOTJINTA30HOM XapaKTepU3yeTcs
3HAYMTENBHBIMU U KIMHUYECKH 3HAUUMbIMU yayurmenusimu ypoaei ['TIH u HbAlc o cpaBHEHUIO ¢ edeHnEM
[MNO B otaenpHOCTH HapsLy ¢ OoJiee 3HAYMTENBHBIM YiTydlleHHeM (QyHKIMH [B-Ki1eTok. COBMECTHOE BBEJICHHE
JUHATJIMOTHHA W THOTIUTAa30Ha XapaKTepu3yeTcss 0€30MacHOCTRI0 M JOCTATOYHO BBICOKOW HEPEHOCHMOCTBIO.
KoMOuHUpOBaHHOE JICUCHHE JTUHATIANTHHOM U MHOTJIMTA30HOM MOJXKET OKa3bIBaTh BaXKHOC CHHEPTETHUCCKOE
JICUueHNE Ha MaIueHToB ¢ quarao3oM C/IT2 ¢ HealeKBaTHBIM TIIMKEMHYECKUM KOHTPOJIEM WM MAIIMEHTOB C T10-
YEeYHOH HEeJI0CTATOYHOCTHIO, KOTOPBIM IIPOTHBOIIOKA3aHO JICYEHHE MET(YOPMUHOM.

ITpumep 15.

Jleuenue B pe:xuMe MOHOTEPANTUH JTHMHATIUIITHHOM B TeUeHHE 12 HEleNb YIydlaeT MIMKEeMAYSCKUNA KOH-
TPOJIb y MAIIMEHTOB SMOHCKOTO MPOUCXOKACHHUS C TUATHO30M CaxapHBIN nuadet Tuma 2.

OddexTuBHOCTD M O6e30macHOoCTh HHrHONTOpa JII1-4, muaarmunTuHa (JIM), onleHuBaan B X01e paHI0MU-
3UPOBAHHOT'O WCTBITAHUS B Te€UYeHHE 12 HeAenh ABOMHBIM CIEHBIM METOJOM B MapaUIeIbHBIX TPYyMIax ¢ KOH-
TpoJieM Mianedo B HECKOJIbKUX MEIUITMHCKUX IeHTpax. D(DPEeKTUBHOCTD JIedeHUS B pexume MoHoTeparuu JIN
(5 mr omuH pa3 B cyT u 10 Mr oauH pa3 B cyT) cpaBHUBaIHN ¢ Tuiane6o (ITBO) ¢ ygacTneM HaWBHBIX MAIIMEHTOB
SATTOHCKOTO TIPOUCXOXKJICHHUS WIH MAIlMEHTOB AMIOHCKOTO MPOHMCXOXKICHHS, KOTOPHIE MPOMIUIN paHee Kypc Jede-
HUS (JIEYCHBIE TMAIMEHTHI), C MUarHo3oM caxapubiii auaber 2 (CIT2, ucxomusiii ypoBeHb HbAlc coctaBis
7,0%-10,0% y HauBHBIX manueHToB U 7,0%-9,0% y neuyensix nanuentos). [lepen pangoMusaiueil B rpynmnsl, B
koTopbix BBoawM JIU B no3e 5 mr (n=159) mwim 10 mr (n=160), wu [16O (n=80), Bce mammeHTs MPOXOIUIN
MOJIrOTOBUTEIBHBIN MepHO B TeUeHUe 2 Henenb ¢ BBeAcHueM 1150 (marueHTsl, IpOXOIUBIIAE KypC JICUCHUS
MEPOPANTBEHBIM THITOTITMKEMHYCCKIM JICKAPCTBCHHBIM CPEACTBOM, HE NMPUHUMATH JICKAPCTBEHHOE CPEICTBO B
TEYeHHUE 2 HeAeNb IO MOArOTOBUTEIHHOTO MEePHOAa). B rpymibl BKIIOYATH MAIMCHTOB C aHAJTOTHYHBIME CPEI-
HUMHW HUCXOJHBIMH TapaMeTpaMH W JeMorpaduyeckuMu JaHHBIMH (B ckoOkax ykazaHo CO) (ypoenp HbAlc
coctaisin 8,0% (0,68), yposens I'TIH cocraBmsin 163,5 mr/mr (32,4), UMT cocrassin 24,97 /M’ (3,86), BO3-
pact coctaBisun 60,0 et (9,7)). [lepBUdHBIM TapaMeTpOM SBISUIOCH H3MeHeHHe ypoBHS HbAlc oTHOcHTEIHHO
MCXOAHOTO ypoBHs yepe3 12 menmenb. Ha Hemene 12 pa3nuyane CKOPPEKTUPOBAHHBIX CPESTHUX U3MEHEHUH YPOBHS
HbAlc otHOCHTENBHO MCXOMHOTO YpoBHA mpH Jieuenuu JIM B nosze 5 mr cocrasmiio -0,87% mo cpaBHEHHIO ¢
rpymmoii [TBO (p<0,0001), a mpu newenun JIM B mo3e 10 mr cocraBmio -0,88% 1o cpaBHenuro ¢ rpymmnoi [16O
(p<0,0001). Jlons mammeHTOB, Y KOTOpBIX 4Yepe3 12 Henenb ypoBenb HbAlc mocruran Bemmumnsl <7,0%, co-
ctasisina 26,4% npu neuenuu JIN B nose 5 mr u 35,7% npu neuenun JIU B go3e 10 mr no cpasrenuto ¢ 10,0%
npu BBegeHuu [150. [lons naunenTtos, y koTopsix ypoBeHb HbAlc cansmiics mo kpaiineit mepe Ha 0,5%, cocra-
Buna 57,2% npu aeuenuu JINU B goze 5 mr, 59,9% npu neuernnn JIN B noze 10 mr u 8,8% npu BBeaenuu I1150.
Ipu BBenennu JIU B 00eux no3ax, 5 mr u 10 mMr, HaOIOJAIOCH CTATHCTHYCCKU 3HAYMMOC Pa3IyHe 10 CpaBHE-
auro ¢ [15O (p<0,0001). Yposens ['TIH 3nauntensHo cHuxancs npu Jieuenuu JIU B o6eux no3ax, 5 mr u 10 mr,
o cpaBHeHuio ¢ I16O: depe3 12 Hemenb pasiauune CKOPPEKTUPOBAHHBIX CPEIHUX M3MEHEHUH OTHOCHUTEIBHO
HCXOIHOT'O YPOBHS cOCTABISLIO -19,7 Mr/mn nipu nedennu JIW B mo3e 5 mr mo cpasaennto ¢ [TBO (p<0,0001) u -
20,4 mr/mn ipu tedennu JIW B mo3e 10 mr o cpaBaenuto ¢ [T6O (p<0,0001). M3mMeHeHHsS] COOTHOIIICHHS POHH-
cynmua/uHCYuH (B rpynme 5 mr JIM p=0,0065, B rpymme 10 mr JIK p=0,0004) cBHIeTeIbCTBYIOT O TOM, uTo JIN
TakKe 3HAYUTEIHHO YIYUIIaeT CEKPEIHNI0 WHCYIHHA. J[0JIs MarMeHToB, y KOTOPBIX HAOIIOJAIOCh 10 KpaiHeH
Mmepe oxHo nobouHoe neiicteue (I1/1), cpaBHuMa B Tpex rpymmax (56,0% B rpynme neyenust JIU B nose 5 wr,
53,1% B rpynme neuenus JIM B noze 10 mr u 56,3% B rpynne UBO). 9,4%, 8,8% u 10,0% I1/1, cooTBeTCTBEHHO,
OBUTH BBI3BaHBI JICKAPCTBCHHBIM CPEACTBOM. DIHU30/1bI TUIIOTIMKEMUH TI0 JAHHBIM HCCIICIOBATEIS HE HAOIIOAa-
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mck. Macca tena mpu neuenunn JIM B o6enx mo3ax, 5 mr u 10Mr, He H3MEHsUIACh: U3MEHEHUS cocTaBisui -0,39
Kr U -0,06 KI, COOTBETCTBEHHO, T.€. HE3HAUUTEIHHO OTIMYAIUCh OT M3MEHEHHs Macchl npu BBeneHuun MBO
(-0,04 xr).

3axioYeHNE: JMHATINITHH XapaKTepu3yeTcsl 3HAYUTENBHBIM M KIMHUYECKH 3HAYWMBIM yIydIIeHHUEM
TJIMKEMHYECKOTO KOHTPOJISI, 0 9YeM CBHIETENBCTBYIOT M3MeHeHus ypoBHed HbAlc u I'TIH y manuweHToB smoH-
ckoro npoucxoxaeHus ¢ auardozom CAT2. O6e mo3bl TMHATIUNTAHA, 5 Mr 1 10 MT, XapakTepu3yroTcs aHajlo-
TUIHOHN 3¢ (HEKTHUBHOCTBIO MPHU CHIKEHUH ypoBHS HbAIc ¥ TOCTaTOYHO BBICOKOW MEPEHOCHMOCTBIO I YKa-
3aHHOM nomyssiuuy. Jlo3a JMHArIMOTHHA, paBHas 5 MT, SBISIETCS TEPAeBTUUECKOM 10301 AJIS ALUEHTOB SAIOH-
CKOT'0 MTPOUCXOKACHUS M COBITAJACT C TEPANCBTHYCCKON O30 Il OEIBIX MAIlMEHTOB (€BPOIICHIICB).

ITpumep 16.

Jleuenue B pexuMe MOHOTEpAINH JIMHATIANTHHOM oOecrieurnBaeT 0ojee 3(h(HEeKTUBHBINA TITHKEMUYCCKUI
KOHTPOJIb Y MAIUCHTOB SIIOHCKOTO IIPOUCXOXKICHHS C TUATHO30M JHA0ET THIIA 2 TI0 CPAaBHEHHIO C BOTJIHO0301.

DddexruBHOCTS M Oe30macHOCTh nHTHOUTOpa JI1I1-4, nuunarnuntuna (JIN), cpaBHUBaIM ¢ MHTHOUTOPOM
O-TIIIOKO3H1a3b1, Born0030# (BB), B X01e paHIOMHU3MPOBAHHOTO HCIIBITAHHUS B TeueHWE 26 HEAelb TBOWHBIM
CJICTIBIM METOJIOM B MAapaJUICIBbHBIX TPYINAX ¢ BBEJICHUEM aKTHBHOTO aréHTa B HECKOJBKUX MEIUITMHCKUX IICH-
Tpax ¢ y4acTHEM HAUBHBIX MAIIMEHTOB STIOHCKOTO MPOMCXOXIEHHS, KOTOPhIe HE MPOXOAMIN paHee Kypc jede-
HUS JIEKapCTBEHHBIMU CPEIICTBAMH, WM TAIIMEHTOB SIIOHCKOTO MPOUCXOXKICHNUS, KOTOPBIE paHee MPOILIH Kype
JiedeHus (JIedeHble MAaIUeHThI), ¢ qUarHo3oM caxapueiid aquader tuma 2 (CAT2, ucxomusiii ypoBenb HbAlc co-
craisn 7,0%-10,0% y nauBHBIX manmueHToB U 7,0%-9,0% y mammeHToB, KOTOpPHIE paHee MPHHUMAIH JIF000e
TepopalibHOE THUTIOTIUKeMudeckoe JiekapcTtBeHHoe cpenctBo (IIIJIC)). Uepes 2 Hemenu MOATOTOBUTEIHHOTO
nepuoaa ¢ BBeneHueMm [1BO manueHTOB paHAOMHU3UPOBAIN B TPYIILI, B KOTOPHIX BBoawM JIM B mo3e 5 mr
(n=159) unmu 10 mr (n=160) ogun pa3 B cyt, unu sBoawin Bb (0,2 mr tpu pasza B cyt, n=162). 3a 2 Hegenu a0
MOJTOTOBUTEIFHOTO TIEPUOa MpeKpaniany odoe mnpeamiectsyromee seuenue [ITJIC. B rpynmer Brimovanu
MAIIMCHTOB C AaHAJOTUYHBIMH MCXOJHBIMH CPEIHUMH ITapaMeTpaMu U AeMOrpaguIecKIMU JaHHBIMHE (B CKOOKax
ykazano CO) (yposens HbAlc cocrasmsn 8,01% (0,68), yposens I'TIH cocrasmsut 163,5 mr/mn (32,4), UMT
cocraBistt 24,97 xr/m (3,86), Bo3pact cocrarisin 60,0 net (9,7)). [lepBUYHBIM MapaMeTpOM SBISIIOCH U3MCHEHUE
ypoBHsI HbAlc oTHOCHTENBEHO MCXOHOTO YpOBHS 4epe3 26 Henenb. Ha Hexerne 26 pasnuune CKOPPEKTHPOBaH-
HBIX cpefHuX m3MeHeHui ypoBHsI HbAlc cocrasmiio -0,32% npu neuennu JIN B go3e 5 Mr 1o cpaBHEHHIO C Jie-
yeaneM Bb (p=0,0003) u -0,39% mnpu neuernnu JIN B no3ze 10 mr mo cpaBuenuto c¢ nedenuem BB (p<0,0001).
Jlons manueHToB, y KOTOPBIX uepe3 26 Henmens ypoBeHb HbAlc mocturan <7,0%, cocraBmna 30,2% mpu nede-
uun JIU B moze 5 mr u 34,4% npu neuennn JIW B no3e 10 Mr mo cpaBHernuto ¢ 22,2% npu neuennu Bb. Jlons
MalMeHTOB, Y KOTOPbIX ypoBeHb HbAlc camsmiics >0,5%, cocraBmsina 57,2% u 53,5% npu nevennn JIU B nozax
5 mr u 10 mr o cpaBHeruto ¢ 37,7% npu nedennu Bb. Yposens I'TIH 3HaunTenpHO CHIKANCS mpu jtedernn JIN
B 00enx mo3ax, 5 Mr u 10 Mr, o cpaBHEHUIO ¢ jedeHrneM Bb: paznmune cKoppeKTHPOBaHHBIX CPEIHUX M3MEHE-
HUM OTHOCHUTEJEHO UCXOJHOTO YPOBHS COCTAaBIBLIO -6,9 Mr/mi npu nedenun JIM B 103e 5 Mr 1o CpaBHCHHIO C
neuenneM BB (p=0,02) u -9,8 mr/mn npu nevennu JIU B no3e 10 mr mo cpaBHeHuto ¢ jeucHueM BB (p=0,0015).
Juis o6enx mo3 JIW, 5 mr u 10 Mr, HaOIrOAaI0CH 3HAYUTEIBHOE CHIDKEHUE ypoBHS HbAlc y manueHToB, mpo-
meamux panee Kype jedenust ogaum [1I'JIC, mo cpaBuenuto ¢ Bb (p=0,003 u p=0,0011, cooTBercTBeHHO). Pa3-
BuTHe >1 mo6ounoro neiicreus (I11) cpasammo s Beex rpynm (72,3% mpu newennu JIM B moze 5 mr, 77,5%
npu neuennn JIU B no3e 10 mr u 71,6% npu neuenun BB). 11,3%, 10,6% u 18,5% I1]1, cOOTBETCTBEHHO, OBLTH
CBsI3aHBI C JICKAPCTBCHHBIM CpeAcTBOM. CBs3aHHBIC C JIGKAPCTBEHHBIM CPEICTBOM HAPYIICHUS CO CTOPOHBI XKe-
JyJOYHO-KHUIIEYHOTO TpakTa Hanbosee yacTo Habmonanmucek B rpynme BB (14,2%) mo cpaBHEHHIO ¢ TpyNIaMu
JIA (8,2% mpu moze 5 mr, 8,1% mpu goze 10 mr). B rpynme BB 3aperucrpupoBanu 1 3mu30/1 rHIOTINKEMAH, B
TO BpeMs Kak B rpymmax JIM 3mmu3010B THIOTTHKEMUH HE HAOII01AI0Ch.

3aKiTrovueHHe: JICUCHUE B PEXKIUME MOHOTEPAITUH JIMHATJIUIITHHOM XapakTepusyeTcs: 0ombIren 3 GeKkTHBHO-
CTBIO I10 CpaBHEHMIO ¢ BB mpm ynydmeHnu rimmkeMr4eckoro KOHTPOJIS Y MAlMeHTOB AMOHCKOTO MPOUCXOKIC-
Hus ¢ quarao3om CJIT2. O6e mo3wl muHATMNTHHA, 5 Mr U 10 MT, depe3 26 Henenb XapaKTepU3YIOTCs CpaBHHU-
Mot 3QPEKTUBHOCTHIO M CTATUCTHYCCKH 3HAYUMBIMU CHUKeHUsAMU ypoHed HbAlc u I'TIH oTHOCHTENBHO HC-
XOJIHBIX YPOBHEH 1o cpaBHEeHUIO ¢ BB. JIMHarmunTHH XapakTepu3yeTcs JOCTATOYHO BBEICOKOH MEPEHOCHMOCTHIO
y MAIMEHTOB SMOHCKOTO TpoucxoxaeHus ¢ auarHo3zoM CJIT2 mo cpaBHenuro ¢ BB, mpu 3Tom Habmromaetcs
MeHbinee yucao [1]] Ha skenyJOYHO-KHUIICYHBIA TPAKT U 00CCIICUNBACTCS [ICHHOS TOTIOJHUTEIBHOE TEPATICBTH-
YecKoe JCHUCTBUE K KypcaM JICUCHHS, TPOBOJAMMBIM B YKa3aHHOW MOMyJsuy. J[03a IMHATIMIITHHA, pPaBHAS 5 MT,
SIBIISICTCSL TEPAIIEBTUYECKOM JT030H JUIA MAIIMEHTOB SIMOHCKOT'O MPOUCXOXKICHHS, KOTOpasi COBMAIACT C TEPaIcB-
THYIECKOU JT030M JUTs OENBIX MAalMEeHTOB (€BPOIICHIIEB).

ITpumep 17.

JIMHArTUOTHH BOCCTaHABIUBACT (PYHKIUIO 3-KIETOK M BBDKHBAEMOCTD BBIICTICHHBIX OCTPOBKOBBIX KJIETOK
YeIIoBeKa.

HccrenoBanmst Ha Mozeisix nuadera y JKMBOTHBIX IMOKA3asli, YTO MHTHOUTOPHI JUITCIITHINIICTHIA3bI-4
([I1I1-4) obpamaroT mporpeccupoBaHye TMIIEPTIMKEMUH M YBEINUNBAIOT Maccy B-KieTok. B manHOM mpumepe
UCCIICIOBANIN BIMSHUC JTUHATMNTHHA, wHruouTopa [AIII1-4, Ha QyHKnuio B-KIeTok yeroBeka. BeinereHHBIC
OCTPOBKOBBIC KJIETKH YeJIOBEKa MHKYOHPOBAM TPH TOBBIIMICHHBIX KOHIEHTPAIUAX TIIOKO3HI (5,5-33,3 MM),
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nansMUTHHOBOH KUCTOTH (0,5 MM), cmecn nnTepnerikuna-13 (MJI-1B, 2 ur/mn) wnn uatepdepona-y (MHD-y,
1000 Ex/mi) B Teuenue 4 cyt nim HyO, (50 MkM) B Teuenne 8 4. OcTpOBKOBBIE KJIETKH TpeIBApUTEIHEHO 00pa-
GarpiBasn antaronucroM penenropa MJI-1 (MJI-1Ra, 500 Hr/mi, KOTOpPBIHA, Kak OBLIO YCTaHOBJIEHO, BOCCTaHAB-
nuBaeT QyHKIMI0 B-xiretok), muHAaraunTrHOM (100 HM) mnm pactBopuTeneM B TedeHHe | 9 10 BO3AEHCTBHA
CTUMYJIMPYIOIIUX Ana0eT areHTOB, a TAKXKe B XOJ€ BCETO Neproja o0paboTku B TeueHue 4 cyT. B KOHTpONBHBIX
YCIIOBUSAX TPH KOHIIEHTPAIIMH TIIOKO3bI, paBHOUW 16,7 MM, OCTPOBKOBBIC KIIETKHA CEKpeTupoBainu B 3,8-pasza
0oJIbIIIe MHCYITMHA TI0 CPAaBHEHUIO ¢ KOHIICHTpAIUEH TIIIOKO3bI, paBHOU 2,8 MM. U Ha000pOT, HHACKC CTUMYJIS-
uu cHKamucs B 1,9- u 2,4-pa3a B pe3yibpTare ASHCTBHUS Ha OCTPOBKOBEIE KIETKH TIIFOKO3bI IIPH KOHIIEHTPAIIHH,
pasuoit 11,1 MM u 33,3 MM (P<0,05). B pe3ynbTaTe AecTBHs Ha OCTPOBKOBBIC KJIETKH MMAaTbMHUTATA, CMECH
ruTokunHoB uiu H,O, Habmonanocs 2,1-, 2,2- u 1,9-kpaTHoE CHIYKEHUE CTUMYITUPOBAHHON TIIFOKO30M CEKpPEITu
uncynuHaa (CI'CH), coorBercTBenno (P<0,05). JInHArMUNTHH 3HAYUTEIBHO BOCCTaHABIMBA (DYHKINIO B-KIETOK
Bo Bcex ycnoBusax (CI'CHU yeemnumBanace B 1,9-, 2,5-, 3,3-, 1,9- u 3,7-pa3a B IpUCYTCTBUH TIFOKO3BI TIPH KOH-
neHTpanuy, pasaoit 11,1 MM wimm 33,3 MM, B IpUCYTCTBUH MaJTbMUTHHOBON KUCJIOTHI, IIUTOKMHOB win H,0,,
P<0,05). NJI-1Ra xapakrepu3yeTcs aHAIOTHIHOH 3(p(peKTHBHOCTHIO MTPHU BOCCTAHOBICHUH (PYHKITHH [3-KIETOK B
YCIIOBHSX BBICOKHX KOHIICHTPAIIMH TIFOKO3BI, B TIPUCYTCTBUH MAIbMUTHHOBON KUCIIOTHI M ITATOKUHOB, OJTHAKO
NJI-1Ra He BoccTaHABIUBACT (QYHKIUIO [-KIETOK B YCIOBHUSAX OKHCIHUTENFHOTO CTPECCa, BEI3BAHHOTO ACHCTBH-
em H,O,. B cBs13u ¢ Tem, uTO oTepst GYHKIMU ONOCPEOBaHa OKHCIUTEIbHBIM CTPECCOM, B JIM3aTaX OCTPOBKO-
BBIX KJIETOK OMNPEACIIIN KOHLIEHTPALMI0O HUTPOTHUPO3MHA. B OCTPOBKOBBIX KIIETKAaX UeJIOBEKa HaOIIIOIaiIoch
3HAYUTEIIHHOE MOBHIIICHNE YPOBHS HUTPOTHPO3MHA BO BCEX ANA0CTHYECKUX YCIOBUSIX (YPOBHHM IOBBIIIAIUCE B
13, 14, 6, 14u8 pa3 npu KOHIEHTpalKu IM0K03bl, paBHoi 11,1 MM umu 33,3 MM, B puCyTCTBUM NaTbMUTUHO-
BOW KHCJIOTHI, IUTOKMHOB Wi H,O,, P<0,05), B To Bpems kak rmpu 00paboTKe OCTPOBKOBBIX KJIETOK JIMHATJIIMII-
THHOM TOBBIIIICHHOE MTPOAYIIPOBAHNE HUTPOTHPO3MHA HE HAOIIOAAIOCH.

B ocHoBHOM ObITIO0 ycTaHoBieHO, 9To uHTHONUTOP JIIII-4, nuHarnmunTiH, okaspiBaeT B kadecTBe MJI-1Ra
COIIOCTABUMBIE 3aIIUTHBIC NEHCTBUS Ha TIOKO-, JUIIO-U HIUTOKHHOTOKCHYHOCTh M KPOME TOTO YITydIaeT (yHK-
U0 (-KJIETOK B YCJIOBHSAX OKHCIHMTEILHOTO CTPEcca, a TaKKe IOAABIAET aromnTo3 (BBI3BAHHBIA AeHCTBHEM
H,0,). B nanHOM mprMepe YCTaHOBIIEHO J0Ka3aTeIbCTBO MPSAMOTO 3AIIUTHOTO ACUCTBUS JIMHATIUIITHHA HA BEI-
JKMBAaEMOCTD [3-KJIETOK U CEKPELHIO HHCYJIMHA.

ITpumep 18.

XpoHHmUueckoe 3a00IeBaHNe MOYEK HE M3MEHAET (PapMaKOKMHETHKY JIMHATIHMIITHHA, HO MOBHIINIACT JEHCT-
BUE CUTATJIMIITHHA U aJIOTJIMIITHHA Ha MOJIEIN KPBIC.

[NouedHast HEMOCTATOYHOCTH MPEICTABIACT co00l pacnpoctpaneHHoe ocnoxHenne CHAT2. Mccnenosanu
BJIIMSIHAC XPOHUYCCKOTO 3a00JICBaHMS IOYEK HAa (PAPMAKOKHHETHUKY WHTHOWTOPOB JUMCHTHIMINCITHAA3HI-4
(IMHATIMIITHHA, CUTATIUIITAHA, AJOTIMIITHHA) Ha MOJICITH KPBIC ¢ XPOHHYCSCKOW TMOYCYHON HEJOCTATOYHOCTHIO
(Hedposkromus y 5/6 ocobeti (5/6H)). Uepe3 BoceMb HeNeNb MOCIE XHPYPTUUYESCKOHN OMepaliu KphicaM Tepo-
paJIbHO BBOJWMJIM MHTHOWTOPHI B TeueHue 4 cyT. B pesymbrate y 5/6H ocobeli upe3BbIUaiiHO 3HAYUTEIHHO
(P<0,001) camxanach CKOpOCTb KIIyOOUYKOBOH (HMIIBTPALMH, KOTOPYIO OLEHWBAIHU IO KIHPEHCY KpeaTHHHHA
(cumymsmust: 25102210 m1/24 4, 5/6H: 1665£104,3 min/24 4), u noBeIIaINCh ypoBHU ImcTatuHa C (cuMyis-
ust: 700£35,7 ur/min, 5/6H: 1434+77,6 ur/mn). TyOynspuas ¢ynkums 3HauurensHo (P<0,001) mapymanace, o
YeM CBHAETENHCTBOBAIM YPOBHM B IUIa3ME€ JIMIOKAJIMHA, ACCOLMUPOBAHHOTO C >KENAaTMHA30i HelTpoduios
(JTAXKH, cumyssiist: 286123 wr/mot, 5/6H: 680£56,3 ur/mi), u B2-mukpornodynuHa (cumyisiwst: 20,4+2,4 MKr/Mo,
5/6H: 33,3+ 1,34 mxr/min). AktuBHoctb JII111-4 Oputa comocTaBuMa BO BCEX TPYIIIAXx.

[Mpun BBenennu auHarmunTuHa (0,5 MKMOJIS/KT M 7 MKMOJISI/KT) KpbicaM 5/6H 3HauMTEIbHOTO M3MEHEHHS
AUC(0-0) e HaOmogam0Ch: cumyisims: 316154,7 amonsaxy/i, 5/6H: 257+21,54 umonsxu/n, P=0,771 u cumy-
nsast: 12524372 amonsaxa/n, 5/6H: 748+74,5 umoisaxd/n, P=0,284, coorBeTcTBeHHO. HanmpoTus, aiist cuTariaum-
THUHA ¥ anoriunTuHa (7 MKMOJIB/KT) Habmoaanuch 3HauntenbHo (P=0,0001 u P=0,039) 6onee Boicokue (41% u
28%) 3nauenus AUC(0-0): cumymsinus curarauntuHa: 3690+£103 mamoisaxu/n, 5/6H: 62384423 HMonsaxy/m u
CUMYIISIIUS anmornunTuHa: 177241225 amoneiixu/n, 5/6H: 2445+166 amoneiixd/i). bonee Toro, He HabIOMaMaCh
KOppEISIIHs MapKepoB TyOysapHO# U kiryooukoBoi GpyHkimit ¢ AUC nuHariaunTuHa. HanpoTus, 101 curarivi-
THHA HaOJIOAaNach 3HAUYMTENbHAS KOppENsus ¢ KiupeHcoM kpearmHuHa (r2=0,374, P<0,05), mucratunom C
(r2=0,499, P<0,01), JIAXH (r2=0,604, P<0,01) u p2-mukpormodynuHom (r2=0,543, P<0,01). Ins amormunTrHa
HaOofanack He3HauuTeNnbHas Koppemsiuus c mucratnHoM C (r2=0,376, P<0,05) u B2-mukporioOyanHOM
(r2=0,391, P<0,05), HO OTCYTCTBOBaJIa KOPPEJSIUS ¢ KIUpEeHcoM KpearnHrHa U JIAJXKH.

[IpencraBneHHbIe pPe3yNbTaTHl CBHACTEIBCTBYIOT O TOM, YTO ITOYEYHAS HEJOCTATOYHOCTH HE BIHMACT HA
(hapMaKOKMHETUKY JIMHATIHUIITAHA, U B TO K€ BPEMs IIPH 3TOM ITOBBIIIACTCS IEHCTBHE CHUTATIMITHHA W AJOT-
TunTHHA. B CBSI3M ¢ 3THM, B OT/IMYXE OT CUTATIIMIITHHA U JOTJIMIITHHA, IUIS JTMHATIUITAHA HE TPeOyeTCs ONTH-
MuU3anus 0361 11 narueToB ¢ C/AT2 1 mouedHoi HeIoOCTaATOYHOCTRIO MIIM AHa0ETHIEeCKONW HepoTaTHEH.

Kpome Toro TUHArIUNTHH 3HAYUTENLHO MmoaaBisieT dkcnpeccuio MPHK npoduOpo3HbIX GakTopoB, TaKUX
kak TGF-B1, TIMP-1 u xomnaren (Col3al), B ceparie KpeIc ¢ ypeMueH, mpudeM yKazaHHbIE (PaKTOPHI SBIISTIOTCS
Mapkepamu (puOpo3a TKaHHU pu GUOpo3e cepAla, U UX YPOBHU 3HAYUTEIILHO TIOBBIICHBI B CEP/LE IPH YPEMHUH.
[Ipn ypemMuu B GOJIBIIMHCTBE CITy4aeB Pa3BHBACTCS XapAKTEPUCTUUECKAs! KapANOMHUOIIATHS C YBEIUYCHHEM XKe-
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JTyZ04YKoB ¥ GuOpo3oM. B cBsi3u ¢ 3THM, yKka3aHHBIE TIPOTHBOGHOPO3HEIE cBoMicTBa MHTHONTOpOB JITI1-4 MOX-
HO HCIIOJIB30BATh IS JICUCHUS MOBPEXICHNSI MUOKap/a M MOoYeK, cep/ua npu ypemun, ¢pudposa cepana u/uim
KapINOMHOTIATHH C YBEIMUCHHUEM KEITyJOUKOB M (PHOPO30M, aCCONMUPOBAHHBIX C YPEMHUEH, y MAallHeHTOB C JAH-
armoszoM auabet Tuna 2. [IpotuBodubdpo3HOe AeiicTBHE TUHATIUITHHA MOXET OKa3bIBaTh JOIOJIHUTEIbHOE OJia-
TONIPHUATHOE [EHCTBHE HA MAIMEHTOB C XPOHHMYECKUMH 3a00JEBaHMSAMH IMOYEK W/WMIM CEepAla, KOTOPHIMH B
OONBIIMHCTBE CITyYacB COMPOBOXAACTCS Aa0eT Trma 2.

ITpumep 19.

JIMHArTUOTHH CHIDKAET CTEaTO3 MEYCHN Ha MOJIEIH TPHI3YHOB.

Crearo3 Me4eHH SBISETCS] OTIIMYNUTEIBHBIM IPU3HAKOM Yy MAIIMEHTOB C INarHo30M JIHadeT Tumna 2 U Heall-
KOTOJILHOU >xupoBoid Oone3npio nmedeHn (HAXKBIT). JlunarmunTiH npeacTaBiseT co00i CeNCKTHBHBIN HHTHOU-
Top munentuawimentunassi-4 (JAI111-4), KoTopbIi He BBIBOJUTCS Yepe3 MOYKH.

[MpoBoannym ucnbITanus TuHAraMNTHHA (3 Mr/kr/cyt u 30 mr/kr/cyr, n=10) B TeueHue 4 Hexenb Ha MOJCIIH
OKMpEeHUs, BbI3BaHHOTO Auetoit (OB/, )xuBoTHBIE moydanu KopM B TeueHue 2 u 3 mecsues). ConepixkaHue Ju-
MHJIOB B MEYSHN ONPENeIsUIN in Vivo MarHUTHO-pe30HaHCHOW criekTpockonuei (MPC), a Takxke ex vivo MeTo-
JIOM aHaJIM3a TPUTIIMIEPUAOB B rniedeHu. JluHaraunTtun 3HagutensHo (P<0,001) uarndupyer aktusHocth JITIT1-
4, ot 67% 10 80% u ot 79% mo 89% (3 mr/kr/cyT u 30 MI/KT/CyT, COOTBETCTBEHHO) IO CPaBHEHHIO C KOHTPO-
nem. ITocie mpoBenenus nl TT HaGmonmanuchk 3HaunTenbHO (P<0,01) cHIKEHHBIE YPOBHU TIIOKO3BI B KPOBH
(AUC) B mnamazone ot 16% mo 20% (3 mr/kr/cyt) u ot 20% 10 26% (30 Mr/kr/cyT). AHAIOTHYHEIM 00pa3oM
3HAYUTEIBHO CHIKAJIOCH COMEpKaHUe )KUpa B medeHu (metekmnus metogqoM MPC). M3MeHeHus comepkaHus Ku-
pa B IIEUEHH PETHCTPHPOBAIH HE paHee, ueM depe3 2 Henmenu JieueHus. Koppensaius Mex Iy coaepKaHieM -
MU0B B NE€4eHH, onpeaensieMoro meronoM MPC, u ypoBHAMHU TPUTIMLEPUIOB B MEUEHU, ONPEAEIIEMbIMU €X
vivo, coctaBuna r2=0,565 (P<0,0001).

Kpome Toro mblueit iuanu ob/ob obcnenoBany yepes 14 cyT jedeHust JINHATTUNTAHOM (3 MI/KI/CYT WM
KOHTPOJIb) ¥ ITPOBOAMIIN TUCTOJIOTHIECKUI aHATIM3 CIIEIBIM METOIOM (OLICHUBAJIH TSKECTh M CTEIICHb OXKUPEHUS
B Oayax, Hanuuue Mapkepos BocnaneHus). [Ipu atom HabGmronanocs uHruOupoBanue aktuBHoctH [I11-4 Ha
80% u cHmKeHue ypoBHA TiI0K036I B KpoBH (AUC) Ha 25% (P<0,05). [To maHHBIM THCTOJIOTHYECKOTO aHAIN3a
(B Oaymax) B rpyIie JMHATIMIITHHA PETUCTPUPOBAIA MEHBIITYIO CTETICHb CTeaTo3a MEYCHH W BOCTIAJICHHS B OaJl-
max (2,240,13, n=9, P<(,01) mo cpaBHEeHUIO ¢ KOHTPOIBHOM rpymmoii (310,18, n=10).

B 3akiroueHun ciiegyeT OTMETHTH, YTO JHHATIUITHH 3HAYUTEIHHO CHIDKACT COICpIKAHUE KHpa B TEUCHH
n Tspkecth HAXKBIT (1o maHHBIM THCTOIOTHH) HA MOJIEIH TUETHI C BRBICOKMM COJIep KaHueM Kupa. JIMHarIUITHH
oOpamiaer MOBBIIICHNE CONEPKaHHs TPUTIHUIIEPHIOB B TICUCHH U Pa3BUTHE CTEaTO3a IEUCHU (TepameBTHYECKOE
JIEHCTBUE 3HAYMTEIHHO TMOBBIMIACTCS MPHU OoJiee BEIpAKEHHOM cTeaTose rmedeHu). OOpalieHne mporpeccupoBa-
HUS CTE€aTOo3a IMEYCHH MMOATBEPKAAET BAXKHOCTh MPUMEHEHUS JINHATIIMIITHHA JUTSI JICYSHHUS MAIlMeHTOB C THArHO-
30M quaber Tuna 2, a Takke ¢ 3aboneBanusmu nedeHu (HAXKBIT).

Ipumep 20.

JluHarnmunTHH (QYHKIMOHAIBHO CHIDKAET CTENeHb pasperynupoBaHHO# skcnpeccun JAI1I1-4 B nuabernye-
CKHUX paHax.

HapymenHoe paHO3aKUBIICHHE SIBJISICTCS OCHOBHBIM OCJIOKHEHHEM caxapHoro anabera. Muruburop nu-
nentuauanentuaasbi-4 (JAI111-4), TUHATTUNTHH, YIyqIIaeT PaHO3a)KUBJICHHE (ITO JaHHBIM UCTIBITAHUN Ha MBI-
max JIMHUAU ob/ob). MccrenoBanu neicTBUE TUHATIUNTHHA HA MapKephl BOCTIAJICHHUS B paHe Ha KOXKE W OIICHHU-
BaJIM OJIATONPHUATHOE BIFSTHYE JIMHATIIMIITHHA HA PAHO3a)KUBIICHHE.

B panax mbrmeit TuHAA 0b/0b, KOTOPHIX JEUUIH JTUHATIUNTHHOM (3 MTI/KT/CYT), U KOHTPOJBHBIX MBIIIEH
JUHUH 0b/Ob ¢ MMHUTAaNMEN paHbl ONMpPENeNsid cofepkanue mapkepoB Bocnanenus, COX-2 u MIP, meTtomom
aHanm3a 3amuThl oT PHKa3e1, ipy 3ToM He OBIIIO BBRISIBJICHO CYIIECTBEHHBIX pa3inuduuii. bojee Toro, mpu BBede-
HUM JIMHaIIMOTHHA HE HaONIONaloch YBENWYEHWs 4YHCIa alnoNTOTHYEeCKMX HHQuiabTpupyrommx F4/80-
MO3UTHBHBIX MakpogaroB. B cBs3u ¢ stum onenuBamu skcnpeccuto JIII-4 B xoxe nuabeTHUECKHX M He-
JMabeTHYEeCKUX )KUBOTHBIX. Pe3yibraTel mMMyHOrHCcTOXHMIYeckoro aHamm3a (MI'X) 1 uMMyHOOJIOTTHHTa CBH-
JICTeIbCTBOBAM O 3HauuTenbHOH 3kcmpeccun [III1-4 B koKe 3J0POBBIX M JAUAOCTUYCCKUX MEIIICH (JIMHUH
ob/ob), a Taxke KepaTHHOLMTOB B KaUeCTBE OCHOBHOTO KJIETOYHOI'O UCTOYHHKA yKa3aHHOTO (epmeHTa. B coor-
BETCTBHU ¢ 3TUM Jokanm3anus Oenka J[I1I1-4 B koxke cTpOro KoppelmpoBaa ¢ IMOJHOW ayTopanuorpadueii Te-
J1a, TIOJTYYEHHOM TMOCIIe JICUeHUs JIMHATIUIITUHOM, MEUEHHBIM TpuTHeM. Pe3ynbraTsl ananuza skcrupeccun JIII1-
4 y MBIIIEH ¢ paHOH Ha BCIO TOJIIHWHY KOKH CBUIIETEIHCTBOBAIIN O CHIDKEHWH dKcnpeccuu oenka I1I1-4 y 3mo-
POBBIX MBIIIEH depe3 3 CyT Mmociie HAaHECEHHS PaHbl U 00 OTCYTCTBUH yYKa3aHHOTO (pepMeHTa Ha MMO3AHEH CTaIiu
sakuBieHus. CieqyeT OTMETHTh, 9TO TIPH MOBPEXKICHIH KOKH HAOII0MaeTCs 3HAUNTENbHAS Pa3peTyIIIsI IKC-
npeccun JI1T1-4 ¢ mOHMKEHHEM aKTHBHOCTH B MPOJIM(EPUPYIONINX KepaTHHOIMTaX Ha rpanurle pansl (UI'X).
Hanpotus, B ocTphIX panax y auaberndeckux Meieit sxkcnpeccust JAI1I1-4 ve nabmonanacs. OqHako sKcrpec-
cus Oenka JIII1-4 nabaronanace Ha Mo3xHeW cTaany paHo3akusieHus. OOparHas perymsinusa Oenxa JAI111-4 B
JMabeTHYecKoil KoXke 10 CPaBHEHHUIO C He-InabeTHIeCKOH KOXKeil IT03BOJIAET IPEIIONI0KUTh, YTO JUHATIIAITHH
OyzeT oka3pIBaTh OJNAarompusTHOE NEHCTBHE HA MPOLECCH PaHO3KUBICHHS. TakuM 00pa3oM yiydIIeHHE Mpo-
1iecca paHO3aXXHUBJICHUS, OTTOCPEJOBAaHHOE PUTOAHBIM UHIHONTOpOM JIIIT1-4, TakuM Kak JIMHATJIUIITHH, 3aBUCUT
OT KOMITeHCAIMu (MHruoupoBanus) pasperynupoBannoil JI111-4 B nnabetndeckux paHax, a He OT €ro THITOTIIN-
KEeMHYECKOTO WM UIMMYHOMOIYJIUPYIOMETO NeicTBUS. B cBs3u ¢ atuM narudutopom IIII-4, KOTOpHIH MOKHO
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WCIIONIb30BaTh AJISl YIYUIICHNS] PaHO3KUBIICHHMS, sBJIseTcst Takoi naruoutop AINII-4, xoTopslil criocobeH 3¢-
¢exTuBHO cBs3bBaThes ¢ JIII1-4 B xoxe, Hanmpumep, ¢ pasperynuposanHoii [I1I1-4 B nuaGeTnyeckux paHax,
HPEANOYTUTEIBHO B €I0 TEPANIEBTUYECKOHN J103€.

Kpome Toro B nanHoM koHTekcTe HHTHONTOpOM JITTIT-4, KOTOPBI MOYKHO MCTIONB30BATh IS YITYIIICHUS
PaHO3KUBIIEHUS, TIPEKIIE BCETO y TAIMEHTa C TUArHO30M nuadeT Tuma 2, sBiseTcs Takoi uaruourop JII1-4,
KOTOPBII MOKHO HAHOCHUTH MECTHBIM CIIOCOOOM Ha PaHBbI, HAIIPUMED, B COCTABE MIEPEBI30THBIX MATCPHATIOB I
paH WM IIAacThIpeil WM KpeMOoB WM Ma3eid. TakuM oOpa3oM B HAcCTOSIIEM M300pPETEHHH KPOME TOTO Ipejiia-
TalOTCsl YCTPOMCTBA U1 MECTHOTO HAaHECEHMs Ha PaHbl, TAaKHE KakK, HAIPUMEp, IEPEBA30YHBIC MAaTEPHANbl IS
PaH WIH IUIAaCTBIPH, BKIIOYAIOIINE JIMHATIIMIITHH U HE00s3aTeIbHO OJIMH MK OoJiee (hapManeBTHYECKH ITPUEeM-
JIEMBIX HOCHUTEJIEH 1/WITN SKCIIUITHEHTOB.

ITpumep 21.

HccnenoBanne B3anmocssi3u (reHotunuposanue TCF7L2, oTBeTHas peakiyst Ha Je4eHue).

[Momumopduamer u Bapuantsl rena TCF7L2, nmpencraBieHHble B Ta0J. 3, aHAIU3UPOBAIH 110 CIIEAYIOIIECH
METOJMKE.

Tab6muma 3
I'eH, BapuaHTHBIE HYKJIEOTHBI U TS-HOMEpA
T'en BapuaHTHbI HYyKI€0TUA rs-HOMep
c.382-41435 C>T rs7903146
c.483+9017 G>T rs12255372
TCF7L2
€.382-22060 A>G rs10885406
c.1102 C>G rs731788

OO6pasIpl.

B npumenseMbIX MeTOIaX aHau3a ucmoiib3oBainu oopasisl JIHK manuenToB (koHteHTpanus 50 HI/MKI) B
96-TyHOUHBIX TUIAHIIIETAX.

I'eroTHIIMpOBaHKE PSMBIM CEKBEeHHpOBaHNEM 1o CaHTepy.

Jlokyc-crieruuanpie pparmentsl JJHK ammmuduimpoBany ¢ UCMOIb30BaHUEM TOIUMEPA3HON IEMHOM
peaxipn (ITHP) u reromuoit JJHK B kauecTBe MaTpHUITHL.

TP npoBomumm B cucteme ABI BioRad® Tetrad PCR. KauectBo npoaykros I[P ananu3zupoBanu MeTo-
JIOM 3JIeKTpodopesa B arapo3HoM rese. OunnienHsle npoaykTsl [P ucnonap30Bany B KauecTBe MaTpHIL B peak-
IUX cekBeHupoBaHMs. CoriacHO MeToqy oOpbIBa LIENH, OMHMCAaHHOMY B craThe Sanger u ap. (1977), aHanms
nocienoarenbHoctn  JIHK  ocHoBan Ha o0peiBe pactymeit nemm JHK 3a cuer BcraBkm 2',3'-
munesokcupudonykineotuarpudocdara (ddNTP), meuennoro kpacurenem, B mnpucyrcteuu JJHK-monmmepassr.
OunIneHHBIE MIPOIYKTHl CEKBEHHUPOBAHMS aHAM3UPOBAIN C HCIIOJIb30BAaHUEM IeHETHYEeCKOro aHanm3aropa ABI
PRISM® 3730.

JlaHHBIE CEeKBEHMPOBAHMS TCHEPUPOBAJIH C UCTIONB30BaHIEM JHIIEH3NOHHOTO MTPOTPAMMHOTO 00eCIIeueHIs
ABI. TTocnenyrorniee BBITIONHEHUE aTOpUTMa HaeHTH(UKanuu ocHoBanwii KB-basecaller, a Takxe o0paboTKy
Pe3yIbTaTOB OCYIIECTBILUIN C MCIOIB30BaHMUEM TTaKeTa IporpaMmMHoro obecrnedenns Staden. Ilpu BeImoHeHIH
anroputma KB-basecaller st Bcex 0CHOBaHWHU, MIEHTU(GHUITUPOBAHHBIX Ha dJIEKTpodoperpaMMax aBToMaTHUe-
CKOTO CEKBEHATOpa, OMpEeNeNsuii HHAeKC KadecTBa (quality value) ¢ mcmomb30BaHHEM BEPOSTHOCTEH OIMIMOOK
KB-basecaller. YkazanHble HHIEKCHI Ka4eCTBa HMCITOJIb30BAIM MPH 00pabOTKE PE3yNIbTaTOB OJHOKPATHBIX CUH-
TBIBAaHWH, ¥ OHU SIBJISIIINCH OCHOBHBIM TPEOOBaHUEM JUIsl pacyeTa TOYHOCTH OIpPEAEICHHs TO0CIeI0BaTeIbHOCTH
(Applied Biosystems, 3730/3730x1/DNA Analyzer Sequencing Analysis Software Training).

Wunexc xagectsa (q) 20 coOTBETCTBYET BEpOsATHOCTH ommoOkH (ep), pasHoi 1/100, 3Hauenue 30, cooTBeT-
CTBYET BEpPOATHOCTH OomuOku (ep), papuoit 1/1000 u .. Ha 3Tame oOpabOTKU pe3yabTaToOB YKa3aHHBIC 3HAYC-
HHS NPOTHUBOIOCTABISLIN APYT ApYyry. B OCHOBHOM CeKBEHHpOBaHHE MPOJOIDKAIH A0 TEX MOp, IMOKa KaKIOMY
KOHCEHCYCHOMY OCHOBAHUIO He OyleT MpHCBOeH MHeKC KadecTBa (q) 50 mim Gojee, 94TO COOTBETCTBYET BEPO-
ATHOCTH OoIIMOKH (ep), paBHOH 1/100000. B cBs3M ¢ TeM, YTO OONBIIMHCTBO M3 KOHCEHCYCHBIX OCHOBaHWH Xa-
pakTepu3yeTcs Jaxke 0oJiee BRICOKMM MHIEKCOM KadecTBa, YeM MHHUMAJBHBIN WHAEKC, pacCCUUTaHHAs KyMyJIs-
THUBHAS BEPOSTHOCTH OIIMOKY [T KOHEYHON TTOCIIEIOBATEIFHOCTH TaKXKe 3HAYUTEIHHO HIXKE.

JlaHHBIE CeKBEHMPOBAHMSA 3arpyKald M aHAIM3HPOBAIH C WCHOIB30BAHHUEM NPOTPAMMHOTO OOECTICHEeHUS
seqpatient mequmuaCckuX cucteM JSI (Bepcust Seq Pilot 3.3.2, JSI medical systems GmbH, Friedhofstr. 5, 77971,
Kunmenxaiim, ['epmanns).

s cnemyronux aHaNn30B TEHOTHIIOB 00pabaTHIBAIIM TONBKO IEKTPO(GOpErpaMMbl, KOTOPBIE yIOBIETBO-
PsSUTM BHYTPEHHHM ITapaMeTpaM KauecTBa.

I'eHOTHITMPOBaHME MPOBOAMIM METOIOM aHAIN3a €IUHUYHBIX TOJIMMOP(U3MOB, a HE LeNoro resa. B crs-
3H C 9THM, PE3YJIbTaThl TCHOTHITUPOBAHHS OTHOCSTCS TOJIBKO K IOJIOKEHHSIM BapHaHTOB, YKa3aHHBIM B TaOI. 3.

I'eHoTHIIMpOBaHME C HUCTIONB30BaHUEM Habopa peakTnBoB TagMan ITLP.

Meroauka TagMan Bkimrouaet ammngukannio ¢pparmenra 1P ¢ ogHOBpeMeHHOW neTekunei nerpana-
IIMM MEUCHHOTO 30HJa. B cocTaB 30HI0B BBOJMIIM METKH - aJlIeIb-CIIEU()UIHBIN KPACUTENb U TYIINTENb, PHU-
coenuHssI UX K 000OMM KOHIIaM 30H7a. B xone peakiuu aMumdukanmy cenuuaecky THOPUIN30BaHHBIA 30H]T
BbITecHsAeTcs B npucyrctBuu JJHK-nmonumepassl. Yka3zaHHOE BBITECHEHHE MPOUCXOIUT MPHU JErpajalluid 30HAa
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MOJ| ICWCTBUEM S5'-3K30HYKICAa3HOH aKTUBHOCTH TIOJHMMEpPAa3bl B CIydae BBICOKOW KOMIUIEMEHTAPHOCTH C 30H-
JIOM, WK 0e3 Jerpaalliy B CIy4ae OTCYTCTBHUS KOMILIeMeHTapHOCTH. [Ipu merpamaimu 30HAa TYIIUTEIb U Kpa-
CUTETb PA3IENIIOTCS, U (PIyOPECHCHTHBIH CUTHAJ MOBHIACTCS. Y BEIMUCHIEe HHTCHCUBHOCTH (PIIyOPECIIEHTHO-
TO CHUTHAJIa CBUACTEIBCTBYET O MPHCYTCTBUU COOTBETCTBYIOMIETO ajuiessi. DIyopecreHTHBIE CHUTHAIIBI PETUCT-
puposamu B cucteme ABI PRISM 7700 (¢pupmbr Applied Biosystems).

Bonee xoHKpeTHO, IoMydanu cMech Master Mix, copepKairyio Bce KOMIIOHEHTHI Jutst ipoBeaeHwus [11P, u
OTOMpay aJUKBOTHBIE YaCTH B COOTBETCTBYIOIIEE YHCIIO JIYHOK. 3aTeM B Kaxkayio JTyHKY mobasmsmu JJHK B
COOTBETCTBUU ¢ (pOPMATOM IUTAHIIETA 32 HCKIIFOUEHHUEM KOHTPOJIS B oTcyTcTBHE MaTpHIlBl (NTC).

ID anamm3a AB (rs7903146) C 29347861 10

KonTekcrnas nocnenoBarenbHocts OHIL:

TAGAGAGCTAAGCACTTTTTAGATA[C/TITATATAATTTAATTGCCGTATGAGG

CMmechk Master Mix cOIEp>KUT CleIyoNIie KOMIIOHCHTHI B pacyeTe Ha 00paserr:

Bona, e comeprxamas Hykieas 0,25 MK
2xITLP Master Mix 2,5 MK
20xCwmech npaiiMep/30HI 0,25 Mxn
JHK (10 Hr/mko) 2 MKI
Bceero: 5 MK
HUcnonp3oBanu ciefyronye ycaoBUs MPOBEICHUS IUKIIOB:

95°C, 10 muH

95°C, 15 ¢ 50 uukioB

60°C, 90 ¢

[Ipu BERIMONTHEHWH aHAIM3a pacmo3HaBaHUS amwieneil (AD) IUKIBI 0 CYWTBIBAHUSA M MOCJE CUUTHIBAHHSA
MIPOBOJIMIIM C MCIOJIb30BaHUEM Habopa peakTBoB TagMan® B cucteme TagMan® 7900HT Fast Real System.
IIporpammuoe obecnieuenne SDS, Bepcust 2.3, MO3BOJIAET PACCUUTHIBATH PE3yJIbTaThl U3MEPEHU MHTEHCUBHO-
CTH (HITyOpECUEHITNH B XOA€ CUMTHIBAHUS IUIAHIIETA M MPEACTABIATh 3HAUCHHS HOPMAIM30BAHHOTO peropTepa
(R,) B B Tpadvka Ha OCHOBAaHUM CUTHAJIOB B KaXKaoi ayHKe. C UCIMOIBL30BaHNEM YKA3aHHOTO ITPOTrPAMMHOTO
obecrieueHus B kKax1oM obpasue uaentuduuposany amenu ¢ OHIL. 3nauenns NTC ne onpeaensm.

CraTucTU4eCKUil aHaIu3.

JI1s OlIeHKH OJTHOPOJHOCTH JHCIICpCUU (TIPH OIICHKE JCHCTBUS JICUCHUS Ha m3MeHeHue ypoBHs HbAlc ot-
HOCHUTEIIFHO UCXOJHOTO YPOBHS Uepe3 24 Hellelid B TCHOTHITMYECKUX IMOATPYIIIAX C OMPeIeICHHEIMI I¢HOTHITA-
mu ¢ OHII rs7903146 TCF7L2) ucnons30Banu MoJens koBapuaruonHoro aHanusa (ANCOVA), BKIIOYAIOIIYIO
B3aUMO/ICHCTBHE JICUCHUSI C KOBAPHUAHTHBIM I'€HOTHUIIOM JIJIsi OOBCAMHCHHBIX JaHHBIX, MOJYYCHHBIX B XOJE Ye-
ThIpeX UchbITaHui. CTaTHCcTHYecKas MOJENh BKIOYala B KadecTBE (PUKCHUPOBAHHBIX 3(PQPEKTOB MapameTpsl
"Jleuenne", "T'enotun", "Mcnpitanue", "[lepnon BRIMBIBAaHHS paHee BBEICHHBIX NEPOPATBHBIX MPOTHBOAAAOE-
THYECKUX JICKAPCTBEHHBIX cpeAcTB (ma/Het)", "Paca" u Tepmun B3anmoxeiicteus "Jleuenne*'enotumn", a Takxke
napameTp "ucxoanslii ypoBeHb HbAlc" B kadecTBe nmuHeliHOTO KoBapuanta. Moaens ANCOV A obecnieunBaer
OIICHKY cpeaHero u3MeHeHus: ypoBHs HbAlc OTHOCHTEIHHO HCXOTHOTO YPOBHS depe3 24 Hepenu Mmociie Hayaa
JICYSHUS TS Pa3INYHBIX TEHOTHIIOB C YY€TOM MCXOIHBIX KIMHUYECKUX U AEMOTpa(pUIECKUX MapaMeTpoB.

[IpoBomuii MOJETHHBIC MAPHBIC CPABHEHUS HHIMBHIYYMOB C TOMO3UTOTHBIM reHOTHIIOM CC TUKOTO THIA
U TeTepo3uroTHbIM reHoTunoM CT JUKOro THma Wiu peakuM reHoTurnoM TT AMKOro THIIa MpH JICYCHUU JIMHAT-
JUNTHHOM WIH KOMOWHHUPOBAHHOM JICUCHHU (JIMHATIMNTUH-HIHOTIUTA30H, JIMHATIHITHHMET()OPMUH, JIHMHAT-
JMNTHH+METHOPMHUH +CyIb()OHUIMOUECBHHA).

Kpome Toro s menoi MOmyNsAIUY MalUCHTOB, IPUHIUMABIINX yYaCTHE B MCIBITAHUAX (TIOJHBIA HAOOD
JAHHBIX A7 aHanmu3a, FAS), a Taxke Ui TOQIOMYJISINK NAMEeHTOB, UISI KOTOPBIX MPOBOIMINA TeHETHICCKHE
aHaM3b! (TTOJTHBIA HA0Op MaHHBIX 1 (papMakoreHeTndeckoro aHanusa, FASG), mist WILTIOCTpauy CONOCTaBH-
MOCTH HaOIroAaeMbIX 3P PEKTOB MPUBEACHBI pe3yabTaThl COOTBETCTBYIOMMX Mojaeneit ANCOVA 6e3 ¢pukcupo-
BaHHBIX 2QpekToB "['eHorun" u "Jleuenne*I'enoTrn".

CTaTHCTUYECKYIO OIIEHKY MPOBOIMIIN C UCIIOIB30BaHUEM MTAKETOB MPOrpaMMHOTO obecniedueHust SAS, Bep-
cus 9.2 (SAS Institute Inc., Kapu, CeBepnas Kaposmmna, CIIIA) u S-PLUS® 8.0 (Insightful Corp., Custin, Ba-
muHrTOH, CIITA).

Ha ¢wur. 1 moxasansl cpenane 3HadeHUs U 95% moBepHUTEIbHBIE HHTEPBAIBl NCXOMHBIX ypoBHeH HbAlc
JUTSL TIEJION TOTMYJISAIUY MAIIMEHTOB, MPUHUMABIINX YYaCTHE B UCTIBITAHUAX (TTOTHBIA HAOOP NaHHBIX JIJIs aHAIH-
3a, FAS), mis moanonyssiuy MalueHToB, i1 KOTOPBIX MPOBOIWINA TeHETUICCKHE aHaIHM3bl (MOJTHBINH HAOOp
JAHHBIX I (hapMakoreHeTHIeckoro aHanu3a, FASG), a Takke s MOATPYIII MAIUCHTOB YKa3aHHOM ITOJIITOITY-
msiumu ¢ onpeaeneHHbM reHotunoM (CC, CT, TT). Uncno nanueHToB, TPUHUMABIINX YYaCTHE B KOHTPOJILHOM
UCTIBITAHUY C TUIAIEe00, ¥ YHCIIO MAIUCHTOB, MPOXOAUBIINX KYPC JICUCHHS THHATTUIITHHOM, YKa3aHbI B CKOOKaX.

Ha ¢wur. 2 mokazana craructuyeckas B3auMocBs3b Mexy reHotunamu ¢ OHIT rs79031461 rema TCF7L2
1 BEPOSITHOCTBIO OJTarompHusATHON OTBETHOU peakiuu y HocuTenel reHotuna CC/CT Ha BBe[cHHE TepaneBTHYIC-
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CKH Y(P(PEKTHBHOTO KOJUYCCTBA JIMHATIMIITHHA WM JUHATIWNTHHA B KOMOWHAIIMHM C JPYTUM TEPOPATLHBIM
MPOTHBOHA0CTUICCKAM CPEICTBOM.

PesynbTaThl IpeacTaBICHB B BU/IE TOUYCYHBIX OLEHOK ¢ 95% MOBEpUTEIHHBIMI HHTEPBAJIAMH IS CPEIHE-
ro m3MeHeHus yposHs HbAlc otHOCHTEeNnm HO BexomHOTo YpoBHS (%) depes3 24 Helenu, OLEHEHHOTO ¢ WCIOJb-
3oBaaneM Moxeneit ANCOVA. TlpenctaBieHbl pe3yibTaThl IS IIEJI0N MOMYJISAIUN TAllHeHTOB, IPUHAMABIITUX
yJacTHe B MCTBITAaHUIX (TTOJIHBIN HAaOOp MaHHBIX I aHanmu3a, FAS), muist moanomyssinuy ManueHToB, s KOTO-
PBIX TIPOBOJAMIIN TeHETHIESCKUE aHAIN3HI (TIOJHBIA HA0Op AaHHBIX JUTS apMakoreHeTHIecKoro aHanmmsa, FASQG),
a TakKe JUIS TOATPYI YKa3aHHOU moamonysiun ¢ onpeneneHnbiM reaotuniom (CC, CT, TT). Yucno nmanuen-
TOB B KOHTPOJBHOH Ipymie mianedo W 9Uciio MAI[eHTOB, POXOUBINNX KypC JICUCHHUS TUHATIUNTHHOM, yKa-
3aHBI B CKOOKax.

[IpencraBneHbI TaK:Ke TOYCYHBIC OIICHKH U 95% JNOBEpHUTENBHBIC HHTEPBANBI IS Pa3INIUil B U3MCHCHUAX
ypoBHst HbAlc OTHOCUTENBHO MCXOTHOTO YpOBHS (%) A CpaBHCHHS WHIUBUAYYMOB C TOMO3UTOTHBIM T'€HO-
tunioM CC AMKOTO THMA U TeTePO3UTrOTHBIM TeHOoTUoM CT IUKOro THIIAa MM PEIKHM TOMO3HTOTHBIM I¢HOTH-
nmoMm TT pukoro TuUma TPU JICYCHUU JIMHATIMITHHOM WIH KOMOWHHPOBAHHOM JICUCHHWM (JIMHATIIMII-
TUHHIHOTINTA30H, JHHATIHNTHH+METHOPMUH, TUHATIHNTHH+MET(OpMUH+CynboHIIMOYeBHHA). [IpencTas-
JICHHBIE PE3YNIbTaThl CBUICTENBCTBYIOT O CTaTUCTHYCCKH 3HAYMMOM paznmuuu Mexxy reHotunamu TT u CC
(3Hagenne p coctarmsuio 0,0192). (Apyrue mapubie cpaBaenus: CT mo cpaBuenuto ¢ CC: p=0,4359, CT no
cpasHernuio ¢ TT: p=0,0712).

[IpencraBneHHbIE PE3yNbTATHl CBHACTEIBCTBYIOT O CTPOTOI B3aMMOCBSI3M MEXIy TOMO3HUTOTHBIM T€HOTH-
MIOM JTUKOTO THIA U 0ojiee HU3KUM ypoBHeM HbA ¢ mpu nedenun.

IIpuMeps! KOMIIO3ULIUI.

[IpuBencHHBIC HIDKE MPUMEPH KOMIIO3UIUA, KOTOPHIC MOYKHO HOJYYHTH [0 aHAJIIOTUH C M3BECTHHIMU B
JTAHHOM 00JIACTH TeXHHKH CIIOCO0aMH, TPEICTABICHEI I 00JIee MONHOW MILTIOCTPAI[UH HACTOSIIIETO U300peTe-
HUS M HE OTPaHUYUBAIOT ero 00beM. TepMuH "akTHBHOE coenMHEeHHE" 0003HAYACT OJHO MU OoJice COCTUHCHUIN
M0 HACTOSIIEMY M300peTeHHI0, T.c. 0003HauaeT uaruourop JAIII1-4 wim BTOpOE WU TpeThe MPOTUBOANAOCTHYC-
CKO€ COCIMHEHNE TI0 HACTOSIIEMY H300pPETEHHIO MM KOMOHMHAITUIO IBYX WM TPEX YKa3aHHBIX aKTHBHBIX HH-
TPEeIMEHTOB, HAPUMED, BEIOPAHHBIX U3 KOMOWHAIIMN COEAMHEHUH, MePeUnCIeHHBIX B Ta0n. |1 wim tadn. 2. Jlo-
TIOJTHUTENbHBIMA TPUTOAHBIMHA KoMmo3uiusamMu nHruomuropa JII1-4, muHarmMnTHHA, SBISAIOTCS KOMITO3UIINH,
onmcanubie B 3asBke WO 2007/128724, conepxanne KOTOPOH B IMOJTHOM 00beMe BKIIOUEHO B HACTOSIIEE OIH-
CaHMe B Ka4eCTBE CCHUIKU. J/|OTIOHUTENEHBIMA MPUTOIHBIMU KOMIO3HIUSAME APYruX HHrHOuTOpoB JI1I1-4 sB-
JSIFOTCS. KOMITO3UIIMH, KOTOPBIE SBIAIOTCS KOMMEPYECKUMHU MPOAYKTAaMH, MM KOMIIO3UIINH, OIIMCAHHBIE B 3asB-
Kax, IUTHPOBaHHBIX BHINIC B paszeinc "[IpeArnochulkd CO3MaHMs HACTOSINEIO H300peTeHUS", I KOMITO3UIIHH,
OTIICAaHHBIC B JINTEpAType, HalpUMep, B TEKYIIUX BBITyCKax crnpaBoYHHKOB "Rote Liste®" (I'epmanus) wmiu
"Physician's Desk Reference".

Ipumep 1.
AmMIyna ¢ CyXuM BelIeCTBOM, COJEpKaliasi 75 MI akTUBHOTO coeAnHeHus B 10 M1 pacTBopa.
Komnozunus
AKTHUBHOE COeHHEHHE 75,0 mr
MaHHuT 50,0 mr
Bopna anst uHbeKUUA 1o 10,0 mu
INomyuenue.

AKTHBHOE COeMHEHNE ¥ MaHHHUT pacTBOpsutH B Boze. Ilocie pachacoBku pactBop nuopmimzosanu. s
MOJY4€HHUsI pacTBOPa, TOTOBOIO K MPUMEHEHHUIO, IPOLYKT PACTBOPSIH B BOJE JIsl UHBEKIIHN.

Ipumep 2.
AMITyJIa ¢ CyXHM BEIIECTBOM, COoepKaias 35 M akTHBHOT'O COSTMHEHUS B 2 MJI pacTBOpa.
Kommozunus
AKTUBHOE COEIUHEHHE 35,0 mr
ManHuUT 100,0 mr
Bona nnsa nHbeKIU 1o 2,0 mn
ITonyuenue.

AKTHBHOE COCTMHEHHE U MaHHUT PaCTBOPSIIN B Boje. [Tocie pachacoBKU pacTBOP JTHODUITHU30OBAIIH.
Jlst momydeHus pacTBOpa, TOTOBOTO K MIPUMEHEHHIO0, TTPOAYKT PACTBOPSUTH B BOJE JIJIST MHBEKITHIA.
[Ipumep 3.

Tabnetka, cogepskarnias S0 M aKTHBHOTO COCITUHCHUS.

Kommo3umus.
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(1) AKTUBHOE COeIMHEHHE
(2) ManHuT

(3) Kykypy3Hblii kpaxmai
(4) IlonuBUHUIIUPP ONUAOH

(5) Creapat maruus

ITonyuenue.

50,0 mMr
98,0 mr
50,0 mr
15,0 mr

2,0 Mr
2150 mr

KowmmonenTsr (1), (2) u (3) cMemuBanyu v TpaHyJIUPOBATM B CMECH C BOJIHBIM PacCTBOPOM KOMIIOHEHTa (4).

Kommonent (5) noGaBisuin B BBICYIICHHBIH TpaHyIUPOBAHHBIH

Marepuall. 13 ykazaHHOW cMecH NpeccoBalu

OTpaHEHHEIE C IBYX CTOPOH OMIUIaHApHBIE TAOIETKH C Pa3/IeIUTENbHON HACEUYKOW Ha OXHOM CTOpOHE.

JnameTp TabmeTok 9 Mm.

Ipumep 4.

Tabnetka, conepxaruast 350 Mr aKTHBHOTO COETMHEHHUS.
INomyuenue.

(1) AkTUBHOE COeIMHEHUE
(2) ManHut

(3) Kykypy3HbIil kpaxmain
(4) [TonUBUHUIIUPPOIUIOH

(5) Creapat marHus

350,0 mr
136,0 mr
80,0 mr
30,0 mr
4.0 mMr

600,0 mr

KowmmonenTs (1), (2) u (3) cMemuBamyu u TpaHyIHpOBATH B
KommonenTt (5) noGaBisuin B BBICYIICHHBIH TpaHyIUPOBAHHBIH

CMeCH C BOJHBIM PacTBOPOM KOMIOHEHTa (4).
Marepuall. 13 ykazaHHOW cMecH MpeccoBalu

OrpaHCHHBIC C IBYX CTOPOH 6I/IHJ'IaHapHLIe TabJIETKH C pa3[[eﬂPITeJILHOI>i HAaCEUYKOH Ha OZ[HOﬁ CTOpOHC.

Juametp TabneTok 12 Mm.

IIpumep 5.
Kancynsl, conepxkamue 50 Mr akTUBHOTO CO€AMHEHHUSL.
Komno3zuus.
(1) AKTHBHOE COeMHEHHE
(2) BricyieHHbI KyKypY3HBIH KpaxmMai
(3) ManHHUT
(4) Creapar maruus
IMomyuenue.

50,0 mr

58,0 mr

50,0 mMr

2,0 mr
160,0 mr

Kowmmonent (1) pactupanu B cmecu ¢ koMmroHeHToM (3). [lonydeHHyo cMech J00aBIsUIH B CMECh KOMIIO-
HEHTOB (2) u (4) MpU UHTCHCHBHOM IEPEMENINBAHUN. Y Ka3aHHYIO TIOPOIIKOOOpa3HyI0 CMeCh pac(acoBhIBaAIH B
TBEp/bIC )KEIaTHHOBBIC KaTCyJibl pa3Mepa 3 B yCTPONCTBE IS 3aII0JIHEHHUS KAIICYIL.

[Ipumep 6.
Karcynebl, cogepxarmue 350 Mr akTHBHOTO COSIMHECHHMSI.
Komnosumus.
(1) AKTHUBHOE COenUHEeHne
(2) BricyieHHbIH KYKYpy3HBIH Kpaxmai
(3) MaHHuT
(4) Creapat maruust
ITonyuenue.

350,0 mr

46,0 mMr

30,0 Mr

4.0 mr
4300 mMr

Kowmmonent (1) pactupanu B cmecu ¢ koMmoHeHToM (3). [lonydeHHy0 cMech J00aBIsUIH B CMECh KOMIIO-
HEHTOB (2) u (4) Mpu UHTCHCHBHOM IEPEMENINBAHUA. Y Ka3aHHYIO TIOPOIIKOOOPa3HyI0 CMeCh pac(acoBBIBAIH B
TBEpJIbIC )KEITATHHOBBIC KaICYyJIbl pazMepa 0 B yCTpoICTBE IS 3aII0THCHUS KaTCyIl.

OOPMVIIA U30BPETEHUA

1. IlpuMeHeHNE JIMHATIIMIITAHA B CHOCO0E YIIYUIICHUS TIIMKEMHYECKOTO KOHTPOJIS M0 CPaBHEHHIO C ILIa-
11e60 y mamueHTa ¢ IuabeToM THma 2, pudeM YKa3aHHBIA CIoco0 BKITIOYAET BBEJCHHE JIMHATJIMIITHHA 5 MT
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OIIMH pa3 B CYTKU B TCUCHHUE IO MEHbBIICH Mepe 24 Henelb, B KaYeCTBE JOMOIHUTEIBHONH KOMOMHUPOBAaHHON
Tepamuu ¢ MET(QOPMHUHOM, TJIe MAIMEHT MPEICTABISACT cOOOM MalueHTa ¢ AMadeToM 2 TUMa ¢ HeJOCTATOYHBIM
TINKEMUYECKUM KOHTPOJIEM Ha MET(QOPMHH, MM B KadeCTBE NOIMOJHUTEIHHON KOMOMHMPOBAHHON TEpamliy C
MET(HOPMHUHOM U CYJb(HOHUIMOYEBUHOMN, T/I€ TIAIIMEHT MPEACTaBIsAeT coO0M maruenTa ¢ uadeToM 2 TUTIa ¢ He-
JOCTAaTOYHBIM TTTUKEMHYECKUM KOHTPOJIEM Ha KOMOMHANINIO MeT(hopMUHA U CYIb()OHIITMOYCBHHEI.

2. Ilpumenenmne B cmoco0e Mo 1.1, Tie yIydlIeHHeM TIMKEMHYECKOTO KOHTPOJS SBJSCTCS CHIDKEHUE
HbAlc, I'TTH n/umu YI'TI.

3. Ilpumenenne B criocobe 1o 1.1 wnn 2, rAe TUHATIANTHH 5 MT OJUH pa3 B CYTKH BBOIST B TEUYCHHUE IO
MEHbIICH Mepe 24 Helenb B Ka4eCTBE JOMOTHUTEIBHOW KOMOWHHUPOBAHHOW Tepaluu ¢ METGOPMHUHOM, TC Ta-
IUCHT SBJISCTCS MAIUCHTOM C THA0eTOM 2 TUIIA ¢ HEJJOCTATOYHBIM TIIMKEMHYCCKIUM KOHTPOJIEM Ha MET(HOPMUH.

4. IlpumeneHue B ciocobe 1o 1.1 win 2, rAe JIMHATIMITAH 5 MT OUH Pa3 B CYTKU BBOJST B TEUYCHHUE IO
MEHbIICH Mepe 24 Helelmb B KaYeCTBE JOTOTHHUTEIIEHOW KOMOMHIUPOBAHHOW TEpPAMU ¢ MET(OPMHUHOM U CYJIb-
(hOHMIIMOYEBHHOM, T/IC TAIMCHT SIBIISICTCS MAMCHTOM C MTUA0ETOM 2 THIA C HEIOCTATOYHBIM TIMKEMUYCCKHM
KOHTPOJIEM Ha KOMOWHAIUIO MET(HOPMUHA U CYJIH()OHHIMOYCBHUHBI.

5. IlpumeHeHne TMHATTUTITHHA B

croco0e yIydIIeHUs TIIMKEMIYECKOTO KOHTPOJIS MO0 CPaBHEHUIO ¢ TuTane0o y MmauenTa ¢ 1uadeToM 2 Thra
C HEJOCTATOYHBIM TJIMKEMHUYECKAM KOHTPOJIEM Ha MET(GOPMHH, IPHYEM YKa3aHHBIN CIIOCO0 BKITIOYAET BBEJCHHE
JUHATJIMOTHHA 5 MT OAWH pa3 B CyTKH B TCUCHHE II0 MEHBINEH Mepe 24 Henens B KadecTBE AOMOTHHUTEIBHON
KOMOMHHPOBAHHON TEPANUX ¢ METPOPMUHOM, U

croco0e yIydIIeH!s TIIMKEMHYECKOTO KOHTPOJIS MO0 CPaBHEHUIO ¢ TuTane0o y manuenTa ¢ 1uadeToM 2 Thra
C HETOCTATOYHBIM TITMKEMHYCCKIM KOHTPOJIEM Ha KOMOMHAIUIO MET(POPMHHA U CYIb(OHWIMOUYCBUHEI, IPUIEM
YKa3aHHBIN CIIOCO0 BKJIFOUACT BBEICHUC JIMHATIIMIITHHA 5 MI' OJIMH pa3 B CyTKH B TCUCHHE 110 MCHBIICH Mepe 24
HEJIeJb B KAYECTBE JIOTOIHUTEIFHON KOMOMHUPOBAHHOW Tepamuu ¢ METPOPMHHOM U CYJIb()OHIIMOYCBHHOM.

HUcxonnbie yporar HbA l¢ st meoii monyisiiiuy MaiueHToOB, IPHHUMABIINX YYACTHE B UCTIBITAHUSIX
(monHbI#t HAOOP JAaHHBIX ISt aHaiIKu3a, FAS), 17t NOAMOMysIMY MAIMEHTOB, ISl KOTOPBIX TPOBOAMIN
TeHeTHYECKUEe aHAIM3HI (TTOJTHBIN Habop JaHHBIX Tt (papMakoreHeTndeckoro ananmsa, FASQG),

a TaroKe IS IOATPYII MAIMeHTOB yKazaHHou moanonyssiiuy ¢ OHIT rs7903146
reHa TCF7L2 ¢ onpenenennsim renoturiom (CC, CT, TT)

rs7903146

® [Tnane6o

85 A Jugarauntuu

8.0

Hcxonusrit yposers HbAlc (%)

7.5

T T T T T
FAS FASG cc cr T
(728/1876) (268/693) (139/356) (105/264) (24/73)

Dur. 1
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Bzanmocss3s OHII 1579031461 rena TCF7L2 u 61aronpusiTHOH OTBETHOM peakIiy Ha JIMHOTIUIITHH

rs7903146
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FAS FASG CC  CT m FAS FASG CC  CT Tr cr
(728/1876) (268/693) (139/356) (105/264) (24/73)
CKOpPPEXTUPOBAHHOE CPEIHEE CpenHee 3HAUCHHE, Otnuune ot CC
3HAUYCHUC CKOPPCKTUPOBAHHOC C YUCTOM JluHaT TANTHH
niamne6o
Owr. 2

@ EBpa3suiickasi naTeHTHas opraHusauus, EAMB

Poccus, 109012, MockBa, Manblii Yepkacckuii nep., 2
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