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JJEUEHHUE I'EHOTHUIIMPOBAHHBIX ITAITUEHTOB C JMABETOM
NHI'MBUTOPAMM AIIII-4, TAKUMHU KAK JIMHAT' JIMIITUH

Q0sacTh TEXHUKU, K KOTOPOH OTHOCUTCS HACTOsLIEE H300peTeHne

B HacrosimeM n300peTeHnn npeaiaraloTcs HHrHOUTOPbI
nunentuaunnentunassi-4 (AII1-4), papmaneBTuyeckre KOMIO3UIUN HUIU
KoMOuHauwy, BKIovarmue nuarudburop AIII-4, kak onpeneseHo B JaHHOM
KOHTEKCTE, U He00s3aTeIbHO OAHO UM 00Jiee APYTruX aKTUBHBIX COSTUHEHUH,
npeaHa3HauYeHHbIE IJII NIPUMEHEHHUs B CTOco0ax JeYeHHs MIIH NPOPHUIAKTHKH
COCTOSIHMH, KaK OMHUCAHO B TAHHOM KOHTEKCTE, TAKUX KakK, HapuMep, Hapsay ¢
MPOYUMU OJTHO UK O0Jiee COCTOSIHMH, BBIOpAHHBIX U3 caxapHoro auadera tumna 1,
caxapHoro auadera THNa 2, HAPYIEHHON TOJEPAHTHOCTH K TJIFOKO3€, HAPYIIEHHOTO
YPOBHSI I'JTFOKO3bl B KPOBH HATOINAK M THITEPTIUKEMUH.

B KOHKpETHOM BapuaHTe TeparneBTUYECKHE U/WIN NPOPHUIAKTUIECKHUE CITOCOOBI
10 HACTOSILIEMY MU300PETEHHUIO BKIIOUYAOT CTAAUI0 HACHTU(DUKAIINY TALUEeHTa,
NOAMAOIETOCs JEUYEHHUIO U/ Uiy NpopuiIakTUKe, IpUYeM yKa3aHHasA UAEeHTU(PUKALHSA
BKJIIOYAET BBIABJIEHHE y NMallMeHTa BapuaHTa(0B) B OAHOM MM OOJiee reHOB,
CBSI3aHHBIX C MeTaboMnYecKUMU 3a00J1eBaHUsIMU (HATIPUMED, TPUHAAJIEHKHOCTD
nauueHTa k reHoruny pucka TCF7L2, kak onucaHo B TaHHOM KOHTEKCTE), UJIU
BBISIBJIEHHE Y MALIMEHTAa COOTBETCTBYIOLIEr0 M'€HOTHIIA JTUKOTrO TUMa (Hampumep,
BbIsABJIeHUE y nanueHTa reHoruna TCF7L2 nukoro Tuma, kak OMUCAaHO B TaHHOM
KOHTEKCTE), U KpOMe TOr0 CTaqUI0 BBeAEeHUs YKa3aHHOTO uHrudouropa JAII1-4,
(apManeBTUYECKONW KOMIIO3ULIMU MJIM KOMOMHALIMH MaIlUeHTY, KOTOPbIN
UAECHTU(PHUIUPOBAH KAaK MOINA0 IUICS JICUCHHUIO.

Kpome Toro, B OHOM BapHaHTe npenjaraercs npuMeHenue uarunouropa JAI1I1-4,
¢dapmaneBTHUECKONW KOMITO3ULIMHU, KOMOWHAIINH HIIH JIEKAPCTBEHHOTO CPENCTBA,
Ka)XJI0T0, KaK ONHUCAHO B IAHHOM KOHTEKCTE, B TEPANIeBTUIECKOM H/UIU
npoUIAKTUUECKOM CIIOco0€e WIIH AJIsl MPUMEHEHUs COTJIACHO HACTOSAIIEMY
N300pETEHUIO IJIs MALUEeHTa, Y KOTOPOTO BBISBJIEH BapuaHT(bl) B OAHOM MM Oosiee
I€HOB, CBSI3aHHBIX C MeTa0OJIHYEeCKUMU 3a00IeBaHUsIMU (TAKOTO KaK, HaTlpuMep,

nanueHT ¢ reHotunom pucka TCF7L2, kak onmucaHo B JAHHOM KOHTEKCTE).
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[MTauuenTs! ¢ renotunom pucka TCF7L2 nmo HacTosmeMy n300peTeHUIO
BKJIIOYAIOT, HO HE OrPAHUYUBASICh TOJBKO UMH, MAIIUEHTOB (MPEXe BCErO NAallMeHTOB
¢ nuadeToM TUMa 2), y KOTOPBIX BBISIBJIEHBI BAPUAHTHI F'€HETHYECKOI'0 PUCKA B T'eHE
TCF7L2, u B GOJNbIIMHCTBE CIy4aeB CTPANAIOIIMNX OT MAaTOJOTHYECKHUX MOCIeCTBUN
yKa3aHHBbIX BAPUAHTOB, MpPeXae BCEro cBsizaHHbIX ¢ T-annenem pucka rs7903146
TCF7L2, Takux Kak ManueHThl C BhIABJIEHHBIM reTepO3UroTHEIM reHoTunom pucka CT
rs7903146 TCF7L2 unau mauueHThl ¢ BHISIBJEHHBIM TOMO3UTOTHBIM T'€HOTHIIOM PHCKA
TT rs7903146 TCF7L2.

Kpowme Toro, B ApyroMm BapuaHTe MpeaiaraeTcs IpuMeHeHne HHruOuTopa
AIIIT-4, papmaneBTHYECKONH KOMIIO3UIINY, KOMOWHALIMH UJIU JIEKAPCTBEHHOTO
CpPeAcCTBa, KAXKJIOr0, KaK OMMUCAHO B TAHHOM KOHTEKCTE, B TEPANEBTHUYECKOM W/ HIIH
npoUIAKTUUECKOM CIIoco0e WIIH AJIsl MPUMEHEHUs COTJIACHO HACTOAIIEMY
uzoOpereHuro s nmanueHTa ¢ reHorunom TCF7L2 nukoro tuna, nmpexknae BCEro ¢
resotunom CC rs7903146 TCF7L2 nukoro Tuna.

Kpome Toro, B HacTosieM U300pEeTEHUH MpeaaaraeTcsi Cnocod NHAarHOCTUKH JJIs
UAeHTHPUKAINN cyOBeKTa (Ipekae BCero namuenTa ¢ 1uabeTomM tumna 2), y KOToporo
CTATHCTUYECKH Hanboliee BEpOATHO MPOsABIEHHE OJAaronpuATHON OTBETHON peaKIuu
(Hampumep, NMpU NOCTHIKEHUH INIMKEMHUYECKOTo KOHTPOJIs, HanpuMep, ypoBHs HbAlc)
Ha BBEJEHUE TepaneBTHUYeckH 3pPekTuBHOro Konuuectsa nuruouropa AIII-4,
HeoOs13aTeIbHO B KOMOMHAILIMY C OJHUM HJIH OoJiee IPYTruX aKTUBHBIX COCIMHEHUN
(Hanmpumep, MPOTHBOANAOETUYECKUX CPENCTB), MPUUYEM YKa3aHHBIH CIIOCO0
3aKJIF0YAeTCsl B TOM, 4TO Y cyObekTa BoIsBIsIOT reHoTun pucka TCF7L2 (nmpexnae
Bcero renotun pucka CT wiu TT rs$7903146 TCF7L2) unu renotun TCF7L2 nukoro
tuna (npexnae Bcero reHotun CC rs7903146 TCF7L2 nukoro Tumna), mpu 3TOM Yy
cyObeKTa, KOTOPBI OTHOCHTCS K roMo3uroTHomy renoruny CC rs7903146 TCF7L2
OUKOTO THMNA (M B MEHbINEH CTeNeHHn Yy CyOBEeKTa, KOTOPBI OTHOCHUTCS K
rerepo3urorHomy resoruny pucka CT rs7903146 TCF7L2) noBbllneHa BEpOATHOCTD
OnaronpusiTHON OTBETHOMW peakuwu Ha BBeaeHue nHruouropa JAIT1-4 mo cpaBHEHUIO ¢
cyObekToM ¢ roMo3uroTHeiM reHotrumnom pucka TT rs7903146 TCF7L2.

Kpome Toro, B HacTosileM U300peTEHUH MpeaiaraeTcsi cnocod

- TpOQUIAKTHKH, 3aMEIJICHHS IPOTPEeCCUPOBAHUS, TPUOCTAHOBKHU HUJIH JICUEHUS

MeTabOoJIMYEeCKOrO HapyII eHUs,
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- YJIYYLIEHHUS TITUKEMUYECKOT0 KOHTPOJS W/ MIIN CHU)KEHUS YPOBHS TJIFOKO3bI B
I1a3Me HaTOIIAK, YPOBHS TIFOKO3bI B IIJIa3Me MOCJe MprueMa MUINH U/ WIN YPOBHS
IJIMKO3UIMpoBaHHOro remorinobuna HbAlc,

- TpOMIAKTUKY, 3aMEUICHUs], IPUOCTAHOBKHU UJIN 00 paIneHus
nporpeccupoBanus 3a00JI€BaHUN: OT HAPYLIEHHOH TOJEPAHTHOCTH K TIIIOKO3€,
HapyLUIEHHOTO YPOBHS IJIIOKO3bI B KPOBU HATOMIAK, PE3UCTEHTHOCTU K HHCYJIHHY
u/unu OT MeTaboJIMYeCKOTO CHHAPOMA 10 caxapHoro auadera tuma 2,

- TpOopUITAKTHKH, 3aMEIJICHHS MIPOTPECCUPOBAHUS, TPUOCTAHOBKHU MJIH JICUEHHUSI
COCTOSIHHS MUIH HapYUICHHS, BBIOPAHHOTO U3 IPYIMIIBI, BKIOYAKIIEH OCI0KHEHMUS,
OTOCPENOBAHHBIE CAXaPHBIM AHA0ETOM,

- CHUJKEHUSI MacCChl TeJla U/UIU JKUPOBBIX TKaHEH WJIH NPOPHUIAKTHKH
YBEJMYEHUS] MACChI T€JIa U/UJIN )KUPOBBIX TKAHEH WIIM YCKOPEHUS CHH)KEHUS MaCChI
TeJla U/UJIH )KUPOBBIX TKaHEH,

- TpOpUIAKTHKH WU JICUCHUS IereHepanuu B-KIeTOK MOKETyIOUHOH KeIe3bl
W/WIW yAyYIIeHUs U/ WA BOCCTAHOBJICHUS WJIM 3aLIUTHl ()YHKIIMOHAJIBHOCTH [3-KJIETOK
MO/KETY IOYHOM JKeJe3bl U/ UJIM BOCCTAHOBJIEHUS (PYHKLHMOHATIBHOCTH CEKPELNH
MHCYJIMHA MOAXKEIYyAOYHOH KeNe301,

- IpoQUIAKTUKH, 3aMEUICHHS, TPUOCTAHOBKHU HIIM JIEUeHUs 3a00I€BaHUN HIIH
COCTOSIHHH, CBA3aHHBIX C aHOMAJbHBIM HAKOIJIEHUEM JKUPA B MEYEHU HIH
SKTOMUYECKOT0 XKHUPa, HUIH

- IO I€PIKUBAHUS U/MIIM NOBBIIIEHHUS YyBCTBUTEIBHOCTH K UHCYJUHY WU/HIH
JeYEHHS] WU TPO(UIAKTUKY THIEPUHCYIMHEMHUH /WU PE3UCTEHTHOCTH K UHCYJIUHY,

- npopUIAKTHKH, 3aMEICHHS, MPUOCTAHOBKH WJIN JIeueHus nuadera, BIepBbIe
pasBuBIIerocs nocie tpancmiantanuu (JABPIIT), u/uiu nocTTpaHCHIaHTALHOHHOTO
metabonuueckoro cuaapoma (ITTMC),

- TIpOQUITAKTHKH, 3aMEUICHHUS HJIH CHH)KEHUSI OCJIOKHEHHH, CBSI3aHHBIX C
JABPIIT w/unu I[ITMC, BkIrOYas MEUKPO- U MaKPOCOCYAUCTHIE 3a00JIeBAHUS H
SIBJIEHHS], OTTOPKEHHE TPAHCIJIAHTATa, MHPEKINIO U JETaJbHbII HCXOT,

- IeYeHUs1 COCTOSIHUM, CBSI3AHHBIX C TUMNEPTIIMKEMUEN U THIEePyPUKEMUEH,

y MAIUEHTOB, HYKAALUIUXCA B TAKOM JIEYEHUH, HAPUMEp, Y MAlUeHTOB
(mpe>xae BCero y maueHToB ¢ caxapHbIM JHabeTOM THHA 2), Y KOTOPBIX MPUCYTCTBYET
BapuaHT(bl) B OOHOM MJiK OOJiee T€HOB, CBSI3aHHBIX C META0OJIMYECKIUMU

3a0oneBaHUAME (TaKUX KaK, HAPUMep, MauueHTsl ¢ reHotunom pucka TCF7L2, kak
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ONMHMCAaHO B JAHHOM KOHTEKCTE), UJIN Y NMaIlUeHTOB, KOTOPbIE OTHOCSATCS K
COOTBETCTBYIOIIEMY F'€HOTHUIY JUKOI'O TUIA (TAKOMY KakK, HallpUMep, TeHOTHII
TCF7L2 nukoro Tuma, Kak ONHUCAHO B TAHHOM KOHTEKCTE), MPpUUeM YKa3aHHbBIN
croco0 3aKJII0YaeTCs B TOM, YTO

y HalMeHTa/TallMeHTKH BbIABJISIIOT BapHaHT(bl) B OAHOM WIH O0Jiee TeHOB,
CBSI3aHHBIX C META0OJNYECKUMU 3a00JIeBaHUAMU (HAIPUMED, Y MaLHMeHTa/TallueHTKH
BbIABJISIIOT reHoTun pucka TCF7L2, kak onmucaHo B JaHHOM KOHTEKCTE) HIJIH Y
NALHMEHTAa BBISIBJISIIOT COOTBETCTBYIOLIUMA T'€HOTUIT AUKOTO THIA (HAIPUMEP, T€HOTHII
TCF7L2 nukoro Tuma, Kak ONMMCAHO B TaHHOM KOHTEKCTE) H

BBosT uHrnOuTOop AIII-4, kak onpeneneHo Hixe (MPEINTOYTHTEIbHO
JUHATJIUINTHH), He00s3aTeTbHO B KOMOMHAIIUY ¢ OHUM Uik Oojiee IPYruX aKTHBHBIX
COEIMHEHUH.

Kpowme Toro, B HacTosileM U300pETEHUHU IpeaIaraeTcs IpUMeHeHne HHIHOuTOopa
HAIIII-4 nna nonay4deHus JIEKapCTBEHHOTO CPEACTBA, NMPEIHA3HAYEHHOTr O AJA
NPUMEHEHHUs B CrIOoco0e, KaK OMHUCAHO B JAHHOM KOHTEKCTE.

Kpowme Toro, B HacTosileM U300peTEHUHN peaIaraeTcs IpuMeHeHne HHruouTopa
JAIIII-4 nnsa nedeHus nanueHTa (Mpekae BCEro 4YeJoBeKa ¢ caxapHbIM quabeTom THma
2), KaKk OTIMCAaHO B TAHHOM KOHTEKCTE.

Kpowme Toro, B HacTosi1eM U300peTEHUHU IpeaIaraeTcs IpuMeHeHne HHruouTopa
JATIII-4 mpu nedeHnn Uiy npoduiakTHke (Ipexkae BCero MeTadoIn4eckoro)
3aboseBaHus, HAPYLIEHHs WJIM COCTOSIHUA (Tpexae Bcero anadera, mpexae BCero
caxapHoro auabera Tumna 2 U ONMOCPEAOBAHHBIX UM COCTOSIHHI, TAKUX KaK, HAIPUMED,
CBSI3aHHBIE C TMA0ETOM OCJIOKHEHHsI), KAK OMTMCAHO B TAHHOM KOHTEKCTE.

Kpowme Toro, B HacTosieM U300pETEHUHU IpeaiaraeTcsi MpUMeHeHUe
(apmManeBTUYECKONW KOMIIO3ULIMU MJIM KOMOWMHALMH MO HACTOALEMY U300pETEHHIO IS
NOJIYYEHUSI JIEKAPCTBEHHOI'O CPEACTBA, MPEAHA3HAUYCHHOTO sl IPUMEHCHHS B
croco0e, KaK OMHUCAaHO B JAHHOM KOHTEKCTE.

B Hacrosimem uzobperenun npeanararTcs takxke narubutopsr JAIMT1-4, kak
ONMHUCAaHO B JAHHOM KOHTEKCTE, MpeIHa3HAYEHHbIC JJIsI IPUMEHEHHS B Crlocole, Kak
ONMHMCAaHO B JAHHOM KOHTEKCTE, IPUYEM YKa3aHHBIA CIOCOO 3aKJII0OYAETCS B TOM, UTO
nauueHTy BBOAAT uHruourop JAIIII-4 HeoOs3aTenbHO B KOMOMHALIUY C OOHUM UJIU
OoJsiee APYrux aKTHBHBIX COEAMHEHUH (KOTOpPBIE, HAIPUMEP, MOKHO BBIOpATh U3

COEAMHEHUHN, YIIOMSHYTBHIX B JAHHOM KOHTEKCTE).
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IlpeaAnocChlIKH CO3MaHMUs HACTOSIIETO I/1306D6T6HI/I$[

JuabeT Tumna 2 cTaHOBUTCS BCe OoJiee pacIpOCTPpaHEHHBIM 3200 IeBaHUEM,
KOTOPO€ U3-3a BBICOKOM 4aCTOThI OCJIIOKHEHUN MPUBOAUT K 3HAYUTEIBHOMY
COKpALIEHUIO CpeAHEeN MPOAOJIKUTEIbHOCTH KU3HU. B CBsI3U CO CBSI3aHHBIMHU C
anabeToM MUKPOCOCYUCTBIMH OCIIOKHEHUSIMU B IIPOMBILILIEHHO Pa3BUTBIX CTPAHAX
nuaber Tumna 2 sBJSIETCS B HACTOsILIEE BpeMs CAMOM pacnpOCTPaHEHHOW MPUYHNHON
Pa3BUTHUSA MOTEPU 3PEHUS, MOUYEYHON HEJOCTATOUHOCTH U aMIyTalluli KOHEYHOCTEH y
B3pocibix. K Tomy ke 3abosneBanue nuadeTom Tumna 2 moBbIaeT B 2-5 pa3 pHUCK
CepPAEYHO-COCYIHCTHIX 3a00JIEBaAHUN.

[Tocne mMpOAOJIKUTENBHOTO MEPHOIA PAa3BUTHS 3a00aeBaHUs OONBIITHHCTBO
NALHUEHTOB ¢ AUadeTOM TUMa 2 CTAHOBITCS HEBOCIPUUMYHUBBIMH K TIEPOPATBbHBIM
KypcaMm JIEYEHHUs], a TAK)Ke HHCYJMHO3aBUCUMBIMH C HEOOXOUMOCTBIO €KE€IHEBHBIX
UHBEKLUN U U3MEPEHUN YPOBHS IIIOKO3bl HECKOJIBKO Pa3 B €Hb.

B xone bputanckuX NpOCHEKTUBHBIX UCCIEJOBAHUN MO JICYEHUIO CaXapHOro
nuabdera (UKPDS) 6b110 YCTaHOBJIEHO, YTO UHTEHCUBHOE JICYeHHE MET()OPMHUHOM,
CyNb(OHMIMOYEBHHAMHY WJIM MHCYJIUHOM IPUBOJIUT TOJBKO K OTPAHUYE€HHOMY
YIYUYIICHHUIO TIMKeMUYeCcKOoro KoHTpous (pasnuuue ypoHeit HbAlc cocrasmsier
~0,9%). Kpome Toro, naxe y nManueHToOB U3 IPyNIlbl MHTEHCUBHOTO JIEUEHUS
TJIMKEMUYECKUH KOHTPOJIb CO BpPEMEHEM 3HAUUTENbHO YXYAIAETCS, YTO 00BsACHIETCS
yXyaueHueM GyHKIHH B-KJIeToK. Ba)kHO OTMETUTD, YTO NP UHTEHCUBHOM JICUCHHH
He HalJIroJaeTcst CyIecTBEHHOE CHUXKEHUE MUKPOCOCYAMCTBIX OCIOXHEHUH, T.€.
CepIAEeYHO-COCYIUCTHIX SIBJEHUN. B CBS3M C 3TUM, MHOXECTBO MaLlUEHTOB,
CTpaJalIuX OT caxapHoro nquabera Tuna 2, NMpakKTUYECKH He MOANA0TCS JICUSHHUIO,
YAaCTHYHO B CBS3U C OTPAHUYCHUSMH MPOAOJIKUTENbHON 3P EeKTUBHOCTH, C
NIEPEHOCUMOCTBIO U CJIOXKHOCTSIMU NPHU BBEAEHHUH 103, KOTOPBIMHU XapaKTEpU3YIOTCS
COBpEMEHHbIE€ THIIOTJIMKEMUYECKHE KYPChI JIEUEHUSI.

[TepopanbHble U HEMEPOpaIbHBIE MTPOTHBOANAOETHYECKHE JIEKAPCTBEHHbBIE
CpeacTBa, OOBIYHO HUCIONIB3yEMble NPHU JICUEHUH (HApUMep, TAKUE KaK CPEACTBa
Tepamnuy MepBOU MJIM BTOPOH JIMHUU W/UJIM CPEACTBA IJIT MOHO- UJIH
KOMOMHUPOBAaHHOH (MEPBUYHON UM JOMOJHUTENbHON) TEPANIUH), BKIOYAOT, HO HE
OTPAHUYHUBASCH TOJIBKO UMH, MET(POPMUH, CYyIbHOHUIMOYEBUHBI, THA3OJUIHUHINOHbI,
TJIMHUABI, UHTHOUTOPHI O.-TIIFOKO3UAa3kl, TokaroH-nogoousiil nentua 1 (I'TII-1) unn

ananoru I'TITI-1, a Tak>ke MHCYJIMH UJIM AHAJIOTU UHCYJIMHA.
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MHoecTBO ciy4daeB HEAPPEKTUBHOTO JICUEHUS ABJIAECTCS OCHOBHOM MPUYNHON
BBICOKOT'O YPOBHsI Pa3BUTHUS JOJTOCPOUHBIX OCJIOXKHEHUH, aCCOLMUP OBAHHBIX C
rUNepriukeMueii, HIu XpOHUUYECKUX 3a00neBaHui (BKIOYAst MUKPO- U
MaKpOCOCYAUCThIE OCJIOKHEHHUsI, HAPUMep, TaKUe Kak auabeTnyeckas HepomaTus,
PETUHOMATHUSI U HEBPOIATHS MJIM CEPEeUHO-COCYUCThIE OCIOKHEHHUsI) Y MALIUEHTOB,
cTpajaromux oT nuabera Tuna 2.

HccnenoBanusi reHETUUECKON acCOIUAIIUY BbISIBUIN r€HETUYECKHE BAPUAHTHI B
HECKOJIbKUX I'eHaxX, KOTOpPbl€ aCCOLMUPOBAHBI C OBBIIIEHHBIM PUCKOM Pa3BUTHSA
caxapHoro auadera tuna 2. Hanpumep, BapuanTsl B reHax TCF7L2, KCNJ11 u
PPARG He3aBUCHMO U COrJIJaCOBAHHO MOBBIIIAKT PUCK POrpeCcCUPOBAHUS
3a00JIeBaHUN: OT HAPYIIEHHOTO YPOBHS TIIOKO3bI HATOIAK U HAPYIIEHHON
TOJIEPAHTHOCTH K TJIIOKO3€ 110 siBHOro nuabera. Xots apuanus B KCNJ11 moxer
U3MEHATb CEKPELUI0 HHCYINHA, a Bapuauus B PPARG MoxeT u3MeHsATh feiicTBue
uncynuna, TCF7L2 (pakTop 2, mogobHbIil T-cneunpruuHOMY TPAaHCKPUIIITHOHHOMY
daxTopy 7) sABIsIETCS OCHOBHBIM I'€HOM BOCHPUHUMYHBOCTH, HACHTU(QHUIIUPOBAHHBIM B
HacTosIIee BpeMs Il quadeTa TUMA 2 B PA3IMYHBIX STHUYECKUX Tpymnax (Hampumep,
y €BpoIneiileB, HHANNLIEB U SMOHIEB, AMEPUKAHLIEB MEKCUKAHCKOTO MPOUCX OXKAEHUS
u 3anmagHbix appukanues). [Tonumopdusmbl (ONHOHYKIECOTHAHBIE TOTUMOP(PU3 MBI,
tak Ha3biBaemblie OHII) B rene TCF7L2, Takue xak, Hanpumep, rs12255372 u npexne
Bcero r$7903146 B OCHOBHOM accolMupoBaHbl ¢ nuaderoM. Puck pa3sutus nuabera
THUMA 2 MOBBIMIAETCS NPUOIU3UTENbHO Ha 45% (OTHOLIEHHUE AHCOB cocTaBiseT 1,45)
cpenu Hocutenei T-annens pucka noaumopdusma rs7903146 rena TCF7L2
(rereposurotHoro CT) u no kpailiHeii Mmepe ynBanBaercs (OTHOIIEHUE IAHCOB
cocraBysieT 12,41) cpeau roMo3uroTHbix reHOoTUunoB TT Mo cpaBHEHUIO ¢
romo3uroteiMu reHotunamu CC pukoro tuna (Grant u ap., Nature Genetics, T. 38,
cc. 320-323 (20006)). 'enotunst pucka TCF7L2 accounupoBaHbl C MOBBIIIEHHON
skcrpeccueit TCF7L2 B B-kaeTkax MO KeNyAOYHOHN JKeJie3bl, HApYIEeHHOMN
(CTUMYTUPOBAHHOM TJIFOKO301) CeKpelneil HHCYJINHA, TeCTBUEeM HHKPETUHOB U
MOBBIIIEHHON CKOPOCTBIO MPOAYLUPOBAHUS TNIIOKO3bI IEUEHHU, a TaAKXKe
NPEeapPacIoNOKEHHOCThIO K AMa0eTy Tumna 2 1 NporHo3upyeMbIM Pa3BUTHEM B
Oynymem nuabera tTuma 2 (cm. Lyssenko u np., The Journal of Clinical Investigation,
T. 117, Ne 8, cc. 2155-2163 (2007)). [lokazaHOo, YTO BapHAHTHI pUCKa moauMoppu3zMa

157903146 rena TCF7L2 accouuupoBaHbl CO CHUKEHHBIM €HCTBUEM UHKPETHHOB Ha
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CEKPELUI0 HHCYJIMHA, YTO MOXKET ObITh 00yCIIOBJIEHO, 110 KpaliHell Mepe YaCTHUYHO,
HapyIIEHHONW 4yBCTBUTEIBHOCTHIO -KJIETOK K HHKPETHHAM.

B cBsi3u ¢ 3TUM crneayeT 0XKuAaTh BOSHUKHOBEHHE NPOOJIEM B XOme
NPOTUBOANAOETUYECKOTO JIEUEHHUS MAlUEHTOB C AUA0ETOM, Y KOTOPBIX BBISIBJIEHBI
BapuaHThl pucka TCF7L2, npexne Bcero Hocutenei T-annens pucka rs7903146
TCF7L2, Takux Kak ManueHTsl ¢ BbIsiBJIeHHBIM reHoTunnoM CT rs7903146 TCF7L2
UJIA TIPEXKJI€ BCETO MAalNeHThI ¢ BhIsABJIeHHBIM reHoTunoMm TT rs7903146 TCF7L2.

B cBsi3u ¢ 5TUM B MEIMIMHE CYLUIECTBYET HEPEAJU30BaHHAsI MOTPEOHOCTD B
pazpaboTke cnmocoOOB, JEKAPCTBEHHBIX CPEACTB U (papMaleBTHYECKUX KOMITO3HITUN
WU KOMOWHAIMN ¢ JOCTATOYHO BBICOKON 3(p(HEeKTHBHOCTHIO B OTHOIIEHUH
TJIMKEMUYECKOT0 KOHTPOJISI, B OTHOIIEHUH MOANPHUIIUPYIOIHUX 3a00J€BaHUE CBOMCTB,
a TaK)K€ B OTHOLIEHHWH CHIKEHHUs 3a00JI€BAEMOCTH U CMEPTHOCTH, CBS3AHHBIX C
CEepPAEYHO-COCYIUCTHIMU 3a00J€BAHUSIMHU, U B TOXKE BPEMS XapaKTEPUIYIOIUXCA
yJIy4IIEeHHbIM npoduieM 6e30MmacHOCTH.

Wuarunburopsr AIII1-4 npencrapustoT co0ol eme OaQUH HOBBINA KJIACC areHTOB,
KOTOPBIH pa3paboTaH AJsl J€YEHHS UIH YIYUYLUICHHUS ITTUKEMHYECKOTO KOHTPOJIS Y
NaLUEeHTOB ¢ AuadeToMm Tumna 2.

Hanpuwmep, uaru6uropst JAIII1-4 u ux npuMeHeHne onucaHsl B 3asiBkax 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,
W02007/014886, 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 unu WO 2009/121945.

Ienp HacTOSAIIETrO U300pETEHUS

Ilenp HacTOsIIIEro M300PETEHH 3aKII0YAETCs B pa3paboTKe JEeKapCTBEHHOTO
cpeacrtsa u/unu cnocoda s npoPUIAKTUKH, 3aMEIJIEHHS TPOrPECCHPOBAHHS,
NPUOCTAHOBKH WJIH JieYeHHUsI MeTabOJIMYeCKOr0 HapYLISHUs, MPEKIe BCEro caxapHOro
nuabera Tumna 2.

Crnenyromas LieJib HACTOSLIETO H300pEeTeHNs 3aKII0YaeTcsl B pa3paboTke
JIEKapCTBEHHOI'O CPEACTBA M/UJIU criocoba AJisl yIy4IIeHUs] IITUKeMHUYeCKOro KOHTPOJIS
Y NaluEeHTa, HYy X KAAKIErocCs B TAKOM JICHCHUU, MIPCKAC BCCIro y MAalIUECHTOB C

caxapHbIM 1HabETOM THUIa 2, HapUMeEp, V MaLHUEHTOB, Y KOTOPbIX BbISBJIEH
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BapuaHT(bl) B OOHOM Uik OOJiee T€HOB, aCCOLMHUPOBAHHBIX C METa0OTUYECKIUMHU
3a0oneBaHUAME (TaKUX KakK, HAlpUMep, MauueHTsl ¢ reHotunom pucka TCF7L2, kak
ONHMCAaHO B JJAHHOM KOHTEKCTE), UJIU Y MAaLUEHTOB, Y KOTOPbIX NPUCYTCTBYET
COOTBETCTBYIOLINN I'€HOTHUII TUKOTO TUTIA.

Jlpyrast uejib HacTOsIEro u300peTeHns 3aKI4YaeTcs B paspaboTke
JE€KapCTBEHHOr'O CPENCTBA W/MJIH CrIOoco0a sl yIyUYLIeHHUs TIMKEMUYECKOTO KOHTPOJIS
y MalueHTa ¢ HeAOCTATOYHBIM TJIMKEMUYECKUM KOHTPOJIEM HECMOTPS Ha JIEYCHHE B
peXuMe MOHOTEpPANUH C UCIOJB30BAHHEM NMPOTHBOANA0ETUUYECKOTO JEKAPCTBEHHOTO
CpeAcTBa, HampuMep, MeTGPOPMHUHA, U HECMOTPS HA KOMOMHHPOBAHHOE JICYCHHE
ABYMsI WJIA TPEeMsI MPOTUBOANAOETUUECKIMU JIEKAPCTBEHHBIMU CPEICTBAMHU,
HarpuMep, y MamueHTa ¢ BapuanToM(aMi) B OJTHOM UJU OoJiee TeHOB,
aCCOLMMPOBAHHBIX C META0OIMYECKUMH 3a00JIeBaHUAME (TAKOTO KaK, HApUMep,
nanueHT ¢ reHotunom pucka TCF7L2, kak onmucaHo B JaHHOM KOHTEKCTE), UJIU Y
NALHUEeHTa, Y KOTOPOTO BBISBJIEH COOTBETCTBYIOIINN Fr€HOTHIT JTUKOTO THUIIA.

Jpyras 1uenb HaCTOSIIEro n300peTeHHs 3aKII0YaeTCs B pa3paboTke
JE€KapCTBEHHOI'0 CPeNCTBA W/ MM crioco0a aist mpodUIaKTHKH, 3aMEUICHHUS HIIH
NPUOCTAHOBKH MPOrpeCCUPOBAHMS 3a00J€BaHNUI OT HAPYLIEHHON TOJEPAHTHOCTHU K
rmoko3e (HTT'), HapyumeHHOro ypoBHS I10K03bl B kpoBu Hatomak (HI'H),
PE3UCTEHTHOCTH K MHCYJIUHY W/HJIN MeTabOJIMYECKOTO CHHAPOMA 10 CaXapHOro
nuabera Tumna 2.

Eme onna nenp HacTosmero n300peTeHus 3aKydaercs B pa3paboTke
J€KapCTBEHHOr'O CPeNCTBa W/ MM criocoda aist popUIAKTHKH, 3aMeIJICHHS
NPOTPECCUPOBAHUS, TPUOCTAHOBKHU HJIM JICYEHUSI COCTOSIHUS UJIN HAPYLICHUS,
BBIOPAHHOTO U3 TPYMIIbI, BKIOYAKOIE OCI0KHEHHs], OMOCPEIOBAHHBIE CaXapHBIM
nuadeToM.

Crnenyromas meiap HaCTOSAIEro H300pEeTeHUs 3aKI0UaeTCs B pa3padoTke
JEKapCTBEHHOTr'O CPENCTBA W/ MM Crioco0a st CHUIKEHUS MacChl Teja UIn
npopUIAKTUKH YBEJIUUYCHUS MACChl TeJla y MAIMeHTa, HY KA Ierocs B 3TOM,
HalpuMep, y MalueHTa, y KOTOPOro BBISIBIICH BapHAHT(bl) B OTHOM M OOJiee Te€HOB,
aCCOLMMPOBAHHBIX C MeTA0ONIMYECKUMH 3a00IeBaHUAME (TAKOr0 KaK, HApuMep,
nanueHT ¢ reHotunom pucka TCF7L2, kak onmucaHo B JAHHOM KOHTEKCTE), UJIU Y

NanueHTAa, KOTOprﬁ OTHOCHUTCA K COOTBCTCTBYHOIIEMY I'€HOTUINY JUKOTO THIIA.



10

15

20

25

30

-0.

Jlpyras nenp HacTOsIIEro n300peTeHns 3aKIYaeTcs B pa3padoTke
JEKapCTBEHHOI'O CPENICTBA, XapaKTEPU3YIOLIErocs BBICOKOH 3(PPEeKTUBHOCTHIO MPH
JeueHUH MeTabOoJIMYeCKUX HApyIIeHUH, Ipexae Bcero caxapuoro auabera, HTT,
HI'H, w/unu runepriukeMun, NpuieM yKazaHHOE JIEKapCTBEHHOE CPENICTBO
XapaKTepHU3yeTCsl JOCTATOYHO MUJIN YPE3BbIUAHHO BHICOKUMH (papMaKOJIOTrHYECKIMHU
u/unu GpapMaKOKUHETUYECKUMHU U/UIU PU3UKO-XUMHUYECKUMH CBOMCTBAMH.

Jlpyrue 1enu HaCTOSAIMero H300peTeHus NPEeaCTaBISIOTCS OYEBUAHBIMU 115
CMEeLHNATUCTOB B JAHHOW 00JIACTH MEAULIMHBI HA OCHOBAHHH ONUCAHUS U IPHUMEPOB
HACTOsILIEHN 3asBKU.

KpaTkoe m310KeHNE CYITHOCTH I/1306D6T6HI/I$I

B Hacrosimem n3o0peTeHnn ycTaHoBieHOo, 4To uurudurop AIIII-4,
NPEeANOYTUTENBHO JUHATJIMIITHH, a TaKXKe papManeBTHIECKast KOMIIO3 UIHS HIIH
koMOuHauwms, Briarovarmas naruourop AI1I1-4 u Heobs13aTenpbHO OAHO WU OoJee
APYTUX aKTHUBHBIX COEAMHEHUH (HampuMep, NpOTHBOAHA0ETUYECKUX areHTOB),
SABJISIETCS TepaneBTUYECKH 3 (PEKTUBHBIM IJIs1 YAYULMIEHUS TTTUKEMHYECKOTO KOHTPOJIS
U JIe4eHHs caxapHoro amadera tumna 2 namueHtos ¢ reHoTunom pucka CT unu TT
rs7903146 TCF7L2, a Takxe nmauueHToB ¢ reHotrunom CC rs7903146 TCF7L2 gukoro
THUTIA.

IIpesxne Bcero OBIIO YCTAHOBJIEHO, UYTO Y BCEX MCCIENOBAHHBIX MAIIUEHTOB C
reHotunoM TCF7L2 (nmamuentos ¢ renotunom pucka CT unu TT rs7903146 TCF7L2
wnu ¢ reHorunom CC rs7903146 TCF7L2 pukoro Tuna) HaOM0gaeTCsl KIMHUYECKH
3HAYMMas OTBETHAs peakius Ha BBeneHue uHruouropa JAIII-4, npeanoyTutenbHO
JUHATJIUNTHHA.

B cBsi3u ¢ 3TUM B HacTOsIIEM U300pETEHUH ONpeaeIeHHbIE MOATPYIIIbI
NALHUEHTOB ¢ AUa0eTOM, MOAJALUIUXCS MPOTUBOANAOETHIECKOMY JIEUSHHIO TIO
HACTOSIIIEMYy M300pETeHHIO (BKJIFOUYAst TPEANOYTHTEIbHO MPUMEHEHNE JIMHATIUIITHHA,
Heo0s13aTeNnbHO B KOMOMHALIMY C OJHUM UJIK OoJiee APYTUX aKTUBHBIX COCTMHEHHH,
TAaKWUX KakK, HApUMep, APYrue NpoTUBOANA0ETHYECKHNE COeTUHEHUS, KaK OMHCAHO B
JAHHOM KOHTEKCTE), BKJIIOYAIOT, HAIPUMEP, HO HE OTPAHNYNBASICH TOJIbKO UMH,
nanueHToB, y KoTopbiX BbisABJIeH reHOTUN CC unu CT unu TT rs7903146 TCF7L2,
COOTBETCTBEHHO.

B Hacrosimem n3o0peTeHnn KpoMe TOro ObLIO YCTAHOBIEHO, YTO HHTHOUTOPBI

JIIII-4, kak ompenesieHO B JAHHOM KOHTEKCTE, a Takke (papManeBTHIECKHE



10

15

20

25

30

- 10 -

KOMITO3UINHU WK KoMOUHauu, BKirovarmue nHruourop AII1-4, kak onpeneneHo B
JAHHOM KOHTEKCTE, M Heo0A3aTeIbHO OJJHO MM DoJjiee IPYTruX aKTUBHBIX COEIUHEHUH,
MOXHO HCTIOJIB30BaTh B CIOC00€ NMpOoUIaKTUKH, 3aMeAJIEHUs IPOrPECCUPOBAH U,
IPUOCTAHOBKH (HampuMep, IPUOCTAHOBKHU Havaja Pa3BUTHUA) UJIU JIEUECHUS
MeTabOoIMYecKoro HapymeHus (mpexae Bcero nuabera, mpekae BCero caxapHoro
nuabera Tuna 2 U pOACTBEHHBIX COCTOSIHUI, HAIIpUMEp, OCJIOKHEHUH,
OMOCPEIOBAHHBIX AHA0ETOM), IPEKIe BCETO B COco0e Yy YIeHUs TITHKEMUYECKOTO
KOHTPOJISI MALMEHTAa, TAKOTO KaK MAaI[MeHT, Y KOTOPOTO BBISIBJICH BapHAHT(bl) B OTHOM
wiu 0oJiee reHOB, aCCOLMHUPOBAHHBIX ¢ METa0OINYECKUMHU 3a00I€BaHUsIMU (TAKOTO
KaK, HalpuMmep, nauueHTel ¢ reHotunom pucka TCF7L2, kak onucaHo B JaHHOM
KOHTEKCTE).

B Hacrosimem n3o0peTeHnn KpoMe TOTo ObLIO YCTAHOBIEHO, YTO HHTHOUTOPHI
JIIII-4, kak ompenesieHO B JAHHOM KOHTEKCTE, a Takke apMaleBTHIECKHe
KOMITO3UINU WK KOMOUHauu, BKirovarmue nHruourop AII1-4, kak onpeneneHo B
JAHHOM KOHTEKCTE, M HeOOA3aTeIbHO OJJHO MJIM 0OJiee NPYTrux aKTHBHBIX COCIHMHEHHH,
MOYHO HCTIOJIB30BATh B clIOc00e NMpOo(MIAKTUKY, 3aMeAJIEHUs TPOrPECCUPOBAHHS,
IPUOCTAHOBKH (HampuMep, MPUOCTAHOBKYU Hadajla pa3BUTHS) WM JE€UEHUS
MeTaboauuecKoro HapymeHus (mpexae Bcero quadbera, npexae BCero caxapHoro
nuabera Tuna 2 U pOACTBEHHBIX COCTOSIHHII), NPEKJIe BCErO B CIOCO0e yIyULIeHHUs
IIMKEMHUYECKOrO KOHTPOJIS MAaLlMeHTa, TAKOTO KaK MalUueHT, KOTOPbIil OTHOCUTCS K
redotuny TCF7L2 nukoro tuna, npexae Bcero k renoruny CC rs7903146 TCF7L2
OUKOTO THUIIA.

B opHOM BapuaHTe Coco0 BKJIIOYAET CTAIHI0 HACHTU(UKAIIUN MALUECHTA,
BOCIIPHUMYHUBOTO K HCIOJIb3YEMOMY CIIOCO0Y, HAPUMEP, BKIIOYAKOIIYIO BBISBICHHUE Y
namnueHTa BapuaHTa(oB) B OAHOM Ui O0Jiee TeHOB, aCCOLIMUPOBAHHBIX C
MeTaboNMYeCKUMHU 3a00eBaHUsIMU (HAIPUMEp, MPUHAAIEKHOCTH ALIHEHTa K
reHotuny pucka TCF7L2, kak onucaHO B JAHHOM KOHTEKCTE), FIIU MPUHAAIEKHOCTH
nanueHTta kK reHotuny TCF7L2 nukoro Tuma, Kak ONMMUCaHO B JAHHOM KOHTEKCTE, a
TaK)Ke CTaJUI0 BBENECHUs yKa3aHHOTO nHruouropa AIII-4, papmanesruueckoi
KOMIIO3HUIINU HJIM KOMOMHALIMH MAIMeHTy, Y KOTOPOro YCTAHOBJIEHA
BOCIIPUUMYHBOCTD K CIIOCO0Y.

VYka3aHHbIN NPUHIUI OTKPBIBAET HOBbIE T€PANEBTUUECKHUE BO3MOXKHOCTHU IS

JedeHus U NpouIaKTUKU caxapHOro aunadera Tuna 2, n30BITOYHOI MacChl Tena,
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OKMPEHUsI, OCTIOKHEHNH, ONOCPEOBAHHBIX CaXapHBIM AUa0EeTOM, U POJICTBEHHBIX
NaTOJOTUYECKUX COCTOSIHUM, BKJIIOYas MALMEHTOB, Y KOTOPBIX BBISBICH(BI)
BapuaHT(bl) B ONHOM WJik OOJiee T€HOB, aCCOLMHUPOBAHHBIX C METaAOOIUIECKIUMHU
3aboneBaHUAMH (TaKMX KakK, HaIpuMep, nmanueHTsl ¢ renotunom pucka TCF7L2, kak
ONMHUCAaHO B JAHHOM KOHTEKCTE), a TaAK)Ke MaLlMEHTOB, KOTOPbIE OTHOCATCS K
COOTBETCTBYIOIIEMY I'€HOTHIIY AMKOIrO THINA (HapuMep, TAKUX KaK MAlUeHTHI C
reHotunom TCF7L2 aukoro Tumna, Kak OMUCAaHO B JAHHOM KOHTEKCTE).

Kpome Toro B HacTosiieM U300pETEHUH MPEAaraeTcsi Crnocod onpeaeseHus
BEPOATHOCTHU OJIATONPHUSTHOW OTBETHON peakuuu (Hampumep, npu odecrneueHnn
TJIMKEMUYECKOT0 KOHTPOJIS) UM BEUYUHBI OJIATONPUSITHOTO U3MEHEHHS Y POBHSI
HbAlc y mHauBuayyma B pe3yibTare JedeHUs nHANBUAYyyMa uaruobutopom AIIIT-4,
NPEeANOYTUTENBHO JUHATIUITUHOM, Ui uaruoutopom AII1-4 B komOuHanuu ¢
OIHUM HiH OoJiee APYTUX aKTUBHBIX COEAUHEHHH (Hampumep,
NPOTUBOAHAOETUUECKUX areHTOB), IPUUEM YKa3aHHBIH CTIOCO0 3aKJII0YAETCS B TOM,
YTO BBISIBJISIFOT MPUHAAJIEIKHOCTh CyObekTa Kk reHoTuny pucka TCF7L2 (nmpexne Bcero
k reHotuny pucka TT rs7903146 TCF7L2) unu x renoruny TCF7L2 nukoro tuna
(mpexne Bcero k renoruny CC rs7903146 TCF7L2 nukoro tumna), mpu 3TOM
BEPOATHOCTb OJIATONPHUATHON OTBETHON pEeaKLUU UM 3HAYUTEIbHOTO
OnaronpusTHOro usmMeHeHus yposHs HbAlc B kauecTBe OTBETHON peakiuu Ha
BBeneHue nuruouropa JAIII-4, npeanodYTUTENbHO JUHAMIUITHHA, HJIM HHIHOUTOpa
JIIIT-4 B xoMOMHAUU C OJHUM MK OOJiee IPYTUX aKTHBHBIX COCIMHEHUN
(Hampumep, MPOTUBOANAOETHUYECKUX Ar€HTOB) MOBBILIEHA Y HHAUBUAYYMA,
oTHocsuerocs: k romo3uroriomy resoruny CC rs7903146 TCF7L2 nukoro tuna, u
CHIJKE€HA Y UHAUBUIAYYMa C TOMO3UTOTHBIM reHotunom pucka TT rs7903146 TCF7L2
(HO Bce elne, HAIPUMeED, SABJISETCS KIMHUYECKHU CYLUIECTBEHHON UJIM 3HAYMMON).

B cBsi3u ¢ 3TUM B O1HOM 00BEKTE mpeasaraercs GpapManeBTuIeCKas
KOMIIO3HIIUS VUM KOMOWHALMS, BKITFOYAO LIAs:

(a) uarudburop AIIII-4 u HeoOs3aTENBHO

(6) BTOpOI MpoTUBOAMAOETUYECKUN areHT, BhIOpaHHbIN U3 rpynmnbl G3,
BKJIIOHarO el Ouryanuasl (mpexae Bcero MeT@OpMIH), THA30JIHANHIUOHBI,
Cyab(OHUIMOYEBUHBI, TTUHUABI, HHTHOUTOPHI o-riroko3unasel, ['TIII-1 unu aHanoru

I'TITT-1, a Tak>Xe UHCYJIMH WJIM aHAJOTH UHCYJINHA, U HEOOs3aTeIbHO
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(B) Tperuii nporuBoaMabEeTHUECKU I areHT, OTINYatoImuiics ot arenra (0),
BbIOpaHHBIN U3 rpynnel G3, BKIOYAOIme OuryaHunsl (mpexnae Bcero MeTpOpMHUH),
TUA30JUIUHANOHBI, CYJIb(OHUIMOUYEBUHBI, TIMHUABL, HHTHOUTOPHI O-TJIIOKO3UA3bI,
I'TIII-1 unu ananoru I'TIII-1, a Tak:ke MHCYJIUH UJIM AHAJIOTU UHCYJINHA,

Wi papMaLeBTUYECKU IPUEMJIEMYIO COJIb YKAa3aHHBIX COeTMHEHUH.

B nonoObekTe npennaraercs papMaLeBTUUECKAss KOMIIO3ULUS MJIM KOMOMHALIHS,
BKJTFOYAO A

(a) uaruburop AIIII-4 u HeoOsA3aTENBbHO

(6) BTOpOI MmpoTUBOAUAOETUYECKUN areHT, BHIOpaHHbINA U3 rpynnbl G3,
BKJIIOHaro el Ouryanuasl (mpexae Bcero MeTpOpMHUH), THA3OJTUAUHIHOHBL,
Cyb(GOHUIMOYEBUHBI, TIUHUABI, HHTUOUTOPHI o-Tiroko3unasel, ['TII-1 unu aHanoru
I'TITT-1, a Tak>Xe UHCYJIMH WJIM aHAJOTH UHCYJINHA, U HEOOs3aTeIbHO

(B) Tperuii mpoTuBoaNaOETHUECKHUI areHT, OTiInJarmuiics ot arenra (0),
BBIOpPAHHBINA M3 TPYIINEL, BKIOYAKOLIIEH METGOPMUH, CYyIb()OHHUIMOYEBHHY,
NUOTJINTA30H, PO3UTIINTA30H, PENarInHU, HATETIMHU, akap0o3y, BOraudo3y,
murautod, I'TIII-1 unu ananor I'TIII-1, a Takke MHCYJIUH UJIM AHAJOT UHCYJIMHA,

win papMaLeBTUYECKH IPUEMIIEMYIO COJb YKA3aHHBIX COEIMHEHHUH.

B npyrom nogoObekTe npennaraercsa ¢papmMaLeBTUUECKas KOMIIO3ULMS UIIH
KOMOMHAIMS, BKJIHOYAKO A

(a) uaruburop JAIIII-4 u HeoOsA3aTEIBHO

(6) BTOpOI MpOTHBOIMAOETHYECKUH areHT, BBIOPAHHBIN U3 TPYIIIbI,
BKJIIOYaKO e MeTHOPMUH, CYJIbPOHUIMOUYEBUHY, TUOTIUTA30H, PO3UTIIUTA30H,
penariuHuA, HaTerIuHUA, akapoo3y, Bornudo3y, murnuton, ['TITI-1 uau ananor
I'TIT-1, a Takke MHCYJIMH WJIM AHAJIOT UHCYJIMHA, H HE00sA3aTeIbHO

(B) Tperuii mpoTuBOoaUaOETUUYECKHI areHT, OTINYaromuiicsa ot arenra (0),
BbIOpaHHBINA U3 Tpynnbl G3, BKIOYAKOIEH OuryaHunsl (mpexae Bcero MeTpOpMHUH),
THA30JIUIUHANOHBI, CYJIb()OHUIMOUYEBUHBI, TTUHUABI, HHTUOUTOPHI OL-TITOKO3UAA3HI,
I'TIII-1 nnu ananoru I'TIII-1, a Takke MHCYJIUH UM aHAJOTH UHCYJINHA,

win GapManeBTHYECKH MPUEMIIEMYIO COJIb YKA3aHHBIX COETMHECHHUH.

B cnenyromem nogodwvekTe npeanaraercs GapmaneBTudeckas KOMIO3UIUS HITH
KOMOWMHAIIMS, BKJIFOYAIO A

(a) uaruburop AIIII-4 u HeoOs3aTENBHO
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(6) BTOpOI# MpoTUBOANAOETUYECKUI areHT, BHIOPAHHBIA U3 T'PYIIIIHL,
BKJIIOHaKO el MeTHOpMUH, CyJIb(POHUIMOUEBUHY U MUOTJINUTA30H, U HEOOSI3aTENbHO

(B) Tperuii nporuBoaUaOeTUUECKUI areHT, oTIn4aroIuiics ot arenra (0),
BbIOpAaHHBINA M3 TPYIIBI, BKIOYAOMeEeH MeTGOpMHH, CyIb(OHUIMOUYEBUHY,
NUOTJINTAa30H, PO3UTIINTA30H, PEeNArIMHUA, HATerJIUHU, akapbo3y, Boraubdo3sy,
murautos, I'TIII-1 unu ananor I'TIII-1, a Takke UHCYJIUH UJIM aHAJIOT UHCYJIMHA,

win GapMaLeBTHUYECKH MPUEMIIEMYIO COJIb YKA3aHHBIX COeTMHEHUH.

B npyrom nogo0bekTe npenyaraercs papManeBTUYECKass KOMIIO3ULIUS WU
KOMOMHAIIMS, BKJIFOYAIOIIAS:

(a) uaruburop AIIII-4 u HeoOsA3aTENBHO

(6) BTOpOI# MpoTUBOAUAOETUYECKUN areHT, BHIOPAHHBIA U3 TPYIIIIHL,
BKJIIOHAKO e MeTHOPMUH, CYJIb(POHUIMOUYEBUHY, TUOTIUTA30H, PO3UTIUTA30H,
pemariuHuA, HaTeTJIMHUI, akap0o3y, Boraudo3y, murauton, ['TIIT-1 unu ananor
I'TIIT-1, a Takke WHCYJIMH UJIM aHAJIOT UHCYJIMHA, H HE00A3aTeIbHO

(B) Tperuii mpoTuBOaNaOETUUECKHUI areHT, oTiInJaromuiics ot arenra (0),
BBIOpAHHBINA M3 TPYIIIBL, BKIKOYAOMEH METGOPMIH, CYyIb(OHUIMOYEBUHY H
MUOTJINTA30H,

wiu papMaLeBTUYECKH IPUEMIIEMYIO COJIb YKA3aHHBIX COENMHEHHH.

B eme oqHoM nopoObekTe nmpeniaraeTcs papMaleBTUYeCKass KOMIIO3ULIUS UITH
KOMOMHAIMS, BKJIFOYAIOIIAS:

(a) uaruburop AIIII-4 u HeoOsA3aTeaBbHO

(6) BTOpOI MpoTUBOAUAOETUYECKUI areHT, BHIOPAHHBIN U3 TPYIIIIHI,
BKJIIOYAKO e METHOPMUH U MUOTJIUTA30H, H HEO0sA3aTeIbHO

(B) Tperuii nporuBoaUabeTUYECKHI areHT, OTINYaromuiicsa ot arenra (0),
BBIOpAHHBINA U3 TPYIIBL, BKIIOYAOMEH METGOPMHUH, CYJIb()OHUIMOUYEBHHY U
MUOTJINTA30H,

win GapManeBTHYECKH MPUEMIIEMYIO COJIb YKA3aHHBIX COCIMHEHUHN.

B eme ogHoM nmopoObekTe mpeniaraeTcs papMaleBTHYECKast KOMIO3ULIUS UITH
KOMOMHAIIMS, BKJIFOYAOIIAS:

(a) uarudurop AIIII-4 u HeoOs3aTENBHO

(6) BTOpOI MpoTUBOANAOETUYECKUN areHT, BBIOPAHHBIA U3 T'PYIIIIHL,

BKJIIOHaKO e MeTQOpMUH, CYJIb(POHUIMOUYEBUHY U MUOTJIUTA30H, 1 HEOOA3aTEIbHO
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(B) Tperuii mpoTuBoANabETHUYECKUI areHT, OTIMYAIO UICS OT areHTa (0),
BBIOpPAHHBIN M3 TPYIIIBI, BKJIOYAOIMEH METGOPMIH U THOTJINTA30H,

wiu papMaLeBTUYECKH NIPUEMIIEMYIO COJIb YKA3aHHBIX COeNMHEHHH.

Ecnu Hapsny co BTOPbIM NPOTHBOANA0ETUYECKUM areHTOM BbIOMPAIOT TPETUH
NpOTUBOANAOETUYECKHI areHT, YKa3aHHbIH TPETHI NPOTUBOANA0ETUUECKUN areHT
IPEANOYTUTENBHO BEIOMPAIOT U3 APYrOTO KJIAcca [0 CPABHEHUIO CO BTOPBIM
npoTUBOAHAOETUYECKHM areHToM. Takum o0pa3oMm cieayeT MOHUMATh, YTO BTOPOH U
TPeTHI MPOTUBOANAOETUYECKUN are€HThl OTIIMYAKOTCS M MPEANOYTUTEIbHO OTHOCSTCS
K Pa3HBIM KJiaccaM (HampuMep, €CJIM BTOPOH MPOTHBOANAOETHYECKHUI areHT
BBIOMPAIOT U3 Kj1acca OUTyaHUIIOB, TPETHIH NPOTUBOANAOETHUECKUN areHT
NPEeANOYTUTENBHO BRIOUPAIOT U3 Apyroro kiacca). Kimaccel mpoTuBoanadeTniecknx
areHTOB BKJIOYAIOT, HAPUMEDP, YIIOMSHYTBII BBIIIE KJIAaCC OUTyaHHUIOB, KJIacc
THA30JUIMHANOHOB, KJIACC CYyIb()POHUIMOUYEBHUH, KJIACC ITUHUOB, KJIACC HUHTHOUTOPOB
O-TJIKO03UuAa3bl, kinacc anajgoros ['TIII-1, knacc nHCyaUHA U T.II.

B KOHKpETHOM BapuaHTE OCYIIECTBJIEHUS HACTOSLIEr0 N300peTeHMs
npeniaraercs Jie4deHnue B pexxume MoHoTepanun uaruouropom JAIIT-4, kak
ONpeneeHO B JAHHOM KOHTEKCTe, W/ Hin ¢papManeBTUUIECKIe KOMITO3ULIUH,
BKJrovaromue uaruobutop JAIII-4 B kauecTBe eIMHCTBEHHOTO aKTUBHOT'O
UHTPEIUEHTA.

B cnyuyae komOuHaumii 1/uau KOMOMHUPOBAHHOTO JICUSHUS 110 HACTOSALEMY
N300pEeTEHNI0 B KOHKPETHOM BapUaHTE MPEIJIaraloTcsl JBOWHbIE KOMOMHALIUY 1/ UITN
IBOWHAS Tepamus, B APYyrOM BapHaHTE MPEANaraTcs TPOWHbIe KOMOUHALNY W/ WU
TpO¥Has Tepanus.

B npyrom oObekTe mpenniaraercs cnocod npouaakTHKY, 3aMeIJIeHUs
NPOTPECCUPOBAHUS, TPUOCTAHOBKH HJIU JIEYEHHUSI META00INYECKOr0 HapyLIEHHUS,
BBIOPAHHOTO U3 TPYMIIBI, BKIOYAKIIEH caxapHblil nuader Tuna 1, caxapHsli nuader
tuna 2, HTI', H['H, runepriavukeMuro, rHepriukeMHUI0 NOCje npueMa nuiiy,
n30BITOYHYIO Macca Teja, OKUPEeHHEe U MeTabOoJINUeCKHi CHHAPOM Yy MaINeHTa,

HY KA IEeTroCsl B TAKOM JICUCHHUH, U YKa3aHHBIN CIIOCO0 3aKIIF0YAETCS B TOM, YTO
nauueHTy BBOAAT uHruourop JAIIII-4 u HEoOsA3aTeNbHO BTOPOI U HEOOSI3aTENbHO
TPeTHIl MPOTUBOANAOETHYECKUH areHT, KaK ONPEeNeIeHO B JaHHOM KOHTEKCTE,

HaIrpuMep, B BUJe KOMOMHALIMH.
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B npyrom obbekTe npemnaraercs cnocod npouiakTUKY, 3aMeIIeHHs
IPOTPECCUPOBAHUS, TPUOCTAHOBKHU MJIM JIEYEHUS] META0OINYECKOTr0 HapyIIeHHUs,
BBIOPAHHOTO U3 IPYMIIBI, BKIOYAKOMEH PE3UCTEHTHOCTh K HHCYJIUHY,
TUNEPIUNUAEMUIO, TUIIEPXONECTEPUHEMHIO, AUCITUIUAEMUIO, THIIEPTEH3HIO,
XPOHHUYECKOE CUCTEMHOE BOCHAJeHNE, PETHHOIIATHIO, HEBPOMATHIO, HE(PPOIATHUIO,
aTepOCKIIEPO3, SHAOTEINAIBHYIO TUCOYHKINIO, HEAIKOTOJbHYIO )KHPOBYIO 0OJI€3Hb
neuenu (HAXKBII) u ocTeonopos y mainueHTa, HyKIaKIIerocs B YyKa3aHHOM JIEUEHUH,
U YKa3aHHBIN c0co0 3aKJIF0YAeTCsl B TOM, UTO MalueHTy BBoAsAT uHruourop AII1-4 u
He00s3aTeNIbHO BTOPOH M HEOOsI3aTeIbHO TPETUH MPOTUBOAUAOETUUECKUI areHT, KaK
OmpeneseHO B JAHHOM KOHTEKCTe, HallpuMep, B BHI€ KOMOUHAIINN.

B npyrom oObekTe mpemiaraeTcs cnocod yiaydIeHus TIHKeMUYeCKOro
KOHTPOJISI U/WJIM CHH)KEHUS YPOBHS TJIIOKO3bI B IJIA3M€ HATOIIAK, YPOBHS TIIIOKO3BI B
m1a3Me rocJjie npueMa MUK |/WIH YPOBHS TJIHKO3UIMPOBAHHOIO reMoriobnHa
HbAlc y maumeHTa, Hy KAAIOIIETOCs B 3TOM, MPUYEM YKa3aHHBIA CIIOCO0 3aKIF0YaeTCs
B TOM, 4TO nmauueHTy BBoasaT unrudurop AIIII-4 u HeoOs3aTenpbHO BTOPOH U
He00s3aTeNbHO TPETHH NMPOTUBOANA0ETHUECKUN areHT, KaK ONpeNeeHO B JaHHOM
KOHTEKCTE, HapUMep, B BUJEe KOMOMHALIMH.

dapmaueBTHYECKas KOMIIO3UIUS MO HACTOSIIEMY U300PETEHUIO MOXKET TaK)Ke
XapaKTepU30BaThCs LEHHBIMU MOAUPUINPYIOMUMH 3a00J€BaHNE CBOWCTBAMU B
oTHoOLIeHUU 3a00JieBaHUN UK cOCTOsiHUM, cBsa3aHHbiXx ¢ HTT, HI'H, pe3ucTeHTHOCThIO
K MHCYJUHY W/WIH METa0OIMYeCKHUM CUHIPOMOM.

B npyrom o0bekTe mpennaraercs crnocod npouaakTHKK, 3aMeIJIeHNUs,
MPUOCTAHOBKHU WJIM OOpalieHus: mporpeccupoBanus 3adonesanuii: or HTT', HI'H,
PE3UCTEHTHOCTH K MHCYJIUHY W/WJIH OT METa0OJIMYECKOTO CHHIPOMA A0 CaXapHOTrO
nuabera Tuna 2 y ManueHTa, Hy KJAIIerocss B 3TOM, IPUYeM YKa3aHHBIH criocod
3aKJIF0YAETCSl B TOM, 4TO mauueHTy BBoAAT uHrudurop JAIIII-4 u HeoOsA3aTenpHO
BTOPOH M HEOOSA3aTENbHO TPETHI MPOTUBOANAOETUYECKUN areHT, KaK OMPEeaeNIeHO B
JAHHOM KOHTEKCTE, Hal[pUMep, B BUJEC KOMOMHALIMH.

ITockoabKy HCMONBb30BaHUE PapMaLEeBTUUECKOH KOMIO3HUIUN HJIM KOMOUHAITUN
[0 HACTOSIIEMY U300peTeHUI0 00eCIeUnBaeT YIyULIeHNEe INTUKEMHYECKOTO KOHTP OIS
y MaIUEHTOB, HY KA LIIUXCSA B 3TOM, MOXKHO JICUUTD TAK)KE€ COCTOSIHUS U/HITH
3a00eBaHus, CBSI3aHHBIE C MOBBIMIEHHBIM YPOBHEM TI'JTIOKO3bI B KPOBU HIIH

OMOCPEOBAHHBIC HM.
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B npyrom obbekTe mpennaraercs crnocod npoGuaakTHKY, 3aMeIJICHUS
IPOTPECCUPOBAHUS, TPUOCTAHOBKHU MJIM JICYEHUSI COCTOSIHUS WU HAPYLICHUS,
BBIOPAHHOTO U3 TPYIMIIbI, BKIIOYAKOIEH OCIOKHEHUs, ONOCPEJOBAHHbBIE CAXapHbIM
nnabeToM, Takue Kak KaTapakTa, a TAKKe MUKPO- M MAaKpOCOCYAUCThbIe 3a00IeBaHus,
Takue Kak HepomaTus, peTHHONATHS, HEBPONATHUS, YXyAIICHUE TO3HABATEIbHOM
CrOCOOHOCTH M MaMATH, HeHpOoAereHepaTUBHBIEC HJIM KOTHUTHBHBIE PACCTPONCTBA,
Kapauo- WK HepeOpoBacKyIsipHbIe 3a00J€BaHUsI, ATEPOCKIIEPO3, TUIIEPTEH3 U,
SHIOTENHaIbHAs NTUCPYHKIUS, UHPAPKT MHOKAPIa, OCTPBIH KOPOHAPHBIN CHHIPOM,
HecTabuIbHAS CTEHOKApAUS, CTa0UIbHAS CTEHOKAPAUs, KapANOMHUOIATHS, CEpAEYHas
HEJOCTATOYHOCTD, HAPYIIEHHUS CEPAEUYHOTO PUTMA, BACKYJSPHBIH PECTEHO3,
OKKJIFO3MOHHOE 3a0osieBaHNe nepudepuiecKoil apTepuu, NHCYJIbT, HIIEMHUsI TKaHEH
win quabeTuyeckasi CTona uian quabeTuyeckue s3Bbl Y MalueHTa, HY KA Merocs B
YKa3aHHOM JICUEHUH, TPUYEM YKA3aHHBIH CIIOCOO 3aKII0YAETCA B TOM, YTO MALIUEHTY
BeoasT uHruourtop JAIIII-4 u HeoOs13aTenbHO BTOPOH U HEOOSA3aTENBHO TPETHI
NpOTHUBOAHAOETUUECKHUI areHT, KaK ONpeaeeHO B JTAaHHOM KOHTEKCTe, HalpuMep, B
Bune komOuHauuu. [Ipexne Bcero MOXHO J€YUTh, 3aMEJISITh IPOTPECCUPOBAHUE HIIH
NpeaoTBpaINaTh Pa3BUTHE OJHOTO MM OoJyiee MPOsiBIEHUN NHabeTUuueCcKou
He(pomaTuu, TAaKOro Kak runeprnepdysus, NpOTEUHYPUS U albOyMUHYpHUS (BKIIOYAs
MHUKPO- U MaKpoalbOYMUHYpPHUI0). TepMUH «UILIEMUs TKaHEH» Mpexkae BCEro
o0o3HavaeT quabeTHUEeCKyI MaKPOAHTHONATHIO, THA0ETHYECKYI0 MUKPOAHTHOTATHIO,
HapyLIEHHOE PaHO3aXXUBJICHHE U TuadeTH4YecKyo s13By. B Hacrosimem onucanuu
TEPMHHBI KMUKPO- U MAKPOCOCYAHUCTHIE 3a00J€BaAHUI» U KMHKPO- U
MaKpOCOCYAUCTBIE OCJIOKHEHUS» HCIOJIb3YIOTCA B3aUMO3aMEHSIEMO

B onHOM BapuaHTe npu BBeAeHHH (HapMaLeBTUUECKON KOMIO3HIIUN HITH
KOMOHMHALIMY [0 HACTOSIEMY U300pETEeHHIO He HaOJNI0AaeTCsl YBEJITMNYEHHE MAaCChI TeJla
WJTU TIPOUCXOUT J1aXKe CHUKEHHE MACChI TeJa.

B npyrom oObekTe mpennaraercs crocod CHMKEHHS] MaCcChl TeJla M/UIIN )KHPOBBIX
TKaHell B OpraHu3Me WM NpOPUIAKTUKH YBEJIUUYECHUS MACChl Tejla U/ WU KUPOBBIX
TKaHel WIIM YCKOPEHHs] CHIIKEHHSI MACChl TeJla W/MJIU JKUPOBBIX TKaHEH y MaIueHTa,
HY’KJIAQIOIEerocsl B 3TOM, MPHYEM YKa3aHHBIH CIIOCO0 3aKII0YAETCS B TOM, UTO
nauneHTy BBOAAT uHruourop JAIIII-4 u HEoOsA3aTeNbHO BTOPOH U HEOOSI3aTENbHO
TPeTHIl MPOTUBOANAOETHUECKUN areHT, KaK ONPeNesIeHO B JTaHHOM KOHTEKCTE,

HaIrpuMmep, B BUIe KOMOMHALIMH.
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B onHOM BapuaHTe npu BBeAeHUH (apMaleBTUUECKON KOMIO3UIIUN HITH
KOMOHMHALMH 10 HACTOSAIEMY U300PETEHUI0 MOYKHO OTCPOYHUTh MIJIM MPEIOTBPATUTH
JereHepaluio B-KIeToK U CHUXKEeHHE QYHKINOHAJIbHOCTHU [3-KJIETOK, HalpuMep,
aroITO3 UJIK HEKPO3 B-KJIETOK MOJKeNyJouHOH xene3bl. Kpome TOro, MoXHO
NOBBICUTD UJIM BOCCTAHOBUTH (PYHKIIMOHAIBHOCTD KJIETOK IOJKEYIOUYHOH XKeJe3bl, a
TaK)K€ YBEJUYUTH YUCIO U pa3Mep [-KJIETOK MOJKeNyqJOYHOH Kene3bl. MOXKXHO
YCTAaHOBUTb, YTO CTATyC nUpPepeHurnauy U THIEPIIA3HI0 [B-KIETOK MOIKETYyI0YHOM
JKeJIe3bl, HAPYUIEHHbIC TPU TUIEPTIHKEMHUH, MOXKHO HOPMAaJIU30BAaTh MPH JEYESHUH
(apManeBTUYECKOW KOMIO3ULIMEN MM KOMOUHAIIMEH IO HACTOSIIEMY H300PETEHUIO.

B npyrom obbekTe mpennaraercs cnocod npouaakTHKY, 3aMeJIeHUs,
NPUOCTAHOBKY UIJIU JICUEHUS AereHepaun B-KIETOK MOIKENy IOUHOHN JKeJle3bl U/ 1iH
CHUIKEHUS PYHKIIMOHAIBHOCTH [(-KJIETOK MOKENyJOYHOH JKeJie3bl U/UIH Yyl eHUs
W/WTU BOCCTAHOBJICHUS ()YHKIIMOHATBLHOCTH [3-KJIETOK MOJKEYyTJOYHOM KeJle3bl U/ HH
BOCCTAHOBJIEHUSI (YHKLHUOHAIBHOCTH CEKPELIH HHCYJIMHA MMOJKENY JOYHOHN JKeIe301
y MaIMEeHTa, HYKAAIIErocs B 3TOM, MPUYEM YKa3aHHBII C1oco0 3aKI0YAETCs B TOM,
41O mauueHTy BBoAAT uHruourop AIIII-4 u HeoOs3aTenbHO BTOPOH U HEOOSA3aTENBHO
TPeTHIl MIPOTUBOANAOETHUECKUN areHT, KaK ONPEeNeseHO B JaHHOM KOHTEKCTE,
HaIrpuMmep, B BUie KOMOMHALIMH.

B onHOM BapuaHTe npu BBeAeHUU papMaLeBTHUYECKON KOMIO3UIUU HIIH
KOMOMHAIMK MO HACTOSALEMY N300pEeTeHHI0 MOKHO CHU3UTh WJIM TOIaBUTh
aHOMAJIbHOE HaKOIUIeHHE (IKTOMMYECKOr0) JKUPa, IPeXkaAe BCEro B IMEUEeHH.

B npyrom oObekTe mpennaraercs crnocod npouaakTUKK, 3aMeIJIeHNUs,
NPUOCTAHOBKY UJIU JIeUeHHUs 3a00JI€BAaHUN HJIM COCTOSTHUMN, OTIOCPETOBaAHHBIX
AHOMaJIbHBIM HAKOIIJICHUEM JKHpPA B TI€YEHH UJIU HKTOMUYECKOTO JKUPA Y MALHEHTA,
HY’KJIAIOIEerocsi B 3TOM, MMPHYEM YKa3aHHBIH CIIOCO0 3aKJIF0YAETCS B TOM, YTO
nauueHTy BBoAAT uHruourop JAIIII-4 u HE0OsA3aTENBPHO BTOPOU U HEOOSI3aTEIBHO
TPETHI MPOTUBOANAOETHUECKUN areHT, KaK ONMPEeNeJIeHO B TaHHOM KOHTEKCTE,
Harpumep, B Buae KoMOnHaunu. 3a00aeBaHUs UM COCTOSIHUSI, KOTOPBIE
OTOCPENOBAHBI AHOMAJIbHBIM HAKOIJICHHEM JKUpPa B MEUCHH WUJIU 3KTOMHYECKOTO JKHUPA,
NPEeANOYTUTENHHO BRIOMPAIOT U3 TPYIIITBL, BKIKOYAO el HecennpuiecKuil KUpoBOH
renaros3, HeaJKOTObHYIO kupoBYIo Oone3ns nedenu (HAXKDBII), HeankoroabHbIH
crearorenatut (HACI'), nHAyUHpOBaHHBIN TrUNIepaUMEHTaIuel )KUPOBOH renaTos,

nuabeTH4ecKuil )KMPOBOH renaTos, alKoroJIbHbIH )KHPOBOH rernaTo3 Ui TOKCUYECKU
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XKUpOBOH renartos, npexkae scero HAXBII, Bkirouast xuposoii renatos, HACIT n/unu
¢udpo3 neuenu.

B crnenyromem o0bekTe HacTOSIEro H300peTeHUs rnpeaiaraeTcst Crnocod
npoHIaKTUKH, 3aMeJIEHHUs TPOTrPeCcCUPOBAHUS, IPUOCTAHOBKH, OCIa0IeHus
UHTEHCUBHOCTU CUMIITOMOB, JI€YEHUS HIJIM OOpalleHUs P OrpecCUPOBAHUS JKUPOBOTO
renaro3a, (renaTu4eckoro) BOCMANCHHs W/ HJIM aHOMAJIbHOTO HAKOIJIEHHUS JKHPa B
NEeYEHH Y MalNEeHTa, HYKAAKIIEerocs: B 3TOM, IPHUYeM YKa3aHHBIA CIIOCO0
3aKJIF0YAETCsl B TOM, 4TO mauueHTy BBoAsAT unrudurop JAIIII-4 u HeoOsA3aTeabHO
BTOPOH M HEOOSA3aTEJbHO TPETUH MPOTHBOANAOETUYECKUI areHT, KaK ONMpPEaesIeHO B
JAHHOM KOHTEKCTE, Hal[pUMep, B BUIEC KOMOMHALIMH.

B npyrom obbekTe mpenyiaraercs crnocod moanep KuBaHus W/ UM yIyqIIeHUS
YYBCTBUTEJBHOCTH K HHCYJUHY U/WUIU JICUSHUS WU NPOPHIAKTUKI
TUNEPUHCYJIMHEMHUH U/ WU PE3UCTEHTHOCTH K MHCYJIMHY Y MaIlUeHTa, HY KA Eerocs
B 3TOM, NPHUYEM YKa3aHHBII COCO0 3aKJI0YAETCS B TOM, YTO MAL[UEHTY BBOAST
unruourop JAIII-4 u HeoOs13aTenbHO BTOPOH M HEOOSA3aTENBHO TPETHI
NPOTUBOANAOETUUECKHI areHT, KaK ONpeaeleHO B TAaHHOM KOHTEKCTE, HalpuMep, B
BHJI€ KOMOMHAIUH.

B npyrom obbekTe mpenyaraercs crnocod npouaakTUKH, 3aMeIJIeHUs
nporpeccupoBanusi, npuoctanoBku uiau gedenus: JABPIIT w/unu [ITMC y nauunenra,
HY’KJAIOIIEerocs B 3TOM, IPUYEM YKa3aHHBIH cOco0 3aKIH0YaeTCsl B TOM, YTO
nanueHTy BBoasT nrudurtop AIIII-4 n HeoOA3aTEeNbHO BTOPOH M HEOOS13aTENBHO
TpeTHI MPOTUBOANAOETHYECKUN areHT, KaK ONMPeNesieHO B JTaHHOM KOHTEKCTE,
HarpuMmep, B BUIe KOMOMHALIMH.

B eme ogHOM 00beKTE HACTOSIIErO H300PETEHUS MPEJIaraeTcs Crnocod
npo¢UIAKTUKH, TPUOCTAHOBKHU PA3BUTHUS UJIU CHUKEHHUS MHTEHCHBHOCTH CHMIITOMOB
ocnoxHeHuit, onocpenoanubix JBPIIT u/unu IITMC, BkIto4ass MUKPO- H
MaKpOCOCYAUCThIC 3a00JI€BaHUS U SIBJICHUS, OTTOP)KEHUE TPAHCILUIAHTATA, HH(PEKIUIO
U JIETAJBHBIN UCXOJ, V MAlUEeHTa, HY)KIAKMerocs B 3TOM, MPUYEeM YKa3aHHBIA cIOCO0
3aKJIF0YAETCsl B TOM, 4TO MauueHTy BBoAAT uaruourop AIII1-4 u HeoOsA3aTenpHO
BTOPOH M HEO0SA3aTENbHO TPETHI MPOTUBOANAOETHIECKUN areHT, KaK ONMPENeJIeHO B
JAHHOM KOHTEKCTE, Hal[pUMep, B BUJEe KOMOMHALIMH.

B npyrom oObekTe HacTOsIEro H300peTEHHs MpPensiaraeTcs Crocod JIeueHus

ONOCPEIOBAHHBIX TUMNEPTIIMKEMUEN U TUIIEPYPUKEMUEH COCTOSIHUM, TAKUX Kak,
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HarpuMep, rnojarpa, THNEePTeH3HUs U MoYeYHass HEJOCTATOYHOCTD Y MalUeHTa,
HY’KAIOI[Eerocsi B YKa3aHHOM JIEYEHHUH, IPUYEM YKa3aHHBIA CIOCO0 3aKJI0YaeTCs B
TOM, 4TO nauueHTy BBoAAT uHruourop JAIIII-4 u HeoOsA3aTeabHO BTOPOH U
HeoOsI13aTeIbHO TPETUH NMPOTUBOANA0ETUUECKHI areHT, KaK ONMpeaeseHO B TaHHOM
KOHTEKCTe, HapuMep, B BUAe KOMOMHAINN.

B npyrom o0bekTe HacTOSLIEro U300PETEHHS MPEaIaraeTcst IpUMeHeHe
unruouropa JAII1-4 nus nonydeHus JIEKapCTBEHHOIO CPEACTBA, MPEeAHA3HAYEHHOTO
IJIs IPUMEHEHUs B criocobe

- TpOpUITAKTHKH, 3aMEJICHHS MMPOTPECCUPOBAHUS, TPUOCTAHOBKHU HMJIH JICUEHHUSI
MeTabOoJIMYeCKOro Hapy I eH s, BBIOPAHHOTO U3 IPYIIIBI, BKJIOYAKIIEH caxapHbIHA
nuaber tumna 1, caxapusiit auabder tuna 2, HTT', HT'H, runepriukemuro,
THNEPTIUKEMHIO MTOCNIe TpHUeMa MUK, U30BITOUYHYI0 MAacCy Teja, OXKUPECHHUE U
MeTabOoNNYeCKUil CHHAPOM, UITH

- YJIYYLIEHHS TITUKEMHYECKOTO KOHTPOJS W/ NN CHUKEHHUSI YPOBHS TIIIOKO3BI B
I1a3Me HAaTOIIAK, YPOBHS TJIFOKO3BI B IIJIa3Me MOCJe MpUeMe MUINH U/ WIH YPOBHS
IJIMKO3UIMupoBaHHOTrO remoriaobuna HbAlc, unu

- IpOQUIAKTHKH, 3aMEIJICHHS, TPUOCTAHOBKHU MJIM OOpaIieHus
nporpeccuposanus 3abonesanuii: or HTI', HI'H, pe3aucTeHTHOCTH K MHCYJIUHY WU/UIU
OT MeTaboJNYeCKOro CHHAPOMA 10 caxapHOro auadera Tumna 2, uiu

- TpOMIAKTUKH, 3aMEJIEHUs] IPOTPECCUPOBAHUS, MPUOCTAHOBKH HIIH JICUCHUS
COCTOSIHUSI MJIM HapYLIE€HHs], BBIOPAHHOT'O M3 PYIIIBI, BKJIIOYAIOLIEH OCIOKHEHHUS,
CBSI3aHHBIE C CaXapHbIM AMA0ETOM, TaKue KaK KaTapakTa, a TAKKe MUKPO- U
MaKpOCOCyAUCThIe 3a00eBaHMsl, TAKHE KaK HeQpOmaTus, pETUHONATHS, HEBPOATHSI,
UIIeMHUs TKaHeH, aTepockiepo3, UHPAPKT MHOKAPAa, HHCYJbT U OKKJIFO3HOHHOE
3aboneBanue nepudepuuecKoil apTepun, UK

- CHUJKEHUSI MacChl TeJla U/UIU JKUPOBBIX TKaHEH MM NPOPHUIAKTHKH
YBEJIMYEHUS] MACChI T€JIa U/WUJIN )KHPOBBIX TKAHEH WIIM YCKOPEHUS CHH)KEHUS MaCChI
TeJla U/UJIHN KUPOBBIX TKaHEH, UIn

- TpOQUIAKTHKH, 3aMEJICHHS, TPHUOCTAHOBKH WUJIN JIEYEHHS JeTreHepaluu
B-KJIETOK MOMKEeTyJOYHOU KeJie3bl U/HIH CHUKEeHUs] QYHKIIMOHAJIBHOCTH [3-KJIETOK
MOKETY IOYHOM JKeJIe3bl U/ U YIYULIEHHUs] U/ U BOCCTAHOBJIEHHS UM 3aIUTHI
(YHKIMOHATBHOCTH [3-KJIETOK MOJKETYIOUYHOHN JKeJe3bl U/UIIU BOCCTAHOBJICHHS

(G YHKIIMOHAIBPHOCTH CEKPELMH WHCYJINHA MOMKENYIOUYHON XKene30H, nuiu
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- IpopUIAKTHKH, 3aMEUICHHS, TPUOCTAHOBKY UJIN JieueHUs 3a00IeBaHUN UIn
COCTOSIHUH, OMOCPEJOBAHHBIX AHOMAJIbHBIM HAKOIJIEHUEM JKUpPA B MEUYECHU WU
3KTONMUYECKOTO XUpa, Uilu

- IOAAEPIKUBAHUS U/WIIH YIYYIIEHUS YyBCTBUTEIbHOCTH K UHCYJUHY H/HIIH
Je4YeHUs] WU NPOPUIAKTUKH THIEPUHCYITUHEMHUH H/UJIN PE3UCTEHTHOCTH K MHCYJIUHY,
unu

- TpOpUITAKTHKH, 3aMEIJICHHS MPOTPECCUPOBAHUS, TPUOCTAHOBKHU MJIH JICUESHHUSI
JABPIIT w/unu IITMC, unu

- TpopUITAKTHKH, 3aMEIJICHHUS PA3BUTHUS UJIU CHUXKEHHUS HHTEHCUBHOCTHU
CUMITOMOB ocyiokHeHHH, onocpenosaHubix ABPIIT w/unu IITMC, BkItO4as MHKpO-
U MaKpOCOCYAUCTBIE 3a00JIEBAHUS H SIBJICHUSI, OTTOPKEHHUE TPAHCIJIAHTATA,
UH(EKIUIO U JeTANbHBII UCXO, HIIH

- JIeYeHUsl ONOCPENOBAHHBIX THIEPIIUKEMHUEN U TUIIEPYPUKEMHUEH COCTOSTHUMN

y MaMeHTa, Hy KA IEerocs B 3TOM, IpUYeM yKa3aHHBIA CIIOCO0 3aKJIF0YaeTcs B
TOM, 4TO nauueHTy BBOAAT uHruourop JAIIII-4 u HeoOsA3aTe1pHO BTOPOH U
HE00s3aTeNbHO TPETHH MPOTUBOANAOETHYECKUH areHT, KaK ONPENeJIeHO B JaHHOM
KOHTEKCTE, HapUMep, B BUJe KOMOMHALIMH.

B npyrom oObexTe mpenyaraeTcs NpuMeHEHHE BTOPOTO MPOTHUBOAUA0ETHYECKOTO
areHTa, Kak ONpe/eIeHO B JAHHOM KOHTEKCTE, AJIs MOJYyUYEeHHUs JIEKAPCTBEHHOI O
CpencTBa, MPeIHAa3HAuYEeHHOTro ISl IPUMEHEHUs B criocobe

- TpOQMIIAKTUKH, 3aMEUIEHUsI IPOTPECCUPOBAHUS, MPUOCTAHOBKH HIIH JICUCHUS
MeTabOoJIMYeCKOro HapyIeHus, BHIOPAHHOTO U3 TPYIIIbI, BKIOYAOLUIEH caXxapHbIH
nuabet tuna 1, caxapusiii auader tuna 2, HTT', HI'H, runepriukemuto,
TUNEPTIIUKEMHIO MOCJIe TpUeMa MUINH, U30BITOUHYI0 MAacCy Tella, OKHUPEHUe U
MeTabOoNMYeCKUH CHHAPOM, UITH

- YJIYYLIEHUS TITUKEMHYECKOTO KOHTPOJS W/ UM CHUKEHUSI YPOBHS TIIIOK 036l B
IJ1a3Me HaTOIIAK, YPOBHS TJIFOKO3bI B IIJIa3Me MOCJIE MpUeMe MUIIH W/ WU YPOBHS
IJIMKO3UIHMpOBaHHOTO remoriaobuna HbAlc, unu

- TpOopUIAKTHKH, 3aMEUIICHHS, TPUOCTAHOBKHU UJIK OOpaIeHus
nporpeccuposanus 3abonesannii: or HTI', HI'H, pe3aucTeHTHOCTH K MHCYJIUHY WU/UIU
OT MeTaboJMYECKOTO CHHAPOMA 10 caxapHOro nuadera Tumna 2, uiu

- IpOQUIAKTHKH, 3aMEJICHHUS MPOTrPeCCUPOBAHUS, TPUOCTAHOBKHU WUJIH JICUEHUS

COCTOSIHUA HUJIM HAPYLICHUS, BbI6paHHOFO U3 T'PYIIBI, BK.]'II-OLIaI-OH_[eﬁ OCJIOKHCHUA,
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CBSI3aHHBIE C CaXapHbIM AHa0ETOM, TaKie KaK KaTapakTa, a Tak’Ke MUKPO- H
MaKpOCOCYAHUCThIE 3a00eBaHusl, TAKHE KaK HepomaTus, peTUHONATHS, HEBPOIATHS,
UIIeMHUs TKaHeH, aTepocKepo3, HHPAPKT MUOKApa, HHCYJIbT U OKKJIIO3HOHHOE
3aboneBaHue nepudepuuecKoil apTepuu, UiIn

- CHIDKEHHUSI MAacChl TeJla U/MIJIM )KUPOBBIX TKaHEH MU NMPOPHUIAKTUKH
YBEJIMYEHHs] MAaCChl TeJla U/WJIHM KUPOBBIX TKAHEH MJIM YCKOPEHUS CHIDKEHUS MaCCHhI
TeJla U/UJIHM KUPOBBIX TKaHEH, UK

- TpOoQUITAKTHKH, 3aMEIJICHHS, MPUOCTAHOBKH WJIU JICUCHUS eTeHepaun
[-KJIeTOK MOMKEeNyJOYHOU KeJie3bl U/ HTH CHUKEeHUs] QYHKIIMOHAIBHOCTH [3-KJIETOK
MOKETY IOYHOM JKeJIe3bl U/HIIH YJIYUYLIEeHUS W/ WU BOCCTAHOBJICHUS
(YHKIUOHATBHOCTHU [3-KJIETOK MOIKENTYIOUYHON JKeje3bl U/ Ui BOCCTAHOBJICHUS
(YHKIIMOHAIBHOCTH CEKPELIUH HHCYJIMHA MMOJKENyJOYHOHN JKeJNe30U, UIu

- TpopUIAKTHKH, 3aMEUJICHHS, TPUOCTAHOBKH UJIU JieueHUs 3a00eBaHUN HIIH
COCTOSIHHH, OMOCPEIOBAHHBIX AHOMaJIbHBIM HAKOIUJIEHUEM KUpPa B EUCHHU WU
5KTOMUYECKOTO XKHUPA, WIH

- TOAAEPKUBAHUS U/VMIIH YJIYUIIEHUS 9yBCTBUTENBHOCTH K MHCYJIUHY W/ WU
JeYeHUs] U MPO(PUIAKTUKU THIEPUHCYIUHEMHUH U/UIN PE3UCTEHTHOCTH K HHCYJIUHY

y MaIMeHTa, HyKJAIIEerocss B 3TOM, IpUYeM YKa3aHHBIA cIOCO0 3aKII0YaeTCs B
TOM, YTO NALIMEHTY BBOJAT BTOPON NMPOTUBOANAOETHUECKUI areHT B KOMOUHALIUK C
unruouropom /I1I1-4 u HeoOs3aTeNbHO C TPETHUM NPOTUBOAHAOETUIECKIM ar€HTOM,
KaK OINpEeNeeHO B JaHHOM KOHTEKCTE.

B npyrom oObekTe HacTOsILIEro U300pETEHHS MPEAIaraeTcs NpuMeHeHue
(apmManeBTUYECKONW KOMIIO3ULIMH 1O HACTOAIEMY U300pETEHHIO JJIs TIOJIYyYeHUS
JE€KapCTBEHHOr'O CPENCTBA, MPEJHA3HAYEHHOTO IJIsl TEPANeBTUUECKOrO U
npo¢UIAKTUUECKOTO criocoba, KaKk OMUCAHO B TAHHOM KOHTEKCTE.

[Tartments! ¢ reHoTunoM pucka TCF7L2 (B 1aHHOM KOHTEKCTE TaK Ha3bIBAEMBbIE
MaueHThl, OTHOCAIMUeCs k reHotuny pucka TCF7L2) no HacTosimeMy H300peTeHUIO
BKJIFOYAT MALIMEHTOB, KOTOPBIE SIBJISIFOTCS HOCUTESIMH OAHOT'O WU Oojee
ONHOHYKJIeOoTHAHBIX nonmumopdusmos (OHII) B rene, kogupyromem TCF7L2, npexne
Bcero OHII, BeiOpanHoro u3 nonumopdusma rs7903146, rs12255372 u rs10885406,
npexae scero noaumopdusm rs7903146, Oonee KOHKPETHO, NALIMEHTOB, KOTOPbBIE
SBIAKOTCSA HOCUTENAMHU IO KpaiiHeil Mepe ogHoro T-annens OHII rs7903146 rena

TCF7L2, t.e. renotuna CT unu resoruna TT, npexae Bcero naiueHToOB, KOTOPbIE
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aBaATca Hocutensmu AByx T-anneneit OHII rs7903146 rena TCF7L2, T.e. reHoTHIIA
TT, u xapakTepu3yOTCs BBICOKUM PHCKOM Pa3BUTHUS 3a00J€BaHUs, U Y KOTOPBIX
MOTYT BO3HUKHYTb IPOOJIEMBI IPU JIeUeHUHU (HANIPpUMED, MPU JOCTHKEHUU
a7eKBATHOI'O TJIMKEMUYECKOr0 KOHTPOJIS ).

B nacrosimem nzobperenun npennaraercs naruourop JAITI-4
(mpeanoYTUTENIPHO JTMHATJIIMITHH), (PapMaleBTHUYECKAsT KOMIO3ULIKS, KOMOUHALIUS
WU JIEKAPCTBEHHOE CPEACTBO MO HACTOSILIEMY H300pETeHUIO AJIsl MPUMEHEHUs B
TepaneBTUYECKOM /MU NMPOPUIAKTUIECKOM Crocobe, KaKk OMUCAHO B TAHHOM
KOHTEKCTe (HampuMmep, st JeueHus: nuabera Tuna 2), B OQHOH Mk OoJiee CIenyOIIX
TPy NaIHEHTOB:

- MAUEHTHI C TeHOTUIOM BbICOKOTO pucka TCF7L2, koTOpbIe SIBAAIOTCA
Hocutensimu aAByx T-amneneir OHII rs7903146 rena TCF7L2, T.e. rerotuna TT (npu
5TOM oOecreunBaeTCsl KIMHUYECKN 3HaUUMasi OTBETHAs PEaKLUs, HAIpUMep, MPH
TIHKEMHUYECKOM KOHTPOJIE),

- nanueHTsl ¢ reHotunom pucka TCF7L2, koToprie ABAAIOTCSA HOCUTENAMU
onnoro T-amnensst OHII rs7903146 rena TCF7L2, T.e. renotuna CT (npu 3Tom
obecrieunBaeTCsl KIMHUYECKU OJIarONpuUsiTHAs OTBETHAs pPEeakIus, HAlpUMep, NPHU
IIMKEMUYECKOM KOHTPOJIE),

- nauueHTsl ¢ reHotunoM TCF7L2 nukoro tTuna, KOTOpbIe ABJSIIOTCS
Hocurensamu AByx aieneir CC OHII rs7903146 rena TCF7L2, T.e. renotuna CC (npu
5TOM oOecneynBaeTcs KIMHUYeCKu Oosiee OyaronpusiTHast OTBETHAs peakius,
Harpumep, MpU TIUKEeMUYECKOM KOHTPOJIE).

B koHKpEeTHOM 00BEKTE HACTOSAIIETrO H300pEeTeHUs MpeaiaraeTcs HHruOuTop
JAIIII-4, papmaneBTHYECKAs] KOMIIO3UIUS WU KOMOUHALUS IO HACTOSILIEMY
N300pETEHUIO ISl TEPANIEBTUYECKOTO U/ MU MPOPUIAKTHYECKOr0 Crocoda wiu
NPUMEHEHHS], KaK ONHUCAHO B TAHHOM KOHTEKCTe (HampuMep, JiedeHus: quadera THma
2), mpUYeM yKa3aHHbIH cmocod WIu MPUMEHEHHUE 3aKIII0YaeTC B TOM, YTO

(1) mpoBOAAT MAEHTH(PUKALNIO MTALUEHTA, KOTOPBIH ABISETCS BOCIPUHUMYHUBBIM K
yKa3aHHOMY TE€PaneBTUYECKOMY /MU MPOPUIAKTUUIECKOMY CIIOCO0y HIH
NPUMEHEHHUIO, BKJIIOYAKIYIO BBIABICHUE Y MAIlMEeHTa JI000ro reHoTHIa prucka
TCF7L2, npexxae BCEero BhIsIBJICHUE Y MALIUEHTa OJHOr0 uiu donee
OnHOHYKJeoTHAHBIX monuMopdusmos (OHII) B rene, kogupyromem TCF7L2, npexne

Bcero OHII, BeiOpanHoro u3z nonumoppusma rs7903146, rs12255372 u rs10885406,
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HanpuMep, BbISIBJIEHHE y NMalUeHTa 1o kpaliHeil mepe ogHoro T-annens OHIIL
17903146 rena TCF7L2, nanpumep, resoruna CT (T.e. BbIsiBI€HHUE Y TALlUEHTA
onHoro T-annenss OHII rs7903146 rena TCF7L2) nnu npexae BCEro BhIABICHUE Yy
nauueHTa resotuna TT (T.e. BeiABIeHHe y nanuenta nsyx T-anneneit OHII rs7903146
reda TCF7L2), unu Beisinenue y nanuenta resoruna TCF7L2 aukoro tumna, mpexnie
Bcero nByx C-amneneii OHII rs7903146 rena TCF7L2 (1.e. renotuna CC nukoro
THUMA), U

(2) BBOISAT manueHTy, uaeHTuUIUpoBaHHOMY Ha cranauu (1), adpdexkTusHoe
konunuecTBo narudOuTopa AINII-4, papmaueBTHYECKON KOMIIO3ULIUH WU KOMOUHALIUH.

B npyrom KOHKpeTHOM 00BEKTE HACTOSIIErO H300PETeHUS MPeaIaraeTcs
unruourop JAIII-4, papmaueBTHdeckas KOMIIO3ULIHSA, KOMOMHALIUS UITH
JE€KapCTBEHHOE CPEACTBO MO HACTOSLIEMY U300PETEHHIO [JIsl TEPANEBTUUECKOTO U/UITH
npodUIaKTUUECKOrO criocoba Uiy MPUMEHEHHUsI, KaK OMTUCAaHO B TAHHOM KOHTEKCTE
(Hanpumep, i nedeHus auadera tumna 2), y nauneHToB ¢ reHorunoM pucka TCF7L2,
HalpuMep, y MaueHTOB, Y KOTOPBIX BBISIBJIEH OAUH MM O0Jiee OJHOHY KJIEOTHAHBIX
nonmumopduszmos (OHII) B rene, kogupyromem TCF7L2, npexne scero OHII,
BbIOpaHHBINA U3 monuMopdusma rs7903146, rs12255372 u rs10885406, npexne Bcero
nonumopdusm rs7903146, 6onee KOHKPETHO, Y NALIUEHTOB, KOTOPBIE SIBJISIIOTCS
HOCHUTENAMHU IO kpaiiHeil mepe ogHoro T-annens OHII rs7903146 rena TCF7L2, T.e.
regotuna CT unu renoruna TT.

B npyrom KoHKpeTHOM 00BEKTE HACTOSIIEr0 H300peTeHUs IpeaiaraeTcs
unrudurop JAIII-4, hpapmaueBTHdeckas KOMIO3ULHSA, KOMOMHALIMS UITU
JEKapCTBEHHOE CPEACTBO MO HACTOSILIEMY H300PETEHHUIO AJISl TEPANeBTH Y€CKOTO H/UITH
npo¢UIAKTUUECKOTO crioco0a UM MPUMEHEHHUsI, KaK OMMMCAHO B TAHHOM KOHTEKCTE
(Hanpumep, s NedeHus auadera tumna 2), y nauueHToB ¢ renorunom TCF7L2
AUKOTO THIIA, HATIPUMED, Y MAIUEHTOB, KOTOPBIE SBJISIIOTCS HOCUTEJISIMU JIBYX ajulesei
CC OHII rs7903146 rena TCF7L2, t.e. renoruna CC.

B nanHOM KOHTEKCTE, 0COOYI0 MOAMONYJISALINI0 NALHEHTOB, ONUCAHHBIX B
JAHHOM KOHTEKCTe (HarnpuMmep, NalHUeHTOB, HYKJAIOMIUXCS B TEPANIEBTUYECKOM HIIH
npoQUIAKTUUECKOM CIToco0e, KaK OMMCAHO B JTAHHOM KOHTEKCTE), MPEACTABISIOT
NALHUEeHTHI, Y KOTOPBIX BbIsABIeH oauH wiu 6onee OHII B rene, konupyromem TCF7L2,
npexnae Bcero, no kpaineit mepe ogun OHII, BeiOpanHbIN U3 monuMoppusMa

rs7903146, rs12255372 u rs10885406, npexnae Bcero noaumopdusm rs7903146, 6onee
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KOHKPETHO, NAllMEeHThI, KOTOPbIE SABJISAIOTCS HOCUTENISAMU MO KpaliHell Mepe OJHOTro
T-annens OHII rs7903146 rena TCF7L2, T.e. renoruna CT unu renotuna TT.

bonee KOHKPETHO, NALUEHTHI, KOTOPBIE SIBISAKOTCA HOCUTEIISIMU 110 KpallHe! mepe
onnoro T-annens OHII rs7903146 rena TCF7L2, T.e. renoruna CT unu renoruna TT,
npexae Bcero Hocutensamu AByx T-anneneit OHII rs7903146 rena TCF7L2, 1.e.
reHotuna TT, SBASAIOTCS B 3HAYUTENbHOU CTENEHU BOCIIPUUMYHUBBIMU K MOBBIIIEHHON
skcrpeccun TCF7L2 B B-kieTkax momKeay I04YHOM *Kee3bl, HAPYLUIEHHON CeKpeLnH
WHCYJINHA, JeUCTBUSIM UHKPETHHOB, MOBBILIEHHONW CKOPOCTU MPOAYLIUPOBAHU S
IJIIOKO3bI B IeYeHn u/wnn k auadery. T-annens nonumopgusma rs7903146 rena
TCF7L2 accouuupoBaH ¢ HapyLIEHHBIM HHCYJIUHOTPONHBIM AE€HCTBHEM FOPMOHOB
UHKPETUHOB, CHIKEHHBIMH 24-9aCOBBIMHU NPO(UIAMHI HHCYJIMHA U TJIIOKaroHa B
nja3Me, a Tak>Ke MOBBIIIEHHBIM NPOAYLHPOBAHUEM TJIIOKO3bl B IEYEHU.

Jpyryo ocoOyro MOAMOMYJISILUI0 MAaIlHeHTOB, ONMUCAHHBIX B JAHHOM KOHTEKCTE
(HampuMep, MAIUEHTOB, HYKAAIIIUXCSA B TEPANIEBTUUECKOM HJIH MPOPHIAKTHIECKOM
crioco0e, KaK OMHUCAaHO B JAHHOM KOHTEKCTE), IPEACTABISAIOT MallUEHThI, KOTOPbIE
otHocsaTcs k reHotuny TCF7L2 nqukoro Tumna, npexae BCero naueHTbl, KOTOpbIe
otHocATcs k reHotuny CC rs7903146 TCF7L2 nukoro tumna.

B onHOM BapuaHTe yKa3aHHOTO 00BEKTa HACTOSIIEro u300peTeHus
npennaraercs narudburop AIII-4, papmanesTudyeckass KOMIO3UIUsI, KOMOUHALIUS WU
JE€KapCTBEHHOE CPEACTBO IO HACTOSALEMY U300pETeHHIO IS TePaneBTUYECKOTO U/ WIIH
npodHIaKTHYECKOTO crIoco0a UM MPUMEHEHHUsI, KAK OMHUCAHO B JAHHOM KOHTEKCTE
(mpexae BCero AJis JieueHus W/ uiu npopuiakThuku auadera Tuna 2 u/vin OKUpPEHUs ),
y MalMEHTOB CO CHUKEHHOMN (CTUMYJIMPOBAHHOMN TIIFOKO301) CeKpenueil HHCYJINHA,
MOBBILIIEHHBIM TJIFOKOHEOTE€HE30M B MEUYCHHU U/UIN CHUKEHHBIM HUHCYJIHMHOTPOITHBIM
s dexTom mnm gericTBHEM ropMOHOB HHKpeTHHOB (Hanmpumep, ['TITI-1 u/unn
xenynounoro uaruoutoproro nenruna (I'UI)), Hanpumep, ¢ HapyIIEHHOH
4yBCTBUTEJbHOCTBIO K HHKPETUHAM, onocpenoBaHHoi reHotunom pucka TCF7L2,
npesxae Bcero reHotunom pucka TCF7L2, kak ynOMsSHYTO BBILIE.

B npyrom BapuaHTe yKa3aHHOTO OOBEKTa HACTOSIIEr0 H300peTeHHs
npeaiaraercs crnocod OIEeHKU OTBETHOM peaklMH NalHeHTa Ha JIeUeHHe HHIHOUTOPOM
AIITI-4, hbapmaneBTHYESCKOW KOMITO3UIIUEH, KOMOUHALMEH WU JIEKAPCTBEHHBIM
CPEACTBOM IO HACTOAIIEMY U300pETEHHIO, TPUYEM YKa3aHHBIH CIIOCOO BKIOYAET

CTaaMIO BBIsIBIEHUs y nauueHTta reHotuna pucka TCF7L2, kak onucaHo B JAHHOM
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KOHTEKCTE, Hal[pUMep, OTHECEHHUE NMALlMeHTa K KOHKPETHON NOANONYIALNH HOCUTENEH
renotuna pucka TCF7L2, unu otHecenue nanueHrta k resoruny TCF7L2 nukoro
TUIA, HAapUMep, BblsABIeHUe y nauneHTa ajmiens CC nukoro tuna, noauMmopdusma
rs7903146 rena TCF7L2.

B npyrom BapuaHTe yKa3aHHOr0o 0OBEKTa HACTOSINETO U300peTeHus
npennaraercs uaruoutop AIIII-4, papmaueBTrveckas KOMIO3ULUs, KOMOWMHALIUS UITH
JE€KapCTBEHHOE CPEACTBO MO HACTOSEMY H300pPETEHHUIO AJIsl IPUMEHEHUsS B
TepaneBTUYECKOM /MU NMPOPUIAKTUIECKOM Croco0e, KaK OMUCAHO B JAHHOM
KOHTEKCTe (Mpekae BCero JUIsl Je4eHusl u/uinu npodunakTuku nuadera Tuna 2 u/unu
OKMPEHUs ), y TAllMEHTAa, HYKAAIIIErocss B 3TOM, IpUYEM YKa3aHHBIH Cr1ocod
3aKJIF0YAETCSl B TOM, YTO Y MAaLMEHTAa BBIABISIOT 000N reHoTun pucka TCF7L2, kak
OTMCAaHO B JAHHOM KOHTEKCTE.

B npyrom BapuaHTe yKa3aHHOTO OOBEKTa HACTOSIIEr0 H300peTeHHs
npennaraercs nuaruoutop AIIII-4, papmaneBTrudeckas KOMIO3UIHSA, KOMOMHALUS UITH
JEKapCTBEHHOE CPEACTBO MO HACTOSLIEMY H300PETEHUIO AJIsl IPUMEHEHUS B
TEpaneBTUYECKOM H/UIU NMPOPUIAKTUIECKOM criocode, KaK ONMHCAaHO B JAHHOM
KOHTEKCTe (Mpeskae BCero AJs JeUeHHus U/unu npodunaktuku nuadbera Tuna 2 u/unu
OKMPEHUsI), Y TALlUEHTAa, HYXXAAIIIEerocss B 3TOM, IIPUYeM YKa3aHHBIH criocod
3aKJI0YAeTCsl B TOM, UTO BbIABIAIOT y nauuenra renotun TCF7L2 nukoro tuna, kKak
OMHUCAaHO B JTAHHOM KOHTEKCTE.

B npyrom oObexTe HacTOSIIEro H300peTeHNs BhISIBJIEHHE T€HOTHIIA PUCKA
TCF7L2 M0XHO UCTIOJIB30BATH IJIsl CTpaTU(GUKALMU NALIUEHTOB, HATIPUMEp, IS
pacuIMpeHus MOMyJISIIUH MAlHEHTOB, YYaCTBYIOUINUX B KJIMHUYECKHUX HUCIBITAHUAX, IS
oueHku 3ppexruBHocTu nuurudburopa AII1-4.

B npyrom oObekTe HacTosIIEro n300peTeHus: cnocod OIEHKH YyBCTBUTEIbHOCTH
WHAMBHUIYYMA K JICUCHUIO (HampuMmep, BKJIOYas BoisiBiIeHUe reHotuna pucka TCF7L2
WJIU T€HOTHIIOB TMKOT'O TUIA, KAK OMUCAHO B TAHHOM KOHTEKCTE) MOXKHO
UCIIONIb30BaTh JJIsI OLIEHKH BO3MOYKHOIM OTBETHON peakIUu MalueHTa Ha Ooyiee HU3KUH
ypoBeHb uaruouropa AINI1-4 unu HeoOxoqumMocT 0ojiee BBICOKOTO YPOBHSI
uHruouropa JAIIII-4, koTOphIil BBOASAT HEOOSA3aTENBHO B KOMOMHALIMY C OJHUM UIIH
OoJsiee APYrux aKTUBHBIX COEAUHEHUH.

B npyrom oObekTe HacTOsAIEro H300peTEeHNsI OLEHKY YYBCTBUTEJIbHOCTH

UHIUBUAYYMA K JICYEHUIO, BKJIo4uas BblsiBiIeHue reHoruna pucka TCF7L2 unu
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IFr€HOTHUIIOB JHUKOI'O THIIA, KaK OIMMCAaHO B JdaHHOM KOHTCKCTC, MOKHO HCIIOJIB30BATH
AJIst OHE€HKHW BO3MOXKHOCTH JICUHCHUA MAlTUCHTA B PEKUME MOHOTCPAIINH UITH
KOM6I/IHI/IpOBaHHOFO JICUCHHA C UCITIOJIBb30BaAHUCM OJHOI'O UJIH oosee JOIMIOJIHUTCIIbHBIX
NPOTUBOANAOETUYECKIX areHTOB [0 HACTOAIEMY H300PETeHHUI0, HAaIpuMep, AJIs
obecrnieueHusl aIeKBaTHOTO IIMKEMUYECKOro KOHTposi. Hanpumep, B ciaydae
NALKMEHTOB C MEHbIIEH BEPOATHOCTHIO OJArONMPUSITHONW OTBETHOW PEaKLIUH MOXKET
HOTpe6OBaTbC$I KOM6I/IHI/IpOBaHHOG JCYECHUE, HATPUMCED, OJId JOCTUKECHUSA
AACKBATHOT'O INTUKEMUYECKOT'O KOHTPOJIA.

OmnpeneneHus

TepMUH «aKTUBHBIA UHTPEIUECHT» (HapMaLeBTHUECKOH KOMIO3HIIUN HITH
KOMOHMHALMH MO0 HacTosAmeMy u3odpereHuro obo3navdaetr uarudurop AINII-4 u/unu,
€CJIU MPUCYTCTBYET, BTOPOI MPOTUBOANAOETUUECKUN areHT U/UIH, €CIU
NPUCYTCTBYET, TPETUH MPOTUBOAHAOETUUECKHUI areHT M0 HACTOSIIEMY HU300PETEHHIO.

Tepmun «uHAEKC Macchl Tenay win «MIMT» yenoseka 0003Ha4YaeT Maccy B
KHJIOTpaMMax, IeJeHHYI0 Ha pOCT B MeTpax B KBajparte, T.€. €JUHULIAMU U3MEPEHUs
VUMT siBasoTest Kr/m”.

Tepmun «u30bpITOYHAs Macca Tejga» 0003Ha4YaeT cocTosiHue, npu koropom UMT
y MamueHTa cocrasiseT Oonee 25 KF/MZ, HO MeHee 30 kr/m”. TepMunb!l «u30BITOUHAS
Macca» U «IpeaoKUpPEeHUEe» UCMONb3YIOTCs B3aUMO3aMEHsAEMO.

Tepmun «oxupeHnue» odo3HadaeT coctosiHue, npu koropom UMT y manuenra
paseH 30 kr/m” i G6osee. COracHo omnpenenaeHn0 BceMupHON opraHu3anuu
3apaBooxpanenus (BO3) TepMuH «oxkupeHue» KIacCUPUIUPYIOT CIAEAYIO UM
o0pa3oM: TEpMHH «OKUPEHHE MEePBOI CTeneH» 0003HAa4YaeT COCTOSIHUE, IPU KOTOPOM

2 2 .
HUMT pasen 30 kr/mM~ unu Oosiee, HO MeHee 35 KI/M™, TEPMUH «OKUPEHUE BTOPOH
2
creneHn» o0o3Hayaet coctossHue, npu kotopoM UMT pasen 35 kr/m™ unu Oonee, HO
2 o
meHee 40 KI/M~, TEpMHH «OXUPEHHE TPEThed CTeNneHn» 0003HA4YaeT COCTOSIHHE, MPH

kotopoM MUMT pasen 40 xr/m” umn Gonee.

Tepmun «BUCHEpaIbHOE OKHUPEHHUEY» 0003HAUAET COCTOSIHUE, IPU KOTOPOM
COOTHOUIEHHE OKPYKHOCTh TAJIUH/OKPYKHOCTh Oenep paBHo 1,0 unu Gonee y My K4uH
u 0,8 miu Oonee y xxeHuuH. Takoi mokazarejab 0003HAYAET PUCK PA3BUTHUS

PE3UCTEHTHOCTH K MHCYJUHY U npeauadera.
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Tepmun «ueHTpanpHOe (a0JOMHHAIBHOE) OKUPEHHE» OOBIMHO 0003HaYaeT
COCTOsIHUE, IIPU KOTOPOM OKPYIKHOCTh TaJUU coctasisfeT > 40 qroiimMoB unu 102 cmy
MY>KYUH U > 35 AOUMOB WU 94 CM y )KEHIUUH. B SMOHCKON 3THUYECKON IpymIe UiIn
y AAMOHCKUX MallMEHTOB LEHTPAJIbHOE OKUPEeHHEe 0003HAUYAaEeT OKPYKHOCTD TaIUHU > 85
CM Yy MYXXUYHH U > 90 CM y KeHIINH (CM., HAIpUMep, JaHHbIE KOMHUTETA 10
UCCIIeIOBAHUIO METAa00JINYECKOro CUHAPOMA B SnoHMN).

Tepmun «3yraukemMusi» 0003HaYaeT COCTOSTHUE, TPU KOTOPOM Y TALIMEHTa
KOHIIEHTPALUs TJIFOKO3bl B KPOBH HATOLIAK HAXOIHUTCS B MpeneaX HOPpMaJlbHOTO
nuana3ona, 6oxee 70 mr/nn (3,89 mmomns/n) u menee 110 mr/mn (6,11 Mmmoos/n) unn
100 mr/ax (5,6 mmounst/n). TepMUH «HATOIAK» HMeeT OOBIYHOE MEIUIIMHCKOE
3HAYCHHUE.

Tepmun «runepriukeMusi» 0003Ha4aeT COCTOSIHHE, TPU KOTOPOM Y MalUEeHTa
KOHIIEHTPALUs TII0KO3bI B KPOBH HATOLIAK BBIIIE HOPMAJbHOTO quana3oHa, bomnee 110
mr/aa (6,11 mmounst/n) unu 100 mr/an (5,6 mmounsi/n). TepMuH «HaTOIAK» UMEET
00BIMHOE MEUIMHCKOE 3HAUCHUE.

Tepmun «runornukemMus» o003Ha4YaeT COCTOSIHUE, IPU KOTOPOM y MallUeHTa
KOHIIEHTPALUs TIIOKO3bl B KPOBH HUXKE€ HOPMAJbHOTO MANa30Ha, COCTABJISIIOIIETO OT
60 mr/pn go 115 mr/an (ot 3,3 mmounsi/n go 6,3 MMoJsa/n), npexae Bcero Huxke 70
mr/nn (3,89 Mmons/n).

TepMuH «rUnepraIuKeMHust OCIe IpueMa NUIKU» 0003HaYaeT COCTOsIHUE, MPH
KOTOPOM Yy MAaIUeHTa uepe3 2 4 MocJje NpuemMa NUINU KOHIEHTPalus TJII0KO3bl B KPOBH
UK ChIBOPOTKe cocTaBisieT 6osee 200 mr/mm (11,11 mmous/n).

TepMuH «HapyIIEHHBIH YPOBEHDb INIIOKO3bI HaTomak» uiu «HI'H» obo3nauaer
COCTOSIHHE, PH KOTOPOM Y MAalMeHTa KOHLEHTPALHs FITIOKO3bl B KPOBU HATOLIAK WU
KOHIIEHTPALUs TJIFOKO3bI B CBIBOPOTKE HATOIIAK HAXOAHUTCSA B quanaszoHe ot 100 mr/mn
no 125 mr/an (t.e. ot 5,6 MmoJsi/n 1o 6,9 mmons/n), npexae Bcero 6osee 110 mr/an u
menee 126 mr/on (7,00 mmoust/n). «HopManbHBIH ypOBEHB IIIIOKO3bI HATOIIAKY B
KPOBH y manueHTa 0003Ha4aeT KOHUEHTPALHIO TII0KO03bl HaTomak MeHee 100 mr/m,
T.€. MEHee 5,6 MMoJst/ .

TepMuH «HapyIIeHHAas! TOJEPAHTHOCTD K ritoko3e» i «HTI» obo3znagaer
COCTOSIHHE, IIPH KOTOPOM KOHLEHTPALHS TITIOKO3bl B KPOBH HIIM CHIBOPOTKE Y
NaLKueHTa Yepe3 2 9 mocie npuema nuiu cocrasisiet 6onee 140 mr/nn (7,78 mmoust/ i)

u meHee 200 mr/an (11,11 mmoutsi/in). AHOMAJIBHYIO TOJIEPAHTHOCTH K TJIIOKO3€, T.€.
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KOHLEHTPALMIO ITI0KO3bl B KPOBU MJIM CBIBOPOTKE Uepe3 2 4 Mocje npuema muiiu,
U3MEPSIIOT N0 YPOBHIO caxapa B KPOBU B MT I'IIOKO3bl B OJJHOM JJ1 IJIa3Mbl uepes 2 9
nocJse npuemMa 75 r riuroko3sl HaTowak. «KHopMmanbHast TOIEPaHTHOCTD K IIIIOKO3€E» Y
NaleHTa COOTBETCTBYET KOHLIEHTPALUU IIF0OKO3bl B KPOBU UJIM CBIBOPOTKE 4yepes3 2
nocye npuema numu MeHee 140 mr/an (7,78 mmoons/n).

TepmuH «runepuHCyIHHEMHU» 0003HaUYaeT COCTOSIHUE, IPH KOTOPOM Y
MalneHTa C Pe3UCTEHTHOCThIO K UHCYJIUHY, B IPUCYTCTBUHU UJIU B OTCYTCTBUH
SYIIUKEMUH, KOHLIEHTPALUsl MHCYJNHA HATOIAK UJIU MOCe IprueMa MUy B
CBIBOPOTKE WJIM IJIa3Me COCTABJsIeT OoJiee BHICOKOE 3HAUEHUE 110 CPABHEHHUIO C
HOPMAaJbHBIMU XYyABIMH MallHeHTaMU 0€3 Pe3NCTEeHTHOCTH K HHCYJHHY, Y KOTOPBIX
COOTHOUIEHHE OKPYKHOCTh TAJIUH/OKPYKHOCTD Oenep coctasisier < 1,0 (s My»K4uH)
wiu < 0,8 (a1st JKeHIHUH).

TepMuHBI «OBbILIEHNE YYBCTBUTENbHOCTH K UHCYJIUHY», «yJydlLIeHUE
PE3UCTEHTHOCTHU K UHCYJHUHY» UJIM KCHUXXE€HUE PE3UCTEHTHOCTH K UHCYJIUHY»
SIBJAKOTCA CHHOHUMAaMH U UCIOJb3YIOTCS B3aUMO3aMEHAEMO.

TepMUH «pE3UCTEHTHOCTb K MHCYJIUHY» 0003HAa4aeT COCTOSHUE, IPH KOTOPOM
TpeOyeTrcs n30BITOYHOE KOJTUYECTBO UHCYJIMHA B KPOBOTOKE MO CPABHEHUIO C
HOPMAaJbHOM OTBETHOH peakLHell Ha MOCTYIIEHHE TIII0KO3bI, YTOOBI MOAAEPKATD
syrnukemuueckoe coctosiue (Ford E. S. u ap., JAMA, 287, cc. 356-359 (2002)).
Crnocob onpeneneHus: pe3UCTEHTHOCTH K UHCYJIMHY BKJIIOYAET
SYIIIMKEMUYECKUI-TUNepUHCYInHeMUuYecKuil kiomn-rect. CooTHOLIEHHE
WHCYJIMH/TJII0K03a ONPENeNsIOT MO0 METOAUKE COBMECTHOTO BIIMBAHUS HHCYJIUHA U
IJIIOKO3bl. PE3UCTEHTHOCTD K MHCYJIMHY ONMPEAeIsioT Mo abcopOLMu IIFOKO3bI,
COCTABJIAKOLIEH BEJUYNHY HUXKE 25-T0 NPOLEHTUISA B OCHOBHOM UCCIIeNyeMON
nonysiuun (Meronnka BO3). JlocTaToOuHO MeHee TPYAOEMKUMH IO CPABHEHHIO C
KJISMII-TECTOM SIBJISIFOTCSI METOJ bl TaAK Ha3bIBAEMbIX MUHHUMAaJbHbIX MOJEJEN, B
KOTOPBIX B XOJi€ BHYTPUBEHHOI'O NIIOKO30TOJIEPAHTHOIO T€CTa KOHLIEHTPALUU
IJIFOKO3bI U MHCYJIMHA B KPOBU U3MEPSAIOT Uepe3 OonpelleJIeHHble UHTEePBaJbl BpEMEHH U
MOJy4eHHbIE JaHHbIE HCTONB3YIOT ISl pacueTa HHJEKCa PE3UCTEHTHOCTH K HHCYJIUHY.
Takoli MeTO HE MO3BOJISIET PA3JIMYUTh PE3UCTEHTHOCTb K MHCYJHNHY KJIETOK NEeUYeHU
WIN epuQepuuecKnx TKaHeH.

Kpome TOro, pe3sucTeHTHOCTb K HHCYJIMHY, OTBETHYIO PEaKLUIO NallueHTa C

PE3UCTECHTHOCTBIO K MHCYJIMHY Ha JICYCHUEC, YYBCTBUTCIBbHOCTD K HHCYJINHY U
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TUNEPUHCYJIMHEMHUIO MOYKHO OII€HHBATH 110 IMOKA3ATENI0 «TOMEOCTaTUYECKOW MOAETHN
OLIEHKHU pe3ucTeHTHOCTHU K HHCYNuHY (I'MO-PH)», KOTOPHI ABIsI€TCS JOCTOBEPHBIM
nokasarejeMm pesucteHTHocTu Kk nHcynuHy (Katsuki A. u np., Diabetes Care, 24, cc.
362-365 (2001)). Kpome Toro meronsl onpenenenus naaekca I MO-PU nnst ouenku
YyBCTBHUTEJIBHOCTH K MHCYJIMHY ONMHUCaHbI B craTbe Matthews u ap., Diabetologia, 28,
cc. 412-419 (1985), cOOTHOILIEHNE UHTAKTHBIN MPOUHCYJIMH/UHCYJIUH U
SYIIIMKEMHUYECKHI KIIMII-TECT OMUCaHbl B ctaThe Forst u ap., Diabetes, 52 (mom. 1),
A459 (2003). Kpome TOTO B Ka4eCTBE KOCBEHHOTO MOKA3aTeJsl 4yBCTBUTEIBHOCTH K
WHCYJIMHY MOKHO KOHTPOJIMPOBATh YPOBHU aAUINOHEKTHHA B MJIa3Me. 3HAUEHHE
pe3ucTeHTHOCTH K HHCYauHy MetogoM 'MO-PH paccuuteiBatoT o popmyne (Galvin
P. u np., Diabet Med., 9, cc. 921-928 (1992)):

I'MO-PH = [koHIIeHTpaIusl HHCYJIHUHA B CBIBOPOTKE HaTomak (MKEn/mm)] x
[KOHIIEHTpalUsl TIIFOKO3bI B MJIa3Me HaTomak (MMoub/n)/22,5]

Kak npaBuio B €XX€IHEBHONU KIMHUYECKON NPAKTHUKE JJIsI OLEHKHU
PE3UCTEHTHOCTH K MHCYJMHY HCIOJB3YIOT APyrue napameTpsol. IlpenmnoururensHo,
HaIlpuMep, UCIOJNB3YIOT KOHLEHTPALUIO TPUTIULIEPUAOB Y MALUEHTOB, TOCKOJIBKY
MOBBILUIEHHBIH YPOBEHb TPUTIIULIEPUAOB CTPOrO KOPPEIHUPYET C HATHIUEM
PE3UCTEHTHOCTH K UHCYJIUHY.

ITanumentel, npeapacnonoxkenusle k pazsutuio HTT wnun HI'H unu nuabera Tuna
2, ¢ YCTAaHOBJIEHHBIM JUAarHO30M dYTJIUKEMHUHU C TUIIEPUHCYJIHMHEMHEHN 110
ONpPeAeIEHUIO SIBIAIOTCS PE3UCTEHTHBIMU K MHCYJIUHY. TUNHUYHBIA NALIUEHT C
PE3UCTEHTHOCTHIO K MHCYJIMHY OOBIYHO XapaKTepu3yeTcs U30bITOYHON Maccoil Tena u
oxxupeHueM. Ecnu ycTaHOBJIEHA PE3UCTEHTHOCTb K MHCYJIMHY, TO 3TO MPEXKAE BCETO
SBJISIETCSl CEPbE3HBIM MPU3HAKOM Hannuus npennadera. Takum oOpa3zom, 4ToObl
NoAEePKATh TOMEOCTAa3 IIOKO3bl, TALHEHTY HEoOX0oaumo B 2-3 pasa Oonblie
WHCYJIMHA TT0 CPABHEHUIO CO 3/I0POBBIM YEJIOBEKOM, IIPH 3TOM JIFOObIE KIMHUYECKHE
CHUMIITOMBI OTCYTCTBYIOT.

Jlnst uccnenoBaHusl PYHKIIMOHAIBHOCTH [3-KJIETOK MOJKENYIOYHOHN JKeJe3bl
UCIIONB3YIOT METO/IbI, aHAJOTMYHbIE OMUCAHHBIM BBIIIE IJIS1 ONPENeIeHUs
YYBCTBUTEJIbHOCTH K HHCYJIUHY, THIEPUHCYJIUHEMHUH HJIH PE3UCTEHTHOCTH K
UHCYJIMHY: yJy4dlleHne pyHKIIMOHAIBHOCTH B-KJIE€TOK MOKHO, HAIIPUMED, OL[EHUBATh
npu onpenenenuu naaexkca [MO-PHU nns pynkunonanpsHocT B-kinetok (Matthews u

ap., Diabetologia, 28, cc. 412-419, (1985)), M0 COOTHOIIEHNIO WHTAKTHBIN
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npouHcynus/uncynus (Forst u np., Diabetes, 52 (mon. 1), A459 (2003)), cexpeunu
uHcynuHa/C-nenTuaa nocjie nepopaibHOTO INII0KO30TOJIEPAHTHOTO TECTA HJIU TECTa
Ha TOJIEPAHTHOCTD K MHUIIE, UJIH C UCTIOJb30BAHUEM T'MIEPIIMKEMUUECKOTO
KJIDMII-T€CTa W/UJIM MHHUMAJIbHOTO MOJEIMPOBAHUS MTOCIE MHOTOKPAaTHOTO oTOopa
KPOBHU B XOJl€ BHYTPHUBEHHOTO III0OKO30TONepaHTHOro Tecta (Stumvoll u ap., Eur. J.
Clin. Invest., 31, cc. 380-381 (2001)).

Tepmun «npeauader» 0003HAYAET COCTOSIHHUE, TPU KOTOPOM MAI[UEHT
npeapacroioKeH K pa3BuTuio auabdera tuna 2. [Ipennaber npeanosaraet BbISIBICHUE
HapYIIEHHOW TOJIEPAHTHOCTH K TJIFOKO3€ /ISl BKJIIOYEHUS NALHEHTOB C YPOBHEM
IJIFOKO3bI B KPOBH HATOINAK BhIIIE HOPMaJIbHOTO nuana3zoHa > 100 mr/nn (Meigs J. B.
u 1p., Diabetes, 52, cc. 1475-1484 (2003)) u runepuHCyJIMHEMHEH HATOIAK
(TOBBILIEHHOW KOHLEHTpaLeld HHCYIUHA B a3Me). HayuHble U MeTHIIUHCKHUE
OCHOBBI JJIs1 BBISIBJICHUS NpeauadeTa B Ka4eCTBE CEPbe3HON YIpO3bl 3M0POBBIO
U3JIO’KEHBl B COBMECTHOM 3aKJIOUYEHUN AMEPUKAHCKONW aCCOLMAIUM MO AUA0eTy U
HanumonanbHoro mHctuTyTa nuabera u 3a00eBaHUN JKENyJOYHO-KUIIEYHOI'O TPAKTa U
nouyek «The Prevention or Delay of Type 2 Diabetes» (Diabetes Care, 25, cc. 742-749
(2002)).

[TauueHThI, y KOTOPBIX CYIECTBYET BEPOATHOCTh PE3UCTEHTHOCTH K UHCYJIUHY,
CTpPazaroT OT ABYX MJIM OoJiee CAeAYIOMUX CUMITOMOB: 1) n3bbpiTouHast Macca Teia
WIN OKHPEHHeE, 2) BBICOKOE KPOBSIHOE aBlieHue, 3) runepaunuaemMus, 4) OOuH Uiu
fonee cMMITOMOB IEePBOM cTeneHH, cBa3aHHbIX ¢ auarHo3oM HTT nnu HI'H nnun
nuabera Tuna 2. PE3UCTEHTHOCTh K HHCYJIMHY Y TaAKUX MallHEHTOB MOXHO
noatreepauth no uHAekcy MO-PU. CornacHo HacTosmemMy n300peTEHHIO
PE3UCTEHTHOCTh K HHCYJIUHY OMPEAENSIOT MO KINHHYECKOMY COCTOSIHUIO, TIPU
koTopoM y nanueHTa uaaekc [ MO-PU cocrasasier > 4,0 unu uanekc I'MO-PU Boime
BEPXHETO Mpeaela HOPpMaJIbHOIO AUAMa30HA, KOTOPBIH OMPEAEISIOT MO JaHHBIM
71a00paTOPHBIX AaHAJIU30B YPOBHEH IIFOKO3bI U MHCYJIMHA.

Tepmun «nuaber Tuna 2» 06003Ha4YaeT COCTOSHUE, IPU KOTOPOM Y MaLlHEHTa
KOHLIEHTPALHS [JIFOKO3bI B KPOBU HATOLIAK MJIM KOHLEHTPALHUS TJIFOKO3bI B CHIBOPOTKE
HaTomak cocrasisieT 6onee 125 mr/an (6,94 mmons/n). YpoBeHb I'IIOKO3bl B KPOBHU
ONpPEeAeNAI0T CTAHAAPTHBIM METOIOM JIabopaTopHOTO aHanu3a. Eciau nposoasT
IJII0OKO30TOJIEPAHTHBIN TECT, YPOBEHB caxapa B KPOBH OONBHOIO AMA0ETOM MpPEBBIIIAET

200 mr riroko3bl Ha ax (11,1 MmMons/n) B mazme yepes 2 4 nocie npuema 75 v
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IJ0KO3bl Ha MyCTOU kenyaok. [Ipu npoBeaeHnu rI0OKO30TOJEPAHTHOrO TecTa 75 T
IJIFOKO3bl MALMEHT NPUHUMAET NEPOPATbHO Nocie rojoaanus B teuenue 10-12 9, u
YPOBEHb caxapa B KPOBU PETHCTPUPYIOT HEMOCPEACTBEHHO Nepesa NPUEMOM TIII0OKO3bI
ndepe3 1 4 u 2 9 nocne ee npuemMa. Y 370pOBOTO 4Ye€JOBEKA YPOBEHb caxapa B KPOBU
nepea NpueMoM rirko3sl coctasiser oT 60 mr no 110 mr Ha nn ninasmsl, meHee 200
mr/na 4epe3 1 4 mocyie mpuema riroko3sl 1 MeHee 140 mr/on yepes 2 4 mocye nmpuema
raoko3bl. Ecnu uepes 2 4 3HaueHue cocrasiser or 140 mr go 200 Mr, To Takoi
yPOBEHb yKa3bIBa€T HA AHOMAJIBHYIO TOJIEPAHTHOCTD K TJIFOKO3€.

TepMuH «mauMeHTHI ¢ MO3HEH cTaauel caxapHoro auadera Tuma 2» BKIOYAET
NAaLHUEeHTOB ¢ AUadeToM TUMa 2, He NOAAAIIINXCS BTOPUIHOMY KYpPCY JE€YEHHUs
NPOTUBOAHAOETUUECKIUMHU JIEKAPCTBEHHBIMU CPEACTBAMH, KOTOPBIM ITOKa3aHa
UHCYJIHUHOTEPANUs, U Yy KOTOPBIX HAONIOJaeTCs MPOTPECCUPOBAHNE MUK PO- H
MaKpOCOCYAUCTBIX OCIIOKHEHHH, HanpuMep, AnadeTndeckas HedponaTus 1iu
umemudeckas 6onesusb cepaua (UBC).

Tepmun «HbAlc» obo3HavaeT mpoaykT HeEePMEHTATHBHOTO
IINKO3WINPOBaHus B-1iernu remorinobuHa, cnocod onpeaesieHus KOTOPOro U3BECTEH
CIeNMaJuCTy B JaHHOH oOnactu MenuuuHbl. [Ipn MOHUTOPHUHTE B XO/1€ JI€UEHUS
caxapHoro auabera ypoBeHb HbAlc siBnsiercss upesBbiuaiiHo BakHbIM. [IO0CKONBKY ero
NpPOAYLUUPOBAHUE B 3HAYUTEJIbHON CTENEHU 3aBUCUT OT YPOBHs caxapa B KPOBHU U
nepuoa )KU3HU SpUTPOLUTOB, ypoBeHb HbA 1c B kauecTBe «ImaMsiTH ypOBHs caxapa B
KPOBU» OTPa)KaeT CPeAHHUE YPOBHHU Caxapa B KPOBU B T€UEHHUE MPEAIIECTBYHOIIUX 4-6
Henenb. [TauneHTsl ¢ nuabeToM, y KOTopbiXx ypoBeHb HbAlc moctosiHHO
NMOAJePKUBAETCS B XOJl€ MHTEHCUBHOIO JieueHust nuabera (T.e. < 6,5% B pacuere Ha
oburee comepikanue reMoryioOnHa B 00pasiie), B 3HAUUTENIbHONW CTENEHH 3alUINEeHbl OT
nuabernyeckoil Mukpoanruonatun. Hanpumep, meThopMuH cam o cede
obecneunBaeT cpenHee yayumenne ypoBHs HbAlc y manuenTa ¢ nuaberom Ha
1,0-1,5%. Takoe cHmxenne ypoBHs HbAlc aBnseTcs HEJOCTATOUHBIM AJIsI
obecneuenus Tpedyemoro yposHss HbAlc < 6,5% u npennouyrurenbuo < 6% y Bcex
NALHUEHTOB ¢ AuadbeToM.

TepMUH «HEIOCTATOYHBIN MNIMKEMUYECKUH KOHTPOJIb» UJIM «HEaAEKBaTHBIN
TJIMKEMUYECKUH KOHTPOJIbY, UCIIOIb30BAHHBIA B JAHHOM KOHTEKCTe, 0003HaYaeT

COCTOsIHHE, TIPU KOTOPOM y manueHTa yposHu HbAlc cocrasmnsror 6onee 6,5%,
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npenmnouTuteabHo bonee 7,0%, 6onee mpeamourutenbuo 6onee 7,5%, mpexae BCero
bonee 8%.

«MeTtabonuueckuii CHHAPOM», TaK Ha3bIBaeMbIi «CHHAPOM X» (ecyu
UCIOJIB3YETCSI B KOHTEKCTe MeTabOJNYeCKOTO HAPYIIEeHHsI ), TAK Ha3bIBAEMbIH
«IUCMeTab OTMYECKUI CHHAPOMY, IPEACTaBIsAeT COOONH KOMIUIEKC CHHAPOMOB C
OCHOBHBIM MPU3HAKOM - pe3UCTEHTHOCThIO K nHCYNHHY (Laaksonen D. E. u np., Am.
J. Epidemiol., 156, cc. 1070-1077 (2002)). Cornacuo unctpykuusm ATP III/NCEP
(OcHoBHBIE MOJIOKEHHS TpeThero oTyera HannonanbHOW 00pa3oBaTebHOM
nporpammsl 1o xonectepuny (NCEP), naHenb 3KCEepTOB MO JETEKIUHU, OLIEHKE U
JI€YEHHUIO BBICOKOT'O YPOBHS XOJIECTepUHA B KpOBH y B3pocibix ([laHens neuenus
B3pocubix 1), Journal of the American Medical Association, 285, cc. 2486-2497
(2001)), nnarHocTuka MeTaboINYeCKOro CHHAPOMa OCHOBAHA Ha TPeX WM Ooiee
ciaeayrumux GakTopoB pUCKa:

1. meHTpanpHOE OXKUPEHUE, €CIU OKPYKHOCTB Tanuu > 40 qrolimos uiu 102 cmy
MY>KYHUH U > 35 QOUMOB WU 94 CM y JKEHIUHUH, UJIU B SIIOHCKOW 3THUYECKOU rpynmne
UJIA Y ANOHCKHUX MalMEeHTOB OKPY>KHOCTb TaJUHU > 85 CM y My>X4HH U > 90 cm y
JKEHIIUH,

2. ypoBeHb TpUriuuepuaos > 150 mr/amn,

3. ypOBeHb XOJIECTEpHUHA JUTOTPOTENHOB BbICOKOH miotHocTH (JIIIBII) < 40
MI/IJ1 Y MYK4HH,

4. xpoBsHOe naBieHue > 130/85 MM pT. CT. (CUCTONMYECKOE KPOBSHOE NaBJICHUE
(CKO) > 130 MM pT. CcT. uiau quactoiudeckoe kpoBsHoe nasienue (JAK/]) > 85 mwm pr.
CT.),

5. ypoBeHb TIIOKO3bI B KpoBH Hatomak > 110 mr/an unu > 100 mr/a.

Onpenenenust NCEP yrepsknens! (Laaksonen D. E. u np., Am. J. Epidemiol .,
156, cc. 1070-1077 (2002)). YpoBHU Tpuriaunepunos u xonecrepuna JIIIBII B kposu
MOYKHO TaKX€ ONpPEeNeTUTh CTAHIAPTHBIMU METOAAMH JIabOPATOPHBIX aHAJINU30B, H OHU
OmMHUCaHbl, Hanpumep, B cnpaBoynuke Thomas L. (pen.), «Labor und Diagnosey,
TH-Books Verlagsgesellschaft mbH, ®paukdypt Ha Maiine (2000).

[ITnpoKO U3BECTHBIA TEPMHUH KTHIEPTEH3US» 0003HAYAET COCTOSHUE, NPH
kotopom CK/I npesbimaet 140 MM pt. cT., a JIK/] npespimaer 90 mm pT. cT. Ecun 'y

MmanreHTa YCTAHOBJICH AUArHO3 I[I/Ia6eT, B MOCJIIEAHEEC BPEMS PEKOMECHAYECTCA CHUXKATD
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CK/ no yposust meHee 130 mm prt. cT., a JAK/] cHukaTh 10 ypoBHs MmeHee 80 MM pT.
CT.

Omnpenenenus JIBPIIT (nquabet, BnepBble pa3BUBIIMIICA OCE TPAHCIIJIAHTALUN)
u I[ITMC (mocTrpaHcnIaHTALMOHHBIA MeTabONINYEeCKUH CHHAPOM) TOYHO
COOTBETCTBYIOT AUATHOCTUYECKUM KPHUTEPHSIM s [uadera Tuna 2 AMEpHUKaHCKOM
accoumnanuu o auabery, a Takxke MexayHaponuon @enepaunn duadera (MO/) u
AMepHUKaHCKON KapAUOJOTH4YecKol acconuanuu/HaunoHanbHOrO MHCTUTYTA CEPALA,
Jerkux u Kposu s mertabonuueckoro cuHapoma. JABPIIT u/umu IITMC cBsa3ansl ¢
MOBBIIIEHHBIM PUCKOM MHKPO- M MAaKPOCOCYAUCTBIX 3a00JI€BaHUN U SBJIEHUM,
OTTOPKEHUS TPAHCIUIAHTATa, MHPEKIUHN U JIETATPHOIO cxoaa. B kauecTse
NOTEHUHAJIbHBIX (PAKTOPOB PUCKA HASHTUPULUHUPOBAH psia onocpenoanHbix JIBPIIT
u/unu IITMC nporHocTudecknx (pakToOpoB, BKIOUYAS TPAHCIJIAHTALUIO B TPEKIOHHOM
BO3pacTte, Mykckol noJy, MMT no TpancnimaHTauuu, yCTAHOBJIEHHBIN 10
TPAHCIJIAHTALUU AHA0eT U MOAABJIE€HHEe MMMYHHOTO OTBETA.

Tepmun «runepypukeMusi» 0003HAYAET COCTOSIHUE, XapaKTEPHU3YIOIIeeCs
BBICOKMMH OOIMUMH YPOBHSIMHU YPaTOB B ChIBOPOTKE. KOHLIEHTpaunn Mo4ueBoit
KHCJIOTHI B KPOBHU 4eJioBeKa OT 3,6 mr/an (mpubnuszurensHo 214 mxmouneit/n) oo 8,3
mr/an (npubnusutenabHo 494 MKMOJISA/T) ABJISIOTCS HOPMAJbHBIMH COTJIACHO
pekoMeHanusaM AMepUKaHCKON MeAULMHCKON acconnaunu. Beicokue ob1mue ypoBHH
ypaToOB B CHIBOPOTKE, UM T'UIEPYPUKEMHs], B OOJBIINHCTBE CIYyYaeB CBA3AHBI C
HeCKOJbKUMHU 3a0oneBanmsiMu. Hanpumep, Beicokue o01ue ypoBHH YpaTOB B
CBIBOPOTKE MOTYT CTaTh NPUYUHON Pa3BUTHUs apTPUTA CYCTABOB, U3BECTHOIO KakK
noxarpa. [Togarpa npeacrapisier co00il COCTOSIHUE, BBI3BAHHOE OTJIOKEHHEM
KPUCTAJJIOB MOHOHATPUEBON COJIM MOYEBON KUCJIOTHI UJIM MOUYEBOMN KHUCIOTHI B
APTUKYJISAPHBIX XPsAIIAX CyCTABOB, CYXOXUJIUAX UM OKPYIKAOLIUX TKAHAX U3-32
MOBBIIIEHHBIX OOIIUX KOHLEHTPALUH ypaToB B KpoBoTOoKe. OTIOXKEHHE ypaTa WK
MOY€BOH KHMCJIOTHI B YKAa3aHHBIX TKAHSX BBI3bIBAE€T BOCTAJIUTEIBHYIO PEAKLUIO B
YKa3aHHBIX TKaHAX. bIM3KHe K HACBIIEHUI0 YPOBHU MOY€BOW KHUCJIOTHI B MOY€ MOTYT
NPUBECTH K O0OPa30BaHUIO KAMHEH B IMOYKAX NMPU KPUCTAIIU3ALUH B TIOUKAX MOUEBOH
KHCJIOTHI HuTH ypaTta. Kpome Toro, BeicokHe 00IIne YPOBHU yPaTOB B CBIBOPOTKE B
OOJIBIIMHCTBE Clly4ae aCCOLMMPOBAHBI C TAK Ha3bIBAEMBIM META00INYECKUM

CUHAPOMOM, BKJIKOYAA CCPACUHO-COCYAUCTOC 3abojieBaHUE U TMIEPTECH3UIO.
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Hcnonbp30BaHHBIN B TaHHOM KOHTEKCTe TepMUH «uHruourop AIIII-4»
0003HauaeT COeqUHEHHE, KOTOPOE MPOSIBISIET MHI'MOUPYIOIYI0 AKTHUBHOCTD B
oTHomeHUU GpepmeHTa, aunentuaunnentunassol 4 (AI1I1-4). Ykazannas
MHIUOMPYIOINasi akTUBHOCTb XapakTepusyercs 3HaduenneM 1C50. Maruburop AITI1-4
NpeANnoYTUTENbHO XapakTepusyercs 3HaueHueM IC50 Huxe 10000 HM,
npeanoytutenbHo Hike 1000 HM. Onpenenennsie nHruoutopsr AII1-4
xapakrepusyrTcsa sHaueHuem [C50 auke 100 HM, unm naxe < 50 HM. 3HadeHus
IC50 uaruduropos AIII1-4 o6biuHO cocTaBsoT Oonee 0,01 HM, unu naxe 6onee 0,1
HM. Uuruburtopsr JAIII1-4 BkatoyaroT Ouonoruyeckue u HeOMOJOruYecKue, mpekie
BCETO HEeMeNnTuaHble coennHeHus. Marubupyrmee aericteue Ha JIII1-4 moxHO
OTpeaeTUTh U3BECTHBIMH B JIUTEPAType CIIocobamMu, Mpexae BCEro, Kak OMIUCAHO B
3asaBke WO 02/068420 nnu WO 2004/018468 (c. 34), koTOopbI€ B TOJHOM O0ObEeMe
BKJIFOYEHBI B HACTOSIIE€E OMMCAHUE B Ka4ecTBE CChUIOK. TepMuH «uarudburop AIIIT-4»
TaK)Ke BKJIIOYAET JTIOObIe (papManeBTHIECKU MPUEMIIEMbIE COJM YKa3aHHBIX
COEMHEHUHN, TUAPaThl U COJNbBATHI, BKJIIOUAsl COOTBETCTBYIOIINE KPUCTAINYECKHUE
dbopmbI.

TepMuH «iedueHne» WU aHAJOTUYHbIE TEPMUHBI BKJIIOYAIOT MPEXKIE BCErO
TepaneBTUYECKOEe JeUeHNEe NALlMeHTOB, Y KOTOPBIX YK€ YCTaHOBJIEHO pa3BUBLIEECs
yKa3aHHOE€ COCTOsIHME, MPEeXJe Bcero B sBHON Gopme. TepaneBTuueckoe jedeHue
SBJISIETCSI CAMIITOMAaTHYECKHUM JICUCHHEM, LIEJIbI0 KOTOPOTO SABJIsIeTCs ocnablieHne
UHTEHCUBHOCTH CUMIITOMOB YKa3aHHOI'O MMOKa3aHUsI, UJIU STUOTPONHBIM JICUCHUEM,
HaIlpaBJeHHBIM Ha OOpalleHre NPOrpecCHpPOBAHUS HIIM YaCTHUYHOE OOpalieHue
NPOrpecCUPOBAHUS COCTOSIHUIM UJIM Ha OCTAHOBKY HJIU 3aMeJJIeHue
nporpeccupoBaHus 3aboyeBanus. B ¢BA3M C 3TUM, KOMIIO3UIIUH U CIIOCOOBI MO
HACTOSIIEMY M300PETEHHIO MOKHO UCIIOJB30BATh, HAPUMED, I TEPANIEBTHIECKOTO
JIe4YeHHsl B TeUeHHE HEKOTOPOro Mepruoia BpeMeHH, a TakXke JJisl JeUeHUs B TeUeHUe
MNPOJOJIKUTENBHOTO NEPUOA BPEMEHH.

Tepmuns! «npodumakTUuuecKoe JedeHne» U «KIpoPUIAKTUKA» HJIN aHAJIOTUYHbBIE
TEPMUHBI HCIOJB3YIOTCS B3aUMO3aMEHSAEMO U BKJIIOYAIOT JIeYeHHEe NallMeHTOB I'PYIIbI
pUCKa pa3BUTHUS YIIOMSAHYTBIX BbIII€ COCTOSHUMN C LIEJIbI0 CHUKEHHUS YIIOMSAHYTOIO
pucka.

HOI[DO6HOC ONHMCAHUEC BAPHAHTOB OCYINECTBJICHUA I/1306D6T6HI/I$I
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OOBeKThI MO HACTOSIIEMY U300PETEHHIO, IPEKAe BCeTo (papMaleBTUUECKIE
COeNMHEHUs, KOMITO3UI[UH, KOMOMHALINH, CIIOCOOBI U IPUMEHEHUSI OTHOCATCS K
unruouropam JAIIII-4, BTOpOMY W/UIU TpeTbeMy NPOTUBOAUAOETUUECKUM areHTaM,
KaK OINpeNeeHO B JaHHOM KOHTEKCTE.

B nepBom BapuanTe (Bapuante A) maruouropom /II1-4 B koHTEKCTE

HaCTOsIIero u3odperenus siisiercs a0boit narudurop ATIIT-4

0 =
R1 \N)JjIN/>_/
R2 (1)
o)\rr N/

dbopmynsl (I)

witu popmynsl (1)

R1< N
N > (1)
[ R2

wnu Gopmyasl (11)

R'I\N N
PP Vel
0 N

| CN

wiu popmyisl (IV)

0 =
R']\N N//
k\N | )R W

CN
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rae R1 obo3nauaer ([1,5]HadTupunus-2-un)mMeTus, (XUHA30JIUH-2-UIT)METHUI,
(XMHA30MMH-6-UN)MeTU, (4-METUIXUHA30JUH-2-1JI)METHII, 2-1IHaHOOEH3 U,
(3-uMaHOXUHONUH-2-UN)MeTHUJ, (3-UHAHOMUPUANH-2-UI)METU, (4-METUITTUPUMUUH-
2-un)Metuna unu (4,6-1TUMeTUNNUPUMUIUH-2-un)MeT, a R2 obo3znavaer
3-(R)-amunonunepuaus-1-mi, (2-aMHHO-2-METHIIIPOINI )METHIAMUHOTPYIITY UITH
(2-(S)-aMuUHOTIPONUIT)METUIIAMHUHOTPYIIITY,

win (papMaLeBTHYECKHU NpUeMJIeMasi COJIb YKa3aHHBIX COSIUHEHUN.

Bo BTOpOM BapuaHTe OCYLIECTBICHHUS HACTOAIIETro n300peTeHus (Bapuante B)
unruourop JAIII-4 nmo HacTosmemy uzobpeTeHnto BkirovdaeT uaruoutop JAITI-4,
BBIOpPAHHBINA M3 TPYIIIBI, BKIKO YA SN

CUTATJIUNITUH, BUIJATIUNITHH, CAKCATJIUIITHH, aJIOTJITUIITHH,

(2S)-1-{[2-(5-meTun-2-dpennnokca3on-4-un)3TUIAMHUHO |alleTHI } TUPPOJTHUANH-2 -
KapOOHHUTPHI,

(2S)-1-{[1,1-numeTnn-3-(4-mupuANH-3 -HIUMU1A30J- 1 -
WJT)TIPONUIIAMHHO |aLleTHII } TUPPOTHANH-2-KapOOHHUTPHII,

(S)-1-((28,3S,11bS)-2-amun0-9,10-gumeTokcu-1,3

2 2 2 2

4,6,7,11b-rexcarunpo-2H-

nupunol2,1-a]luzoxuHonus-3-umn)-4-GpTOpMETUINUPPOIUINH-2-0H,
(3,3-mudpropnupponunun-1-un)-((25,4S)-4-(4-(mupuMuanH-2-un)nunepasun-1-

WJI)IUPPONUANH-2-UIT)METAHOH,
(1-((3S,4S)-4-amuno-1-(4-(3,3-nudTopnupponuanu-1-mn)-1,3,5-rpuazun-2-

WI)TUPPOTUANH-3-1)-5,5-nudp TopnunepuanH-2-oH,
(2S,45)-1-{2-[(3S,1R)-3-(1H-1,2,4-Tpuazon-1-

WUJIMETHUJT ) [IUKJIOTTEHTUJIAMUHO |aeTw } -4-QTopnuppoIuanH-2-KapOOHUTPUII,
(R)-2-[6-(3-amuHonunepuaun- 1 -un)-3-mermin-2,4-nuokco-3,4-nuruapo-2H-

nupuMuIUH- 1 -unmMeTnn|-4-pTopOeH3OHUTPUI,
ouc-gumerunamug S-{(S)-2-[2-((S)-2-unanonuppoauans-1-mum)-2-

okcosTminaMuuo |[nponun }-5-(1H-terpason-5-un)-10,11-gurugpo-SH-

nubensola,d]uukinorenten-2,8-1ukapOOHOBON KHUCIOTHI,
3-{(25,45)-4-[4-(3-metun-1-penunn-1H-nupazon-5-un)nunepa3un-1-

W | TUPPONTUANH-2-HIKapOOHMI } THA3OJUIHH,
[(2R)-1-{[(3R)-ntupponunuH-3-nuiaMuHO|alleTHJ } TUPPOJUANH-2-1JT|OOPOHOBYIO

KHCJIOTY,
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(25,4S)-1-[2-[(4-3TokcukapOboHUnOULINKIIO[2.2.2]oKT-1-1m1)amMuHO |anieTun |-4-
dTopnupponuauH-2-KkapOOHUTPUII,

2-({6-[(3R)-3-amunHO-3-MeTunnunepuauH-1-unl-1,3-numernn-2,4-1uokco-
1,2,3,4-terparunpo-SH-nuppono[3,2-d]nupumuaun-5-nun j metnn)-4-
dropOenszonuTpui,

6-[(3R)-3-amunonunepuaus-1-uil-5-(2-xnop-5-¢propbensun)-1,3-numernn-1,5-
auruaponuppoio[3,2-djnupumunun-2,4-110H U

{2-[(2-unanonupponuIuH-1-1i1)-2-0KCO3ITUIAMHUHO | -2 -METUIITIPOT I } AMH
(S)-2-metunnupazono| 1,5-a]JnupumMuanH-6-kapOOHOBON KUCIOTHI,

win (papMaLeBTHYECKH MPUEMIIEMYIO COJIb YKA3aHHBIX COCTHMHECHHUH.

B mepBoM BapuaHTe OCYIIECTBIEHUS HACTOSIIEro H300peTeHus (BapuaHTe A)
npennodTuTeababie UHruOuTOpsI JAIII1-4 BriIrOUaroT MH000€ U3 CIEAYIOIINX
COEAMHEHUHN HIJIM BCE CIENVIOIMIE COeNMHEHNs U NX (papMaleBTUUYECKH PUEMIIEMbIe
COJNH:

- 1-[(4-meTunxuHa30MUH-2-Un)MeTun |-3-metun-7-(2-6yrun-1-umn)-8-(3-(R)-

aMUHOTUINIEpUANH- 1 -un)kcanTuH (cM. 3aaBky WO 2004/018468, npumep 2(142)):
0 /
N N
Y\N)Jj:
W
(:%%N O)\N N Q
| NH,

- 1-[([1,5]vadTupuaun-2-un)merun|-3-metun-7-(2-6ytus- 1 -un)-8-((R)-3-
aMUHOMUIepUAnH- 1 -un)kcantuH (cMm. 3asiBky WO 2004/018468, mpumep 2(252)):

0 /
N N
AN AN N
| X
(NI)/O\)\N N
| NH,

- 1-[(xuHa30muH-2-un)meTnin|-3-metun-7-(2-6yrun-1-nm)-8-((R)-3-

aMuHOTUINepuaAnH-1-un)kcantun (cm. WO 2004/018468, mpumep 2(80)):
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o d
U X
| NH,

- 2-((R)-3-amunonunepunuu-1-umn)-3-(0yT-2-uHun)-5-(4-MeTUIX UHA3OJIUH-2 -

wimMeTwn)-3,5-guruapoumunasol4,5-d|nupunazun-4-ox (cMm. 3asBky WO

5 2004/050658, npumep 136):
0 //
N N
\\(\N
I />—N
NH2

- 1-[(4-meTunxuna3onuH-2-un)MeTun|-3-metun-7-(2-6yrun-1-un)-8-[(2-amuno-

2-METUJITPOTIUI )METHIIAaMHUHO |[KcaHTHH (cM. 3asBky WO 2006/029769, nmpumep 2(1)):
0 /
N\WAN)EI\}—N/ NH
~N O)\T N \—ﬁ 2

- 1-[(3-unaHOXUHONUH-2-UNT)MeTu |-3-MeTun-7-(2-6yTnn-1-mn)-8-((R)-3-

10

aMuUHOMUIepuAnH- 1 -un)kcantuH (cM. 3asiBky WO 2005/085246, mpumep 1(30)):

It o) //
AN N N
SPes
N O)\N N
| NH,

15
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- 1-(2-umnanoOen3mn)-3-metun-7-(2-0ytun-1-un)-8-((R)-3-amuHonunepuans- 1 -

un)kcauTul (cM. 3asiBky WO 2005/085246, npumep 1(39)):
o) /
N
N
T Y
o~ >N~ N
| NH

5 - 1-[(4-meTunxuHa3zonuH-2-win)metru|-3-metun-7-(2-0yrun-1-um)-8-[(S)-(2-

AMUHOIPOIUJI )METUIAMIHO |[kcaHTHH (cM. 3asiBky WO 2006/029769, npumep 2(4)):

0 /
NS N)tN /
F L L

NH,

- 1-[(3-unanonupuaun-2-mwin)merun|-3-metun-7-(2-0ytun-1-mn)-8-((R)-3-

10 aMUHOMUINEepUANH- 1 -un)kcantul (cm. 3aaBky WO 2005/085246, npumep 1(52)):
| | 0 //
A N)tN
| )—N
N
AN
| NH

- 1-[(4-meTunmupumMuanH-2-un)mMetun |-3-metui-7-(2-6yrun- 1-un)-8-((R)-3-

aMUHOMUTNepUAnH- 1 -un)kcantuH (cM. 3asiBky WO 2005/085246, mpumep 1(81)):

! Zt%Q

15
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- 1-[(4,6-numeTnnnupuMUANH-2-1i1)MeTun|-3-metun-7-(2-0ytun- 1-un)-8-((R)-3-

aMHUHOMUINEepUANH- 1 -un)kcantul (cM. 3aaBky WO 2005/085246, npumep 1(82)):

! ;\JI%Q

- 1-[(xuHOKCanuH-6-mn)MeTHN|-3-MeTun-7-(2-0ytun- 1 -un)-8-((R)-3-

aMUHOMUNepuAnH- 1 -un)kcantuH (cM. 3asisBky WO 2005/085246, mpumep 1(83)):
0 /
N N
N N
( mﬁ )
N 0o~ >N~ N
| NH

bonee npennouturenbapiM uHrnouropom AIIII-4 cpenu ynoMsiHyTHIX BbIIIE
unruouropos AIII1-4 mo Bapuanty A sBusercs 1-[(4-MeTUIXNHA30IUH-2-UJI)METUII |-
3-metun-7-(2-0ytun-1-un)-8-(3-(R)-amuHonunepuanH- 1 -ui)KCaHTUH, MPEXKAE BCETO
cBOOOIHOE OCHOBAHUE YKa3aHHOTO COCAUHEHUS (Apyroe Ha3BaHUE JUHATIUIITUH HIIH
npenapart BI 1356).

B kxauectBe npyrux unrudbutopos AIIII-4 cnenyeTr ynoMsiHYTb CIEayIOLINE
COEUHEHUS

- cutarnunTul (MK-0431), xapakTepu3yrOIHUICs CTPYKTYPHOH HOopMyIoi A,
NpeACTaBICHHON HUKe, mpeacrasiseT coboi (3R)-3-amuno-1-[3-(Tpudropmerin)-
5,6,7,8-terparunpo-5SH-[1,2 4]rpuasono[4,3-a]nupasun-7-unl-4-(2,4,5-
tpudpTopdenmnn)dyran-1-on, apyroe vHazBanue (2R)-4-okco-4-[3-(Tpudpropmernin)-5,6-
aurunpol 1,2,4]tpuazono[4,3-alnupasun-7(8H)-un]-1-(2,4,5-rpudpropdpennn)doyran-2-

aMUH,
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B onHOM BapuaHTe CUTArJUNTHH NpencTasieH B popme nuruapodocdara, T.e.
docdara curarmuntuHa. B npyrom Bapuante gocdar cuTariuntTiHa MNpeacTaBieH B
dbopme KpucTaINIeCKOro 6€3BOAHOrO COSIUHECHHS HIIH B JOpMe MOHOTHAPATA.
Vka3aHHBIA BapHaHT OTHOCUTCS K MOHOruapaty ¢ocdara cutarnuntuna. CsobomgHoe
OCHOBAHUE CUTATJIMITHHA U er0 (apMaleBTHYECKU MPHUeMIIeMble COJIM OMUCAHBI B
nateHTe US Ne 6699871 u B 3asaBke WO 03/004498, npumep 7. Kpucramnnueckui
MoHoruapat ¢ocdara curarnuntrHa onucaH B 3asieke WO 2005/003135 u B 3asBKe
WO 2007/050485.

bonee nogpoOHas nHopManus, HapuUMep, O crocode moaydeHus, nepepadoTku
B JIeKapCTBEHHbIE (POPMBI UM MPUMEHEHUHU YKa3aHHOTO COEUHEHHS U €ro COJH
NpHBEIEHA B YKa3aHHBIX JOKYMEHTAaxX, BKJIOYEHHBIX B HACTOsIIEE ONMCAHHUE B
Ka4eCTBE CCHIIIOK.

Kommnosunusi TabneTku CUTATIUITHHA BBIITYCKAETCS MO TOPTOBBIM Ha3BaHUEM

. ® .
Januvia . Kommno3uius TabieTKH, BKIOYAOIIEH KOMOUHAIIMIO

CUTATJIUNITUH/METGOPMUH, BBIITYCKAETCS MOJ TOPTOBBIM Ha3BaHHEM Janumet "

- Bunparnmuntun (LAF-237), xapakTepusyruuiics cTpykTypHoi ¢popmynoii B,
npeacTaBIeHHON HUKe, npenctasiseT coboit (2S)-{[(3-ruagpokcuanamanTaH-1-
WJ1)aMHUHO |alleThI } TUPPONUANH-2-KapOOHUTPHII, IPYyTroe Ha3BaHUE

(S)-1-[(3-rugpokcu-1-amamMaHTHII)aMUHO |alle TUII-2-ITHAHOTTH PP OJIUIHH,

OH (@

Bunparnuntun npexnae scero onucad B natente US Ne 6166063 u B 3asiske WO
00/34241, npumep 1. KoHKpeTHbIE COMU BUIJATIUNTHHA OTUCAHBI B 3asBke WO
2007/019255. Kpucrannuueckass Gopma BIIIAATIUITHHA, a TAKXKE KOMIIO3ULUS

TabJIETKU BUJILATJIANITHHA ONMUCAHbI B 3asiBke WO 2006/078593. Bungarnuntux
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MOXKHO TepepadaThiBaTh B JIeKAPCTBEHHBIE (POPMBI, Kak omucaHo B 3asiBke WO
00/34241 nnu B 3assBke WO 2005/067976. KoMmo3uiiust BUINATIUIITHHA C
MOIU(pUIIMPOBAHHBIM BBICBOOOXKAeHUEM omnucaHa B 3assBke WO 2006/135723.

bonee mogpobHas nudopmaius, HampuMep, o cnocode monyueHus, nepepadboTku
B JIEKAPCTBEHHBIE ()OPMBI HJIM TPUMEHEHHH YKa3aHHOT'O COCIUHEHUS UJIU €TO COJIH
NpUBEJeHA B YKA3aHHBIX JOKYMEHTAX, BKJIOUEHHBbIX B HACTOSIIEE ONMUCAHUE B
Ka4yeCTBE CCHIJIOK.

KOMHOSI/ILII/Iﬂ TabeTKu BUJIJATJIUIITHHA BBINTYCKACTCA IIOA TOPrOBbIM HAa3BaAaHUEM

® o
Galvus . Komno3unust TaONeTKy, BKIIOYAKOMEH KOMOMHAI[HIO

BUJIJATJIUIITHH/METPOPMUH, BBIITYCKAETCS MO TOPTOBBIM Ha3BaHUEM Eucreas”

- Cakcarnmuntusd (BMS-477118), xapakTepu3yrMUics CTPYKTypHOU Gopmyioi
C, npencraBieHHON HUXKe, pencrasiseT coboit (1S,3S,55)-2-{(2S)-2-amuuo-2-(3-
rUApOKCHaaMaHTaH- | -un)anerun }-2-a3abunukio[3.1.0]Jrexcan-3-kapOoHuTpHII,

apyroe HazBaHue (S)-3-rugpokcuagaMaHTUNTIUOUH-L-nc-4,5-

H
H NH;Z
N
1 9 HO

Il
N

MCTAHONIPOJIUHHUTPUIL,

(C)

CakcarnuntuH npexae Bcero onucad B mateHte US Ne 6395767 u B 3assBke WO
01/68603, mpumep 60.

B ogHOM BapuaHTe CakCarJIMNTHH MPEACTaBleH B popMe ruIpOXIOpHAA UITH B
dbopme moHOOEeH30aTa, Kak onucaHo B 3asaBke WO 2004/052850. B npyrom BapuaHTe
CaKCarjIMITHH MpeaCcTaBieH B ¢opMe cBOOOIHOr0 OCHOBaHHMs. B emre oqHOM BapuaHTe
CaKCarjIMITHH MPEeACTaBlIeH B (OpMe MOHOTHApaTa CBOOOIHOTO OCHOBAHMS, KaK
onucano B 3asBke WO 2004/052850. Kpucrannuueckue ¢GopMbl THAPOXIOPUIA U
cBOOOZHOrO OCHOBAHHMS CaKCarJUNTHHA onucaHbl B 3assBke WO 2008/131149. Cnocob
MOJIy4eHUsI CAKCATITUIITHHA TakKe OnMucaH B 3asiskax WO 2005/106011 u WO

2005/115982. CakcarnunTuH MOKHO nepepadaTeiBaTh B TaOJIETKH, KaK ONMHUCAHO B

3asaBke WO 2005/117841.
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bonee nmogpoOHas uHpopmanus, HapuMep, o0 crocode moay4eHus, nepepadoTku
B JIEKapCTBEHHBIE (POPMBI MJIM IPUMEHEHUH YKa3aHHOT'O COEJUHEHUS NI €T0 COJIU
NpuBE€ACHA B YKA3aHHBIX JOKYMCHTAX, BKJIFOYCHHbBIX B HACTOALICC OIMMCAHUEC B
Ka4yeCTBe CCHIIOK.

- Anormuntus (SYR-322), xapakrepusyromuics cTpykTypHoi ¢popmyoii E,
NpeACTaBICHHON HUXKe, mpeacTasiser cobol 2-({6-[(3R)-3-amunonunepuanH-1-mn]-

3-metun-2,4-nuokco-3,4-qurunpo-2H-nmupumuaH- 1 -ui } MeTHn )OeH30HUTPU I,
@(
A,

O

E)

ANornunTuH npekae Bcero onucaH B mateHtax US 2005/261271, EP 1586571 u
B 3assBke WO 2005/095381.

B opHOM BapuaHTe aJOTIMITHH NpEACTaBleH B popme OeH3oara, ruIpOXJIOpHAa
WM TO3UJIaTa, KaXkaas u3 yKasaHHBIX Gopm onucana B 3asBke WO 2007/035629.
VYka3zaHHBIH BapUaHT OTHOCHUTCA K OeH3oary ajmornuntusa. [lonumopdusie Gopmel
OeH3oara anoriaunTuHa onucaHel B 3asiBke WO 2007/035372. Cnoco® nonydeHus
ajoraunTHHA onucaH B 3asBke WO 2007/112368, a Takxke npexnae Bcero B 3aaBke WO
2007/035629. AnornuntuH (a MMEHHO, ero O€H30aT) MOKHO nepepabaThiBaTh B
TaOJIeTKH U BBOJUTH, Kak onmucano B 3asBke WO 2007/033266. Teepnblii mpenapar
KOMITO3HMIIUHU AJIOTJIUNITUH/TTUOTJIUTA30H, a TAK)XKE €ro Mojy4YeHue U NpuMeHeHue
onucanbl B 3asBke WO 2008/093882. Trepablii mpenapaT KOMIIO3UIIUU
aJOTIIUNTHH/METGOPMHUH, a TAK)KE €ro MoJydeHue U MPUMEHEHHE OMHUCAHbI B 3a5IBKE
WO 2009/011451.

bonee nogpobHas uHpopmanus, HapuMep, o crocode moaydeHus, nepepadoTku
B JIGKAPCTBEHHBIE ()OPMBI UJIM IPUMEHEHUH YKa3aHHOT'O COEJUHEHUS NI €TO COJIH
NpUBEAEHA B YKA3aHHBIX JOKYMEHTAX, BKIOUEHHBIX B HACTOSIIEE OMMCAHNE B
Ka4eCTBE CCHIIIOK.

- (25)-1-{[2-(5-MeTun-2-peHnnokca3oy-4-ui)3THIaMIHO | alleTHJI } TUPPOJIUIHH-
2-xapOOHUTPHUI UK €T0 (papMaleBTUYECKHU NMpHEMIIeMas COJb, MPEANOYTUTEIBHO

ME3HuJIaT, UJIH
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(2S)-1-{[1,1-numeTnn-3-(4-mupuUANH-3 -MIUMHIA30J1- 1 -
WJI)TIPOTUIIAMHUHO |aLleTUT } MTUPPOTUAUH-2-KapOOHUTPHUI UK ero papMaeBTHIECKU
npuemiiemMas CoJb.

Vka3aHHBIE COEJUHEHUS U CIIOCOObI UX MOJIyYEHHs ONMHCaHbI B 3asBke WO
03/037327.

Me3unat nepBoro COeIMHEHHs, a TAKXKe ero KpUCTANIHYECKHe MOJTuMopdHbIe
¢dopmbl onucanbl B 3asiske WO 2006/100181. dymapaTt nocjienHero COeJUHEHUs, a
TaKXKe ero KPUCTAJUTHYECKHue moTuMopHbIe (OpMBI ONUCaHbI B 3asiBke WO
2007/071576. Yka3aHHbIe COeIMHEHUs] MOKHO MepepadaTbiBaTh B (hapMaleBTHYECKYIO
KOMITO3HMIIHIO, KaK onmucaHo B 3asaBke WO 2007/017423.

bonee nogpoOHas mHpopMamus, HaIPpUMEpP, O CIOCO0e MOTyYeHusI, mepepadoTKu
B JIGKAPCTBEHHBIE ()OPMBI HJIM TIPUMEHEHUH YKa3aHHBIX COEJMHEHNUH WU UX COJIeH
NpUBEJEHA B YKA3aHHBIX JOKYMEHTAX, BKIUYEHHBIX B HACTOSAIIEE ONMUCAHUE B
Ka4eCTBE CCHIIOK.

- (S)-1-((2S,3S,11bS)-2-AMun0-9,10-numerokcu-1,3,4,6,7,1 1b-rexkcarunpo-2H-
nupunol2,1-alusoxuHonuu-3-uin)-4-GpTOPMETUINUPPOTUANH-2-0H (Apyroe Ha3BaHue

KapMEIJIUIITUH) UK ero (papMareBTUIECKH MpueMiieMas CoJb:

F

SNo

Yka3zaHHOE COEIMHEHNE U CIOCOObI ero MOJy4YeHHUs OnucaHbl B 3asiBke WO
2005/000848. Ciocob moaydeHust yKa3aHHOTO COeUHEHUs (TIpeXKie BCEero,
OUTUAPOXJIOPHUIA YKa3aHHOTO COEIUHEHUS ) TAaKXKe OMUCcaH B 3asiBkax WO
2008/031749, WO 2008/031750 u WO 2008/055814. Yka3zaHHOE€ COeTHHEHHE MOKHO
nepepadaTreiBaTh B papMaeBTUUECKYI0 KOMIO3HUIHIO, KaK OMUCaHO B 3assBke WO
2007/017423.

bonee nogpoOHas nHpopmamus, HaIpuMep, O CMocode MoNydeHus1, mepepadoTKu
B JIEGKAPCTBEHHBIE ()OPMBI HJIM IPUMEHEHUH YKa3aHHOT'O COEJUHEHUS NI €TO COJIH
NpUBEJEHA B YKA3aHHBIX JOKYMEHTAX, BKIOUEHHBIX B HACTOSAIIEE ONMUCAHUE B

Ka4€CTBC CChIJIOK.
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- (3,3-Audropnupponuaun-1-un)-((25,4S)-4-(4-(mupuMuANH-2 -1 )TUTIEPA3ZUH-
l-um)nuppoIuANH-2-1I)METaHOH (ApYyroe Ha3BaHUEe TOCOTJIUIITHH) UJIH €ro
dapmMaieBTUUECKH TIpUEMIIeMas COJb.

Vka3aHHOE COeJUHEHUE U CIIOCOOBI ero MOJyUeHUs OnucaHsl B 3asiBke WO
2005/116014 u B matente US 7291618.

bonee mogpoOHas nHpopmanus, HampuMep, O crocode monydeHus, nepepadboTku
B JICKAPCTBEHHBIE ()OPMBI HJIM TPUMEHEHHH YKa3aHHOT'O COSIUHEHUS UJIH €TO COJIH
NpUBEJCHA B YKA3aHHBIX JOKYMEHTAX, BKIOUEHHBbIX B HACTOSAIIEE ONMUCAHUE B
KaueCTBe CCBHIJIOK.

- (1-((3S,45)-4-Amuno-1-(4-(3,3-nudropnupponuauu- 1 -umn)-1,3,5-rpuasun-2-

WJT)TTUPPONTUANH-3-1IT)-5,5-nu TOPIIUNIEPUAUH-2-0H U €TO (papManeBTHIECKU

F H,N
F
({1 N N '\II}F
T F
o N\/N

npuemiiemMasl CoJb:

S

Yka3zaHHOe COeIMHEeHNEe U CIIOCOOBI eT0 MOJy4YeHHs OnrucaHbl B 3asiBke WO
2007/148185 u B matente US 20070299076. bonee noapodbHas nndpopmanus,
HaIrpumep, o0 crnocode nojayueHus, nepepadoTku B JeKapCTBEHHbIE (GOPMBI HIH
NPUMEHEHUH YKa3aHHOI'O COEUHEHHUs UJIN €TO COJIM IIPUBEJEHA B YKA3aHHBIX
JOKYMEHTAax, BKJIIOUYEHHBIX B HACTOsI[EE OMUCAaHUE B KAUECTBE CChLIOK.

- (2S,45)-1-{2-[(3S,1R)-3-(1H-1,2,4-Tpuaszon-1-

WJIMETHIT ) [IUKJIOTIEHTHJIAMUHO |anieTu § -4-propnupponuaun-2-kapOoHutpui (apyroe

Ha3BaHUE MEJIOTJIMNTHH) WJIH ero GapMaleBTHYECKH MpUeMiieMasi COJb:

H (0]
ta,, o’ N CN
¢ \
~
N
F
VkazaHHOE COEIUHEHHUE U CITOCOOBI €ro MOJyYeHHs ONMUCAaHbI B 3asiBKax WO
2006/040625 u WO 2008/001195. Tlpexne Bcero 3asBIEHHBIE COJH BKIIOYAOT
MeTaHCy Ib(oHAT U mapa-Toayoscyiabdonat. bonee nmonpoduas napopmanms,

Harpumep, o crnocode nmojayueHus, nepepaboTKu B JIeKapCTBEHHbIE (OPMBI UIIH
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NPUMEHEHUH YKa3aHHOT'O CO€JUHEHUS UJI €TO COJIM IPUBEEHA B YKA3aHHBIX
TOKYMEHTAaX, BKJIIOYEHHBIX B HACTOSI[EE ONMCAHNE B KAYECTBE CCHLIOK.

- (R)-2-[6-(3-Amunonunepunus-1-umn)-3-merun-2,4-aguokco-3,4-nuruapo-2H-
NUPUMUAUH- ] -unmetnin|-4-pTopOeH30HUTPUN UK ero papManeBTUUECKU

npuemieMas Cob:

YkazaHHOE COEAUHEHUE U CITOCOOBI €ro MOJyYeHHUs], a TAK)XKe MPUMEHCHHE
onucanbl B 3asiske WO 2005/095381, B marente US 2007060530, B 3asiBkax WO
2007/033350, WO 2007/035629, WO 2007/074884, WO 2007/112368, WO
2008/033851, WO 2008/114800 u WO 2008/114807. Ilpeskne Bcero, 3asiBIIeHHbIE
conu BkIodaroT cykuuHat (WO 2008/067465), Gensoar, 6eH3oncynbdpoHar,
napa-toayosucyiabdoHnart, (R)-mangenar u rugpoxiaopun. bonee mogpobHas
uH(popmaIus, HanpuMep, 0 crnocode Nnoay4yeHus:, nepepaboTKH B JIEKaAPCTBEHHbIE
(GbopMBbI UM MPUMEHEHNUH YKAa3aHHOTO COENHEHUs WIN €ro COJU MPUBEIEHA B
yKa3aHHBIX JOKYMEHTAaxX, BKJIIOUEHHBIX B HACTOSIIEE ONMCAaHNE B KAYECTBE CCHUIOK.

- buc-numerunamun 5-{(S)-2-[2-((S)-2-unanonupponuauH- 1 -mm)-2-
okcosTmiaMuHo |[mponui }-5-(1H-terpazon-5-un)-10,11-guruapo-SH-
nubensola,d|unkiorenteH-2,8-1uKkapOOHOBOH KUCIOTHI WU €r0 (apMaeBTUYECKH

npuemiiemMast Coib:

Yka3zaHHOE COeIMHEeHNEe U CIIOCOOBI eT0 MOJy4YeHHUs OnucaHbl B 3assBke WO
2006/116157 u B marente US 2006/270701. bonee noxpoOuas unpopmamnus,

Harpumep, o crnocode nojxyueHus, nepepadboTKu B JeKapCTBEHHbIE (OPMBI UIIH
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NPUMEHEHHH YKAa3aHHOT'O COeIMHEHUs HJIM €r0 COJIM MPUBEAeHA B YKa3aHHBIX
TOKYMEHTAaX, BKJIIOYEHHBIX B HACTOSIIEE ONMCAHUE B KAUECTBE CCHIJIOK.

- 3-{(25,45)-4-[4-(3-Metun-1-penunn-1H-nupazon-5S-un)nunepa3ux-1-
WI|TUPPOTUANH-2-UIKapOOHUT } THA3OIUANH (APYyroe Ha3BaHHE TEHEJIUTIUNITHH) HIIH
ero (papmManeBTHYECKH IpHeMIIeMast COJb.

Vka3zaHHOE COeIMHEHUEe U CIIOCOOBI ero MoJy4eHus onucaHbl B 3asBke WO
02/14271. KonkpeTHble conu onucansbl B 3asBkax WO 2006/088129 u WO
2006/118127 (Bkirouasi, Haps Ay C MPOYUMH, THAPOXJIOPUI, TUAPOOPOMHUL).
KomOuHMpOBaHHOE JIeYeHHE C UCTIOIBb30BAHNEM YKAa3aHHOTO COETUHEHUS OMMCAHO B
3assBke WO 2006/129785. bonee nonpoOnHast uHpopMaius, Hampumep, o crnocobde
NoJly4eHus, mepepaboTKu B JIeKapCTBEHHbIE (POPMBbI HJIH TPUMEHEHHH YKA3aHHOTO
COENMHEHUs MJIM €r0 COJIM MPHUBEJeHA B YKa3aHHBIX JOKYMEHTaX, BKIKOYEHHbIX B
HACTOsIIIee OMHUCAHUE B KAYE€CTBE CCHIIOK.

- [(2R)-1-{[(3R)-ITupponuauH-3-mIaMHUHO|alleTHJI } TUPPOIU IHH-2 -
ni1]|6opoHoOBas KUCIOTa (Apyroe Ha3BaHWE AYTOTIIUIITHH) W €€ (papMaleBTUIECKH
npuemiiemMas CoJb.

VkazaHHOE COEUHEHUE U CITOCOOBI €ro MOoJy4YeHHs ONMUCaHbl B 3asiBKax WO
2005/047297, WO 2008/109681 u WO 2009/009751. KoHKpeTHbIE COJIU ONUCAHBI B
3asgBke WO 2008/027273 (Bkirouas qurpar, Taprpat). Komnosumus ykazaHHOro
coennHeHus onucaHa B 3asiBke WO 2008/144730. Komno3unus nyrornuntuHa (B BUae
TapTpaTta JyTOTJIUNTHHA) ¢ MeTGopMuHOM onucaHa B 3asiBke WO 2009/091663. Bonee
noapoOHast HHPOpMaIUs, HAIPUMEp, O crocode MoayueHus, nepepadboTKHu B
JeKapCTBEHHbIC POPMBbI U MPUMEHEHUH YKAa3aHHOTO COEAUHEHUS HIJIH €ro COJU
NpHUBEIEHA B YKa3aHHBIX JOKYMEHTAxX, BKJIOUYEHHBIX B HACTOSIIEE OMUCAHUE B
Ka4eCTBE CCHILIOK.

- (25,4S)-1-[2-[(4-DTokcukapboHunOuukyio[2.2.2|okt-1-mn)amMmuHo |aneT|-4-
dTopnupponuanH-2-KapOOHUTPUI UIU €T0 PapMaleBTUUECKU MPUEMIIeMasi COJb.

Yka3zaHHOE COeIMHEeHNEe U CIIOCOOBI eT0 MOJy4YeHHUs ONMucaHbl B 3asiBke WO
2005/075421, B marente US 2008/146818 u B 3asBke WO 2008/114857. Bonee
noapoOHas mHOpMaILs, HAIPUMEp, O criocode moNyyeHus, nepepadoTku B
JeKapCTBEHHBIE POPMBI UIIN MPUMEHEHNUH YKAa3aHHOTO COEAUHEHUS HIIH €r0 COJHU
NpHUBEIEHA B YKa3aHHBIX JOKYMEHTAX, BKJIOUEHHBIX B HACTOSIIEE OMUCAHUE B

Ka4€CTBC CChIJIOK.
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- 2-({6-[(3R)-3-AmMuno-3-MetunnunepuauH-1-unl-1,3-numetnn-2,4-1uoKco-
1,2,3,4-rerparunpo-SH-nuppono[3,2-d|nupumuaun-5-um } MeTnin)-4-
GTOpOEH30HUTPUI WM ero papMaLeBTUUECKH NTpUeMieMas CoJb, UIN
6-[(3R)-3-amuHonunepuauH-1-umnl-5-(2-xnop-5-¢propdbensun)-1,3-numernn-1,5-
auruaponuppono[3,2-dnupumuaus-2,4-110H 1K ero papmManeBTUYeCKH
npuemiiemMas Collb.

VYka3zaHHbIE COETUHEHUS U CIOCOOBI MX MOJIyUYeHHsI OMUCaHbI B 3asBkax WO
2009/084497 u WO 2006/068163, cooTBeTcTBeHHO. KOMOMHUPOBAHHOE JIEUEHHE C
HCIIOJIb30BAaHUEM MOCJIEIHEr0 U3 YKa3aHHbBIX ABYX COeJUHEHUH omnucaHo B 3asBke WO
2009/128360. bosnee nmogpobHas nHpopmanus, HampuUMep, O CIOCOO e MOTyUeHHUs,
nepepaboTKHU B JIEeKapCTBEHHBIE (POPMBI UM MPUMEHEHUH YKAa3aHHBIX COSTUHECHUN MU
UX COJiell MpuBeAeHa B YKa3aHHBIX JOKYMEHTaxX, BKJIIOYEHHbIX B HACTOsIIEE ONMUCAHUE
B KaueCTBE€ CCHLIOK.

- {2-[(2-HUunanonupponuauH- 1 -ui)-2-0KCO3TUIAMHUHO |-2-METHUIPOTIUI § AMH]T
(S)-2-meTunnupazonol 1,5-a]lnupumunua-6-kapOOHOBON KHUCIOTHI (IPyroe Ha3BaHUE
AHATJUNTHH) WK ero papMaueBTHUYECKH puemMiIeMas CoJb.

Yka3zaHHOE COeIMHEeHHNEe U CIIOCOOBI eT0 MOJy4YeHHUs OnrucaHbl B 3asiBke WO
2004/067509. KomOuHHpPOBaHHOE JIeYE€HUE C UCIIOIb30BAHUEM YKa3aHHOTO
coenuHeHus onucano B 3asBke WO 2009/139362. bonee nogpodbHas nadpopmarnus,
Hampumep, o crocobe mony4deHust, nepepaboTKH B JIeKapCTBEHHbIE (YOPMBbI UIIH
INPUMEHEHUH YKa3aHHOTI'O COEJUHEHHUs UJIN €T0 COJIM MPUBEJEHA B YKA3aHHBIX
NOKYMEHTax, BKIIOYEHHBbIX B HACTOsIIEEe ONMUCAHNUE B KaYeCTBE CCHIJIOK.

IMpennoutrurenbuo uarudutop JAINII-4 BeiOuparot u3 rpynmnel G2, BKIOYAKOIIEH
JUHATJIUNTHH, CATATJIUNTHH, BUJIJATTUNITHH, aJIOTJIUNITHH, CAKCATJTUIITHH,
KapMETJIUIITHH, TOCOTJIMITHH, TCHEJIUTJIUIITHH, MEJIOTJIUIITHH U AYTOTJIUITHH, HIIH
(apManeBTUYECKH TPUEMIIEMYIO COJIb UJIU MPOJIEKAPCTBO OJHOTO U3 YIIOMSIHYThIX
BbIlie nHrHOUTOpOB JIIII-4.

bonee npennoututensuo uHrudurop AINII-4 Beibuparor u3 rpynmner G2,
BKJIFOYANOLIEH IMHATJIUIITHH, CUTATJIMIITUH, BIUIIATJIMITHH, aJOTJIHITHH,
CAKCArJUNTHH, TEHEJIUTIUNTHH U AYTOTJUNTHH, WIH (apMaleBTUUECKH NPUEMIIEMYIO
COJIb UJIH MPOJIEKAPCTBO OJHOIO U3 YIOMSHYTHIX Bbilie nHruouropos AII1-4.

IIpexne Bcero npennouyrurebHbIM HHruOUTOpOM JIII1-4 mo HacTosEeMy

I/1306peTeHI/IIO SIBJISIETCS TUHArIunTuH. Mcrmonb30BaHHBIHN B AAaHHOM KOHTEKCTE TEPMUH
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«JIMHATJIUNTHH» 0003HAYAET JIMHATIUIITHH U €r0 papMaleBTUIECKN NMpUeMIIeMble
COJIU, BKJIIOYas TUAPATHl U COJIbBATHI JIUHATJIUNTUHA, a TAK)KE KPUCTAJIIUYECKUE
dbopmbl ykazaHHOro coequHeHus. Kpucrannuueckue Gopmel onucansl B 3aaBke WO
2007/128721. CriocoObl mOTyueHHUs: TMHATJIUNITHHA OMUCAHBI, HATPUMED, B 3asiBKAX
WO 2004/018468 u WO 2006/048427. JIuHarTUNTUH OTIMYAETCS OT CTPYKTYPHO
conoctaBuMbIX HHTHOUTOPOB JIII1-4 B CBsI3U ¢ TeM, 4TO OObEeNUHSAET
UCKJTFOYUTENbHYI0 3 ()EKTUBHOCTD U MPOAOJIKUTENbHOE AEHCTBHE C OJIarOnpUsITHBIMU
(bapMaKkOJOrHYeCKUMHU CBOHCTBAMH, CEJIEKTHBHOCTBIO B OTHOIIEHUHU PELENTopa U
OnaronpusiTHbIM Mpod riieM moOOYHBIX NefCTBHUH, W 00ecreYnBaeT HeOKUIaHHbIE
TepaneBTUYECKHUE NPEUMYIIeCTBa WU YIYUIIEHUs NPU J€UEHUU B PEXKUME
MOHOTEpANUU W/ WU MPH UCIIOJb30BAHUHM B KOMOMHALIMH CO BTOPBIM U HEOOS3aTEIbHO
TPETHUM MPOTHBOAUAOETUYECKUM areHTOM [0 HACTOS I EeMY H300pETEHHIO.

JUtst MCKITIOYeHUsI JTI000H HEOTPEeaeIeHHOCTH, ONIMCAHNE KAXKO0r0 U3
JOKYMEHTOB, IUTHPOBAHHBIX BBINIE B CBSI3U C KOHKpeTHbIMH UHrHOUTOpamu JAITIT-4,
CIeNHNaJbHO BKJIIYEHO B IMOJHOM 00BbEME B HACTOSIIEE OMUCAHNE B KAYECTBE CCHLIOK.

B onHOM 00BekTe HacTosAImero n3o0pereHus ¢papManeBTUIECKUEe KOMITO3UIIUH,
CrocoObl U MPUMEHEHUS IO HACTOSILIEMY U300PETEHUIO OTHOCATCS K KOMITO3ULIUSIM,
KoTopble BKIto4aroT uHruourop JAIIII-4 B kauecTBe eNMHCTBEHHOTO aKTUBHOTO
UHrpeaueHTa (T.€. BTOPOH U TPETUH NPOTUBOANAOETHYECKUE ar€HThl OTCYTCTBYIOT),
W/WUU, COOTBETCTBEHHO, K JICYEHUIO B PEKUME MOHOTEPAIHNH C UCIIOJIb30BAHUEM
unrudburopa JAII1-4 B oTaeapHOCTH.

B npyrom oObekTe HacTosLiero n3ooperTeHus GpapManeBTUYECKUEe KOMIIO3UIIUH,
KOMOMHALMH, CTOCOOBI M TPUMEHEHHS 110 HACTOAIEMY U300PETEHHIO OTHOCSTCS K
KOMITO3HIIUSIM UM KOMOUHAIUAM, KOTOpbIe BKJIto4aroT uHrudurop JAIII-4 u BTOpoO#
NPOTUBOAHAOETUYECKHI areHT B KAY€CTBE €JMHCTBEHHBIX AKTUBHBIX HHTPEIHEHTOB
(T.e. TpeTuil mpoTHBOAMAOETUYECKHI areHT OTCYTCTBYET), /UK, COOTBETCTBEHHO, K
ABOWHON KOMOWHUPOBAHHOW Tepanuu ¢ UCNOIb30BaHNueM uHruouropa JAII1-4 u
BTOPOT'0 MPOTHBOANAOETHUECKOTO areHTa.

B npyrom oObekTe HacTosmero n3oopeTeHus GpapManeBTHIECKUE KOMIIO3UIIUH,
KOMOMHAUWH, CIocOOBl M MPUMEHEHHS 110 HACTOAIEMY U300PETEHHI0 OTHOCSTCS K
KOMIIO3HUIIUSIM UM KOMOUHAIUAM, KOTOpBIe BKIOUaroT nHruourop AIIII-4, BTopoii u

TPeTHIl MIPOTUBOANAOETHYECKUH areHT, /NI, COOTBETCTBEHHO, K TPOHHOM
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KOMOMHUPOBAHHOHN Tepanuu ¢ ucrnosbzoBanueM naruouropa [AIII-4, BToporo u
TPETHEro MPOTUBOANAOETUUECKOTO areHTa.

Kpowme Toro, uaruburop AIIII-4 no HacTosieMy U300pETEHUIO MOXKET
JIOTIOJTHUTENIBHO XapakTepU30BaThCs T€M, YTO yKa3zaHHbIN unruourtop JAIIII-4 He
BBbI3bIBAET 3HAUUTEIBHOTO HAPYLICHUS TIIOMEPYJIApHON u/uiu TyOynspHOH GyHKLIMH
MOYeK y ManueHTa ¢ AuadeToM Tuma 2 ¢ XpOHUYECKONW MOYEeYHON HEAOCTATOYHOCThIO
(Hanmpumep, ¢ HapymeHUeM PYHKLHH MOYEeK JErKO, CPeNHel U TKeJIOH CTeneHn
TSOKECTH HJTU € 3a00JIeBaHUEM MOYeK B TEPMHUHAJIbHOMW CTAHK), U/UJIU TEM, YTO IJIs
ykaszaHHoro uaruburopa JAI1I1-4 He TpeOyeTcst ONTUMHU3AMs O3B JIs MALUEHTA C
nuabeToMm Tuna 2 ¢ HapymeHneM GyHKIUH MoYeK (Hampumep, ¢ HapyILIeHueM
(GYHKIIUY MOYEK JIETKOH, CPpeHEeH U TSKENOH CTENEeHH TSKECTH U ¢ 3a00eBaHUEM
NOYeK B TEPMUHAJIBHON CTAIUN).

BTopoit mpoTuBoanabeTHUYECKUI areHT U, €CIU NPUCYTCTBYET, TPETUH
npOTUBOAHAOETUUECKHI areHT BeIOUparoT u3 rpynnsl G3, BKIOYAKOIE OUryaHnumsl,
THA30JUIUHANOHBI, CYJIb()OHUIMOUYEBUHBI, IIUHUJBI, HHTHOUTOPBI OL-TITHOKO3UIA3bI,
I'TIII-1 nnu ananoru I'TIII-1, a Takke MHCYJIUH UM AHAJOTH WHCYJIMHA, UIU
bapmareBTHUECKH IPUEMIIEMYIO COJIb YKa3aHHBIX coequHeHu. Huke onmcansl
NPEeANOYTUTENbHbBIE BAPUAHTBI, KACAIOIHECS BTOPOTO U/HIH TPETHETO
IPOTUBOJHAOETUYECKOrO areHTa.

I'pynna G3 BkmovaeT Ouryanuasl. [Ipumepamu OUTryaHUIOB SBISIIOTCS
meThopmuH, pendpopmun u Oypopmusn. IlpeanoururenbHbIM OUTYaHHAOM SIBISIETCS
metdopmun. Uurudurop JAINI1-4 B komOuHauuu ¢ OUTryaHUI0M, MPEKIE BCETO C
MeTGOopMUHOM, MOXKeT obeciednuTh Oosee 3P PEeKTUBHBIA TITUKEMHYECKHUH KOHTPOJIb
u/unu 00ecreduTh COBMECTHO ¢ OMTYaHUIOM, HAlIpUMeEp, CHUXKEHUE MAacChl Tela,
KOTOPOE OKa3bIBAET OJAronpHUsATHbIE AEHCTBUS, HAIPUMEP, HA MeTA0 OJTUYECKUM
CHUHJIIPOM, KOTOPBIH OOBIYHO CBsI3aH C caXapHbIM AuadeTom tumna 2.

Hcnonb30BaHHBIA B JTAHHOM KOHTEKCTE TEPMHUH «MeTPOPMUH» 0003HAYaET
MeT(GOpPMUH MK ero papManeBTUUYECKH MPUEMIIEMYIO COJIb, HAIPUMED, THAPOXIOPHUL
metdopmuna, merpopmuna pymapat (2:1) u merpopmuna cykausat (2:1),
ruapoOpomua MmetpopmuHa, napa-xuopdeHokcuamnerat wid >MOOHAT MeTPOpPMHUHA, a
TaK)Ke IPyryue U3BECTHbIE COJIM MET(POPMHUHA OTHO- U IBYXOCHOBHBIX KapOOHOBBIX
kuciot. IlpeanoururenbHO METGOPMUHOM IO HACTOSIIEMY U300PETEHUIO SIBIISIETCS

THAPOXJIOPU] METHOPMHHA.
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I'pynna G3 Bkaro4aeT THA30IUMAUHANOHBIL. [IpumMepamu THA30IUANHANOHOB
(T3]1) siBsiFOTCS MUOTJIHUTA30H U pO3UrIUTa30H. Jleuenue ¢ ucnonpzoBanueM T3/]
CONPOBOXKIAETCS YBEJIUUYEHHEM MACChl Tejla U MepepacrpeneeHueM KUPOBOH TKaHU.
Kpome Ttoro T3/l BBI3BIBAIOT 3aJ€PIKKY KUAKOCTH, YTO MPOTHUBONOKA3aHO MallMEHTAM
C 3aCTOHHOMU cepaedHOl HenocTaTouHOCThIO. [IponomkurensHoe neuenue T3]1, kpome
TOT0, COMPOBOYKIAETCS MOBBILIEHHBIM PUCKOM nepeomMoB kocteit. Uaruburop AINIT-4
B KOMOMHAIUK C THA3OJUIHMHAUOHOM, MPEXKAE BCErO MUOTIUTA30HOM, MOXKET
obecneunts Oosee 3P HeKTUBHBINA TIMKEMUYECKUI KOHTPOJIb U/UJIH CBECTH K
MUHHMYMY N0OOYHbIe neicTBus geueHus T3/

Hcnonp30BaHHBIA B TAHHOM KOHTEKCTE TEPMHUH ITHOTJIMTA30H» 0003HAYaeT
NUOTJINTA30H, BKJIOYas €ro SHAHTHOMEPBI, CMECH SHAHTHOMEPOB U paLeMaT, HIH
(apManeBTHYECKH IPUEMIIEMYIO COJIb MUOTINTA30HA, HAIPUMEp, THAPOXIOPHA.

Hcnonb30BaHHBIN B TAHHOM KOHTEKCTE TEPMHUH «PO3UTIMUTA30H» 0003HAYaeT
PO3UTIIUTA30H, BKJIIOUAsl €r0 SHAHTUOMEPBI, CMECU SHAHTHOMEPOB U paleMar, Uiu
(apManeBTHYECKH IPUEMIIEMYIO COJIb PO3UTIIUTA30HA, HAIIPUMeEp, Maliear.

I'pynna G3 BkiarouaeT cynboHUIMOUYEBUHBI. [IpuMepamu cynbpOHHIMOUYEBUH
ABJISAIOTCA MIUOEHKIAMUA, TONOYTaMUN, TIIUMENUPHUA, TIUNNU3U I, TTIUKBH/IOH,
ruOopHypuUI, TIUOYpUI, MIM30KCENUA U TIuKiIasu. [IpeanoyTurenbHbIMU
Cy1b(OHUIMOYEBUHAMH SBJISIOTCS TOJOYTaMUJ, TJIUKBUIOH, TIHOCHKIAMHUA U
TIIMMETUPUA, IpeXkae BCero rNuOeHKIaMHUI U TIIMMenupua. B ¢Bsa3u ¢ Tem, 4to
3¢ PekTUBHOCTH CYyIb()OHUIMOUYEBUH CHUIKAECTCS B XOJ€ Kypca JieueHus, KOMOUHALUs
unruduropa JAII1-4 ¢ cynbHOHHUIMOUYEBHHON MOKET 00ECIEeUnTh TOMOJHUTEIbHOE
NPEUMYIIEeCTBO I NALMEHTa B OTHOIICHUHU YJYYIISHUS TIMKEMHUYECKOTO KOHTPOJIS.
JleueHne cyapHOHUIMOYEBHHAMH TAKXK€ OOBIYHO COMPOBOKAAETCA MOCTETIEHHBIM
yBeJMYEeHUEM MAaCChl TeJia B XOJA¢e Kypca jedenus, a uarudurop JAIMI1-4 moxkeT cBecTH
K MUHUMYMY yKa3aHHOE€ MOOOYHOE NeHCTBUE JIeYeHUs! CYyIb()OHUIMOUYEBUHON U/ UK
ocinabuth metabonuueckuii cuaapom. Uarndurop AIIII-4 B komOuHAIMY C
CyJIb()OHMIMOYEBHHON TAK)KE€ MOYKET CBECTH K MUHUMYMY THUIIOTJIUKEMHIO, KOTOpas
npencTapisieT coOoil Apyroe oTpuLaTebHOE TOOOYHOE AeHCTBUE
cynb(GOoHMIMOYEeBHH. Takass KOMOMHAINSA MOXKET Tak)ke 00€CNEeYUTh CHUKEHHUE T03bI
CyJNb(OHMIMOYEBHH, YTO MOKET TaKXKe€ MPUBECTH K CHIKEHUIO TUITOTIUKEMHH.

Kaxaplit TepMHUH U3 TPy K TTUOCHKIAMUIY», «TIUMENUPUI», TTTUKBUITOHY,

«TITUOOPHYPHUAY, TIUKIA3UAY, KTIU30KCETUI», « TOJOYTaMUY» U «TIUIU3UIY,
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UCIIOJIb30BAHHBIN B JAHHOM KOHTEKCTE, 0003Ha4aeT COOTBETCTBYIOIIEE AKTUBHOE
JE€KapCTBEHHOE CPEACTBO MU €ro papManeBTUYECKU MPUEMIIEMYIO COJIb.

I'pynna G3 Bkarovaer rauHuAbl. [IpuMepaMu riMHUIOB ABISIOTCA HaTErJUHUT,
penarJuHUA U MUTUTIUHUA. B cBsI3u ¢ TeM, 4TO 3)PeKTUBHOCTD MITUHUOB
CHUJKAETCs B X0 € Kypca JieueHus, komOuHauust uaruouropa AINI1-4 ¢ mernutuHUIOM
MOJKeT 00eCTeYNTh JOMOJHUTENbHOE MPEUMYIECTBO JJIs MALMEHTa B OTHOIIEHHUH
yIAY4YIIeHUs TIIMKEMUYECKOr0 KOHTpoJist. JledeHne MerTuTUHHAAME TaKKe OOBIYHO
COIMPOBOXKIAETCS MOCTENEHHBIM YBEJIUUEHUEM MACcChl Tejla B XOJ€ Kypca JedeHus, a
unrudurop JAII1-4 MokeT cBECTU K MUHUMYMY yKa3aHHOe MOOOYHOE NeiCTBUE
J€YEHHs] METJINTUHUIOM U/WIH ocaabuth Metabonnyeckuit cuaapom. Murudurop
JIIT1-4 B kOMOMHALMY C METJTUTHHUJIOM TaKK€ MOXKET CBECTH K MUHUMYMY
TUIOTJINKEMHUIO, KOTOPas MPeACTaBiIsieT coO0H Apyroe oTpuIaTeIbHOE MOO0YHOE
nelCcTBUE METIIUTHHUIOB. Takas KOMOMHALMS TakKe 00eCMeUnTh CHUKEHHE 03Bl
METJIUTUHUIOB, YTO MOXET TaK)Ke NPUBECTHU K CHUKEHHUIO T'HMOTIMKEMUU.

Hcnonp30BaHHBIN B TaHHOM KOHTEKCTE TEPMHUH « HATETIIMHUA» 0003HAYaeT
HaTerJMHU, BKJIOYas €ro SJHAaHTUOMEPHl, CMECH SHAHTUOMEPOB U paLeMaT, UlH
bapmaneBTHUECKH PUEMJIEMbIE COJIU M CJIIOKHBIE 3(UPBI HATETIUHUAA.

Hcnonb30BaHHBIN B JTaHHOM KOHTEKCTE TEPMUH «penariuHua» oO0O3HadaeT
penariuHuA, BKJIKOUYash €ro SJHAaHTHOMEpbl, CMECH 3HAHTUOMEPOB U paLeMar, Uiiu
(dapMaLieBTHYECKHU NTPUEMIIEMbIE COJIU U CIOXKHbIE 3(UPBI pernarjuHuaa.

I'pynna G3 BkiIOYaeT HHTUHOUTOPHI O-TNI0OKO3uAassl. [Ipumepamu HHrHOUTOPOB
OL-TJIFOKO3UAA3bI SBISIIOTCS akapOo3a, Borianbo3a u MUruTol. K 10moTHUTEIbHBIM
npeumymecTsaMm komOunanuu uHruouropa JAII1-4 u unrudburopa oL-riIrOKO3UIA3bI
MOKHO OTHeCTH 0oJjiee 3¢ (HEeKTHUBHBIN IIMKEMUYECKHI KOHTPOJIb, HATIPUMEp, MPH
OoJiee HU3KUX 103aX MHIUBUIYAJIbHBIX JIEKAPCTBEHHBIX CPEICTB, W/VMIJIM CHH)KEHUE
OTPHULATENbHBIX TOOOYHBIX NEHCTBUH HHIHOUTOPOB CL-TJIFOKO3UA3bl Ha
JKEJyJOUYHO-KUIIEYHBIN TPAKT.

Kaxnablii TepMHUH U3 IPyNIbl «akap0o3ay, «BOranbo3a» U « METIIHTOIY,
UCIIOJIb30BAHHBIN B JAHHOM KOHTEKCTE, 0003Ha4YaeT COOTBETCTBYIOIIEE AKTUBHOE
JEKapCTBEHHOE CPEACTBO UJIU €T0 (papMareBTUYECKU MPUEMIEMYIO COJIb.

I'pynna G3 Bkarouaer unrudutopse! ananoros I'TIII-1. [Ipumepamu aHanoros
I'TITI-1 ABAAIOTCS SKCEHATHA, JUPATIYTU, TACTIOTIYTU, CEMArayTU/, aJIOUTIyTU U

mukcuszeHatun. Kombunanusa uaruduropa AIII1-4 u ananora I'TIII-1 moxet
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obecneuynTh BRICOKO3()PEKTUBHBIN MNIUKEMHUYECKUN KOHTPOJb, HAIPUMED, Ipu Ooiee
HU3KHMX 103aX MHAUBUAYAIBHBIX JEKApCTBEHHBIX cpencTB. Kpome Toro, Hanpumep,
criocoOHocTh aHanora I'TIII-1 cHukaTh Maccy Teja MOXKET OKa3blBaTh OJAroNpHUsATHOE
AeHCTBHE B COYeTaHHU co cBoricTBaMu uHruburopa AIIII-4. C npyroi cTopoHbl, mpH
UCIOJIb30BAHUHU CHIDKEHHOU 1036l aHasora ['TIII-1 B komOunanuu ¢ THrHOUTOPOM
JAIIII-4 moxHO 0OecCrneunTh CHUXKEHHE MOOOYHBIX AeHCTBUM (HampuMep, TOMHOTHI,
nOOOYHBIX NEHCTBUN CO CTOPOHBI JKEJIYJOYHO-KHIIEYHOTO TPAKTA, TAKUX KAaK PBOTA).

Kaxablit TepMHUH U3 TPYIIIBI «3KCEHATUY, KJIHPATIYTHAY, KTACIIOTIYTHIY,
«CEeMarJyTHAY, KAIOUTITYTHAY» U JIUKCU3EHATUIY, UCTIOJIb30BAHHBIN B TAHHOM
KOHTEKCTE, 0003Ha4YaeT COOTBETCTBYIOLIEE AKTUBHOE JEKAPCTBEHHOE CPEICTBO UIIU
ero papManeBTUYECKH MPUEMIIEMYIO COJIb.

B BapuanTe (Bapuante E1) ¢papmaneBTuueckne KOMIO3ULHHN, KOMOUHAINH,
Croco0bl U MPUMEHEHHUS IO HACTOSIIEMY U300PETEHUIO OTHOCATCS K KOMOWHALIUSM,
rne uarudutop JAIIII-4 u BTOpOI MPOTHUBOANAOETHYECKUN areHT MPEATOYTUTEIbHO

BBIOMPAIOT U3 COCNMHEHHH, MepeUYnCcIeHHbIX B Ta0sI. 1.

Tabnuma 1
Wuarnburop AITII-4 BTopoii npoTuBoanabeTHYECKUN areHT
BBIOMPAIOT U3 BapuaHrta B BeIONpatoT u3 rpynnsl G3
BBIOMpAIOT U3 Bapuanra B MeTtdopmun

BBIOMpPAIOT U3 Bapuanra B IIuornuraszon

BBIOMPAIOT U3 Bapuanta B Po3urnauraszon
BBIOMPAIOT U3 Bapuanta B I'nmubenknamMun
BBHIOMPAIOT U3 BapuaHta B I'numenupun

BBHIOMPAIOT U3 Bapuanta B I'nukBuaOH

BBIOMPAIOT U3 Bapuanta B Harernunun

BBIOMPAIOT U3 Bapuanta B Penarnuuug

BBIOMPAIOT U3 Bapuanta B Axkap6o3a

BBIOMPAIOT U3 Bapuanta B Bornmmnbo3a

BBIOUPAIOT U3 Bapuanta B Murautosn

BBIOMPAIOT U3 Bapuanra B DKCeHaTUux

BBIOMPAIOT U3 Bapuanra B Jluparnytun

BBIOMPAIOT U3 Bapuanra B Tacnornytua

BBIOMPAIOT U3 Bapuanra B Cemarnytupg

BBIOMPAIOT U3 Bapuanra B AnburayTun

BBIOMPAIOT U3 Bapuanta B JlukcuseHatun
JIluHarnunTuH BRIONparOT u3 rpynnsl G3
JlunarnunTtux MeTtdopmuH
JlunarnunTtux IInornuraszon
JIlunarnuntun Posurnuraszon
JInHArIUnTHH I'nubenknamug
JInHArIunTUH I'numenupun
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Wuarnburop AIII-4

Bropoii nporuBognabeTnyeckuii areHT

JInHArIunTUH I'nukBunoH
JINHArIunTUH Haternunun
JInHArIunTUH Penarnunun
JluHarnunTuH Axapbo3a
JIMHATTUIITHH Bornubo3za
JIuHarmunTHH Murauton
JIuHarnunTHH DKceHaTun
Jlunarnuntux Jluparnyrun
JIuHArIunTUH Tacnornytupg
JIMHarnunTUH Cemarnytun
JIMHarnunTHH AnburayTun
JInHArIunTUH JIukcuzeHaTug
CuTtarnuntTuy BBIOMparOT U3 rpynns G3
CuTarnuntud Metdopmun
CurarauntTuH Iluornurazon
CuraraunTuH Pozurnuraszon
Curarnuntud I'nmubenknamung
Curarnuntud I'numenupun
CurarnuntTud I'nukBuUgOH
CuTarnuntug Harternunun
CuTariunTuH Penarnuuun
CurarnuntuH Axapbo3a
CutariunTuH Boraubosza
CuTariunThH Muraurton
CuTariuntuH OKkceHaTHug
Curarnuntus Jluparnytun
CuTarnunTuH Tacnornytug
Curariuntul Cemarnyrun
Curarnuntux AnburayTun
CuTarnunTuH JIukcuseHaTum
Bunparnuntus BbIOMparT U3 rpynns G3
Bunparnuntun MeTtdopmuH
Bunmarnuntun IInornurason
Bungarnuntun Posuraurazon
Bungarnuntun I'nubenknamung
Bunmarnuntun I'numenupun
Bungarnuntun I'nukBugoH
Bungarnuntun Haternunun
Bungarnuntun Penarnunun
Bunnarnuntux Axapbo3a
Bungarnunrus Boraubosza
BunparnuntuH Murauron
BunparnuntuH DKCeHaTun
BunparnuntuH Jluparaytun
Bunparnuntun Tacnornytun
BunparnuntuH Cemarnytun
Bunparnuntus Anburaytun
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Wuarnburop AIII-4

Bropoii nporuBognabeTnyeckuii areHT

Bunparnuntun JInKkCcU3eHaTua
AnoraunTul BbIOMparoT U3 rpynns G3
AnoraunTuH MeTtdopmun
AnornunTuH IIuornurasoHn
AgnornunTuH Posuraurazon
AnoraunTtuH I'mubeHkaamMuna
AJIOTJIMNITUH I'numenupun
AOTIUIITHH I'nuxkBumoH
AnoraunTuH Harernuuun
AnoraunTuH Penarnunun
ANornunTuH Axapbo3a
AJIOTJIUIITHH Boraubosza
AnoranuntuH Murauton
AnornmunTtuH DKkceHaTHun
AnorauntuH Jluparnytun
AnoraunTuH Tacmornytun
AnornmunTtuH Cemarnyrun
AnornmuntuH Anburaytun
AJoraunTuH Jlukcuzenatun
CakcarJiunTul BBIOMparOT u3 rpynns G3
CakcarJiunTul MeTtdopmuH
CakcarnuntuH IIuornurasoH
CakcarnuntuH Posuraurazon
CakcarauntuH I'nmubenknamumg
CakcarnuntuH I'numenupun
CakcarjiunTuH I’ nmuxkBugOH
CakcarnuntuH Harernunun
CakcarjaunTuH Penmarnunun
CakcarnunTus Axkap6o3a
CakcaraunTuH Borau6osza
Cakcarnuntul Murauton
CakcaraiunTud DKceHaTUun
Cakcarjauntud Jluparnyrun
Cakcarnuntud Tacmornytun
CakcarjiunTug Cemarnyrun
CakcariunTud Anburaytun
CakcarnuntuH Jlukcuzenatun
Kapmernuntun BbIOMparT u3 rpynns G3
Kapmernuntus MeTtdopmuH
Kapmernuntun IInornuraszon
Kapmernuntun Posurnuraszon
Kapmernuntun I'nubenknamug
Kapmernuntus I'numenupun
Kapmernuntus I'nukBugoH
Kapmernuntus Haternunun
Kapmernuntun Penarnunun
KapMmernuntux Axap6o3a
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Wuarnburop AIII-4

Bropoii nporuBognabeTnyeckuii areHT

KapMmernuntux Bornmnbosa
Kapmernuntus MurauTon
Kapmernuntun DKCeHaTuna
Kapmernuntus Juparnytug
Kapmernuntun Tacnornytun
Kapmernuntun Cemarnytun
Kapmernuntux AnOUrayTHa
Kapmernuntux JIukcuzeHaTuma
MenornunTtux BbIOMparT U3 rpynns G3
MenornuntuH MeTtdopmuH
MenormunTuH Iluornurazoun
MenornunTue Pozurnurazon
MenorauntuH I'nubenknamung
MenorauntuH I'numenupun
MenorauntuH I'nukBugoH
MenoraunTuH Haternunun
MenorauntuH Penarnunun
MenornunTuH Axapbo3a
MenoraunTud Bornubo3za
MenornmunTuH Muranton
MenormunTue DKCceHaTun
MenornunTtux Jluparnyrun
MenorauntuHe Tacnornytupg
MenorimunTus Cemarnytun
MenorinunTuH Anburaytun
MenorauntuH JInkcuzeHaTuma
JyTrornuntux BbIOMpArOT U3 rpynnsl G3
HyTrornuntux MetdopmuH
JlyTornuntux IInornurazon
JyTornunTtuH Posurnuraszon
JlyTornunTtuH I'nubenknamun
JlyTornuntux I'numenupun
JytornuntuH I'nukBugoH
JytornunTtuH Harternunun
JytornuntuH Penarnunun
JlyTornunTtuH Axapbo3a
JlyTornmunTuH Bormmbo3a
JyTornuntus MurauTos
Jyrornuntun DKCceHaTun
Jyrornuntun Jluparnyrun
Jytornuntus Tacnornytupg
Jyrornuntun Cemarnytun
JlyTornunTtus AnburayTun
JytornuntuH JInkcuzeHaTun
I'ocornuntun BbIOMparT u3 rpynns G3
I'ocornunTtux MeTtdopmun
I'ocornuntun Iluornurazoun
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Wuarnburop AIII-4 BTopoii npoTuBoanabeTHYECKUN areHT
I'ocornuntun Poszurnurazon
T'ocornmuntuna I'nubenknamug
T'ocormuntuna I'numenupun
I'ocornuntun I'nukBumoH
T'ocornuntun Harernunug
T'ocornuntun Penarnmunug
I'ocornunTuH Axapbo3a
I'ocornmunTux Borau6osza
T'ocornmuntun Muraurton
T'ocornuntun DKceHaTun
I'ocornuntun Jluparnytun
T'ocornuntun Tacnornytupg
I'ocorauntun Cemarnytun
I'ocorauntun AnburayTun
T'ocornuntun JIukcuzeHaTun
TenenurnunTux BBIOMparOT U3 rpynnsl G3
TenenurnunTux MeTtdopmuH
TeHenUrIUOTHH ITuornurazon
TeHenuraunTUH Pozurnurazon
TeHEeTUITUIITUH I'nubenknamug
TeHeMUITUIITUH I'numenupun
TeHEeMUITUIITUH I'nukBugoH
TeHeMUITUIITUH Harternunun
TeHEeMUITUIITUH Penarnunun
Tenenurnuntux Axapbo3a
TeHeTUrIunTHH Boraubosza
TeHeTUraIunTHH Murauton
TeHeTUrIunTHH ODKCeHaTuna
TenenurnunTux Jluparnytun
Tenenurnauntun Tacnornytun
TeHeTUTrIUNTUH Cemarnytun
TeHeNUuraIunTuH AnburayTun
TeHeNMUrIunTUH JIukcuzeHaTua

B xonkperHom Bapuante (Bapuante E2) papmamneBruyeckue KOMIO3HINH,
KOMOMHAIMH, CTOCOOBI M MPUMEHEHHS 110 HACTOAIEMY U300PETEHHIO OTHOCSTCS K
koMOuHauusMm, rae uaruouropom JAIIII-4 sBnsercs nuuarnuntud. B Bapuante E2
BTOPOH MPOTHBOANAOETUYECKUN areHT MPEANOYTUTEIbHO BRIOUPAOT U3 COEAUHECHUH,

NepPEeYUCIeHHBIX B Ta0I. 2.

Tabnuma 2
Bapuant BTopoii npoTuBoguabeTH4ecKuii areHT
E2.1 BbIOMparOT U3 rpynnsl G3
E2.2 MetdopmuH
E2.3 IInornurason
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Bapuant BTopoii nporuBoguabeTH4ecKkuii areHT
E2.4 Po3urnuraszon

E2.5 I'nubeHxnamMun

E2.6 I'mumenupun

E2.7 I' nuxBUIOH

E2.8 Harernuang

E2.9 Penarnuaung

E2.10 Axkap0bo3a

E2.11 Bornmubosa

E2.12 MurauTon

E2.13 DKceHaTun

E2.14 Jluparnytung

E2.15 Tacnornytun

E2.16 Cemarnytun

E2.17 Anburnytun

E2.18 JIukcuzeHaTun

E2.19 WNHCcynIuH nin aHanor HHCYyJINHA
E2.20 I'TIII-1 myou ananor I'TITI-1

YcranoBneHo, uro komOuHauus naruouropa AII1-4 u BTOoporo u
HeoO0s13aTeIbHO TPEThEro NPOTHBOANAOETHYECKOrO areHTa 110 HACTOSLIEMY
N300pPETEHUIO YJIyUIIaeT IMTUKEMHYECKHH KOHTPOJIb MPEXAe BCEro NallHeHTOB, KakK
ONKMCAaHO B TAHHOM KOHTEKCTE, IO CPABHEHUIO C JIEUEHUEM B PEXKUME MOHOTEPAIHUHU C
ucronb3zoBanueM unruouropa AIIII-4 unu BTOPOTO MM TPETHETO
NPOTUBOANAOETUYECKOTO areHTa KaKA0T0 B OTAEJNbHOCTH, HAPUMED, 110 CPABHEHHUIO
C JIEUCHUEM B PEXKHME MOHOTEpanuu MeT)OPMUHOM, NN JBOWHON TEPAINHH C
MCIOJIb30BAHUEM BTOPOTrO M TPEThero nporuBoanadernyeckoro areara. Kpome toro,
YCTAHOBJIEHO, YTO TPOiHbIe KoMOUHauu nHruoutopa JIMI1-4 u BTOpOro u TpeTbrero
IPOTUBOANAOETHYECKOrO areHTa 10 HACTOSIIIEeMY H300PETEeHNIO Yy UIIaloT
IIMKEMHUYECKUU KOHTPOJb NPEXA€e BCEro NallMeHTOB, KaK OMUCAHO B JAHHOM
KOHTEKCTE, 10 CPABHEHHIO ¢ KOMOMHUPOBAHHBIM JIEYEHUEM C UCIIOJIB30BAHUEM
uHruouropa JAII1-4 u BTOPOro WiIM TPETHEro MPOTUBOANAOETHYECKOTO areHTa, Ui C
UCIIOJIb30BAHUEM BTOPOTrO U TPETHEro MPOTUBOANAOETHYECKOTO areHTa. Y IydIleHHbIH
IIAKEMHUYECKUNA KOHTPOJb ONPENEISIIOT O YBEINYCHUIO CTENEHU CHUXKEHUS] YPOBHS
TJIFOKO3BI B KPOBH U YBEJIMYEHHIO CTeNeHU CHIDKeHUs ypoHs HbAlc. Ilpu neyenun B
peXuMe MOHOTEpANNu y MalUeHTa, NPEeXAe BCEro y MallueHTOB, KaK OMUCAHO B
JaHHOM KOHTEKCTE, DU BBEAEHUHU JIEKAPCTBEHHOIO CPEACTBA B KOJUYECTBE BhILIE
OIpeNeIeHHON MaKCHUMaJIbHON O3Bl MOXKET He HaONI0AaThCA NallbHEHIIEero

SHAYUTCJIBbHOIO YIYUYIICHUA TINKEMHUYICCKOIO KOHTPOJIA. KpOMe TOTrO,
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MPOJOJIKUTENBHOE JIEUEHUE C UCIOIb30BAHUEM MAKCUMAJIbHON NO3BI SABJISIETCS
HEeJKeJlaTeIbHBIM M3-32 OTEHIHAJbHBIX MOOOUYHBIX NeHcTBUI. B cBsA3M ¢ 3TUM, Henb3s
00ecneynuTh yAOBIETBOPUTENbHBIN ITUKEMUUECKUIT KOHTPOJIb BCEX MAIMEHTOB MPHU
J€YEeHUH B PEXXKMME MOHOTEpAINu ¢ Ucnojab3oBanueM uaruoduropa AIIIT-4 unn
BTOPOTO MJIM TPEThEro MPOTUBOANA0ETUUECKOTO areHTa KaxJ10ro B OTAeIbHOCTH. B
clydae eClid JIeYeHHUE B PeKMME MOHOTEpANuu He 0O0eCIeunBaeT MOTHBIHI
IIMKEMUYECKHH KOHTPOJIb, BO3HUKAET HEOOXOAUMOCTh B ABOWHOMN Tepamuu. Jlaxke
KOMOMHUPOBAHHOE JIEUEHHE C UCIOJNb30BAHUEM JIBYX areHTOB, BHIOPAHHBIX U3
uHruouropos JAIII1-4 u BTOPOro u TpeTbero NpOTHBOANAOETHYECKUX areHTOB, HE
obecreunBaeT MOJHBIN MTMKEMHYECKHI KOHTPOJIb BCEX MAIUEHTOB H/UIU B TCUCHUE
IUTUTENIBHOTO Mepuoaa BpeMeHn. B ciaydae ecin aBOiHas Tepanusi He oO0ecreunBaeT
MOJTHBIA TIIMKEMUYECKHH KOHTPOJIb, BOSHUKAET HEOOXOOUMOCTh B TPOWHOU Teparnuu.
VY nanueHTOB C HEaAEKBATHBIM MNIMKEMUUYECKUM KOHTPOJIEM MOXKET NPOJOIKATHCS
NpOTPECCUPOBAHUE CaXapHOIro AuadeTa U pa3BUBATHCS OCJIOXKHEHHS, CBSI3aHHBIE C
caxapHbIM 1Ha0ETOM, TaKHe KaK MaKpOCOCYAUCThbIE OCIOXHEeHNs. PapmaLeBTHUIECKAs
KOMITO3UIUS UM KOMOUHAIMS, & TAKXKE CIIOCOOBI IO HACTOSIIIEMY U300pETEeHUIO
MO3BOJISIIOT CHU3UTH ypoBeHb HbAlc no Tpebyemoro nuamna3zoHa, HampuMep, 10
BeIMYUHBI <7% U NpeaAnoYTUTENbHO <6,5% y 3HAUUTENBbHOIO YUCia NAalUeHTOB U B
TeueHue 0oJiee NPOJOJIKUTENBHOrO NEPHOia TEPANEeBTUIECKOTO JIEUeHUsI, HallpuMep,
B Cllydae ABOHHOH MJIM TPOHHOH KOMOMHUPOBAHHON Tepanuy O CPABHEHHIO C
JIEUEHHUEM B PEXKUME MOHOTEPAIIUU C UCIOJIb30BAHUEM O HOTO
NPOTHUBOAHAOETUYECKOTO CPEICTBA, UIIH, COOTBETCTBEHHO, IBOMHON Tepanuu ¢
UCIIOJb30BAHUEM JABYX KOMIIOHEHTOB KOMOWHALINY.

Kpome Toro, ycraHoBieHo, 4To komOuHauuss uaruouropa JI1I1-4 u BTOpOTroO U
HE0053aTeNbHO TPETHEr0 TEPANEBTHYECKOTO areHTa MO HACTOSIEMY U300pETEHUIO
NO3BOJISIET CHU3UTH 103y uHruouropa JAIIII-4 uiu BTOpOro uiau TpeTbero
NPOTUBOAHAOETUYECKOTO areHTa UJIM AaXKe BYX HJIM TPEX aKTHUBHBIX HHTPEIHEHTOB.
CHuskeHue A03bl ABJISETCS NPEANOYTUTENbHBIM ISl MALIUEHTOB, Y KOTOPBIX B
IPOTUBHOM CIly4ae MOTYT HaOJ0AaThCst MOOOYHbIE AEHCTBUS MPH JIEYEHUH C
UCIIOJIb30BaHUEM 00Jiee BBICOKOH 1O3bI OJHOTO WIIM 0OJiee aKTUBHBIX HHTPEIHEHTOB,
npeXxae BCero, NpUHUMasl BO BHUMaHHE MOO0YHOE eHCTBIE, BEI3BAHHOE BTOPBIM
U/UNA TPETHUM NMPOTUBOANAOETHYECKUM areHToM. B ¢Bsi3u ¢ 3TuM papmaneBTHYECKAs

KOMOMHALMS, a TAaKXKe CIIOCOOBI [0 HACTOAIEMY U300PETEHHIO XapaKTePU3YIOTCS
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CHUJKEHUEM NMOOOYHBIX NEeHCTBUN, TAKMM 00pPa30M IMOBBIIIAs EPEHOCUMOCTD JICUSHUS
U cOorjlacue MalueHTOB C KYpPCOM JIEUeHHUS.

Nuruburop AIIII-4 mo HacTosmeMy U300pETEHUIO CIIOCOOEH CHUKATD CEKPEIHI0
IJIIOKAaroHa y nMalMeHTa 3a c4eT MOoBblleHus ypoHell aktusHoro I'TIII-1, Takum
o0pa3oM orpaHMYMBAs MPOAYLUHPOBAHUE IIIOKO3bI B meueHu. Kpome Toro,
noBbilIeHHbIe YpoBHU akTuBHOTrO ['TII1-1 B pe3ynbrare neiicteus uaruduropa JAIT1-4
OKa3bIBAIOT OJIArONPHUSITHBIE NEHCTBUS HA PEreHepalnio [3-KJIETOK U HeoreHes. Bee
yKka3aHHble Mpu3Haku UHrHOuTOpOoB III1-4 yka3plBalOT HA MPUMEHHUMOCTb U
TEPaNeBTUYECKYIO 3HAYUMOCTh (apMaLleBTHYECKON KOMIO3UILUH WU KOMOUHAIIUH
uiau crnocoda mo HacTosmeMy U300pEeTEHHIO.

Ecnu Hactosmee n3o0peTeHne OTHOCUTCS K MALIMEHTaM, KOTOPBIM TpedyeTcs
JedeHne uiu npoduiakTuka, U300peTeHNE B IEPBYIO OUepPeb OTHOCHUTCS K JICUCHHUIO
U po(HIIaAKTHKE YeJTOBEKa, HO (PapMaleBTUUECKYI0 KOMIO3UIIUI0 MOKHO TaKKe
UCIIOJIb30BAaTh COOTBETCTBYIOIINM 00pa3oM B BETEPUHAPUU IJIs MIEKOTHUTAIOIUX. B
00beM HaCTOSAIETrO U300PETEeHNUS BKIFOYEHBI B3POCIIbIe MALMEHTHI, MPEATOUYTUTEIbHO
B Bo3pacte 18 et unu crapie. B o0beM HacTOsIEro n300peTeH s BKIIFOUEHBI TaKKe
MOAPOCTKHU, T.€. MalueHThl B Bo3pacte oT 10 jgeT no 18 neT, npeaAnoYTUTENBHO B
BO3pacte ot 13 net no 18 ner.

B onHOM BapuaHTe MaIMeHTOB, HYKIAIOLUIUXCS B JIEYEHUH WU NPODUIAKTHKE,
KaK ONMMCAHO B JAHHOM KOHTEKCTE, MOKHO MAEHTHU(HUIUPOBATD NPU BBISIBIEHUU Y
NalMeHTOB BapuaHTa(oB) (HampumMep, NoJIuMoppu3MOB) B OHOM HJIH OOJiee T'eHOB,
aCCOLMMPOBAHHBIX C MeTabONIHMYeCKUMH 3a00JI€BAHUSMH, U/WUJIU NPU BBISIBICHUH Y
nanueHToB BapuaHTa(oB) (HampuMep, moJuMopGU3MOB) B OAHOM Uik OOJjiee TE€HOB,
BbiOpanHbIXx 13 TCF7L2, KCNJ11, PPARG u GLP1R, npesxne Bcero nmpu BbIsIBICHHU
nanueHToB ¢ reHotunom pucka TCF7L2, kak onmucaHo B JaHHOM KOHTEKCTE.

B npyrom BapuaHTe MaLlMEHTOB, HYXAAKIINXCS B JEYESHUU UIH MPOPHUIAKTUKE,
KaK OMHCAaHO B JAHHOM KOHTEKCTE, MOXXHO HICHTU(UIUPOBATDH MPHU BBISIBICHUHU Y
MalMeHTOB COOTBETCTBYIOIIETO MeHOTHIIa JUKOTO TUIIA, IPEXAe BCEro, NpU
BbIsIBJIEHUH y nanueHToB reHotuna TCF7L2 aukoro Tuna, Kak OMHUCAaHO B JaHHOM
KOHTEKCTE.

Oco0yro moAmonyNSIUIO0 MAIIUeHTOB, HY KA MUXCS B JICUEHUH MU
npoduIaKTUKE, KaK ONMHCAHO B JAHHOM KOHTEKCTE, MPEICTABIAIOT MALUEHTHI, Y

KOTOPBIX MPUCYTCTBYET OAUH UK OoJiee ONHOHYKJICOTHAHBIX nosuMopduzmos (OHIT)
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B rene, koaupyromem TCF7L2, npexne Bcero OHIIL, BoiOpanubili 3 157903146,
rs12255372 u rs10885406, npexnae Bcero rs7903146, 60o1ee KOHKPETHO, MAIIUECHTHI,
KOTOpBIE ABJAKOTCA HOCUTENIMHU IO KpaiiHell Mepe ogHoro T-amnens OHII rs7903146
reHa TCF7L2, t.e. resoruna CT unam renoruna TT.

Jpyryo noanonyIsiluio MalueHTOB, HY KA MUXCS B JEYEHUH WU
npoduiIakTUKe, Kak OMHCAHO B JAHHOM KOHTEKCTE, MPEICTABISAIOT NalUeHTHI,
koTopbie saBIst0TCs HOocuTensimu renotuna CC rs7903146 TCF7L2 nukoro Turma.

Takum o6pa3om B 00BEKTE HACTOSAIIETO H300PETEHUSI JIeYEHHE UITU
npoUIAKTUKY MO HACTOSIEMY U300PETEHHI0 MOYKHO UCIIOJIb30BATh JJIsl MALIUEHTOB,
KOTOpPbIE HYXKJAIOTCS B YKa3aHHOM JIEUEHUH WU MPOQPHUIAKTHKE, H Y KOTOPBIX
BBISIBJIEH BapuaHT(bl) (Hampumep, moJuMop@u3Mbl) B OTHOM UK OOJiee TEeHOB,
aCCOLMMPOBAHHBIX C META0OINYECKUMH 3a00I€BaHUAMU, U/UIU BBISIBJIEH BapUAHT(bI)
(mampumep, OHIT) B onHoM minu Oonee reHos, BeiOpanHbix 3 TCF7L2, KCNIJ11,
PPARG u GLPIR, npexne Bcero BrisiBieH reHotun pucka TCF7L2, kak onucaHo B
JAHHOM KOHTEKCTE.

B npyrom oObekTe HacTosLIEro H300peTeHNs Jieue HUe WU NMPOPUIAKTUKY TTO
HACTOsIIEMYy U300PETEeHUIO, MPEKAe BCEro MOKHO MCIIOIb30BATh [ NALIHEHTOB,
KOTOpPBIE HYXKJAIOTCS B YKa3aHHOM JIEY€HHUH UJIU NMPO(PUIAKTUKE, U Y KOTOPBIX
BbIsiBJieH reHoTun TCF7L2 nukoro Ttuma, Kak OMMCaHO B JAHHOM KOHTEKCTE.

B nono6pekTe HacTosAmero n300peTeHus JeueHne Wik NpodIaKkTUKy 1O
HACTOSLIEMY H300PETEHHIO MOXHO UCIIOIb30BATh JJIS MAIIUEHTOB, KOTOPbIE
HY)KJAIOTCSl B YKa3aHHOM JICUEHUU HJIH MPOQUIAKTHKE, U Y KOTOPBIX BBISIBJIEH OJUH
unu Oosiee OMHOHYKJIeOTHAHBIX nmonumopdusmor (OHIT) B reHe, koaupyromem
TCF7L2, nanpumep, BbIsiBJIeH 1o kpaiiHed mepe ogun OHII, BeiOpaHHbBIN U3
rs7903146, rs12255372 u rs10885406, nanpumep, rs7903146, npexae BCEro BKIOYas
MalUEeHTOB, KOTOPbIE SIBJAKTCA HOCUTEIAMU MO KpalHel Mepe onHoro T-annens
17903146 (t.e. reroruna CT unu TT), 6onee KOHKPETHO MALTUEHTOB, KOTOPBIE
SBIAOTCSA HocuTensmu T-amnens rs7903146 (t.e. renoruna pucka CT) win B 6onee
obueM ciaydae MalueHTOB, KOTOPBIE SIBJISIIOTCS HOCUTENSIMU ABYX T-asmeneit
rs7903146 (t.e. renotuna TT BBICOKOTO pHCKA).

B npyrom nomoObekTe HacTosimero n300peTeHuns JeueHne Ui NpouIakTUKy
[0 HACTOSILIEMY M300PETEHHUIO, MPEKIe BCETO PEKOMEHAYETCS NPOBOAUTD AJIS

MalMEeHTOB, KOTOPBIC HYKAAKTCA B YKA3aHHOM JICHCHUUN HUJIN HpO(I)I/IJ'IaKTI/IKe, ny
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KOTOpPBIX BbIABIEHBI ABa C-annens nukoro tuna rs7903146 rena TCF7L2 (t.e.
resotun CC).

B onHOM BapuaHTe OCYLIECTBJICHHUS HACTOSINETO U300peTeHHs JIeYeHHUE HIIH
npoHIaKTUKY O HACTOSALIEMY H300pETEeHUI0 MOKHO HUCIOJIb30BATh AJISI MALUEHTOB,
KOTOPBIE HYKIAIOTCS B YKA3aHHOM JIEYEHUN MJIM NMPOPHUIAKTUKE, U Y KOTOPBIX
AVArHOCIMPOBAHO OAHO MM O0Jiee COCTOSHMI, BBIOPAHHBIX U3 IPYIIbI, BKJIIOYAOMIEH
U30BITOYHYIO MAcCy TeJia M OKUPEHHUeE, TPEXKIe BCEro OKUpPeHHe MepBOi CTETEeHH,
O’KMpEHHE BTOPOW CTEMEeHH, OKUPEHHE TPEThbel CTENeHH, BUCLePaIbHOE OKUPEHHE U
LeHTpasbHOe (abnoMuHanbHOE) oxkupeHue. Kpome Toro, nedeHne uiu npoQuiakTUKY
10 HACTOSILIEMY H300PETEHHIO MOKHO MPEUMYILIECTBEHHO UCIOAb30BATh JIs
NAlHEeHTOB, KOTOPBIM MPOTUBOMOKA3aHO YBEJIUUYEHHE MacChl Teaa. Takum obpasom
MO’KHO CHU3HTh UJIH Ja)Ke UCKIIYUTD JI000e yBeJIMUeHHEe MACChl TeJia MPU JICUSHHH,
Hampumep, o0yCJIOBIIEHHOE BBEIEHHEM BTOPOIO H/UJIU TPEThEro
NPOTHUBOIHAOETUYECKOTO areHTa.

B npyrom BapuaHTe OCYLIECTBJICHHUS HACTOSLIEr0 H300peTeHUs
(dapmaLeBTHYECKAsT KOMIO3ULHS UM KOMOMHALUS 10 HACTOSIIEMY U300pPETEHHIO
XapaKTepHU3yeTCsl Ype3BbIYaliHO BHICOKON 3((EeKTUBHOCTHIO B OTHOIICHHH
TJINKEMHUYECKOTO KOHTPOJISA, MPEXKIe BCEro B CBSA3U CO CHH)KEHHUEM YPOBHSI TJIFOKO3BI B
IIa3Me HaTOINAK, YPOBHS INIIOKO3bI B IJIa3Me MOCe MpUeMa MUY U/ WIH YPOBHS
rnuko3unupoBanHoro remorynobuna (HbAlc). Ilpu BBenenun gapmaneBTUYeCKOM
KOMITO3UIMU UM KOMOMHALMY 110 HACTOSIIIEMY M300PETEHHIO MOXKHO 00eCIednTh
cHukeHue ypoBHs HbA 1c npennouturenbuo Ha 1,0% uian Gosee, Gonee
npenno4TuTebHo Ha 2,0% unu Oouee, emie OoJiee nmpeAnouTUTENbHO HA 3,0% unu
Oosiee, MpU 3TOM CHUKEHHUE MPEKE BCErO COCTABJSAET BEJIUYMHY B JUAMAa30HE OT
1,0% mo 3,0%.

Kpome Toro, crnocod u/unu npuMeHeHHe Mo HACTOsIEeMY U300pETEHUI0 MOKHO
UCIOJIb30BATh JIsl MALIMEHTOB, Y KOTOPbIX HAOMIOAaeTCs OHO, Ba WK OoJee
CJIEAYIOIIUX COCTOSHUU:

(a) KOHLIEHTpALUs B TJIFOKO3bl B KPOBH HATOIIAK MM KOHLIEHTPALHUs TJIOKO3bI B
CBIBOPOTKE HaTomak cocrasisier Odonee 110 mr/an unu 6onee 100 mr/an, npexnae
Bcero Oosee 125 mr/mn,

(6) ypoBeHb I'JTFOKO3BI B MJIa3Me MOCje mpueMa numu cocrasisier 140 mr/an unu

Ooee,
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(B) ypoBenb HbA lc cocraBnseT 6,5% unn Oojee, mpexxae BCEro COCTABISAET
7,0% wnnu Gosiee, mpexae Bcero coctasisieT 7,5% unu Oonee, eme bonee
NpeanoYTUTENbHO cocTaBnseT 8,0% unu Oonee.

B HacTosimem n3o0peTeHun npeajaraeTcs Takke NpUMeHeHHe
bapMaLeBTHYECKON KOMIIO3UIIUN MJIN KOMOUHALMY AU YIYYIIEHHUS MITHKEMHYECKOTro
KOHTPOJISI NALIMEHTOB C JUa0eTOM THMa 2, UJIH Y KOTOPBIX HAOII0JAI0TCs MepBbIe
cuMnToMbl penuabdera. B ¢Bs3M ¢ 3TUM, HacTOsIIEee U300OPETEHHE BKIIOYAET TAKKE
npodunaktuxky nuadera. CienoBaTenbHO, TPU UCTIOIb30BAHUHU (PapMaLeBTHUECKOM
KOMITO3HMIIUU WJIH KOMOMHALIMH [0 HACTOSAIEMY U300pETEHHIO JIs YIIyULIEHHs
IJIMKEMUYECKOr0 KOHTPOJISI, pa3BUTHE SIBHOTO CaxapHOTo aAnadera Tuma 2 MOXHO
NPUOCTAHOBUTD WJIM MPEJOTBPATUTH CPa3y Mocje NPOosBIEHUs OAHOIO U3 YIOMSHYTBIX
BBIIIIE CUMIITOMOB Tipenunadera.

Kpowme Toro, ¢papmManeBTHUECKYIO KOMIIO3ULIHIO HJIH KOMOWMHALMIO 11O
HACTOsIIIEeMYy U300PETEeHUIO, MPEKIe BCEro MOKHO HUCIOJIb30BATh MPH JEYEHU U
MaleHTOB ¢ UHCYJIUHOBOM 3aBUCUMOCTBIO, T.€. MALUEHTOB, KOTOpPble NPOXOAAT KypC
Je4eHus! Uau OyayT MPOXOAUTH KYPC JICUEHUS WU HYKIAITCS B JIEYEHUH UHCYJIUHOM
UJIU TPOU3BOJHBIM UHCYJIMHA UJIU 3aMEHUTENEM UHCYJNHA U KOMIO3ULINEH,
BKJIFOYAO LI MHCYJIMH WU NPOU3BOJHOE UJIU 3aMEHUTENb HHCYJINHA. YKa3aHHbIE
NALUEeHTHl BKJIIOYAIOT NALMEHTOB ¢ 1UabeToM THIa 2 U NAallMeHTOB ¢ [uabeToM TUma
1.

B cBs3M ¢ 3THM B BapHaHTe OCYIIECTBICHHS HACTOAIIETrO N300peTeHHs
npeaiaraeTcsi Crnocod yay4dmeHus rIMKEMHYeCKOTO KOHTPOJIS U/HIIH CHUKEHUS
YPOBHS TJIFOKO3BI B IIJIa3Me HATOLIAK, YPOBHS IIIOKO3bI B [JIa3Me MOCJe MpueMa MUy
W/UJIH YPOBHS TJIMKO3UIUPOBaHHOTO remoriobnHa HbAlc y manuenra,
HYXJAI0LIerocss B 3TOM, Y KOTOPOTO YCTaHOBJIEH TUArHO3 HapylLIeHHON
ToJepaHTHOCTH K riroko3ze (HTT), HapymeHHOro ypoBHSI IJIFOKO3bl B KDOBU HATOINAK
(HI'H), pe3ucTEeHTHOCTH K HHCYJIMHY, METa0OIMYEeCKOr0 CHHAPOMA U/UIN CaXapHOTO
nuabera Tuna 2 Uiy TUNa 1, mpudeM yKa3aHHBIA COCOO0 3aKII0YaETCs B TOM, YTO
nauneHTy BBOAAT uHruourop JAIIII-4 u HEoOA3aTeNbHO BTOPOI U HEOOSI3aTENbHO
TPeTHIl MPOTUBOANAOETHYECKUH areHT, KaK ONPEeNeJIeHO B JTaHHOM KOHTEKCTE,
HarpuMmep, B BUe KOMOMHALNY.

B npyrom BapuaHTe OCyLIE€CTBICHHUS HACTOAIIETO0 H300pETEHUs MpeaiaraeTcs

cnocob YJIYULICHUS INNTUKEMHUYICCKOTO KOHTPOJIA Y MALUCHTOB, MPEXAC BCEIrO Yy
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B3POCJIBIX MALMEHTOB C CaXapHbIM AUa0eTOM TUMa 2 B Ka4eCTBE BCIIOMOTraTeIbHBIX
Mep K Auetre U GU3NIECKUM YIPaKHEHUSIM.

Kpome TOro B KOHKpETHOM BapHAHTE OCYIIECTBJIEHUS HACTOSAIETO U300peTeHUs
TepaneBTUYEeCKUI WIN NPOPUIAKTHIECKUH CrTOCO0 U/UIN MpUMEHEeHHE M0
HACTOSIIIEMY M300PETEHHIO MOKHO HUCIOJB30BATh JJISI MAIUEHTOB, Y KOTOPBIX
BbISIBJIEH BapuaHT(bl) (Hapumep, MoJuMop@u3Mbl) B OJHOM HJIH OOJiee TeHOB,
aCCOLMHPOBAHHBIX C MeTA0ONMYECKUMH 3a00JIEBAHUSMH, U/UJIU Y KOTOPBIX BBISIBJICH
BapuaHT(bl) (HapuMep, TOJUMOP(PU3MbI) B OAHOM Ujin OOJiee T€HOB, BRIOPAHHBIX U3
TCF7L2, KCNJ11, PPARG u GLPIR.

B naHHOM KOHTEKCTE MOAMOMYJISILHUIO MALMEHTOB, ONMMUCAHHBIX B TAHHOM
KOHTEKCTE, MPEACTABISAIOT MauueHTsl ¢ reHoTunom pucka TCF7L2, takue kxak,
HampuMep, MAUeHTHI, Y KOTOPBIX MPUCYTCTBYET OAUH UK OOJiee OJHOHYKIIEOTHIHBIX
nonumopdusmos (OHII) B rene, konupyrwmem TCF7L2, npexkae BCero mo KpaiHe
mepe ogua OHII, BeiOpannbiil u3 r1$7903146, rs12255372 u rs10885406, npexae Bcero
rs7903146. bosee KOHKPETHO, MALUEHTHI, KOTOPbIE ABJSAKTCSA HOCUTEISIMHU 11O
kpatineit mepe oguoro T-annens OHII rs7903146 rena TCF7L2, T1.e. renotuna CT
niu renotuna TT, npexae BCEero KOTOpbIe SABJISIOTCSI HOCUTENSIMU ABYX T-annenei
OHII rs7903146 rena TCF7L2, t.e. renotuna TT, aBisAOTCS B 3HAYUTEIbHON CTENEHU
BOCIIPUUMYHUBBIMU K NOBbIeHHON skcnipeccun TCF7L2 B B-kneTkax momskeny 04HON
JKeJe3bl, K HApYIIEHHOW CeKpeLuU NHCYJINHA, NeHCTBUSIM HHKPETHHOB, MOBBILIEHHON
CKOpPOCTH MPOAYLMPOBAHUS TJIFOKO3bI B eueHu u/unu auadery. T-amnens rs7903146
reHa TCF7L2 accouunpoBaH ¢ HapyIMEHHBIM HHCYJIUHOTPOIHBIM AeHCTBHEM
TOPMOHOB UHKPETUHOB, CHUKEHHBIMH 24 -4aCOBBIMU PO UISAMU UHCYJIMHA U
IJIFI0KAroHa B IUIA3Me, a TAKXK€e C MOBBIIIEHHBIM MPOAYLUPOBAHUEM TJIFOKO3bI B TIEUEHH.

B cBsi3u ¢ 3TUM HacTosAmee H300pEeTEeHNE BKIOYAeT TAK)KEe COSJUHEHUS,
(dapmManeBTUYECKHUE KOMITO3UIUN UJIU KOMOWHAIIMY MO HACTOSIIEMY U300peTEeHHIO,
npeIHa3HAYEeHHbIE AJIsI MTPUMEHEHUS MPH JICUSHUH U/Uu mpodUIaKkTHKe 3a00IeBaHU,
HapYIIEHUN UJIN COCTOSIHUN, YIIOMSHYTBIX B TAHHOM KOHTEKCTE, y MaIUEeHTOB,
KOTOpBIE SBISIFOTCS HOCUTEJISIMA OJHOTO HJIM 00Jiee OJHOHYKJIEOTHTHBIX
nonumopdusmos (OHII) B rene, konupyromem TCF7L2, npexkae BCero mo KpaiHe
mepe oguoro OHII, BeiOpanHoro u3 rs7903146, rs12255372 u rs10885406, npexne
Bcero rs7903146, 6onee KOHKPETHO, Y MALMEHTOB, KOTOPBIE SBJISIIOTCS HOCHTEIISIMH IO

kpatineit mepe ognoro T-annens OHII rs7903146 rena TCF7L2, T1.e. renotuna CT



10

15

20

25

30

- 65 -

unu resotuna TT, npexae BCero y NalMeHTOB, KOTOPBIE ABJSIOTCS HOCUTEISIMHU
oaHoro T-amnens OHII rs7903146 rena TCF7L2, T.e. renoruna CT, unu koTopsie
ABaA0TCA HocuTensamu AByx T-amnenein OHII rs7903146 rena TCF7L2, T.e. reHoTHIIA
TT.

ITaumente! ¢ renotunom pucka TCF7L2, kak onucaHO B JaHHOM KOHTEKCTE,
BKJIIOYAIOT, HO HE OrPAaHUUYUBASICh TOJBKO UMH, NMALUEHTOB €BPONEOUAHON pachl,
sxutesei CeBepHoii EBponbl, BocTouHOW A3uu, HHAUNLIEB W/ WU TALIUEHTOB
€BPOMNEOUTIHOMN pachl.

Hactosimee nzo0pereHne KpoMe TOro BKIIOUYAET TEPAIEBTUYECKUN W/ HIIH
npoduIaKTUUECKHH Coco0 MIIM MPUMEHEHHE M0 HACTOAIEeMY U300pETEHHIO IS
NaLMEeHTa, HY)KAAKIEerocs B 3TOM, IPUYEM YKa3aHHBIA CIIOCO0 UM TPUMEHEH e
BKJIFOYAET CTAJHIO BBISBICHUS Yy NauneHTa BapuaHTa(oB) (HampuMmep,
noauMOpP(GHU3IMOB) B OHOM HTH OoJiee reHoB, BeiOpaHHbIX u3 TCF7L2, KCNIJ11,
PPARG u GLPIR, npexne Bcero BelsiBJeHUs y nauuenta resoruna pucka TCF7L2,
KaK ONHCAHO B IaHHOM KOHTEKCTE.

BrisiBnenue nim AuarHocipoBaHUe y MalueHTa BapuanTa(os) (Hanmpumep,
noauMop¢du3MOB) B OHOM miu Oosiee reHoB, BeiOpaHHbIXx 3 TCF7L2, KCNIJ11,
PPARG u GLPIR, npexne Bcero resoruna pucka TCF7L2, kak onucaHo B JaHHOM
KOHTEKCTE, UM BbIBJICHHE Y MALlMeHTa T€HOTUIA AUKOIO TUMA, MPEeXIe BCETO
renotuna TCF7L2 nukoro Tumna, Kak OMMCAaHO B JAaHHOM KOHTEKCTE, MOXKHO
MCIIOJIB30BATh AJIS1 OL[EHKU BEPOSATHOCTH (HArpuMep, MOBBILIEHHOH, CHI)KEHHOM, WU
MOJTHOTO OTCYTCTBUSI BEPOSATHOCTH) OJNIATONPHUSTHONW TEpaneBTUUECKON U/HiH
npoUIaKTUYECKONW OTBETHOM peakluu MalueHTa Ha jedyeHue uaruoburopom JI1I1-4
(nnm komOuHanuen naruduropa JAIII1-4 co BTOPBIM U/UIU TPETHUM
NPOTUBOAHAOETUUECKHM areHTOM, KaK OMpPEeesIeHO B JAHHOM KOHTEKCTE) NMpHU
OCYIIECTBJICHUH TEPANEBTUUECKOTO U/UIU MPOPHUIAKTUUECKOrO criocoda uiu
NPUMEHEHHUs], KAaK ONUCAHO B TaHHOM KOHTEKCTE (Hampumep, s JieueHus auadera
WIN JUJIS1 YAYYIIEHUS TIIUKEMUYECKOr0 KOHTPOJIsI), a TAaK)Ke B CBSI3M C OTHM IS
UAEHTUPUKAINN CYOBEKTA, SBISIOIErocss BOCIPUUMYHUBBIM K YKa3aHHOMY JICYEHHIO.

Takum 0o6pa3om B APYroM BapHaHTE OCYIIECTBJIECHHUS HACTOSIIEr0 H300peTeHUs
KpOMe€ TOTO MpeajaraeTcsi cnocod OIeHKH BEPOATHOCTH (HANpUMep, MOBBIMICHHOM,
CHUJKEHHOH, WJIM MOJTHOT'O OTCYTCTBHUS BEPOSITHOCTH) OJIAarONnpUsATHON OTBETHOMN

peakiuu Ha BBeneHUE (papMaleBTUUECKH IPUEMIIEMOT0 KOJUUeCTBa HHIHOUTOpa
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JAIIII-4 (unu xkomOuHauuu naruouropa AII1-4 co BTOpBEIM W/MiH TpETbUM
IPOTUBOJHAOETUUECKUM areHTOM, KaK OMHCAHO B TAHHOM KOHTEKCTE) y cyOBbeKkTa
(mpex e Bcero y mamueHTa ¢ JUardHo3oM auadera), mpuyueM yKa3zaHHbIH crocod
BKJIFOYAET CTAJUIO BBISBJICHHS y CyObekTa Bapuanta(oB) (Hampumep,
nonumMop¢du3MoB) B 0HOM uiu Oosee reHoB, BeiOpanHbix 3 TCF7L2, KCNJ11,
PPARG u GLPI1R, npexnae Bcero BoisiBIieHHs y cyObekTa renotuna pucka TCF7L2,
KaK OMHCAaHO B JAHHOM KOHTEKCTE, WU BbIsiBJIeHUs y cyObekTa renoruna TCF7L2
AUKOTO THIA, Mpexae Bcero BoisgBiIeHus y cyobekra renoruna CC rs7903146 TCF7L2
AUKOTO THIA.

B apyrom KOHKpPETHOM BapHaHTE OCYIIECTBJIEHUS HACTOSLIErO U300pEeTEeHHS
npennaraercs uarudburop AINIT-4, papmaneBTudyeckas KOMIO3UIHS HJIA KOMOWHAIUS
[0 HACTOSIIEMY U300PETEHUIO ISl IPUMEHEHUS B TEPANIEBTUYECKOM HIIH
npo¢UIAKTUUECKOM CIoco0e, KaK OMMCAHO B JAHHOM KOHTEKCTE (MPeKe BCEro s
JedeHus: Uiy npoduiIakTuku nuadera TUna 2 u/uiu OKUPEHUs ), IPUYEM YKa3aHHBIHI
Crmoco0 3aKI0YaEeTCs B TOM, YTO

(1) oueHHUBaOT YYBCTBUTEIBPHOCTh CYOBEKTA K TEPANIEBTUUECKOMY HIIH
npodUIaKTUUIECKOMY CITOCO0yY, MPU 3TOM YKa3aHHAs OLIEHKA BKJIIOYAET BBIABICHUE Y
cybobexTa BapuaHTa(oB) (Hampumep, noauMoppusMoB) B O4HOM Ui O0jiee TeHOB,
BeiOpanHbiXx n3 TCF7L2, KCNJ11, PPARG u GLPI1R, npexae Bcero igo0oro
reHotumna pucka TCF7L2, kak onucaHo B JaHHOM KOHTEKCTe, Oojiee KOHKPETHO,
BBISIBJICHHE Y MALMEHTa/MMAllMeHTKU OAHOTO Uin 6ojiee OMHOHYKJIEOTHAHBIX
noaumopdusmos (OHII) B rene, konupyrwimem TCF7L2, npekae BCero no kpaiHei
mepe onquoro OHII, BeiOpanHoro u3 rs7903146, rs12255372 u rs10885406, npesxne
Bcero rs7903146, Hanpumep, BISIBICHHE y CYOBEKTa IO KpaliHell Mepe OTHOTO
T-annenss OHII rs7903146 rena TCF7L2, nanpumMep, BbIABIEHHE Yy CYyOBEKTA
reHotuna CT (t.e. onnoro T-amnenst OHII rs7903146 rena TCF7L2), unu BeIsiBIEHUE
y cyonsekta renoruna TT (t.e. apyx T-amnenert OHII rs7903146 rena TCF7L2), wiun
BbIsiBIeHUE Y cyObekTa renHoruna TCF7L2 nukoro tumna, npexzae scero renoruna CC
r$7903146 TCF7L2 gukoro Tumna, 1 TaKuM 00pa3oM OLIEHUBAIOT BEPOSITHOCTh
OnaronpusATHON OTBETHOHN peakuuu (HampuMmep, OJIaronpHUsITHOrO U3MEHEHHUs yPOBHS
HbA1c) B pesynbprate TepaneBTUYECKOTO WIH MPOPIIAKTUUECKOTO JeUeHUs CyOBbeKTa
unruouropom JIII1-4, papmaneBruyeckoil KOMIO3UIMEH NI KOMOMHALMEH,

u
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(2) BBOZAT cyOBEKTY 3 dexTuBHOE KOomuuecTBO nHruouropa AIII-4,
bapmarneBTHUECKONW KOMIO3ULIMU UJIM KOMOMHALMY, NIPU 5TOM y YKa3aHHOTI'O CyOBeKTa
YCTaHOBJIEHA BBICOKAsA BEPOATHOCTH OJIATONPUATHON OTBETHOHN peakiuu (Harnpumep,
OnaronpusiTHOro usmMeHeHus yposHs HbAlc) B pesynbraTe Te€paneBTUUECKOTO MU
npodunakTuueckoro neuenus cyobekra uarudburopom JAIIII-4, papmaneBTHyecKoit
KOMITO3UIMEeH MM KOMOMHALUEe.

B Hacrosimem n3o0peTeHnn KpoMe TOTO MpeaiaraeTcsl TepaneBTUIECKUN 1/ Uiu
npodUIaKTUUECKHH CToco0 MIIM MPUMEHEHHE MO HACTOAIEeMY U300pEeTEHHIO IS
JI€YEHHs MMAIUEHTAa, HYKJAIErocss B ’TOM, IPUYEM YKa3aHHBIH CIIOCO0 MK
NPUMEHEHHE BKIIOYAET CIEAVIOINE CTaauu

- IOJIyUY€HHUE U aHaIU3 00pas3la HyKJIEMHOBOHW KHCIOTHl HHAUBUIAYYMA C
IUAarHO30M caxapHoro auadera Tuma 2,

- onleHKa 3P (HeKTHBHOCTH U/UIN HEOOs3aTEIbHO BEPOSITHOCTH OJIaronpusTHOM
OTBETHOH peakuuu (Hampumep, mpu 0O0eCrneueHNN INIHKEMUYEeCKOr0 KOHTPOJISI, TAKOTO
Kak OnmaronpusTHoe n3MeHeHue ypoBHs HbAlc) va neuenne nuaruburopom JAI1I1-4,
NPEeANOYTUTENBHO JUHATJIUNTUHOM, Uiu uHruouropom JAIII1-4 B komOuHanuu ¢
OIHUM WK OoJiee IPYTUX aKTUBHBIX COEAUHEHUN (Harpumep,
IPOTUBOAHAOETUUECKUX areHTOB), BKJIIOYas BbIABJIEHHUE T'€HOTUIIA B oOpasLe
nauueHTa (T.e. amneneidt TT wnu CT unu CC nonumopgpusma rs7903146 rena
TCF7L2),

npudyem Hajuyue reHotuna TT, CT unu CC ykasbpiBaeT Ha 3¢ (HEKTHBHOCTD
JeUeHUs, U/UIU HEOOsI3aTeIbHO

Hanuuue reHoTuna TT yka3piBaeT Ha HU3KYIO BEPOSTHOCTH OJArompUATHOM
OTBETHOH peakuuu, u/wian Hannuue renoruna CC yka3bIBaeT Ha BBICOKYIO
BEPOATHOCTDb OJIATONPHUSTHON OTBETHOH peakIMU Ha JIEUCHHE, U

- BBEJIEHHE UHIANBUIYYMY TepaneBTHUYeCKH 3(PPEeKTUBHOIO KOJIUYECTBA
unruduropa JAIII1-4, npeanodTuTeNpbHO TUHATIUNTHHA, Uiu naruburopa JAII1-4 B
KOMOWHALMYU ¢ OJHUM HJIN 0OJiee APYTUX aKTUBHBIX COeNUHEHUN (Hampumep,
NPOTHUBOAHAOETUUECKIMHU areHTaMHu ).

Kpome Toro 6bu10 yCTaHOBJIEHO, YTO MPU UCIOJIb30BAHUU (papMareBTHIECKON
KOMIIO3UIINU MJIH KOMOMHALIMH 10 HACTOSAIEMY U300pETEHHI0 MOKHO 00€CIeunTh
yJIy4dIleHHEe TIMKEMHYECKOr0 KOHTPOJIS AaXe y MalueHTOB, Y KOTOPbIX HAOJ0KaeTcs

HGI[OCT&TO“IHBIFI TIIMKeMHUYeCKHUI KOHTPOJIb, IPECKAC BCETO HECMOTPSA HaA JICUCHUC
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BTOPBIM MJIM TPETHUM NMPOTUBOANAOETUYECKUM areHTOM UM KOMOWHAIMEH BTOPOro u
TPETHEro MPOTUBOANAOETUUECKOTO areHTa, HalpuMep, HECMOTPS Ha MepopaibHOe
Je4eHHe B PeXKMME MOHOTEPANNH MaKCUMAJIbHO NEPEHOCUMOMN 10301 MeThOpMHUHA,
TUA30JUIMHANOHA (HAaIpUMep, MUOTJIUTA30HA) UIIU CYJb(OHUIMOYEBUHBI, UIU
KoMOuHanuei MeTopMHUHA C THA3ONUAMHANOHOM (HAaIpUMep, MUOTIUTA30HOM),
mMeTopMuHa ¢ CyIbPOHUIMOUEBUHON, NN THA3OJUIMHANOHA (HAIpUMeED,
MUOTJIUTA30HA) C CYyJIb()OHUIMOYEBUHOMN.

BpLTO Takke YCTAaHOBJIEHO, YTO MPH HCIOJIb30BAHIMH KOMOUHAIIUHU 11O
HACTOSIIEMY M300PETEHHIO MOYKHO O0ECMEeUHTh YAyYIIeHUE TIIHKEMUYECKOTO
KOHTPOJISI AaXKe y MaIUeHTOB, Y KOTOPBIX HAOIIOIaeTCs HEQOCTaTOYHbIN
TJIMKEMUYECKUIH KOHTPOJIb, IPEXKIAe BCEro HECMOTPS Ha JieueHue nHruoutopom JIII-4
wiu komOunanuei naruduropa JAIII1-4 co BTOPBIM HIIH TPETHUM
NPOTHBOAHAOETUUECKHM areHTOM, HallpUMep, HECMOTPSI Ha epOpPaIbHOE JEUEHHUE B
peKuMe MOHOTEpANNU MaKCUMaJIbHO MepeHOCHMOU no30i narunouropa AINT1-4 unu
nBOWHON komMOuHanuel naruduropa JAIMII-4 co BTOPbIM UM TPETHUM
IPOTUBOIHAOETUUECKIM areHTOM.

MaxkcumanbHO epeHocuMas 103a MeT(popMuHa cocTasisier, Hanpumep, 2000
mr/cyT, 1500 mMr/cyT (Hanpumep, B a3MaTCKUX cTpaHax) unu 850 mMr Tpu pasa B CyT,
WM J1000€ 3KBUBAJIEHTHOE KOJHUYECTBO.

Taxum oOpazom, cocod u/uiau NpUMEHEHUE MO HACTOSIIIEeMY H300pEeTeHUIO
MO’KHO MCIIOJIb30BaTh ISl MALIMEHTOB, Y KOTOPBIX HaOMOKaeTCs OAUH, 1Ba WK OoJee
CIIEAVIOIMUX COCTOSSHUM:

(a) HEMOCTATOYHBIN MITUKEMHYECKUH KOHTPOJb TOJBKO MPH COONIOCHUH JUETHI
U BBIMOJIHEHNUU (PU3UUYECKUX YIIPAKHEHUH,

(6) HEemOCTaTOYHBIN ITUKEMHUYECKHI KOHTPOJIb HECMOTPS Ha JIEYEHHE B PEXKUME
MOHOTEpaNnuu MeTHOPMHHOM, THA3OJHINHANOHOM (HAIpUMEp, MHOTIUTA30HOM),
cyabponunmoueBunoi, I'TITI-1 unu ananorom ['TITI-1, uau WHCYTMHOM UJIH aHAJIOTOM
WHCYJIMHA, IPEKe BCETO HECMOTPSI Ha MEPOPaTbHOE JICUCHUE B PEKUME MOHOTEPATTUU
MaKCHMAaJbHO MEPEHOCHUMON 10301 MeTOPMHHA, THA3OJIUANHANOHA (Hampumep,
NUOTJINTA30HA) WIIH CYyIb()OHUIMOYEBHUHBI,

(B) HEZOCTATOUYHBIN TNIMKEMUYECKUH KOHTPOJIb HECMOTPSI HA KOMOMHUPOBAHHOE
JeYeHHne ABYMs areHTaMH, BBIOPAHHBIMH U3 TPYIIbI, BKJIIOYAKIEeH MeTOpPMUH,

TUA30JUIMHANOH (HampuMep, NUOTIUTa30H), cyiabdorunamouesuny, ['TIII-1 unn
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anagor I'TIII-1, a Takke MHCYJIMH WX aHAJOT UHCYJIWHA, HAIPUMEDP, HECMOTPS Ha
KOMOMHUPOBAaHHOE JIeueHUe JBOHHON KoOMONHauuel, BBIOpaHHON U3 KOMOMHAIIUU
MeT(GOPMUH/THOTTUTA30H, METGOPMHUH/CYNb(HOHUIMOUEBIHA, METHOPMHUH/UHCYIINH,
CyJb(OHMIMOUYEBUHA/TUOTJIUTA30H, CYIb()OHMIMOYEBUHA/MHCYJIHH U
MUOTJTUTA30H/UHCYJIUH.

Cnoco0 nBOHHOM WU TPOHHOW KOMOMHUPOBAHHOW Tepanuu W/ WM TPUMEHEHHE
MO HACTOSILIEMY M300PETEHUIO KPOME TOTO MOKHO HUCIOJIb30BATh AJISl MALUEHTOB, Y
KOTOPBIX HAONIOOAKTCS CIEAYIONINe COCTOSIHUS (T) UK (1), COOTBETCTBEHHO!

(T) HEJOCTATOUHBIN ITUKEMUYECKHI KOHTPOJIb HECMOTPS Ha MepopaibHOE
JedeHne B pexkuMe MoHoTepanuu uaruburopom /IIII-4, npexne Bcero HECMOTPs Ha
NepopaIbHOE JICUEHHE B PEKUME MOHOTEPANIUH MAaKCUMAJbHO IEPEHOCHMON 0301
uHruduropa AIIIT-4,

(1) HEeOOCTATOUHBIN MTUKEMHUUYECKUH KOHTPOJIb HECMOTPS Ha (IepopaibHOe)
KOMOMHUpOBaHHOE JieueHne nHruouropom JIII1-4 1 BTOpBIM MM TPETHUM
NPOTHUBOAHAOETUUECKHM areHTOM, MPEXKIe BCEr0O HECMOTPS Ha MEPOPATbHYIO
ABOMHYIO TEPANUI0 MaKCUMaJIbHO NEPEHOCUMON N0301 MO KpallHEN Mepe OJHOr0 U3
KOMIIOHEHTOB KOMOMHAINH.

B onHOM BapuaHTe OCYILIECTBJIEHHS HACTOSLIETO U300peTeHus
(dapMaeBTUUECKYI0 KOMIO3HUIUIO UM KOMOMHAILIMIO MOKHO HCIIOJb30BATh IS
Je4eHUs MAallUeHTOB, Y KOTOPbIX YCTAHOBJIEH AUArHO3 OJHOr0 WK OoJiee Clenyomux

COCTOSIHUH

PE3UCTEHTHOCTb K UHCYJIUHY,

TUNEPUHCYJINHEMUS,

npenuader,

caxapHbIi quabeT THNa 2, Mpekae BCero MO3aHss CTaaus caxapHoro nuabdera

THIIA 2

2

caxapHbiii nuabet Tumna 1.

Kpome Toro, hapmManeBTHIECKYIO KOMIO3ULIUIO WIH KOMOWHAIUIO MO
HACTOSIIIEMY U300PETEHHIO MPEXKAe BCErO MOXKHO UCTIOIb30BATb ISl JIEUEHHUS
NALHUEHTOB, Y KOTOPBIX YCTAHOBJIEH AHArHO3 OJHOTO HIJIM 0OoJjiee CIEeNYIINX

COCTOSIHUHU
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(a) oxxupenne (BKJIIOUAsl OKUPEHUE MEPBON CTENEHU, BTOPOH CTENeHH U/HIu
TpeThell CTeNneHu), BUCLHEPAbHON OKUpEeHne U/ i HeHTpaibHOe (a0IOMUHATbHOE)
OXMpEeHUe,

(6) ypOoBEHb TPUTIIULIEPUIOB B KPOBH cOoCcTaBisieT > 150 mr/a,

(B) ypoBenb xonectepuna JIIIBII B kpoBu coctasisieT < 40 MI/nj y HallMeHTOB
JKEHCKOTO 1moJia U < 50 MI/aj y malueHTOB MY3KCKOTO MoJia,

(r) cucronuueckoe KPOBSIHOE aBlieHHe cocTaisieT > 130 MM pT. CT., a
OUACTOJIUYECKOE KPOBSHOE NaBJIEHHUE COCTABIAET > 85 MM pT. CT.,

(1) ypoBeHb TJIFOKO3bI B KPOBH HaTOIIak cocTtasjseT > 110 mr/an unu > 100
MT/ 1.

[Ipenmonaraercs, YTO MAMEHTHI, Y KOTOPBIX YCTAHOBJIEH NUAarHO3 HAPYIIEHHON
ToJepaHTHOCTHU K rioko3ze (HTT'), HapyImeHHOro ypoBHSI IIFOKO3bl B KPOBU HAaTOINAK
(HI'H), pe3ucTeHTHOCTH K HHCYJIHHY W/HJIN METa0OIMYECKOTO0 CHHAPOMA, CTPAJAIOT
OT TOBBILIEHHOTO PUCKA PA3BUTHS CEPIEYHO-COCYAUCTOrO 3a00IEBaHUS, TAKOTO KaK,
Harpumep, UHQapKT MHOKap/a, HlIeMHuueckas OOJIe3Hb CepLa, CepaeuHas
HEJOCTATOYHOCTh, TpoMOO3IMOONNYeckue sABieHus. | mTnkeMuueckuii KOHTPOJIb MO
HACTOsIIEMYy U300PETEHHIO MOXKET 00€CIeYnuTh CHU)KEHUE PUCKa
CepAEYHO-COCYJUCThIX 3a00JeBaHUI.

Kpowme Toro, ¢papmManeBTHUECKYI0O KOMIIO3ULIMIO U CIIOCOOBI O HACTOSILIIEMY
N300pETEHHIO PeXkIe BCEro MOXKHO UCIOIb30BATh IS JICUEHUSI NALIMEHTOB MOCIIe
TPAHCIJIAHTALUU OPTaHOB, MPEXAe BCEro MNALlUEHTOB, Y KOTOPBIX YCTAHOBIIEHO OJHO
wiu 0oJjiee CIeNYIIUX COCTOSIHUMN:

(a) MpekJIOHHBINM BO3PACT, MPEKIE BCEro, MalMeHThl cTapiie 50 e,

(6) MyskCcKoO¥ Mo,

(B) m30BITOYHAS Macca Teya, OXKUpEeHHe (BKII0Yash OKUPEHUE MePBON CTENEHH,
BTOPOH CTENMEHH W/WJIU TPEThel CTENEeHH ), BUCLEPATbHONU OKHpPEHUE U/ UK
LeHTpasbHOE (a0IOMUHANBHOE) OXKUPEHHE,

(r) nuabet no TpaHCILIAHTAIUH,

(1) UMMYHOIETIPECCAHTHOE JIeUEHUE.

dapmaneBTHUYECKAas KOMIIO3UIUS HJIM KOMOUHAIUSA IO HACTOSILIIEMY
N300peTEeHNI0, Tpeskae Bcero Oaromaps npucyTcTBuio uaruouropa JAIIIT-4,
XapaKTepu3yeTcst BBICOKUM npoduiem 6e3onacHocTr. ClienoBaTeNbHO JIeYeHUE WU

npoQUIAKTUKY 1O HACTOAIEMY H300PETEHHI0 MOYKHO MCIIOJIb30BATh JJIsI MALIUEHTOB,
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KOTOPBIM MPOTHUBOMOKA3AHO JICUCHUE B PEKUME MOHOTEPANIUU OPYTUM
NpOTUBOAMAOETUYECKUM JIEKAPCTBEHHBIM CPEICTBOM, TAKUM KakK, HallpuMep,
MeT(GOPMUH, H/UIIN Y KOTOPBIX HAOJIONAETCSI HEMEPEHOCUMOCTDb YKa3aHHBIX
JeKapCTBEHHBIX CPEACTB IPU TeparneBTHUECKUX no3ax. [Ipexkae Bcero jeueHne uiu
npoHIaKTUKY O HACTOSALIEMY H300pETeHUIO MPENNOYTUTENBHO MOKHO
UCIOJb30BaTh JJIsi MALIMEHTOB, KOTOPbIe BKJIIOYEHBI B IPYIIY MOBBIIIEHHOIO PUCKa
OIHOTO I OOJiee CIeNyIONUX HAPYIIeHHI: TOYeYHasi HeJOCTATOYHOCTh HJIH
3abosieBaHUe MOYEK, KAPAUOJOTHUEeCKUe 3a00JeBaHMs], CepaAeyYHas HE0CTATOYHOCTD,
3abosieBaHue neveHu, 3a00aeBaHue JErkux, KaTaboMUTHUYEeCKHUEe COCTOSIHUS U/ UTH
yIrpo3a MOJIOYHOKHUCJIOTO allu/03a, WU IJisl MALMeHTOB KEHCKOTO MoJia B MePHO
OepeMEeHHOCTH WJIU JIAKTAIHH.

Kpome Toro 6110 YCTAaHOBJIEHO, YTO BBeAeHHE (papMalieBTHYECKOW KOMIO3UIIUH
WJIM KOMOMHALKMH MO HACTOSLEMY U300pEeTeHHUIO He IPUBOAUT K PUCKY WJIH
COMPOBOKIAETCS HE3HAYUTEIbHBIM PUCKOM Pa3BUTHS TMIOTJIUKEMHUHU. B CBsA3U € 3THM,
Je4eHue UM NPOPUIAKTUKY MO HACTOSIIIEMY U300PETEHHIO TaKKe MPEANOUYTHTEIbHO
UCTONB3YIOT Uil MALMEHTOB, BKJIIOYEHHbIX B FPYIIY MOBBILIEHHOTO PUCKA Pa3BUTHUS
THIIOTJIUKEMUU.

@apMareBTHYECKYI KOMITO3HIUIO HJIM KOMOUHALMIO MO HACTOSAIEMY
N300pETEHHIO PeXkIe BCEro MOXKHO UCIOIb30BATh MPU MPOJOJIKUTEIHHOM JICUSHUN
win npodrnakTuke 3a00eBaHUN U/NUIN COCTOSHUM, KaK OMUCAHO B JAHHOM
KOHTEKCTE, MPEKe BCEro NPy MPOJOKUTEIbHOM INIMKEMUYECKOM KOHTpPOJIe
NAlUEeHTOB C CaxapHbIM quabeTom Tuma 2.

Hcnonb30BaHHBIN B JAHHOM KOHTEKCTE TEPMHUH KIIPOIOJKUTEIbHOE JIEYEHUEY
o003HaYaeT JeueHne MalMeHTa 1M BBeIeHUE JEKapCTBEHHBIX CPECTB MALUEHTY B
TedeHue nepuona 6osee 12 Hemesb, MpeAMOYTUTEIbHO Oojiee 25 Henenb, enle Ooyee
npeano4YTUTeNbHO Oonee 1 roga.

B CBsI3U ¢ 3TUM B KOHKPETHOM BapUaHTE OCYLIECTBJICHHUS HACTOSIETO
U300peTeHust mpeaiaraeTcsi Cnocod JedeHus, IPeAnOYTUTENbHO MePOPaIbHOTO
JICUEeHUS, C LEeNbI0 YIYULIEHHUs, PEXKae BCEro MPOaOKUTEIbHOO Yy IIeH s
TNIMKEMHUYECKOTO KOHTPOJIS MALMEHTOB C CaXxapHbIM JHa0eTOM THUMA 2, MPEKae BCEro
NalMEeHTOB Ha MO3JHe# cTaguu caxapHoro auadera Tuma 2, mpeskae BCero NalueHToB,

Y KOTOPBIX AOMOJHUTCIbHO YCTAHOBJICH JUATHO3 U30BITOYHON MAaCChI TCJIa, O KUPECHUA
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(BKJIFOUAst OXKUPEHHE NMEePBOI CTENEHH, BTOPON CTENEeHU U/UIN TPEThel CTENEHH),
BUCIIEPAJIbHOTO OKUPEHUS U/UJIU HEHTPAIBbHOIO (a0JOMUHATIBHOTO) OXKUPEHHUS.

O6a ynoMsiHyTBhIX BbILIE NEeHCTBUS HAOIIONAIOTCS IPU COBMECTHOM BBEIECHHUH
unruduropa JII1-4 u BTOporo u HeoOA3aTENbHO TPETHETO MPOTUBOANAOETHIECKOTO
areHTa, Halpumep, NpU OJHOBPEMEHHOM BBEJIEHUHU B COCTaBE €UHONW KOMITO3ULINHU
WUIM IBYX HJIM TPEX Pa3IMYHBIX KOMIIO3ULMH, W/ MU MPU MOOYEPETHOM BBEAEHUH,
HarpuMmep, NMpHU MOCIeA0BATEILHOM BBEACHHUHU JBYX HJIM TPEX OTAEJIbHBIX
KOMITO3ULINH.

Crnenyer moHUMATh, YTO KOMOMHALIMHM WU KOMOMHHUPOBAHHBIE TPUMEHEHHUS 110
HACTOSIIIEMY M300PETEHHUIO BKIIFOYAIOT pa3AesbHOE, MOCIeI0OBaTEIbHOE,
OTHOBPEMEHHOE, COBMECTHOE, XPOHOJOTHYECKOEe HJIH TOOYEPETHOE BBEACHUE
KOMIoHeHTOB. ClienyeT Takke MOHUMaTh, uTo nHruburtop JAIII-4 u gpyroe akTuBHOE
coeauHeHue(s1) MOXKHO BBOJUTH B €IMHOMN JIEKAPCTBEHHON (pOpMe MU B OTAEIbHBIX
JeKapCTBEHHBIX (opMax.

B naHHOM KOHTEKCTE TEPMHUH «KOMOMHALUS» WU KKOMOUHHPOBAHHBIEY
BKJIIOYAET TAaKXKe, HO HE OrPAaHUYHMBASICh TOJBKO UMHU, PUKCUPOBAHHBIE U
He(uKCcupoBaHHbIE GOPMBI U TPUMEHEHHUS.

Crnenyer moHMMATh, YTO KOJUYECTBO (papMaleBTUIECKONH KOMIO3HUIUHU 10
HACTOsIIEMY U300PETEeHHIO, KOTOpas MpeJHa3HaYeHa Jisl BBEJCHUS MAalUeHTy U
TpebyeTcs MU MPUMEHEHUS MPU JICUSHUH WU NPpO(QUIAKTHKE 110 HACTOSIIEMY
N300pETEHNI0, MOXKET U3MEHATHCS B 3aBUCUMOCTH OT crioco0a BBEEHUS, IPUPOABI U
TSOKECTH COCTOSIHUS, KOTOpOe TpeOyeTCs U3JIe4nBaTh UK PEAOTBPATUTh, BO3PACTa,
MacChl T€jla U COCTOSIHUS MAalMeHTa, COMYTCTBYIOLIEr0 MEINKAMEHTO3HOTO JICYCHUS, U
B UTOTe OMpeaesieTcs jedamum BpadyoM. OnHako, Kak npasujio, uaruourop AI-4 u
He00s3aTeIbHO BTOPOH W/HJIM TPETHH NPOTUBOANAOETHYECKUN areHT MO HACTOSIEMY
U300 pETEHUIO BKJTIOYAOT B (hapMaIeBTUUECKYI KOMITO3HUIIUI0, KOMOWHAIUIO HITH
JEKapCTBEHHYIO (OPMY B KOJIMYECTBE, KOTOPOE SABJISAETCS NOCTATOYHBIM IS
YIYUYIIeHUS TIIMKEMUYECKOr0 KOHTPOJIS MAlMEHTa, HYKAAIOIIErocs: B JEYEHUH, MPU UX
BBEICHHHU.

Hwke onucaHbl mpeanoYTHTENbHBIE AHANTA30Hbl KOJUYECTBA HHIHOUTOpA
JIIII-4, BTOPOTO H/UJK TPETHETO MPOTHBOANAOETHUECKOTO areHTa, KOTOPhIE
UCIIONB3YIOTCA B (papMaLeBTHYECKON KOMITO3ULIUH, & TaAK)KE CIIOCOOBI U MPUMEHEHUs

N0 HACTOAILIEMY I/I306peTeHI/IIO. Vka3zaHHbIE AUara3oOHbl OTHOCATCA K KOJIMYCCTBAM,
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NpPEeAHAa3HAYEHHBIM AJI BBEAECHUSI B CYTKH B3POCJIOMY MALIUEHTY, NPEXKIAE BCETO
YeJIOBeKy, HallpuMep, ¢ Maccoil tena npudiau3uTeabHo 70 KT, U yKa3aHHbIE
KOJIMYECTBAa MOXHO COOTBETCTBEHHO ONTUMU3UPOBATh AJid BBeAeHuUs 2, 3, 4 pa3a B
cyT miu OoJee, a TakKe I JPYTUX COcOO0B BBEASHHUS U AJIsI MALUEHTA B
3aBHCHUMOCTH OT €ro Bo3pacta. /[uana3oHsl O3UPOBKH U KOJUYECTBA PACCUUTHIBAIOT
111 ”HAMBHUAYAJIBHOTO aKTUBHOTO areHTa. IIpu KOMOMHHUPOBAHHOM JIEYEHHUH IO
HACTOSIIIEMY M300PETEHHUIO MPEANOYTUTEIBHO MPUMEHSIOT 00Jiee HU3KUE JO3UPOBKHU
uHaUBHAYyalbHOTO uHruoutopa JAIMII-4 u/unu vHAUBUAYATIBHOTO BTOPOTO U/HIIH
TPETHEro MPOTUBOANAOETHYECKOTO areHTa, UCIOJIb3yEeMOTO MPH JICYEHUH B PEIKIME
MOHOTEpAIUHU HJIM HUCIIOJNb3yEMOT0 B CTAHAAPTHBIX Kypcax JeYeHHs, TAKUM 00pa3om
UCKJIFOYasi BO3MOJKHYIO TOKCHYHOCTh U HEOaronpusTHeIE MOOOUYHBIEC NEHCTBUS,
BO3HUKAKINNE IPU UCIOJb30BAHUN YKA3aHHBIX ar€HTOB B Ka4ECTBE
MOHOTEPANEeBTUYECKUX CPEACTB.

CornacHo HacTosimeMy H300peTeHHI0 (apMaeBTUYECKYI KOMITO3UIIUIO HITH
KOMOWHALMIO MPEATOYTUTENBHO BBOAST NepopaibHO. Bo3smoxHbIe npyrue cnocoOs
BBEAEHMs onucaHbl HUXke. [IpennoururenbHo ogHa uiu OoJiee JeKapCTBEHHBIX Gopm,
BKirovaromux uarudurop JAIII-4 w/unu BTOpoit u/unu Tperuit
NPOTUBOANAOETUUECKHUI areHT, ABJSAETCS MEPOPANbHON MIIH, KaK IMPaBHIIO, ITUPOKO
U3BECTHOM.

B ocHoBHOM konnuectBo uHruburopa JAINI1-4 B komOnMHALUSIX,
KOMOMHHPOBAHHBIX CIIOCO0aX MM KOMOMHUPOBAHHBIX NIPUMEHEHHSIX 0 HACTOSLIEMY
U300 PETEHUIO MPEANOUYTHTEBHO COCTABIISIET BEJIMYMHY B AuamnazoHe ot 1/5 mo 1/1
KOJINYeCTBA, OOBIMHO PEKOMEHAYEMOTO AJIs JICUSHUSI B PEKMME MOHOTEPAIIUH C
UCIIOJIb30BaHUEM yKa3aHHOTro unrudburopa AIII1-4.

IIpennodyTuTeNbHBIN AUAaNa30H JO3UPOBKH JIMHATIUNTHHA IPU NEPOPATBHOM
BBeneHuu cocrasiusieT oT 0,5 mr 1o 10 Mr B ¢cyT, npeanodturensHo ot 2,5 mr go 10
MTr, HanboJiee MPEaNOYTHTENbHO OT 1 Mr 10 5 Mr B cyT. [IpennodTuTenbHbIi AUANa30H
KOJIMYECTB B (papMalleBTUYECKOW KOMIO3uIuu coctasiisieT ot 0,5 mr go 10 mr,
npexzae Bcero or 1 mr 1o 5 mr. IIpumepsl npeanOYTUTENBHBIX AO3UPOBOK BKJIOYAKOT
1 mr, 2,5 mr, 5 Mr unu 10 Mr. AKTUBHBIN UHTPEAUEHT MOKHO BBOJAHUTDH BIJIOTH 10 TPEX
pas B CyT, IPEANOUYTUTENBHO OJUH WM ABA pa3a B ¢yT. [Ipuroanele KOMNO3ULUK 15

JUHATJUITHHA BKIKOYAT KOMIIO3UIUH, OTIMCaHHbIe B 3asiBke WO 2007/128724,
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copepKaHue KOTOPOH B IMOJHOM 0ObeMe BKJIFOYEHO B HACTOSIIEE OMUCAHNE B
Ka4eCTBE CCBLIKHU.

ITpumepr! 1O3UPOBOK NBOHHON PUKCUPOBAHHONW KOMOMHALMH (TaOJETKH)
JUHArIUNTHHA/MeTHOpPMUHA C HeMeUIeHHbIM BbicBOOOXnennem (HB) Bkirowaror 2,5
mr/500 mr, 2,5 mr/850 mr u 2,5 mr/1000 Mmr, KOTOpbIe MOKHO BBOAUTH 1-3 pasa B CyT,
IpeKJe BCEro Ba pasa B CYT.

ITpumepsl 1O3UPOBOK NBOHHON PUKCUPOBAHHONW KOMOMHALMH (Ta0JIETKH)
JUHATTUNTHHA/METPOPMHHA C MPOJIOHTUPOBAHHBIM BbIcBOOOKAeHHeM (I1B)
BKJIFO4arT 5 Mr/500 mr, S mr/1000 mr u 5 Mr/1500 Mr, KOTOpbIE MOKHO BBOJIUTH 1-2
pasa B CYT, NpexJe BCero OAUH pa3 B CyT, NPEANOUYTUTEIbHO IPUHUMATh BEYEPOM BO
Bpems npuema numu, win 2,5 mr/500 mr, 2,5 mr/750 mr u 2,5 mr/1000 mr, koTOpbIe
MOYHO BBOAUTH 1-2 pa3a B CyT, MPEKJe BCETO NPUHUMATh ABE TaOJETKH OAUH pa3 B
CyT, IPEANOUYTUTENIbHO BEUEPOM BO BpeMs MpueMa MULIH.

IIpeanoyTUTENbHBIN AUANA30H JO3UPOBKU CUTATJIMIITHHA IPU EPOPAIbHOM
BBeneHUHU cocTasisieT OoT 10 Mr go 200 mr, npexae scero or 25 mMr g0 150 Mr B CyT.
PexomennoBaHHas 103a cuTtaraunTuHa coctasisier 100 Mr B pacueTe Ha aKTUBHBIN
areHT (0e3BogHOE CBOOOAHOE OCHOBAHME) OAMH pa3 B ¢yT uiu S0 Mr aBa pasa B CYT.
IIpennouTuTenbHBIN AUANA30H KOJUYECTB B (papMaLleBTHUECKO KOMIO3HUIIUU
cocrasiygeT oT 10 mr go 150 mr, npexnae scero ot 25 mr n1o 100 mr. IIpumepsr
BKJIFOUAKOT 25 Mr, 50 mr, 75 mr unu 100 Mr. AKTUBHBIN UHTPEAUEHT MOXHO BBOJIUTH
BILUIOTH 10 TPE€X pa3 B CyT, NPEANOUYTUTENbHO OAUH WM J1BA pa3a B CyT.
DKBUBAJIEHTHBIE KOJUYECTBA COJIEH CUTATJIMIITHHA, MIPEXAe BCETr0O MOHOTHApPAaTa
docdara, pacCUUTHIBAIOT COOTBETCTBEHHO. J[JIsl MALIMEHTOB C MOYEUHOMN
HEJIOCTATOUYHOCTBIO UCIONBb3YIOT ONITUMHU3UPOBAHHBIE TO3UPOBKH CUTATIIUNITUHA,
Hanpumep, 25 mr u 50 mr.

IIpeanoyTuTENbHBIN AMANA30H JO3UPOBKU BUJIJATIUIITHHA NIPU EpOPaAIbHOM
BBeNeHuHU cocTasisieT oT 10 mr go 150 Mr B cyT, npexnae Bcero ot 25 mr no 150 wmr,
25 mr u 100 mr unu 25 mr u 50 mr unu 50 mr u 100 mr B cytr. Hanpuwmep,
BUJNArIuNTUH BBOAAT B 103€ 50 mr uau 100 mr B cyT. [IpeanoututensHbiii Auana3oH
KOJIMYECTB B (papMaLleBTUYECKOW KOMMO3UIUK cocTaisier oT 10 mr go 150 mr,
npexae scero oT 25 mr 1o 100 mr. IIpumeps! BxarovaroT 25 mr, 50 mr, 75 mr unu 100
MI. AKTUBHBIA UHTPEIUEHT MOKHO BBOJMTD BILUIOTH A0 TPEX pa3 B CYT,

NpeaAnOYTUTEIIbHO OAUH WUJIK ABa pa3a B CYT.
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IIpeanodyTUTENBHBIN AMAaNIa30H JO3UPOBKHU AJOIJIUNTHHA IPU NEPOPATBHOM
BBEIEHUHU COCTABJISIET OT 5 Mr A0 250 Mr B cyT, npexae scero ot 10 mr o 150 mr B
cyT. IlpennmoururenbHbIi AUANa30H KOJUYECTB B (papMaLleBTUUYECKON KOMIO3HI[UU
cocrasysieT oT 5 Mr g0 150 mr, npexae scero ot 10 mr no 100 mr. IIpumepst
BritovaroT 10 mr, 12,5 mr, 20 mr, 25 mr, 50 mr, 75 mr u 100 mMr. AKTUBHBIH
UHTPEAUEHT MOKHO BBOJIMTH BIUIOTH 1O TPEX pa3 B CYT, NPEANOUYTUTENbHO OAUH WU
7Ba pas3a B CYT.

IIpennmoyTuTeNbHBIN AMANIa30H JO3UPOBKHU CaKCArJUNTHHA NIPU NEePOPaTbHOM
BBEIEHUHU cocTasiysieT oT 2,5 mr 1o 100 mr B cyT, npexae Bcero ot 2,5 mr 10 50 mr B
cyT. [IpennmodruTenbHbIi AUAMA30H KOJUYECTB B (hapMaLleBTHYECKON KOMIO3UIIUH
cocrasiseT oT 2,5 mMr go 100 mr, npexae sBcero 2,5 mr u 50 mr. IIpumeps! BKJIHOYAOT
2,5 mr, 5 mr, 10 mr, 15 mr, 20 mr, 30 mr, 40 mr, 50 mr u 100 Mr. AKTUBHBIN
UHTPEJUEHT MOXKHO BBOAUTH BILUIOTh A0 TPEX pa3 B CYT, IPEANOUYTUTEIBHO OAUH UIIH
7iBa pa3a B CYT.

IIpennoyTUTENbHBIN AUANIA30H JO3UPOBKU NYTOIJHUITHHA IPU NEPOPATBHOM
BBeneHuu coctasisieT oT 50 mr go 400 mr B cyT, npexae scero ot 100 mr no 400 mr B
cyT. IlpennmoururenbHbIi AUANAa30H KOJUYECTB B (papMaLleBTHUECKON KOMIO3HIIUU
cocrasygeT oT 50 mr 10 400 mr. Ilpumepst BraroudaroT 50 mr, 100 mr, 200 mr, 300 mr
1 400 Mr. AKTUBHBIN MHTPEIUEHT MOKHO BBOJMTH BILUIOTH 0 TPEX pa3 B CYT,
NPEANOYTUTENBHO OJUH UM 1BA Pa3a B CyT.

B oco6om BapuanTe nuruéutopos JAIIII-4 no HacrosmemMy H300peTeHUIO
npeasararTcs nepopaibubie HHruoutopsl AII1-4, koTOpbIE SBISIOTCS
TepaneBTU4YeCKU 3P (EeKTUBHBIMHU MPU HU3KUX A03aX, Hampumep, npu go3ax <100 mr
win <70 Mr sl MalueHTa B CyT, MpeanouTuTeapHo <50 Mr, 0osee mpeaAnOYTUTENIBHO
<30 mr mim <20 mr, eme 6onee npeanodTUTENbHO OT 1 Mr 1o 10 Mr (mpu
HEOOXOAMMOCTH pa3/ieIeHHbIX Ha |-4 OmHOKpaTHBbIE NO3BI, Ipexae Bcero 1 umum 2
OJHOKpAaTHBIE JO3bl, HAPUMEDP, OAUHAKOBOTO pa3Mepa), Mpexkae Bcero ot 1 mMr ao 5
mr (0OoJsiee MPEeANmOUTHTENBHO 5 MI') IS MAllUEeHTa B CYyT, KOTOPBIE MPEANOYTHTEIbHO
BBOJISIT NEPOPANIBHO OAWH pa3 B CyT, OoJiee MPEANOYTUTENBHO B JII000E BpeMs THS
BMECTE C MPUEMOM IMHINH HJIU HE3aBHUCUMO OT IpueMa nuiu. Takum oOpaszom,
HarmpuMep, CYTOUHOE MmepopasibHoe KonudecTBo (5 mr) npenapara BI 1356 moxHO

NPUHUMATDh OJMH pa3 B CYyT (T.e. mnpuHUMaTh 5 Mr npenaparta BI 1356 oqusn pas B cyT)
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WM 7Ba pasa B cyT (T.e. mpuHuMaTh 1o 2,5 mr npenapara BI 1356 nBa pasa B cyT) B
mr000e BpeMst AHS BMECTE C IPUEeMOM IHUIIU HJIM He3aBUCHMO OT NpHUeMa IMHUIIH.

B 0CHOBHOM KOJIM4ECTBO BTOPOTrO W/HJIU TPETHEro NPOTUBOANA0ETHYECKOTO
areHTa B KOMOMHAUMSIX, KOMOMHHPOBAHHBIX CIIOCO0aX M/MIM KOMOMHHPOBAHHBIX
IPUMEHEHHSIX IO HACTOSAIMEMY H300pETeHNI0 MPEeANOYTUTENBHO COCTABISAET BEIUIUHY
B nuamna3zoHe ot 1/5 no 1/1 xkonuyecTBa, OOBIYHO PEKOMEHIYEMOTO AJIs JICYECHUS B
pe’XKuMe MOHOTEPAIUHU C UCMOJb30BAHUEM YKa3aHHOTO MPOTUBOANA0ETHYECKOTO
areHTta. [IpumeHenne Gojiee HU3KUX TO3UPOBOK MHAMBHAYAJIBHOT'O BTOPOTO W/HIIH
TPETHEro MPOTUBOANAOETHYECKOTO areHTa MO CPABHEHHIO C JICUEHUEM B PEKUME
MOHOTEpPANUU MO3BOJAET UCKJIYUTDh UJIU CBECTH K MUHUMYMY BO3MOXHYIO
TOKCUYHOCTb U HEOJAronpusTHbIE MOOOYHbIE NEHCTBHS, KOTOPbIe HAOMIOAAIOTCS PH
HCIOJb30BAHUN YKA3aHHBIX ar€HTOB B KA4YE€CTBE MOHOTEPaNE€BTUUECKUX CPEACTB.

[IpennouTHTENbHBIH AUAMNA30H TO3UPOBKU MET(GPOPMHUHA NIPHU MEPOPAITBHOM
BBeAeHUU cocTaBiseT oT 250 mr o 3000 mr, npexnae Bcero ot 500 mr go 2000 mr B
cyT. I[IpennmodruTenbHbIN AUAMAa30H KOJUYECTB B (PapMaLleBTHYECKON KOMIO3HIIUH
cocrasiyeT oT 250 mr go 1000 mr, npexne scero ot 500 mr no 1000 mr uaum ot 250
Mmr 10 850 mr, coorBeTcTBeHHO. [Ipumepsnl BriarovaroT 500 mr, 750 mr, 850 mr uiun
1000 mr. IIpennodYTUTENbHO YKa3aHHbIE KOJINYECTBA BBOAAT OJMH, ABAa UJIU TPU pas3a B
cyT. Hanpumep, xonuuectsa 500 mr, 750 mr u 850 Mr npeanoyTuTenpHo Tpedyercs
BBOAUTD OJIMH, 1BA WU TPH pas3a B CyT, a konudectso 1000 Mr npeanouTUTENbHO
TpeOyeTcss BBOAUTH OMH MJHU J1Ba pa3a B cyT. OnpeneneHHble KOMIO3ULINH C
KOHTPOJIUPYEMBIM UJIU 3aMEJJIEHHBIM BbICBOOOKIEHUEM MO3BOJISIIOT BBOAUTD 103y
OZMH pa3 B CyT. MeTpOPpMHUH MOXKHO BBOJAUTH, HaIIpuMep, B GopMe KOMMEpPUYECKHX

™
NPOAYKTOB, BeIMyckaeMbIX o ToproseiMu HazBaHusiMu GLUCOPHAGE

GLUCOPHAGE-D™ i GLUCOPHAGE-XR™.

IIpennodyTUTENBHBIN AMAaNa30H JO3UPOBKHU MUOTJINTA30HA IPU NEPOPATBHOM
BBEIEHUHU cOCTaBsieT OT 5 Mr 10 50 mr B cyT. IIpeanourutenbHblil Auana3oH
KOJIMYECTB B (papMalleBTUYECKOW KOMITO3HUIIUK COCTaBisieT OT 5 mr 1o 50 mr, ot 10 mr
10 45 mr u ot 15 mr 1o 45 mr, cootBeTcTBeHHO. IIpumepsr BkarovaroT 15 mr, 30 mr
unu 45 mr. IIlpennodrutenbHO yKa3aHHbIE KOJUYECTBA BBOAAT OJUH UJIM ABa pa3a B
CYT, MIPEAMOUYTHTENbHO OJMH pa3 B CyT. [IMOrnIuTa30H MOXHO BBOAUTH B popMe
KOMMEPUYECKOro NPOAYKTAa, BbIMYCKAEMOr0, HaIIpUMep, MOA TOPTOBBIM Ha3BAaHUEM

ACTOS™,
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IIpennoyTUTENBHBIN AUANIA30H JO3UPOBKHU PO3UIINTA30HA IPU NEPOPAIBHOM
BBeAEeHUU cocTaBiseT oT 1 mr o 10 mr B cyT. IlpeanodTuTenbHbli 1Mana3oH
KOJIMYECTB B (papMaLieBTUYECKON KOMIO3UIUK cocTaisier oT 1 mr 1o 10 mr, oT 2 mr
10 8 mMr, oT 4 mr 10 8 mr u ot 1 Mr no 4 mr. IIpumeps! BkarouaroT 1 Mr, 2 Mr, 4 Mr uiu
8 mr. IIpeanouTuTeNnbHO yKa3aHHbIE KOJIMYECTBA BBOASAT OJUH UJIM ABA pas3a B CYT.
IIpennodyTUTENBHO CYTOYHAS 4034 HE NpeBbIimaeT 8 Mr. PO3UriInTa30H MOXHO BBOAUTH
B opMe KOMMEpUECKOro MPOAYKTa, BBIMTYCKAEMOTr0, HAIpUMep, O TOPTOBbIM

nassannem AVANDIA™

[IpennouTUTENbHBIH AUAMA30H NO3UPOBKU THA3OIUANHINOHA (B OTJIIHYHE OT
NUOTJINTA30HAa WJIM PO3UTIIUTA30HA, KAK OMHCAHO BBILIE) MPHU MEePOPaIbHOM BBEIECHUHU
cocrasiysgeT oT 2 Mr A0 100 mr B cyT. IlpeanodTurenpHblil 1UaNa30H KOJIUYECTB B
(apmaneBTHUECKONW KOMIIO3ULIMY JJIs BBEASHUS OAWH, IBA WJIM TPU pas3a B CYT
cocrasysieT oT 2 mr a0 100 mr, ot 1 Mr 1o 50 mr u ot 1 mMr g0 33 Mr, COOTBETCTBEHHO.

[IpennouTUTENbHBIN AUAMA30H NO3UPOBKHU TNIHOEHKIAMUA IPU MEPOPATBHOM
BBeAeHUU cocTaBiseT ot 0,5 mr no 15 mr, npexae Bcero ot 1 mr no 10 mMr B cyT.
IIpennmouTuTENbHBIN AUAMA30H KOJUYECTB B (papMaLeBTHYECKON KOMIO3UIIUH
cocrasiyeT oT 0,5 mr 1o 5 mr, npexzae Bcero ot 1 mMr g0 4 mr. IlpuMepsl BKIKOYAIOT
1,0 mr, 1,75 mr u 3,5 mr. I[IpeanodTUTENbHO yKa3aHHbBIE KOJIUYECTBA BBOAAT OAUH,
ABa, UJIM TPH pasa B CyT. | muOeHKIaMua MOXKHO BBOJUTH B (hOpME KOMMEPUYECKOTO
IPOAYKTA, BBIITYCKAEMOTI'0, HAIlpUMeEp, MOJ TOPTOBBIM Ha3BaHUEM EUGLUCON™,

IIpeanoyTUTENbHBIN AMANA30H JO3UPOBKYU MNIMMENUPUAA IPU NEPOPATBHOM
BBeAeHUU cocTaBiseT oT 0,5 mr no 10 mr, npexzae Bcero or 1 mMr 10 6 mMr B CyT.
[IpennmouTUTENbHBIN AUAMA30H KOJUYECTB B (papMaLleBTHYECKON KOMIO3UIIUH
cocrasusetr oT 0,5 mr no 10 mr, npexnae Bcero ot 1 mr go 6 mr. IlpuMepsl BKIIOYAOT
1 mr, 2 mr, 3 mr, 4 Mr u 6 mr. [IpeanoYTUTENbHO YKa3aHHBIE KOJIUYECTBA BBOAAT
OJUH, 1Ba, WJIU TPU pa3a B CyT, NPEANOUYTUTENBHO OAUH pa3 B CyT. [ numenupun
MOYHO BBOAUTH B (pOpMe KOMMEPUECKOTO NMPOAYKTA, BBIITYCKAEMOT0, HAIPUMEP, MO
TOPTOBBIM Ha3BaHUEM AMARYL™

IIpennoyTUTENBHBIN AMANIA30H JO3UPOBKHU MNIMKBUOHA IPHU NEPOPAIBHOM
BBEIEHUHU COCTaBJIsieT OT 5 Mr 10 150 mr, npexae scero ot 15 mr o 120 Mr B CyT.
IIpennouTuTENbHBIN AUAMA30H KOJUYECTB B (papMaLeBTHYECKON KOMIO3HUIIUN
cocrasyAeT OT 5 Mr 10 120 mr, npexae Bcero ot 5 mr a0 30 mr. IIpuMepsl BKIOYAIOT

10 mr, 20 mr, 30 mr. IIpeanoYTUuTEeNbHO yKa3aHHBIE KOJINYECTBA BBOAST OAUH, [1BA,
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TPHU WJIN Y€ThIpE pa3a B CyT. [ TUKBUAOH MOXHO BBOJUTH B )OPME KOMMEPUECKOTO
NPOAYKTA, BBIIIYCKAEMOI0, HAIPUMEP, MOJ TOPrOBbBIM HaA3BAHUEM GLURENORM ™.

IIpennouTuTenbHBIN ANANA30H AO3UPOBKU TIMOOPHYpUA NIPU NTEPOPATHHOM
BBEJIEHUM COCTaBJIsAECT OT 5 Mr 10 75 mr B cyT. lIpennodyrurenbHblil 1uana3ox
KOJIMYeCTB B (PapMaLeBTHUYECKON KOMIO3UIUK COCTABJSAET OT 5 MT 10 75 MT, mpekae
Bcero ot 10 mr no 50 mr. [IpeanouTuTenbHO yKa3aHHbIE KOJUYECTBA BBOASAT OJIUH,
NBa, UJIU TPU pPas3a B CyT.

IIpennoyTuTeNbHBIN AMANIa30H JO3UPOBKU MNIMKJIA3UAa IPU IEPOPATBHOM
BBeAeHUU cocTaBisieT oT 20 mr go 300 mr, npexae Bcero ot 40 mr 1o 240 Mr B CyT.
[IpenmouTUTENbHBIN AUAMA30H KOJUUECTB B (papManeBTUIECKOH KOMITO3ULIHH
cocrasiyseT oT 20 Mr 10 240 mr, npexae Bcero oT 20 mr no 80 mr. IIpumepsl
BKJIFO4aroT 20 mr, 30 mr, 40 mr u 50 mr. IlpeanodTutenbHO yka3aHHbIE KOJTUYECTBA
BBOJAT OAUWH, 1BA, UJIU TPU pa3a B CYT.

IIpennoYTUTENBHBIN AUANA30H JO3UPOBKU MNIM30KCENNUAA IPHU NEPOPATBHOM
BBEIEHHUHU cOCTaBJsieT OT 1 Mr go 20 mr, npexnae Bcero oT 1 mMr go 16 mr B CyT.
IIpennmouTuTENbHBIN AUAMA30H KOJUYECTB B (papMaLeBTHYECKON KOMIO3UIIUH
cocrasiyigeT OT 1 Mr 1o 8 mr, npexae scero ot 1 mr no 4 mr. IlpeanoyturensHo
yKa3aHHbIE KOJIMYECTBA BBOAST OJUH, 1BA, TPU UJIU YETHIPE pa3a B CYT.

IIpennouTuTENbHBIN ANANA30H NO3UPOBKU TOJOyTaMuUIa P NEPOPATBbHOM
BBefeHuU cocraisieT oT 100 mr go 3000 mr, npeanouytutenbHo ot 500 mr no 2000 mr
B cyT. I[IpennodyTuTenbHbIN AUANa30H KOJUYECTB B (hapManeBTUUECKON KOMIIO3ULIUH
cocrasiysgeT oT 100 mr go 1000 mr. IlpeanodTuTenbHO yKa3aHHBIE KOJIUYECTBA BBOIST
OJVH WUJIM 1BA Pa3a B CyT.

IIpennodyTUTENBHBIN AMANIa30H JO3UPOBKHU MNIMIIU3KAA TPU NEPOPaTbHOM
BBeJEeHUU cocTaBjseT oT 1 mr go 50 mr, npexnae Bcero ot 2,5 mr a0 40 mr B CyT.
[IpenmouTUTENbHBIN AUAMA30H KOJUYECTB B (papMaLleBTHUECKON KOMIO3UIIUH JIJIsI
BBE€JCHUS OJIMH, 1BA UJU TPU pa3a B cyT cocTtaBisfer ot 1 mr go 50 mr, ot 0,5 mr go 25
mr 1 oT 0,3 Mr 10 17 Mr, COOTBETCTBEHHO.

IIpennodyTUTENbHBIN AMANIa30H JO3UPOBKHU HATENJIMHHU A NIPU NEPOPATBHOM
BBeneHuHU coctasisieT oT 30 mr go 500 mr, npexae scero ot 60 mr go 360 Mr B CyT.
IIpennouTUTENbHBIN AUAMA30H KOJUYECTB B (papMaLeBTHIECKON KOMIO3UIIUH
cocrasieT oT 30 mr go 120 mr. Ilpumeps! BkarovaroT 30 mr, 60 mr u 120 mr.

HpeI[HOLITI/ITe.]'IbHO YKa3aHHbIC KOJIMYECTBA BBOAAT OAUH, ABa UJIN TPU pa3a B CYT.
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Haternuaun MoxHO BBOAUTH B pOpME KOMMEPUECKOTO MPOAYKTA, BBIIYCKAEMOTO,
Hampumep, MoA TOPrOBBIM Ha3BAHUEM STARLIX ™

IIpeanodYTUTENbHBINA AUAaNa30H JO3UPOBKHU pENarjinHuia Npu NepopaabHOM
BBeneHuu coctasisieT oT 0,1 mr no 16 mr, npexae Bcero ot 0,5 Mr 10 6 Mr B CyT.

[IpeanodTUTENbHBIN AUANIa30H KOJUYECTB B (papMaieBTHYeCKOW KOMIO3ULIHH
coctayset ot 0,5 mr go 4 mr. Ilpumeps! BkirouaroT 0,5 mr, 1 mr, 2 Mr unu 4 mr.
IIpennodYTUTENBbHO YKAa3aHHBIE KOJINYECTBA BBOAST OAUH, 1BA, TPU UJIM YEThIPE pas3a B
cyT. PenarnuHua MOXHO BBOOUTH B POpPME KOMMEPUYECKOTO MPOAYKTA,
BBIITYCKAa€MOTI'0, HalIpUMep, MO TOPrOBbIM Ha3BaHUEM NOVONORM ™.

[MpeanmoyTUTENBHBINA AUATA30H NO3UPOBKU aKapOO3bl MPU MEPOPATHHOM
BBeneHun coctasisieT oT 50 mr go 1000 mr, npexne scero ot 50 mMr go 600 Mr B CyT.
[IpenmouTuTENbHBIN AUAMA30H KOJUYECTB B (papMaLeBTHYECKOH KOMIO3UIIUH
cocrasysaeT oT 50 mr go 150 mr. Ilpumeps! BkarovaroT 50 mr u 100 mr.
IIpennoYTUTENBHO YKAa3aHHBIE KOJIMYECTBA BBOAST OAUH, 1BA, TPU WJIU YETHIPE pas3a B
cyT. Akap003y MOKXHO BBOAUTH B OpME KOMMEPUECKOTO IMPOIYKTA, BBIITYCKAEMOTO,
HaIrpuMep, MoJ TOProBbIM HA3BAHUEM GlucobayTM

IIpennouTuTENbHBIN AUANA30H NO3UPOBKU BOIINOO03BI IPHU NEPOPATBHOM
BBegeHuu coctasiset or 100 mr no 1000 mr, npexnae scero ot 200 mr go 600 mr B
cyT. I[IpennodrurenbHbIi AMana3oH KOJUYECTB B (papMaleBTUIECKONH KOMITO3ULIMH
cocrtasiysieT oT 50 mr g0 300 mr. Ilpumeps! BkiatouaroT 50 mr, 100 mr, 150 mr, 200 mr
1 300 mr. [IpeanoYTUTENbHO yKa3aHHBIE KOJUYECTBA BBOAAT OAUH, Ba, TPU WU
yeTbIpe pa3a B CyT. Bornnbo3y MOKHO BBOAUTH B HOpME KOMMEpPU €CKOT'O MPOAYKTA,
BBINYCKA€MOI0, HAIPUMeEp, MO TOPTOBBIM Ha3BaHUEM Basen ™ nmn VoglisanTM

IIpennodyTUTENbHBIN AMANIa30H JO3UPOBKU MUTJIUTOJA IPU NEPOPATbHOM
BBEIEHUHU COCTaBJsieT OT 25 Mr a0 500 mr, npexae scero oT 25 mMr a0 300 Mr B CyT.
[IpenmouTUTENbHBIN AUAMA30H KOJUYECTB B (papMarieBTHIECKOH KOMITO3ULIHH
cocrasysAeT oT 25 Mr a0 100 mr. Ilpumeps! BkarovaroT 25 mr, 50 mr u 100 mr.
IIpennoYTUTENBHO YKAa3aHHBIE KOJIUYECTBA BBOAST OAUH, 1BA, TPU MJIU YETHIPE pas3a B
CyT. MUTTIUTOJ MOKHO BBOJHTH B (pOpME KOMMEPUECKOTO MPOAYKTA, BBITYCKAEMOTO,
Hanpumep, NOA TOPTOBBIM Ha3BAHUEM GlysetTM.

IIpeqnouytuTenbHbll Auana3oH 1o3upoBku aHanoros I'TIII-1, npexne Bcero

5KCEHATHUAA, COCTABJSIET OT 5 MKI A0 30 MK, Ipexae BCero oT 5 MKr a0 20 MKT B CyT.
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[IpennouTuTEeNbHBIN AUANA30H KOJUYECTB B (papMaLieBTHYECKON KOMIIO3UIIUN
cocrasiAeT OT 5 MKI 10 10 mkr. IIpumeps! Bkaro4daroT 5 MKr U 10 Mkr.
IIpeano4YTUTENBHO yKa3aHHBIE KOJIMYECTBA BBOAST OAUH, 1BA, TPU UJIU YETHIPE pas3a B
CYT MOJKOXXHOHN MHBbEeKIHEH. DKCeHATHU] MOKHO BBOJIUTH B (JOpME KOMMEPUECKOTr o
IPOJYKTAa, BBIIYCKAEMOr0, HAIPpUMeEp, MOJ TOPrOBbIM Ha3BAHUEM ByettaTM
Komnosuuus npoJIOHrHpOBAaHHOTO AEHCTBUsA, NPEANOYTUTENbHO NPEAHA3HAYCHHAs
IJIsl BBEIEHUS MOAKOKHON MHBbEKLUEN OIMH pa3 B HEJEJI0, BKI0YAEeT 3KCEHATU B
kojudecTBe oT 0,1 mr no 3,0 mr, npeanoytutesbHo OT 0,5 Mr go 2,0 mr. Ilpumepsi
BKJIF04aroT 0,8 mr u 2,0 mr. [IpumepoM KOMIO3ULIMU 3KCEHATUAA NPOJOHTUPOBAHHOTO
NEeNCTBUSA SABJIAETCA NPOAYKT MOJ TOPrOBbIM HazBaHUEM Byetta LAR™,

IIpennoyTuTEeNbHBIN AMANIa30H JO3UPOBKU JUparayTuna cocrasusiet ot 0,5 mr no
3 mr, npexnae scero ot 0,5 mr 1o 2 Mr B ¢yT. IIpennouyTuTenpHbll 1uana3on
KOJIMYECTB B (papMalleBTUYECKOW KOMIO3HUIIUK cocTaBisier oT 0,5 mr no 2 mr.
IIpumeps! BxiarovaroT 0,6 mr, 1,2 mr u 1,8 mr. [IpeanoYTUTENBHO YKa3aHHbBIE
KOJIMYECTBA BBOASIT OJMH WIH BA pa3a B CYT MOAKOXXHON MHBbEKLIUEH.

Konuuectsa uaruduropa JAIII1-4 1 BTOPOro u/vjin TpeTbero TepaneBTHIECKOro
areHTa B (papManeBTUYECKOH KOMITIO3ULIMH, & TAK)Ke B CIIOCO0aX U MPUMEHEHHUSIX IO
HACTOSIIEMY U300PETEHHIO HAXOASTCS B COOTBETCTBYIOIIUX UANa30Hax JO3UPOBKH,
KaK onucaHo Bbilie. Hanpumep, npeanouTUTeNbHbIE AUAIA30Hbl JO3UPOBKU B
(dapmMaeBTUUECKOW KOMIIO3UIIUK, KOMOMHALIUH, CTOCOOe U MPUMEHEHHUH IO
HACTOSEMY H300pPETEHHIO BKIIIOYAIOT JIMHAMIMNTUHH B Kojudectse oT 0,5 mr o 10 mr
(mpexnae Bcero oT 1 Mr 1o 5 mr, mpexzae BCero ot 2,5 Mr Wik 5 Mr) u/uinu
HeoOs3aTenbHO MeTHOPMHUH B KosmdecTBe oT 250 mr 1o 1000 mr (mpesxne Bcero 500
mr, 850 mr unu 1000 mr). [IpeaAnOYTUTENBHBIM SBISETCS NEPOPATbHOE BBEASHHE OAUH
WUJINA [1BA pa3a B CYT.

B xoMOuHHUpPOBaHHBIX c0co0ax U KOMOMHHPOBAHHBIX MPUMEHEHUSX 10
HacrosimeMy n3obperenuto naruourop AIII-4 u BTOpOH M/MNK TpeTUu
TEpaneBTUYECKUH areHT BBOAST B KOMOWHAINH, BKJIIOYasi, HO HE OTPAaHUYNBAsCh
TOJIbKO UMM, BBEIEHUE AaKTUBHBIX HHIPEJUEHTOB B OJHO U TO XK€ BpeMms, T.€.
OJHOBPEMEHHO, UJIM B OCHOBHOM B OJHO U TO K€ BPeMsl, UJIU MOOYEPEAHOE BBEICHHUE
AKTUBHBIX MHIPEJUEHTA, T.€. CHadaja BBOAST OJUH MJIU ABA AKTUBHBIX UHIPEIUEHTA,
a yepe3 HEKOTOPBIN NEepPUOJ BPEMEHH BBOAST APYTUe NBA AKTUBHBIX MHIPEAUEHTA UIIH

OJVH aKTUBHBIM MHITPEAUEHT, T.€. 10 KPaHHEH Mepe ABa U3 TPEX aKTUBHBIX
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UHTPEUEHTOB BBOJST MOCIEIOBATENBHO. Y Ka3aHHBIA MEPUO BPEMEHH MOXKET
U3MEHsThCs B Auana3zone ot 30 MuH g0 12 4. Beenenune B KoMOMHAIUN UIIH
oovepeaHOE BBEIEHNE OCYLIECTBISIOT OJMH, 1BA, TPU HJIM YETHIPE pas3a B CYT,
NpEeANOYTUTENBHO OUH WM ABa pa3a B CYT.

ITpn komOuHMpoBaHHOM BBeneHun unruouropa JAIII-4 u Broporo u/unu
TPEThEro NPOTUBOANA0ETHYECKOTO areHTa BCe TPU AKTUBHBIX HHIPEANUEHTA MOTYT
NPUCYTCTBOBATh B €IMHON JEKApCTBEHHOM (OopMe, HampuMep, B OAHOH TabyieTke Uiu
KancyJje, UM OJMH WJIU IBA AKTHUBHBIX UHTPEIHEHTAa MOTYT MPUCYTCTBOBAThH B
OTZIEJIbHOM JIEKapCTBEHHOH popMe, HampuMep, B IBYX PAa3JIMUYHBIX HJIH OJHHAKOBBIX
JeKapCTBEHHBIX (popMax.

[Ipu moodepeAHOM BBEIEHUU OJHMH WUJIU J1BA AKTHBHBIX MHTPEIHEHTA
NPUCYTCTBYIOT B OT/EIbHOMN JIEKAPCTBEHHOH (popmMe, HampuMep, B IBYX Pa3JIMYHBIX
WJIU OJMHAKOBBIX JIEKAPCTBEHHBIX (opMax.

Takum obpaszom, papmaneBTudeckass KOMOMHALIUS 11O HACTOSIIEMY U300pET EHUIO
MOJXKET MPEACTABIATh COOOH €aNHbIE JIEKapCTBEHHbIE (POPMBI, KOTOPbIE BKIOYAIOT
unruourop JAIII-4 u BTOpOi#l M HEOOSA3aTENBHO TPETUI MPOTUBOANAOETHUECKUI areHT.
B npyrom BapuanTe dpapmareBTuyeckass KOMOMHAIUSA 11O HACTOSIIEMY U300PETEHUIO
MOXET MPEACTABIATh COOOM ABE OTAENbHBIE JEKAPCTBEHHBIE (POPMBI, IPUUEM OHA
nexkapcTBeHHas Gopma Bkaovaet uaruourtop MAIII-4, a npyrasa nexkapcTBeHHas Gopma
BKJIFOYAET BTOPOH U HEOOsA3aTENbHO TPETHH NPOTHBOANAOETUYECKUH areHT, HIIH B
ciy4yae TPOHHOH KOMOMHAIMU OJHA JIeKapcTBeHHAs popMa BKIOYAET HHTUOUTOD
JAIIII-4 u BTOPOM UJIM TPETHI MPOTUBOANAOETHYECKUIN areHT, a Apyras
JeKapcTBeHHAast popMa BKIOYAET TPETUH UJIM BTOPOH MPOTHBOAUAOETUYECKUN areHT,
COOTBETCTBEHHO. B Apyrom BapuaHTe, B ciiydyae TPOWUHONW KOMOUHALIMHU
¢dapmaneBTHUECKasi KOMOUHAIUS 1O HACTOSIIIEMY U300PETEHUIO MOJXKET MPENCTABIISITh
co00ii TpU OTAENbHBIE JeKapCTBEHHBIC (POPMBI, IPUUEM OJHA JIEKApCTBEHHas popMma
BKJtovaeT uarndourop JIII1-4, BTopast nekapcTBeHHas (OopMa BKIIFOYAET BTOPOM
NpOTHBOAHAOETUYECKHI areHT, a TPEThs JIeKapCTBEHHasi (JOpMa BKIIOYAET TPETHI
npoTuBognabeTnueckuii areHT. B npyrom BapuaHTe, B ciydyae ABOWHON KOMOMHAIIUU
¢dapmaneBTHUECKast KOMOMHAIUS 11O HACTOSIIIEMY U300PETEHUIO MOXKET MPEACTABIATD
co0oii 1BE OTAENbHBIE JIEKAPCTBEHHbIE (POPMBI, IPUYEM OJ[HA JIEKapCTBEHHas (opma
BkirouaeT uaruourop JAIIII-4, a BTopast nekapcTBeHHas popma BKIKOUYAET BTOPOH

NPOTUBOAHAOETUUECKHUI areHT.
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B 06beM HacTosAmero n300peTeHus BKIKYEH Ciiy4dail, KOraa aKTUBHBIN
UHTPEIUEeHT HeOOXOAUMO BBOAUTH OOJiee YacTo, HAMpUMep, ABa pa3a B CyT, MO
CPaBHEHHUIO C IPYTUM aKTUBHBIM HHTPEIHEHTOM(aMHU), KOTOPBIH, HAIpUMeEp,
HeoOXOAMMO BBOJAHMTH OAWH pa3 B CyT. B CBsI3M ¢ 5TUM TepMUH «BBEJECHHE B
KOMOMHAIMUY BKJIIOYAET Tak)Ke KypC BBEJAEHHUsI, KOIla CHavajla BCe aKTUBHbBIE
MHIPEeIHEeHThl BBOJAAT B KOMOMHAIINH, a Uepe3 HEeKOTOPHIH Mepuoa BpEMEHH CHOBA
BBOJISIT aKTHBHBIA HHIPEAUEHT U HA00O0POT.

Takum oOpa3om HacTosIee U300pETEHHE BKIOYAET TaKKe (papMaleBTUUECKHE
KOMOHWHALMH, KOTOPBIE MPEACTABISAIOT COOOH OTAENbHbIE JIEKAPCTBEHHbIE (POPMBI, TIPH
3TOM OJIHA JieKapcTBeHHas ¢popma BkirouaeT uanrudburop JAIII1-4 u BTOpOI U
He00s3aTeNbHO TPETHI TePAaNeBTUYECKUH areHT, a Apyras JekapcTBeHHas popma
BKJIFOYAET TOJbKO BTOPOU H/WUIIM TPETUN TEPaNeBTHUYECKUN areHT.

B cBsi3u ¢ 3TUM HacTosImee H300peTEHHE BKIIOYAET TaKKe papMaleBTUIECKUE
KOMITO3UIINY WJIM KOMOMHALMH IJIs1 pa3esIbHOTO0, OCIEI0BATEIbHOTO,
OJHOBPEMEHHOI 0, COBMECTHOI0, IO0YEPEIHOI0 UJIU XPOHOJOTHYECKOTO MPUMEHEHUS
AKTUBHBIX UHTPEIUEHTOB U KOMIOHEHTOB.

dapMaLeBTHYECKYIO KOMIIO3ULIMIO, KOTOpas MPEeACTaBIsAeT COO0H OTAENbHYIO
JeKapCTBEHHYIO (POPMY HIJIM MHOKECTBO JIEKAPCTBEHHBIX (OPM, MPEANOYTUTEIBHO
Ha0Op KOMIOHEHTOB, MOKHO HCIIOJb30BaTh P KOMOMHUPOBAHHOM JIEYEHUH, UTO
ofOecrneunBaeT YHUBEPCAJIbHBIH TEPANEBTUYECKUH MOJXO B COOTBETCTBUU C
VUHAVBHUYAJbHBIM TOTPEOHOCTSMH MALMEHTA.

B nmepBom BapuaHTe HAOOpP KOMIIOHEHTOB BKJIFOYAET:

(a) mepBOE OTHENIEHHE, COAEPIKAIIEE JIEKAPCTBEHHYIO (DOPMY, BKITFOYAOIIYIO
unrudurop JAIII-4 u no kpaiiHel Mepe oauH papMaLEeBTUUECKH MPUEMIIEMbII
HOCHUTENb, U

(6) BTOpOE OTHENIEeHHE, COAepIKAlIee JIEKAPCTBEHHYIO (OpMY, BKITIOYAOIIYIO
BTOPOH MpOTHBOANAOETUYECKUN areHT U MO KpalHell Mepe oanH GapManeBTHIECKH
NPUEMJIEMbIIl HOCUTENb, H HEO0SA3aTEeNbHO

(B) TpeThe oTAEIeHHNE, COAepIKalIee JIeKap CTBEHHYIO (OPMY, BKIIFOYAKO VIO
TpeTHil MPOTUBOANAOETUUECKUN areHT U N0 KpaliHell Mepe onnH papManeBTHIECKU
MPUEMIIEMBIA HOCUTEb.

Bo BTOpoM BapuanTe HaOOpP KOMIIOHEHTOB BKJIOYAET
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(a) mepBOe OTHENEHHE, COAEPIKAINEe JIEKAPCTBEHHYIO (OPMY, BKITFOYAOIIYIO
unruourop JAIIII-4 u BTOpO# UK TpeTUii NpoTUBOANAOETUUECKHI areHT, a TaKXKe IO
KpaiiHel Mepe oquH dpapMaleBTUUECKH IPUEeMIIEMbIHl HOCUTENb, U

(6) BTOpOE OTHENEHNE, CoNepIKalIee JEKAPCTBEHHYIO (OpPMY, BKIFOYAKOIIYIO
TPETUH MJIM BTOPOH MPOTHBOAHAOETHYECKHIT areHT, COOTBETCTBEHHO, U IO KpalHen
Mepe ofNH (papManeBTHUYECKH MPUEeMIIEMbI HOCUTEb.

B Tperbem BapuanTe HaOOpP KOMIIOHEHTOB BKJIIOYAET

(a) mepBOE OTHENIEHHE, CONEPIKAIIEE JIEKAPCTBEHHYIO (POPMY, BKITFOYAOIIYIO
unruourop JAIII-4 u no xpaiitHel Mepe oauH PpapMaleBTUUECKH MPUEMIIEMbIi
HOCHUTEJb, U

(6) BTOpOE OTHENEHHE, CoAepIKallee JEKAPCTBEHHYIO (OPMY, BKIIFOYAKO YO
BTOPOH M TPETUH MPOTUBOAMAOETUUECKHI areHT U MO KpaiHel Mepe OauH
bapmManeBTHUECKH PUEMIIEMbIII HOCUTEIb.

B onHOM 00BEKTE HACTOSAIIETO H300PETEHUS MPEIaraeTcs MpoayKT,
BKJIIOUAOITUH (papManeBTHIECKYI0 KOMOMHALMIO, TPEACTABISAIOIYI0 cO00H
OTZENbHBIE JIEKaPCTBEHHBIE (POPMBI 11O HACTOSIIEMY H300PETEHHIO, U TUKETKY UIIH
JUCTOK-BKJIAJbILI, COAEPIKANE HHCTPYKLUH, B KOTOPBIX YKa3aHO, YTO OTAEJbHbBIE
JeKapCTBEHHBbIE POPMBI CIEAyET BBOAUTH B KOMOWHAIIUN.

B nepBom BapuaHTe mpOAYKT BKJIKOUAeT (a) papMaLeBTUUECKYIO KOMIIO3HIIUIO,
copepxamyro narudourop AIII-4 mo HacTrosmemy n3obpereHuto, u (0) STHKETKY UIIH
JUCTOK-BKJIAJbILI, COAEPIKALUEe HHCTPYKILUH, B KOTOPBIX YKa3aHO, YTO JIEKAPCTBEHHOE
CPEACTBO MOJKHO UJIM CJIE€AYET BBOAUTH, HAIIPUMEP, B KOMOUHAIIUHU C JIEKAPCTBEHHBIM
CPEACTBOM, BKJIFOYAKOIIHM BTOPOI MPOTUBOANAOETHYECKUN areHT MO HACTOSAIIEMY
U300peTeHnI0, Uiu ¢ GUKCUPOBAHHON MM HEPUKCUPOBAHHON KOMOMHAMEH
(Hampumep, JTEKapCTBEHHBIM CPENCTBOM), BKIFOUYAIOIEH BTOPOM
NPOTUBOAHAOETUUECKHUI areHT U TPETUH NMPOTHUBOANAOETUYECKUI areHT 1o
HACTOSIIEMY U300PETEHHIO.

Bo BTOpOM BapuaHTe MPOAYKT BKJOUAET (2) BTOPOH MPOTHBOANAOETUYECKUN
areHT MO0 HACTOsIeMy H300peTeHHI0 U (0) STUKETKY MJIM JINCTOK-BKJIAABII, B
KOTOPBIX COAEPKATCS HHCTPYKLHH, TA€ YKA3aHHO, YTO JIEKAPCTBEHHOE CPEACTBO
MOYHO WJIU CJIEAYET BBOAUTH, HAIIPUMEpP, B KOMOMHALINH C JIEKAPCTBEHHBIM
cpeacTsoM, BkiIodaomuM uaruourop AIIII-4 mo HacTosmeMy H300PETEHHUIO, UITH C

¢uKcUpOBaHHON MM HEPUKCUPOBAHHONW KOMOMHauuel (HanpuMep, JeKapCTBEHHBIM
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cpeacTsoMm), Bkiaroyvarmeit uaruoburop AIIII-4 u Tperuii nporuBoanadeTHIECKUH
areHT IO HACTOSIIEMY M300pPETEHHIO.

B Tperbem BapuaHTe NMpOAYKT BKJIOUaeT (a) GapMaleBTHIECKYI0 KOMIIO3HUIUIO,
coxepxkamyro naruourop AIII-4 mo HacTosAmeMy H300PETEHUIO H BTOPOM
NpOTUBOANAOETUYECKHI areHT MO HAacTOosIeMy H300peTeHuto, u (0) STUKETKY UIIN
JUCTOK-BKJIAJbIII, B KOTOPBIX MPUBOASTCS MHCTPYKLHH, I'/I€ YKA3aHHO, YTO
J€KapCTBEHHOE CPEACTBO MOXKHO MJIH CJIEAYET BBOAUTH, HAIIPUMED, B KOMOUHALIUH C
JE€KapCTBEHHBIM CPEACTBOM, BKJIIOYAIOIINM TPETHH NPOTUBOANAOETUYECKUN areHT 1Mo
HACTOSIIEMY M300PETEeHHIO.

TpeOyemyro 103y papmManeBTUUECKONH KOMIO3ULINU MO HACTOSIIEMY
N300pEeTEHNUI0 OOBIYHO MOYKHO BBOJUTH B OJJHOKPATHOW CyTOYHOH 03€ MJIU B BUIE
pas/ieNeHHOW CYTOYHOM J03bl, KOTOPYIO BBOIST Y€Pe3 COOTBETCTBYIOIIHE MEPHObI
BPEMEHH, HAIPUMED, B BUIE ABYX, TpeX HiH Ooyiee 103 B CYT.

dapMaLeBTHYECKYIO KOMITIO3ULIHIO MOYKHO IepepadaThiBaTh B JIEKAPCTBEHHYIO
dbopmy 115 mepopanrbHOro, PEKTAIbHOTO, HA3aJbHOTO, MECTHOTO (BKJIFOYAs
BHYTPHOYKKAJIbHOE U MOABA3BIYHOE), UPECKOKHOTO, BATHHAIBHOT'O UITH
NapeHTePaIbHOro (BKJII0Yas BHYTPUMBIIIEYHOE, TOAKOKHOE U BHYTPUBEHHOE)
BBEJEHMUS B XKUAKOW uinu TBepaoi ¢popme unu B Gopme, NpUroaHON IJIs BBEASHUS
UHrajgAnuen win sayBanueM. [lepopanbHoe BBeIEHUE SBISIETCS NMPEANTOUYTHUTEIbHBIM.
CocTaBel pu HEOOXOAUMOCTH OOBIYHO MPEACTABISIIOT COOOH CTaHIapTHBIE
AUCKPETHBIE JIEKAPCTBEHHbIE GOPMBI, H X MOYKHO MOJYYHUTh JOOBIM H3BECTHBIM B
¢dapmaneBTHKe MeTOAOM. BCe METONBI BKIOYAKOT CTAIHIO CMELINBAHUS AKTUBHOTO
UHTpEeIUeHTa C ONHUM HiH OoJiee papMaleBTUUECKH MPUEMIIEMbIMU HOCUTENISIMU,
TaKUMH KaK KUAKHE HOCUTENIU HJIM TOHKOAUCIEPCHbIE TBEPAbIE HOCUTENH, HIIH
UCIIONB3YIOT 00a TUIIA HOCHUTENEH, a 3aTeM, TP HEOOXOUMOCTH, MOJYHYAIOT MPOAYKT
Tpedyemoil GopMBl.

dapMaLeBTHYECKYIO KOMIIO3ULIMIO MOYKHO nepepadaThiBaTh B TAOJIETKH,
I'PaHyJIbl, MEJKHE IPAHYJIbI, TOPOLIKH, KaNICYJIbl, MUKPOTA0JETKH, MATKHE KaIICYJIHI,
MUJIIOJIA, TIEpOpPaJIbHBIE PACTBOPBI, CHPOIIBI, CyXUe CHPOIIBL, )KeBaTeIbHbIC TA0IETKH,
NACTIJIKH, IIUNy4Yue TaOJeTKH, KA, CyCIeH31H, OBICTPOPACTBOPUMBIE TAaOIETKH,
nepopaibHble ObICTpOpacafaroImuecs TabJeTK U T.11.

dapmaneBTHYECKAas KOMIIO3UIUS U JEKAPCTBEHHBIE POPMBI IPEANOYTHTEIBHO

BKJIFOYAIOT OJUH WM Oosee papManeBTHUECKN NMPUEMIIEMBIX HOCUTENIEH.
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[IpennouTUTENbHBIMU HOCUTEISMU ABIAIOTCS KIIPUEMJIEMbIE» B CMBbICIIE
COBMECTUMOCTH C APYTHUMHU HHTPEAHUEHTAMU KOMITIO3ULIUU U OTCYTCTBUS
OTPHILATENBHOIO AeHCTBUS Ha perunueHTa. Ilpumeps! papmaneBrudecku
INPUEMJIEMBIX HOCUTEJIEH N3BECTHBI CIELUANNCTY B JAHHOW 00JIaCTH TEXHUKHU.

dapmaLeBTHYECKHE KOMIIO3ULINY, IPUTOIHbIE [JIsl IEPOPATBHOIO BBEJICHUS,
OOBIYHO TOJIYYAIOT B BUJE AUCKPETHBIX (OPM, TAKUX KAK KAICYJIbl, BKJIOYAs] MATKUE
JKEJATUHOBBIE KAICYJIbl, MAKETUKU HJIH TaOJETKU (KaKIble U3 KOTOPBIX COAEpPKAT
NpeaBapPUTENbHO OMpPEeAeIeHHOE KOJMYEeCTBO aKTHBHOTO HHIPEAUEHTA), MOPOLIOK HIIH
I'PaHYJIbl, PACTBOP, CYCIEH3HsI UJIU SMYJIbCHUS, HAIIPUMEP, CUPOIIBI, 3TUKCUPBI UITH
CaMO3MYJIbTUPYIOIINECS CUCTEMBI TOCTABKHU JiekapcTBeHHOro cpeactra (COCJIC).
AKTHBHBIE HHTPEIHEHTHI MOTYT MPEACTABIATh COOOH TakKe OOMOCH, KAIIKH TN
nactel. TabneTku U Kancynsl IJisi NEPOPaJIbHOTO BBEIEHHS CONEPIKAT CTAHAAPTHBIE
SKCLUMHUEHTHI, HAPUMEP, CBA3YIOIIHE areHThl, HAMTOJHUTEIH, CMa3bIBAIOIIHIE
BEIECTBA, AE3UHTETPHUPYIOIINE WM YBIAKHIOIMIE areHThl. Ha TabneTku MOKHO
HAHOCHUTB MOKPBITHE U3BECTHBIM MeTOOM. [lepopanbHble JKUAKHE MpenapaTsl MOTYT
NPEeACTaBIATh COOOH, HAPUMED, BOJHBIE UM MACJsSIHbIe CYCIIEH3UH, PACTBOPHI,
SMYJIbCUHU, CUPOTBI UJIU 3JIUKCUPBI, UM MOTYT IPEACTABIATh COOON CYXOH MPOAYKT,
npeaHa3sHauYeHHbIN I pACTBOPEHUS B BOJAE UJIU IPYTrOM MPUTOJHOM HOCUTENE
HEINOCPEACTBEHHO Nepea UCIONb30BaHueM. Takue XKUAKUe MpenapaTsl COJepKaT
CTaHIApTHbIE NOOABKH, TAKHE KaK CYCINEHANPYIOIIHE areHThl, IMYJIbTHPYIOIIHE
areHThbl, HEBOAHbIE HOCUTENIHN (KOTOPBIE BKJIIOYAIOT IMHINEBbIE MACIa) UIN
KOHCEPBAHTBI.

dapMaLeBTHYECKYIO KOMIIO3ULIHIO MO HACTOSIIEMY H300PETEHHIO TaAKXKEe MOXKHO
nepepadaTeiBaTh B POpMY ISl MapPEHTEPATBHOTO BBEIEHU (HApUMep, s
WHBEKLHH, HAIPUMEp, CTPYHHOrO UM HENPEPbIBHOTO BIMBAHUSA) U B CTAHIAPTHYIO
JEKapCTBEHHYIO (OPMY B aMIyJiaxX, MPEIBaAPUTEJbHO 3aMOJHEHHBIX IMPHIIAX,
KOHTeHHepax st BIUBAHHS HEOOJNBIIOro o0beMa UM KOHTEHHepax ¢
MHOTOKPAaTHBIMHU J103aMH ¢ JoOaBJeHHEM KoHcepBaHTa. KoMmo3uum Moryt
NpeAcTaBIsATh cOO0H OpMBI, TaKue Kak CYCIIEH3UHU, PACTBOPHI MJIM 3MYJIbCHH B
MAaCJISTHBIX WJIM BOJHBIX HOCHUTEISX, U MOTYT COJEP KaTh TEXHOJIOTHUYECKHE JOOABKH,
TaKWe KaK CyCHEeHANPYIOLHe, CTAOMIN3UPYIOIINE W/ WU IUCIIEPTUPYIOIIHE areHThl. B
APYrOM BapHaHTE aKTUBHBIE HHIPEJUEHThI MOTYT MPENCTABISATh COOOH MOPOIIOK,

HOHy‘{eHHblﬁ IIpHU BBIACJICHUU TBCPAOrO BCIICCTBA B CTCPUJIbBHBIX YCJIOBUAX HUIIN
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anodunu3anuei u3 pacTBopa, NpeIHa3HAYEHHBIH ISl PACTBOPEHUS Mepen
UCIIOJIb30BAHUEM B IPUTOJHOM HOCHTEJE, HAIIPUMED, B CTEPUIbHON alupOreHHOM
BOJE.

Haubonee npeano4TUTEIbHON CTAaHAAPTHON JIEKapCTBEHHOH (HopMOit
bapMaLeBTHYECKUX KOMITO3UIUH, IPUTOAHBIX JJI PEKTAJIbHOIO BBEICHHS, B COCTAB
KOTOPBIX BXOJUT TBEPJbIH HOCUTEb, SIBJISIOTCS cynno3utopuu. IIpuronnele Hocurenu
BKJIFOYAIOT MAcCJIO KaKao U IPyrue U3BECTHbIE MATEPHUaJbl, OOBIYHO HUCIOJb3yeMbIe B
JAHHOW 00JIACTH, M YKa3aHHbIE CYMIO3UTOPHH OOBIYHO MOJYYAIOT MPH
nepeMeIlNBAHUN aKTHBHOTO(bIX) COENUHEHUsI(M) C pa3MATrYeHHBIM(MH) HITH
pacryiaBaeHHBIM(MHU) HOCUTEJIEM(MHU), a 3aT€M OXJIAKIAKT U NPUAAT Gopmy
MeTOonoM (OPMOBAHUS.

IIpu papmManeBTHYECKOM BBEIEHUH TEIJIOKPOBHBIM MTO3BOHOYHBIM, MPEKIE
BCETO YEJIOBEKY, COEJUHEHHUsI 110 HACTOSIEMY H300pEeTEeHHIO OOBIYHO BBOAST B J03aX
ot 0,001 mo 100 mMr/kr mMaccel Tena, NpeanoYTUTENbHO B go3e 0,1-15 Mr/kr, B Kaxkaom
cinydae ot 1 o 4 pa3 B cyT. J{s yka3aHHOW LeJ COeTUHEHUs, HEO03aTEbHO B
KOMOMHALMK C IPYTUMH aKTUBHBIMHU COEIMHEHHUSMH, MOKHO CMEIINBATh C OAHUM HIIH
OoJsiee MHEPTHBIX CTAHIAPTHBIX HOCUTENEH W/unu pa3baBuTeneil, Hampumep, ¢
KYKYPY3HBIM KPaxMaJiOM, JJAKTO30H, MIHOKO301, MUKPOKPHUCTANINYECKON
LEJUTKO 10301, CTE€apaTOM MarHus, MOJUBUHUINUPPOIUAOHOM, TUMOHHOU KUCIOTOH,
BUHHOI KHCJIOTOH, BOAOH, CMEChIO BOJIa/3TaHO, CMEChIO BOJA/TIULIEPHH, CMECHIO
BOAA/COPOUT, CMECHIO BOAA/NOIHAITUICHIJIMKOJb, MPONMUIIEHIIHKOJIEM,
LETUJICTEAPUIIOBBIM CITUPTOM, KapOOKCHMETHIILIEIUTIOI0301 UITH KUPHBIMU
COeIUHEHUSMH, TAKMMHU KaK TBEPIbIH KUP, UJIM UX MPUTOAHBIE CMECH, U
nepepadaTeiBaTh B CTAHIAPTHBIE FAJEHOBBIE MPENapaThl, TAKUE KaK MIIOCKHE TaOJIeTKH
WU TaOJIETKH C MMOKPBITUEM, KATICYJIbl, TOPOIIKHU, CYCIIEH3HH UJIU CYNIO3UTOPHH.

Takum obpazom, papManeBTHUECKHE KOMIIO3UIUH IO HACTOSILIEMY
nzo0pereHuro, BkiIovarmue nHruouToper JAIII1-4, kak onpeneneHo B JaHHOM
KOHTEKCTE, MOYKET MOJYYUTh CIEHATUCT IO U3BECTHBIM B JaHHOI o0nactu
METOJHUKAM C UCTIOJIb30BaHNEM (PapMaleBTUUECKU MTPUEMIIEMBIX SKCITUITUEHTOB /IS
koMno3unui. [IpuMepsl yKka3aHHBIX S3KCHUNHEHTOB BKJIIOYAOT, HO HE OrPAHUYUBASICh
TOJBKO UMH, pa30aBUTENH, CBA3YIOIINE, HOCUTENH, HAIOJHUTEHN, CMa3bIBAIOLITNE

BCIICCTBA, ArCHTBI, MOBBIIAKIIHUEC TCKYYCCTb, 3aMEAJIUTCIIN KPUCTAJIJIU3allUH,
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Ie3UHTETPUPYIOIINE areHThl, COMOOMIN3aTOphl, Kpacurenu, peryastopsl pH, ITAB u
3MYJIBraToOpPHI.

IIpumeps! npuroaHbIx pazdaBuTeseil s COEJUHEHUN COTJIIACHO BapUaHTy A
BKJIFOYAIOT NMOPOIIKOOOPA3HYIO LEJII0JI03Y, ruapodocdat KaabLUus, SpUTPUT,
TUAPOKCUMIPONUIILIEIIIONI03Y C HU3KOH CTENEeHBbIO 3aMELIeHUs], MAHHMUT,
MpeIBapUTENIbHO JKEeJTATUHU3UPOBAHHBIN KpaxMal wiu KCuiauT. Cpenu yKka3aHHbIX
pazbaBuTesieil Hanboee MPEAMOYTUTETbHBIMU SIBJISIFOTCS MAHHUT,
TUAPOKCUTIPOMUIILIENIIIOJ03a C HU3KOH CTENEeHbIO 3aMEeIeHNs U NIPEeIBAPUTEIbHO
JKEJTaTUHU3UPOBAHHBIN KpaxmMal.

IIpuMeps! NPUTOAHBIX CMa3bIBAIOLIUX BEILECTB JJIsl COEAUHEHUI 110 BapHaHTy A
BKJIIOYAIOT TAJBK, MOJUITHIIEHIIUKOJb, O€reHaT KaJbLHs, CTeapaT KaJblus,
rUJPUPOBAHHOE KaCTOPOBOE MAacJo WM cTeapaT Maruus. Cpeau ykazaHHbIX
CMa3bIBAOLINX BELIECTB HANOOJIEE MPEAMOUTHTEIbHBIM SIBJISIETCS CT€apaT MarHusl.

IIpuMeps! NPUTOAHBIX CBA3YIOINUX AJIsl COEAUHEHUN IO BApUAHTY A BKJIIOUYAIOT
KOTOBHUOH (COMOJMMEPHl BHHUJMIUPPOIUAOHA H APYTUX BUHUIOBBIX TPOU3BOIHBIX ),
rugpokcunponunMmetwineioaosy (ITIML), ruappokcunponunuesnono3y (I'TILT),
NOJIMBUHUIIUPPOIUIAOH (MMOBUIOH), MPEABAPUTEIHO KEJTATUHU3NPOBAHHBIM KpaxMal
WY THAPOKCUIIPOTHUIILEIUTI0NO03Y ¢ HU3KoM creneHbio 3amemenus: (HC-T'TIL). Cpenu
yKa3aHHBIX CBA3YIOLIUX HanOOJee MPeAnOUYTUTENbHBIMU ABIAIOTCS KOTIOBUIOH H
NpeABAPUTENbHO KEJTATUHU3UPOBAHHBIN Kpaxmall.

IIpuMeps! NPUTOAHBIX AE3UHTETPUPYIOLUIUX AT€HTOB AJIsl COEJUHEHHUH 1O
BapHaHTy A BKJIOYAIOT KYKYPY3HBIH Kpaxmal Wil KpocrnoBuaoH. Cpenu yKazaHHBIX
IE3UHTEeTPUPYIOIINX areHTOB HanOOoJIee MPEeAMOUYTHTEIbHBIM SBJISIETCS KYKYPY3HbIH
Kpaxmadl.

[IpurongHsie ciocoObl MONyUeHUsT papMareBTUIECKUX KOMIIO3UIUH HHTHOUTOPOB
JIIII-4 mo BapuaHTy A HACTOAIIETO U300PETEHUS BKIIOYAOT

- IpsIMOe Ta0JEeTUPOBAHHE AKTUBHOI'O COEMHEHHS U3 MOPOIMIKOOOPa3HBIX
cMecel ¢ MPUTOAHBIMHU SKCUUNMUEHTAMH 1151 TaOJIeTUPOBAHUSA,

- TPaHYJISIUIO B CMECHU C MPUTOJHBIMU 3KCLUMIIUEHTAMHU, NOCHeAyIolee
CMEIINBAHNE C MPUTOJHBIMHU 3KCLHUITUEHTAMHU U MOCHenylnee TablieTHpOBaHNE, &
TaK)K€ HaHECEHHE MUIEHOUYHOTO MOKPBITHUS, UJIH

- YIAKOBKY MOPOIIKOOOPa3HbIX CMECEH MJIM I'PaHyJI B KaICYJIbI.

IIpurogHsie ciocOOBI IPaHYISILUH BKJIIOYAIOT:
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- BJIQJKHYIO T'PAHYJISILUIO B CMECUTEJIE C BBICOKONW CKOPOCTBIO NEPEMEIINBAHUSA C
MOCJEAYIO UM BBICYLIIMBAHUEM B MCEBIO0KUKEHHOM CJI0€,

- TPaHYJIALUIO B OJHON YCTaHOBKE,

- TPAHYJISALMIO B IICEBIOOKUKEHHOM CJIOE, WU

- CYXYIO FPaHyJIALUIO (HampuMep, pOTALlMOHHBIM YIIJIOTHEHHEM) B CMECH C
NPUTOJHBIMHU SKCIUITUEHTAMH U MOCIeayonee TadIeTUpOBaAHNE WU YIIAKOBKY B
KarcCyJbl.

Tunuynas komno3unus uaruoutopa JAIII1-4 nmo BapuaHTy A HacTOSIIETO
n300peTeHUs BKIOYAET MePBbId pa30aBUTENb - MAHHHT, MPEIBAPUTEIBHO
KEJTATUHU3UPOBAHHBIN KpaxMall B KA4eCTBE BTOPOTO pa30aBUTEINs C
JNOMOJHUTENbHBIMHA CBOMCTBAMHU CBA3YHOINErO, CBA3YIOIIUNA areHT - KOMMOBUAOH,
NE3UHTErpUPYOLINNI areHT - KYKYPY3HbIM Kpaxmall, a TakKe cTeapaT MarHus B
Ka4eCTBE CMAa3bIBAIOINEro BEI[ECTBA, MPU 3TOM KOIMOBUIOH U/UIIU KYKYPY3HBIN
KpaxmaJ SIBJISIIOTCS HE00S3aTeNIbHBIMU.

bonee mogpobHOE onucaHue JEeKapCTBEHHBIX (HOPM, KOMIO3ZHIIUNA U CIIOCOOOB
BBeneHuss uHrnouTopos /AII1-4 mo HacTosimemMy M300pEeTEHNIO MPUBEIEHO B HAYYHOM
JUTEpaType W/ UK B ONMyOJIMKOBAHHBIX MATEHTHBIX HOKYMEHTaX, NMPEeXe BCEro,
LUTHPOBAHHBIX B TAHHOM KOHTEKCTE.

dapmaLeBTHYECKNE KOMIIO3ULIMH (UJIU COCTABbI) MOXHO yYIIaKOBBIBATh
pasnu4yHbIMU criocobamu. OOBIYHO U3ENNe I PACIPOCTPAHECHHS BKIIIOYAET
KOHTEHHep, KOTOPBIH COAEPKUT (PapManeBTHUECKYI0 KOMIIO3HIINIO B
coorBercTByroIel popme. TabneTku 0OBIMHO YIAKOBBIBAIOT B COOTBETCTBYIOIIYIO
NEePBUYHYIO YIIAKOBKY, YAOOHYIO JJIsl TPAHCIIOPTUPOBKH, PACIPOCTPAHEHUS U
XPaHEHHS, a TaKKe 00eCTeYnBaIOIYI0 JOCTATOUYHO BBICOKYIO CTAOUIBHOCTH
KOMIO3ULIUU NIPU NPOAOJKUTEIbHOM KOHTAKTUPOBAHUH C OKPYIKAI0 e Cpenon npu
XpaHEeHUHU. B kauecTBe MEpBUYHBIX KOHTEHHEPOB AJIs TaAOIETOK HUCIOJIB3YIOT (hIIAKOHBI
WIN OMUCTEpHBIE YIAKOBKU.

[IpuronHslii ¢paakoH, HaIpUMep, 1 papMaLeBTUUECKOW KOMIIO3UIIUU HIIH
koMOuHaUWu, Bkarodaromen narudurop JAIII1-4 cornacHo BapuaHTy A 1o
HACTOsIIEMYy M300PETEeHUI0, U3TOTOBJIEH U3 CTEKJa WU nojuMepa (IpeanoYTUTENbHO,
noymnponunena (I1IT) unu nonustuneHa Boicokoi naotHocTH (IT9BII)) u repmeTnyHO
3aKPBIT 3aBUHYHMBAIOMIENHCS KPBIIIKONH. 3aBUHUMBAIOIIYIOCS KPBIIIKY CHAaOKaOT

0e30macHBIM 3aTBOPOM JJIs 3ALUTHI OT AeTel (Harmpumep, 3aTBOPOM THIA KHAXKATh U
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NOBEPHYTHY» («press-and-twisty)) Aisi npenoTBpalleHHus] WU 3aTPYIHEHUs JOCTyNa
nerei k copepxkumomy. IIpn HeoOxoauMOCTH (HapuMep, B YCIOBUAX BBICOKOH
BJIAJKHOCTH) CPOK F'OJTHOCTH YIIaKOBAHHOW KOMIO3MIIMU MOXHO IPOAJIUTD 32 CUET
JOTIOJHUTEJBHOTO MPUMEHEHHUs OCYLINTENs (TAKOTO KakK, HalpuMep, OEHTOHUTOBAs
IJINHA, MOJIEKYJISIpHBIE CUTA, WJIH, MPEANOUYTUTENbHO, CUIUKATEb).

IIpuronnas 6aucTEepHAs yIaKOBKa, HAIpUMep, AJst papManeBTHIECK O
KOMIIO3HMIIMU WJIK KOMOMHauuu, conepskameii uaruourop AIII1-4 cornacHo BapuaHTy
A HacTosimero n300peTeHus1, BKIKOYAET UM COCTOUT U3 BepXHEH Gonbru (KoTopas
paspbIBaeTCs MPHU U3BJICUEHUHU TaOJETOK) U HUKHEH 4acTu (KOTOpasi CONEPIKUT STUCHKH
st Tabyerok). BepxHsis Gponbra MOXeT ComepiKaTh METAJUIMYECKYIO QONBry, pekae
BCETO AJFOMHHHUEBYIO QONbry uiu Qosbry U3 aJlOMHHUEBOTO CIJIaBa (Hampumep,
TONMUHON OT 20 MKM 10 45 MKM, NPeanouTUTeNbHO OT 20 MKM 10 25 MKM), Ha
BHYTPEHHIOK CTOPOHY KOTOPOW HaHECEH TEPMOYYBCTBUTEIbHBIN NOJIUMEPHBIN CIIOU
(uzonupyromas ctopona). HUKHSISI 4aCTh MOXKeT COAepKaTh MHOTOCTOHHYIO
noauMepHyr (oibry (Takyro kak, Hanpumep, noqusuauiaxjgopun (IIBX) ¢
nokpeiTieM u3 nonusuHunuaeHxgopuna (IIBAX), nnu ¢onsra us I1BX,
JaMUHUpPOBaHHasA nonuxjoptpudropstuiesom (IIXTDI)) nan MHOrocIoiHy0
donbry nonumep/meran/monuMep (Takyr Kak, HaIpuMep, JaMUHUPOBAHHAs
komno3unus [1BX/anoMuuui/nonuamMus, nojy4eHHast XOJ0AHBIM (OPMOBAHHUEM).

H3nenue xpoMe TOTO BKJIIOYAET ATUKETKY UJIM JIUCTOK-BKJIAABILI, I7I€ MPUBEIECHBI
MHCTPYKLHUH, OOBIYHO BKJIAJIBIBAEMbIE B KOMMEPYECKHE YITaKOBKHU JIEKAPCTBEHHBIX
npenaparoB, KOTOpbIe CoAep KaT HHOOPMALUIO O TOKA3aHUSIX, TPUMEHEHHH,
IO3UPOBKE, BBECHUHU, IPOTHBOMOKA3AHUSAX U/UIU NPEAYNPEKASHUIX, KACAIOIIUXCS
NPUMEHEHHUs YKa3aHHBIX JIEKAPCTBEHHBIX MpenapaToB. B onHOM BapuaHTe Ha
STUKETKE WJIU JIUCTKE-BKJIAbIIIE B YIIAKOBKE YKA3aHO, YTO KOMITO3ULIMEO MOYKHO
UCIIONIb30BaTh JJIs JTIFOOBIX I[eJIel, OMUCAHHBIX B TAaHHOM KOHTEKCTE.

dapmMaLeBTHYECKNE KOMIIO3ULIMHU U CIIOCOOBI IO HACTOSIIEMY U300PETEHUIO
XapaKTEePU3YIOTCs ONIarONpUsITHBIMHU AEHCTBUSIMH ITPH JEUYEHUU U TPOPUIAKTHKE
3a00€BaHUN U COCTOSTHUMN, KaK OMHCAHO B JAHHOM KOHTEKCTe. J|BOWiHbIE KOMOMHALINHU
XapaKTEePU3YIOTCs ONarONpPUsITHBIMH AEHCTBUSMH MO CPABHEHUIO C JIEYCHHEM
AKTUBHBIM HHTPEIMEHTOM B peXKUMe MOHOTepanuu. TpoiiHble KoMOUHAIIUN
XapaKTEPU3VIOTCS OJArONMPUATHBIMHU JeHCTBUSIMU 1O CPABHEHHUIO C IBOWHOHN Tepamuen

OAHUM UJIN ABYMS U3 TPEX AKTUBHbIX UHTPCAUCHTOB. BHaFOHpI/IHTHbIe I[eﬁCTBI/Iﬂ
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NPOSIBJISIIOTCS, HAIIPUMED, B OTHOIIEHUH 3 (PEKTUBHOCTHU, TO3UPOBKH, YaCTOTHI
BBEAEHUS O3Bl PapMaKOIUHAMHYECKUX CBOMCTB, (PapMaKOKMHETUUYECKIX CBOMCTB,
CHUJKE€HUS NOOOUYHBIX NeHCTBUH, yIOOHOro cnoco0a NMpUMEHEHHUs], COTJIacHs MalueHTa
U T.I.

Crioco0Obl moMydeHus: TMHATIUITHHA U3BECTHBI CIIEIHAINCTY U ONMCAHBI B
JUTEepatype, mpexae Bcero, onucanbl B 3asiskax WO 2002/068420, WO 2004/018468
wiu WO 2006/048427, conep:kaHue KOTOPBIX BKIOYEHO B HACTOSIIEE ONMUCAHHUE B
KadecTBe CChUIOK. [TomuMopdHbIe KpucTalIuuecKkrne MOAU(pUKALME U KOMITO3ULIHH
KOHKpeTHbIX nHruburopos JAIIT1-4 onucansl B 3asaBkax WO 2007/128721 u WO
2007/128724, cOOTBETCTBEHHO, COMEPKaAHUE KOTOPBIX B MOJHOM 00beMe BKIIOYEHO B
HACTOsIIIee ONMHUCAHUE B KaUe€CTBE CChIIOK. KOMMO3HMIINYU KOHKPETHBIX HHI'HOUTOPOB
JAIIII-4 ¢ MmeTOPMUHOM HIIH APYTUMU KOMIIOHEHTAMH KOMOWHAIUH OTIMCAHBI B
3asBke WO 2009/121945, conepkaHne KOTOPOH B MOJHOM O00BbeMe BKJIIOYEHO B
HACTOsILE€Ee OMUCAHUE B KAYECTBE CCBLIKU.

CnocoOsl monyuenus npyrux narudburopos [AII1-4 onucaHsl B Hay4HOU
JUTEpaType W/ UK B ONMyOJIMKOBAHHBIX MATEHTHBIX JOKYMEHTAX, MPEXIE BCETO,
LIUTUPOBAHHBIX B TAHHOM KOHTEKCTE.

AKTHUBHBIE UHTPEIHEHTHI, Npexae Bcero unruodurop JAIII-4 u/unu BTopoit u/umu
TpeTHUil IPOTUBOANAOETHYECKUN areHT, MOTYT IPUCYTCTBOBATh B BUIE
dapmaneBTHYECKN TpUeMIIeMOl conu. PapManeBTUYECKU TPUEMIIEMbIe COJIH
BKJIIOYAIOT, HO HE OTPAHUYMBASACH TOJIBKO UMHU, COJIM HEOPTAHUYECKUX KUCJIOT, TAKUX
KaK XJIOPUCTOBOJOPOHAS KUCIIOTA, CEpHasi KUCI0Ta U pocopHas KUCIOTA, COIU
OpraHNYeCKUX KapOOHOBBIX KUCJIOT, TAKUX KaK IIaBeJieBas KMCJIOTa, YKCYCHasl
KHCJIOTA, TUMOHHAs KHCJIOTa, 10JIOUHAas KUCIoTa, OeH30iHAs KHCI0Ta, MaJIEeHHOBAs
KHCJIOTa, PyMapoBasi KHCIOTA, BUHHAS KUCJIOTA, SHTAPHAS KUCJIOTA U [IyTAMUHOBAS
KHCJIOTA, & TAK)KE COJM OPTaHUYECKHUX CYJIb(OKUCIOT, TAKUX KaK METaHCYIb(OHOBAS
KHCJIOTA U Mapa-ToiyoscynbpoHoBas kuciaora. Conu noaydarT Ipu CMEIIUBAHUH
COEIUHEHHUs U KHUCJIOTHI B COOTBETCTBYIOIIUX KOJUYECTBAX U COOTHOLICHUSX B
pacTBOpPHUTENE U pas3jararmieM areare. Mx takke moay4aroT METOAOM KaTHOHHOTO
WJIM aHHOHHOTO OOMEHa U3 APYTHX COJeH.

AKTHBHBIE HHTPEIHEHTHI UJIU X (PapMaLeBTUUECKH IPUEMIIEMbIE COJIU MOTYT

NPpUCYTCTBOBATH B BUAC COJIbBATA, TAKOI'O Kak, rupaT UJIu aAAyYKT CO CIIUPTOM.
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B cBsi3u ¢ TeM, uTO pasnuuHble MeTabonuueckne QyHKIMOHAJIbHbIE HAPYIIEHHUS B
OOJIBIIMHCTBE CJIy4aeB PAa3BUBAIOTCS OJHOBPEMEHHO, YACTO PEKOMEHAYETCS
KOMOMHUPOBATH PsAX AKTUBHBIX ar€HTOB C PA3JUYHBIMU MEXAHU3MaMHU IeHCTBUSA.
Taxum 00pa3oM B 3aBUCUMOCTH OT JUATHOCTHPOBAHHBIX (PYHKLHMOHAIBHBIX
HapyLIEHUH MOKHO MCIOJIb30BATh YJIYYLIEHHBIH CIOCO0 JIeUeHHs, eClin
koMOuHupoBaTh HHTrUOUTOP JAIII1-4 ¢ aKTUBHBIMH COEJUHEHUSIMU, KOTOPbIe OOBIUHO
UCTIONB3YIOTCS ISl JIEYEHUs] COOTBETCTBYIOIUX HAPYIIEHUN, TAKUMHU KaK, HAIPUMED,
OHO WU 0OJIee aKTHBHBIX COCNMHEHHH, BBIOPAHHBIX U3 APYTHUX
NPOTUBOAHAOETUUECKUX COSUHEHUH, TPEXKAe BCEro aKTUBHBIX COCIMHEHHH, KOTOpPbIE
CHUJKAIOT YPOBEHb caxapa B KPOBU MJIM YPOBEHb JIMIIUJIOB B KPOBH, MOBBIMIAIOT
YPOBEHB JIUMONMPOTEHHOB BbICOKOH miuoTHOCTH (JIIIBII) B KpOBH, CHUXKAIOT KPOBSIHOE
JaBJIEHUE, UJIN KOTOPbIE HA3HAYAIOT JJIS JICUEHUS aTePOCKIIEPO3a NI OXKUPCHUSL.

Nuaruburopsr AII1-4, ymoMsiHyThIE BBIIE, KPOME UX MPUMEHEHUS ISl JEYEHHUS B
peXuMe MOHOTEpPAINU, MOKHO TaKXe€ HUCTIOIb30BaATh B KOMOMHALIMY C IPYTUMH
AKTUBHBIMHU COE€IMHEHHSIMH, YTO MPUBOAUT K yJIY HUIEHHUIO PE3YyJIbTATOB JIEUCHUS.
VYkazaHHOe KOMOMHUPOBAHHOE JIEUEHHE MOJKHO UCIIOJIb30BaTh B BUAE CBOOOHOI
KOMOWHAUMHU cOeNUuHEeHnH unu B Gopme GUKCUPOBAHHON KOMOMHAIIMHU, HATIPUMED,
tabnerku unu kancynsl. Heobxonumele s 3Toro papmaneBTHYECKHE COCTABBI
KOMIIOHEHTAa KOMOMHALIUHU SIBIAIOTCS KOMMEPUYECKUMHU MPOAYKTAMH UIIU UX MOXKET
HOJIYYUTh CIEUATUCT B JAHHOIN 00JIaCTH MO CTAaHJAPTHBIM METOJUKAM. AKTHBHBIE
COEIMHEHHUs, KOTOPbIe MOXKHO MOJYYUTh B BIUAE KOMMEpPUECKUX (hapMaleBTHIECKUX
KOMIIO3MIIMH, OMMCAHBI B MPEILIECTBYIOINEM YPOBHE TEXHUKH, HAIPUMED, B €KETOIHO
U3/1aBAEMOM IMEepeYHe JICKAPCTBEHHBIX CPEACTB, B CIPABOYHUKE JIEKAPCTBEHHBIX
cpenctB «Rote Liste®» denepanbHoii acconuanuu GapManeBTHIECKOM
NPOMBIIIJICHHOCTH, UJIU B €KEeTrOJHO OOHOBJISIEMOM CIIPABOYHHUKE
bupM-ipou3BOAUTENCH O PELENTYPHBIX JIEKAPCTBEHHBbIX cpeacTtBax «Physicians’ Desk
Referencey.

[IpuMeprl KOMIOHEHTOB NMPOTUBOANAOETHUECKOH KOMONHAIINN BKJIFOYAIOT
MeT(HOPMUH, CYTb()OHUIMOYEBUHBI, TAKHE KaK TTUOCHKIAMUI, TOIOYTaMUI,
TJIUMENUPUA, TIUNU3UL, TIUKBUAOH, TITUOOPHYPHUA U TJIHUKIA3U], HATETJIUHH,
penarJuHuA, THa30JUIHHANOHBI, TAKHE KaK PO3UTIUTA30H U MUOTJIUTA30H,
moaynaTopel PPAR-y (penentop, akTuBupyemblii npoaudepaTopoM MepoKCHcoM),

TAKHUEC KaK METarjnuaa3bl, arOHUCThI PPAR-’Y, TAaKUE€ KaK PUBOTJIUTA30H, MUTOTJIUTA30H,
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INT-131 unu 6anarnurazoH, antaroHuctel PPAR-y, monyastoper PPAR-y/o, Takue
KaK Te3arjurasap, Mypariurasap, ajseraurasap, ugaerauraszap u KRP297,
monyisatopel PPAR-y/a/8, Takue xak noberiauraszon, aktuBatopsl AMPK, Takue kak
AICAR, uaruburops! anerun-KoA-kap6okcunasst (ACC1 u ACC2), uHruOuTOpbI
auanunrnunepuH-aneruntpancdepassl (DGAT), aronuctst GCRP B-knerok
MOKEJIyTOYHOM xene3bl, Takue kak aroHucTol SMT3-penentopa u GPR119, rakue
kak aroHucTel GPR119, 5-3tun-2-{4-[4-(4-rerpason-1-undeHokcuMeTn)THa3on-2-
wi|nunepuauH-1-un} nupumuause win S-[1-(3-uzonponun|1,2,4]okcaguazon-5-
WI)TTUTIEPUANH-4-HIMETOKCH |-2-(4-MeTaHCyIb( OHMI( EHUIT ) TUPUANH, HHTUOUTOPBI
11B-HSD, aronuctel unu ananoru FGF19, 6nokatopsl o-riiroko3uaas, Takue Kak
akap0o3a, BOrnb03a U MUTJIUTOJI, AHTATOHUCTHI-O2, HHCYJIMH U aHAJOTH UHCYJIHHA,
TaKWe KaK MHCYJIUH YeJIOBeKa, WHCYJIMH JU3IPO, NHCYJHNH IIy3HJINH,
pAHK-uncynunacnapt, uacyaud NPH, uHCynuH geTeMup, UHCYJIUH IErNyaeK,
WHCYJIMH TPEromnuj, UMHKOBAast CYCIeH3HsI UHCYJIMHA U UHCYJIUH rnaprul, [ W1,
aMUJIMH U aHAJIOTH aMIUIMHA (HampuMep, npaMiauHTUA unu aasanuHTun), ['TIII-1 u
ananoru I'TITI-1, Takue kak sKkCeHAUH-4, HaIpUMep, SKCceHaTu, skcenatua LAR,
AUpariayTun, Tacnoriaytun, aukcusenatun (AVE-0010), LY-2428757, nynarnytua
(LY-2189265), cemarnytun unu anouranytun, naruouropsl SGLT2, Takue kak
nanarnudnaosun, cepraudnosun (KGT-1251), arurnudno3zun, kanarnu@ao3uH,
unparaudino3us uiu ToGoraupao3uH, UHrUOUTOPBI MPOTEUHTHPO3HUHPOChHaTa3bI
(Hampumep, TPOAYCKBEMHUH ), HHTUOUTOPBI IIOK03a-6-pocdarazpl, MOAYISTOPHI
dpykrosa-1,6-6ucdocdarassl, MOIYIATOPHI FIUKOTEHPOCHOPHUTA3HI, AHTATOHUCTHI
peLenTopa riroKaroHa, HHruoutopsl pocdoenonnupysatkapookcuknnas bl (PEPCK),
uHruOutopsl nupysataeruaporenasaknHasbl (PDK), nHruburops! Tupo3nHkuHas (0T
50 mr no 600 mr), Takue kak peuentopHas kuHaza PDGF (cm. nmatent EP-A-564409,
3assBky WO 98/35958, marent US 5093330, 3assku WO 2004/005281 u WO
2006/041976) unu cepuH/TPEOHUHKUHA3, MOIYJISATOPBI ITFOKOKHHA3bI/PEry IS TOPHBIX
OeKOB, BKJIFOUAs] aKTUBATOPHI MTIOKOKMHA3, HHIUOUTOPBI TIMKOT€HCUHTA3aKMHA3BI,
UHTUOUTOPBI HHO3UT-5-pochaTassl Tuna 2, cogepxkameit SH2-nomen (SHIP2),
unruoutopsl IKK, Takue Kak caaumuiaaT B BBICOKOW no3e, nHruouTopsl JNKI,
uHruouropsl C-0-npoTrenHKkMHA3bI, 3-3 arOHUCTHI, Takue Kak puroderpoH, YM 178,
conaberpon, Tanuderpon, N-5984, GRC-1087, padaberpon, FMP825, unruduropst

anpno3apenykrassl, Takue kak AS 3201, 3enapecrar, pugapecrar, snaiapecrar,
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panupecrat, NZ-314, CP-744809 u CT-112, uaruburopst SGLT-1 unu SGLT-2,
Takue Kak, Halpumep, Aanaraudao3nH, cepraudao3ut, aTuraugao3us,
kaHaraugnosun wim (1S)-1,5-anruapo-1-[3-(1-6enzornodpen-2-unmernn)-4-
dropdenunn]-D-rarounton, uarudutoper kananos KV 1.3, moaynaropsr GPR40, Takue
kak, Harpumep, [(3S)-6-({2,6’-numerun-4’-[3-

(MeTunCcynbOHMI )TpOonoKCcH |0 eHMI-3 -1 f MeToKCH)-2,3-quruapo- 1 -6en3odypan-
3-un]ykcycuas kuciora, uHruOuTOpEl SCD-1, anTaronnctsl CCR-2, aroHUCTHI
IOTIAaMHHOBOTO penenTtopa (Me3unat OpoMKpHUNTHHA (LIUKJIIOCET)),
4-(3-(2,6-numeTnnOeH3MIOKCH )P eHnI )-4-0kcOOyTaHOBAsT KUCIIOTA, CTUMYJISITOPBI
CUPTYHHAa, a Takxke apyrue uarudutopst JAIT1-4.

MeTdopMuH OOBIYHO HA3HAYAOT B 103aX OT mpubausutenbHo S00 mr go 2000
MTI, BIJIOTh 70 2500 Mr B CYT € UCIOJb30BAHUEM PA3JIUYHBIX KYPCOB JI€UEHUS OT
npubnusurensHo 100 mr o 500 mr unu ot 200 mr no 850 mr (1-3 pasa B cyT), unu
npubnusurensHo ot 300 mr no 1000 Mr oguH unu ABa pasa B CyT, wiu B popme ¢
3aMeIJIEHHBIM BBICBOOOXKAEHHEM MeT(OpMHUHA B 703aX npubausutensHo ot 100 Mr o
1000 mr, unu, npeanoytutenbHo, oT S00 mr no 1000 Mr oauH UM ABa pasa B CYyT UJIH
npubauzutenbHo ot 500 mr go 2000 Mr onuH pa3 B cyT. KOHKpeTHbIE JO3UPOBKH
BKJIrO4ar0T 250 mr, 500 mr, 625 mr, 750 mr, 850 mr u 1000 Mr ruapoxnopuna
MeT(pOopMHUHA.

Hns nerei B BozpacTte oT 10 1o 16 neT pexkoOMeHI0BaHHAs HaYajlbHas 4034
meTdopmuHa cocraisier S00 Mr onuH pa3 B cyT. Eciu ykasaHHas no3a He
obecreunBaeT aJeKBaTHbIE PE3YJIbTATHI, 103y YBEJIHMYUBAIOT 10 500 Mr 1Ba pasa B CyT.
3aTeM 103y YBEJMYHMBAIOT KaXXKAbli pa3 Ha 500 Mr ouH pa3 B HEJENIO 10
MaKCUMaJIbHOW CyTOUHOM 10361 2000 MI, KOTOPYIO BBOJST B pa3JA€JE€HHBIX 03aX
(Hanpumep, B 2 Wi 3 pa3AeNeHHBIX 103aX). MeThOpMHH MOXXHO MPUHUMATH BO
BpeMsl IpUeMa MUIIH, YTOObl CHU3UTh TOLIHOTY.

Jlo3a nmuoriauTa3zoHa o0bMHO cocTaBisieT npubnusurenbuo 1-10 mr, 15 mr, 30 mr
WU 45 Mr OIMH pas3 B CYT.

Po3urnnrazoH oObIYHO Ha3HAYAKOT B N03aX OT 4 Mr 10 8 Mr onuH pas (uiu
pPa3dessiioT Ha ABE J03bI) B CYT (TUIMMHYHBIEC JO3bI COCTABJSIOT 2 MT, 4 MTI' U1 8 MT).

I'mubenknamuy (rmudypun) oOBIYHO HA3HAYAKOT B J03aX OT 2,5-5 mr no 20 mr
OJWH pa3 (MK pa3AeNsaioT Ha ABE A03bI) B CYT (TUMHYHBIE 103bl COCTABISAIOT 1,25 wmr,

2,5 Mr ¥ 5 Mr), UJIM BBOISIT MUKPOHU3UPOBAHHBIN TTHOCHKIaMuUA B 103€ OoT 0,75-3 mr
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no 12 mr oguH pa3 (UM pa3ziessaT Ha ABE A03bI) B CYT (TUIMHMYHBIE JO3bI COCTABIISIIOT
1,5 mr, 3 mr, 4,5 Mr u 6 mr).

I'munusug oOpIYHO HAa3HAYAKOT B J03ax oT 2,5 mr g0 10-20 Mr oguH pa3 (BILIOTH
10 40 Mr, pa3ieJeHHbIX Ha BE A03bl) B CYT (TUMHYHbIE O3Bl COCTABIISIIOT 5 Mr 1 10
MT'), FUIH TIIMOEHKJIaMUJ BBOAST B OpMeE C 3aMeJICHHBIM BBICBOOOXKAEHUEM B 103€ OT
5 mr go 10 mr (BmioTh A0 20 Mr) OUH pa3 B CYyT (THIHUYHBIE O3bI COCTABJSIOT 2,5 M,
5 mru 10 mr).

I'mumenupun oOBIMHO Ha3HAYAKOT B 103aX OT 1-2 Mr 10 4 mr (BIJIOTH 10 8 M)
OJUWH pa3 B CYyT (TUMHYHBbIE TO3bI COCTABISIOT | MI, 2 MTI' U 4 MT).

JIBOIHYIO KOMOMHAIUIO rHOeHKIaMua/MeThOpPMUH OOBIMHO HA3HAYAKOT B 033X
ot 1,25 mr/250 mr ogus pa3 B ¢yT 1o 10 mr/1000 mMr nBa pa3a B CyT (THIHUYHBIE O3B
coctaBysoT 1,25 mr/250 mr, 2,5 mr/500 mr u 5 mr/500 mr).

JIBOHHYI0 KOMOMHAIIMIO MIHNNU3UI/ MEeTGOPMHUH OOBIYHO HA3HAYAIOT B 103aX OT
2,5 mr/250 mr go 10 mr/1000 Mr nBa pasa B CyT (THIIHYHBIE TO3bI COCTABISAIOT 2,5
mr/250 mr, 2,5 mr/500 mr u 5 mr/500 mr).

JIBOIHYI0 KOMOMHAIUIO MIUMENupUA/MeTGOPMHUH OOBIYHO HA3HAYAIOT B 033X
ot 1 mr/250 mr no 4 mr/1000 Mr nBa pasa B CyT.

JIBOIHYI0O KOMOMHAIMIO PO3UTIINTA30H/IITUMENUPHU] OOBIYHO HA3HAYAIOT B A03aX
oT 4 mMr/1 Mr ouH UU IBa pa3a B CyT A0 4 Mr/2 mr aBa pasza B CyT (THIHUYHBIE JO3BI
cocTaBisioT 4 mr/1 mr, 4 mr/2 mr, 4 mr/4 mr, 8 Mr/2 mr u 8 mMr/4 mr).

JIBOIHYI0O KOMOMHALIMIO MUOTJIUTA30H/TANMETHNPHUA OOBIYHO HA3HAYAIOT B 103aX
ot 30 mr/2 mr no 30 mMr/4 Mr oauH pa3 B CyT (THIMUYHBIEC 103bI COCTABIAIOT 30 Mr/4 mr
u 45 mr/4 mr).

JIBOHHYIO KOMOMHALUIO PO3UTIIUTA30H/MEeT(HOPMHUH OOBIYHO HA3HAYAKOT B A03aX
ot 1 Mr/500 mr no 4 mr/1000 mMr nBa pa3a B CyT (TUNIHYHBIE AO3bl COCTABISIOT |
mr/500 mr, 2 mr/500 mr, 4 mr/500 mr, 2 mr/1000 Mr u 4 mr/1000 mr).

JIBOHHYI0 KOMOMHAIMIO MUOTIUTA30H/MeTGPOPMUH OOBIYHO HA3HAYAIOT B 103aX
ot 15 mr/500 Mr oguH wnu aBa pasa B ¢yT A0 15 Mr/850 mr Tpu pasa B cyT (TUNIHYHBIE
1036l cocTaBystoT 15 Mr/500 mr u 15 mMr/850 mr).

HarernuHun, CTUMYJIATOP CEKPELUH MHCYJINHA, HE SIBJISIIOIIUNCS
Cy1b(GOHUIMOYEBUHON, OOBIMHO Ha3HAYAIOT B N03ax OoT 60 Mr go 120 Mr BO Bpems
npueMa NUIH (BrioTh A0 360 MI/CyT, THIUYHBIE 103bI COCTABIAIOT 60 Mr u 120 mr),

penarauHUA OOBIMHO Ha3HA4YAKOT B fo3ax oT 0,5 Mr 10 4 Mr BO BpeMsl IpuemMa MUInH
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(BrumoTh 1o 16 mr/cyT, TUNUUYHBIE 103bI cOCTABIAIOT 0,5 mMr, 1 Mr u 2 mr). JIBoiiHyi0
KOMOMHALHIO pernarjauHua/MeTGopMuH 0ObIUHO Ha3HA4YaOT B 1o3ax | mr/500 mr u 2
mr/850 wmr.

Axkap0o3y 00bIMHO Ha3HAYAIOT B 103aX OT 25 Mr g0 100 Mr BO Bpems npuema
numy. MurnuTos oOpIMHO Ha3HAYAKT B 403ax OT 25 mr go 100 mMr Bo BpeMs mpuema
MULIH.

[TpuMeppl KOMIOHEHTOB KOMOWHAINN, KOTOPbIE CHIXAOT YPOBEHb JIMITUAOB B
KPOBH, BKJIFOYAIOT HHTUOUTOPBI THAPOKCUMETUITITYTAPUI-KOPEPMEHT A-penyKTa3bl
(HMG-KoA-penykTasbl), Takue Kak CHMBACTaTUH, aTOPBACTATHH, JJOBACTATHH,
¢dayBacTaTHH, MpaBaCTaTHH, MUTABACTATHH U PO3yBacTaTHH, GUOPATHI, TAKHE KAK
oeszadubpar, penodudbpar, knodpudpar, rempudposun, sropudpart u
3ToQMIIHHKIOPUOPAT, HIKOTHHOBYIO KUCIIOTY U €€ NMPOU3BOJHBIC, TAKNE KaK
anunuMokc, aroHucTsl PPAR-o, aroructsel PPAR-0, nHruGuTopsl anminkopepmMenT
A/xonecrepunanunrpancdepasol (ACAT, EC 2.3.1.26), Takue kak aBa3uMuo,
UHTUOUTOPBI pe30pOIMU XOJIeCTEPUHA, TAKHE KaK 336TUMHUO, COENMHEHHS, KOTOPBIE
CBSI3BIBAIOTCSA C KETYHOH KUCIOTON, TAKNE KaK XOJIECTUPAMUH, KOJECTHIION U
KOJIeCeBeJIaM, HHTHOUTOPBI TPAHCIIOPTA KETUHBIX KUCIOT, aKTUBHbBIE COCIMHEHHS,
monyiupyromue JIIIBII, Takue kak D4F, obpatueiit D4F, akTuBHBIE COeTUHEHUS,
monyaupyromue LXR, a Takke akTUBHbIE cOeIUHEeHUs1, Moayaupyrmue FXR,
unruouropsl CETP, Takue kak ropuerpanud, JTT-705 (manuerpanu®) wuiu
coenuHeHnue 12, onucanHoe B 3asiske WO 2007/005572 (anauetpanud), MOIYISTOPBI
peLenTopoB JUNONPOTeHHOB HU3KOM muotHoctH (JITTHIT), uaruburoper MTP
(Hampumep, ToMHUTaNu), a Takxke antucmbicioBass PHK, kogupyromas ApoB100.

Jlo3a atopBacTaTuHa 00bIYHO cocTaBisgeT oT 1 mMr no 40 mr wiu ot 10 mr no 80
MT OJIMIH pa3 B CYT.

[TpuMeprl KOMIOHEHTOB KOMOMHAINH, KOTOPbIE CHIKAIOT KPOBSIHOE 1aBJIEHHE,
BKJIIOYAIOT [3-0JIOKATOPBI, TAKHE KaK aTEHOJIOJN, OU30MPOJIOJ, HETUIIPOIION,
METOIPOJION U KapBEAUJIOJN, AUYPETUKHU, TAKHE KaK THAPOXJIOPTHAZUA, XJIOPTATHAOH,
Kcunamua, GypocemMun, mupeTaHua, TOpacCeMu, CITUPOHOIAKTOH, STJIEPEHOH,
aMUJIOPUJ U TPUAMTEPEH, OJIOKATOPBI KAJBIMEBBIX KAHAIOB, TAKHE KaK aMJIOAUIIHH,
HU(EeaUNNH, HUTPEHAUTINH, HU3OJUIINH, HUKAPAUINH, (ENOqUINIH, JALHAUIINH,
JepPKAHUMUANH, MAHUIUIINH, H3PAAUIINH, HUJIBAAUIINH, BEpanaMi, raJuIoNaMuI U

aunTraszeMm, UHruOuTopel AK®, Takue Kak paMUINPUI, JTU3UHOIPHIL, LIUJIa3aIpPHI,
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XUHAMPUJI, KalTOMPHJI, SHAJAMpuII, OeHa3enpuil, NepUHAONPIIL, (O3UHONPUI U
TPaHAOJANPHII, a Takke OnokaTopsl perentopos anrnorensuHa Il (BPA), Takue kak
TeIMUCApTaH, KaHAecapTaH, BajcapTaH, JocapTaH, upbecapTaH, OJIMeCapTaH,
azuyIcapTaH U 3IPOCapTaH.

Jlo3a TeamucapTana o0biuHO cocTapisieT oT 20 mr 10 320 mr wiu ot 40 Mr 10
160 mr B cyT.

[TpuMepspl KOMIOHEHTOB KOMOUHAIUMN, KOTOPbIe MOBBIIAT ypoBeHb JIIIBII B
KPOBH, BKJIFOYAKOT UHIHOUTOPBI Oenka-nepeHocunka 3¢upos xonecrepuna (CETP),
UHTUOUTOPBI SHAOTENHATbHON unasel, peryastopel ABC1, antaronucrsl LXRa,
aronuctsel LXRf, arounctel PPAR-3, perynstopsl LXRo/B u coenquHeHus, KOTOpbIe
MOBBIMIAIOT SKCIMPECCUI0 U/HIJIM KOHIIEHTPAIMIO B IUIa3Me anojumnonporensa A-L

[IpuMeprl KOMIOHEHTOB KOMOMHAINHN, TPeAHA3HAUYCHHBIX AJIS JeUECHUS
OKMPEHUs, BKIOYAIT CUOYTPAMHH, TETPArHAPOJUIICTATHH (OPJIHUCTAT), aTU3UM
(uetunucrar), nekcpeHdaypaMuH, aKCOKUH, AHTATOHUCTHI KAHHAOWHOUTHBIX
peuentopoB 1, Takue kak aHTaroHucT CB1 - puMOHOOAHT, aHTArOHUCTHI peLenTopa
MCH-1, aronuctsl peuentopa MC4, antaroructsel NPYS u NPY2 (nanpumep,
BesiHenepur), aroHucThl 33-AR, Takue kak SB-418790 u AD-9677, aroHUCTHI
peuenropa SHT2c, takue kak APD 356 (;1opkasepuH), HHTHOUTOPBI MHOCTATHHA,
Acrp30 1 aAMNOHEKTHH, HHTHOUTOPHBI cTepoun-kopepmeHT A-necarypassl (SCDI),
UHTUOUTOPBI CUHTAa3bl XKUPHBIX KUCIOT (FAS), aroructs! penentopa CCK,
MOZYJIATOPHI PELENTOPOB rpennHa, Pyy 3-36, aHTaroOHUCTBl OPEKCUHOBBIX PELENTOPOB
U Te30(EeH3MH, a TaK)Ke ABOWHbIe KOMOMHALNN OyMPONMHOH/HAITPEKCOH,
OynponnoH/30HU3aMuA, TonupamMat/(GeHTEPMIUH U MTPAMIUHTHA/METPEIENTHH.

[TpuMepsl KOMIOHEHTOB KOMOUHAIIMMN, TPeAHA3HAYEHHBIX IJIsI JI€YSHUs
aTEepPOCKIEPO03a, BKIYAT HHIUOUTOPHI pocdonunassl A2, HHTHOUTOPBI
tupo3uHknHA3 (ot 50 mr go 600 mr), Takux kak peuenrtopHas kuHaza PDGF (cm.
nateHT EP-A-564409, 3assky WO 98/35958, marent US 5093330, 3assBku WO
2004/005281 u WO 2006/041976), anturena npotus okcJIITHIT u BakumHbI IpOTUB
okcJITTHII, nmpenapatst apoA-1 Milano, ASA, a rakxxe nuarudbutoper VCAM-1.

O06beM HacTosImero n300peTeHNsI He OTPAHNYEH KOHKPETHBIMH BaApHAHTAMHU €T0
OCYILIECTBJICHHUS, ONMMCAHHBIMU B JAHHOM KOHTeKcTe. Ha OCHOBaHUM HACTOSAIIETO
ONMHUCAaHMS CIELHATUCTAM B JAHHOW 00JIACTH TEXHUKU MPEACTABISAIOTCS OUE€BUIHBIMH

paznuuHble MOAU(UKALIMT HACTOSLIEr0 H300pEeTeHN HAPSAAy ¢ MOIUPUKALTIMH,
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ONMCAaHHBIMU B JAHHOM KOHTEKCTE. YKa3aHHbIe MOJAU(PUKALNN BKIIOYEHBI B 00beM
HACTOSIIIEero N300pEeTEeHUs U B IPUJIaraeMble MyHKTH GOPMYyJIbl H300pETEeHH .

Bce 3asBku Ha BbIJauy MAaTEHTOB, LUTHPOBAHHbIE B JAHHOM KOHTEKCTE, B
IIOJTHOM O00BbeMe BKIIIOUEHBI B HACTOALIEE OMICAHUE B KAUECTBE CCHLIOK.

Jlpyrue BapHaHTBl OCYLIECTBICHUS, IPU3HAKU U NIPEUMYLIECTBA HACTOSIIETO
N300 peTeHUs MPEACTABIAIOTCS OYEBHIHBIMY U3 CIEeNYIOMUX npuMepoB. Crenyromue
NpUMepbI MpeTHA3HAYCHBI U WUTIOCTPAIIMU CYIIHOCTH HACTOSAIETO H300peTeHUs U

HE OFPAHUYHMBAIOT €r0 O0BEM.

IIpumepsnl
IIpumep 1

BI 1356, s»dpdexTuBHBIN U cenekTUBHBIN uarudourop AIII-4. ssasercs

0e3onacHbM U 3G EKTUBHBLIM JUIs MALMEHTOB C HEAJEeKBATHLIM KOHTPOJEM nuabera

THUIIA 2 HECMOTPS Ha JISYSHHUE Mer)ODMI/IHOM

OddexruBrocTs u 6e3onmacHocTh npenapara BI 1356 (1 mr, 5 mr unu 10 mr
OJIMH pa3 B CyT), 3G PEKTUBHOTO U CEJIEKTHBHOTO HHIMOUTOpPA
aunentuaunnentunassi-4 (JAI1I1-4), oneHnBanu ¢ ydyacTueM MAlUEHTOB C AUATHO30M
nuaber tuna 2 (AT2), npomenmux kypc nedenus merpopmuraom (MET, >1 r
€XEeHEBHO), Y KOTOPBIX HAOII0aICs HeaAeKBaTHBIN KOHTPOIb (UCXOIHBIH YPOBEHD
HbA1c cocrasnsn 7,5%-10,0%). [eiicTBue npenapaTta CpaBHUBAJIH C
IOTNOTHUTENbHBIM JedeHueM mianedo (I1bO) uiau ¢ nedeHueM riiuMenupuaIom ¢
otkpbiTol 3THKeTKOM (I'JIUM, oT 1 Mr 10 3 Mr OMH pa3 B CyT) B XOJe
PAHIOMU3UPOBAHHOI'O UCIBITAHUS B TeUeHUE 12 HeaeNnb ABOMHBIM CIETbIM METOIOM.
[TpoTuBoanabernyeckoe JEKapCTBEHHOE CPENCTBO, OTJINYAKOLIeeCs OT MeT(HOpPMUHA,
OTMBIBaJIM B TeueHue 6 Henenb (y 34,7% nmanueHToB).

B kauecTBe mepBUYHOrO KOHEYHOIO MapaMeTpa UCIOIb30BaIN U3MEHEHHUE
ucxonaHoro yposHst HbAlc, CKOppEKTHUPOBAHHOTO € YYE€TOM MPEAIIECTBYOIIETO
NPOTHBOAHA0OETUUECKOTrO MEINKaAaMEeHTO3HOTO ieueHus. 333 [lanueHTa (MCXOMHBIHI
cpenHuii yposeHb HbAlc coctapmusn 8,3%, HCXOAHBINA CpeAHUN YPOBEHDb TNIFOKO3bI B
masme Hatomak (I'TIH) cocrasnsin 185 Mr/an) paHAOMHU3UPOBATIN B IPYIIIBI JIEYEHUS
npenapatom BI 1356, IIbO unu I'JIUM c otkpsiToil sTHKeTKOMN. Yepes 12 Henenb
neuenue npemnaparom BI 1356 obecneunBano 3HAYUTEIbHOE CKOPPEKTUPOBAHHOE C
yueToM mutanedo cpenHee cHmkenne ypoBHs HbAlc (moza BI 1356 1 mr, n=65,

cHkeHue coctasisiio -0,39%, no3a 5 mr, n=66, cHmkeHue coctasisiio -0,75%, nosa
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10 mr, n=66, cumxenune cocrasiisuio -0,73%). ¥V manuenTtos, noayuasmux [ JIMM,
Ha0JII01aI0Ch UL HE3HAYUTENbHOE CKOppekTupoBaHHoe ¢ yueToM IO cpennee
camxenne yposHs HbA lc Ha Hengene 12 (n=64, caukenue cocraisiyio -0,90%). Ilpu
nedenun npenapatrom BI 1356 Ha Henene 12 HaOnr0gan0Ch CTATUCTHYECKH 3HAYUMOE
cHmkeHue yposHs I'TIH no cpaBHEeHHMIO ¢ UCXOHBIM YpOBHeM (n03a 1 Mr, CHH)KeHUe
cocTaBysAno -19 mMr/mi, 103a 5 Mr, CHHKEHHE COCTaBsII0 -35 mr/mn, no3za 10 mr,
cHUKeHue coctaBisiio -30 mr/on). Cnenosatenbro, st yposueit HbAlc u I'TIH
Ha0Jr01amach 10303aBUCUMAsi OTBETHAS PEaKLHs, JOCTHTAOMAS MJIATO IS 03Bl 5 Mr
npemnapara BI 1356. Yka3annas no3a obecrneuuBana nuurudbuposanue [AI111-4 Ha >80%
y >80% nauueHToB Ha Hexene 12.

B nenom, y 106 manuentos (43,1%) nobounsie aeticrus (I1/]) pasBuBanuce ¢
OJIMHAKOBOW 4aCTOTOH BO Bcex rpynnax jJedenus. Haubomee yacTo peructpupoBaiu
snu3oabl puHopapunrura (7,5%), nuapeu (3,3%) u romHoTs (3,0%). [Ipu nedenun
npenaparom Bl 1356 unu I1BO 3nu301bI TUNIOTIUKEMUH, CBA3AHHON C MPUEMOM
JIEKapCTBEHHOIO CPEJCTBA, HE PETUCTPUPOBANIH, OJHAKO YKA3aHHYIO THIIOTJIUKEMHUIO
peructpupoBaiu y 3 nmanuentos, noay4asmux ['JIMM. ¥V necsatu nauuentos (3,7%)
HaOmronanu cepbesnble I1/], HO HU OAWH U3 YKa3aHHBIX 3TU30/10B HE OBLI CBA3AH C
JI€KapCTBEHHBIM CPEACTBOM.

JHononnutenbHoe neyenue npenaparom BI 1356 mauuentos ¢ auarnozom T2 u
HeaZeKBaTHBIM KOHTpoJsieM B xone seuenuss MET B ornenbHOCTH 0OecniednBaeT
KJIMHUYECKU COOTBETCTBYIOLIEE U CTATUCTUUECKU 3HAYMMOE CHUKEHUE YPOBHS
HbAlc. ITpu xomOuaupoBanHOM Jeuennu npenapatom BI 1356 (1 mr, S mru 10 mr)
Hapsany ¢ sedeHueM MET HaGmronaeTcst AOCTATOYHO BBICOKAS MEPEHOCUMOCTD, MPH
5TOM 3MU304bl THIIOTJIMKEMUH He 3apeructpuposanbl. Hacrtora I1/] npu neuenun
npenapatrom Bl 1356 conocraBuma ¢ yactoroit passutus [1J] npu neuenuu I1650.

IIpumep 2

[Mpurognocte nuarudburopa AII1-4 nnu koMOMHALIUH IO HACTOSILIEMY
nzo0pereHuro 1is obecneuenns 3 dexra nmo HacTosueMy H300peTeHUIO (Hampumep,
1151 OIAronpUATHOTO AEHCTBUS HA TJIMKEMUYECKUH KOHTPOJIb) MOXKHO OLICHUBAThH B
XO0J€ KIMHUYECKUX UCIBITAHUI.

Hanpuwmep, sdppextuBrocTs u 6e3onacHocts nuarunouropa AII1-4 mo
HACTOsIIeMy U300peTeHHIO (HampuMep, S MI JJUHATJIIMNTUHA, BBOJUMOTO ITEPOPATBHO

OJIWH pa3 B CyT) OLIEHUBAJIN B XOJ€ PAHJOMHU3UPOBAHHOTO UCTIBITAHUS ABOWHBIM
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CJeNbIM METOZOM B MapaJlIebHBIX TPYIIIaX ¢ KOHTPOJIEM IIanedo ¢ yyacTueM
NAaLUEeHTOB C AUAarHO30M AHadeT THNa 2 ¢ HeJOCTATOUYHBIM TIMKEMUYECKUM
koHTposeM (ypoBenb HbAlc cocrasusan ot 7,0% no 10% unu ot 7,5% no 10% unu ot
7,5% no 11%) HecMOTpsI Ha JIeUeHUE OJJHUM UJIU IBYMs CTAHAAPTHBIMU
TMIIOTJIMKEMUYECKUMHU areHTaMu, HallpuMep, BbIOpaHHBIMH U3 MET(HOPMUHA,
THA30JIMANHANOHOB (HAapUMep, MHOTIUTA30H), CYyJIb(OHUIMOYEBHUH, TIINHUIOB,
uHruoutopos o-riaroko3unasbl, I'TII-1 unu ananoros I'TITI-1, a Takke HHCYJIMHA WU
aHAJIOTOB MHCYJHHA.

B xone ykazaHHOTO UCHBITAaHUS NIPU BBEJEHUHU JIEKAPCTBEHHOIO CPECTBA,
cy b OHMIMOYEBUHBI, 3P PEeKTUBHOCTD U Oe3omacHOCTh uHruouropa AII-4 mo
HACTOSIIIEMY H300PETEHHIO CPAaBHUBAJIH C IJIaie00, KOTOPbIe BBOJMIJIM B Ka4€CTBE
AOTIOJTHUTEJIBHOTO JICYEHUsI K OCHOBHOMY JICUEHHIO CYJb(OHUIMOYEBUH ON
(mMOATOTOBUTENBHBIN NMEPHOJ B TEUEHUE 2 HEJENb C BBEJCHHEM Iutanedo, ieueHue
NBOWHBIM CJIENBIM METOAOM B Te€ueHUE 18 Henenb, 3aTeM MOCe 3aBEPIIEHUs Kypca
JedeHus: 00Cne0BaHNE NALMEHTOB B TeUeHHe | Heaenn, OCHOBHOE JIeYeHHE
MOCTOSIHHOM 10301 JIEKapCTBEHHOr'O CPENCTBA, CYJIb(POHUIMOUYEBUHBL, B XO€ BCETO
nepuoaa UCIbITAHUH, BKJIOYasl MOATOTOBUTENbHBIN MEPHOJ C BBEJeHUEM Iu1aledo).

D¢ PexTUBHOCTD YKa3aHHOTO JIEYEHHsS OLEHUBAJH NIPU ONpPEAEIEeHUHN YPOBHS
HbAlc, npu cpaBHEHUU C UCXOAHBIM YPOBHEM H/UJIM C YPOBHEM B IpyIe niaunedo.
3HaunTenpHOE U3MeHeHne ypoBHs HbAlc mo cpaBHEHUIO C UCXOAHBIM YPOBHEM W/HUIIU
C YPOBHEM B rpymne miuanedo cBuaeTeabcTByeT 00 3 peKTHBHOCTH HHIHOUTOpA
JAIIII-4 npu neyenun. 3P HEKTUBHOCTD JICUSHUST MOMKHO TaK)K€ OLIEHUBATD MO YPOBHSM
TJIFOKO3BI B TIJIa3M€ KPOBH HATOLIAK, TPU CPABHEHUH C UCXOAHBIMU YPOBHSIMH U/UJIH C
YPOBHSIMU B rpymnime mianedo. 3HaunTeNbHOEe CHH)KEHUE KOHIIEHTPALNN TIIIOKO3bI B
mja3Me KPOBH HATOIIAK CBUAETENbCTBYET 00 3pdekTuBHOCTH Neyenusi. Kpome Toro,
eclii B Xo/e JedeHus: Habmonaercs Tpedyemas oTBeTHas peakius (T.€. ypOBEHb
HbAlc B pesynbpraTe neueHus: coctapisieT <7%), TO 3TO TaKXKe CBUIETEIbCTBYET 00
3 dhexTUBHOCTH JIeUeHHsI.

be3zomacHOCTh U MEPEHOCHUMOCTD JICUEHHUs OLIEHUBAIH NPU 00CIeIOBAHUH
MalMeHTOB U M0 COOTBETCTBYIOIIUM U3MEHEHHUSAM HCXOAHOI0 COCTOSHUSI, HaIpUMep,
JaCTOTHl U HHTEHCUBHOCTH OTPHULIATEIbHBIX ABJIEHUH (TaKUX KakK, HaIIpUMep, 3TU301bI

T'HIIOTJIMKEMUHN UJIU T.l'[.) HJIN MO YBCJIIUYCHUIO MAaCChl TEJlA.
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IIpumep 3

Jleuenue npenuabera

D¢ dpexTuBHOCTD PpapManeBTUIECKONH KOMITIO3ULIUHN U KOMOUHAILUY TTO
HACTOSIEMYy M300pPETEeHHIO MPHU JIeYeHNH npeanadeTa, XapakTepHu3yomerocs
NaTOJIOTUYECKUMHU YPOBHSMH TJIFOKO3bl HATOINAK M/MJIM HAPYLIEHHON TOJEPAHTHOCTHIO
K TJTI0KO3€, MOKHO OLI€HHMBATh B XOJ€ KJIMHUYECKNX HCIbITaHUN. B Xone ucnpiranuii B
TedeHue 0oJiee KOPOTKOro mepuoaa (HanpuMep, B TeueHue 2-4 Heaesb) mocie
3aBepIIeHUs Kypca JedeHus 3 PEeKTUBHOCTD JEYEHHUS OLEHUBAJHU 11O YPOBHIM
IJIFOKO3bI HATOIAK M/UJIU 1O YPOBHSM TJIFOKO3bI IMOCJIE PUeMa MUK UJTU [OCJIe
NPOBEIECHUS HArPY30YHOTr0 TeCcTa (MepopaibHOrO TJIFOKO30TOJEPAHTHOTO TECTA
(nI'TT) unu TecTa HA TOJEPAHTHOCTD K MHUIIE MOCJE IpUEeMa ONPEAEICeHHBIX MUIIEBBIX
NPOAYKTOB) C LIEJIBIO UCCIENOBAHUS U CPABHEHHUS YKa3aHHBIX YPOBHEH C YPOBHAMH 110
Havaljia UCIIBITAHNS U/UIK C YPOBHAMHU B rpymnne mianedo. Kpome toro, 1o Hadana
Kypca JICUEHHUsI U MOCJIe ero 3aBEePIICHNST MOYKHO OLIEHHBATh YPOBEHb (PPYKTO3aMHUHA U
CPaBHHUBATh €r0 C HCXOJHBIM YPOBHEM H/HUJIM C YPOBHEM B rpymie miamnedo.
3HAYUTENbHOE CHUIKEHHE YPOBHEH ITFOKO3bl HATOINAK UJIU IOCJIe IpUeMa MUIIH
cBHETENbCTBYET 00 3¢ PekTuBHOCTH JNeueHus. B xone ucnelTanuii B TeueHue Ooinee
IJTUTENbHOTO nepuoaa (B Teuenue 12 Henenb unu 6onee) 3¢ PeKTUBHOCTD JE€UEHUS
oneHuBaau no yposHio HbAlc, nmpu cpaBHEHUHU €ro ¢ UCXOAHBIM YPOBHEM H/UIIU C
ypoBHeM B rpymnme mianebo. 3HauntenbHoe u3MeHeHne yposHs HbAlc nmo cpaBHeHHIO
C UCXOJHBIM YPOBHEM H/UJIU C YPOBHEM B I'pymIe Iianedo CBUIETENbCTBYET 00
sppexTuBHocTr nurnOutopos AINI-4 unu koMOUHAIIUN O HACTOSILIIEMY
U300peTeHHUI0 IS IeueHus npeauadera.

ITpumep 4

IIpodunaxktuka sisHoro nuadera tuna 2

L{enpro JiedeHUs TALMEHTOB C MaTOJOTHYECKIUM YPOBHEM TJIFOKO3bI HATOIIAK
W/WJIM HapyLIEHHOHW TOJEPAHTHOCTBIO K TIFOKO3€ (TIpeanadeT) TakxKe sBISETCA
npoduIaKTUKA pa3BUTHS sIBHOTO nuadera tumna 2. 3P PeKTUBHOCTD J€UEHUSI MOKHO
OLIEHWBATh MPHU MPOBEJCHUU CPABHUTEIBHOIO KIMHUYECKOTO UCCIEOBAHUS, B X0 €
KOTOPOT'0 MALMEHTHI C IUArHO30M IpeanadeT B TEUEHHE MPOAOJIKUTEIBHOTO MEPUOaa
(Hanmpumep, B TeueHHe 1-5 JeT) MpOXOaUIIN KypC JIeueHUs papMareBTH 4eCKOi
KOMIIO3MIIMEH I KOMOMHAIIMEH o HacTOoseMy H300PeTeHUI0 Uiu Tuanedo uiu

KYypPC HEMEIMKAMEHTO3HOTO JIEUEHUs] UJIM KYPC JIEUEHUsI APYTUMHU JIEKaPCTBEHHBIMU
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cpeacTBaMu. B xone kypca JiedeHus U NPH €ro 3aBEepIICHUH 110 YPOBHIO TIIFOKO3bI
HATOINAaK W/UJK MO pe3yjbTaTaM Harpy3odHoro tecra (Hanpumep, nl TT) onpenensinu
YUCJIO MAIUEHTOB, Y KOTOPBIX HaOMr0ancs ABHbINA quabeT Tuna 2, T.€. YUCio
NAILMEHTOB, Y KOTOPBIX YPOBEHb IIFOKO3bI HATOIIAK COCTABIAN >125 Mr/an, u/unu no
pesyapratoM nl TT ypoBeHb riroko3bl yepes3 2 4 cocTasist >199 mr/an.
3HAYUTENIbHOE CHUKEHHE YMCJIa TALMEHTOB, Y KOTOPbIX HaOJNIOAAJICS SIBHBIN n1uader
tuna 2 npu jedeHuu uHruouropom AINTI-4 win komOMHaIMENH O HACTOSILIEMY
N300pETEHHUIO TT0 CPABHEHUIO C OAHUM U3 APYTHX THUIIOB JEYEHHs, CBUAETEIbCTBYET
00 3¢ PpexTuBHOCTH NMPOPUIAKTUKHU TIepexoa OT mpeauadeTa Kk iBHOMY nuadeTy.

ITpumep S

Jleuenue nuabera Tumna 2

JledeHHne MaMEHTOB C UAarHO30M anader Tumna 2 ¢papManeBTUIEeCKON
KOMITO3UINEeH Ui KOMOWHALMEH TTO HACTOSIIEMY U300PETEHHIO KPOME
KPAaTKOBPEMEHHOTO YIYUIIEHUs] MeTa00IM3Ma TII0KO3bl TO3BOJSET NPEJOTBPATUTD
HapylieHue MeTaboin3Ma B TeYeHHE MPOAOJIKUTEIbHOTO Mepruoaa. Y Ka3aHHOE MOXKHO
HaOJII0aTh NPHU CPABHEHHUH MAIMEHTOB, KOTOPBIE TPOXOIHIHN KYPC JIEUSHUS
dapmaneBTHUECKONW KOMIO3ULIMENH HIM KOMOMHAIINEH TT0 HACTOSIEMY U300pETEHHUIO B
TedueHue OoJiee MPOAOJIKUTENBHOrO NEPHOa, HalpUMep, B TeUEHHE OT 3 MecsiueB 10 1
I uiau paxe ot 1 r 1o 6 neT, ¢ malueHTaMu, KOTOpble NPOXOAUIN KypC JIEUEHUs
APYTUMH MPOTUBOAMA0ETHYECKUMU JI€KaPCTBEHHBIMU CpencTBaMu. JlOKka3aTeabCTBOM
TepaneBTUYeCKOH 3¢ (HEeKTUBHOCTH B CPABHEHHH C MALIMEHTAMU, KOTOPbIE MPOXOIUIN
KypC JIEUeHUsI APYTUMHU MPOTUBOANA0ETHYECKUMHU JIEKAPCTBEHHBIMH CPECTBAMU,
SIBJISIETCS] OTCYTCTBUE UJIM TOJbKO HE3HAYUTEIbHOE MOBBIIIEHNE YPOBHS I'TIOKO3bI
HaToImak u/unu yposHst HbAlc. Jlpyroe noka3areibCTBO TepaneBTHYECKOM
s pexTuBHOCTH O0OeCeYnBaeTCs, €CIM yXyAeHne MeTaboau3Ma TITFOKO3bI
(Hanpumep, noseimeHue ypoBHs HbAlc no Benuunnsl >6,5% win >7%), npu KOTOPOM
PEKOMEHyeTCs IEYeHUE JOMOJHUTEIbHBIM EPOPATbHBIM MPOTHBOIHA0OETHUECKUM
JE€KapCTBEHHBIM CPEACTBOM WJIM HHCYJIWHOM WJIM aHAJOTOM MHCYJIMHA, HaOmronaercs
y 3HAYUTEJIbHO MEHBIIETO NMPOLEHTA NALUEHTOB, MPOXOAUBIINX KYPC JICUCHUS
dapmaneBTHUECKONH KOMIO3ULHENH I KOMOMHAIIMEN O HACTOsIIEMYy U300pETEHUIO,
110 CPAaBHEHHIO C MALIMEHTAMH, KOTOPbIE MPOXOAMIN KYpC JEYEHUs] IPYTUMU

JCKAPCTBEHHBIMU CPEACTBAMU.
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IIpumep 6

JledueHne pe3UCTEHTHOCTH K MHCYJIUHY

D PeKTUBHOCTD JIeYeHUS OLEHUBAJIH B XOJ1€ KIUHUYECKUX UCTIBITAHUMN,
IPOBOAMMBIX B TE€UEHHE PA3JIUUYHBIX NI€PHOJIOB BpEeMEHHU (Hanpumep, oT 2 Helelb 10
12 mecsi1eB), ¢ UCMOIB30BAHUEM THIIEPUHCYJINHEMUYECKOT0-3yITTUKEMUYECKOTO
KJIIMII-TECTA. 3HAYUTEJIbHOE MOBBILIIEHNE CKOPOCTH BJIMBAHUS TIIOKO3bI MPH
3aBEPIIEHUU HCIBITAHUS O CPABHEHUIO C HCXOAHBIM 3HAYECHUEM HIIH MO CPABHEHUIO C
IPyMIon nmjaanedo Wik ¢ TPynIoi NalueHTOB, KOTOPbIE MPOXOIUIN IPYTrOh Kype
JeYeHHUs], CBUALTENbCTBYET 00 d3pdexTuBHOCTH nHrHOUTOpa AIII1-4,
(apManeBTUUECKONW KOMIIO3ULIMU HJIM KOMOWMHALNH MO HACTOSILIEMY H300pETEHUIO
IpU JIEYCHU U PE3UCTEHTHOCTH K HHCYJIUHY.

ITpumep 7

JleueHne THINEPrJIMKEMHUHN

D¢ PexTUBHOCTD IEUCHHUS MALUEHTOB C TUMEPTIUKEMHUENH OLIEHUBAIU B XOA€
KJIMHUYECKUX UCIBITAHUH, MPOBOJUMBIX B T€UEHUE PA3JUUHBIX IEPHUOJOB BPEMEHHU
(manmpumep, ot 1 cyT no 12 mecsues), onpenensss ypoOBeHb IIIFOKO3bl HATOIAK HUIIH
nocJje npuema nuiny (HampuMmep, mocie npruemMa Uil UM MPOBEAEeHHUsS] Harpy304HOTO
tecta ¢ nl TT unu nocne npuema onpeaeNeHHbIX TULIEBBIX TPOJYKTOB).
3HauYUTENbHOE CHUXXEHHE YKAa3aHHBIX YPOBHEH I'IIOKO3bI B X0 € UCMBITAHUS WU MPHU
3aBEPIIEHUH UCIBITAHUSA 10 CPABHEHUIO C UCXOJHBIM YPOBHEM UJIU IO CPABHEHHUIO C
rpynmnoi miaunedo Wik ¢ TPYNIoi NalMeHTOB, KOTOPbIe MPOXOAUIIU APYToil Kypc
Je4YeHHusi, CBUAETENbCTBYET 00 dpdexTuBHOCTH nHrHOUTOpa AIIII-4,
(apManeBTUYECKOW KOMIIO3ULIMU MJIM KOMOMHALNH MO HACTOSILIEMY H300pETeHHUIO
IIpU JIEYEHUU TUNEePTIUKEMUH.

ITpumep 8

HDOd)I/I.HaKTI/IKa MHUKPO- MJIH MaKPOCOCYIAMCTHIX OCIOKHEHUN

JledeHHne MaIMEHTOB C TUAarHO30M aAualeT Tuna 2 win npennadetT HHruOuTopom
AIIII-4, hbapmaneBTHYECKOW KOMITO3HUIUEH HJIM KOMOWHAIMEH 10 HACTOSIEeMY
HN300pETEHHIO MIPEAOTBPALIAET UIN CHUKAET PUCK PA3BUTHS MUKPOCOCYIHCTHIX
OCJIOKHEeHUM (Hampumep, nruadeTu4ecKoil HeBpONaTHH, NHa0eTHYEeCKON PeTUHOMATHH,
nuaberndeckor HepponmaTuu, TUabETHIECKON CTOIBI, TUAOETUIECKON SI3BBI) MU
MaKpOCOCYAUCTBIX OCIOXHEHHH (HampuMmep, nHQapKTa MUOKapaa, OCTPOro

KOPOHAPHOTO CHHJPOMA, HECTAOMJIBHOW CTEHOKAPAUH, CTAOMIBHOW CTEHOKApIUH,
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MHCYJIbTA, OKKIIO3UOHHOTO 3a00yeBaHus nepudepuieckoii aprepuu,
KapJAMOMHUOMNATHH, CEPASYHON HEAOCTATOYHOCTH, HAPYLICHUH CEpAEYHOTO PUTMA,
BACKYJISIPHOTO pecTeHo3a). JleueHue nanueHToB ¢ JUarHo3oM anader Tuna 2 uiu
npenunaber papManeBTUUECKON KOMIIO3ULIMEH I KOMOMHAIMEH 110 HACTOSIIEeMY
N300pETEHNI0 TPOBOAMIIM B TE€YEHHE MPOJOJIKUTENBHOTO NePpUOaa BpEeMEHH,
Hampumep, B TeueHue 1-6 JeT, 1 CpaBHUBAJIN C NALUEHTAMH, KOTOPbIE TPOXOANIH
KypC JIEUCHUsI IPYTUMHU MPOTHUBOANA0ETHYECKUMH JEKAPCTBEHHBIMH CPEICTBAMH HJIU
mtane6o. JlokazaTenbCTBOM TepaneBTUUeCKOH 3 (HEeKTUBHOCTH 11O CPABHEHHUIO C
NAaLUEHTAMH, KOTOPbIE MPOXOAMIN KYPC JICYEHHS] APYTHMHU MPOTHBOAUAOETHYECKHUMHU
JeKapCTBEHHBIMHU CPEJCTBAMU UJIU IIalie00, MOKET CIyKUTh Oojee HU3KOEe YUCIIO
OJMHOYHBIX HJIM MHOJKECTBEHHBIX OCJIOXHEHHH. B ciydae MakpocoCyIHCThIX
SABJIEHHUH, TUabeTUYEeCKON CTONBI W/HIH AUA0EeTHYECKOH A3BBI, YKa3aHHbIE YUCIA
PacCCUYUTHIBAIU C UCIIOJB30BAHIEM aHAMHE3a U Pa3JIMYHBIX METOAOB aHanu3a. B
ciaydae nuabeTu4eckol peTuHONnaTuu 3¢ eKTUBHOCTD JICUEHUS ONPEASIISIIH
KOMITBIOTEPU3UPOBAHHBIM METOAOM IPH OCBEIICHUU U MCCIEIOBAHUH JIA3HOTO THA
WIN IPYyTUMHU O(pTaabMOJIOrHUYECKUMU MeToAaMu. B cinydae nuabeTnueckon
HEBPONATUU B JOMOJHEHHE K aHAMHE3y U KIMHHYECKOMY OOCIeA0BAaHUIO OMPEAesIN
CKOpPOCTh MPOBOJMMOCTH HEPBA C UCIOJIb30BAHUEM, HAIPUMED, OTKAJTUOPOBAHHOTO
kamepToHa. IIpu nuabeTudeckoil HepponaTuu nepes Ha4ajIoOM HCCIEAOBAHUs, B XOM€
ero NpOBeJEeHHs U NPU 3aBEPIICHHUH, ONPEAENIsIN CIeAyOIHe TapaMeTphl: CEKPELUI0
anpbOyMHHA, KIMPEHC KPEATHHUHA, KOHIIEHTPALMIO CHIBOPOTOYHOTO KPEaTUHUHA,
NEepPUOJ BPEMEHH A0 YBEJIMYEHUsI KOHIIEHTPAIIUU ChIBOPOTOUYHOTO KPEaTHHUHA B JIBa
pasa, mepuoa BPEMEHHU 10 PA3BUTHUS COCTOSHUS, IPU KOTOPOM TpeOyeTcs: nuaius.

ITpumep 9

Jleuenne MeTabOJIHMYECKOTO CUHAPpOMA

OddexruBnocts nuarudburopa AIII-4, papmaueBTrdyeckoii KOMIIO3ULUHI WU
KOMOHMHALIMH M0 HACTOSAIEMY U300PETEHUI0O MOKHO OLIEHUBATh B XOJ€ KIMHUYECKUX
UCIIBITAHUH, MPOBOAUMBIX B TEYEHHE PA3IMYHBbIX NEPUOIOB BpeMEeHHU (HaIpUMep, OT
12 Henenpb 1o 6 JeT), MO YPOBHIO IIIOKO3bl HATOM[AK UJIU MOCJIe TpUeMa MUIIH
(HampuMmep, Mocje mpueMa MUIIH UKW TpoBeaeHus Harpy3odHoro tecta ¢ nl TT wiu
nocJje npuemMa ONnpeaeeHHbIX MUINEeBbIX NPOAYKTOB) uiau ypoHs HbAlc.
3HAYUTENbHOE CHIIKEHHE YKa3aHHBIX YPOBHEH rmroko3sl min yposHeil HbAlc B xone

NPOBEACHUS UJIHU IIPU 3aBCPUICHUU HUCIBITAHUA MO CPABHCHHUIO C UCXOJHBIM YPOBHEM
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WU 110 CPABHEHUIO C IPYNIOHN mianedo Uiu ¢ TPYyNnoil ManueHToOB, KOTOPhIE
MPOXOAUIIA APYTOH KypcC JIEUeHUs, CBUAETEIbCTBYET 00 3 PeKTUBHOCTH aKTHBHOTO
COCOAUHCHUA UIIN KOM6I/IHaI_[I/II/I AKTHBHBIX COGI[I/IHGHPIP'I npu JIC4CHUU MeTaboJIMUECKOTO
cunnpoma. IIpumMeps! BKIIOYAIOT CHHXKEHHUE CUCTOJINYECKOro U/WIN AUACTOJIUYECKOTO
KPOBSIHOT'O JaBJIEHUsSA, CHUKEHHE YPOBHS TPUINIMLEPUAOB B IJIa3Me, CHUKEHUE
obmero xonecrepuHa win xonecrepuna JIITHII, nosrimenue xonecrepuna JIINBII uau
CHHUXCHUE MACChI T€Jia MO CPAaBHCHUID C UCXOAHBIM 3HAYCHUEM B Ha1aJI€ UCIIbITAHUSA
HJIU 11O CPAaBHEHUIO C FpYHHOfI MalueHTOB, MMOJYYaBIIUX nnaue6o HUJIN MMPOXOAUBIIUX
KypC APYroro Je4eHHusl.

ITpumep 10

TepanesTrueckasi OTBETHAS Peaklyvs Ha jJeuyeHue naruburopom JAIIIT-4

O6pa3usl reHoMHoM JIHK KOHKPETHBIX MallUEHTOB, MPUHUMABIIUX Y4acTHE B
KJIMHIYECKOM HCIBITAHUH (HampuMep, OMMCAHHOM B JAHHOM KOHTEKCTE KIMHUYECKOM
ucneiTanun) uHruoutopa JAII1-4 (HanpuMep, TMHATIUNTHHA, KOTOPBIH BBOIUIIH,
HaIrpuMep, MepopajbHO B 103€ 5 MTI €XKeIHEBHO HEOOs3aTEbHO B KOMOMWHAIIUU C
OIHUM miH Ooyiee APYTUMHU MPOTHUBOANA0ETHYECKUMHU areHTaMHt ), MOJy4Jald U
TeHOTUITHPOBAJIU IS BBIABJIECHHS BapuaHTa(oB) (Hampumep, noauMoppusmMoB) B
oaHOM uju Oosiee reHOB-KaHauaaToB, BeiOpanHbix u3 TCF7L2, KCNJ11, PPARG u
GLPIR, npexne Bcero renoruna pucka TCF7L2, onucaHHOTrO B TaHHOM KOHTEKCTE, U
OLIEHMBAJH M0 OTHOLIEHHUIO K OTBETHON peaKL MU Ka)KJ0ro NauueHTa B X0Ae
KJIMHUYECKOTO HCIBITaHUsA (CM., Hanpumep, npumep 21). BzauMocss3p Mmexay
BEPOSITHOCTHIO (HAIpUMep, MOBBIIIEHHON, CHUKEHHON UJIH OTCYTCTBHEM
BEPOSITHOCTH) OJIAarONPUSTHON OTBETHOM peakLMHu Ha JieueHue nuaruouropom JAIMI1-4
(Hampumep, OnarompusTHOro u3MeHeHus yposHs HbAlc) u reHeTudeckumu
BapuaHTamu (Hampumep, renotunamu pucka TCF7L2) unu 3TalOHHBIME MapKepaMu
MO>KHO OLI€HUBAThb C UCMOJB30BAHUEM CTATUYECKOTO aHAJIN3a PE3yJIbTAaTOB
reHOTUIIUPOBAHUSA.

Takum 06pa3om BEpOSITHOCTb OJNAronpUATHONH OTBETHOHW peakMUu HHAUBUIYYMa
B pe3yJibTaTe JIeueHHs yKa3aHHOro nHAuBunyyma uaruouropom JAIIIT-4 moxHO
OLIEHUBATh NMPU YKA3aHHOM I'€HOTUIHMPOBAHNHU 00pa3ia HyKJIEHHOBOW KHUCIOTHI
WHAUBUIYYMAa, HAIPUMED, MIPHU BBISIBJIEHUU OJHOTO MJIH O0Jiee OAHOHYKJIEOTHUIHBIX

nonmumop¢uszmos (OHII) B rene TCF7L2, nanpumep, ongnoro OHII, BeiGpanHOro us
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rs7903146, rs12255372 u rs10885406, unu npu BHIABJIEHUHU COOTBETCTBYIOIIETO
IreHOTHIa JUKOTO TUMa (CM., Hampumep, npumep 21).

CnocoObl reHOTUMUPOBAHMUS, T.€. BBIABICHUS FT€HETHYECKUX BaAPHAHTOB
(Hampumep, MOJTUMOP(PU3MOB, MpeKae BCErO OMMUCAHHBIX B JAHHOM KOHTEKCTE)
00pa3LoOB HYKJIEHHOBBIX KUCJIOT MALMEHTOB U3BECTHBI B JaHHOW oOnactu. Hanpuwmep,
MOJIEKYJIIPHO-T€HETHYECKUEe CTIOCOOBI BBISBIECHUS] OAHOHYKJICOTHIHBIX
noaumopdusmoB, Hanpumep, B reHe TCF7L2, ocHOBaHBI Ha CEKBEHUPOBAHUH I'€HOB,
MHUKPOMAaTPUYHOM aHalIu3e uiau aHanusze meroaom IILP.

Ilpumep 11

JledyeHne B PEXHUME MOHOTEpANHUU JIUMHATJIUINITUHOM ITOBBIINIAET TIUKEMHUYECKHUN

KOHTPOJIb U noKa3zarejau GvHKuuHU B-kieTok npu auabdere tumna 2

D¢ hexTHBHOCTD NeUEeHUS B peKUMe MOHOTepanuu guHarauntuaom (JIU, 5 mr
OauH pa3 B cyT) cpaBHuBanu ¢ miamnedo (IT6O) B xone paHIOMU3UPOBAHHOTO
UCIIBITAHUS B TeUeHUE 24 HeAeb IBOMHBIM CJIENbIM METOAOM B NapaliebHBIX
rpymnmnax ¢ KOHTpPOJIeM Mianedo B HECKOJIbKUX MEAUIMHCKUX [EHTPAaX C y4acCTHEM
NALUEeHTOB, KOTOpPbIE paHee He MPOXOIUIH KypC JICUEHUS JeKapPCTBEHHBIMH
cpeacTBaMu (HaWBHBIE TALMEHTHI) UJIM paHee MPOLIIN KypC JIeueHus (JieueHble
NaLUeHTHl), ¢ IMarHo3oM caxapHslii fuader tumna 2 (CAT2, nucxonHslil ypoBeHb
HbA1lc cocraBusan 4,9%-10,6%). ITocie mOATOTOBUTENBHOTO IEPUOJA B TEUEHUE 2
HezeNnb ¢ BBeAeHHeM mianebo (MpoXoAuBILINE paHee KypC JeUeH s MallueHThl He
NPOXOJMUJIU KYPC MEAUKAMEHTO3HOTIO JIEUeHHUsI B TeUeHUe 4 HeJeNb 10
NOATOTOBUTEIBHOTO MEPUO/Ia) MALMEHTOB PAHJOMU3UPOBAIHN B TPYIIbI, B KOTOPBIX
o JIM (n=336) wiu [1BO (n=167). B rpynmsl BKJIOYaJIH NALHEHTOB C
AHAJIOTUYHBIMH UCXOAHBIMU CPEAHUMH AeMorpaduuecKkuMu NaHHBIMH (YPOBEHb
HbAlc cocrasusn 8,0% (cranmaprHoe oTkiaoHenue (CO) 0,87), ypoBEHB IIIIOKO3BI B
miazme Hatomak (I'TIH) cocransin 166,0 mr/an (CO 41,1), nuanexc maccel Tena
(UMT) coctasisin 29,05 Kkr/m’ (CO 4,81), Bo3pact coctasisin 55,7 net (CO 10,2)).
[TepBUYHBIM TapaMeTPOM SIBJISITIOCh U3MEHEHHE UCXOMHOTO ypoBHs HbAlc uepes 24
Henenu nocie Havana jgedeHus. [Ipu neuenun JIM nusmenenue yposHs HbAlc,
ckoppekTupoBaHHoe ¢ yueToM [IbO, OTHOCHTENBbHO HCXOIHOTO YPOBHS COCTABUIIO -
0,69% (p<0,0001) nmpu HEenpepbIBHOM cHIkeHUH ypoBHs HbAlc B TeueHne Bpemenu
ot -0,46% Ha Henene 6 no -0,69% Ha Henene 24 (B oboux caydasx p<0,0001). V

nauueHToB rpynnsl JIM BepostHocTh cHIkeHUs ypoBHA HbAlc >0,5% Ha Henene 24 B
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>4 pa3za npesbimana BeposTHOCThb B rpynne [16O (47,1% no cpaBaenuro ¢ 19,0%,
p<0,0001). B cayuae nmanuenToB ¢ ucxoaHbiM ypoBHeM HbAlc >7,0% nHa Henene 24
TpeOyemoe cHikeHue yposHss HbAlc no Benuuunsl <7,0% Habmonanocs y
3HAYUTEJIbHO OOJIbIIEro YHcia NalHeHTOB, MPOXOAUBIINX Kypc seuenus JIU, mo
CpaBHEHHIO ¢ nanueHTamu, nony4asmumu I16O (25,2% no cpaBHenuto ¢ 11,6%,
OoTHOLIeHUE maHcoB 2,9, p=0,0006). {15 manueHToB ¢ UCXOAHbIMU ypoBHsIMH HbAlc
>9,0% nabnronanock HauboJiee 3HaYUTENbHOE CHIKeHUE ypoBHS HbAlc (-0,86%) mo
CpPaBHEHHIO C HCXOAHBIM ypoBHeM. YiyumieHnue yposHs ['TIH cocrasnsno -23,3 mr/an
(p<0,0001) no cpasHenwuto ¢ rpynmnoii [IBO. Ilo pe3ynbraTam TecTa Ha TOJIEPAHTHOCTH
K nuine Ha Henene 24 y nauueHToB rpynnbl JIU Habnronanock 6onee 3HAYUTETbHOE
CHM)XEHHE CKOPPEKTHPOBAHHOTO CPEeHEro U3MEHEHUs YPOBHs IIIOKO3bI Uepes3 2 U
nocie npuema nuiu (YI'TI) oTHOcUTENbHO UCXOAHOTO YpoBHSA (-58,4 Mr/ i,
p<0,0001) o cpaHenwuto ¢ rpynnoii IIBO. M3menenus nagexca ITMO-%B (5,02 B
rpynne JIM no cpaBuenuro ¢ -17,2 B rpynmne [1IBO ((MExn/n)/(Mmmons/m))),
cooTHoueHus npouncynun/uacynuH (-0,015 B rpynne JIM no cpaBHenuto ¢ 0,024 B
rpynne I[1BO) u nnnexca pacnpenenenus rirokossl (3,05 B rpynne JIM no cpaBHEHHIO
¢ -0,68 B rpynmne I1bO) cBugeTenbCcTBYIOT 00 YIyUIIEHUH CEKPELMU UHCYJINHA
(p<0,05) npu neuenun JIN. Jlons nauueHTOB, y KOTOPBIX HAONIOJAOCh O KpalHei
mepe onHo nodouHoe aeiicreue (I1M1), cpaBHuma s obeux rpynm (52,4% B rpynme
JIU, 58,7% B rpynmne [1bO). 'unornukemus: HaOmoganack peako, y 1 mamueHrta B
kaxnoi u3 rpynn. Cepoesnbie [1]] HaGmonanuck B o6eux rpynmnax (3,0% B rpynme
JIN, 4,2% B rpynmne [160O), HO HU OAWH U3 YKA3aHHBIX 3TU30/10B He ObLI CBSA3aH C
JI€KapCTBEHHBIM CpeACTBOM. MuHumManbHble ypoBHU JIM y manneHToB ¢ NO4Ye4yHON
HEJIOCTATOYHOCTBIO JIETKOH U CpelHel CTeNneHHU TSIKEeCTU COMOCTAaBUMBI C
MUHHMaJbHBIMHU YPOBHSIMH Y MALUEHTOB C HOPMaJIbHOH MOYEYHOH PyHKLHEH.
3akJI0YeHNue: IpU JICYEHUU B PeKUME MOHOTEpaNuU JUHATJIUIITHHOM
HaOII01aeTCsl 3HAYUTENbHOE, KIMHUYECKHU 3HAUNMOE U CTaOMJIBHOE yIIydIleHue
IIMKEMHUYECKOTrO KOHTPOJIsSA, O YEM CBUIETENbCTBYET u3MeHenue yposHel ['TIH u
HbAlc, conpoBoknaromeecs yayumenneM GyHKUUHN B-kiaeTok. JIuHarnmunTux
ABJISIETCS O€30MaCHBIM H XapaKTEPU3YETCsl JOCTATOYHO BICOKOH MEPEHOCHUMOCTHIO,
IIPU 3TOM HE BbI3bIBAET KJIMHUYECKHU 3HAYMMBIX U3MEHEHHUIN MacChl Teja WU
OKPYKHOCTH Tajiuu. MunumanpHele ypoBHU JIM y nanueHTOB ¢ mo4ye4yHOU

HEJOCTATOYHOCTBIO JIETKOM U CpeI[HefI CTCIICHHU TAXCCTH COIMOCTABUMBI C
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MUHHMMaJbHBIMHU ypOBHsIMH JIM y manueHTOB ¢ HOpMaJIbHONW MO4YeYHON QyHKIHEN, 9TO
NOATBEPIKIAET OTCYTCTBHE HEOOXOAUMOCTH ONTHUMHU3ALMH O3Bl I NALIUEHTOB C
HapyIlIeHHON Mo4YeyHOH pyHKIueHn.

IIpumep 12

DdbdbexkTUBHOCTL U 0E€30MMACHOCTD JUHAMJIUIITHHA DY HeaJeKBaTHOM KOHTDOJIE

)11/1a6eTa TUIIA 2 B XOJi€ JeYEHHs B PEKUME MOHOTEPAIUH Mer)ODMI/IHOM

OddextuBHOCTh M Oe3omacHoCcTh NuHarnunTuHa (JIM) B kauecTse
IOTOJIHUTEIbHOTO JieueHus K JieueHuto Mmetrpopmuuom (MET) manueHToB ¢
runepriukeMueii u caxapubiM nuaderom tumna 2 (C/AT2) ¢ HeRoCTaTOUHBIM
rJIMKeMU4YecKuM KoHTpoJsieM (ypoBenb HbAlc coctasisn ot >7,0% no <10,0% nus
NALHUEHTOB, MPOLIEAIINX paHee KypC JICUEHUs TOIbKO MEeT(POPMUHOM, UIH OT >6,5 10
<9,0% st MalMeHTOB, MPOIIEIIINX paHee Ky pcC JE€YEHHS NOMOJHUTEIbHBIMH
nepopaJbHBIMH THIIOTTUKEMHUYECKIMU JIEKAPCTBEHHBIMU CPEACTBAMH ), OLIECHUBAJIHU B
XO0/I€ PAaHIOMH3MPOBAHHOTO UCIIBITAHUS B T€UCHHE 24-HeneNb IBOHHBIM CIENbIM
METOIOM B MMapaJUIeNIbHBIX TPYIIax ¢ KOHTPOJEeM mmianedo B HECKOJIbKUX
MeqUUUHCKUX HeHTpax. CyOBeKThl, BKIOUYEHHbIE B IPYNIIbl 00CIeI0BaAHUSA,
npephIBaId NpeAbIAyIee TPOTHBOAHAOETHYECKOE MEIUKAMEHTO3HOE JICUeHUE He
meTtdopmunoMm (=1500 mr/cyT) 3a 6 Hexenb (BKJIOYas MOATOTOBUTENbHBIN NEPHON C
BeeaeHueM mianedo (IIO) B mocnennue 2 Hepenu) nepea paHAOMU3ALNENH B IPYIIIILI,
B koTtopbix BBOAUIU JIU (n=524) unu I1bO (n=177). B rpynns! BKIO4Yanu cyObEKTOB
C QaHAJOTMYHBIMU MCXOJHBIMU CPEIHUMH NIapaMeTpaMu U AeMorpaduaeckumu
nanubiMH (ypoBerb HbAlc cocrasmsn 8,1%, yposens I'TIH cocrtapmsin 168,8 mr/a,

2
BO3pacT coctaBysit 56,5 net, UMT coctasisia 29,9 kr/m”). [lepBUYHBIM apamMeTpoM

SBJISIIOCh U3MEHEHHE NCXOAHOTO ypoBHS HbAlc uepes 24 Henenu nocyie Havana
JIe4eHUsI, KOTOPOE OLIEHUBAJIH METOIOM KoBapuaHTHOro anaiauza (ANCOVA),
CKOPPEKTHPOBAHHOE C Y4ETOM HCXONHOTO ypoBHS HbAlc u mpenmecTByomero
NPOTHBOAHAOETUYECKOrO MEINKAaMEHTO3HOTO JieueHus. Uepes 24 Henenn mociue
HayaJja JIeYeHUsl CKOPPEKTUPOBAHHOE CpenHee paszauune Mexay jedenuem JIM-MET
u IIBO+MET cocrasuio -0,64% (p<0,0001), npudyem HauiydImne pe3yabTaThl 11O
n3meneHuto yposHs HbAlc (%) nabnronanuce B rpynne JIM+MET. V nauneHTos ¢
ucxonHbM ypoBHeM HbA 1c >7,0%, koropsim BBoamiu JIM+MET, ckopee Bcero
HaOmoganock yayumenue yposass HbAlc <7,0% no cpaBHEHHIO C MALUEHTAMH,

kotopbiM BBoAuIH IIBO+MET (26,2% mno cpaBHeHuto ¢ 9,2%, COOTBETCTBEHHO,
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orHomeHue maHcos 4,4, p=0,0001). Ha nenene 24 B rpynmne, B KOTOpOH BBOAUIHU
JIN+MET, nabnronanoch Ooyee 3HaYUTEIbHOE CHUKeHUE cpenHero yposHs [ TIH
OTHOCHUTEJIbHO UCXOIHOTO ypoBHs (-21,1 mr/an, p<0,0001) no cpaBHEHHUIO C TPYyNIIOH,
B koTopoi BBogunu IIBO+MET. Ilpu 3aBeplieHUN UCNIBITAHUM, 10 JAHHBIM TECTOB Ha
TOJIEPAHTHOCTb K MHINE, B IPYIINeE NALUEHTOB, KOTOPbIE NPOXOAUIHN KYypC JIEUSHUS
JIM+MET, nabmonanock 3HaunTenbHo Oonbinee (p<0,0001) cpennee cumkenue YITI
yepes 2 4 OTHOCHTEJIbHO UCXOIHOTO YPOBHS (-67,1 MI/m) mo CpaBHEHHIO C TPYIIIOWM
IMBO+MET. Jlosis manueHTOB, y KOTOPBIX HAOIIOAAIOCh MO KpaiiHel Mepe OHO
nobounoe nericrsue (I1/]), cpasauma B rpynnax JIM+MET u IIBO+MET (52,8% u
55,4%, cooTBeTcTBeHHO). [ Mnmornukemusi HabOJIOAATACH PEAKO, Y 5 MAIHEHTOB B
rpynne [IBO+MET (2,8%) u y 3 nmauuenrtos B rpynne JIU+MET (0,6%), npuuem BO
BCEX CJIydYasX HaOJNIOOaluch 3MHU30bI JErKOoH cTeneHu TskecTH. Uepes 24 Henenu B
ABYX TPYNIIax JIeUeHUs HAOJ01aJI0Ch aHAJIOTUYHOE U3MEHEHUE MaCcChl Teja
OTHOCHUTENBHO ucxonHoro yposHs (-0,5 kr B rpynne [IBO+MET, -0,4 xr B rpynmne
JIN+MET).

B 3aknroueHun cieayer OTMETUTh, UTO JIMHATJIMIITUH B 103€ 5 MI OJIUH pa3 B CYT
B KaueCTBE€ AOMOJHUTENbHOIO JIEUEHUs MALIUEHTOB C HeafgekBaTHEIM KoHTposeMm CJ/[T2
IIpU JIEYeHNU METHOPMHUHOM XapaKTEPU3yeTCsl JOCTATOUYHO BBICOKOM
NEePEHOCHUMOCTBIO U 00€CIeUunBaET 3HAYNTEIbHbIE U KIMHUYECKU 3HaUYNMble
yJIy4LIEHUs TIUKEMUYeCcKoro KOHTpous (cHmkeHue yposHeid HbAlc, I'TIH u VI'TI
yepe3 2 4 0e3 yBeJTM4YeHUsI MacChl Tena). JIMNHATIIUNTHH B Ka4eCTBe AOTOJHUTEIbHOTO
JnedeHus K jedeHuto methopmurom nanueHToB ¢ CAT2 u HegocTaTOYHBIM
IIUKEMHUYECKUM KOHTPOJIEM XapaKTepHU3yeTCsl JOCTATOUHO BBICOKOM MepPEeHOCUMOCTBIO
U CPAaBHUMOM C mianebo 4acTOTOW MOOOUHBIX NEHCTBUH.

ITpumep 13

JIMHATTUIITUH VIy4IiaeT TIAKEMUYECKUI KOHTPOJIb V NallUEHTOB C

HECAACKBATHBIM KOHTPOJEM I[I/Ia6eTa THOA 2 B XOJe JIEUeHHUs Mer)ODMI/IHOM Hu

CVHbd)OHHHMO"ICBI/IHOfI oe3 YBECIUYCHHA MaCChl T€Jid MJHW Pa3sBUTHUA TUNOTJIHUKEMHUNU

OddexkTuBHOCTD U Oe3onacHOCTh uHTHOUTOpA JAIII-4, nunarnuntuna (JIU, S mr
OJUWH pa3 B CyT), KOTOPBIH BBOAMIMN manueHTam ¢ guario3zoM CJT2 u HegoCcTaTOYHBIM
riuKeMudeckuM KoHrposieM (yposenb HbAlc cocraBnsan 7,0%-10,0%) npu
koMOnHUpoBaHHOM JeueHuu MeThopmunom (MET) u cynbponunmouesunoit (CM),

OLIEHMBAJIM B XOJl€ PAHAOMU3UPOBAHHOIO UCIIBITAHUSA B T€UEHHUE 24 HeAeNb ABOWHBIM
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CJeNbIM METOZOM B MapaJIe]bHBIX TPYIIIaX ¢ KOHTPOJIEM IIanedo B HECKOJIBKHUX
MEIUIUHCKUX HeHTpax. DpdexkTuBHoCTh JIM B KauecTBe AOMOTHUTEIBHOIO JIE€YEHHUS
cpasHuBam ¢ miauedo (I1bO). Bce manueHTsl B TedeHne 2 HEOENb Mepes
pangomusanueii B rpynmnsl JU+MET+CM (n=793) unu [IBO+tMET+CM (n=256)
NPOXOAMIIM MOATOTOBUTENbHBIN MEPHOJ ¢ BBeAeHUEM Iutanedo. B rpynnel Bkitovanu
NAIMEeHTOB C AHAJOTMYHBIMH HCXOIHBIMU CPEIHIUMU NapaMerpamu: yposeHb HbAlc
cocrasisia 8,14% (CO 0,8), yposenb I'TIH cocraBmisin 160,1 mr/nn (36,6), Bo3pact
cocrasiysia 58,1 net (9,8), UMT cocrtapmusn 28,3 Kr/m> (4,7). BONBIIMHCTBO MAI[UEHTOB
(73,3%) ctpananu ot CAT2 B TeueHue >5 neT 10 BKJIKOYEHHS B TPYMIIbI UCITBITAHUSA.
[TepBUYHBIM TapaMeTPOM SIBJISIIIOCHh H3MEHEHUE NCXOAHOTO ypoBHS HbAlc uepes 24
HEeJeJIU TOCJe Havaya JeYeHHUs], CKOPPEKTHPOBAHHOE C YUETOM HCXOIHOTO YPOBHS
HbAlc. Uepes 24 Henenu neueHus cpeaHee usMmeneHue yposHs HbAlc B rpynme
JIN+MET+CM coctasuio Ha -0,62% Huke (p<0,0001) mo cpaBHEHHUIO C Tpynmoit
IMBO+MET+CM. MakcumanbpHOe cCHHKeHHe cpenHero yposass HbAlc (-0,84%) B
rpynne JIMI+MET+CM nabmonanock Ha Heaedie 12. YV malueHTOB ¢ UCXOIHBIM
ypoBHeM HbAlc >7,0% BepositHOCTH TpeOyemoro cHikeHus: ypoBHs HbAlc no
BenmmuuHbl <7,0% Ha Hepene 24 B rpynne JIML+MET+CM (29,2%) B >5 pas
npesbimaina BepoATHOCTh B rpynmne IIBO+-MET+CM (8,1%, oTHoueHune maHcoB 5,5,
p<0,0001). Ha nenene 24 mexny rpynnamu JIM + MET + CM u I1bO + MET + CM
HaOronanock cratuctudecku sHauumoe (p<0,0001) ckoppeKTUPOBAHHOE CpeaHee
paznuune usmeHenus: ypoBHs ['TIH (-12,7 mMr/ai) OTHOCUTENbHO UCXOAHOTO YPOBHS.
[Tokazarenu, oTHOCAIMHKECS K PYyHKIIUU B-KIETOK (CoaepkaHne UHCYJIUHA B IJIa3Me
Hatomak u MO-%B), Hapsny ¢ TMO-PU, 3nauntenbuo (p<0,05) ynydmanuce B
rpynne JIML+MET+CM no cpaBuenuto ¢ rpynnoit IBO+MET+CM. [Jlons nauueHToOB,
y KOTOPBIX PErUCTPUPOBANU cepbe3Hoe nmobouHnoe aerictue (I1/]), He3HAUMTENBHA IS
obenx rpynn JIM+MET+CM u IIBO+MET+CM (2,4% no cpaBuenuto ¢ 1,5%,
cooTBeTcTBeHHO). Haubonee pacnpoctpanenusim 1], koTropoe Gosee qacto
peructpuposanu B rpynmne JIU+-MET+CM no cpaBuenuro ¢ rpynmnoii [IBO+MET+CM,
ABJIsIachk runoraukemus (22,7% no cpaBHeHuo ¢ 14,8%, cooTBeTCTBEHHO). MOXHO
npeanonaoxuThb, uro takue [1J] oOycnosnensl BBenennemM komouHanuu ¢ CM.
3HAYUTENbHBIX U3MEHEHUH MACChl T€jJa HE OTMEUEHO HU B OAHOHN IpyIIIe JICUSHUS.
3aKJII0OYEHHE: JIeUeHUEe JIMHATJTUIITHHOM B OTOJHEHHE K KOMOMHUPOBAHHOMY

JeYEeHUI0 MET(HOPMHUHOM U CYJNb(OHUIMOUEBUHOH ABIsAETCSA 3P (PEKTUBHBIM U
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Oe30omacHbIM NIPU 00ECTIeYeHNN 3HAYUTEIbHBIX U KIMHUYECKUX 3HAYUMBIX YJIYYIIeHHH
IIMKEMUYECKOTO KOHTPOJA y nauueHToB ¢ aAuarno3oM CT2. JIMHArIUNTHH MOXET
obecneunuTh JONMOJHUTENbHOE TEPANIEeBTUUECKOE NeHCTBUE Nepe]] JIeUeHHEM
MHCYJIMHOM Ha MHOTMX MNAaLUEHTOB C HEAOCTATOYHBIM KOHTPOJEM INIMKEMUU B XO1€
JedeHus KoMOUHaue MeTpopMUHA U CYJIbOHUIMOUEBHUHBI. BBIJIO YCTAaHOBJIEHO,
YTO JIMHATJIMITHH XapaKTePU3yeTcs: ONaronpusiTHbIM NpoduiiemM 0€30NaCHOCTH U
nepeHocumMocTu. OQHAKO MPH UCIIOJb30BAHUH JTUHATJIIUIITHHA B KA4ECTBE
JOTIOJIHUTEJIbHOTO JICUEHUS K NPEABAPUTEIbHO NPOBOAUMOMY KYpCy JICHECHUS
Cyb(GOHUIMOYEBUHON BO3ZMOKHO Pa3BUTUE TUIMOTIMKEMHUH.

IIpumep 14

DdbdhekTUBHOCTD U 0E30MaCHOCTh UCXOMHOI0 KOMOMHUPOBAHHOIO JICYEHUS

JIUHATJIUNITHHOM U MHUOTJHMTA30HOM NAHHMCHTOB ¢ HCAJACKBATHBIM KOHTPOJIEM HI/Ia6CTa

Tuna 2

D¢ dekTHBHOCTD U 0€30MACHOCTH UCXOAHOTO KOMOMHUPOBAHHOTO JICYCHUS
unruouropom JAIIII-4, nuaarnuntuaom (JIN), u nuornurazonom (ITMO) ouenuBanu B
XOJl¢ PaHJOMU3HMPOBAHHOTO UCIBITAHUSA B TeueHUEe 24 HeaeNb ABOMHBIM CJIENbIM
METOZOM B MMapaJUIeNIbHbIX TPYINIaxX ¢ KOHTPOJIEM Mmianedo B HECKOJIbKUX
MeqUUUHCKUX neHTpax. [lanueHToB ¢ nuarHo3om caxapHseiii nuabder tuna 2 (CAT2) u
HEJOCTaTOYHBIM I'TUKEMUUYECKUM KOoHTposeM (ypoBeHb HbAlc cocrasmusn
7,5%-11,0%), T.e. HAMBHBIX NMAIIUEHTOB WUJIM NMAIIUEHTOB, KOTOPbIE MPOIILIN paHee KypC
Je4eHus JIOOBIM epOPaTbHBIM TMIOTJINKEMUYECKUM JIEKAPCTBEHHBIM CPEACTBOM
(ITT'JIC, neuyeHble MAMEHTHI), PAHAOMU3UPOBAJH B TPYIIIbI, B KOTOPBIX BBOAUIH 5 MT
JIN+30 mr ITUO oxnuH pas B cyT (n=259) unu 30 mr [TMO+mnanedo (ITBO) onun pas B
cyT (n=130). ITepen panmomusanuei nanueHTsl He npuHuManu Hukakux [ITJIC B
Te4eHUe MO KpaliHel mepe 6 Heaenb. B rpynmnel BKIOYaIU NaLUEHTOB C
AHAJIOTUYHBIMH UCXOAHBIMU CpeaHUMH napamerpamu (ypoBernb HbAlc cocTapisin
8,6%, yposenb I'TTH cocrasinsin 190 mr/an, Bo3pact coctasisin 57,5 ner, UMT

2
coctapisia 29,0 kr/m™). [lepBUUHBIM TapaMeTPOM SIBJISAIOCH H3MEHEHHUE UCXOTHOTO

ypoBHst HbAlc uepes 24 Henenu nocie Havaja JeYeHHs, CKOPPEKTUPOBAHHOE C
y4eTOM HCX0aHOTO ypoBHS HbAlc m mpeamecTBy0mero npoTuBOANa0eTHIECKOTO
MEAUKaAMEHTO3HOTO JieueHus. Uepes 24 Heaenu nocie Havyajia Je4eHus
CKOPPEKTUPOBAHHOE CpeHee u3MeHeHne yposHs HbAlc y mauneHTOB rpynmsl

JIN+ITUO (Habop maHHBIX JJIsS MOJTHOTO aHAIN3a, MePEHOC MOCIeIHUX 3HAYEeHUN
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u3MepeHus Bnepen) coctasisiio -1,06% (cranmapraas omuodka +0,00). Paznuuune
CKoppekTupoBaHHOTro cpenHero yposHs HbAlc B rpynmne JIM+ITMO no cpaBHEHHIO C
rpynnoi ITIBO+ITHO cocrasusano -0,51% (p<0,0001, 95% nosepuTenbHbII HHTEPBAJ
(AH): -0,71, -0,30). B rpynne JIU+ITHO Habaronanock Takxe OoJiee 3HAUUTENBHOE
cHukenue ypoBHs I'TIH no cpasHenuto ¢ rpynnoii [IBO+IIHMO, npu sTom Ha Hexene
24 paznuume coctasisio -14,2 mr/an (p<0,0001, 95% AU: -21,1, -7,3). Y nauueHTOB
B rpynne JIM+ITNUO ckopee Bcero nocturanoch Tpedyemoe cHmxkenue yposHs HbAlc
10 BenuduHbl <7% 1mo cpaBHeHHUIO ¢ nanueHtamu rpynmnsl [IBO+ITHO (42,9% no
cpaBHeHUO ¢ 30,5%, COOTBETCTBEHHO, OTHOIIEHHE maHcoB 2,1, p=0,0051), a Takxke
cHukenue ypoBHs HbAlc >0,5% (75% no cpaBreHuo ¢ 50,8%, COOTBETCTBEHHO,
oTHowmeHue maHcoB 3,8, p<0,001). Jlonst manueHTOB, Y KOTOPBIX HAOIOAAIOCH MO
KpaitHell Mepe ogHo nodounoe peiicteue (I1/1), cpaBHuma B obeux rpynnax JIM+ITUO
u [TIBO+ITHO (136, 52,5% no cpaBHeHuro ¢ 53,1%, coorBercTBeHHO). [ HIOrIUKEeMUS
Habmronanacek peako, y 3 manueHTos (1,2%) B rpynne JIM+IIMO u Hu oxHOTO 3MH30/1a
B rpynne IIBO+ITMO. Bce snu3oabl rUNOTINKEMUN XapaKTepU30BaIUCh JErkoi
CTETNEHBIO TSIXKECTH.

3aKJ0YeHNe: HCXOJHOE KOMOMHUPOBAHHOE JICYEHNUE JIMHATJIUNITHHOM H
MUOTJIUTA30HOM XapaKTePU3yeTCs 3HAUNTEIbHBIMU U KJIMHUYECKU 3HAYUMBIMHU
yayumenusmu yposHeit ['TIH u HbAlc no cpaBuenuro ¢ neuenuem [IMO B
OTIENbHOCTH HapsiAy ¢ OoJiee 3HAUNTENbHBIM yIydIleHneM QYHKINUU [B-KIETOK.
CoBMmecTHOE BBeJleHUE JIMHATJIUIITUHA U MMTHOIJIUTA30HA XapaKTepu3yeTcs
0€30MacHOCTBIO0 U JOCTATOYHO BBICOKOU MmepeHocuMocThio. KoMOuHupOoBaHHOE
JeUeHHe JTUHATJIUITUHOM U MHOTJIHUTAa30HOM MOJKET OKa3bIBaTh Ba)XKHOE
CHUHEPTETHYECKOEe JiIeueHUe Ha nanueHToB ¢ nuarao3oM CJIT2 ¢ HeanekBaTHBIM
IIMKEMUYECKUM KOHTPOJIEM HJIU MALMEeHTOB C MOYEYHOW HeNOCTATOUHOCTBIO,
KOTOPBIM NMPOTHBOIMOKA3aHO J€YeHNEe MET(HOPMUHOM.

Ilpumep 15

JleueHue B pekiMe MOHOTEPANUU JIUHATJIUNTUHOM B TeueHue 12 Heaenb

VIVYInaceT TIINKEMHYECKUH KOHTPOJIb V NAITHUECHTOB AINOHCKOI'O IIPOUCXOXKJACHUA C

IMAarHo30M caxapHbli nuader tumna 2

OddextuBnocTs u 6e3onacHocts nuarudouropa AIII-4, nunarnuntuna (JIN),
OLIEHMBAJIM B XOJl€ PAHAOMU3UPOBAHHOIO UCIBITAHUA B TeueHuel2 Heaenb 1BOWHBIM

CJICNIBbIM METOAOM B IAPAJIICIbHBIX IpyInax ¢ KOHTPOJIEM nnaue6o B HECKOJIBKHUX
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MEIUINHCKUX HeHTpax. D (PeKTUBHOCTD JedeHus B pexume MmoHoTepanuu JIU (5 mr
oauH pa3 B cyT u 10 Mr onuH pa3 B cyt) cpaBuuBaiu ¢ mianedo (ITBO) ¢ yuactuem
HaWBHBIX NALIMEHTOB SIMTOHCKOrO MPOUCXOXKACHUS UM NMALUEHTOB AMOHCKOTO
POUCXOXKAEHUsI, KOTOPbIE MPOLIJIN paHee Kypc JeueHus (JieueHble NallueHThl), C
nuarHo3om caxapuseiii quaber 2 (CAT2, ucxonusiii ypoenb HbAlc coctapisin 7,0%-
10,0% y HauBHBIX manueHToB U 7,0%-9,0% y neueHbix nauneHToB). [lepen
paHIOMHM3aIMel B rpynbl, B KOTopbiX BBoAuau JIU B noze 5 mr (n=159) unu 10 mr
(n=160), unu [1BO (n=80), BCe manueHThl NPOXOAIIH MOATOTOBUTEIbHBIA MEPUO B
TedueHue 2 Henenb ¢ BBeaeHneM [1bO (mauueHTsl, MpOXOAUBIIHE KYPC JICUSHHUS
NepopaJbHbIM T'HIIOTIMKEMUYECKUM JIEKAPCTBEHHBIM CPEACTBOM, HE IPUHUMATHU
JEKapCTBEHHOE CPEACTBO B T€UEHHE 2 HEJEJb O MOATOTOBUTEIBHOIO Iepuona). B
IpyMIbl BKJIKOYAIU MALMEHTOB C aHAJOTHYHBIMU CPEJHUMHU UCXOJHBIMU NTapaMeTpaMu
u nemorpaduueckumMu qaHHbIMU (B ckoOkax ykazano CO) (yposens HbAlc cocrasnsn
8,0% (0,68), yposenb I'TIH cocrasnsin 163,5 mr/an (32,4), UMT coctasisin 24,97
Kkr/m’ (3,86), Bo3pacT cocrasisin 60,0 ner (9,7)). IlepBudHBIM MapaMeTpOM SIBJISITIOCH
usMeHenne yposHs HbAlc orHocuTenpHO ncxoqHoro ypoBHs uepes 12 nepens. Ha
Henese 12 pa3nuumne CKOPPEKTUPOBAHHBIX CpeaHUX M3MeHeHuil yposHs HbAlc
OTHOCHUTEJIbPHO UCXOAHOTO ypoBHs npu gedeHun JIM B noze 5 mr coctasuino -0,87% mno
cpaBHeHuto ¢ rpynmnoi ITBO (p<0,0001), a npu neuenun JIU B noze 10 Mr cocraBuio
-0,88% mno cpasHeHnuto ¢ rpynnoi I1bO (p<0,0001). Jlons nmamueHTOB, Y KOTOPBIX
yepes 12 Henenb ypoBenb HbAlc nocturan Benuuunsl <7,0%, coctapisiaa 26,4% npu
neuenuu JIU B nosze 5 mr u 35,7% npu neuenun JIM B noze 10 Mr no cpaBHEHHIO C
10,0% npu BBenenuu [160O. Jlons mauueHTOB, y KOTOPBIX ypoBeHb HbA 1¢ cHU3MICS
no kpaiiHet mepe Ha 0,5%, cocraBuna 57,2% npu neuenuu JIK B nosze 5 mr, 59,9%
npu neuennu JIM B nose 10 mr u 8,8% npu BBegenun [16O. I1pu Beenenuu JIN B
obeux noszax, S mr u 10 mMr, HaOIIOIATOCh CTATUCTUYECKH 3HAUYMMOE pa3IudHe Mo
cpaBHeHuro ¢ [1bO (p<0,0001). Yposensb I'TIH 3HaUUTENBHO CHUXKAJICSA NIPHU JICUEHUHU
JIN B o0eux nosax, 5 mr u 10 mr, mo cpaBaenuto ¢ [1bO: uepes 12 Henenb pazauune
CKOPPEKTUPOBAHHBIX CPEAHUX U3MEHEHUN OTHOCUTENbHO UCXOAHOTO YPOBHS
cocTaBisino -19,7 mr/nn npu nevenun JIM B no3e 5 mr no cpaBuenuro ¢ [1bO
(p<0,0001) u -20,4 mr/nn npu neyennu JIM B noze 10 mr no cpasHenuto ¢ [160O
(p<0,0001). M3meHeHUsI COOTHOUIEHUS] MPOUHCYJINH/UHCYNHH (B rpynne 5 mr JIU

p=0,0065, B rpynmne 10 mr JIM p=0,0004) cBunerenbcTByOT 0 TOM, uTo JIM Takxke
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3HAUYUTENbHO YIyUllaeT CeKPeLuo HHCyanHa. JloJs MalueHTOB, Y KOTOPBIX
Ha0mroanock no kpaHeil Mmepe ogHo nobouHoe nevicteue (I1/]), cpaBEHUMa B Tpex
rpynnax (56,0% B rpynne neuenus JIM B noze 5 mr, 53,1% B rpynne nedenus JIU B
no3e 10 mr u 56,3% B rpynne I160O). 9,4%, 8,8% u 10,0% I1/1, cooTBeTCTBEHHO, ObLIN
BBI3BAHbI JIEKAPCTBEHHBIM CPEACTBOM. DMHU30Abl TUIIOTJIIMKEMHUH 110 JAHHBIM
uccienoBares He HaOmonanuch. Macca tena npu jgedyenun JIM B o0eux nosax, 5 mr u
10Mr, He u3MeHs1ach: u3MeHeHus: coctaBisiau -0,39 kr u -0,06 kKr, COOTBETCTBEHHO,
T.€. HE3HAYHUTEJbHO OTJIMYAIUCh OT U3MeHeHus Maccel npu BBeneHuu [160 (-0,04 kr).

3aKJI0YeHNe: JTUHATJIUITHH XapakTepU3yeTcsl 3HAUUTENbHBIM U KIMHUYECKHU
3HaUYUMBIM yJy4YII€HHEM INTMKEMUYECKOTO KOHTPOJIS, O Y€M CBUIETEIbCTBYIOT
usmMeHeHus1 yposHeid HbAlc u I'TIH y manueHTOB SIMOHCKOT'O MPOUCXOKAEHUS C
auarHo3oM CIAT2. OGe no3bl TUHArIUNTHHA, 5 MT U 10 MT, XapakTepU3yrTCs
aHaJOTUYHON 3P (PEeKTUBHOCTHIO NPU CHUKEeHNHU ypoBHS HbAlc u nocTtatouno
BBICOKOW NMEepEHOCUMOCTBIO [JI YKa3aHHOU nonyisuuu. Jloza nuHArJIuNnTuHa, paBHas
5 Mr, sIBIsieTCs TEpPaneBTUUECKON T030M sl MallMeHTOB AMOHCKOrO MPOUCXOXKAEHUS U
COBIIaIA€T C TEPANEBTHYECKOMN A0301 At O€NbIX NAallMEeHTOB (€BpOMeNHLeB).

Ilpumep 16

JledyeHue B pexxyMe MOHOTEpAIIUY JIMHATJIUIITUHOM obecneunBaer GoJjiee

Bd)d)eKTHBHbIﬁ CIMKEMUYECKUH KOHTPOJIb V MAIMEHTOB SIHOHCKOTO MPOUCX OKJICHUSI C

IMardo3oM auaber Tuna 2 no CpaBHEHUIO ¢ BOTJINO030M

OddextuBnocTs u 6e3onacHocts uarudburopa AII-4, nunarnuntuna (JIN),
CpPaBHUBAJH C MHTHOUTOPOM Ol-TUIFOKO3HMAa3bl, Bornnbo30it (BB), B xone
PaHIOMH3HMPOBAHHOTO MCIBITAHMS B T€UEHHE 26 Helesb JBOWHBIM CJIETIBIM METOJIOM B
napaJjjieJbHbIX TPYIIaxX ¢ BBEICHUEM aKTUBHOTO areHTa B HECKOJIbKUX MEIHIIUHCKUX
IIEHTPaX C yYaCTHEM HAUBHBIX MAL[UEHTOB SIMOHCKOr'0 MPOUCXOXKAEHHS, KOTOPBIE HE
NPOXOIMIJIM paHee KypPC JICUCHUs JIEKAPCTBEHHBIMH CPEACTBAMH, WUJIU MALUEHTOB
ATIOHCKOTO MPOHUCXOXKAEHHUS, KOTOPbIE paHee MPOIIIN KYPC JedeHUs (JedeHbIe
NALHUEeHTH), C TMarHo30oM caxapHbiil nuader tuna 2 (C/AT2, ucXonHbIi ypOBEHb
HbA ¢ cocrasnsin 7,0%-10,0% y HauBHbIX manueHToB U 7,0%-9,0% y manmueHToB,
KOTOpbIE paHee MPUHUMAJHN JII000e MepopabHOE TUIOTINKEMIYECKOe JEKapCTBEHHOE
cpenctso (IIT'JIC)). Yepes 2 Hexenu NOATOTOBUTENBHOTO niepuoaa ¢ Beeaernuem [1bO
MalUEeHTOB PAHAOMU3UPOBAJIHU B IPYNIbI, B KOTOPBIX BBOAUIK JIM B n03€e 5 Mr

(n=159) unu 10 mr (n=160) onux pa3 B cyT, unu seonmiu Bb (0,2 mr Tpu pasa B cyT,
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n=162). 3a 2 HEegeNu N0 MOATOTOBUTENBHOrO MepUoaa MpeKpamain Jrobdoe
npeamectsyrouiee gedeHue [1I'JIC. B rpynmnel BKIOYa U NalUEHTOB C aHAJOTUYHBIMU
UCXOAHBIMU CPEAHUMH MapaMeTpaMH U JeMorpadpruuecKUMHU JaHHbIMHU (B CKOOKax
ykazano CO) (yposenb HbAlc cocrasmsin 8,01% (0,68), yposenb I'TIH cocrasin
163,5 mr/an (32,4), UMT coctaisin 24,97 Kr/m’ (3,86), Bo3pact coctaJsia 60,0 net
(9,7)). IlepBu4HbIM MapaMeTPOM SIBJISLIOCH H3MeHeHHe ypoBHs HbA1c OTHOCUTENBHO
HUCXOAHOTO YpPOBHs uepe3 26 Henenb. Ha Henene 26 paznuune CKOPPEKTUPOBAHHBIX
cpenuux usmenenuit yposass HbAlc cocrasuno -0,32% npu nedenuu JIU B 1o3e 5 mr
no cpaBHeHuto ¢ jedeHueM Bb (p=0,0003) u -0,39% npu neuennu JIU B noze 10 mr
no cpaBHeHHIo ¢ jedeHueM BB (p<0,0001). Jlonst manueHTOB, y KOTOPBIX uepe3 26
Henenb ypoBeHb HbA 1c nocturan <7,0%, cocrasuna 30,2% npu neyennn JIM B no3ze
5 mr u 34,4% npu neyenuu JIM B no3e 10 mMr no cpaBHeHuto ¢ 22,2% npu JeueHUU
Bb. Jlons nmauneHTOB, y KOTOpbIX ypoBeHb HbAlc causmuincs >0,5%, coctapmisina
57,2% u 53,5% npu neyenuu JIM B no3zax 5 mr u 10 mr no cpaBHenuto ¢ 37,7% npu
neuennn Bb. Yposens I'TIH 3HauntenvHO cHuKancs npu gedennu JIM B obenx noszax,
5 mru 10 mMr, no cpaBHeHHIO ¢ JedueHneM Bb: pasnnune ckOppeKTUPOBAHHBIX CPEIHUX
M3MEHEHUN OTHOCUTENBHO UCXOAHOIO YPOBHS COCTABISNIO -6,9 MI/ pH Je4eHUH
JIN B nose 5 mr no cpaBHeHuIo ¢ gedenueM BB (p=0,02) u -9,8 mr/nn npu nedeHun
JIA B nose 10 mr no cpaBHeHuto ¢ jedeHuem Bb (p=0,0015). [{nsa obeux no3 JIH, 5 mr
u 10 mr, HaOMO aI0Ch 3HAYUTENbHOE CHIKeHHe ypoBHs HbAlc y mamueHTos,
npomenmunx panee kypc nedenus onaum IT'JIC, no cpasuenuto ¢ Bb (p=0,003 u
p=0,0011, coorBercTBeHHO). PazBuTue >1 nodounoro aevicreus (I1J]) cpaBHUMO mist
Bcex rpyn (72,3% npu neyenuu JIU B no3e 5 mr, 77,5% npu neuenuu JIU B no3ze 10
mr u 71,6% npu nedennu BB). 11,3%, 10,6% u 18,5% I1/], COOTBETCTBEHHO, ObLTH
CBSI3aHBI C JIEKaPCTBEHHBIM cpeAcTBOM. CBsi3aHHBIE C J€KAPCTBEHHBIM CPEACTBOM
HapyIIEHUs CO CTOPOHBI JKENYAOYHO-KUIIEYHOTO TPpakTa Haubosee 4acTo
Habmonanuce B rpynne Bb (14,2%) no cpaBaenuro ¢ rpynnamu JIN (8,2% npu noze 5
mr, 8,1% mpu no3e 10 mr). B rpynne Bb 3apeructpuposanu 1 3mu304 runorinkeMuH,
B TO BpeMs Kak B rpynmnax JIM 3nu3010B TUNOrINKEMUH HE HAOII0IaI0Ch.
3akJI0YeHNe: JJe4eHe B peXkuMe MOHOTepanuy JUHATJIUNITHHOM
xapakrepusyercs Oonbieit 3QppeKkTUBHOCTBIO MO CpaBHEHUIO ¢ Bb npu yny4dmenun
IIMKEMUYECKOr0 KOHTPOJIS Y MALMEHTOB SITOHCKOTIO MPOUCXOXKAEHUs C TUArHO30M

CAT2. O6e no3bl nuHarnunTuHa, S Mr u 10 mr, yepe3 26 Henenb XapaKTePU3YIOTCS
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cpaBHUMOHN 3P (HEKTUBHOCTBIO U CTATUCTUYECKU 3HAYMMbIMU CHU)KEHUSIMH YPOBHEH
HbA1lc u I'TIH oTHOCHTENBHO UCXOOHBIX YpOBHEH 1o cpaBHeHUo ¢ Bb. JInnarnuntux
XapaKTEepPU3yeTCsi JOCTATOYHO BBICOKON MEPEHOCUMOCTBIO Y MaLlUEHTOB SIIIOH CKOr'O
npoucxoxaeHus ¢ auarao3om CJ/IT2 o cpaBuenuto ¢ Bb, npu aTom Habmronaercs
MeHbuiee yncyo I1/] Ha jxeny10YHO-KUIIEYHBIH TPAKT U 00ecrneunBaeTcs IEeHHOe
JONOJHUTEJIbHOE TEPANEeBTUUECKOE NEHCTBUE K KypCaM JICUeHHUsI, IPOBOJUMBIM B
yKa3zaHHOU nonynasnuu. /[o3a TMHArIUNTHHA, paBHAs 5 MT, sIBIAETCS
TEpPaneBTUYECKON N030H A NalUEHTOB IMOHCKOIO MPOUCXOXKIAEHUS, KOTOpas
COBIIaJIAET C TEPANMEBTHYECKOMN H0301 It O€NbIX NALUEeHTOB (€BPOMEHLIEeB).

ITpumep 17

JIMHATJIUIITUH BOCCTAHABJIMBAET d)VHKLII/II-O B-KJ’IGTOK U BBIDKUBAEMOCTDH

BBIACJTIECHHBIX OCTPOBKOBBIX KJIETOK YEJIOBCKA

HccnenoBanus Ha MOJeNsIX AMa0eTa y )KUBOTHBIX IMOKA3aJIH, YTO HHTHOUTOPBI
nunentuaunnerunaspi-4 (JAI1I1-4) oOpamarT nporpecCupoBaHNe THIEPTINKEMUN U
YBEJIMYHUBAIOT Maccy B-kieTok. B maHHOM nmpumepe ucciaenoBaty BIUsHUAE
muHarnuntuHa, naruouropa JAIIII-4, Ha QyHkOuio B-kneTok yenoseka. BeineneHHble
OCTPOBKOBBIE KJIETKHU Y€JIOBEKA HHKYOUPOBAIHU MPHU MOBBIIEHHBIX KOHIEHTPAL[UAX
rII0KO036I (5,5-33,3 MM), nanbMutuHOBOU KHCIOTHI (0,5 MM), cMmecu
unrepaerikuna- 13 (MJI-1B, 2 ur/mn) unu unrepdpepona-y (MHP-y, 1000 Ex/min) B
teueHue 4 cyt wiu HyO, (50 MxM) B Teuenne 8 4. OCTpOBKOBbIE KII€TKHU
npeaBapuTenbHo oOpabaTeiBany aHTaroHuctoM peuenrtopa MJI-1 (MJI-1Ra, 500
HI/MJI, KOTOPBIH, KaK OBbLIO YCTAHOBJIEHO, BOCCTAHABINBAET (PYHKLHUIO [B-KJIETOK),
muHarnauntuHoM (100 HM) winu pacTBOpuUTeENieM B TedeHue | 4 10 BO3AEHCT BUs
CTUMYJIUPYIOIIUX NHadeT areHTOB, a TaKXKe B XOJle BCEro nepuoaa oopaboTku B
TedeHue 4 CyT. B KOHTPONBHBIX YCIOBUAX NPU KOHLEHTPALMU IIIOKO3bl, paBHOU 16,7
MM, OCTPOBKOBBIE KJIETKH CEKPETHUPOBAJHU B 3,8-pa3a Ooble HHCYJIHHA 11O
CPaBHEHUIO ¢ KOHIEHTpAIMel ritoKo3bl, paBHOM 2,8 MM. U HaobopoT, uaaekc
CTUMYJISIUK CHUKajCs B 1,9- u 2,4-pa3a B pe3yabTaTe NE€UCTBUS HA OCTPOBKOBBIE
KJIETKH TJIFOKO3bI NPU KOHIeHTpauny, pasHo 11,1 MM u 33,3 mM (P<0,05). B
pe3yibTaTe AeHCTBUS Ha OCTPOBKOBBIE KJIETKHU MaJIbMUTATA, CMECH LIUTOKUHOB UIIU
H,0;, mabnromanock 2,1-, 2,2- u 1,9-kpaTHOE CHUIKEHHUE CTUMYJUPOBAHHON TJIFOKO30H
cekpeuuu uncynnna (CI'CH), coorBercrBenHo (P<0,05). JInHArTUNTHH 3HAYUTEIBHO

BOCCTaHaBauBaJ GyHKLUIO B-kieTok BO Becex ycnoBusax (CI'CH ysennuuanaceh B 1,9-,
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2,5-,3,3-, 1,9- u 3,7-pa3a B IpuCyTCTBUHU IIFOKO3bl IPU KOHLEHTpauuu, pasuou 11,1
MM unu 33,3 MM, B npUCYTCTBUU MaJIbMUTUHOBON KUCJIOTHI, HUTOKUHOB U HyO9,
P<0,05). NJI-1Ra xapakTepusyercss aHaJIOrH4HON 3(PPEeKTUBHOCTHIO IPU
BOCCTAHOBJIEHUU (PYHKIUU B-KJIETOK B yCIOBHUSIX BBICOKMX KOHLIEHTPALMI TTIOKO3bI, B
NPUCYTCTBUM NAJIbMUTUHOBOM KUCJIOTHl U UUTOKUHOB, ogHako MJI-1Ra He
BOCCTaHABJIUBAET PYHKIHUIO B-KJIETOK B YCJIOBUAX OKHUCIHUTEIBHOTO CTpecca,
BbI3BaHHOTO AelicTBueM HyO;. B ¢Bsizu ¢ Tem, uTo motepsi QyHKLUU OMOCpPenOBaHa
OKUCJIUTEJIbHBIM CTPECCOM, B JIM3aTaX OCTPOBKOBBIX KJIETOK OMNpEaesaau
KOHI[EHTPALUIO HUTPOTHPO3MHA. B OCTPOBKOBBIX KJIeTKAaX 4YeJIOBEKa HAOI0AaI0Ch
3HAYUTEJIbHOE MOBBIIIEHHE YPOBHS HUTPOTUPO3UHA BO BCEX NUAOETUUECKUX YCIOBUSIX
(ypoBHu mosbimanuchk B 13, 14, 6, 14 u 8 pa3 npu KOHIEHTPALUHU TIOKO3bI, PABHOM
11,1 MM unu 33,3 MM, B npuCyTCTBUU NaJbMUTHHOBOW KUCJIOTHI, HIUTOKUHOB UJIU
H,0,, P<0,05), B TOo BpeMs kak ipu 0OpabOTKe OCTPOBKOBBIX KJIETOK JIMHATIUITUHOM
MOBBIMIEHHOE MPOAYLUPOBAHUE HUTPOTUPO3NHA HE HAOIIOAAIOCH.

B ocHoBHOM OBLIIO ycTaHOBIEHO, yTO HHrHOUTOp [AIII-4, nuHarnunTuH,
oka3zpiBaeT B KauecTtBe MJI-1Ra comocTaBuMbIe 3alUTHBIE AENCTBUS Ha TJIFOKO-, JIUIIO-
U UUTOKHHOTOKCUYHOCTh U KPOME TOTO yJIydmaeT PyHKUHIO B-KJIETOK B YCIOBHSX
OKHCJIUTEJIBHOTO CTPECCA, a TAKXKE MONABIAET alonTo3 (BbI3BAHHBIN AeHCTBUEM
H,0,). B nanHOM npuMepe yCTaHOBJIEHO A0KA3aTE€IbCTBO MPAMOro 3aIUTHOTO
AEWCTBUSI JTUHATJIUINITHHA HA BBIKHBAEMOCTb [3-KJIETOK U CEKPELUI0 HHCYJIUHA.

IIpumep 18

XpoOHHUYECKOE 3a00JIeBaAHKE OYEK HE U3MEHSIET d)aDMaKOKI/IHeTI/IKV

JJUHArJUIITHHA, HO ITOBBIIIAET HeﬁCTBHe CUTAIrJHUIITHHA U QJOIIMITHHA Ha MOJACJIHU

KpbIC

[ToyeuyHast HEAOCTATOUYHOCTD MPEACTABISIET COOOH PaCIPOCTPAHEHHOE
ocnoxxknenue C/IT2. MccnenoBany BIMsIHUE XPOHMYECKOTO 3a00€BaHUS MMOYEK HA
(apMaKOKMHETUKY UHTHOUTOPOB OUIENTHAMINENTUAA3bI-4 (JTMHATIUITHHA,
CUTArJIUNTHHA, aJIOTJTUNTHHA) HA MOJEJH KPbIC C XPOHHYECKOH MOYeYHOM
HEIOCTATOYHOCThIO (HepposkTomus y 5/6 ocobeti (5/6H)). Uepes Bocemb Henemnb
NocJjie XUPYPrUueCcKOl Onepaluy KpbicaM MepopaibHO BBOJHIN HHTHOUTOPHI B
teueHue 4 cyt. B pesynbrare y 5/6H ocobeii upessbryaitno 3HauntenbHo (P<0,001)
CHUJKaJIACh CKOPOCTh KJIYOOUYKOBOH (QHUIBTpPALINU, KOTOPYIO OLEHHBANH IO KJIUPEHCY

kpeatruHuHa (cumynsuus: 2510+£210 mn/24 4, 5/6H: 1665+104,3 mn/24 1), u
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noBeImauch ypoBHU nucratuHa C (cumymsaust: 700+35,7 ur/min, 5S/6H: 1434+77,6
Hr/min). TyOynsapuas ¢ynkuusa 3aauutensHo (P<0,001) napymanace, o uem
CBHJIETEJIbCTBOBAJIN YPOBHU B IJIa3Me JIMIIOKAJINHA, ACCOLMMPOBAHHOTO C
xenatuHaszoit Helrpodunos (JIAXKH, cumynsauus: 286+23 ur/mn, 5/6H: 680+56,3
Hr/mi), u B2-mukpornoOyiauna (cumynsuus: 20,4+2 4 mxr/mn, S/6H: 33,3+1,34
MKr/mi). AktuBHOCTb JII1I1-4 OGbia comocTaBuMa BO BCEX TpyImax.

[Tpu BBenenun auHarnauntuHa (0,5 MKMOJS/KT 1 7 MKMOJISI/KT) Kpbicam 5/6H
3HauuTenbHoro usMenenuss AUC(0-00) He HaOmronanock: cumysauus: 316+54,7
HMousixu/n, 5/6H: 257+21,54 umonsaxu/n, P=0,771 u cumynsuus: 1252+372
HMmonsixu/n, 5/6H: 748+74,5 umonsax4/n, P=0,284, coorBercTBenHo. HampoTus, s
CUTArJIUNTHHA U ajoriauntuHa (7 MKMoJiei/kr) Habmoganuck 3aauuTesnpHo (P=0,0001
u P=0,039) 6onee Boicokue (41% u 28%) 3nauennss AUC(0-0): cumyasinus
curariauntura: 3690+103 umonsxu/n, S/6H: 6238+423 HMONSIXY/TT U CUMY JISIIUS
anmornmuntuna: 1772+225 umonetixu/n, S/6H: 2445+166 umonetixu/n). bonee Toro, He
Ha0ro1anach KOppesiuus MapKepoB TyOysipHOH u kiyboukoBoil pyrkumii ¢ AUC
auHarnunTuHa. HanpoTtus, nis cutarnunTuHa HaOMonanach 3HAYUTEIbHAS
Koppessiuus ¢ KaupeHcom kpeatuHuna (r2=0,374, P<0,05), nuctatunom C (r2=0,499,
P<0,01), JIAXKH (r2=0,604, P<0,01) u f2-mukporaodynunom (r2=0,543, P<0,01). dns
aJOTIIUNTHHA HAOJM0Aamach He3HAUUTeNbHas koppensuus ¢ uucratuiom C (r2=0,376,
P<0,05) u f2-mukporaodbyiaunom (r2=0,391, P<0,05), HO OTCYTCTBOBAaNA KOPPENSILUI
¢ kaupeHcoM kpeatunuHa u JIAJKH.

[IpencraBieHHbIE PE3yIbTATHI CBUAETEIBCTBYIOT O TOM, UYTO MOYEUHAs
HEJOCTATOYHOCTDb HE BJIHSET HAa PapMaKOKHHETHKY JIMHATJIUINITHHA, H B TO JK& BPEMs
IPU 3TOM MOBBILIAETCS JEHCTBUE CUTATJIUINITHHA U aJIOTJIMNITAHA. B CBsI3U € 3THM, B
OTJINYHE OT CUTArJUINTHHA U aJOTJIUINTHHA, JIs JIMHATIUNITHHA He TpeOyeTcs
ontuMu3anus 1036l A1 nanueHToB ¢ CAT2 u moyeuHOH HETOCTATOYHOCTHIO UJIH
nuabeTnyeckoil HedpomnaTuen.

Kpome TOro nuHariaunTUH 3HAYUTENBHO NoAasisAeT s3kcnpeccuro MPHK
npodudpo3Hbix PakTopos, Takux kak TGF-B1, TIMP-1 u xonnaren (Col3al), B
CepAlLe KPbIC C YpEeMUeH, MpudeM yKa3aHHble (PaKTOpHI ABIAIOTCS Mapkepamu ¢pudposa
TKaHu npu Gudpo3e cepana, 1 UX YPOBHHU 3HAYNUTEJIBHO MOBBIIEHBI B CEPALE NTPH
ypemun. Ilpu ypemun B OONBIINHCTBE CIy4aeB Pa3BUBAETCS XapaKTEPUCTHUIECKAS

KapIMOMHUONATHS C YBEJIUYCHUEM KeJTyA0uKOoB U Gudpo3oM. B cBs3u ¢ sTUM,
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yKa3zaHHbIe TPOTHBOYUOpo3HbIEe cBOMicTBa MHruOuTOopoB III1-4 MOKHO HCIIOTB30BATH
IJIs JIeYEHUSI IOBPEXKACHUS MUOKapaa U MOYeK, cepana npu ypemuu, pudbposa cepana
U/WIIM KapAMOMHUOIIATHH C YBEJIUUYEHUEM JKeJIyN04YKOB U GUOPO30M, aCCOLU UPOBAHHBIX
C ypeMmueH, y nauueHToB ¢ quarnosom auabet tuna 2. [IporuBodudbposHoe nerictue
JVHATJIUITHHA MOKET OKa3bIBaTh AOMOJHUTENIbHOE OJIaronpusTHOE AeHCTBUE HA
NALMEHTOB C XPOHUYECKUMHU 3a00JI€BAHUSIMHU TIOYEK U/MIIM ceplla, KOTOPBIMH B
OOJIBIIMHCTBE ClIy4aeB CONMPOBOXAaeTcs nuadet tuna 2.

ITpumep 19

JIMHATJIMIITUH CHMJKAET CTEATOo3 IeYeHU Ha MOACJHU I'PBISYHOB

CreaTo3 meyeHH SABISETCS OTJIUYHUTEIbHBIM MIPU3HAKOM Y MAIIUEHTOB C
AUarHo3oM nuadeT Tuna 2 U HeaJKoTOoJNbHOH xupoBoi 6onesnsto nedenu (HAXKBIT).
JIMHATTUNTHH MpeACTaBsieT COOO0H CeNeKTUBHBIN HHTHOUTOP
nunentuaunnentunassi-4 (AI1I1-4), koTopsli HE BEIBOAUTCS Yepe3 MOYKH.

[IpoBonunu ucneiTanus quHarauntuHa (3 mr/kr/cyt u 30 mr/kr/cyt, n=10) B
TedeHue 4 HeAeJb Ha MOJIeJTN OKHUpPeHUsi, BbI3BaHHOTO nuetoit (OB/l, KuBOTHBIE
noJiydasnu KopM B TedeHue 2 u 3 mecsues). Conepkanue JIUMUAOB B NEUYEHU
OTpenessiia 1N VIVO MarHUTHO-pe30HaHCHOU cnekTpockonueit (MPC), a takxke ex
VIiVO METO/IOM aHaJIN3a TPUTIULEPHUAOB B NeueHH. JINHATIUITHH 3HAYUTENBHO
(P<0,001) unrubupyer akrusaocts [AIIII-4, ot 67% no 80% u ot 79% no 89% (3
mr/kr/cyT u 30 MI/Kr/cyT, COOTBETCTBEHHO) MO CpaBHEHHIO ¢ KOHTposeM. [Tocne
nposenenus nl TT nabmonanuce 3HaunTenpHo (P<0,01) cHMXKEHHbIE YPOBHU
rmoko3bl B KpoBH (AUC) B nuanaszone ot 16% no 20% (3 mr/kr/cyt) u ot 20% no
26% (30 Mr/kr/cyt). AHaAJIOTHYHBIM 00Pa30M 3HAYUTENBPHO CHHIKAJIOCH CONEpPIKaHUE
xupa B meueHu (nerexuus merogqomM MPC). M3MeHeHUs conepIKaHus JKUPA B TIEYEHH
pPErucCTpUpPOBAIU HE paHee, ueM uepes 2 Heaenu jeueHus. Koppenauusa mexay
CoAepKaHUEM JIMIUJOB B MeYeHH, onpeaenssemoro meronom MPC, u ypoBHsiMHu
TPUTJITULEPUIOB B IEUEHU, ONpPeneseMbIMH €X Vivo, coctaBmia r2=0,565 (P<0,0001).

Kpowme Toro meieii nuauu ob/ob obcnenosanu uepe3 14 cyt nedeHus
JUHATTUNTHHOM (3 MI/KI/CYT HJIM KOHTPOJIb) U MPOBOAMIIHM T'HCTOJOTHYECKUH aHAIN3
CJENBIM METOAOM (OLIEHUBAIH TSKECTb M CTENEHb OXKUPEHHS B Oajiax, HaJlluuue
MapkepoB BocnaieHus). [Ipu aTtom HaOmonanoce narudbuposanune akrusHoctu AII1-4
Ha 80% u cHIkeHue ypoBHs rioko3bl B KpoBH (AUC) Ha 25% (P<0,05). ITo naHHBIM

TUCTOJIOTHYECKOro aHain3a (B Oajyax) B IpyInme JUHATJIUITHHA PETUCTPUPOBAIIU
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MEHBINYIO0 CTEMEeHb CTeaTOo3a MeUYeHu U Bocmajenus B damnax (2,2+0,13, n=9, P<0,01)
10 CPAaBHEHMIO C KOHTPOJbHOU rpynnoii (30,18, n=10).

B 3akmrodeHuu cieayer OTMETUTh, UYTO JIMHATJIUIITHH 3HAYUTEIbHO CHIXKAET
conepskanue xupa B neueHu U TskecTb HAXKBII (mo qaHHBIM MrUCTOJIOTHH) HA MOJEITH
IUETHl C BBICOKUM COAepKaHUeM Kupa. JIMHArIUNTHH 00pauiaeT NOBbILIEHHE
CONep KaHUsS TPUINIULEPUIOB B IEUEHU U Pa3BUTHE CTEaTo3a MeYeHn
(TepameBTUYECKOE NEHWCTBHE 3HAYUTEIBHO MOBBIIIAETCS MPU 00Jiee BhIPaKeHHOM
crearo3e neyenn). OOpameHne nporpecCHpoBaHMUs CTEATO3a MEYEHU MOATBEPIKIAAET
BA)KHOCTH MPUMEHEHUS JIUHATJTUIITHHA IJIs JISYEHHS] AllUeHTOB C THarHo3oM auader
Tuna 2, a Takxe ¢ 3abonesanusimu neuenu (HAXKBIT).

ITpumep 20

JIMHATTTUIITHH (bVHKLII/IOHaJ'IbHO CHIKAET CTENEHb Pa3PEeryJIMPOBAHHON

skcnpeccuun JAIII1-4 B nuabeTruyeckux paHax

HapymeHnHoe paHO3aKUBJIEHHUE SBJISETCS OCHOBHBIM OCJIOKHEHHEM CaxapHOTO
nuabera. Uarnburop aunentununnentunassi-4 (JAI111-4), nuaarnunTul, yiydmaer
paHoO3akuBJIeHHE (IO JAHHBIM HCIIBITAHUN Ha MbIIIax JUHUHU ob/ob). Mccnenosanu
AelCTBUE JUHATJIUITHHA HA MapKepbl BOCIAJIEHUS B PaHE HA KOXe U OLIEHUBAJU
OnaronpusATHOE BIUSHUE JIMHATTIUIITHHA HA PAHO3aXKUBJIEHUE.

B panax mpimed muHuE 0b/0b, KOTOPBIX JIEUMJIM JIUHATIUNTUHOM (3 MI/Kr/cyT),
U KOHTPOJIbHBIX MbIIIEH TUHUU Ob/0b ¢ UMHUTaLMEll paHbl ONPEnesiin COAep KaHe
mapkepoB Bocrnanenuss, COX-2 u MIP, meTonom ananusa 3amutsl oT PHKa3we1, npu
5TOM He OBLIO BBISIBJIEHO CYLIECTBEHHBIX pasnuuuii. bonee Toro, npu BBeAEHHUH
JUHATJIUNTHHA He HAOMI0Aal0Ch YBEJIUUECHHUS YUCTIa alIONTOTHYECKUX
uHpuapTpupyromux F4/80-nmo3utuBHbIXx Makpodaros. B ¢Bsi3u ¢ 3TUM OLeHUBATU
skcnpeccuto JAIII1-4 B koke nuabeTH4ecKux U He-TuabeTUUeCKUX KUBOTHBIX.
PesynbraTel uMMyHOTHCTOXUMHYeCKOTO aHanu3a (MI'X) u uMMyHOOIOTTHHTA
CBUJETENbCTBOBANN O 3HaUUTeNbHOUN dkcnpeccun AIII1-4 B koxe 3M0pOBBIX U
nuadeTnyeckux Mbimei (mmHuN ob/ob), a Takke KePaTHHOLMTOB B Ka4ECTBE
OCHOBHOTO KJIETOYHOI'O UCTOYHHKA YKa3aHHOro pepmenta. B cooTBeTcTBUH C 3TUM
nokanuzanus 6enka JIIII1-4 B koke CTPOTO KOppeaupoBaia ¢ MOJHOM
ayTopaauorpadueii Tena, NOJy4eHHONW MOCHE JEUEHHS TNHATITUITUHOM, MEYEHHBIM
TputueM. PesynpraTel ananusa skcnpeccuu HIII-4 y mbimein ¢ paHoi Ha BCHO

TOJIIIUHY KOXHU CBUIETEIbCTBOBAJIN O CHU)KEHUHU 3Kcnpeccun Oenka [AI1I1-4 y
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30POBBIX MBbIIIEH Yepe3 3 CyT Mocjie HAaHECEHUs PaHbl U 00 OTCYTCTBUH YKa3aHHOTO
dbepmeHnTa Ha nMo3aHeH ctanuu 3axupineHus. Cienyer OTMETUTh, YTO MPHU
MOBPEXKICHUU KOKHU HAOII0NaeTcs 3HaUUTeNbHas pasperyisanus skcapeccuu JAIII1-4 ¢
NOHM)KEHHEM aKTHBHOCTHU B NPOJU(EPUPYIOLUINX KEPATUHOLUTAX HA IPAHUIE PAHBI
(UI'X). Hanpotus, B ocTpbIX paHax y nuabeTndyeckux meimei sxcnpeccus AI1I1-4 we
HaOmonanack. OnHako skcnpeccus Oenka JIII1-4 nabaroganace Ha MO3AHEH CTaAUU
panozaskuyenusi. O0patHas perynsiuus Oenka JAII1-4 B nuabeTu4yeckoil Koxe mo
CpPaBHEHHIO C He-TUa0EeTHYECKON KOXKEeH MO3BOJISIET MPEANOI0KUTD, YTO JIMHATIUIITHH
Oynet oka3pIBaTh OJIATONMPUSITHOE AEHCTBUE HA MPOLIECCH PAHO3AKUBJIEHUs. TaKkum
obpa3om ynydiieHue npouecca paHO3aKUBJIEHHS, OMOCPEIOBAHHOE MPUTO JHBIM
unrudburopom JII1I1-4, TakuM Kak JTUHATITUNTHH, 3aBUCHT OT KOMIEHCAIIUU
(narubuposanus) pasperynuposanroit AI1I1-4 B nmabeTndecknx paHax, a He OT €ro
TUMOTJIUKEMUYECKOr0 UM UMMYHOMOAYJIUpYIoLIero aeiictsus. B ¢Bs3u ¢ aTum
uHruouropom JIII1-4, KOTOPBIH MOKHO UCIOIB30BATD I YIIYULISHHS
paHO3aXXUBJIEHUs, sABJasieTcs Takoi nHruourop JAIIII-4, xoTopslit cnocoben
s¢ppexTusHo cBasbiBaThes ¢ [AIII-4 B xoxe, Hanpumep, ¢ pazperyiauposanHoi JI1T1-4
B TUa0eTHYEeCKHUX paHax, MPEANOUYTUTEIbHO B €70 TEPANeBTUUECKON 103€.

Kpome Toro B nanHoMm koHtekcTe naruoutropom JIIII-4, koTOpBIH MOXKHO
UCIOJIb30BaTh AJIs YIYyUYIIEHUs PAHO3aKUBJIEHUs, IPEXKAE BCEro y MalUeHTa C
AuarHo3oM nuaber tuna 2, siByusietcs Takod narnourop AIIII-4, KOTOpbIil MOXKHO
HAHOCUTb MECTHBIM CIIOCOOOM Ha paHbl, HAIIPUMEP, B COCTABE NMEPEBI30YHBIX
MaTEpPUAJIOB JUJIsl PaH UM MJIACThIPEN Uiin KpeMoB uiu maseii. Takum obpazom B
HACTOsIIIeM H300pETEeHUN KPpOME TOTO MPEAIaraTcsl yCTPOUCTBA AJIsl MECTHOTO
HaHECEeHUs Ha PaHbl, TaKHUe Kak, HallpuMep, NepeBs30YHble MaTepHUabl sl paH UIIU
IUTACTBIPHU, BKIIIOYAKOININE JUHATJIHUITUH U HeoOsI3aTeIbHO ONUH UIu Oosee
(apManeBTUYECKH MPUEMIIEMbIX HOCUTEJIEH U/UIN SKCLUUITHEHTOB.

IIpumep 21

Uccnenosanue s3auMocssasu (resorunuposanue TCF7L2. oTBeTHAas peakuus Ha

JECUECHUE)

[Tonumopdusmer u Bapuantel reHa TCF7L2, npencraBnenHsie B Tadm. 1,

AHAJIU3UPOBAJH MO CIEeAYIOLIell METOUKE.
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Tabauna I

I'eH, BapHaHTHBIE HYKJIEOTHUABLI U rS-HOMEPA

I'en BapuaHTHBIN HYKJI€0THL I's-HOMeEp
¢.382-41435 C>T rs7903146
c.483+9017 G>T rs12255372

TCF7L2
¢.382-22060 A>G rs10885406
c.1102 C>G rs731788

O0paziwr

B mpumMeHsieMbIX MeTOnax aHaiu3a ucnoabzoBanu odpasusl JJHK maumeHTos
(xoHueHTpauus 50 Hr/MKII) B 96-IYHOUYHBIX IJIAHIIETAX.

I'eHoTHIHpPOBAHHE NIPSIMBLIM CEKBEHHPOBAHUEM MO CBHFGDV

Jlokyc-cneuuduunbie pparmentsl JJHK amminpunuposanu ¢ HCMOIb30BaAHUEM
nonumepasHnoit nennoi peaknuu (ITLP) u reromuoit JIHK B kauecTBe MaTpUIbI.

ITIIP npoeoaunu B cucreMe ABI BioRad® Tetrad PCR. KauecTBo mpoaykToB
[T1IP aHanu3upoBaiu MEeTOAOM 3JieKTpodopesa B arapo3HoMm reye. QUuineHHbIe
nponyktsl I[P ncnonb30Banu B Ka4eCTBE MATPULl B PEAKLHUSIX CEKBEHUPOBAHMUS.
CornacHo meTony oOpeIBa LieNHU, OMMMCAHHOMY B cTaThe Sanger u ap. (1977), ananus
nocnenosarenpbHocTu JIHK ocHoBan Ha oOpriBe pactyineit uenu /IHK 3a cuer BcTaBku
2" 3'-nune3okcupudonykineorunrpudocdara (ddNTP), meuenHoro kpacurenem, B
npucyrcrsun JJHK-nonumepassl. OunieHHble NPOAYKThl CEKBEHUPOBAHUSA
AHAJU3UPOBAJH C HUCIOJb30BaHUEM reHeTndyeckoro aHanuszaropa ABI PRISM® 3730.

JlaHHBIE CEKBEHUPOBAHUS T€HEPUPOBAIH C UCIOJIb30BAHUEM JIMIIEH3UOHHOTO
nporpammuoro obecnedenust ABI. Ilocienyromee BhINOJHEHHE aITOPUTMA
unentTudukanuu ocHosanuii KB-basecaller, a Tak:xxe 00paboTky pe3yabTaToB
OCYIIECTBJISITN C UCIOJb30BAHUEM MakeTa mporpaMMmuoro obecnedenus: Staden. IIpu
BbIOJIHEHN U anroputma KB-basecaller nns Bcex ocHOBaHMM, HISHTUOULHPOBAHHBIX
Ha 3JIeKTpodoperpaMmax aBTOMAaTHYECKOr0 CEKBEHATOPA, OMPEAEIIAIN HHAEKC
kadecTBa (quality value) ¢ ucnonb3oBanuem BeposiTHocTel omudok KB-basecaller.
VYka3zaHHBIE HHAEKCHI Ka4eCTBA UCIIOIb30BAIN PpH 00pabOTKe pe3yIbTaTOB
OJTHOKPATHBIX CUMTHIBAHUHN, U OHU SBJSJINCh OCHOBHBIM TPeOOBaHHEM MU pacyera
TOYHOCTH ompeneneHus nociaenosarenbaoctu (Applied Biosystems,

3730/3730x]/DNA Analyzer Sequencing Analysis Software Training).
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HNnpexc xadectsa (q) 20 COOTBETCTBYET BEPOSITHOCTH OMHUOKH (ep), paBHOH
1/100, 3nayenne 30, COOTBETCTBYET BEPOSTHOCTH omnOku (ep), papHoit 1/1000 u T.1m.
Ha sTane 06paboTku pe3yabTaToOB YKa3aHHbIE 3HAUEHUS MPOTHUBOMOCTABISIIN APYT
apyry. B ocHOBHOM CekBEHHPOBaHUE NMPOJOJIKAIN IO TEX MOP, MOKAa KAXKAOMY
KOHCEHCYCHOMY OCHOBAHHIO He OyneT mpucBOeH uHaekc kadectsa (q) 50 umam Gonee,
YTO COOTBETCTBYET BEPOSITHOCTU ouOku (ep), paBHoit 1/100000. B cBsA3u ¢ Tem, 4TO
OOJIBIIMHCTBO U3 KOHCEHCYCHBIX OCHOBAHMI XapaKTepu3yeTcs naxke 0ojiee BBICOKUM
WHIEKCOM KaueCTBa, YeM MUHHMMAJIbHBbIH UHIEKC, PACCUUTAHHAS KYMYJISITUBHAS
BEPOATHOCTb OIUOKH JJIsl KOHEYHOH MOCJIEeNOBATEIbHOCTH TAKXKe€ 3HAUYUTEIIbHO HIXKE.

JlaHHBIE CEKBEHUPOBAHUS 3arpy»Kajyd U aHAJIU3UPOBAIHU C HCIIOJIb30BAHUEM
nporpaMMHOro obecnedyeHnus seqpatient megunuHckux cuctem JSI (Bepcust Seq Pilot
3.3.2, JSI medical systems GmbH, Friedhofstr. 5, 77971, Kunnenxaiim, 'epmanus).

JUtst cnenyoImnX aHAJIN30B T€HOTUIIOB 00pabaThIBaIl TOJIBKO
3neKTpodoperpaMmel, KOTOPbIE YAOBIETBOPSJIM BHYTPEHHUM MapaMeTpaM KadecTBa.

I'eHOTUTMPOBAaHNE MPOBOAMIN METOJAOM AHAJIHN3a €AUHUYHBIX TOJIUMOPPHU3MOB,
a He 1eJoro resa. B c¢Bs3u ¢ 3TUM, pe3yJbTaThl FTEHOTUIUPOBAHUSA OTHOCSATCS TOJBKO
K TOJIOKEHUSIM BapHAHTOB, YKa3aHHbIM B Ta0J. I

I'eHoTUNUPOBAHUE C UCIIOJb30BaHUEM Habopa peaktusos TaqMan ITIIP

Metonuka TaqMan® BKJIIOUaeT ammiuukanuio pparmenta 1P ¢
OAHOBPEMEHHON AeTeKLUeN aerpagalul MEUeHHOro 30Haa. B cocTtas 30H10B BBOAUIHU
METKH - aJuleNIb-CeU(PUIHBIH KPACUTENb U TYIIUTENb, IPUCOEIUHSS UX K 000UM
KOHIIaM 30H71a. B xone peakunu ammiaunpukannu cnenuduyecku rubpuan30BaHHbBINA
30H7 BbITecHsieTCs B npucyTtcTBun JJHK-nmonumepassl. Yka3aHHOE BBITECHEHUE
MPOUCXOUT NMPHU AeTPagalud 30HAa Mo NeHCTBUEM 5'-3K30HYKJI€a3HOU aKTUBHOCTH
NOJIMMEepa3bl B CIy4ae BBICOKOW KOMILIEMEHTAPHOCTH C 30HAOM, Uiu 0e3 nerpajanuu
B Clly4ae OTCYTCTBUS KOMIUIEeMEHTapHOCTHU. [Ipu nerpamauuu 30H1a TYWIUTENb U
KPacUTENb Pa3AesOTCs, U (IyopeCcHeHTHBINH CUTHAJ MOBBIIIAETCS. Y BEIUUeHUE
UHTEHCUBHOCTH (PIIyOPECLEHTHOI'O CUTHAJIA CBUAETENBCTBYET O MPUCYTCTBHHU
COOTBETCTBYIOINEro ajnjens. PayopeCcueHTHbIE CUTHABI PETHCTPUPOBAIN B CUCTEME
ABI PRISM 7700 (¢upmsr Applied Biosystems).

bonee koHKpeTHO, Monydanu cMmech Master Mix, copepikalyo BC€ KOMIIOHEHTHI

nist nposenenust I[P, u orOupanu aluKBOTHBIE YaCTH B COOTBETCTBYIOIIEE YHCIIO
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AyHOK. 3ateM B Kaxayio nyHky pobasisnu JJHK B coorBeTcTBUU ¢ popmaTom
MJIAHIIETa 32 UCKJIIYEeHUEeM KOHTpoJist B oTcyTcTBue Matpunsl (NTC).

ID ananuza AB (rs7903146) C_ 29347861 10

KonrtekcTHas nocaenosarenbHoctb OHIL:
TAGAGAGCTAAGCACTTTTTAGATA[C/TITATATAATTTAATTGCCGTATGAGG

Cmecy Master Mix conep KuT cleayroline KOMIOHEHTHI B pacuere Ha oOpasen:

Bopna, He conepikalnas Hykieas 0,25 Mk
2xITLP Master Mix 2,5 MK
20xCwmech mpaiimep/30H1 0,25 mkn
JHK (10 Hr/mxm) 2 MKJI
Bceero: 5 MKJI

Hcnonb3oBanu cienyouue yCaoBUs MPOBEAEHUS LIUKJIOB!
95°C, 10 mun
95°C, 15 ¢
60°C, 90 ¢

50 LIUKJIOB

IIpu BBIMOTHEHNH aHAIW3a pacrno3HaBaHus amieneil (AD) UUKIBI 1O CUUTHIBAHUS

®
U MOCJI€ CYUTBIBAHUS NMPOBOANIIN C UCIIOJIb30BAHUEM Ha6opa P€aKTHUBOB TaqMan B

cucrteme TaqMan® 7900HT Fast Real System. IIporpammuoe obecneuenune SDS,
Bepcus 2.3, MO3BOJSAET PACCUUTHIBATh PE3YIbTAThl U3MEPEH U UHTEHCUBHOCTHU
(bayopecueHIMN B XOA€ CUMTHIBAHUS IJIAHLIETA U MPEJCTABIATh 3HAYSHUS
HOpPMaJIM30BaHHOTO pernoprepa (Rn) B Bune rpaduka Ha OCHOBAaHUHU CUTHAJIOB B
Kaxnoi nyHke. C HCMOAb30BAHUEM YKAa3aHHOT'O MPOTPAMMHOTO 00eCTIeYeH sl B
Kaxnom obpasue unentudunuposanu ajienn ¢ OHIL. 3nauenus NTC He onpenensiiu.

CTaTHCTHYECKHUN aHAJIU3

JUist OLEHKH OHOPOJHOCTH AUCTIEPCHUH (IIPU OLIEHKE AEHCTBUS JIEUYCHUS HA
usMeHeHne ypoHs HbAlc oTHOCHTENPHO UCXOMHOTO YPOBHS uepe3 24 Heneau B
FeHOTUIHYECKUX MOArpynmnax ¢ onpeneneHubimu resorunamu ¢ OHII rs7903146
TCF7L2) ucnonp3oBanu Monenb koBapuanuonHoro anannza (ANCOVA),
BKJIFOYAKO LY B3aUMOJEHCTBUE JICUEHUsA C KOBAPUAHTHBIM M€HOTUIIOM JJIst
00bEeIMHEHHBIX TaHHBIX, TOJYYEHHBIX B XOJ€ YeTbIpeX ucnbelTaHui. CTaTucTH4ecKas

MOJENb BKJIIOYaJa B KauecTBe PUKCHPOBaHHBIX 3 PeKkTOB napamerpsl «JledeHue,
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«I'enoruny, «Mcnpitanuey, «llepuon BbIMbIBAaHUS paHee BBEAEHHBIX MEPOPATbHBIX
IpPOTUBOAMAOETUUECKHX JIEKAPCTBEHHBIX CpencTB (na/HeT)», «Pacay u TepMuH
B3aumopeiicTeus «Jleuenne*I'eHoTHIY, a Tak)Ke MapaMeTp KUCXOAHBIH YPOBEHD
HbAlc» B kauecTBe nuHelHOro kopapuanta. Mogear ANCOVA obecneunBaer
OLIEHKY cpenHero nu3MeHeHust ypoBHs HbAlc oTHOCHTENBHO NCXOHOTO YPOBHS Yepe3
24 Henenu mocie Haydaja Je4eHUs JJIs Pa3JuYHbIX F€HOTUIIOB C Y4€TOM UCXOIHBIX
KJIMHUYECKUX U TeMorpaduuecKuxX napamMmeTpos.

[TpoBonMIM MOAENbHBIE TAPHBIE CPABHEHHS] MHANBHAYYMOB C TOMO3UTOTHBIM
reHotunoMm CC gukoro tuna u rerepo3uroTHeiM reHotunom CT gukoro tumna unu
penxkum resorunoM TT gukoro Tuna npu JeYEHUH JTUHATIUNTHHOM WU
KOMOMHUPOBAHHOM JIeUeHUU (JINHATTUITHHTITHOTJIUTA30H,
JUHArTUNTHH+METPOPMUH, JTUHATIUNTHHMETHOPMHUH +CyIb(HOHHIMOYEBHHA).

Kpome Toro nns 1enoil nonyasiiuy NalueHTOB, IPUHUMABIIUX y4acTue B
UCIIBITAHUAX (TTOJIHBIH HAOOp AAHHBIX IJs aHanu3a, FAS), a Takke I MOATIONY IS LIHH
NALHUEHTOB, ISl KOTOPBIX MPOBOAMIN M'eHETHUECKNE aHaIU3bI (MMOJHBIH HAOOP AaHHBIX
nns ¢papMakoreHeTudeckoro aHanusa, FASG), nns unmocTpanuu COMOCTaBUMOCTH
HaOmro1aeMbIX 3¢ PEKTOB NPUBEAEHBI PE3YJIbTATHl COOTBETCTBYIOIINX MOAENEH
ANCOVA 6e3 ¢pukcupoBannbix 3¢ dektoB «I'enorun» n «JIeuenne*I'enorun».

CraTuCTUYECKYIO OLIEHKY NPOBOAUIHN C UCIOJb30BAHUEM NTAKETOB
nporpammuoro obecnedenust SAS, Bepcus 9.2 (SAS Institute Inc., Kapu, CeBepHas
Kaponuna, CIITA) u S-PLUS® 8.0 (Insightful Corp., CusTa, Bamunrron, CIIIA).

Ha ¢ur. 1 nokazansl cpeaHue 3HaYeHust U 95% noBepUTETbHBIE HHTEPBAJIBI
UCXOAHBIX ypoBHei HbAlc nnst nenol monynsiuuy MarMeHTOB, MPUHAMABIINX
y4acTHe B UCMIBITAHUAX (TOJHBIA HAOOp AaHHBIX 1 aHanu3a, FAS), nus
MNOAMOMNYJISILIUY MAaLMEHTOB, AJIs KOTOPBIX MPOBOAMIN F'eHETUYECKHE aHANU3bl
(monHBIM HaOoOp naHHBIX Msl papMakoreHeTndeckoro ananusa, FASG), a Takke s
NOATPYII MALHMEHTOB YKa3aHHOW MOATIONYJISILKUH ¢ onpeneneHHbIM reHoTunom (CC,
CT, TT). YUncno nmauueHToOB, MIPUHIMABIINX YYaCTHE B KOHTPOJbHOM HUCTIBITAHUH C
mranedo, ¥ YUCIO MAUEHTOB, MPOXOAUBIINX KYPC JICUSHUS JINHATIUNITHHOM,
yKa3aHbI B CKOOKAX.

Ha ¢ur. 2 nokasana craructudeckas B3auMoCBsA3b Mexay reHorunamu ¢ OHII
179031461 rena TCF7L2 u BepOATHOCTBIO 0JIAronpusATHON OTBETHOM peakIuu y

Hocuteneit renoruna CC/CT Ha BBeeHHe TepaneBTUYeCKU 5P HEeKTUBHOTO
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KOJIMYECTBA JIMHATJUIITHHA WM JIMHATJIUNITHHA B KOMOUHAIIUN C JPYTHUM
nepopaIbHBIM MPOTHBOANA0ETHUECKUM CPECTBOM.

PesynbraThl npencTaBieHbl B BUAE TOUEUHBIX OLEHOK ¢ 95% noBepUTEIbHBIMU
UHTEpBaJlaMH JJIsl cpeHero u3MeHeHus yposHsa HbAlc oTHocUTEIPHO HCXOHOTO
ypoBHs (%) uepe3 24 Henenu, OLeHeHHOro ¢ ucnoib3oBanueM moneneit ANCOVA.
IIpencraBieHbl pe3yabTaThl A LEJIOH MOMYJISLUN MallMeHTOB, TPHHUMABIINX
y4acTHe B UCMIBITAHUAX (TMOJHBIM HAOOp AaHHBIX 1Jis aHanu3a, FAS), nus
NOATIONYJISILIMH MAIUEHTOB, IJIs KOTOPbIX MTPOBOAUIIN Fr€HETUUECKIE aHATU3BI
(monHBI HaOOp naHHBIX Mst papMakoreHeTHUeCKOro ananusa, FASG), a Takxke ais
NOATPYIN yKa3aHHOH nmoxmonyisinuu ¢ onpeneneHusiM renorunom (CC, CT, TT).
Uncao nanueHToB B KOHTPOJBHON rpynme mianedo U 9ucio NalueHTOB,
NPOXOAUBLINX KYPC JI€YEHUs JTUHATJIUITHHOM, YKa3aHbl B CKOOKax.

[IpencraBieHbl TakKe TOUYEUHBIE OLIEHKU U 95% noBepHUTENbHBIC HHTEPBAJIbI IS
pasznuunii B u3MeHeHusx ypoBHs HbAlc oTHOcuTEeNnbHO HcxoqHOro ypoBHs (%) as
CpaBHEHHUs] HHIAMBUIYYMOB C TOMO3UTOTHBIM reHoTunoM CC AuKOro tumna u
reTepo3uroTHbIM reHoTunoM CT nukoro Tuma Ui peAKUM rOMO3UTOTHBIM F€HOTHIIOM
TT guxoro Tuna npu Je4E€HUH JUHATIUNTHHOM U KOMOMHUPOBAHHOM JICUEHUU
(MMHArTUNTHHHTTHOTINTA30H, JIUHATIUOTUHMET()OPMHUH,
AUHAaraunTuH+mMergopmMun+tcynbponunmoueBrna). IlpencraBieHHble pe3yabTaThl
CBHUJIETEJIBCTBYIOT O CTATUCTHUYECKU 3HAUUMOM pasznnduu mexay resorunamu TT u
CC (3nauenmue p cocrasisuio 0,0192). (dApyrue napusie cpaBHeHus: CT mo cpaBHEHUIO
¢ CC: p=0,4359, CT no cpasuenuto ¢ TT: p=0,0712).

[IpencraBieHHbIE PE3YIbTATHI CBUAETEIBCTBYIOT O CTPOrOH B3aMMOCBSI3U MEXAY
TOMO3UTOTHBIM T€HOTUIIOM AUKOTO THIa u Oonee HU3kuM yposHem HbAlc mpu
JEYEHUH.

IlpuMepsl KOMITO3ULIUU

IIpuBeneHHble HUXKE IPUMEPHI KOMIIO3ULUH, KOTOPbIE MOXKHO MOJYYUTh IO
dHaJIOI'nu ¢ U3BECTHBIMU B I[aHHOfI 00J1aCcTH TEXHUKH CHOCO6aMI/I, npeacTaBJICHbI OJId
OoJiee MOMHOM MILTIOCTPALIUY HACTOSLIETO H300PETEHUS U HE OTPAHUYUBAIOT €0
o0bemM. TepMHH «aKTUBHOE COeMHEHHE» 0003HaYaeT OJHO WK Oojiee COeqUHEHUH 0
HacTosmeMy n3obpeTenuto, T.e. oboznavaetr uarudurop AIIII-4 nnu BTOopoe min
TpPeThe NPOTUBOANAOETUIECKOE COEAMHEHHE T10 HACTOsMEMY H300PETEHUIO HIIN

KOM6I/IHaI_II/IIO ABYX MJIU TPEX YKA3aHHBIX aKTUBHBIX UHI'PCAUCHTOB, HAIIPUMED,
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BBIOpAHHBIX U3 KOMOWHAIIUN COEAUHEHUN, MEePEeYNCIEeHHbIX B Ta0n. 1 unu Tabmn. 2.
JIOTIOTHUTENBbHBIMU MPHUTOHBIMU KOMITO3ULUsIMU HHruOuTopa JATIIT-4,
JUHATJUIITHHA, SIBJSTIOTCS KOMITO3MIIMH, OTIMCaHHbIie B 3asiske WO 2007/128724,
cCoZiepKaHHe KOTOPOH B MOJTHOM 00beMe BKJIIOYEHO B HACTOsIIEe ONMUCAHNE B
Ka4eCTBE CChUIKU. JIOMOJHUTENbHBIMU MIPUTOAHBIMU KOMIIO3ULUSIMU APYTUX
uHruoutropos JAIII1-4 sSBAAIOTCS KOMIO3ULUH, KOTOPBIE SIBISIOTCS KOMMEPUYECKUMHU
NPOAYKTAMH, WIN KOMIO3ULIMH, OMMMCAHHbIE B 3asBKaX, HIUTUPOBAHHBIX BHILIE B
pasnene «IIpennochlIKu CO3JaHUS HACTOSIIErO H300PETeHUs», HIIH KOMIIO3UIUH,
ONMCaHHBIE B TUTEPAType, HAIpUMeEpP, B TEKYIIUX BBITyCKaX CIpaBOUYHUKOB «Rote
Liste®» (I'epmanus) mim «Physician's Desk Reference».

Ipumep 1

AMOviaa ¢ CYXHUM BEIIECTBOM, coaepskalnasi 75 Mr akTUBHOTO coennuenus B 10

MJ pacTBOpa

Komnozunus
AKXTUBHOE COeUHEHUE 75,0 mr
MaHHUT 50,0 mr

Bona nns nHbEeKIMH no 10,0 ma

ITonyuyenue

AKTHBHOE COeJUHEHHE U MaHHUT pacTBopsnu B Boxe. [Tocne pacdacoBku
pacTBop auoduanzosanu. s mony4eHus pacTBopa, rOTOBOTO K NPUMEHEHHIO,
MNPOAYKT PACTBOPSIIN B BOJE JUUIsI HHBEKLIUH.

IIpumep 2

AMOviaa ¢ CYXUM BEIIECTBOM, coleprkarnas 35 Mr aKTUBHOI'O COEAUHEHHUS B 2 MII

pacTBOpa

Komnozunus
AKXTUBHOE COeUHEHUE 35,0 mr

MaHHUT 100,0 mr

Bopna nns nEbEeKIni o 2,0 mu

ITonyuenune
AKTHBHOE CO€IMHEHHE U MAaHHHUT pacTBopsiau B Boxe. Ilocne pacdacosku

pacTBOp JTHOPHUITN30BAIH.
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s moslydeHus pacTBOpa, FOTOBOTO K NPUMEHEHUIO, MPOAYKT PaCTBOPSIN B

BOJi€ IJIT UHBEKIIHUHN.

IIpumep 3
Tabnerka, coneprxamas 50 Mr akKTUBHOT'O COEAMHEHUS
KomMnosunus
(1) AKTUBHOE COEUHEHHE 50,0 mr
(2) MaHHHUT 98,0 mr
(3) Kykypy3HbIii KpaxmMa 50,0 mr
(4) ITonuBUHUATIHPPOIUIOH 15,0 mr
(5) Creapat maruus 2,0 mr
215,0 mr
5
ITonyuenune
KowmmnonenTs! (1), (2) u (3) cMemuBanu u rpaHyJIMPOBATIN B CMECHU C BOJIHBIM
pactBopoM kommoHeHTa (4). KomnoneHT (5) 1o0aBasiin B BRICYIIEHHBIN
rpaHyJIMPOBAaHHBbIN MaTepuai. M3 ykazaHHON CMeCU NPECCOBAIN OTPAHEHHBIE C IBYX
10 CTOPOH OurnaHapHble TaOJNETKH C Pa3AeNUuTeNIbHON HACEYKON Ha OJTHONW CTOpOHE.
HuameTp TabneTok 9 MMm.
Ilpumep 4
Tabaetka, conepskanias 350 Mr aKTHBHOTO COEIMHEHHUSI
ITonyuenue
(1) AkTUBHOE COeNMHEHHE 350,0 mr
(2) MaHHHUT 136,0 mr
(3) Kykypy3HbIii Kpaxma 80,0 mr
(4) ITonuBUHUITIHPPOIUIOH 30,0 mr
(5) Creapar maruus 4,0 mr
600,0 mr
15

KomnonenTs (1), (2) u (3) cMemuBaiu U rpaHyJupOBaId B CMECH C BOAHBIM
pactBopoM kommoHeHTa (4). KomnoneHT (5) 100aBasiin B BRICYIEHHBIN
rPpaHyJIMPOBAaHHBIN MaTepuan. M3 yka3aHHON CMeCH NPECCOBAJIHU OTPAHEHHBIE C ABYX
CTOPOH OuMaHapHble TaOJNETKH C Pa3AeluTeNbHON HACEYKON Ha OJHONW CTOPOHE.

20 HuameTp Tabnerok 12 Mm.
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IIpumep 5
Kancyuspl, coaepsxkamue 50 Mr akTHBHOIO COEIMHEHUS
Komnosunus
(1) AkTuBHOE COeMHEHUE 50,0 mr
(2) BoicyuieHHBIN KyKypY3HBIH Kpaxmal 58,0 mr
(3) ManHuT 50,0 mr
(4) Creapar maruus 2,0 mMr
160,0 mr
ITonyuenue
5 KomnonenT (1) pactupanu B cmecu ¢ komnoneHToM (3). ITonyueHHy0 cmech

n00aBIsIIN B CMECh KOMITIOHEHTOB (2) 1 (4) Ipy HHTEHCHBHOM NMEPEMEIINBAHUH.
Yka3aHHYIO MOPOIMKOOOPa3HY cMeCh pac(acoBBIBAJIM B TBEPIbIE KeJTATHHOBBIE

KaICyJbl pa3Mepa 3 B yCTPONCTBE AJIs 3aMOJHEHUS KAanCyJl.

IIpumep 6
10 Kancyasl, cogepxanue 350 MIr aKTUBHOTO COCAUHEHUS
Komno3unus
(1) AkTuBHOE COeMHEHHE 350,0 mr
(2) BeicyureHHBIN KyKypY3HBIH Kpaxmad 46,0 mr
(3) Manuut 30,0 mr
(4) Creapat maruus 4,0 mr
430,0 mr
ITonyuenue

KomnonenT (1) pactupanu B cmecu ¢ komnoneHToM (3). [TonyueHHy0 cmech
n00aBIsIN B CMECh KOMITIOHEHTOB (2) 1 (4) Ipy HHTEHCHBHOM MEPEMEIINBAHUH.
15 VYka3zaHHYI MOPOIIKOOOPa3HYI cMech pac(acoBbIBaIN B TBEPAbIC KETATHHOBBIE

Kancyiasl pa3Mepa O B yCTpOHCTBE AJIs 3aMOJHEHUS KanCyJl.
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YTOYHEHHAA ®OPMVYIJIA U3OBPETEHU A

1. HpI/IMeHeHI/Ie JIMHArJIUIITHUHA B CHOCO6€ YJIydmE€HUA TTIMKEMHUYICCKOTO
KOHTPOJISI IO CPAaBHEHUIO ¢ Muanedo y manueHTa ¢ AuabeToM Tuma 2, npuiem
yKa3aHHBIA CIIOCO0 BKJIOYAET BBEASHUE JIMHATJIUNTHHA 5 MI OJIUH pa3 B CYTKH B
TEYEHUHU 110 MEeHblIEH Mepe 24 Henenb,

B Ka4eCTBE JIOTOJHUTEJbHON KOMOMHUPOBAHHOW Tepanuu ¢ METGOPMUHOM, T
NalUEeHT MpeacTaBlisieT coOOO maluenTa ¢ quabeTom 2 TUma ¢ HeAOCTATOYHBIM
IJIMKEMUYECKUM KOHTPOJIEM Ha MEeTHOPMUH, HIIH

B KQU€CTBE JIOTOJHUTEJIbHON KOMOMHUPOBAHHONW Tepanuu ¢ METHOPMHUHOM H
Cy1b(GOHUIMOYEBUHON, TlIe MAIUEHT MpeacTaBiisgeT coboll manuenta ¢ quadbetom 2
THUMNA ¢ HEAOCTATOYHBIM INIUKEMUYECCKUM KOHTPOJEM Ha KOM6I/IHaL[I/II'O MeT(l)OpMI/IHa u

CyIb(OHUIMOYEBUHBI.

2. IlpumeHnenue B criocode mo 1. 1, rae yaydmeHueM rIIMKeMUYeCKOTo

KOHTpoJs siBysieTcs cHmkenne HbAlc, I'TIH w/unu YT'TI

3. Ilpumenenue B cnocoOe mo n.1 unu 2, rae JUHATJIUNTHH 5 MT OAUH pa3 B
CYTKH BBOJSIT B TEYEHHUE IO MEHbIIEH Mepe 24 Heaenb B Ka4eCTBE JONOJHUTEIbHON
KOMOWHHUPOBAHHOW Tepanuu ¢ MeTGOPMUHOM, Ii€ MAILMEHT SABJISETCS NALHEHTOM C

nuabeToM 2 TUMa ¢ HeAOCTATOYHBIM [IMKEMUYECKHUM KOHTPOJIEM Ha MET()OPMHUH.

4. IlpumeHenue B criocode mo m.1 unu 2, rae TUHATIUNTHH 5 M OTMH pa3 B
CYTKH BBOJST B TEUEHHUE MO MEHbIIEH Mepe 24 HeaeNlb B Ka4eCTBE JNONOJHUTEIbHON
KOMOMHUPOBAHHOH Tepanuu ¢ METHOPMHUHOM H CYJIb()OHHIMOYEBHHON, € MAIIUEHT
SABJISICTCS MALUEHTOM C AMa0eTOM 2 TUMa C HEIOCTATOYHBIM MIHKEMHUYECKUM

KOHTPOJIEM Ha KOMOMHALHMIO MeTHOPMHIHA U CYJIb(HOHUIMOYEBUHBIL.

5. IlpuMeHeHne TUHATJIUNTHHA B!

- crioco0e yNny4IIeHHus ITUKEMUYECKOr0 KOHTPOJIS IO CPaBHEHUIO ¢ mianedo y
nauueHTa ¢ quadeToM 2 TUMa ¢ HEAOCTATOYHBIM INIMKEMUYECKIM KOHTPOJIEM Ha
MeT(GOPMUH, MPUYEM YKa3aHHBII CIIOCO0 BKJIIOYAET BBEAECHHUE JUHATJIHUITHHA 5 MI
OZMH pa3 B CYTKU B TEUEHHUE IO MEHbLIEH Mepe 24 Heaenb B KaUueCTBe

TOTOJTHUTENIbHON KOMOUHUPOBAHHON Tepanuu ¢ METGOPMHUHOM, H
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- cnoco0e ynydIleHHs ITHKeMHIYeCKOro KOHTPOJIS O CPAaBHEHUIO C IIanedo y
NalnueHTa ¢ [uadeToM 2 TUMa ¢ HEAOCTATOUYHBIM TNIMKEMUYECKUM KOHTPOJIEM Ha
KOMOMHauuK MeTGOpMHUHA U CYIb()OHUIMOYEBUHBI, IPUYEM YKa3aHHBIA cIOCO0
BKJIIOYAET BBEJCHHUE JUHATJIMNTUHA 5 MI' OIH pa3 B CYyTKHU B T€UEHHE 10 MEHbINEH
mepe 24 Heleslb B Ka4eCTBE AOMOJHHUTENbHON KOMOMHUPOBAHHON Tepanuu ¢

MeT(GOPMUHOM U CYJIb(POHUIMOYEBUHOMN.



OUT. 1

Hcxonusie yposHu HbAlc nns nenoit monyasnuy nanueHTOB, TPUHUMABIINX
y4acTHe B UCMBITAHUAX (MOJNHBIA HAOOp AaHHBIX A aHanusa, FAS), nus
NOANOMNYJISLIMY MALUEHTOB, AJsl KOTOPBIX MPOBOAMUIN F€HETUYECKUE aHATU3bI
(monHbIi HaOOp maHHBIX A PapmakoreHeTndeckoro aHanusza, FASG), a Takxe as
NOArPYII nanueHToB ykazanHol noxnonynasuun ¢ OHII rs7903146 rena TCF7L2 ¢

onpexnenenubiM renotunom (CC, CT, TT)
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OUI'. 2

B3aumocss3p OHII rs79031461 rena TCF7L2 u OnaronpusiTHOH OTBETHOM

pe€akliru Ha JJUHOTJIUIITUH

Hsmenenune ucxoauoro yposHa HbAlc (%)
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