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IHCTPYKUIA
JJISE MEIMYHOT0 3aCTOCYBAHHS JIIKAPChKOI0 3ac00y

TJIIOTAP®
(GLIPTAR)

Cknao:

oiroua peuosuna: Vildagliptin;

1 Tabnerka MicTUTh BinparminTuny 50 mr;

OONOMIJICHI ~ peyouHu:  TCII0JIO3a  MIKpPOKpUCTaJIiyHa, JiakTo3a Oe3BOJHA,  HATPIIO
KPOXMAaJIBIIIKOJIAT (T A), MarHito creapar.

Jlikapcbka ¢gopma. Taberku.
Ocnogni ¢hizuxo-ximiuni enacmueocmi: TaOIETKH BiJ OLIOTO JI0 CBITIO-)KOBTOT'O KOJIBOPY, KPYTII01
(dbopMH 3 IIIOCKOO MOBEPXHEIO, 3 (PACKOIO.

dapmakoTepaneBTHYHA rpyna. ['imoriikeMiuHi JiKapchbki 3aco0M, 3a BUHSATKOM IHCYJIHIB.
[ari6iTopu aunentuauanenTHAa3u-4. Bingarmintux.
Koxg ATX A10B HO2.

Dapmakonoziuni e1acmueocmi.

Dapmarxoounamika. BinnarminTUH HaJEXUTh O KJIacy PEYOBHH, L0 MOCHIIIOIOTH poOoTy Oera-
KJIITUH OCTPIBKOBOIO amapary MIJIUTYHKOBOI 3ajJl03M, BIH € MOTY)XKHHUM Ta CEJIEKTUBHUM
iHribiTopoM aunentuauwinentuaasu-4 (DPP-4).

3acTocyBaHHS BULAATMTINTUHY MPU3BOAMTH J0 IIBUIKOIO Ta MOBHOIO NMPUIMHEHHS aKTHBHOCTI
DPP-4. TuriOyBanns BingarminTuHoM DPP-4 cnpuumHsi€e MNiABUIIEHHS EHIOT€HHOTO pPIiBHS
ropmoHiB iHKpetuny [TIII-1 (rmrokaronomoxmiOuuii mentux 1) ta I'lIl (riroxo3ozanexHuit
IHCYTIHOTPOIHUH MENTHU ) 1] 4ac roJI0JyBaHHs Ta MIiCJs IpuioMy xki.

Bracniiok miaBUIIEHHS €HAOTEHHUX PIBHIB IIMX TOPMOHIB 1HKPETUHY BUIIATIINTHH MOKpAIIye
YyTIUBICTH O€Ta-KJIITUH 0 TJIOKO3W, IO TNPHU3BOAUTH JO TIOCHJIEHHS  CeKperii
[III0K0303aJIeKHOTO0 1HCYMiHY. JlikyBaHHS maiieHTiB 3 Alaberom tumy Il mpenapaTom y go03ax Bix
50 no 100 mMr Ha 100y CyTTEBO MOKpAIyBaJio JAif0 MapkepiB QyHKIi OeTa-KIiTHH, BKJIIOYAI0UN
HOMA-B (romeoctaTu4Hy MOJENb OIIHKK (DyHKIT B-KIITHH), BiIHOWICHHS TMPOIHCYIIHY [0
IHCYJTIHY Ta TOKa3HMKHM YYyTJIMBOCTI O€Ta-KIITUH MHpH Oararopa3oBOMy IPOBEICHHI TECTY
TOJIEPAHTHOCT] 10 TKi. Y Mall€HTIB, HE XBOPUX Ha IIYKpOBHUH Nia0eT (3 HOpMalbHUM piBHEM
[JIIOKO3U Y KpOBI1), BUIJAMINTUH HE COPUYUHSIE CTUMYJIALII ceKpelii 1HCyliHy abo 3HMKEHHS
PIBHIB IUIIOKO3H.



Bracninok miaBumieHHs: engoreHHux piBHIB [TII-1 BimgarainTUH TakoX MOCHIIIOE YYTJIMBICTH
anba-KIITUH A0 TJIOKO3HW, [0 TPHU3BOAUTH JO MiABUINCHHS TJIOKO303aJIC)KHOI CEKperil
IJIFOKaroHy. 3Ha4yHE 3pOCTaHHS CITIBBIIHOIICHHS IHCYJIH/TJIFOKaroH Il 4Yac TimepriikeMii,
CIPUYMHEHOI MiABUIIEHUMU PIBHSAMH TOPMOHY I1HKPETUHY, NPU3BOAUTH OO 3HUKECHHS
IPOAYKYBAHHS [NIIOKO3M II1J] 4ac roJI0JyBaHHS Ta MICIs NPUHOMY TKi, 110 BUKJIMKA€E 3HI)KEHHS
TIIKeMii.

Bimomuii BrumB migsuiieHoro piBus [TIII-1, mo mossrae y mogoBKeHHI €Bakyarlii BMICTY
NUTYHKA, HE CIIOCTEPITaeThCs i Yac JIIKYBaHHS BUIAATTINTHHOM.

Dapmarokinemuxa.

Abcopbyis. Tlicns nepopaibHOTO MPUHOMY HATIIE BUTAATTINTHH IIBHIKO a0COPOYETHCS, MPUIOMY
Cmax crioctepiraetbes yepes 1,7 ronuan. OqHOYACHUN TPUHOM 3 DKEI0 He3HAYHO 3aTPUMYE Yac
nocsrHeHHST Cmax y TIa3Mi KpoBi — 70 2,5 TOAWHHM, alie¢ HE BIUIMBAE HA 3arajbHy CKCIO3UILIIO
(AUC). 3actocyBaHHs BUIJAIJINTHHY 3 DKEIO MPU3BOAUTH /0 3HIKEHHS MAaKCHMAalbHOT
konueHTpauii Cmax (19 %). He3Baxkarouu Ha 1ie, BEIMYUHA 3MiH HE € KJIIHIYHO 3HAYYIIOK0, TOMY
Tninrap® MoKHA PHITMATH HE3aIEXKHO B pHitoMy ixi. AGCOTIOTHA GI010CTYIHICTS CTAHOBHTD
85 %.

Posnooin. KoediuieHT 38’ s13yBaHHs BULAATINTHHY 3 MPOTEIHAMH IJIa3MH KPOB1 HU3bKHIA (9,3 %);
BULIATINTHH PO3MOAUISETHCS PIBHOMIPHO MIDXK IIa3MOIO KpoBi Ta eputporutamu. CepenHiit
00’eM pO3MOALTY BUIJATINTHHY Ha CTAJil IUIATO MICs BHYTPIIIHBOBEHHOTO BBEIACHHS (Vss)
CTaHOBUTH 71 JITp, 110 TOBOPUTH PO €KCTPACYIUHHHUM PO3MOILI.

Memabonizm. Metabomi3M € OCHOBHMM IUISXOM BHUBEACHHS BUINATTINTUHY Y JIIOJIUHH, IO
cTtaHoBUTH 69 % mpuitnaroi go3u. OcHoBHuii Metabomit, LAY151, € d¢apmakosnoriuno
HEaKTUBHUM 1 SIBJISI€ COOO0 MPOMYKT TiPOJIi3y CKJIAIOBOI IiaHy, MO0 CTAaHOBUTH 57 % 103u Ta
CYNpPOBOUKYEThCS TNMIOKypoHimHUM (BQS867) ta amignum rimpomizom (4 % nposu). Mawi,
OTpHMaHi B TIPOLIEC] JOCII/PKEHHS B YMOBax IN Vitro y MikpocoMax HHPOK JIFOJIMHH, BKa3yIOTh Ha
T€, 10 HUPKU MOXYTh OyTHU OAHHUM 13 OCHOBHUX OPTaHiB, SIKUU CHpPHUSE TAPOII3Y BULAATTINTHHY
710 10ro OCHOBHOTO HeakTHBHOTO MeTabdoiity LAY 151, DPP-4 yacTkoBo Oepe ydacTs y rigpoitisi
BUIIATINTHHY, 1110 OYJIO MiATBEPHKEHO JOCTIHKEHHM IN VIVO y mmypiB i3 aedinutom DPP-4.
Binparnintud He MeTa0bomi3yeThes eH3uMamMu IuToxpomy P450 B Takomy 00’ eMi, sIKUit 01 MOXKHA
Oyno BU3HaYUTU. TaKUM YMHOM, HE OUIKYEThCSI, 1110 CYIMyTHIN MPUIOM JTIKapChKUX 3aC001B, TAKUX
4K 1Hr1061TOpH Ta/abo iHxykTopu CYP450, BruinBatuMe Ha MEeTaOOIIUHUN KITIPEHC BUIIATTINTHHY.
JlociipkeHHs iN VItro mpoJeMOHCTPYBaJIH, 0 BUIIATIINTHH HE iHTIOye i HE 1HIYKYE CH3UMH
nutoxpomy P450. Takum unHOM, BUIIATIINTHH, HAHIMOBIpHIllE, HE BIITUBAE HA META0OIIYHUN
KJIIPEHC OJJTHOYACHO 3aCTOCOBYBAHHUX JIIKAPCHKHUX 3ac00i1B, 110 MeTabonizyotsess CYP 1A2, CYP
2C8, CYP 2C9, CYP 2C19, CYP 2D6, CYP 2E1 abo CYP 3A4/5.

Busedenns. Tlicna mnepopambHoro mpuitomy [**C]-Binparnintuny npu6ausHo 85 % 03w
BHUBOJIUTHCS 13 ceuero 1 15 % no3u — 3 kasioM. HupkoBe BUBEEHHSI HE3MIHEHOTO BUIIATTIITHHY
CTaHOBUTH 23 % mnepopanbHO MpUHHATOI 103U. Ilicins BHYTpIIIHBOBEHHOTO BBEJCHHS 3J0POBUM
J0OPOBOJIBIISIM 3arajbHUil MJIa3MOBUIN Ta HUPKOBHUI KIIIPEHC BUIIATIINTUHY CTAaHOBUTH 41 11 Ha
roguHy Ta 131 Ha roamHy BignosinHo. CepenHili mepioJ HamiBBUBEICHHS IMICHA
BHYTPIIITHLOBEHHOI'O BBE/IEHHS CTAaHOBUTH NMpUOIM3HO 2 ronuHu. [lepios HanmiBBUBEIEHHS MICISA
NEepOPAILHOTO MPUHOMY CTAHOBUTH NPUOIU3HO 3 TOMHU.

Jlinitinicmo/neniniiinicms. MakcuMaabHa KOHIEHTpaMis y mia3Mi KpoBi (Cmax) BUIIArTINTHHY Ta
TUTOIIA il KPUBOKO KoHIIeHTpalis B mia3mi/gac (AUC) 301IbIIyIOTHCS Maiike IpONOopIiiHO 1031
y BCbOMY Jliaria30H1 TEPareBTUYHUX J03YBaHb.

Oxpemi epynu nayienmis.

Cmampb. He cnioctepiranocsi HiIKMX BIAMIHHOCTEH y (hapMaKOKIHETHUIl MpernapaTy y 3J0pOBHUX
JOOPOBOJIBIIIB YOJIOBIYOT Ta JKIHOUOI CTATi PI3HOTO BIKY Ta 3 pi3HUM iHAekcoM Macu Tina (IMT).
[uri6inis DPP-4 BingarninTHHOM He 3aJ€KUTh Bl CTATI Hall€HTa.

3axeoprosanna neuinku. BrimB mopymeHHs (QyHKUOii HeyiHKM Ha  (apMaKOKIHETHKY
BULAAMTINTHHY JOCHIDKYBAaBCS Yy TMALI€HTIB 13 HE3HAYHWMH, NOMIPHUMHU Ta CEpHO3HUMU
nopyueHHsAMHU QYHKIIIT nmeuinku 3a knacudikamiero Yainna—I[1’1o (Bix 6 mist He3HauyHOTO 70 12



JUIS CEpMO3HOTO TMOPYIICHHS) MOPIBHSHO 3 MAaIliEHTaMH 3 HOPMAJIBbHOI (DYHKITIEIO TEUYIHKH.
Excrno3uiiss BUIAArIinTHHY TWIiCAs NPUAOMY pa3oBOi 03U y TMAIli€EHTIB 3 HE3HAYHUMH Ta
MOMIPHUMU MOPYLIEHHSAMH QYHKIIIT neuinku Oyna 3HrmkeHoro (Ha 20 % Tta 8 % BIANOBIAHO), TOI
SIK €KCIIO3UIIiS BUIIATTINTHHY Y MAIIEHTIB 13 CEpHO3HUMU NOPYIICHHAMH 3011bITyBanacs Ha 22 %.
MakcumanbpHa 3MiHa (301LIbIIEHHS a00 3MEHIICHHS) CKCITO3UINi BUIAATJINTHHY CTaHOBUJIA
npubimzno 30 %, 110 He BBaXKAETHCS KIIIHIYHO CyTTeBUM. He Oyino BUSBICHO 3aI€KHOCTI MiX
TSDKKICTIO TTOPYIIEHHS (DYHKIIIT EYiHKY Ta 3MIHAMH €KCITO3HIIIT BUIIATIIINITHHY.

3axsoprosanna Hupok. Bigkpurte nociimkeHHs 3 6araropa3oBUM 3aCTOCYBaHHSAM Ipenapary 0yio
MIPOBEJICHO 3 METOIO OIIHKU (hapMaKOKIHETHUKU HAMHIKYMX TePareBTUYHUX /103 BULAATTINTUHY
(50 mr oguH pa3 Ha A00y) y HAI€HTIB 3 PI3HUM CTYNEHEM XPOHIYHOTO MOPYIIECHHS (QYHKIIi
HHUPOK, 10 BU3HAYABCS 32 KIIPEHCOM KpeaTuHiHY (JIeTke nmopyiieHHs GyHKIii HUpoK — Big 50 10
< 80 mur/xB, momipHe nopymieHHst GpyHKIiT HUpoK — Big 30 10 < 50 MiI/XB Ta TSKKE MOPYIICHHS
¢bysk1ii HUpoK — < 30 MII/XB), MOPIBHSAHO 3 KOHTPOJIBHOIO TPYIOK YYaCHHUKIB JOCIIKCHHS 3
HOPMAaJIbHOIO (DYHKITI€I0 HUPOK.

VY mamieHTiB 13 HE3HAYHUMH, TTOMIPHUMHU Ta CEpUO3HUMH TMopyieHHsAMU ¢yHKIIT HuUpok AUC
BULIArTINTHHY 30UTbITyBajacs MOPIBHSIHO 3 MAIiEHTaMH 3 HOPMAIbHOK (YHKIIIE0 HHUPOK.
[Toxasnuku AUC merabomnitiB LAY 151 Ta BQS867 361nb11yBanucs B cepelHbOMY NPUOIM3HO B
1,5, 3 Ta 7 pa3iB y Mami€HTiB 3 JIETKUM, MOMIPHUM 1 TSDKKHM TOPYIIEHHSIM (QYHKIT HUPOK
BiMoBiIHO. Jleski JaHi IIOJ0 MAIliEHTIB 3 HUPKOBOI HEIOCTATHICTIO B TEPMIiHANBHIN cTajii
(HHTC) mnoxa3yrooTh, m0 €KCHO3WIs BUIAATIINTHHY MOMIOHA JO EKCHO3WLii mpenapary y
MAIIEHTIB 3 TSOKKUM MopymieHHsM GyHKIii Hupok. Konnenrtpanii LAY 151 Oynu npubiausHo B 2—
3 pa3u BUIIMMHU, HIXK Y TALIE€HTIB 3 TSHKKUAM MOPYIIESHHIM (DYHKIIIT HUPOK.

BingarainTuH BUBOAMBCS 3 OpPTraHi3My 3a JAOMOMOTOI reMojianizy B oOMexeHii kinbkocti (3 %
npoTsiroM 3—4-TOJUHHOTO TeMOJiallizy, SIKUH MMOYMHAIA MPOBOIUTH 4epe3 4 TOIWHU Micis
3aCTOCYBaHHs IIpenapary).

Hayienmu nimuvoeo 6ixy. Y 3M0poBUX HaIieHTIB (BikoM Bijg 70 poOKiB) 3arajibHa €KCIIO3HUIIiS
BiparminTuny (100 Mr onuH pa3 Ha 100y) 30inbiryBanacs Ha 32 %, a MakcUMalbHa KOHIICHTpAITis
B TU1a3Mi KpoBi — Ha 18 % MOPIBHIHO 3 MOJIOAIIUMHE 3I0POBUMH TOOPOBOJIBISIME (BIKOM Bijg 18
10 40 pokiB).

[li 3miHM, OAHAK, HE BBAXKAIOTHCA KIIHIYHO 3HauymuMu. [Hribimiss DPP-4 BinparminTtuHOM He
3aJISKUTh BiJ BIKY MALIEHTIB Y TOCTII)KYBAaHUX BIKOBHX IpyMax.

Paca. OOMexeH1 1aH1 cB1AYaTh PO TE, 0 PACOBA MPUHAIEKHICTh HE MA€ 3HAUYIOTO BIUIMBY Ha
(apMaKOKiHETUKY BUIJATTINTUHY.

Kuiniuni XapakTepucTUKH.

Ilokazanns.

JIikyBaHHS 1OpOCIUX MAlli€HTIB 3 IIyKpOBUM niabetom tumy II.

Sk MoHOTEpAaris:

— JUId TAli€HTIB, y SKUX 3aCTOCYBaHHS TUIbKM JAi€TH Ta (I3MYHUX BIpaB He 3ale3mnedye
JIOCTaTHBOTO KOHTPOJIIO, @ TAKOXK JIJISl MAI[IEHTIB, Y KUX 3aCTOCYBaHHS METQOPMIHY BBa)KA€THCS
HENPUIHATHUM Yepe3 HasBHICTb MPOTUIIOKa3aHb 00 HENEPEHOCUMOCTI.

VY cknaai noABiiHOI epopaibHOI Tepanii B KoMOiHaii 3:

— MeTQOpPMIHOM ISl TAII€HTIB 3 HEJOCTATHIM TIIKEeMIYHUM KOHTpOJIEM, HE3Ba)XKalo4yW Ha
3aCTOCYBaHHS MaKCHMaJIbHO MEPEHOCUMO] JI03U MPHU MPOBEACHHI MOHOTEparii METQOpMIHOM;

— CyJb(hOHIJICEUOBUHOIO IS MALlI€HTIB 3 HEJJOCTATHIM TJIIKEMIYHUM KOHTPOJIEM, HE3BAXKAIOUM Ha
3aCTOCYBaHHS MaKCHUMAJIbHOI MEPEHOCUMOI 03U CYJIb(OHUICEUOBHUHHU, Ta JIS TAIlI€HTIB, IS
SKHX 3aCTOCYBAaHHS MET(HOPMiHY BBAXKAETHCS HEMPUHHATHUM Yepe3 HasiBHICTb NMPOTUIIOKA3aHb
ab0 HeTepeHOCUMOCTI;

— TIa30JIAMHIIOHOM [UIsl TIAIIEHTIB 3 HEJOCTATHIM TJIKEMIYHHUM KOHTpPOJIEM, IUISl SIKUX
3aCTOCYBaHHS T1a30J1IMH/IOHY BBAXKAE€ThCSA MPUUHITHUM.

V ckiazi noTpiitHOI epopanibHOi Teparmii B koMOiHamii 3:



— CyJb(OHIIICEYOBUHOIO Ta MET(POPMIHOM, KOJHU Ji€Ta 1 (i3UYHI BIPABH Pa3oM 3 IOJBIHHOIO
TEpari€ero HUMH JIKapChKUMU 3ac00aMU HE 3a0€3Me4yIOTh aJIeKBaTHOTO IIIKEMIYHOT'O KOHTPOJIIO.
B xomb6inarnii 3 incymiHoM (3 MeTdopMiHOM abo 6e3), Koiu gieTa Ta (i3UYHI BIIPaBU pa3oM 3i
CTaOUIBHOIO /103010 1HCYJIHY HE 3a0€3MeUyI0Th aJIeKBATHOTO TITIKEMIYHOTO KOHTPOJIIO.

Ilpomunoka3zaunna.
BimoMa rinepuyTmMBICT 0 BUIIATTINTHHY a00 10 OyIb-SKOi TOOMIXKHOI pEYOBHHHU.

B3aemooia 3 inmumu nikapcoKumu 3acodoamu ma inuwii 6UOU 83a€Mo0iil.

BinmgarminTiH Mae HU3BKUHA TMOTEHINAN I B3aeMojii 3 iHmUMHU mpenaparamu. OCKiUIbKA
BUIIATJIINTHH HE € cyoctparom eH3umy nurtoxpomy P450 (CYP) i He € iHriGitopom abo
katanizaropom en3umMiB CYP 450, To fioro B3aemo1is 3 iHIIMMU IpenapaTaMu, sKi € cyOcTpaTamu,
1HT10iTOpaMK a00 KaTaai3aTopamMu ITUX €H3UMIB, MaJIOMOBIpHA.

Komb6inaris 3 miormita3oHoM, MeThOpMiHOM Ta MIiOypuIoM

Pesynbratu gociimkeHp, NPOBEICHUX 3 IMMU EPOPATLHUMU POTHUIIa0ETUYHUMH 3ac00aMu, He
NoKa3aJiy KJIIHIYHO 3Ha4ymoi (hapMaKOKiHETUYHOI B3a€EMO/II.

Jurokcun (cyberpat Pgp), Bapdapun (cyocrpat CYP2C9)

Kniniuni gocmipKeHHs, MPOBEICHI 3a y4acTIO 3I0pPOBUX JOOPOBOJIBINB, HE MOKA3aId KIIHIYHO
3Hauymoi (papmMakoKiHETHYHOI B3aeMoii. [Ipore 11e He Oyo BCTAaHOBIEHO B IIJIHOBIH MOMYJIAIIII.
KombGiHarris 3 aMJIOIMITIHOM, paMIiIPHIIIOM, BaJIcapTaHOM a00 CHMBAaCTaTHHOM

JocnimkenHss JTiKapchbKoi B3aeMoJIii 3a y4acTiO 3J0pOBUX TOOpOBOJBIIB Oynu MpOBEICHI 3
aMJIOZMITIHOM, PaMIIIPHIIOM, BaJICAPTAHOM 1 CHMBACTaTUHOM. Y TPOIECi IUX JOCITIKEHD ITiCIs
OJIHOYACHOTO 3aCTOCYBaHHSX BKAa3aHUX TMpenapariB 3 BULAATVIINTAHOM KIIHIYHO 3HAYYIIUX
(apMaKOKiHETUYHHUX B3Aa€EMO/Iil BUSIBICHO HE OYII0.

Komb6inartis 3 inriditopamu AIID.

MonMBHH TiABUIICHUH PU3UK BUHUKHEHHS aHTIOHEBPOTHYHOTO HAOPSKYy y MAIl€HTIB, SKi
OJIHOYACHO NMpUKMaroTh iHTI01TOpU AIID (1MB. po3ain «I1o6ivHi peakitiin).

Sk 1y BUNAAKY 3 HIIUMH MEPOPATHLHUMHU MPOTHIIa0ETUYHUMH JTIKAPCHKUMH 3ac00aMu, TIeBHI
AKTHMBHI PEYOBHMHHU, BKIIIOUAIOYH Tia3uJ¥, KOPTUKOCTEPOIAH, MpenapaTd TOPMOHIB IIUTOBUIAHOT
3aJ1031 Ta CUMITATOMIMETUKH, MOXKYTh 3MEHIIYBATH T1MOTIIKEMIYHUN €(eKT BUIATIINTHHY.

Ocobueocmi 3acmocy8amnus.

FninTap® HE € 3aMIHHMKOM IHCYJIHY JUIsl 1HCYJIHO3aJIeXHUX naiieHTiB. [Ipemapat He ciin
3aCTOCOBYBATH JUIs JIIKYBaHHA NAIli€HTIB 3 AiadeToM tuny I a6o 1iabeTHYHUM KEeTOalua030M.
TIopywenus ¢pynxyii Hupox

JlocBij 3acToCyBaHHS penapaty Juis JiKyBaHHS MAIIEHTIB 3 TOMIPHUM a00 TSHKKUM MOPYLIEHHIM
(GyHKIIT HUPOK, a TAaKOXK MAalliEHTIB 3 HUPKOBOIO HeJOCTaTHICTIO B TepMiHaibHIN craaii (HHTC)
Ha remofiaiisi ooMexennii. ToMy 3actocyBanHs mperapary [minrap® He peKOMEHIOBAHO 1M
rpyrnaM MHaii€eHTiB.

THopywenns ¢pynxyii neuinku

FniHTap® HE PEKOMEHI0BaHM JJIs 3aCTOCYBAaHHS MAallleHTaM 3 NOpYLIEHHSAMHU (QYHKIIIT EYIHKH,
y TOMY YHKCJI NalleHTaM, y SKUX 110 JikyBaHHS piBeHb AJIT (ananinaminoTpancdepasu) abo ACT
(acmapratamiHoTpaHcdepasu) OublIe HIX Y 3 pa3y NepeBUIILYBaB BEPXHIO MEXY HOPMHU.
Konmponw pisnie ¢hepmenmis neuinku

Pigko moBimomisiocss mpo MOpYUIEHHS (QYHKIIT MEeYiHKK (BKJIIOYAIOYM TEmaTHT). Y TaKuX
BUIAJIKaxX y MAIll€EHTIB Nepedir yckiaJHeHHs OyB MEepeBaKHO OE3CUMMITOMHUM, 0€3 KITHIYHHUX
HACHiAKiB, a mnoka3HUKU TecTiB ¢yHkuii nedinku (TOII) micns npuUNUHEHHS JIKYBaHHS
TOBEpTAIKCS 10 HOPMANBHUX piBHiB. Ilepen mouatkom jikyBamHs npemaparom Imimrap® ciinx
npoBoautu TOII 3 MeTor BH3HAuYeHHs y TAIllEHTa BUXITHUX TMOKa3HUKIB. CIiJ MPOBOIUTH
MOHITOpUHT pe3ynbraTiB TOIl mix yac nikyBaHHS mpenapaToM MPOTATOM IEpIIOrO POKY
JKYyBaHHS 3 IHTEPBAJIOM OJMH pa3 Ha TPU-YOTUPHU MICSALI, @ TAKOXK MEPIOAUYHO Mi3HIILIE.



V mami€eHTiB, y SKUX CIOCTEPITakCs MiABUIIEHI PiBHI TpaHCaMiHa3, CITiI MPOBOAUTH TTOBTOPHUI
MOHITOPUHT (PYHKIIIT MEYiHKH JJIS MIATBEPKEHHS Pe3y/bTaTiB, @ TAKOXK MOAAIBIINNA MOHITOPUHT
3 YacCTHM MPOBEACHHSAM TECTiB (PYHKIli MEUiHKH, JTOKH MOPYIICHI PiBHI HE MOBEPHYTHCS 110
HOpMaJIbHUX MOKa3HUKIB. Skmio migsumenHs piBHsa AJIT abo ACT y 3 abo Gunblie pa3iB BHIIE 32
BEPXHIO MEXY HOPMH, TO DPEKOMEHLYEThCS NPHUIMHHTH JiKyBaHHs mnpermapatoM Dmimrap®.
[TamienTH, y SKMX BUHUKIIN KOBTSHUIIS 200 1HII 03HAKU MOPYIIEHHS (YHKIIT MEe4iHKH, TOBUHHI
NPUITMHATHA 3acToCyBaHHs nperapary Dmintap®™. TTiciis MpHIMHEHHS TiKyBaHHS TPENApaToM Ta
HopMmautizaiii pe3ynprariB TOII nikyBaHHS BUIIATTIITHHOM HE CII1Jl PO3TIOYNHATH 3HOBY.
Cepyesa neoocmamuicms

KiiniuHe moCiiKeHHs 3aCTOCYBaHHS BUINATINTHHY TAIlil€HTaM 3 CEPIIEBOI0 HEIOCTATHICTIO
I-1IT ¢yskmionansHux kimaciB 3a kiacudikamiero NYHA (pyHkuionanpHa Kinacudikaris
Hb}O-fIOpKCLKO'l' Acomiamnii KapmaionoriB XpoHIYHOI cepiieBoi HEAOCTATHOCTI) IOKa3aio, II0
JTiKyBaHHS BUIAArTINTHHOM HE TMOB’si3aHe 31 3MiHOKO (YHKIII JBOrO NUTyHOYKa abo 3
MOTIPIIEHHSAM HAsABHOI 3acTiiiHOT cepreBoi HemocTtaTHOCTi. KinHIYHHMI J0CBiA 3acTOCyBaHHS
narieHTam 3 ceprieBoro HepoctatHicTio 111 hyHKITIOHANTBHOTO KIacy 3a kinacudikamiero NYHA Bce
11e 0OMEXEHU, a pe3yabTaT He EePEKOHJIUBI.

JlocBia 3acTocyBaHHS BUITATIINTHHY MiJ Yac KIIHIYHMAX AOCHIHKEHb TNAaIi€eHTaM 3 CEPIIEBOIO
HepoctaTHicTio [V ¢dyHkumionansHoro kmacy 3a kimacudikamiero NYHA BiacyTHid, Tomy
3aCTOCOBYBATH TpeMapar UM Iali€eHTaM He PeKOMEHTY€EThCS.

Posznaou 3 6oky wixipu

VY MOKIIIHIYHUX TOKCHKOJIOTTYHHX JTOCITIKEHHSX MOB1IOMIISIIOCS PO BUIIAAKH YPAKEHHS LIKIpH,
BKJIIOUAIOYM YTBOPEHHS IMyXUPIB Ta BUPA30K Ha KIHIIBKAaX y MaBI. Xoua B XOZl KIIHIYHHX
JOCTIPKeHb HE OyJI0 BiJ3HAYEHO 30UIBIICHHS YacTOTH YPaXCHHs INKIpH, JOCBIJ IIOIO
YCKJIaJIHEeHb 3 OOKY IIKipH Yy MAIli€HTIB 3 IIYKPOBHUM J[1a0€TOM OOMEKECHHIA.

Kpim TOr0, Yy MOCTMapKETHHTOBHIA TIEPi0]] 3aCTOCYBAaHHS MPETapary MOBiIOMIISIIOCS PO BUTIAIKH
Oyb03HOTO Ta eKC(OIIATUBHOTO YPaXKEHHS HIKIPH.

TakuM YUHOM, BIAMOBITHO 10 CTAHJAPTHOTO JOTJISIIY 32 IMAIliEHTaMHU 3 IIYKPOBUM AiabeTom
PEKOMEHYETHCS CIIOCTEPEKEHHS AJIs1 BUSBJICHHS OPYIIEHb 3 OOKY HIKIPH, TAKUX K YTBOPEHHS
nyXupiB a00 BHPa30K.

lanxpeamum

3acrocyBanus mperapaty [inrap® MOB’S3aHO 3 PH3HKOM PO3BHTKY TOCTPOTO TAHKDPEATHTY.
[TarieHTH MOBUHHI OyTH MpPOiH(GOPMOBaHI MPO XApaKTEPHI CUMITOMU T'OCTPOTO MAHKPEATUTY.
Crin noTpuMyBaTuCs 00EpEKHOCTI AJIS MALIE€HTIB 3 TOCTPUM NAaHKPEAaTUTOM B aHAMHE31.

SIKIO MiI03PIOEThC PO3BHUTOK MAHKPEATHTY, 3acTocyBaHHs mpemapary minrap® He ciin
IPOJOBKYBATH. Y pa3i NIATBEPKEHHS 1arH03y FOCTPUI MaHKPEATUT 3aCTOCYBAaHHS JIKapChbKOTO
3aco0y FninTap® HE CJIi/1 TOHOBJIOBATH.

T'inoenikemis

3acToCcyBaHHSI CYyJb(OHIJICEUOBUHU, SIK BIJOMO, HPU3BOJAUTH JO PO3BUTKY TINOTIIKEMIi.
[TamieHTH, SIK1 OTPUMYIOTH FninTap® y KOMO1Ha1lii 3 CyJb()OH1ICEHOBUHOIO, MOXKYTh OyTH CXWJIbHI
JI0 PO3BUTKY rinoriikeMii. Takum 4nHOM, JUI 3HM)KEHHS PU3UKY PO3BUTKY TINOITIKEMii MOKIMBE
3aCTOCYBAHHSI OUTBII HU3BKUX 7103 CYJIb(DOHIJICEUOBUHHU.

Tnwi

Mo cxiany mnpenapaty FninTap®, TabNeTKH, BXOJAUTH JakTo3a. IlamieHTam 13 piAKICHUMHU
CMAJKOBUMH CTaHAMH: HEMEPEHOCHUMICTIO JIaKTO3W, JAedinuromM Jsaktazu Jlamma abo
MaJTbaGCOPOIIiEr0 TIFOKO3H) Ta TallakTo3| — mperapat Iinrap® npoTHmokasaHuii.

3acmocysanns y nepioo sacimuocmi abo 200y8aHHs 2pyooro.
BariTtHicTh
Jlotenep HeMae BIAMOBIIHUX JIOCIIIKEHb 3aCTOCYBAHHSI BUIJATIINITUHY BariTHUM >KIHKaM.



JlocmiKeHHsT Ha TBapWHAX BHSIBHIIM PEMPOAYKTUBHY TOKCHYHICTH TPHU 3aCTOCYBaHHI BHCOKHX
no3 mpenapary. [loTeHUiiiHMIA pHU3UK A JIIOAMHM HeBigoMuil. Yepe3 BiACYTHICTh JaHUX
BUIJATJIINITHH HE CJIiJ] 3aCTOCOBYBATH ITi/1 Yac BariTHOCTI.

[epioa rogyBaHHS TPYIUTIO

HeBizomo, 4n MpoHHMKAE BIIIATIINTHH Y TPyAHE MOJOKO. [loCTiKeHHsT HAa TBapHUHAX BUSBUIIN
HasBHICThH BUIJATJIINTUHY B MOJIOI TBapHH. FJIirITap® HE CJIi] MpU3HAYATH JKIHKaM, 5IK1 TOIYIOTh
TPYIUIIO.

DepTUILHICTD

Jlocripkens oo BrummBy npenapary I'ninrap® Ha epTHIbHICTS JTIOIMHH He MPOBOIHIOCH.

30amuicms enaugamu Ha WBUOKICMb peakyii npu Kepy8aHHi A8MOMpPAHCHOPMOM abo IHWUMU
Mexarnizmamu.

JlocnipkeHHs 010 BIUIMBY Mpenapary Ha 3[JaTHICTh KepyBaTH aBTOMOOLIEM Ta MPAIIOBaTH 3
IHITUMU MeXaHI3MaMu He npoBoAwIHcs. [lamieHTH, sSKi BiIUyBalOTh 3al1laMOPOYCHHSI, HE TTIOBUHHI
KepyBaTH aBTOTPAHCIIOPTOM a0 MPAaIIOBaTH 3 IHIIUMHU MEXaHi3MaMHU.

Cnoci6 3acmocyseanns ma 0o3u.

[Ipu 3actocyBaHHi K MOHOTepamii, B KomOiHamii 3 wmerdopmiHOM, B KOMOiHamii 3
Tia30JIIJMHIIOHOM, B KOMOiHaIii 3 METPOPMIHOM Ta Cyab(OHUICEUOBHHOIO ab0 B KOMOiHamii 3
iHcyminoM (3 Merdopminom aGo Ge3) pexoMeHmoBaHa xo0oBa xo3a mpemapary Luinrap®
ctaHoBUTh 100 Mr, SIKy po3AUIAIOTH Ha ABa mpuiiomu: 50 Mr Bpanii Ta 50 Mr BBeUepi.

[Tpu 3acTocyBaHHI y CKJa/i MOABIHHOI KOMOIHAIIT 3 CYNb()OHIICEYOBUHOIO PEKOMEHI0OBaHA 032
npenapary minrap® cranoButs 50 Mr ofuH pa3s Ha 100y, BpaHmi. Y il momymsii namieHTis
Tminrap® y 103i 100 Mr Ha 106y 6yB He 6inbin epextuBamnM, Hix [rinrap® y 1031 50 Mr oxus pa3
Ha J100y.

[Tpu 3acTocyBanHi B KOMOiHaLIi 3 CyIb(QOHIICEYOBUHOIO 3 METOI0 3HMKEHHS PU3UKY PO3BUTKY
rinoriikeMii MOKJIMBE 3aCTOCYBaHHS HU3bKUX /103 CYIb(OHIICEYOBUHH.

[TepeBuiryBaTtu 103y npenapaty 100 Mr He peKOMEHJ0BaHO.

VY pasi mpornycky npuiiomy J03M Mpernapary FninTap® il cimig mpuHATH Biapasy, SK TUIBKH
natieHT 3rajae npo ue. [loasiiiHy 103y npenapaTy He CiiJl HpuifMaTH B TOH K€ JI€Hb.

be3neka Ta epeKTUBHICTh BUIIAMIINITUHY Y CKIIa1 OTPIHHOT IepopasibHOI Tepamnii B KoMOiHaIi 3
MeT(OPMIHOM Ta T1a30J11IMHA10HOM HE BCTAaHOBJIEHI.

Jlo3yeanns ona nayienmis 3 nopyueHHAMU QYHKYIL nevinku abo HUpoK

FniHTap® HE PEKOMEHJIyEThCS 3aCTOCOBYBATH MAalllEHTaM 3 MOPYIIEHHSAMHU (QYHKII] MEYiHKH, B
TOMY YHMCII Mali€HTaM, y akux 10 JikyBaHHs piBeHb AJIT abo ACT y 3 pa3u Buiuii 3a BEpXHIO
MEXY HOPMHU.

Jis mani€eHTiB 3 MOPYIIEHHAM (QYHKIIT HUPOK JIETKOTO CTYHEeHs (KIipeHC KpeaTuHiHy > 50 Mi/XB)
HEMae MoTpedu y KOpeKIii J03yBaHHS INpernapary FniHTap®. Jlnis manieHTiB 3 TOMIpHUMH a60
TSOKKUMHU MOPYIIEHHSAMHU (QYyHKIIT HUPOK a00 3 HUPKOBOIO HEJIOCTATHICTIO B TEPMIHAJIbHINA CcTafdll
(HHTC) pexomennoBaHa J103a npenapary cTaHoBUTh 50 MI OZJMH pa3 Ha 100y.

Jlo3yseanns ons nayienmis 1imub020 GiKy

Jlns marieHTiB BiKOM MOHAJ 65 pOKiB HEMae MOTPeOU 3MIHIOBATH JO3yBaHHS.

Cnocib 3acmocysanns

J11s1 IepopalibHOTO 3aCTOCYBAHHS.

Tnintap® MOXKHA 3aCTOCOBYBATH HE3AIEHKHO Bijl TIPHIOMY iKi.

Himu. JlitaM Ta migmiTkaMm BikoM A0 18 pOKiB 3acTocyBaHHA mpenapary FniHTap® HE
PEKOMEHIYEThCS Yepe3 BIACYTHICTh TAaHUX PO Oe3MeKy Ta e()eKTUBHICTD.

Ilepeoo3ysanns.



TrdopMartis Io/10 mepe03yBaHHs Jikapcbkoro 3aco0y Imintap® € o6MexeHoko.

Cumnmomu

[Hdopmariiss mpo MOKIMBI CUMIITOMH TEepe03yBaHHs Oyina OTpMMaHa B MPOIECI JOCIIKEHHS
NEPEHOCUMOCT] MiJIBUIIEHHS /03U 3a YYacTIO 3J0POBUX JOOpPOBOJBLIB, SKi OTPUMYBAIU
Burgarmintud mnpotsrom 10 nguiB. Ilpu mosyBanHi 400 Mr cmocrepiraJiicsi TPU BHUIAIKA
BUHUKHEHHS M S30BOT0 0OJIIO, @ TaKOX KijbKa BHUIAJKIB JIETKOi Ta KOPOTKOYACHOI mapectesii,
rapsiuKy, pO3BUTKY HAOPSKIB Ta THMYACOBOTO I1IBUIIEHHS PiBHIB Jina3u. [Ipu no3yBanni 600 mr
y OJIHOTO 13 10OpPOBOJIBLIIB BUHUK HAOPSIK HIr Ta PyK, 3HAYHE MiJBUIICHHS PiBHA (pocdoKiHazn
kpeatuniny (PKK), mo cynpoBomkyBanocs miapuiieHHsM piBHs ACT, C-peakTuBHOrO OijKa Ta
miorno6iny. Tpoe moOpoBousbLiB 1i€l Tpynu Manu HaOpsiKk 000X HIr, MO0 y JABOX BHIAJKax
CYIPOBOJDKYBAJIOCS TapecTe3i€to. YCi CHMOTOMH Ta TMOPYIICHHsS JIa0OpaTOpHUX IMOKA3HHUKIB
3HMKAJIH MICIIsI IPUITMHEHHS 3aCTOCYBaHHA JOCIIHKYBAHOTO TIpenapary.

Jlikysanns

VY BUMNaKy nepeo3yBaHHsI PEKOMEHIOBAHO IPOBOJUTH i ATPUMYBAIbHY Tepanito. BinparminTun
HE BHBOJMTHCS IPH TeMOoiani3i, ogHak Oimpricte MeradoumitiB riapomizy (LAY 151) moxna
BUJJAJIUTH 32 JOMIOMOTOI0 TEMOTIaNi3y.

Hoo6iuni peakuii.

VY xozi mpoBeieHHST KOHTPOJIbOBAHUX JIOCIIKEHb TPUBATICTIO HE MEHIIE 12 THXKHIB 33 y4acTiO
3arasiom 3784 mallieHTiB, K1 IpUMaIl BULIAMIINTAH Y A000BIiH 1031 50 Mr (oauH pa3 Ha 100Y)
a6o 100 mr (mo 50 mr aBa pasu Ha 100y a6o 100 Mr oguH pa3 Ha A00Yy), Oynu OTpuMaHi JaHi 3
Oe3mneKy 3aCTOCYBaHHS Mpenapary. 3 uX NarieHTiB 2264 namieHTH OTpUMYBaIU BULIATIIIIITHH SIK
MoHoTepario i 1520 marieHTiB OTpUMYyBaJIM BULAATIINTHH y TMOEIHAHHI 3 1HIINM JIKapChKUM
3aco00oM. 2682 maiieHTH OTPUMYBAJIH JIIKyBaHHA BUAarainTuHoM y 1031 100 mr Ha 100y (abo mo
50 mr aBa pasu Ha 100y, ado 100 mr oguH pa3 Ha 100y), a 1102 namieHTH OTPUMYBAIH JIIKYBaHHS
BUIAArTINTHHOM Y 1031 50 Mr ouH pa3 Ha 700y.

BinpmicTe MOOIYHUX peakliid, M0 BUHUKAIM MPU NPUHAOMI BUIATIINTHHY, OyiIH JIETKHMHU 32
XapakTepoOM Ta THMYACOBUMHU 1 HE BUMarajiu NpUIMHEHHs JiKyBaHHs. He Oyio BUsBIIEHO 3B 3Ky
MiX PO3BUTKOM MOOIYHHUX PEAKIIiii Ta BIKOM 9H PacOI0 Malli€HTa, TPUBATICTIO TPUIOMY Ipenapary
a00 1060BOO 103010.

[ToBimoMIIsIIOCS TTPO OKpEMI BUNTAKU PO3BUTKY MEUIHKOBOI AUCPYHKIIIT (Y TOMY YUCIII TENATUTY).
L1i Bunaaku Oynu 3a3BHuail 6€3CMMNTOMHUMHM, 0€3 KIIIHIYHHUX HACHIJIKIB, a pe3yJbTaTH TECTIiB
¢yukuii neuinku (TOII) micas npunMHEHHS TIKyBaHHS MOBEPTAIUCS O HOPMAIbHUX. 3a JaHUMHU
KOHTPOJIbOBAHUX JOCIIPKEHb MOHOTeparnii Ta JOJaTKOBOI Teparii TPUBAIICTIO 1O 24 THXHIB,
yactoTa nigsuuieHHs piBHiB AJIT ado ACT y > 3 pasu BiJ BepXHbOi MKl HOpMU (0YJ10 BUSBIECHO
B XO/Ii IBOX MOCJIIOBHUX BUMIpIOBaHb a0o0 MiJl 4ac 3aKJII0YHOTrO Bi3uTy) ctaHoBuina 0,2 %, 0,3 %
ta 0,2 % y pasi 3acTocyBaHHs BULAArIINTUHY B 1031 50 Mr onuH pa3 Ha 100y, ABi4l Ha 100y Ta
3aCTOCYBaHHA BCIX MpenapariB MOpiBHSAHHS BiANOBiAHO. [1iBUIIEHHS PiBHIB TpaHCaMiHa3 Oyin
NEepeBaKHO OE3CMMITOMHUMH, HE MpOrpecyBalii Ta He Oylu IMOB’S3aHlI 3 XoJjecTa3oM abo
KOBTSHUIICIO.

[TooquHOKI BHIIAJKW AaHTIOHEBPOTUYHOIO HAOpsKy, MpO $KI MOBIAOMIEHO Yy 3B’S3KYy 13
3aCTOCYBaHHSAM BUIIATTINTHHY, CHOCTEPIraics 3 TAKOK JK YaCTOTOIO, SIK 1 y KOHTPOJIBbHIN IpyTi.
binpmn BHCOKMH BIACOTOK TaKMX BHIAJKIB CIOCTEpIraBcsl y TIH TIpymi, A€ BUINArNINTUH
3aCTOCOBYBaBCs y KOMOiHaIi{ 3 iHI16ITOPOM aHT10TeH3HHIIEPETBOPIOBATLHOTO (pepmenty (AIID).
binbmiicts siBum Oyiu JErKUMH 3a TSDKKICTIO Ta MUHAIIUA Ha (DOHI 3aCTOCYBAaHHS BUIIATTINTHHY.
[ToGiuHi peakilii, 110 CIIOCTEPIraJucs NPOTATOM MOABIMHUX CIIMHUX JOCHTIHKEHb y MaLi€HTIB, SKi
npuiiManu npenapar BUIZArIinTHHY K MOHOTEpAIIiio Ta y CKiaJll KoMOIHOBaHOI Teparii, BKa3aHi
HIDKYE IS KOYKHOTO TIOKA3aHHS 3a KJIAaCOM CUCTEMH OpraHiB Ta abCOIMIOTHOIO YyacToTok0. YacTora
BH3HAYAETHCS TAKUM YHHOM: ay’ke yacto (> 1/10), gacto (> 1/100, < 1/10), neuacro (> 1/1000, <
1/100), piaxo (> 10000, < 1/1000), ayxe pigko (< 1/10000), HeBizoMa dacTora (He MOke OyTH
OIlIHEHA Ha OCHOBI HasBHUX JaHUX). Y KOXHIM 00’€JHaHIl 32 4acTOTOIO rpymi HebaXkaH1 peakiil
NpEeJCTaBJICHI y MOPSAAKY 3MEHIIEHHS CePHO3HOCTI.



Monomepanis npenapamom_gindaeninmuny. 11o014H1 peakiiii, 3apeecTpoBaHl y MAIiE€HTIB, SKi
oTpuMyBaJM BiparminTuH B 1031 100 Mr Ha noOy sK MOHOTEparniio, y Hpoleci MpOBEACHHS
NoABIMHUX ciinux gociimxeHs (N = 1855).

Ingpexyii ma insasii: nixe piako — iHGEKIIS BEPXHIX IUXATbHUX IUIIX1B, HA30()apUHTIT.

3 60Ky 06MiHY peuosun: HEYACTO — TIMOTIIIKEMIs.

3 6oky Hepsosoi cucmemu: 9aCTO — 3aMIAMOPOYCHHSI; HEYACTO — TOJIOBHUM O1ITb.

3 boky cepyego-cyounHoi cucmemu.: He4acTo — nepudeprudHi HaOPSKH.

3 60Ky WIYHKOBO-KUUKOB020 MPAKmMy: HEYacTO — 3aIiop.

3 60Ky KicmK080-M '83060i ma cNOAY4HOI cucmemu: HEYaCTO — apTPaTis.

3 60Ky wiKipu: MOXKIIUBI peaxiii TinepyyTIUBOCTI.

Onuc okpeMux Mo6iYHUX PEaKIlii.

Y KOHTPOJBOBAHHUX JOCTIDKEHHSX MOHOTeparii BUIJATTINTHHOM 3arajbHa 4acToTa BHUMAJKIB
JIOCTPOKOBOT'O TPUIIMHEHHS JIIKYBaHHS 4epe3 MOsBY HeOaKaHUX peakiiid He Oyrna OLIbIIo Y
NAI€HTIB, SIKI OTPUMYBAJIM JIIKYBaHHs BurgarimintuHoM y no3i 100 mr Ha 100y (0,3 %), HiX ¥
MaIi€HTIB, K1 oTpuMyBaiu miane6o (0,6 %) adbo npenaparu nopisasHHA (0,5 %).

VY NOpiBHSAJIBHUX KOHTPOJIHOBAHUX JOCIIIKEHHIX MOHOTEpArii BUMIAJKH TIMOTIiKeMii, o Oynu
HewyacTuMu, croctepiranuca y 0,4 % (7 3 1855) maiieHTiB, SIKIi OTPUMYBajiM JIKyBaHHS
BiyarminTiHHOM B 1031 100 Mr Ha 100y, mopiBHstHO 3 0,2 % (2 3 1082) mamieHTiB y TpyIIi TiKyBaHHS
aKTHBHUM IIpenapaToM MOpiBHSAHHS a00 miane0o, 6e3 cepio3HUX a00 TSHKKUX SBHIIL.

VY KJIHIYHUX JOCTIDKEHHSX, KOJMM BingarminTHH B m031 100 Mr Ha no0y mpu3HadaBCs SK
MOHOTepaIlis, Maca TiJia Mali€HTIB HE 3MIHIOBAJIacs MOPIBHSAHO 3 BUXiIHUM piBHeM (—0,3 Kr Ta
—1,3 kr npu 3acTOCYBaHHI BUIJArTINTHHY Ta IU1a1ie00 BiAOBIAHO).

KitiHigHI 1OCITIKEHHS TPUBATICTIO 0 2 POKIB HE BUSBUJIN HISKMX J0JIATKOBHX 03HAK HEOE3MEeKH
abo Hernepen0aYeHNX PU3UKIB y pa3i MOHOTEpaIii BUIIATTIITHHOM.

Kombinayia npenapamy 3 memgpopminom. 11oGiuHi peaxiiii, 3apeecTpoBaHi y MAI[iEHTIB, AKi
oTpuMyBaJIM BUTIArminTuH y 1031 100 mr Ha 100y B xomOiHamii 3 mMeTdopMiHOM, Yy mporeci
MIPOBEICHHS MOJABIMHUX cainux gociimkers (N = 208).

3 6oky 0bMiHy peyo6uH: 9acTO — TINIOTITIKEMIs.

3 60Ky Hepsosoi cucmemu: 4aCTO — TPEMOP, 3allaMOPOYEHHS, TOJIOBHUHN Ol1b; HEYACTO —
CTOMJICHHSI.

3 60Ky WiIyHKOBO-KUWKO8020 MPAKmMy: 4acTO — HYJ0Ta.

Onuc okpeMux Mo6iYHUX PeaKilii.

VY mporieci MpoBeeHHST KOHTPOIBOBAHUX KIIIHIYHUX JOCHIHPKEHb KOMOIHAI] BUTAArTINTHHY B
1031 100 mr Ha 100y 3 MeT(GOPMIHOM HE MOBILAOMIISUIOCS IPO BIAMIHY JIIKYBaHHS 4Yepe3 MOsBY
HeOaXaHUX peaklili Hi B Ipymi JKyBaHHS BuImarminTuHoM B Ao031 100 mMr Ha noly +
MeT(hOpPMIHOM, Hi B Ipymi npuiiomy mianedo + MeThopMiHy.

VY mporieci MpoBeACHHS KITHIYHUX JTOCTIIKEHb BUIIAJKU TIMOTJIIKEMIl CriocTepiraimucs 4acto y
NAIIEHTIB, K1 OTPUMYBaJIM BUIAArIinTUH y 1031 100 Mr Ha 100y B KomOiHawii 3 MeTHOpMIHOM
(1%) ta HewacTo y MAIi€HTIB, sKi OTpuMyBamu mianedo + merdopmin (0,4 %). ¥ rpymax
NpUiioMy BUIAArIINTHHY He OyJI0 3apeeCcTPOBAHOIO KOJHOTO BUMAKY TSKKOI TIOMIIKEMIT.

VY mpotieci KTHIYHUX JAOCHIKEHb IPH A0AaBaHHI 10 MeT(HOpMiHY BUTAArTINTHHY B 1031 100 mMr
Ha 100y Maca TiJla NalieHTIB He 3MIHIOBaJIacsl MOPIBHAHO 3 BUXiAHUM piBHeM (+0,2 xr ta —1,0 kr
y Ipymi NpuifoMy BUITArIINTHHY Ta Ipymi npuilomy 1ianedo BiAMOBIAHO).

VY mpoueci NpoBeAEHHS KIIHIYHUX JOCHIPKEHb TPHUBAIICTIO 0 2 POKIB 1 Oliblle He Oyno
BUSIBJICHO KOJIHUX JIOJJATKOBUX O3HAK HeOe3neku abo Herepea0aueHnx pU3HKiB y pasi JodaBaHHs
BULAAMTINTHHY 10 METQOPMIHY.

Kombinayia npenapamy i3 cyrvgoninceuosurnoro. I1o0iuHI peakiiii, 3apeecTpoBaHi y Halli€HTIB,
K1 OTPUMYBaJIM BULIArTinTHH y 1031 50 Mr B KomOiHawii 3 Cyab(OHIICEYOBHHOK, y XOIl
MPOBEJICHHS MOABIHHUX cminux gociimkeHs (N = 170).

Inpexyii ma insasii: nixe pigko — Ha30(QapUHTIT.

3 6oxy 0bMiHY peyo6uH: 4acTO — TINOTITIKEMIs.

3 60Ky Hep6060i cucmemu: 9aCTO — TPEMOP, 3aIIAMOPOYCHHS, TOJIOBHHUM O1J7b, aCTEHISI.




3 60Ky WIYHKOBO-KUUKOB020 MpaKnty: HEYaCcTO — 3arop.

Onuc oOKpeMux MoOIYHUX PEaKITiH.

Y KOHTPOJIBOBAaHUX KIIHIYHUX JOCIIKEHHSAX KOMOIiHaIii BuigarainTuHy B 1031 50 Mr Ta
Cyb(OHIICEYOBUHY 3arajbHa 4acTOTa BUIAJKIB JOCTPOKOBOTO NMPUIMHEHHS JIKYBaHHS depe3
nosiBy HebakaHux peakuiid ctanoBuia 0,6 % y pasi 3acTocyBaHHs KOMOiHaIlli BUIAATTINTUHY B
no3i 50 wmr i3 cymbdonincedoBuHoro mpotu 0% B rpymi JikyBaHHsA Iutanebo +
CyJIb(POHIJICEYOBUHOIO.

V KIIHIYHAX JOCIIMHKEHHAX YaCTOTa BUMAAKIB TIIONIKeMII, KOJIM BUIIArINTHH B 7031 50 Mr oquH
pa3 Ha o0y OyB momaHuii 10 riiMenipuay, ctaHoswna 1,2 % npotu 0,6 % y rpyni npuiiomy
wianedo + raiMenipuay. Y rpymnax JiKyBaHHS BUJArJINTHHOM TSDKKHUX BHUIIAIKIB TiHOTIIIKEMIi
3apeecTpoBaHO He OYIIO.

VY mpotieci KIIHIYHAX JOCIHIHKEHb PU JOJaBaHHi 10 MIIMENipyuay BUIIarminTuny B 1031 50 Mr Ha
100y Maca Tija MalieHTiB He 3MIHIOBaJIacs MOPiBHIHO 3 BuXigHUM piBHeM (—0,1 kr Ta —0,4 kr y
rpymi NpuioMy BUIJArTINTHHY Ta TPy NpHHOMY Tu1anedo BiAMOBIAHO).

Kombinayis npenapamy 3 miazonioundionom. 11o014H1 peaxiiii, 3apeecTpoBaHi y MaIi€eHTIB, K1
OoTpUMYyBaJIK BingarmintuH B 1031 100 Mr Ha 100y B KOMOiHaIii 3 Tia30JiAMHIIOHOM, Yy MpoLeci
MPOBEACHHS MOJBIMHUX cainux gociimkers (N = 158).

3 6oky 0bminy peyosun: 9acTO — 30UTBIICHHS] MAaCH T1JIa; HEYACTO — TIMOTIIIKEeMisl.

3 60Ky Hepeogoi cucmemu.: HEYaCTO — TOJIOBHUN O1J1b, ACTEHISL.

3 6oky cepyeso-cyounnoi cucmemu. 9acTo — nepuepudHi HAOPSIKU.

Onuc okpeMux MoOIYHUX PEaKIlii.

Y mportieci KOHTPOIBOBAHUX KIITHIYHHUX JOCIIKEHb KOMOiHAIIT BipparminTuay B 1031 100 mr Ha
no0y Ta Tia30JiIMHAIOHY TPO JOCTPOKOBE MPUIIMHEHHS JIKyBaHHS 4epe3 MOsBY HeOaKaHHX
peakiiiii He MOBiMOMIISUIOCS HI B Tpymi JiKyBaHHA BUrgarminTuHoM B 1031 100 mr Ha no0y Ta
T1a30J11IMHI0HOM, Hi B TPYIIi JIIKyBaHHS IJ1a11e00 + T1a301JUHA10HOM.

VY KJIHIYHUX JOCHIHKEHHSX BHITQIKHU TIMOTITIKeMii CIIOCTEpirajucsi HeYacTo y MAIli€HTIB, SKi
oTpuMyBalu BingaraintuH + miormitazoH (0,6 %), ane 4yacTo y Mali€eHTIB, sIKI OTPUMYBAJIU
wiane6o + miormitazon (1,9 %). ¥V rpymax nikyBaHHS BUINATTINTHHOM TSDKKHX BHITAIKIB
rinoriikemii 3apeecTpoBaHo He OyIo.

VY nocaimkeHH1 101aTKOBOI Teparnii 3 MoriTa30HOM a0COTIOTHHM MTOKa3HUK 3POCTaHHS MacH Tijia
IpU 3aCTOCYBaHHI miuane6o Ta BunaarmintuHy B a031 100 mMr Ha noOy cranoBuB 1,4 Ta 2,7 kr
B1JITTOBIJTHO.

BincotkoBa yacTka nepudepuyHuX HAOPSIKIB, KOJH BIAArMNTUH y 1031 100 Mr Ha 100y To1aBamu
0 MAaKCHUMaJIbHOT JI03M MIOIUIITa30Hy, SKUI 3acTOCOBYBaIM sK (DOHOBMM Ipemnapar
(45 Mr onuH pa3 Ha 100y), craHoBuia 7,0 % mopiBHsAHO 3 2,5 % mnpu 3acToCyBaHHI TUIBKU
MIOTJIITa30HY SIK (POHOBOTO Mpemnapary.

Kombinayia npenapamy 3 memdgpopminom ma cyavghoninceuosunoro. Ilobiuni peaxirii,
3apeecTpoBaHl y TAIlI€HTIB, SKI OTPUMYBAIM BUIAArminTUH B 7031 S0 mr nBidui Ha 700y B
KoMOiHariii 3 Merdopminom Ta cyibdoninceuoBuror (N = 157).

3 60Ky 06MiHY peuosuH: 4acTO — TIOTIIIKEMIsL.

3 60Ky Hepgogoi cucmemu.: 4aCTO — 3alIaMOPOYEHHS, TPEMOP.

3 60Ky wiKipu ma niOWKIPHUX MKAHUH: 9aCTO — TINEPT1IPO3.

3acanvui pos3naou: 4acTo — acTeHisl.

Onuc okpeMux moOIYHUX PeaKITin.

[Ipo BHUMagku AOCTPOKOBOTO MPHUIIMHEHHS JIKyBaHHS dYepe3 MOsBY HEOaKaHWUX peakIliii He
MOBIAOMJISUIOCS Y TPYII JIIKYBaHHS BULAATTINITUHOM + METQOPMIHOM + IIIMENIPUAOM MOPIBHIHO
3 0,6 % y rpymi JikyBaHHs maane6o + MeTgopMiHOM + TIIIMETiPUIOM.

Bunanku po3Butky rinmoriikemii Oynu mommpeHi B o0ox rpymax jikyBaHHS (5,1 % y rpymi
3aCTOCYBaHHS BUIAArminTuHy + Merdopminy + rhimenipuay mnopiBasHo 3 1,9 % y rpymi
3acTocyBaHHA Iuianebo + merdopminy + rimiMmenipuay). [Ipo ogHe Tskke sSBUIIE TiMOMTIKEMIT
MOB1JIOMJISIIOCS B TPYTIi 3aCTOCYBaHHS BUIIATTINTHHY.




Hampukinii qociiKeHHs BIUTMB Ha Cepe/Hl MOKa3HUKU Macu Tita OyB HelTpanbHuii (+0,6 KT y
rpymi 3acTocyBaHHA BinarminTuHy ta —0,1 Kr y rpymi 3acTocyBaHHS 11a1eoo0).

Kombinayia npenapamy 3 incyninom. HebakaHi peaxilii, 3apeecTpoBaHi y TaIll€HTIB, SKi
OTpUMYBAJIM BiAarminTuH B 1031 100 Mr Ha 100y B KOMOiHaIIi1 3 iHCY/IIHOM (3 MeThopMiHOM ab0
0e3), y mpolieci IpoBeaAeHHS MOABIMHUX cminux gociimkens (N = 371).

3 6oky 0bMiHY peyosuH: 1acTO — 3HIKCHUN PIBEHB TITFOKO3U KPOBI.

3 60Ky Hep6060i cucmemu: 9aCTO — TOJIOBHUN O171b, 03HOO.

3 60Ky WIYHKOBO-KUWIKOB8020 MpaKmy: 4YacTo — HYAOTa, ractpoe3odareanbHa peduiroKCHA
XBOpO0a; HEYacCTo — Jiiapesi, MeTEOPU3M.

Onwuc oKkpeMux NoOIYHUX PEaAKITIH.

Y mpomeci MNpoBEACHHS KOHTPOJbOBAHMX KJIIHIYHUX JIOCHI/DKEHb 13 3aCTOCYBaHHSIM
BiarminTuHy B 11031 50 Mr nBa pa3su Ha 100y B KOMOiHAIii 3 IHCYJIHOM, i3 CYHyTHIM
3aCTOCYBaHHSIM MET(POpPMiHYy abo 0e3, 3arajbHa YacTOTa BUIAIKIB JOCTPOKOBOTO MPUITHHEHHS
JIKyBaHHS 4epe3 TMOsABYy Hebaxanux peakuid craHoBuwna 0,3 % y Tpymi JiKyBaHHS
BUIJATJIIIITHHOM, TOJI SIK y TPYI 3aCTOCYBAaHHS TUIale00 BUIAIKIB JOCTPOKOBOTO IMPHUITMHEHHS
JIKyBaHHS 4epe3 MosiBy HeOaXaHUX PEeaKIliil He criocTepiranocs.

YacTtoTa BUNAAKIB rimoriikeMii Oysia oaHakoBow B 000x rpymnax JikyBaHHs (14,0 % y rpyni
JIKyBaHHS BUIIArTINITHHOM MOPiBHAHO 3 16,4 % y rpy1i 3acTrocyBaHHs 1u1ane6o). [osiBa Tsoxkoro
SBHILA TINOTIIKeMil crocTepiranacs y 2 MamieHTiB 3 TPYNH JIKyBaHHS BUIJAMIINTHHOM Ta y 6
MAIi€HTIB 3 TPYIH 3aCTOCYBaHHS IL1anie0o.

Hanpukinmi gociiikeHHs BIUTUB HA CEpeH] MOKAa3HUKHU MacHu Tijia OyB HeWTpalpHUl (Maca Tina
3MiHMIaca Ha +0,6 Kr MOpiBHSAHO 3 BUXIJHUM DPIBHEM Y TPYHi JIIKyBaHHsS BULAATIINITHHOM Ta
3anuimiacs 6e3 3MiH y TpyIi 3aCTOCYBaHHS I11a11e00).

llocmmapxemuneosuii 00cgio.

3 60Ky WIYHKOB0-KUUKO8020 MPAKMY: 4aCTOTa HEB1IOMa — MaHKPEaTHT.

3 boky eenamobiniapHoi cucmemu: 4acToTa HeBiIoMa — renatuT (0OOPOTHHIA MiCIs TPUITMHEHHS
npUiioMy JIKapChKOTrO 3ac00y), BIAXWICHHS (PYHKIIOHATBHUX MEYIHKOBHX MPOO BiJ HOPMHU
(060pOTHI MiCHIs MPUITUHEHHS IPUHOMY JIKapChKOTO 3aC00Y).

3 60Ky KicmKo60-M 51306801 ma cnoy4Hoi cucmemu.; 4acToTa HeBioMa — Mialrisl.

3 6oky wKipu ma NIOWKIpHUX MKAHUH. YaCTOTa HEBIJIOMAa — KPOIMB’ sIHKA, OyIbO3HE Ta
exc¢oiaTUBHE ypa)keHHS LIKIPH, BKIIIOYAOUU OyJIb03HUM nemMQirois.

Tepmin npuoamnocmi. 3 poxu.

YMoBu 30epiranns. B opurinaneHiil ynakosii, npu temneparypi He Buie 25 °C. 36epirata y
HEJOCTYIHOMY JUIs JITeH MicIli.

Ynakoska. [To 10 Tabnerok y 6mictepi, mo 6 OIiCcTEpPiB B MAYLl.
Kareropis Binmycky. 3a peuentom.
Bupoouuk. [TAT «KuiBmenmnpenapat»

Micue3naxo/a:keHHs1 BAPOOHHMKA Ta HOro ajgpeca Micusi NPoBa/sKeHHs TisIbHOCTI.
Vkpaina, 01032, m. Kuis, Byn. Cakcarancskoro, 139.

JlaTa octaHHbOro neperasany. 29.07.2022.



