IHCTPYKIIA

IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y

TIIITAP®-M

(GLIPTAR-M)

CKnao:
ditoui peuosuru: metformin, vildagliptin;

1 TabneTKa, BKpUTa MJIiBKOBOIO 0060/10HKO0, 50 Mr/850 Mr micTuTh 50 MT BingariinTUHY Ta
850 Mr MeT(OopMiHYy TiAPOXIIOPULY;

1 TabneTka, BKpHUTa IJIiBKOBOIO 000710HKOI0, 50 Mr/1000 Mr mMicTuth 50 Mr BinfariinTUHY Ta
1000 mr meTdhOopMiHY TigPOXIOPHULY;

donomidcHi peuoguHu: TAKTO3a, TIAPOKCUIIPOIII/IIIE I0103a, MIKPOKPHCTAJIiYHa 1101034,
KpOCKapMeJio3a HaTpilo, cTeapuiadymapaTr HaTpilo;

CYMIII O719 TOKPUTTSA MICTUTE: Tinpomesno3y, Tutany aiokcup (E 171), makporon/TIET, Tansk,
okcuyp 3ami3a xoBtui (E 172).

JlikapcbKa ¢opmMa. TabneTKu, BKPUTI MTiIBKOBOI 060I0HKOIO.
OcHo8HI (pi3uKo-XiMiuHi 81aCMUBOCMI:

TabIeTKY, BKPHUTI TTiBKOBOIO 06010HKO0, 50 Mr/850 Mr: 2K0BTi, OBajIbHi, BKPUTI MJIiBKOBOIO
000JI0HKOI0 TabJIeTKM 3 PUCKOI0 3 OOHOr0 00Ky Ta «VA» 3 iHmIoro 60ky. [JoBxkuHa TabneTKu
19,4+0,5 mM;

TabIeTKY, BKPHUTI ITiBKOBOIO 060510HKO10, 50 Mr/1000 MI: TEMHO-KO0BTi, OBaJIbHi, BKPUTI
TIJTiIBKOBOIO 000JIOHKOI0 TaONeTKH 3 PUCKOI0 MiX «V» Ta «B» 3 0iHOT0 60Ky Ta 3 PUCKOIO 3
inmoro 6oky. [JoBxkuHa Tabmetku 21,1+0,5 MMm.

®dapmakoTepaneBTHYHaA rpyna. [Iporuniabetuyni npenaparu. Kombinaris mepopanbHUX
rimornikeMisyrouux npenapatis. Kog ATX A10B DOS8.

Papmako102iuHi 8 1acmueocmi.

®apmakoOuHamika.



CninTap®-M € koM0iHalli€l0 ABOX aHTUTINEPTIiIKEMiIYHUX PEYOBUH i3 PisHUMU MeXaHi3MaMH [il, AKi
TIOKPAIIyI0Th KOHTPOJIb TJIIOKO3H Y MalieHTiB 3 miabetom II Tumy: BingarminTux, mpegcTaBHUK
cimeiicTBa iHribiTopiB gunentupunnentunadu-4 (OI1I1-4) Ta MeTGopMiHy TigpOXIOPH, TPEICTaBHUK
KJiacy OiryaHimis.

BinpgarminTyH, MpefcTaBHUK KJIaCy PeYOBUH, 10 IIOCUITIOIOThE POOOTY OCTPiBKOBOTO amapaTy
IiAIITYHKOBOIL 3a/103H, € IOTYKHUM Ta CelleKTUBHUM iHribiTopom [III1-4. MeTdopMiH i€, TOIOBHUM
YUHOM, IIJITXOM 3MEHIIeHHS eHJOTeHHOI IPOAYKIIil TTI0KO3H B MEeYiHIIi.

BinoaeainmuH

BinpgarminTuH gie, TOTOBHUM YMHOM, IsgxoM npuriidenus [I1T1-4, depMeHTy, IKuM BigloBifae 3a
merpapatlito iHkpetuHoBuX ropMmoHiB I'TIII-1 (rmokarormnogioHoro mentumy-1) ta I
(rI:0K0303as1eKHOr0 1HCYIIHOTPOIIHOI O NOJinenTuny). IIpuraivenss BingarainiTUHOM aKTUBHOCTI
ITIIT-4 mpuU3BOOUTH [0 IIBUAKOTO Ta MIOBHOTO 30i/IbIIEHHS €HIOTeHHOTO PiBHS iIHKPETHHOBUX
ropmowiB I'TITI-1 Ta I'IlI micns BXXUBaHHS 1XKi Ta HaTIIE.

[Insgxom 36inbIIeHHS eHOO0TeHHUX PiBHIB IIUX iIHKPETUHOBUX TOPMOHIB BiIHAT N THAH MigBUIIYE
YYTNIUBICTh OeTa-KIiTHH [0 TJII0K03H, BHACIIJOK YOT0 MOJIIMIITYEThCS TII0K0303ajIeXKHe BUNITEHHS
incyniny. JIikyBaHHS nauieHTiB i3 nuykposuM niabetoM II tuny BinparmintuHOM y go3sax Bifg 50 mo 100
Mr Ha 0o0y 3HaYHO MMOKPAIIIIO MapKepu QyHKI1 OeTa-KniTHH, BKIodyatouu HOMA-B
(roMeocTaTUYHY MOMEb OIiHKY GYHKIiI OeTa-KIiTUH), BiIHOIIEHHS IPOIHCYIIiHY [0 iHCYIiHY Ta
TIOKa3HUKM YYTIUBOCTI 6eTa-KJIiTHH Ipy OaraTopa3oBOMY IIPOBEEHHI TeCTY TONEPaHTHOCTI Ho ixi. B
ocib 6e3 miabeTy (3 HOpMalbHUM PiBHEM TJIIOKO3H) BiIATIIiNTUH HE CTUMYJIIOBAB CEKpelliio iHCyIiHy
abo 3HMXKEHHS PiBHS T'JTIOKO3M.

[Ingxom mipBuilleHHs piBHA eHporeHHoro ['TIII-1 BinmarminTuH 36iNbIIye YyTIUBICTh anbda-KIiTHH
IiAIITYHKOBOI 32103 [0 TJIF0K03H, BHACITIOK YOT0 30i/IbIIYETHCS CEeKpellisl TII0K030-BiATIOBIZHOTO
TI0Karony. IlocuneHe migBUIlleHHS CITiBBiMHOIIEHHS iHCYIiH/TIIOKArOH ITif Yac rimepriikemil
3yMOBJIIO€ 3POCTaHHS PiBHS IHKPETHHOBOTO TOPMOHY, 1[0 IPU3BOAUTH [0 3HUKEHHS MPOAYyKyBaHHSI
TJIIOKO3Y y NIeYiHIll B yMOBaxX HATIIE Ta MiC/Is BXKUBAHHSA 1XKi, 1[0 TPU3BOAUTE N0 3HUIKEHHS PIBHA
TJIIOKO3H.

Bimomuii edekt nmigBumenux piBHiB ['TII1-1 i3 3aTpUMKOI0 HITYHKOBOTO COKY He CIIOCTEPIira€ThCs Ipu
JIIKyBaHHI BiJIAArIinTUHOM.

MemcopmiHy 2i0poxsopud

MeTdhopMiH € TepopanbHUM aHTUAia0eTHYHUM 3aco00M Knacy GiryaHifis, rimormikeMiunuii epexT
SIKOTO TPYHTY€ETHCSA, TOJIOBHUM YMHOM, Ha IIO0JIaHH]I Pe3UCTEHTHOCTI [0 IHCYIIIHY Y IeYiHi I M a3ax.
[Tpu HAsIBHOCTI iHCYiHY BiH 3HUXKYE K 0a3ajbHUM, TakK i IOCTIPaHAiaJIbHUY PiBEHB TTIIOKO3U Y
n1a3Mi KpoBi. MeT(hopMiH He CTUMYJIIOE CeKpelio iHCYIiHy, TOMy He IPU3BOAUTE [0 TilorIikeMil
IIPXA MOHOTepaIil.

MeTdopMiH MOXKe COPUYUHATYA 3HUKEHHS TTI0KO3HU 3a JOIOMOI0I0 TPhOX MeXaHi3MiB:

- IPOAYKYBAHHS TJII0OKO3Y B [IEUiHIll 3HAYHOI MIpO0 BiANOBia€ 3a rinepriikeMiio y CTaHi HaTIIe.
MeTtdopMiH 3HUKY€E TPOAYKYBaHHSA TJIIOKO3U B IEYiHII, 10 aKTUBI3YETHCA PE3UCTEHTHICTIO 0
IHCYJIiHY LIJISXOM IIPUTHIYEHHS TTII0OKOHEOreHe3y i IIIKOreHO0J1i3y, TaKUM YUHOM OJHOYACHO IIPOTUTIE
rimepriikeMidyHOMY eQeKTy I/TIOKaroHy. 3a JOIIOMOTO0 LIbOT0 MeXaHi3My MeT()OPMiH 3HUKYE
rinepriikeMiio HaTIIe.



- [Noripmene nepudepuydHe NOTIMHAHHS Ta HaKOMKWYEHHS TJII0KO3W B OCHOBHOMY BiTIOBiai0Th 3a
IOCTIPaHiaNbHy rinepriikeMioo. MeThopMiH HifBUIly€e YyTIUBICTh KIITUH [0 iHCYIiHY,
CTUMYJIIOI0YY aKTUBHICTh IHCYJIIHOBUX PELIENTOPIB TUPO3UHKIHA3U, TUM CAMUM CIIPUSIOUYN
TIOTJIMHAHHIO TJII0KO3H Ha KIiTUHHOMY piBHi. MeTdhopMiH 30i1bIIye MTPOMYyCKHY 3MATHICTh BCiX
KJIITUHHUX MeMOpaHHUX TpaHcnopTepis riaoko3u (GLUT). Leit epekT meTdopMiny 0c06IMBO
IIOMITHUY IIPU TinepriikeMil. BHyTPIIHbOKTITUHHUMN CUHTE3 TJIiKOTeHY 301/IbIIYETHCS HMIITXOM
CTHUMYJIS1Lil KJTI0YOBOTO (hepMEHTY, TIiIKOTeHCUHTA3U. 3a JOIIOMOTI0I0 I[bOT0 MeXaHi3My MeT(hOpMiH
3HUXKYE TiNepriikeMilo micas BAKUBaHHS 1XKi.

- MeTdhopmin 3HMKY€E aOCOPOIIit0 IITIOKO3U Yy KUIITKOBOMY TPAKTi, TUM CaMUM 3HUXKYIOYH BIIJIUB
TJIIOKO3U IIiCJIS BXKUBAHHS 1%Ki.

Y momeii, He3aieXkHO Bif BIJIMBY Ha TJIiKeMil0, MEeT(OPMiHY TifPOXJIOPUA Ma€ CIPUATIUBUN edeKT Ha
MeTabomi3m ninigis. Ile 6yso moka3aHo AJs TEPAeBTUYHUX 03 Y KOHTPOJIbOBAHUX,
CepeHbOCTPOKOBUX ab0 TOBrOCTPOKOBUX KITIHIYHUX MOCITIIKEHHIX: MeT(GOPMiHY TiTpOXJIOPHUL
3HUKYE PiBEHb 3aTraJIbHOTO XOJIECTEPHHY, JIIMOMPOTEIHIB HU3bKOI LIiITbHOCTI Ta TPUTIIiLIEPUTIB.

Kpim Toro, B esIKUX JOCTimKeHHSIX Oy/I0 MoKa3aHo, 110 MeTPOPMiH ITigBUIIYE PiBEHD JIIMTOIPOTEIHIB
BHMCOKOI IIiTbHOCTi. MeThOopMiH TaKoXK IMPOosiBisie GiOPUHOMITUYHI BTaCTUBOCTI.

[TpocnekTuBHe paHmoMizoBaHe mocnimxkeHHsT UKPDS (BpuTtaHChbKe IPOCIEKTUBHE OOCTiMXKEHHS
IIyKpOBOTO fia0eTy) BCTaHOBHJIO OBTOCTPOKOBI IIepeBaru iHTEHCUBHOTO KOHTPOJIIO TJII0KO3U B KPOBi
npu fgiaberi Il Tuny. AHani3 pe3ynbTaTiB y NallieHTiB 3 HAAMIPHOI Maco Tina, SKi OTpUMYyBaIu
MeT(OPMIH Mic/g HeJOCTaTHbOl e(eKTUBHOCTI BUHATKOBO [Hi€TH, TOKa3aB:

- 3HAUHe 3HUKEHHS a0CONIIOTHOTO PU3UKY OyOb-IKUX IIOB’sI3aHUX i3 AiabeToM yCKIafHEHD y TPYIIi
MeTdopMiny (29,8 nopiit/1000 mamieHTO-pOKiB) MOPIBHSAHO 3 IPYIIOI0, 110 OTPUMYBajla BUHATKOBO
miety (43,3 nogiit/1000 mariento-pokis), p = 0,0023, mopiBHSIHO 3 KOMOIHOBAaHUMU I'PYIIaMH, 1110
OTPUMYBAaJIH CYJIb(POHIIICEYOBUHY Ta iHCYMIiH K MoHOTepariio (40,1 mogii/1000 mamieHTo-poKiB), p =
0,0034;

- 3HAUYHe 3HUKEHHS a0COMI0OTHOT'0 PU3UKY JIeTalbHUX HACJIIKIB, ITOB A3aHUX i3 giabeToM: MeT(pOopMiH
7,5 opmi#/1000 maiieHTo-poKiB, BUHATKOBO mieTa 12,7 momiit/1000 mamienTo-pokis, p = 0,017;

- 3HAUHe 3HUKEHHS a0COII0OTHOT'0 PU3UKY KiJTbKOCTI JIeTalbHUX BUTAAKiB: METHOPMiH

13,5 momiit/1000 mamieHTO-POKiB MOPIBHAHO 3 BUHATKOBO mieToro 20,6 momiir/1000 mamieHTO-pOKIB
(p =0,011) i mopiBHsAHO 3 KOMOiHOBAaHUMM TPyIIaMH, 1[0 OTPUMYBaIH CyTb(OHIICEYOBUHY Ta iHCYIIiH
sIK MOHOTepario, 18,9 momiii/1000 namienTo-pokis (p = 0,021);

- 3HAUHe 3HUKEHHS a0CONIIOTHOI'0 PU3UKY PO3BUTKY iH(apKTy Miokapaa: MeTdopmin 11 momiit/1000
MallieHTO-POKiB, BUHATKOBO mieTa 18 momiit/1000 mamienTo-pokis (p = 0,01).

Krniniyna ebeKTUBHICTS i 6e3meka

BinpgarminTuH npu3Havanu MalieHTaM, Vv SKUX piBeHb I'TikeMil He OyB 3a[JOBiTbHUM, IIPH JTiKyBaHHi
MeT(POpPMiHOM ¥ SKOCTi MOHOTEepaITii, 10 Micisg 6-MicIYHOTO JTiKyBaHHS ITPHU3BEJIO A0 AOOATKOBOTO
CTaATUCTUYHO 3HAYYIIOTO CepefHbOro 3HaUeHHS 3HUXKeHHS piBHI HbAlc mopiBHsAHO 3 manebo (Mix
rpynoBuMu BigMiHHOCTSIMHU Bif -0,7 % mo -1,1 % pns Bingarnintury 50 Mr ta 100 Mr BigmoBigHO).
YacTka manieHTis, ski gocarnu 3uuxkenHss HbAlc = 0,7 % Big mo4yaTKoOBOTrO piBHSA OyJla CTaTUCTUYHO
IOCTOBIpHO BUIla B 000X Ipymax BinmarminTuH MeTdopMin (46 % Ta 60 % BimmoBimHO) MOPIBHSHO 3
rpymoio Metdopmin mnaiuebo (20 %).



Y 24-tuxHeBoMY mochimkeHHi BingarnminTul (50 mr gBivi Ha mo0y) nopiBHIOBaIu 3 mioriitazoHoM (30
MT OIMH pa3 Ha fo0y) y malli€eHTiB, sKi He JOCSATIM JOCTAaTHLOT'O0 KOHTPOJIIO PiBHS TTiKeMii mpu
3acTocyBaHHI MeThopMiHy (cepemus mobosa mo3a: 2020 mr). CepemHe 3HUKEHHS Biff TOYaTKOBOT'O
piBast HbAlc y 8,4 % cranoBus -0,9 % y rpymi BingarminTud MeTdopMiH Ta -1,0 % y rpymi
miorniTa3oH MeTdopMiH. CepefHili TpupicT Macu Tina 1,9 Kr crocTepirascs y Mali€HTiB, AKi
OTPUMYBaJIU MiorIiTa30H MeTdopMiH nopiBHAHO 3 0,3 KT ¥ THX, XTO OTPUMYBaB BiIHarIinTUH
MeT(OpMiH.

Y 52-TuxHeBOMy HocHifXKeHHi BingarminTuH (50 Mr gBivi Ha go0y) IOpiBHIOBAJH 3 TTIKIa3UA0M
(cepemust mo6oBa mo3a: 229,5 MI') y Halli€HTiB, SIKi HE OOCSTIN HOCTAaTHLOTO KOHTPOJIIO PiBHS TTiKeMil
IIPU 3aCTOCYyBaHHI MeThOpMiHy (moyaTKoBa m03a MeTdopMiny 1928 mr/moby). Yepes 1 pik cepemHe
3uukeHHd piBHA HbAlc cranoBuno -0,81 % y rpymi BingarminTud MeThOpMiH (CepenHil MOYaTKOBUU
piBers HbAlc 8,4 %) Ta -0,85 % y rpymi riikna3ug MeThOpMiH (CepenHiii moyaTKoBUY piBeHb HbAlc
8,5 %); MOCATHYTO CTaTUCTUYHO HeMeHIoi epeKTuBHOCTI (95 % [1-0,11-0,20). 36inbIneHHS Macu Tila
IIPY 3aCTOCYBaHHI BinparmintuHy ctaHoBuio 0,1 KT mopiBHAHO 3i 30inblIeHHSM MacHy Ha 1,4 T pu
3aCTOCYBaHHI I'TiKIa3umgy.

Y 24-TuxHEeBOMY [OCHIAXKEeHHI e()eKTUBHOCTI (hikcoBaHO1 KOMOiHAIll BiIAArIinTUHY Ta METHOPMIiHY
(3 moctynoBoio TuTpauieio fo3u 50 mr/500 Mr aBiui Ha go6y a6o 50 mMr/1000 mr gBivi Ha mK00Y) K
[I0YaTKOBa Tepallis B OLIiHIOBAJIA y HENTIKOBaHUX MalieHTiB. Binmarmintua/metdopmin 50 mr/1000 mMr
nBiui Ha moOy 3uuxkye HbAlc Ha -1,82 %, Binmarnintur/metrdopmin 50 mr/500 Mr aBivi Ha HoOy - Ha
-1,61 %, metdopmin 1000 Mr gBiui Ha goOy - Ha -1,36 % Ta BinmarnminTun 50 Mr aBigi Ha KOOy - Ha
-1,09 % Bim cepemaboro moyaTkoBoro piBHsg HbAlc 8,6 %.

3unxkeHHs piBHSA HbAlc, sike criocTepiranocs y maiji€eHTiB i3 mouaTkoBuM piBHeM =10,0 %, 6yno
OinbIIUM.

24-TuXKHEBe paHOOMi30BaHe IOfIBiliHe ciine mnanebo-KOHTPOIEOBaHEe MOCIIIXKEHHS 3 OILliHKU
epexkTuBHOCTI Ta 6e3neku BinmarminTury (50 Mr aBiui Ha moOy) y kombiHatii 3 MmeTdopminom (= 1500
Mr Ha go0y) Ta riimemnipuny (=4 Mr Ha mo6y) (318 marieHTiB), Mokasaso, 10 BiIgariIinTuH y
oefHaHHI 3 MeTPOPMiHOM Ta TIiMenipuaoM cyTTeBo 3HUKYBanu HbAlc nopiBHsIHO 3 mate6o.
Cepenne manebo-CKOPUToBaHe 3HAYEHHS, 3MEHIIIEHHSI CePeIHbOr0 II09aTKoBOro piBHs HbAlc Ha
8,8 % ctanosuno -0,76 %.

24-TuXHeBe paH0Mi3oBaHe MOABilHE cIille MIale00-KOHTPOIbOBaHe [OCiXKeHHS Oy10 TPOBENEeHO
y 449 nauieHTiB 714 OLiHKY eeKTUBHOCTI Ta Oe3meku BingaraintuHy (50 Mr [Bidi Ha mo6y) y
noeHaHHi 3i cTabinbHOI0 003010 6a3ambHOTO ab0 3MilTaHOro iHCYMiHY (cepenHs moboBa mo3a 41
OOVHUIIG) IPU OMHOYACHOMY 3acTocyBaHHI MeTdopminy (N 276) abo 6e3 CynmyTHHOT0 3aCTOCYBaHHS
MeTdopMiny (N 173). BingarninTvH y noegHaHHI 3 iHCYIiIHOM 3HAYHO 3HUXKYyBaB piBeHb HbAlc
TIOPiBHSHO 3 T1ale60. Y 3arabHiit momynsiii cepeHe miale00-CKOPUTroBaHe 3HAYEHHS 3HUXKEHHS
cepenHboro noyatkosoro piBHSI HbAlc Ha 8,8 % cranosuno -0,72 %. YV niarpymnax, gKi oTpuMyBainu
iHcymniH 3 MeTdopMiHOM abo 6e3 HhOTO cepenHe Mnaled0-CKopuroBaHne 3HMKeHHS piBHSA HbAlc
ctanoBuo -0,63 % Ta -0,84 % BigmoBigHO. YacToTa rimormikeMii y 3araibHii MOMyAsIil CTaHOBUIA
8,4 %1i7,2 % y rpymax BinmarminTuHy Ta miaie0o BigmoBigHO. Y malli€eHTiB, SKi OTPUMYBaIH
BinmarninTuH, 6yno BincyTHe 30inbienHst Macy Tina ( 0,2 Kr), TOfi K y Malli€eHTiB, SKi 0OTpUMYyBaB
nyane0o, CrmocTepiranaocs 3HUXKeHHs Macu Tina (-0,7 Kr).

[T'saTupiuHe OaraToleHTPOBE paHmoMi3oBaHe nopaBiliHe crine pmocnimxkeHHs (VERIFY) 6ymo
IIPOBEMIEHO 3a Y4YacCTIO MallieHTiB i3 yKpPOoBUM OiabeT 2 TUIY [ OLiHKY e(eKTUBHOCTI paHHbOI
KoMOiHOBaHOI Teparii BinpgarninTury Ta MeT@opMiny (N 998) mopiBHSHO 3 T04aTKOBOIO
MOHOTepaIi€o MeTPOPMiIHOM y CTaHAAPTHOMY JIiKyBaHHI 3 HACTYITHUM [00aBaHHAM BiIarTinTHHY
(rpyna nocnigosHoro jnikyBaHHs) (N = 1003) y natieHTiB 3 Bueplile 0iarHOCTOBAHUM LIyKPOBUM



miabeToM 2 THIY.

KombinoBaHa cxeMa mpuiioMy Bingarmintury 50 mr gBiui Ha fo0y Ta MeThOpMiHy IIpu3Besa 40
CTATHCTUYHOTO i KITiHIYHO 3HAYYIIOT0 BiTHOCHOTO 3HUKEHHS PU3UKY «4ac [0 MigTBepaKeHO1
I04YaTKOBOl HeBhadi nikyBaHHS» (HbAlc =7%) mopiBHAHO 3 MOHOTepaIieo MeTHOPMIHOM y MAIiEHTIB
i3 1mykpoBuUM miabeToM 2 TuUITy, SIKi paHillle He OTPUMYBAJIU JIiKyBaHHS, 5-piuyHa TPUBAJIICTh
nocrimxenns: (HR [95% [I]: 0,51 [0,45, 0,58]; p<0,001). YacToTa HeBmayi I0O4aTKOBOTO JIiIKYBaHHS
(3HauenHs HbAlc =7%) Oyna 429 (43,6%) nauieHTiB y rpymi KoMOiHOBaHOTO JIiKyBaHHS Ta 614
(62,1%) nauieHTiB y TpyIIi MOCIiOBHOTO JIIKYBaHHS.

B inmomy 24-THUXKHEBOMY OOCTiIKEHH] y IallieHTiB 3 BaXK4uM CTyneHeM fiabety II Tumy, IKui He
KOHTPOJIIOBABCS HaJIe’KHUM YMHOM iHCYIiHOM (KOPOTKOI Ta TpHBasoi Ail, cepenHs fo3a iHcyminy 80
MO/mo0y), cepenue 3uuxkenHs HbAlc nmpu 3actocyBanHi Binmarnintuny (50 mMr gBigi Ha go0y) 3
iHCyniHOM 6YyJI0 CTAaTUCTUYHO OOCTOBIpPHO GinbIIuM, HiX IIPU 3acTOCyBaHHI manebo 3 incyninom (0,5
% mpotu 0,2 %). HacTorTa rimornikemii 6ysia HUKYO0I0 Y I'PYIIi BigarminTuHy, HiXK y rpymi mnamne6o
(22,9 % npotu 29,6 %).

CeplieBO-CYOAVHHUN PU3UK

Mera-aHari3 He3aleXXHUX Ta IIPOCIIEKTUBHUX CePLeBO-CYOAUHHUX IOAiN ¥ 37 KIIHIYHUX
nocnimxkennsax III ta IV ¢ha3u MoHOTeparii Ta KoMOiHOBaHOI Tepallii TPUBAJIICTIO ITOHA[ 2 POKiB
(cepenns ekcmo3ullig 50 TUXKHIB [y1d BiAarainTuHy Ta 49 TUXKHIB [JId IpenaparTiB NOPiBHIHHSA)
II0Ka3aB, IT0 JIiIKyBaHHS BiIJAriiTHHOM He acollifoBanocs 3i 30i/IbIIeHHSIM CepleBO-CyOUHHOTO
PU3UKY IOPIBHSAHO 3 KOMIlapaTopamu. CKlageHa KiHlleBa TOYKa BU3HAYEHUX BEIUKUX
HECIIPUSATIIUBUX ceplieBo-cynuHHNX nofid (MACE) BKiIo49ao4yy rocTpuil iHdapKT Miokapaa, iHCYIbT
abo cepIieBO-CyOgUHHY cMepTh, Oyia Mmomi0Ho0 s BiIOarIinTUHY IOPIiBHSIHO 3 IIpelapaTaMu
TIOPiBHSHHS Ta mnalebo [KoedittienT pusuky Manrens - I'erzens (M-H RR) 0,82 (95 % [I
0,61-1,11)]. MACE po3Burynucs y 83 3 9599 (0,86 %) marfieHTiB, SKi OTpUMyBa/Iu BiOarjinTuH, i y
85 mauienTiB i3 7102 (1,20 %) nauienTiB 3 rpynu nopiBHAHHSA. OLiHKa KOXKHOTO OKPEMOI'0 BUIIaAKY
MACE =He noxa3anu migBuieHoro pu3uky (aHanoriuao M-H RR). IIpo nigTBepaKeHi BUnagku
cepueBoi HepocTaTHOCTi (CH), Bu3HaueHi sk CH, mo noTpebyBana rocmirtanizaril abo HOBUM BUIIagoK
CH, moBigomnsanu y 41 (0,43 %) maifieHTiB, SKi OTpuMyBaiu BimbgarminTud Ta y 32 (0,45 %)
IAI€HTIB, SKi OTPUMYyBaIM IIpenapart nopiBHANbHHES, i3 M-H RR 1,08 (95 % M1 0,68-1,70).

dapmakoKiHemuka.
BcmokmyeaHHA

BingarmioTudg 3 MeThopMiHOM

Y mocnigxkeHHi 6i0eKBiBaJIeHTHOCTI IIpemnapaTy BilgariinTul 3 MeTGopMiHOM TablieTKu
pizaux KoHueHTpauii (50 mr/500 mr, 50 mr/850 mr i 50 mr/1000 Mr) nopiBHIOBaYU 3
KOMOiHaIli€l0 OKPEMUX IIpelapaTiB BiIAarIinTUHY i MeT)OPMiHy TiIpOXJIOPUAY Y BiAMOBITHUX
mo3ax. BxkuBaHHS i He BIMBasio Ha 06’eM Ta CTYIiHb BCMOKTYBaHHS BilfarTinTUHY -
[if04901 peYOBMHHU MpelapaTty BigariinTuHd 3 MeThopMiHOM. MaKcrManbHa KOHLIEHTpAIis y
na3Mi Kposi (C,,,,) i moia mifg KpuBoo «KOHLEHTpalis - 4ac» (AUC) meThopMiHY
TiAPOXJIOPUAY NPU IPUKOMI IIpenapaTy BiigarminTuH 3 MeT@opMinoMy fo3i 50 mr/1000 mr
pa3oM i3 ke 3HUKYBanucs Ha 26 i 7 % BigmoBigHo, a yac gocsirHeHHS (T,,,)
ynoBinbHIOBaBCA (3 2,0 mo 4,0 rogus).

Huxx4ye HaBOOATHCS (bapMaKOKiHeTI/I‘-IHi BJIaCTHUBOCTI OKpeMHux OIF0YUX PEYOBHH IIPEIIaparTy.



BinparminoTun

Abcopbuisa. Tlicns mepopasbHOTO MPHUUOMY HATIIE BiHarTinTHH MBUAKO aOCOPOYETHCS, TPHIOMY
C,.x CIIOCTepiTaeThCa yeped 1,7 roguan. OMHOYaCHUM IPUKOM 3 12Kel0 HE3HAYHO 3aTPUMYE Yac
nocsaraeHHs C,,. y mna3Mi KpoBi - 00 2,5 TOOWHY, ajie He BIIMBA€E Ha 3aranbHy ekcrnosuilito (AUC).
3acTocyBaHHS BiMOariinTUHY 3 1Ke0 MPU3BOOUTE N0 3HUKEHHS MaKCUMasbHOI KoHIeHTpanil C, .
(19 %). He3Baxatouu Ha Iie, BeITMYKMHa 3MiH He € KJIiHIYHO 3HAUyII[010, TOMY BiJIJarIillTUH MOXKHa
IpuUMaTH He3alexkXHo Bif mpuiiomy ixi. A6comoTHa 6i0g0CTYIHICTh CTAaHOBUTE 85 %.

Po3nodin. KoedirlieHT 3B’93yBaHHA BUINATIINTUHY 3 IPOTEIHAMHU IJIa3MU KpoBi HU3bKU# (9,3 %);
BiJIHATTIIITHH PO3MOMiNISIEThCS PIBHOMIPHO MiX IJIa3MOI0 KPOBi Ta epuTrponnTamMu. CepenHiii 06’eM
PO3MOMiNy BiMAArJiiTUHY Ha CTafil IIJIaTo MiC/s BHYTPIIIHOBEHHOT O BBedeHH (V) CTaHOBUTE 71
JIITP, 110 TOBOPUTH IIPO MO3aCYOUHHUYU PO3IOMLNI.

Memaboaizm. MeTabo1i3M € OCHOBHUM ILIJITXOM BUBEOEHHS BiTOATIINTHHY V JTIOOUHM, 1[0 CTAHOBUTH
69 % npuitHaToi mo3u. OcHoBHUIt MeTabomit (LAY151) € papMakosoriyHO HEAKTUBHUM i SIBIIsIE COO0I0
IIPOAYKT TiAPOJIi3y CKIagoBol LiaHy, 10 CTaHOBUTH 57 % HO3M Ta CYNPOBOAXKYETHCS TTIOKYPOHITHUM
(BQS867) Ta amigauM rigpomnizom (4 % go3u). [laHi, oTpuMaHi B IPOIECi AOCTiAKEHHS B YMOBaXx in
vitro y MiKkpocoMax HUPOK JIFOIUHY, BKa3ylOTh Ha Te, 110 HUPKY MOXYTh OyTH ONHUM i3 OCHOBHUX
OpraHiB, KUY CIPHSE TiAPONi3y BiIAATNINTHHY 0O HOT0 OCHOBHOTO HEAKTUBHOTO MEeTabOIiTy
LAY151. DPP-4 yacTkoBo 6epe y4acTh y TigpoJi3i BingarninTuny, mo 6yi1o migTBepaKeHo
IOCTiAKEHHSM in vivo y mypiB i3 gedimurom DPP-4.

BinpgarninTus He MeTaboIi3yeThCA eH3UMaMu IuToxpoMy P450 y TakoMy 06’eMi, ssKuii 6u
MOKHa OyJ10 BUBHQUUTU. TaKUM YMHOM, HE OUiKY€EThCS, 110 CYNYTHIN IPUOM JTiKapChKUX
3aco06iB, Takux sK iHribiTopu Ta/abo iHmykTopm CYP450, BiuBaTiMe Ha MeTa0OiYHUN
KJIIpEeHC BUImarminTuHy. [LoCIigKeHH in vitro IpogeMOHCTPYBaJIH, 110 BUINATIINTUH He
inribye i He iHAYKy€e eH3umu 1uToxpomy P450. TakuM UMHOM, BinmarIinTHH, HaiMOBipHille,
He BIIJIUBAE Ha MeTa0OJIiYHUY KIipeHC OOHOYACHO 3aCTOCOBYBAHMX JIiKapChKUX 3ac00iB, 1110
MeTabomisyiotbcsi CYP 1A2, CYP 2C8, CYP 2C9, CYP 2C19, CYP 2D6, CYP 2E1 a6o

CYP 3A4/5.

BusedenHs. Ilicna nepopanbHoro mpuitomy [‘Cl-Bingarnintury npu6nusso 85 % [034 BUBOLUTLCA i3
ceuelo i 15 % mo3u - 3 KkaymoM. HupkKoBe BUBeeHHSI HE3MIHEHOT0 BiIAATrIiNTUHY CTaHOBUTH 23 %
IIepopajbHO MPUKHSATOI Ho3H. [Tic/g BHYTPIITHEOBEHHOTO BBEIEHHS 3[I0POBUM JOGPOBOJIBISIM
3araJibHUM IJ1a3MOBUM Ta HUPKOBUU KJIIPEHC BUIHArIiNnTUHY CTaHOBUTH 41 1 Ha ropguHy Ta 13 1 Ha
rofuHY BifnoBigHO. CepenHi nepiof HaMliBBUBEAEHHS IiC/Is BHYTPIIIHROBEHHOTO BBEIEHHS
CTQHOBUTH NMPUOIN3HO 2 TofKHU. [lepion HamiBBUBEOEHHS IiCIIS IepOPaIbHOTO IPUHOMY CTaHOBUTH
npuOIM3HO 3 TOOUHM.

JliniliHicmb/HeaiHiUHIcMb., MaKcuMasbHa KOHIIEHTpalid y mia3Mi Kposi (C,,,,) BUIIarIinTUHy Ta
TIJI0MIIA ITiJ KPUBOIO KOHIeHTpalis y maa3mi/gac (AUC) 36imbInyoThCS MalKe MPOIOPIINHO 1031 ¥
BCbOMY [Iialla30Hi TepaleBTUYHUX J03yBaHb.

OKpemi epynu nauieHmis.

Cmamo. He cmocTepiranocst HiIKUX BITMiHHOCTe! y hapMaKOKIiHETHUIII IpenapaTy y 30OPOBUX
noOpPOBOJIBLIIB YOI0BiUOl Ta KiHOYOI CTaTi pi3HOTO0 BiKy Ta 3 pi3HUM iHmeKcoM Macu Tina (IMT).
Iuridinig DPP-4 BingarninTHHOM He 3a/IeKUTh Bill cTaTi maljieHTa.

ITauieHmu aimHb020 BiKY. Y 3MOPOBUX NalieHTiB (BikoM Bif 70 poKiB) 3arajabHa eKCIIO3ULIisA



BinpmarminTtuny (100 Mr omuH pa3 Ha go0y) 30inbiryBanacs Ha 32 %, a MakcuMaJllbHa KOHIIEHTPALlis y
n1a3Mi KpoBi — Ha 18 % mopiBHSIHO 3 MOJIOAIIMMYU 300POBUMHU NOOPOBOJbIsIMHU (BiKOM Bif 18 mo 40
POKiB).

LIi 3miHM, ogHAK, He BBAXKAIOTHCS KITiHIYHO 3HaUymuMu. [HTibinis DPP-4 BingarminTuHOM He
3aJIeKUTh Bif BiKY MAIL[I€HTIB ¥ HOCIIAXKYBaHUX BIKOBUX I'pylax.

ITeuiHkosa HedocmamHicmb. Y TAIIEHTIB 3 JIETKOI0, CEPeIHbOI0 ab0 BaXKKOI0 IIEeYiHKOBOIO
HepocTaTHICTIO (A-C 3a knacudikariero Yannaa-I1'10) KIiHIYHO 3HAYYIIUX 3MiH (MaKCUMyM ~
30 %) ekcroautiii BingarminTuxy He 0y1o.

Hupxosa HedocmamHicmb. Y TallieHTiB 3 1E€TKO0I0, CepeqHboI0 ab0 BaxXK0H0 HUPKOBOIO HENOCTATHICTIO
CHCTEMHUY BILIMB Ha BinparminTtuny 0yino 30insmeno (C,,, 8-66 %; AUC 32-134 %), a 3aranpHui
KJTipeHC Tina 3MeHIIIeHO MOPiBHSHO 3 0co0aMu 3 HOPMaJIbHOIO (QYHKIIIE€I0 HUPOK.

Paca. OOMexkeHi JaHi CBifYaTh PO Te, L0 pacoBa MPUHAJIEXKHICTh He Ma€ 3HAUYIIIOT0
BIIJIUBY Ha (hapMaKOKiHETUKY BiIHarlinTUHY.

Metdopmin
Abcopbuis.

[Ticna mepopanbHOTO NMpUoOMy MeT(QOPMiHY Yac AOCATHEHHS MaKCUMallbHOl KoHIeHTpauil (C,,,)
CTaHOBUTH 01M3bKO 2,5 roguni (T,,,,). AbcomoTHa 6iogocTynHiCTh MeTGOpMiHy y hopMi TabreTok
500 Mr ctaHOBUTD Npubnu3HO 50-60 % y 3mopoBux oOPOBObLIB. I1ic/is mepopaabHOTO
3aCTOCYBaHHS (pakilis, 10 He BCMOKTajlacs Ta BUBOOUTHCA 3 KajioM, cTaHOBUTH 20-30 %.

[Ticns mepopanbHOTro 3acTOCyBaHHS abcopO1isi MeThOPMiHY € HACUUYBaHOIO i HETIOBHOIO.

[Tepenbava€eThCs, 110 MOTIMHAHHSA MeTHOPMiHY € HemiHiitHUM. [Tpu 3acToCcyBaHHI MeThOPMiHY B
PEKOMEHJ0BaHUX [J03aX i pekuMax J03yBaHHs cTabilibHa KOHLIEHTPAIlis y IJ1a3Mi KPOBi JOCATAETHCSA
npoTsaroM 24-48 rogvH i CTaHOBUTH MeHIIe 1 MKT/MIT. Y KOHTPOIbOBAHUX KITIHIYHUX JOCTIIXKEHHIX
MaKCHUMabHi piBHI MeTdopMiny y mia3Mmi Kposi (C,,,,) He TepeBUIyBaIu 4 MKI/MJI HaBiTh IPH
3aCTOCYBaHHI MaKCUMaJIbHUX [03.

[Tpu ogHOYacHOMY IpuitoMi iki abcopbilis MeTGopMiHy 3HUKYETHCS i HEII0 YIOBITbHIOETHCS.

[Ticrs mepopanbHOTO 3aCTOCYyBaHHA ¥ 7031 850 MTI ciocTepiranocst 3HUKEHHSI MaKCUMallbHOI
KOHIIeHTpallil y mma3mi KpoBi Ha 40 %, 3meHmmenHs AUC - Ha 25 % i 36inbiieHHs Ha 35 XBUJIMH 4acy
IOCSATHEHHS MaKCUMaJIbHOI KOHIIeHTpallil y nia3Mi Kposi. KitiHiuHa 3HaYyIIicTh WX 3MiH HEBigoMa.

Po3nodin.

3B’si3yBaHHA 3 OiIkaMu 11a3MHU KPOBi He3HauHe. MeT(hOpMiH MpoHUKaEe B epuUTPoLuTU. CepenHii
006’eM poamnoginy (Vd) KonuBa€eThCS y miama3oHi 63-276 1.

Memabonism.
MeTtdopMiH BUBOIUTHCS ¥ HE3MIHEHOMY BUTJISAAL 3 cedelo. MeTaloJIiTiB y MIOOUHYU HEe BUSBIIEHO.

BusedeHHs.



MeTdhopMiH BUBOOUTLCS IIJITXOM HUPKOBOI eKCKpellil. HupKoBui KiipeHc MeTQpOpMiHy CTAHOBUTD >
400 mn/xB. Lle BKa3ye Ha Te, 1110 MeTGHOPMiH BUBOTUTHLCS 3a PaXyHOK KJIy00uKOBOI ¢inbTparii Ta
KaHaJblleBoi cekpelril. ITicist mepopanbHOTO IPUMOMY ITepiof HalliBBUBEOEHHSI CTAHOBUTHL ITPUOIU3HO
6,5 roguuu. [Ipu nopymeHii GyHKII1 HUPOK HUPKOBUM KITiPEHC 3HUKYETHCS IPOMOPLIAHO OO0
KJIipeHCYy KpeaTuHiHY i TOMy Iiepiof HamiBBUBEOEeHHS 30iMbIIyEThCS, 10 TPU3BOAUTE [0 30iNbIIIEHHS
piBHS MeTQOpMiHY y Ia3Mi KpPoBi.

KrinigHi xapaKTepHCTHKH.
Iloka3zauunsa.

['ninTap®-M mokasaHuy AJis JTiKyBaHHS MaIli€HTiB i3 I[yKpoBUM fAiabeToMm II TuMy (SK OOTMOBHEHHS [0
mieTy Ta Gi3MYHUX BIIPAB [JIS MOKpPAIIeHHsS KOHTPOJIIO TITiKeMil):

- Y HOPOCHIHX MAI[i€HTIB, ¥ KX HaJIe2KHUM PiBeHB I'TIOKO3U HE KOHTPOIIOETHCS MOHOTEPAIIIE€I0
MeT(opMiHOM;

- Y DOpPOCIMX MAllieHTiB, SIKi B:XKe OTPUMYIOTh KOMOiHallifo BigarminTuHy Ta MeTQopMiHy y BUTIATI
OKpeMHUX Mperaparis;

- y KoMmOiHamii 3 iHIMMU JTikapChbKUMU 3aco0aMu Ij1s JTiKyBaHHS IIyKPOBOT0 Aia0eTy, BKITI0Yaun
iHCYTIiH, IKIII0 BOHU He 3a0e3Me4yioTh HalleKHUM KOHTPOJIb PiBHS T'/TI0K03U (OUB. PO3Minu
«OcobmuBOCTI 3acTOCYBaHHS», «B3aemofist 3 iHIIMMM TiKapChbKUMU 3aco0aMu Ta iHIIT BUOU
B3aemofin» Ta «®apMaKOAMHaMiKa»).

IIpomunoka3aHHs.

- IigBUIlEHA YYTIUBICTD [0 BiAarIinTuHy, MeThopMiHy, abo 0o OyOb-IKUX iHIIKAX
KOMIIOHEHTIB IIpernapary;

- Oymb-SIKUM TUII TOCTPOTO MeTabO0IiYHOT0 aruao3y (HapuKiIa, TaKToalugos,
niaGeTHYHUHN KeToallumo3);

- miabeTyHa IPEKOMa;

HUPKOBA HEJOCTATHICTh ab0 mopyiieHHs QYHKIlI HUPOK (KJTipeHC KpeaTUHIHY
<30 mn/xB) (quB.po3mgin «OcoO6NMMBOCTI 3aCTOCYBaHHS»);

- rOCTpi CTaHH, IKi MOXKYTh 3MiHIOBaTH (DYHKIIiI0 HUPOK, TaKi K AerigpaTtallis, TIXKa
iH(deKIIis, 0K, BHYTPIITHEOCYOUHHE BBEOEHHS MOJOBMiICHUX KOHTPACTHUX PEYOBUH (IUB.PO3MTiN
«Oco0IMBOCTI 3aCTOCYBaHHSI»);

- rocTpi abo XpoHiYHI 3aXBOPIOBAHHS, SKi MOXKYTh IIPU3BECTH 0 TKAHUHHOI TiMOKCii,
TaKi IK cepiieBa a00 guxajibHa HEJOCTATHICTh, HEIOMABHO IepeHeceHunH iHpapKT MioKapa, II0K;

- mopyIneHHs QYHKII nedinky (ouB po3minu «Oco0nMMBOCTi 3acToCyBaHHA», «Croci0
3aCTOCYBaHHS Ta JO3W»);

- roCTpa aJIKOroJibHa iHTOKCHUKALIis, aJIKOT0JIi3M;



- mepion rofyBaHHS IPYAA0 (OUB.PO3Min «3acTOCyBaHHS Y Iepiof BariTHOCTI abo
TOyBaHHS IPYAOI0»).

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemoditi.

IocmimXeHHS JTiKapChKOl B3aEMOMII ITperapaTy BigariinTuH 3 MeTGHOPMiHOM He ITPOBOOUIIH.
Huxde HaBeIeHO BiIOMOCTI IPO B3a€EMOZI1 [if0UNX PEUYOBUH, BiAATTINTAHY Ta METHOPMIHY
OKpeMo.

BinparminTun

BinparminTuH Ma€ HU3bKUH IOTEHITA [AJIST B3a€EMOJil 3 TiKapChKUMH 3aco0aMH, 110
3aCTOCOBYIOTh OmHOYaCHO. OCKiNbKM BiNIarIiNTUH HE € CyOCTPaTOM (PEPMEHTIB IUTOXPOMY
P (CYP) 450 i He ranpMye Ta He iHayKye hepmenTtu cuctemu CYP 450, MasoiitMoBipHO, 11100
BiJIIarMiNTUH IPU OGHOYACHOMY 3aCTOCYBaHHI B3a€MO[igB i3 cyOcTpaTtamy, iHribitopamu abo
iHOyKTOpaMu IIuX (PepPMEHTIB.

Kniniyni gocmigKeHHS MPOBOAUIIY i3 3aCTOCYBaHHSIM IePOpabHUX MPOTHAia0e TUUHUX 3aC00iB y
nauieHTiB 3 giabetom II Tumy abo nmpemnaparTiB 3 By3bKUM TepaneBTUYHUM BiKHOM. 1li mocmimkeHHS He
ITOKa3a/Iy KIiHIYHO 3HaYyIIUX (hapMaKOKiHETUYHUX B3a€EMOIiil i3 mepoparlbHUMU
npoTtuniabeTHYHUMHU 3acobamu (TIibeHKIaMifoM, mioraiTa3oHoM, MeT(GOPMiHOM), aMIOTUITIHOM,
OUTOKCUHOM, PaMillpujIOM, CUMBACTaTHHOM, BajicapTaHOM a0o BaphapuHOM.

3acmocysaHHs 3 iH2ibimopamu AITD

Y matieHTiB, SKi ogHOYACHO IpUiiMaloTh iHridiTopu AII®, Moxke OyTH HMiABUIIEHUN PU3UK
aHTiIOHEBPOTUYHOT0 HAOPSAKY (OuB. po3min «[1o6iuHi peakirii»).

4K i y BUNaAKy 3 iHIIKMY ITepopaJbHUMU IPOTHUAia0e THUHIMY JTiKapChKUMU 3ac00aMy,
rinorjikeMiyHu# e(eKT BiIOArIinTHHY MOXKe 3HUXKYBATUCS IIPHU 3aCTOCTOCYBaHHI 3 iHIIUMU
nmiKapchbKUMU 3ac00aMu, BK/TIOUAIOUU Tia3ugu, KOPTUKOCTEPOIAM, TOPMOHU LITUTOBAOHOI 3a7I031 Ta
CAMIIAaTOMIMETUKH.

Metdopmin

HepexomeHOos8aHi KombiHauii

AnKozosw. TIpu roCTpilt anKOTOJIbHIM iIHTOKCHKALIil y TAIli€HTIB, SKi IpUUMaTh MeTHOPMIiH, iCHYE
MiABUIIEHUN PU3UK PO3BUTKY JIaKTOAIMI03Y, 0COOIMBO MiCIs TOJI0OMyBaHHS ab0 Ipu HEAOCTaTHOCTI
XapuyBaHHA a00 mopyIieHHi QyHKIIii MeYiHKH.

HodosmicHi konmpacmHi pevosuru. TIpuiioM MeThOPMIHY CIIif IPUIMHHATH H0 abo mif yac
IIpOIleyPH BidyaJlisallil Ta He BiTHOBIIIOBATH NIPUHaKMHI 48 rofuH IMiCas I[bOTO, 3a YMOBH,
mo (GyHKIIiA HUPOK OyJla olliHeHa Ta BU3HaHa cTalinbHOIO (HuB. po3minu «Cmocib
3aCTOCYBaHHS Ta mo3u», «Oco0IMBOCTI 3aCTOCYBaHHS»).

KombiHauii, u,o sumazarome obepexrcHocmi npu 3acCmocy8aHHi

Iesiki mikapchKi 3aco061 MOXYTh HETATUBHO BIJIMBATH Ha (YHKIIiI0 HUPOK, 10 MOXKe 30iMbIIuTH
PU3UK PO3BUTKY JTaKToanupo3y, Hanp. HII33, BkiIoyaoyu celleKTUBHI iHTi0iTOPY IUKIIOOKCUTEeHA3HU



(LIOT') 11, inribiTopu AII®, aHTaroHicTH penenTopis anrioTeH3uny Il Ta giypeTuku, 0co0IMBO
neTaLoBi miypetuku. [Ipu npusHadyeHHi ab0 3aCTOCYBaHHI TaKUX Ipemnaparis 3 MeThopMiHOM
HeoOXiIHUI peTeNbHUM KOHTPOJIb QYHKIII HUPOK.

['mokokopTHKOioy, 6eTa-2-aroHiCTH Ta [iypeTUKU MalOTh BHYTPIIIHIO TiepriikeMiuHy aKTUBHICTb.
[MamieHnTa cuip iHGopMyBaTH PO HEOOXiIOHICTE YACTIIIOTO KOHTPOIIIO PiBHS I'IIOKO3U B KPOBI,
0Co6IUBO Ha MOYaTKY JiKyBaHHs. [Ipu HeobOXximHOCTI mo3yBaHHs [ minTap ®-M, MOXKIIKBO,
IOBEIEeThCS KOPUTYBATH IIifl 9Yac CyIyTHHOI Teparlil.

[uribiTopu aHTiOTeH3UHIIEPEeTBOPIOBAILHOTO pepMeHTY (AII®) MOXKYTh 3MEHIIUTH PiBEHb TTIIOKO3U B
KpOBi. AKI10 HeoOXiIHO, M03yBaHHS aHTUTINEPTIIiKeMiYHOT0 JTIKapChKOTO 3ac0o0y CIIifl KOPUTYBaTH IIif
Yyac CyMiCHOI Teparii 3 iHIIMMU JIiKapCbKUMU 3aco0aMu.

OpgHoYacHe 3aCTOCYyBaHHSA TiKapChKUX 3ac00iB, SIKi BIIMBAIOTL Ha 3arajbHi HUPKOBI
KaHaJIbI[eBl TPAHCIIOPTHI CUCTEMH BIIMBAE Ha eJIiMiHAIlii0 MeT(HOPMiHYy HUPDKAMU
(HampuKiaf, TpaHCIOPTep opraHiyHux KaTioHiB-2 [OCT2]/MATE-Tpancnoptep [MATE], Taki
K paHO/Ia3uH, BaHMeTaHi0, JonyTerpasip i IMMETUANH) MOXKe 30iMbIIUTH CUCTEMHY
€KCIIO3UIIiI0 MET(POPMIHY.

Ocob.1ueocmi 3acmocyeaHHsi.
3aeanvHi

['minTap®-M He 3aMiHIO€ 1HCYIIIH [JId IHCYIIH3aIeXXHUX HaljieHTiB. [Ipemapar He ciig
3aCTOCOBYBaATH ITallieHTaM 3 giabetom I Tumy.

Jlakmoauudo3

JlakToanmumos, oyxKe pigKicHe, ajie cepiio3He MeTabolliuHe yCKIagHeHHs, HaldacTille
BMHMKAE MIPU MOPYIIeHHI QyHKIIii HUPOK, KapaiopecnipaTOPHUX 3aXBOPIOBaHHSIX ab0 Cemcuci.
HakonuyenHs MeThHOPMiHYy BinOyBa€eThCS IIPU TOCTPUX MOPYIIEHHSIX QYHKIIII HUPOK Ta
MigBUIIY€E PU3UK PO3BUTKY JTaKTOAIUOO03Y.

Y pasi 3HeBomHEHHS (CUIbHA Iiapes a00 60BaHHS, rapsiyka ab0 3MeHIIeHHS CIIOXWBAHHS
PiguHM) CIIif TUMYacOBO IPUNMHUTH 3aCTOCOBYBaHHSA MET()OPMiHY Ta 3BEPHYTHUCS [0 JiKaps.

JlikapchKi 3aco6u, 110 MOXKYTh CIPUYMHUTH TOCTPI MOPYIIeHHS QYHKIII HUPOK (TaKi SK
rimoTeH3uBHi 3acobu, miypetuku Ta HII33) cnip npu3HadaTu 3 00epekHIiCTIO mallieHTaM, AKi
OTPUMYIOTh MeT(HOpPMiH. [HIII (HaKTOPU PU3UKY JTaKTOAIMA03Y - HaAMipHEe BXKUBaHHS
aJIKOTOJTI0, TTeYiHKOBA HEJOCTATHICTh, HeaJleKBaTHO KOHTPOJIbOBaHUM miabeT, KeTo3, TpHUBaje
roJiogyBaHHS Ta OyOb-IKi CTaHM, ITOB’g3aHi 3 TilMOKCi€l0, a TaKOXK OJHOYACHE 3aCTOCYBaHHS
niKapChKUX 3ac00iB, 110 MOXYTh CIPUYUHSATH JaKTOAIMA03 (IKUB. PO3MINTU
«[IpoTunoka3aHHs» i «B3aemofis 3 iHITMMM TiKapChbKUMM 3acob0aMu Ta iHII BUOK
B3A€EMOII»).

[TaumienTu Ta/abo ocobwu, SKi 3MiMCHIOIOTh OOTJISH, TOBMHHI OyTH IPOiHGOPMOBaHi PO PU3UK
PO3BUTKY JIaKTOAlMUA03y. JIaKToaIA03 XapaKTePU3Y€EThCS allil03HOI0 3aiUILIKOI0, 60IEM Y
JKUBOTI, M'I30BUMHU CyJlOMaMH, aCTEHI€0, TI0TePMi€l0, V MOAaIbIIOMY MOXKIMBUU PO3BUTOK



KOMHU. Y pa3i pO3BUTKY CUMIITOMIB JIaKTOAI[MA03Y MAIliEHT MOBUHEH NMPUIUHUTYI IPUAOM
MeTGhOPMiHY Ta HeraiHo 3BEPHYTHUCS 3a MEIUYHO0 J0noMororo. JlabopaTopHa miarHOCTUKA -
3HukeHHsA pH kpoBi (<7,35), migBullleHNY piBeHb JAaKTaTy y IIJla3Mi KpPoBi (> 5 MMOIB/I) Ta
30i/bllIeHNY aHIOHHUY iHTEpBaJ Ta CIiBBITHOIIEHHS JTaKTaT/mipyBar.

3acmocysaHHA 110008MICHUX KOHMPACMHUX PEYOBUH

BHYTpIlIHEOCYAVHHE BBEIEHHS MOJOBMiCHAX KOHTPACTHUX PEYOBHMH MOXKE CIIPUUYNHUTH
KOHTPACT-iHAYKOBaHy He(poIaTito, 110 IPU3BOAUTH A0 HaKONNYEeHHS MeTHOPMIiHY Ta
30i/IbIlIeHHS PU3UKY JIAKTOAIIMI03Y. TaKuM YMHOM, Yepe3 BMiCT MeTOopMiHy CIIif
IPUIIMHUTHU MIpUiioM mpemnapary ['nintTap®-M mo abo mif yac Takoro HOCTimKeHHS i
BiIHOBUTH MOT0 He paHille HiXK 4yepe3 48 roguH micias OOCHiAXKEHHS 1 TiTbKY 3a YMOBHU
HOPMAaJIbHO1 (PYHKIIil HUPOK.

PermeeHo102iyHi 00CAi0HCEHHSA

BHYTpIIIHLOCYAVHHE BBEEHHS NOJOBMICHUX KOHTPACTHUX PEYOBHH IIPU IIPOBENEHHI
PEHTTeHOIOTiYHUX NOCHiIXKEeHb MOXKe IIPHU3BECTH 0 I'OCTPOI0 MOPYIIeHHS (PYHKIII HUPOK.
TakuM 4MHOM, Yepes BMICT MeTHOPMIHY CIIi IPUIUHUATH IPUNOM Ipemnapaty ['ninTap®-M
mo abo mig yac Takoro MOCIiXKeHHS i BITHOBUTH MOT0 He paHille Hixk yepe3 48 roguH micins
OOCHiAXKEHHS i TITbKY 3a YMOBH HOPMaJIbHOI (QYHKIIiI HUPOK.

ITopyweHHA PYHKUIl HUPOK

IMK® cnig mepeBipsaTy nepep MOYaTKOM JIIKyBaHHS Ta PETryISpHO IPOTATOM JIiKyBaHHS (OUB.
po3pain «Crmocib 3acTocyBaHHS Ta [03K»). MeThOpPMiH IPOTUIIOKa3aHui nalieHTaMm i3 IIIK®
<30 MJI/XB 1 peKOMEHJ0BaHO TUMYACOBO IPUIMIHATU 3aCTOCYBAaHHSA IIPU HAABHOCTI YMOB, 110
3MiHIOIOTH QYHKIII0 HUPOK (OUB. po3ain «[IpoTUIOKa3aHHSI»).

3 06epekHiCTIO 3aCTOCOBYBATH 3 JIIKAPCHKUMU 3aco0aMu, 110 MOXKYTh BIUIMBATU Ha QYHKIIII0
HUPOK, ITPU3BOMASTH 10 3HAYHUX 3MiH reMoguHaMiky abo IPUTHIYYIOTh HUPKOBUM TPAHCIIOPT
i TigBUIYIOTh CUCTEMHY €KCIT03HIIi0 MeT(QopMiHy (AuB. po3min «B3aeMogmis 3 iHIMMU
JMiKapChKUMU 3aco0aMu Ta iHIIT BUOYM B3aEMOIiii»).

ITopyweHHA pYyHKUII neviHKu

BinpgarminThH He i 3aCTOCOBYBATH 15 JIiIKyBaHHS IAILi€HTIB i3 MOPYIIeHHIMU QYHKIII TeYiHKy,
BK/IIOUAIOYH IAIli€HTIB, ¥ IKUX PiBeHb anaHiHamiHoTpaHcdepasu (AJIT) abo
acnaprataMinoTpaHcdepas3u (ACT) go movyaTKy TiKyBaHHS IIepEBUIIyE BepxHIO Mexy HopMmu (BMH)
OinbIne HiXK y 3 pa3u (quB. po3min «IIpoTunoka3aHHsI», «Crnocib 3acTocyBaHHS Ta Ho3u», «[106iuHi
peaxiii»).

KoHmpoabv pigHA neyiHKo8uX (pepmeHmMi8

[Tpu 3acTocyBaHHi BingarninTury 6yu 3apeecTpoBaHi pigKiCHI BUagKu MOPYIIeHHS QYHKIII
MeYiHKY (BK/II0YAlO4y remaTuT). Y IKMX BUIIaAKaX y Ialli€HTiB 3a3BU4ail HE CIIOCTEPIraucs CUMITOMHI
Ta KJiHiyHi ycKmagHeHHs i pyHKITioHaNbHI neyinkosi npobu (®IIIT) moBepTanucs 10 HOPMaIbHOTO
PiBHA IiC/IA IPUNMHEHH JIiIKyBaHHA. [10 T0YaTKy JiKyBaHHA IIpenapaToM ['mintap®-M crif
nposoauty OIIII ga BU3HAUEHHS 1X TOYAaTKOBOTO PiBHA Yy MallieHTiB. Cifl MpoBOJUTH KOHTPOJIb
O®IIIT koxHi 3 MicALi i Yyac JTiKyBaHHS BIPOLOBXK IIE€PILOTr0 POKY JIiKyBaHHS, @ TAKOXK IIePiOgUYHO
nicns mporo. [TalienTy, y SKUX CIOCTepiraeThCs MifBUILIEHHS PiBHS TpaHCaMiHa3, MOTPebyioTh



IIOBTOPHOI OLIHKY (QYHKIIil TEeYiHKY [JIg MigTBepAKeHHS 3MiHM ITOKA3HUKIB, ITiCJIg YOTO CIIiT YacTo
nposogutu OIIII, moKM 3MiHEeHi TOKa3HUKY He MOBEPHYTHCS I0 HOPMHU. FAKIo 30epiraeThcs
nepesuienass BMH noka3uukiB ACT ta AJIT Ginbime HiXK y 3 pa3u, peKOMEHIYETHCS IPUITUHUTH
nmiKyBaHHS npenapaToM ['nmintap®-M. [allieHTH, ¥ SKMX PO3BUBAETHCS KOBTSIHHUIS a0o0 iHIII 03HAKH,
110 BKa3yI0Th Ha MOPYIIeHHs GYHKIIl IediHKH, MOTPeOyIoTh IPUIIMHEHHS TiKyBaHHS IIperapaToM
[nmintap®-M.

[Ticnsa npunuHeHHS JiKyBaHHSA npenapaToM ['ninTap®-M ta HopManizatil OIITI moBTOpHE NiKyBaHHS
IIMM IIperapaToM PO3MOYNHATH He CIif.

Po3aadu 3 60Ky wkipu

Y DOKIiHIYHUX TOKCUKOJIOTIYHUX AOCIIXKEHHSAX BUIAATTIINITUHY IOBIIOMIISIN IIPO YpaXkKeHHS LIKIpH,
BKJIIOYal04YU YTBOPEHHS IIYXUPIB Ta BUPA30K Ha KiHIIBKaX MaBIl. X04a B IPoLeCci KIiHIYHUX
mocrimxkeHb He Oy/0 Big3HaueHo 30ibIlIeHHS YaCTOTH YPaxKeHHS IIKipH, OOCBIf 00 YCKIIafHEHD 3
00Ky IIKipH y MallieHTiB i3 IyKpoBuM fiabeToM OyB 06MexxeHui. Kpim Toro, Manu Miciie
micispeecTpaliiiii mopigoMieHHs Ipo OyIb03HI Ta eKchomiaTuBHI ypaKeHHS WKipu. TaKuM YHUHOM,
IIPY IPOBEMIEHHI PETyIsIPHOTO AOTJISAY 3a MallieHTaMu 3 I[yKPOBUM [ia0eTOM peKOMEHIYEThCS
KOHTPOJIb 3a MOPYIIeHHAMU 3 OOKY IIKipH, TAKUMU SIK YTBOPEHHS MyXUpPiB ab0 BUPa30K.

T'ocmputi naHkpeamum

[Tpu poBefeHHi micIIPeeCcTPaIiitHOT0 CIIOCTEPEeKEHHS Maii Miclie HeOaxkaHi peakil y BUTTISAII
TOCTPOro MaHKpeaTuTy. [1alieHTy MOBUHHI O0yTH MpoiHGOpPMOBaHi PO XapaKTEPHUM CUMIITOM
TOCTPOT0 MTAaHKPEATUTY - CTIMKUM, CUIbHUM GiNlb y JKUBOTI.

[Ticnsa npunuHeHHS JIiKyBaHHS BiMgariinTUHOM BinOyBasocs MPUIMHEHHS MPOSIBiB IaHKpeaTuTy. [Ipu
migo3pax Ha [TaHKPEeaTHUT CIIif NPUIUHUTY IPUIOM BiIFATIINTHHY, SKIIO MiATBEPAKEHO TOCTPUMI
IIaHKpeaTHUT, He CJIif TOBTOPHO IIPU3HAYaTH BigarminTiH. 3 06epekHICTIO 3aCTOCOBYBATH NallieHTaM
3 FOCTPUM ITaHKPEaTUTOM B aHaMHe3l.

I'inoeaikemis

Bimomo, 110 moxigHi cynb(hOHIICEYOBUHY CIPUUYUHSIOTE TiloriikeMito. [TallieHTH, SKi OTPUMYIOTh
[minTap®-M y noefHaHHi i3 Cynb()OHINICEYOBHHOIO, MalOTh PU3UK BUHUKHEHHS Tinoriikemil. s
3HUKEHHS PU3UKY PO3BUTKY TiloriaiKeMil [OIiNIbHO 3aCTOCYBAHHS HAaWHUKYMX 103
Cynb(pOHITICEYOBUHU.

XipypeiuHi Bmpy4aHHA

Ockineku 'minTap®-M micTuTh MeTGOPMIH, JTIIKyBaHHS LIUM IIperiapaToM CJlif IPUNUHUTH 3a 48
TOJMH 10 IMJIaHOBOT'O XipypriyHOT0 BTPyYaHHS i3 3arajibHOIO, CIiHAIbHOI0 a0 emifypaabHO0
aHecTe3i€l0 i He CIIi[ BiTHOB/IIOBATH paHille HiX Yepe3 48 roguH micis 1IbOro (3a yMOBU HOPMaJbHOI
(GYHKIIII HUPOK Ta IepopabHOr0 BXKUBaHHS 1XKi).

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
BazimHicmb

HocrnigXeHHs Ha TBapUHAX IPOLEeMOHCTPYBAJIA PEIIPOAYKTUBHY TOKCAYHICTD IIPU 3aCTOCYBaHHI
BHCOKUX [103 BinparminTtuny. [lJomo MeTdhopMiHy HOCTiAXKEHHS Ha TBApUHAX He IT0Ka3aju



PEeNpPOAYKTUBHOI TOKCUYHOCTI. [JOCTii>KeHH Ha TBapHHaX, 1110 Oy/iu MPOBeeH] i3 3aCTOCYyBaHHAM
BinpgarminTuHy Ta MeTQOpMiHy, He BUSIBUJIM O3HAK TePaTOTeHHOCTI, aye Oynu Big3HauyeHi
beToTOKCUYHI e(peKTU TPU TOKCUYHUX [AJIS BaTiTHUX CaMOK f03ax. [I0TeHLUIMHNY PU3UK [T JTIofen
HeBigoMuil. ['minTap®-M He cJ1ifg 3aCTOCOBYBATH y II€Piof BariTHOCTI.

ITepiod 200ys8aHHA 2py0010

HocnipKeHHS Ha TBapUHaX IT0Ka3a/lu BUAIIEHHS MeT(HOPMiHY Ta BiIIHATIINITHHY B MOJIOKO.
Bigomo, 1m0 MeT(hOpMiH IPOHUKAE ¥ TPYOHE MOJIOKO JIIOAWHY ¥ HEBEJIUKiM KiJIbKOCTI.
BpaxoByrouu mMoB’g3aHul i3 MeT(HOPMiHOM MOTEHIINHNY PU3UK HEOHATAJIbHOI TiloTTiKeMii Ta
BIICYTHICTb JaHUX IIPO BIUIMB BinpgariainTuHy, ['minTap®-M He CIlif 3aCTOCOBYBaTU XKIHKaM y
nepion rogyBaHHS IPYOIIO.

®epmuabHiCMb

HocrnigXeHHS O[O0 BIJIUBY IIpellapaTiB BiIAATIINTUHY 3 METQOPMIHOM Ha (PEepTUIbHICTH TIOOUHY He
IIPOBOLUIINU.

30amuicmb 8niusamu Ha weudKicmbe peakyii npu KepyeaHHi asBmompaHcnopmom abo iHwumu
MexaHiamamu.

He mpoBomunu HOCTigXKEHHS BIJIMBY IIpeapaTy Ha IMBUAKICTL peakilil mpu KepyBaHHi
aBTOTPaHCIOPTOM abo poOOTi 3 iHIMUMU MexaHi3MaMu. TOMy HAIiEHTH, V TKUX MOXKe
BAHUKHYTU 3allaMOPOYEHHS, IOBUHHI YHUKATH KePyBaHHSIM aBTOTPaAHCIOPTOM abo poboTu 3
MexaHi3MaMHu.

Cnoci6 3acmocyeaHHs1 ma 0o3u.

IJo3yBaHHS aHTUTINEPTIIiKEMIYHOT0 JTiIKyBaHHS [JIs KOHTPOO miabety II Tumy ciig obupaTu
iHoUBimyanbHO Ha OCHOBI MIOTOYHOTO PeXUMY Teparii, eheKTUBHOCTI Ta IepeHoCuMOCTi. [Tpu
3acTocyBaHHI IIpemnapaty ['nintap®-M He cif nepeBUIyBaTé MaKCUMabHy JOOOBY JO3Yy
BinmarnminTtunay (100 Mr). Tabnetku I'minTap®-M npuiiMaty gBidui Ha mo0y, BpaHIl Ta BBeYepi.

Cmocib 3acTocyBaHHS
Inst mepopanbHOT0 3aCTOCYBAHHS.

[Tputiom I'minTap®-M 3 izketo abo 6e3mocepeHbO Micysd 1Ki MOXkKe 3MEHIIUTH IITYHKOBO-KHIITKOBI
CHMIITOMHY, II0B’93aHi 3 3aCTOCYBaHHSAM MET(POPMIiHY.

[ns nauienmis, yuti cmaH He KOHMPOAEMbCA HAACHCHUM YUHOM NPU MOHOMepanii memgopMmiHy
210pOX/10pUOOM Yy MAKCUMAAbHO NEPEeHOCUMUX nayieHmamu 003dax.

[ToyaTkoBa mo3a npenaparty ['ninTap ®-M noBuHHA CKIagaTUCA 3 BingarmintuHy 50 Mr 2 pasu Ha
no0y (3aranmpHa go6oBa go3a - 100 Mr) Ta MeThOpMiHY y 7031, IKY MallieHT BXKe IpuiiMae.



a5 nauienmis, AKi nepexo0simb 3 00HOUACHO20 NPUUOMY 8iA0azAiNMuHy ma Mem@opMiHy
AK OKpeMux npenapamis.

ITouaTkoOBa mo3a npenapaty [ninTap ®-M noBrHHA BiAIOBigaTH [03aM BiJIfariilnTUHY Ta
MeT(OpMiHy, 5IKi 3aCTOCOBYBa/IH [0 IHOTO.

[na nayienmis, Yutli CMaH He KOHMPOAEMbCA HANEHCHUM YUHOM NPU 3aCMOCYBAHHI MemM@OPMIHY
ma npenapamis cyab(poHiNCeU08UHU.

[ToyaTkoBa mo3a npenaparty ['nminTap ®-M moBUHHA CKIafaTUCS 3 BingarmintuHy 50 Mr 2 pasu Ha
noby (3aranmpHa mo6oBa fno3a - 100 mMr) Ta MeThOpMiHY y 1031, Ky MallieHT BXKe npuiimae. [1pu
3aCTOCyBaHHi y KoMOiHallil i3 cymbGhOHINICEY0BIHOO CITif PO3TISHYTH HEOOXimHICTh 3aCTOCYBaHHS
MEHIIIOI 03U CYIbGOHINICEYOBUHHY, 11100 3MEHIIIUTH PU3UK PO3BUTKY TiMOTITiKeMii.

3acmocysaHHs y koMbiHauii 3 iIHCYAIHOM Ma MAKCUMA/IbHO NePeHOCUMUMU NalyieHmamu
dozamu mempopMiHy.

[ToyaTKoOBa f03a npenapaty [minTap®-M moBUHHA CKIafaTUCA 3 BingarminTury 50 mr 2
pas3u Ha no0y (3aranpHa goboBa fo3a - 100 mMr) Ta MeThopMiHy ¥ 103i, Ky HALli€HT BXe
IIpUMMaE.

Beamnexka Ta e()eKTUBHICTh 3aCTOCYBaHHS BUIHATJIINTUHY Ta MeTHOPMIiHY K MOTPiMHOI TepopaibHOl
Teparil y IOeIHaHHi 3 Tia30/IiAVHIIOHAMY He BCTAHOBJIEHI.

Oco0auBi TPYIIN MAITIEHTIB

ITayienmu 1iMmHb020 8IKY (8i0 65 pokKie)

OckinbKu MeT(OpPMiH BUBOAUTHLCSA HUPKaMHU, a MallieHTHU JTITHLOTO BiKy MalTh TEHAEHIII0 10
3HUKEHHS QYHKIIII HUPOK, Iif Yac npuitoMy npenapaty [mintap ®-M BoHU IOTPeOYIOTH PETYIISIPHOTO
KOHTPOJIIO (PYHKIIil HUPOK.

ITopyweHHsA pYHKUil HUPOK

IK® crnif omiHIOBaTH Iepern Mo4aTKOM JIiKyBaHHS IIpelapaTaMy, 10 MICTSATh MET(QOPMIiH Ta
IIpYHAVMHI IIOPIYHO MiCNA UbOro. Y MallieHTiB i3 MigBULIEHUM PU3UKOM IIOJAIbIIOr0 MIPOrpecyBaHHS
HUPKOBOI HEJOCTATHOCTI Ta y JII0fel JIiTHBOTO BiKy (DYHKIII0 HUPOK CJIif OLIiHIOBATH YaCTillle,
HaIlpukiag KoxHi 3-6 MicsLiB.

MakcumanbHy m060By 003y MeTdopMiny OakaHO PO3MiNMuUTH Ha 2-3 moOoBi mo3u. [Tepen moyaTkom
3aCTOCyBaHHS IIpenaparis, [0 MiCTATh MeThOopMiH, y nauieHTiB i3 [IIK® <60 m1/xB Clif OLiHNTH
HAsIBHICTH (paKTOPIB, 110 MOXKYTh 30iIBIMUTY PU3UK JTAKTOAUUA03Y (AUB. po3min «OcobIuBOCTi
3aCTOCYBaHHS»), CIifi IEPETISHYTH, IEPLI HiXK PO3TISAaTH MOXKJIMBICTh 3aCTOCYBaHHS MET(QOPMIHY y
IIAlli€HTiB.

fKIo HemMae moTpibHOro mo3yBaHHs mpemnapaty [ TinTap ®-M, 3aMicTh ¢ikcoBaHOl KoMOiHallil Crif
BUKOPHCTOBYBATH OKPEMi MOHOIIpeIapaTHu.

[ITK® mn/xB [Metdopmin |BinparninTun |




60-89 MakcuManbHa To0oBa mo3a BimcyTHs He0OXigHICTh KOPEKIIil MO3H.
cTaHoBUTHL 3000 MT.
3MEeHIIeHHA 0031 MOXKHA
PO3TJIsIIaTH IPU 3HUKEHHI
(bYHKIIil HUPOK.

45-59 MakcuManbHa 1o00Ba no3a MakcuManbHa 1o0oBa no3a - 50 mr.
cTaHOBUTL 2000 MT.
[ToyaTKoOBa H03a CTAHOBUTH
MaKCHUMYM ITOJIOBUHY
MaKCHUMaJIbHOI MO3U.

30-44 MakcuManbHa JoO0oBa J03a
cTaHoBUTL 1000 MrT.
[TouaTKOBa 03a CTAaHOBUTH
MaKCHUMYyM IT0JIOBUHY
MaKCHMaJIbHOI [O3H.

<30 MeThOopMiH POTUTIOKa3aHUH.

ITopyweHHsA pYyHKYII neviHKu

['minTap®-M He CIifi 3aCTOCOBYBATH [JIA JIiKyBaHHS IAL€HTIB i3 MOPYIMIeHHAMU QYHKIIII IEeYiHKH,
BKJ/II0HAIOYH MallieHTiB, y akux piBHi AJIT ab6o ACT [o nmodaTKy JiKyBaHHS IepeBuinyioT BMH
OinbIne HiXK y 3 pa3i.

Himu.

[minTap®-M He peKOMEHYETHCS 3aCTOCOBYBATH AJIS JTIKyBaHHA AiTeW Ta MifJIiTKiB (BiKOM [0
18 pokiB). be3neka Ta epeKTUBHICTh 3aCTOCYBaHHS IIpenapaTy Ojsd OiTed Ta MifgJIiTKiB He
BCTaHoBJIeH]. [laHi BifCyTHI.

ITepedo3yeaHHs.

[Ipo BunapKu mepeno3yBaHHs IpernapaTy He [MOBIAOMIISIIN.
BindaeainmuH

[HpopMallig 00 mepefo3yBaHHs BinmarIinTUHy 00MeXeHa.
CuMITOMHU

[HpopMallig Ipo KMOBIPHI CUMIITOMY ITIepef03yBaHHS BiIAArIINTAHY OTPAMaHa i3
MOCIIXXKEeHHS IePeHOCUMOCTI 3POCTAIYHUX 003 V 3MOPOBUX 0Ci0, SKMM HaBajIy BilOarilinTHH
npoTsaroM 10 guiB. Y mo3i 400 Mr O6ymo Tpu Bumaaku 600 B M's3aX, a TaKOXK OKpeMi
BUITAOKM JIETKOI Ta MUHYIIOI MapecTesii, raps4Yky, HabpsSKiB Ta MUHYIIOIO MiIBUINIEHHS PiBHS
ninasu. Y mo3i 600 Mr oguH cy6’eKT BiguyBaB HAOPSKY HIT i KUCTEN Ta MiIBUILIEHHS PiBHS
kpeatuHdocdokinaszu (CPK), AST, C-peaktuBHoro 6inka (CRP) Ta miorno6iny. Y Tpbox



iHmmMx cy6'eKTiB cocTepiraBcs HaOpsK HIT, Y OBOX BUMagKax - MapecTesis. Yci cuMnToMu Ta
nabopaTopHi BigxuieHHS 3HUKIIM 0e3 MiKyBaHHS IIiCIsg MPUIMHEHHS [TOCTigXKyBaHOTO
niKapchKOro 3aco0y.

Memopmin

3HayHe nepeno3yBaHHs MeThHOpMiHy (ab0 icHyIOuUMM PU3UK JTAKTOALU03Y) MOXKE IIPU3BECTH [I0
JIAaKTOAILMO03Y, IKUM MoTpedye HeBiIKIagHOI MEOUYHOI JOTIOMOTH Ta JIiKyBaHHS Y MEOUYHOMY
3aKJami.

JIiKkyBaHHSA

Y pagsi nepeno3yBaHHs TiKapCchKUii 3aci6 CIlif BiAMIiHUTH Ta MAIliEHTY cllig 3a0e3meyuTu
CHMIITOMaTH4He i migTpuMylode niKyBaHHS. HallepeKTUBHIIINM METOOM BUBEAEHHS MeT(HOPMIHY €
reMopiani3. BingarninTuH He miggaeThcs Oianidy, ane OCHOBHUM TigposIi3HUNA MeTaboJIiT
BiJIOArminTuHy Moxe OyTH BUBEOEHUH 3a [OIIOMOTI0I0 reMOofiiami3y.

ITo6iuni peakuii.

HaBepeHi maHi CTOCYIOTHCSI OMHOYACHOTO 3aCTOCYBaHHS BUIHArIinTUHY i MeTQOpMiHY, KOonu
BiNarIinTvH JOfaBaiu g0 MeTHOPMIHY.

PesroMe mpodinio 6e3nexn

Binburicts mo6iyHKX peakiiiti Oyiu IeTKUMU Ta MAHYIIMMH, 1[0 He BUMaraial IPUIUHeHHS
JIiKyBaHHS.

He Oymo BUsIBIEHO 3B’sI3Ky MiXK MOOIiYHMMH peakIlisiMU Ta BiKOM, eTHIYHOO IPUHAJIEXKHICTIO,
TPHUBAJIICTIO JTiKyBaHHS a00 OEHHOIO M03010.

[ToBimoMISANK TIPO PigKiCHI BUIIaKU MOPYIIEHHS QYHKIIIl Ie4iHKY (BK/II0UAI0YHU IelaTUT) Ipu
3aCTOCYBaHHI BinparminTuny. BoHu, K mpaBuio, TpoTikaau 6€3CHMITOMHO, 6e3 KTiHiYHUX HaCIligKiB
1 QyHKIIiA IeYiHKY BifHOBIIIOBAINCS IiC/ISl IPUNWHEHHS JTiKyBaHHS. Y HaHUX OOCIIIXKEeHb
KOHTPOJILOBAaHOI MOHOTEparil Ta KoMOiHOBaHOI Teparil TPuBaIiCTIO 70 24 THXKHIB, 4acTOTa
nigsuienHs piBHsA AJIT abo ACT =3 X BMH (Bu3HaueHa 5K HasiBHA, IPHHANUMHI y JBOX IIOCITiHOBHUX
BMMIipIOBaHHAX a0o IIif Yac 3aKJII0YHOTO Bi3uTy) craHoBuna 0,2 % mns Bingarmintury 50 mMr 1 pa3 Ha
no6y, 0,3 % pnsa BingmarninTury 50 Mr 2 pa3u Ha goOy Ta 0,2 % [mnd Bcix npemnapaTiB MOpiBHAHHS. Taki
TifBUIIIEHHS PiBHIB TpaHcaMiHa3 OyJu 3a3BUYail 0€3CMMITOMHUMHU, He IPOTPECYIOUUMH 3a
XapaKTepoM Ta He OyJiu MMOB’sI3aHi 3 X0IeCTa30M Ta KOBTSHUIIEIO.

[Tpu 3acTocyBaHHi BingarminTuny 0yu 3apeecTpoBaHi pPigKiCHI BUMTaJKM aHTi0HEBPOTUUHOTO
HaOPSKY 3 TAKOI0 K YaCTOTOO, 10 i B KOHTPOIBHUX I'PyIax. binmbimuil BifcoTOK BUMIagKiB OyB
3apeecTPOBaHMM, KOJIM BiIJarminTHH MpU3Hadyaau B KoMmbiHalrii 3 inriditopom AIT®. BinbImicTs
BUIIQMIKiB Oy/IM JIETKUMU Ta 3HUKA/IM IIPU IPOAOBXKEHHI 3aCTOCYBaHHS BiIAarIinTUHY.

[ToGiyHi peaxiiii, 3apeecTpoBaHi y MaIliEHTIB, IKi OTPUMYBaJIU SK MOHOTEPAIIi0 Ta JOLATKOBY
Tepallilo y Ipoleci MOABIMHUX CIIINUX AOCHIAXKEeHb, 3a3HaUeHi HUK4e 3a CUCTEMHO-OPTaHHUM KJI1aCcOM
Ta 9acTOTOM: gyxke 4acTo (=1/10), vacto (=1/100 - <1/10), meyacto (=1/1 000 - <1/100), pigko
(=1/10000 - <1/1000), oyxe pigko (<1/10000), HeBinoMO (HEe MOXKHa BCTaHOBUTH 3a HasIBHUMU



OAHUMH).

Y KoXHiil 06’eqHaHil 3a YacTOTOIO Ipyni HeOaxkaHi SBUIIA IPeICTaBIeH] y IOPANKY 3MEeHIIeHHS
CEPHO3HOCTI.

[ToGiyHi peakiiii, 3ape€ecTPOBaHi y MaIliEHTIiB, AKi OTPUMYBaNM BinmarminTuH y go3i 100 Mr/moby

onaHi 10 MeTGOpPMiHY MOPIBHIHO 3 MIane00 Iac MeTHOPMIH V HOABIMHUX CHIIKWX OOCTIIXKEHHIX:
ITopyweHHsA 06MiHY PeuoBUH i XapyyB8aHHs
YacTo: rimoriikemis.
3 60Ky Hepsogoi cucmemu
YacTo: 3aIIaMOPOYEHHS, TPEMOP, FOJIOBHUH OiJlb.
HewacTo: BTOM/IIOBAHICTb.
3 60Ky WAYHK0BO-KUWKOB020 MpaKmy
Yacro: HymoTa.

Omwuc oKpeMux mobiYHNX peakilin

Y KOHTPO/IbOBAHMX KITIHIYHUX JOCHImXKeHHIX KoMmbiHamii Bingarmintury 100 Mr Ha go0y Ta
MeT(HOPMiHY He TTOBIIOMIISITIM IIPO IPUIIMHEHHS JIiIKyBaHHS Yepe3 mo0iuHi peakuii y rpymi
BimpgarminTuH MeThopMiH abo mmaredo MeTGopMiH.

Y kniniuHux BUnpoOyBaHHSX YacToTa rinoriikemii 6yna (1 %) y mauieHTiB, SKi oTpuMyBaniu
Binmarnintus Metdopmin i (0,4 %) y maIieHTiB, ki oTpuMyBaiu mamebo MmeTGopMin.

He 6yno noBimoMieHs IPo CEPHO3HI rinornikeMiyHi nogil y rpymni mauieHTiB, AKi npuimManu
BiJIoarIinTHH.

Y kniniyHUX BUIIPOOYBaHHSX Maca IMallieHTiB He 3MiHIoBanacs, Kojau gogasanu 100 mMr/oo0y
Binmarnintuny no Metdopminy ( 0,2 Kr-BinmarminTus MmetdopMiH Ta -1,0 Kr -nnarne6o MeThopMiH).

Kniniyni BumpoOyBaHHS TPUBATICTIO OinbIlle 2 POKiB He BUSBUIIU KOOHUX NOOATKOBUX CUTHAJIIB
6e3neku abo HellepenOaueHUX PU3UKIB IIPY NoJaBaHHi BiIHarIinTUHY 70 METHOPMIHY.

[To6iyHi peakiiii, 3apeecTPoBaHi y MAIiEHTIB, SKi 0OTpUMYBany BinmarminTuH 50 Mr oBivyi Ha mo6y v
kKoMOiHa1ii 3 MeT@opMiHOM Ta CyIbPOHIICEUOBUHOIO

ITopyweHHA 06MIHY PeUOBUH i XapyyB8aHHs
YacrTo: rinoriikeMis.

3 60Ky Hepsosoi cucmemu

YacTo: 3al1aMOPOYEHHs, TPEMOD.

3 60Ky wKipu i nidwKipHOi KAimKogUHU

YacTo: rimeprigpos.



ITopyweHHsA 3a2anbHO20 Xapakmepy
YacTo: aCcTeHis.

Omuc oKpeMux MoOiYHUX peakilin

[TpunuHeHHS NiKyBaHHS Yepe3 MO0i4HI peakiiiil y rpymi BiigarainTuH MeTHOPMiH TiIiMenipup He
oyno, y rpymi nnamne6o metdopmin raimemnipug - 0,6 %.

Yacrora rinormnikemii 6yia 3BU4YaiiHO0 B 000X rpymnax aikKyBaHHS (5,1 % - BingarminTuH MeThOpPMiH
rnimenipup Ta 1,9 % - y rpyni mnane6o Mmetdopmin riimenipun). VY rpyni Bingarnintun MeTGopMin

TJIiMeIipuy MOBITOMIIANIN IIPO OAHY BaXKKY TiMOrJIiKeMidyHy MOfi0.

BrnuBy Ha cepefHIO Macy Tijlla HaPUKIiHII HOCTigXKeHHS mpakTU4yHo He Oyno ( 0,6 Kr y rpymi
BinmarnintuH MetdopMin raimemnipun i -0,1 Kr y rpyni nname6o MeTdhopMiH rimiMenipumn).

[To6iyHi peakiiii, mpo SKi TOBIMOMISANOCS V HALIEHTIB, IKi OTPUMYBAX BiOATTIOTHAH V 0031
100 mr/moby y moenHaHHi 3 iHcyniHoM (3 MeTdhopmiHoM abo 6e3 HLOT0)

ITopyweHHA 06MIHY PeUOBUH i XapyyB8aHHs

YacTo: 3HMKEHHS PiBHS TTIOKO3U KPOBI.

3 60Ky Hepsosoi cucmemu

T'onoBHu# 6inb, 03HOO.

3 60Ky WAYHKOBO-KUWKOB020 MPAKmMy

YacTo: HyAO0Ta, racTpo-e30(areaabHu pedIIiokC.
Hewacro: miapesi, METEOPU3M.

Omuc oKpeMux MoOiYHUX peakilin

Y KOHTPOJIbOBaHUX KITiIHIYHUX OOCTIAXKEHHIX i3 3aCTOCyBaHHSM BingariainTury mo 50 Mr aBigi Ha
o0y y moemHaHHI 3 iHcymiHoM (3 a6o 6e3 MeTdopMiHy) 3arajbHa YacTOTa BiIMiHM IIpemapaTy yepe3
nobiuni peaknii Oyna Takoro: 0,3 % y rpymi BingarminTuHy, a y rpymi nnamne6o He 010 BimMiHU.

Yacrota rinornikemii 6yna nopi6Hoto B 060x rpynax jgikyBauHs (14,0 % y rpymi BinparminTuny Ta
16,4 % y rpymi mnane6o). Cepiio3Hi rimornikemiuni siBuiia 3adikcoBaHi y JBOX Malli€eHTiB y Tpymi

BinmarnminTuHy Ta y 6 maiieHTiB y rpymi mnaieb6o.

BrnnuBy Ha cepefHIo Macy Tijla HaIPUKIHIN JOCTiIXKeHHsS TpakTUYHO He O0yyo ( 0,6 Kr Bix
II0YaTKOBOT'O PiBHS y TPYIIi BingarminTuHy Ta 6e3 3MiHK MacH Tina y rpyi nnarmebo).

HopmaTkoBa iHGopMallis Mpo oKpeMi ifodi peyoBrMHU KoMOiHa1Iii

BindaeainmuH

[To6iuHi peakiii, PO SKi MOBIHOMISIOCS V MAIliEHTIB, SKi OTPUMYBAJIM MOHOTEPAIIiI0 BiTHArIinTUHHOM
y m03i 100 Mr/moly



IHexuii ma ineasii

Iyxe pigko: iHdek1ii BepxHiX AUXaabHUX LUIIAXiB, Ha30(apHHTiT.
ITopyweHHsA 06MiHY Peuo8UH i XapuyBaHHs
Heuacro: rinornikemis.

3 6oky Hepsogoi cucmemu

Yacro: 3a1aMOpPOYEHHS.

HeuacTo: ronoBHMM Gifb.

3 60Ky opaaHis 30py

HeuacTo: nepudepuynuii HabpsK.

3 60Ky WAYHKOBO-KUWKOBO20 MpPakmy
HeuacTo: 3amnop.

3 60Ky ckesnemHo-m’ 30801 cucmemu
HeuacTo: apTpanris.

Onuc okpeMux mo6iYHUX peakirin

3arajbHa 4YacTOTa MPUIIMHEHHS JTiKyBaHHS dyepe3 no0iyHi peakiii Oyna Takoo: AJIs MallieHTiB, AKi
OTpUMYyBau BinmarminTul y go3ax 100 mr Ha goOy - 0,3 %, nnanebo - 0,6 %; npenapaTy MOPiBHAHHS
-0,5 %.

Y nopiBHAIBHUX KOHTPOJILOBAHUX MOCIIMKEHHSIX MOHOTEPaIIil PO TillorIiKeMito MOBiTOMISII0CS Y
0,4 % (7 3 1855) matmieHTiB, sKi oTpuMyBanu BingarainTuH y 1o3i 100 Mr Ha go0y, mopiBHsHO 3 0,2 %
(2 3 1082) mauieHTiB y rpynax, siKi OTprMyBaJiu ITpernapaT MopiBHSIHHS abo miarebo, 6e3
IIOBiHOMJIEHD ITPO Cepio3Hi abo BaxkKKi mopmil.

He Bifm3Hauanock 3MiHM MacH TiNla Ipu 3acTocyBaHHi Binparnintury 100 Mr/mo6y, Ik MOHOTepamis
(-0,3 kr y rpyn BinmarnminTtuny Ta -1,3 Kr y rpymni nname6o).

Kniniyni BumpoOyBaHHS TPUBAJTICTIO 10 2 POKiB He BUSBUIIN KOOHUX NONATKOBUX CUTHAJIIB Oe3MeKu
abo HemepenbaYeHNX PU3UKIB, OB’ I3aHUX 3 MOHOTEPAIIi€I0 BiIIar TinTHHOM.

Memdpopmin
[To6iyHi peakiiii, moB’sI3aHi i3 3acTOCYBaHHSI MeTGOPMiHY
ITopyweHHA 06MiHY PeUOBUH i XapyyB8aHHs

Iyxke pigko: 3HUXKeHHS abcopoOirii B,, Ta makToanunos (3HuKkeHHs abcopoOiril Bitaminy B, 3i
3HUKEHHSM PiBHS B CHPOBATIIl KPOBi CIIOCTEpPIranocs gyKe PifKo y MallieHTiB, AKi TPUBaINU Yac
oTpuMyBau MeThHopMiH. fAKIIO0 y malieHTa giarHOCTOBaHO Merajao0IacTHy aHeMilo, BapTO
PO3TJIIfaTH TaKy IPUYHNHY ii PO3BUTKY).



3 60Ky Hepsosoi cucmemu

Yacro: IpuUCMaK MeTany.

3 60Ky WAYHKOBO-KUWKOB020 MPAKmMy

Ilyxe gacTo: HyfioTa, OJIf0BaHHS, Hiapes i Oisb y KUBOTI, BTpaTa aleTUTy.
3 60Ky neyviHKu i oco8408UBIOHUX WAsXi8

Ilyxe pigko: aHOMaJIbHI Pe3ynbTaTH GYHKIIIOHAIPHUX TPO0 MeYiHKY, HATPUKIIaL MigBULIIeHHS
PiBHS TpaHcaMiHa3 a0o0 remaTuT (000POTHI micns BigMiHU MeThOPMIiHY).

3 60Ky wkipu ma nidwKipHOi HCUPOBOI KAIMKOBUHU
IyXe pigko: IMKipHIi peakiiii, Taki K epuTemMa, cBepOixk, KpOIUB'THKA.

[To6iuHi peaxiiil 3 00Ky IMITyHKOBO-KUIIKOBOTO TPAKTy HaldacTillle BUHUKAIOTh Ha IT0YATKY JIiKyBaHHS
i B GiNBIIOCTI BUMIAAKIB MPOXOAATh CAMOCTIWHO. [I71g 1X 3ano6iraHHs peKOMeHIYETLCS ITPUINMaTh
MeThopMiH 2 pa3u Ha Koby go3u mim yac abo micns ixki. [ToBinbHe 30iMblIEHHS 103U TaKOXK MOXKE
MOJIMNIINATY IEPEHOCUMICTh IIpernapary.

[licnapeecTpalliiHUKA OOCBI

[To6iuni peakiiii Ha mmpemapar Oy/IM 3apeECTPOBaHi B paMKaX CIIOHTAaHHUX IiCISIPeECTPaIliiHUX
MIOBiAOMJIEHD Ta B JliTepaTypi. OCKiNbKHY IIi IOBiIOMIIEHHSI HaAXOMASATh Bil HEBU3HAUYEHOI KilTbKOCTI
noOpPOBOJIBLIIB, TO HEMAE MOXKJIUBOCTI IOCTOBIPHO OLIHUTH 1X YAaCTOTY, TOMY BOHU KIaCU(]iKyIOThCS SIK
«4aCTOTa HeBigoMa».

3 60Ky WAyHK0BO-KUWKOB020 MpAKmy
YacTtoTa HeBiTOMa: TaHKpeaTHUT.
3 60Ky neyviHKu i oc0840BUBIOHUX WAsXi8

YacToTa HeBimoMa: TeTaTUT Ta aHOMAaJIbHI pe3ynbTaTi PYHKIIOHATBHUX P00 MeYiHKA
(o6opoTHi micnsg BigMiHu MeTQOpPMiHY).

3 60Ky ckesnemHo-M’ 530801 cucmemu
YacToTa HeBimoMa: Miasris.
3 6oky wkipu i nidwKipHOi KAIMKOBUHU

YacToTa HeBimoMa: KPOIIKB THKa, OyIb03Hi Ta eKchomiaTUuBHI ypaKeHHS LIKipH, BKII0Yadu
Oynbo3HUY meMQirois.

Tepmin npudamHocmi.

2 POKH.



YMmoBH 30epiranHs.
30epiratu B OpUriHanbHiN yIIAKOBII TpU TeMmepaTypi He Buie 25 °C.

36epiraté y HEOOCTYIIHOMY OJIST OiTeH MicCIIi.

YnakoBka.

[To 10 TabneTtox y GiicTepi, o 6 GicTepiB y mayviii.

KaTteropisa Bigmycky.

3a pelemnToM.

BupoOHHUK.
1) CAT MAHY®AKTYPIHI, C.JL.V., Icnanisg / SAG MANUFACTURING, S.L.U., Spain.

2) Tanenikym Xenc, C.J1.Y., Icnanist / Galenicum Health, S.L.U., Spain.

Micue3HaxoKeHHsI BHPOOHHKA Ta afjpeca MicCusi IPpOBaIKeHHs MOro Jis/IbHOCTI.

1) Kappertepa Hamionan 1 Km 36, Can ArycriH genb ['Bapanikc, 28750 Magpup Icnasis /
Carretera Nacional 1 Km 36, San Agustin del Guadalix, 28750 Madrid Spain.

2) Caut I'abpiens, 50, Ecunyrec ne JIro0perar, 08950 Bapcemnona Icmanist / Sant Gabriel, 50,
Esplugues de Llobregat, 08950 Barcelona Spain.



