IHCTPYKIIA
AJIS1 MEIUYHOT0 32CTOCYBAHHS JiKAPCHKOI0 32C00y

[JIITAP®-M
(GLIPTAR-M)

Cknao:

oiroui peuosunu.: metformin, vildagliptin;

1 tabGneTka, BKpHTa IUIIBKOBOIO 00070HKOI0, 50 Mr/850 mr mictuth 50 Mr BUIZArIINTHHY Ta
850 mr metdopminy rigpoxiopumy;

1 taGieTka, BKpUTA IUTIBKOBOIO 000J0HKOI0, 50 Mr/1000 mMr mictute 50 Mr BUIAarminTuHy Ta
1000 mr meTdopMiHY TIAPOXIOPHIY;

O0ONOMIDICHI pev08uHU: JaKTO03a, TIIPOKCUIIPOIIIENI0N03a, MIKPOKPUCTAIIYHA IETF0JI03a,
KpOCKapMeJsio3a HaTpito, cTeapuipymapaT HaTpito;

CYMIII /ISl HOKPUTTSI MICTUTB: rimpomenosy, tutany niokcun (E 171), makporosn/IIEL, Tanek,
okcu 3aiiza xoBtuid (E 172).

Jlikapcbka ¢gopma. TabiieTku, BKPUTI IITIBKOBOIO 000JIOHKOIO.

OcHosHi i3uKo-XiMIiUHI 61ACMUBOCMI:

Ta0JIETKH, BKPUTI TUTIBKOBOIO 000J10HKOI, 50 Mr/850 MT: >KOBTI, OBajbHI, BKPHUTI ILTiBKOBOIO
000JIOHKOIO TaOJIETKHU 3 PUCKOIO 3 OAHOTO 00Ky Ta «VA» 3 iHmoro 0oky. JloBxkuHa TaOIeTKH
19,4+0,5 mmM;

Ta0JICTKH, BKPUTI TUIIBKOBOIO 000yI0HKOIO, 50 Mr/1000 Mr: TEMHO-)KOBTI, OBaJbHI, BKpPHTI
TUTIBKOBOIO 000JIOHKOIO Ta0JIETKH 3 pUCKOIO MK «V» Ta «B» 3 01HOT0 O0KY Ta 3 pUCKOIO 3 IHIIIOTO
Ooky. [losxuna Tabmetku 21,1+0,5 mm.

®apmakorepaneBTHYHa rpyna. [Iporuaiabernuni npenapatn. KomOinamisi mepopaibHUX
rinormikemizyrounx npemnapatiB. Kog ATX A10B DOS8.

Dapmakonoziuni e1acmueocmi.

Dapmaxoounamixa.

['mintap®-M € koMOiHalli€10 IBOX aHTUTINEPTITIKEMIYHUX PEUOBHH 13 PI3HUMHU MeXaHI3MaMH Jiii,
K1 IOKPAIIYIOTh KOHTPOJIb TJIFOKO3H Y MaLli€HTIB 3 fAiadetoMm Il Tumy: BUIIAriainTyH, NpeJCcTaBHUK
ciMelicTBa 1Hri0ITOpiB aunentuaunnentugazu-4 (AIMI1-4) ta wmerdopmiHy Tiapoxiopus,
IpeJCTaBHUK KJacy OiryaHijiB.

BinparninTuH, NpeacTaBHUK KJIAacy PEUOBHH, L0 MOCHIIOIOTH POOOTY OCTPIBKOBOIO amapaTy
HIJIITYHKOBOI 3aJ03H, € MOTYXXHUM Ta celeKTuBHUM iHridoitopom JIIIII-4. Metrdopmin nie,
TOJIOBHUM YHMHOM, [IUIIXOM 3MEHILIEHHS €HAOr€HHOI MPOAYKIIT TJIFOKO3H B MEUiHII.
Binoazninmun

BinparninTus fie, roOBHUM YHHOM, IUIsixoM npurdivueHHs JAI111-4, depmenTy, skuii Bianosigae
3a nerpajamito iHKpetuHoBHX TopmoHiB [TIII-1 (rmrokxaronnoni6Horo mnentuay-1) ta I'IIT
(TJ1I0K0303aJIE)KHOTO  1HCYJIIHOTPOIIHOTO — moninentuay). [IpurHiueHHs  BUIAAMIINTHHOM
aktuBHOcTi JIIII1-4 mpu3BOAUTH A0 MIBUAKOTO Ta MOBHOTO 30UIbIIEHHS E€HJIOT€HHOTO PiBHSA
iHkpeTtuHOBHUX TopMoHiB ['TITI-1 Ta I'I1 micas BxuBaHHS 1K1 Ta HATIIE.

[InsixoM 3017bIIEHHS €HIOT€HHHUX PIBHIB IUX 1HKPETHHOBUX FOPMOHIB BUIAATINTHH MiABUIYE
YyTIUBICTh O€Ta-KIITHH [0 TJIFOKO3W, BHACTIZIOK YOTO TOJIMIIYETHCS TITFOKO303aICKHE
BUUIEHHs 1HCYiHY. JIiIKyBaHHS Malli€HTIB 13 LyKpoBUM aiaberoM Il Tumy BiAariinTHHOM Y
no3ax Biz 50 no 100 Mr Ha 700y 3HAYHO MOKpAIIKUIO Mapkepu QyHKIIT OeTa-KIIITHH, BKIOYat0un
HOMA-f (romeocTaTndHy MOJIENb OLIHKH (YHKIIIi OeTa-KITITHH), BiIHOIIEHHS MPOIHCYITIHY 10
IHCYJTIHY Ta TOKa3HMKHM YYTJIMBOCTI O€Ta-KIITHH MHpH Oararopa3oBOMy IPOBEICHHI TECTY
TOJIEpaHTHOCTI A0 Tki. B oci6 6e3 miaGery (3 HOpMaJIbHUM pIBHEM IIIIOKO3M) BUIATIINTHH HE
CTHMYJIIOBAB CEKPELit0 IHCYIIHY a00 3HMKEHHS PiBHS IVIIOKO3H.

[Insaxom migBumienHs piBHs enporenHoro ['TII-1 BimmarminTuH 301bIIyE YyTAUBICTh ambda-
KIIITUH MiIIUTYHKOBOI 3aJI03H JO TJIFOKO3U, BHACTIAOK YOTO 30UIBIIYETHCS CEKpellis TI0K030-



BiJIMOBIAHOTO TIFOKarony. [locuieHe mifBUINEHHS CIIBBIIHOIICHHS 1HCYJIH/TIIOKATOH i Yac
rimepriikemMii 3yMOBIIOE€ 3pPOCTaHHA PIBHSA I1HKPETMHOBOTO TOPMOHY, IO MPHU3BOIUTH JO
3HMKEHHS NPOAYKYBAHHS IVIIOKO3M y MEYiHIl B YMOBaxX HaTIle Ta IICJIsS B)KUBAHHS DXKI, 110
NPU3BOJMTH J0 3HMKEHHS PIBHS TITIOKO3H.

Binomuii epext miapumienux piBHiB ['TII1-1 13 3aTpUMKOIO IITYHKOBOTO COKY HE CIIOCTEPITAETHCS
IPH JIIKYBaHHI BUIJArTIITHHOM.

Memdehopminy 2iopoxiopuo

Merdopmin € mepopaibHUM aHTUIIA0ETUYHHM 3acO00M Kiacy OiryaHiiB, TIMOTJIIKEMIYHUN
e(eKT SKOr0 IPYHTYETHCS, TOJIOBHHUM YHMHOM, Ha TOJOJAaHHI PE3UCTEHTHOCTI O IHCYTIHY Y
neviHii 1 M’ sa3ax. [Ipu HaABHOCTI 1HCYNIHY BiH 3HHKYE SK Oa3albHUM, TaK 1 OCTIPAHI1aJIbHUAN
piBEHb TJIOKO3M Y Iula3Mi KpoBi. MeT(hopMiH HE CTUMYIIOE CEKpeIilo IHCYIiHy, TOMY He
MIPU3BOJIUTH JIO TIMOTIIIKEMIT TP MOHOTEpaIii.

MeTtdopMiH MOXKE CIPHUUHATH 3HUKECHHS TIFOKO3H 32 JOTIOMOT0I0 TPhOX MEXaHI3MiB:

- IPOIyKYBaHHS TJIIOKO3H B MIEYiHII 3HAYHOIO MipOIO BiJIIOBIJIA€ 32 TIEPIITIKEMIIO y CTaH1 HaTIIE.
MetdopmiH 3HIKYE MPOAYKYBaHHS TIFOKO3U B TMEUiHI, 10 aKTHBI3ZYETHCS PE3UCTEHTHICTIO J10
IHCYJIHY HIISXOM HPUTHIYEHHS TIIOKOHEOreHe3y 1 TIIKOTeHOJI3Yy, TaKUM YHHOM OJHOYACHO
MPOTHUJIE TIMEePriiKeMiuHOMY e(PeKTy TIIOKaroHy. 3a JOMOMOTrO 1IbOr0 MeXaHi3My MeThopMiH
3HIKYE TIIEePrIIiKeMilo HaTIIe.

- [loripmiene nepudepuyHe NOIJIMHAHHS Ta HAKOIIMYEHHS TIIOKO3UM B OCHOBHOMY B1JIIIOB1JIAlOTh
3a MOCTIpaHIiaJIbHy rinepriikeMio. MeT(opMiH MiIBUINYE YYTIMBICTH KIITHH O 1HCYIIHY,
CTHMYIIIOIOYM aKTHUBHICTh I1HCYJIHOBHX pPELENTOPIB THUPO3MHKIHA3M, TUM CaMUM CIIPHSIOYU
MOTJIMHAHHIO TJIFOKO3U Ha KJIITUHHOMY piBHI. MeTdhopMiH 301IbIIye MPOIMYCKHY 3/1aTHICTH BCIX
KIITHHHUX MeMOpaHHuX TpaHcroprepiB rimoko3u (GLUT). Lei edexkr merdhopminy ocoOImMBO
MOMITHUI TIpH Tinepriiikemii. BHYTpIlIHbOKIITHHHUNA CUHTE3 TIIKOT€HY 30UTBIIYETHCS MUISIXOM
CTUMYJIALIT KIFOYOBOTO (DEpMEHTY, TJIIKOT€HCHHTa3W. 3a JIOMOMOTOI0 IbOTO MEXaHI3MY
MeT(hOPMIH 3HUXKYE TIMEPrIIIKEMIt0 MIiCHs B)KUBAaHHS 1%K1.

- Metdopmin 3HMKY€e aOCOPOIIiI0 MTIOKO3U Y KUIIKOBOMY TPaKTi, THM CaMUM 3HIKYIOUH BILIKB
TJIFOKO3H TICIIsl BXKMBAHHS TKI.

VY mronelt, He3aNeKHO BiJl BIUIMBY Ha TIIKEMil0, MET(OPMIHY TiIPOXJIOPUI MA€ CHPUATIUBUN
edexT Ha MeTabomi3M mimigiB. Lle Oymno mokazaHo I TEpaneBTHYHHX /103 y KOHTPOJIbOBAHHUX,
CepeIHbOCTPOKOBUX a00 JOBIOCTPOKOBHX KIIIHIYHUX JOCHIHKEHHIX: MET(HOPMIHY TiPOXIOPHTL
3HIKYE PIBEHB 3arajibHOTO XOJIECTEPUHY, JINONPOTETHIB HU3bKOT IIIJIBHOCTI Ta TPUTIIILEPHIIB.
KpiMm Toro, B JA€SIKHMX MOCIDKEHHSIX OyJI0 TIOKa3aHO, 10 MET(POPMIH IiJIBHINYE pPIBEHBb
JIMONPOTETHIB BUCOKOT MIILHOCTI. MeTQOopMiH Takoxk nposBisie piOpUHOMITHYHI BIaCTUBOCTI.
[TpocnextuBHe panaomizoBane aociikeHHss UKPDS (Bputancbke npocnekTUBHE JOCTIIKEHHS
I[yKPOBOT'0 J11abeTy) BCTAHOBHJIO JOBIOCTPOKOBI MEpeBaru IHTEHCUBHOTO KOHTPOJIIO IIFOKO3U B
kpoBi npu aiabetri II Tumy. AHami3 pe3ynbTaTiB y MAlli€EHTIB 3 HAIMIPHOIO Macow TuIa, SKI
OTpUMYBAJIU MET(HOPMIH MicCIIs HEJOCTATHBOI €(PEeKTUBHOCTI BUHATKOBO J1€TH, ITOKa3aB:

- 3HaYHE 3HMWKEHHSI aDCOJIFOTHOTO PU3UKY OYyIb-SKHUX OB’ sI3aHUX 13 11a0€TOM YCKIIaJHEHb Y TPYII
meThopMiny (29,8 noaiit/1000 nanieHTO-pOKiB) HOPIBHSAHO 3 TPYIOI0, 1110 OTPUMYBaJia BUHSITKOBO
niety (43,3 noxiit/1000 mariento-pokiB), p = 0,0023, nopiBHAHO 3 KOMOIHOBAaHHUMH I'pyNamMu, 110
OTpUMYBaJIU CYJIb(POHIJICEUOBUHY Ta 1HCYJIH Ik MoHOTeparito (40,1 moaiit/1000 narieHTO-poKiB),
p = 0,0034;

- 3HayHe 3HWKEHHS a0COJIOTHOTO PHU3UKY JIETAJIbHUX HACHIJKIB, MOB’SI3aHUX 13 Ala0eToM:
meTdopMin 7,5 moaiit/1000 marieHTO-poKiB, BUHATKOBO Aieta 12,7 moxaiit/1000 namieHTO-poKiB,
p=0,017,

- 3HaUHe 3HUKEHHS a0COJIIOTHOTO PU3HKY KUTBKOCTI JIETATbHUX BUIAJKIB: MET(HOPMIH

13,5 moniii/1000 maiieHTO-poKiB MOPIBHAHO 3 BUHATKOBO nietoro 20,6 moxiit/1000 marieHTO-
pokiB (p = 0,011) 1 mopiBHSAHO 3 KOMOIHOBaHMMHM IPyIaMH, 10 OTPUMYBAJIU CYIb(HOHIICEUOBUHY
Ta 1HCYJIIH K MOHOTeparito, 18,9 momiii/1000 namienTo-pokis (p = 0,021);

- 3HAyHEe 3HIKEHHS aOCOJIIOTHOTO pHU3MKY pO3BUTKY 1HGApKTy Miokapaa: MeThopMiH
11 noniit/ 1000 marieHTo-pokiB, BUHATKOBO fieta 18 momiit/1000 mamiento-pokis (p = 0,01).
Kniniuna eeKkTUBHICTS 1 6e3neka




BinparninTuH mpu3HAaYanM MAIlieHTaM, y SKUX piBeHb IiIikeMmil He OyB 3aJ0BIIBHUM, IPH
JiKyBaHHI MET(OPMIHOM Y SKOCTI MOHOTEpaIlii, 10 Miciist 6-MiCSYHOTO JIIKYBaHHS PU3BEIIO /10
JIOJJaTKOBOT'O CTATUCTHYHO 3HAYYLIOI0 CEPeIHbOr0 3HaUeHHs 3HMKeHHs piBHA HbA1c nopiBHsHO
3 mnarne6o (Mix rpynoBuMH BiaMiHHOCTSMU Big -0,7 % mo -1,1 % mist BingarminTury 50 Mr ta
100 mr BiamoBimHO). YacTka marmieHTiB, siki gocariu 3umwkeHHs HbAlc > 0,7 % Big mo4aTkoBOro
piBHS OyJia CTAaTHCTUYHO AOCTOBIPHO BHIA B 000X rpymax BULAariinTHH +metrdopmin (46 % ta
60 % BIAMOBIIHO) MOPIBHIHO 3 rpynoro MeThopmin+ mianedo (20 %).

Y 24-tmxueBoMy nmociimpkeHHi BungarmintaH (50 Mr aBiui Ha 700y) TMOPIBHIOBAIM 3
niormitazoHoM (30 Mr oauMH pa3 Ha 100y) y MAI€HTIB, SIKI HE AOCATIH JOCTAaTHHOTO KOHTPOJIIO
piBHs TiikeMmii mpu 3acTocyBaHHI MeThopminy (cepemus modoa poza: 2020 wmr). Cepenne
3HIKEHHA BiJ modatkoBoro piBHs HbAlc y 8,4 % cranoBuB -0,9 % y rpymi BuimarminTusa+
meTtdopMin Ta -1,0 % y rpyni miormitazoH+Mmerdopmin. Cepenniii npupict macu Tina +1,9 kr
CHOCTepiraBcs y Nalli€HTiB, SIKi OTPUMYBAJIH MiOTJiTa30H+ MeT(opMiH OpiBHIHO 3 + 0,3 KT'y THX,
XTO OTPUMYBAB BULAAMIINTHH+ METHOPMiH.

VY 52-TmxxHEBOMY MOCIHIKEeHH] BurnarminTid (50 Mr aBidi Ha 100y) NOPIBHIOBAIIU 3 TTIKJIA3HI0M
(cepennst moboBa mo3a: 229,5 Mr) y MaIli€HTiB, SKi HE JOCATIH AOCTATHHOTO KOHTPOIIO PiBHS
rIikeMii mpu 3actocyBaHHI MeT(hopMmiHy (rmouaTkoBa jo3a metdopminy 1928 mr/moly). Uepes
1 pik cepenne 3umxenHs piBaa HbAlc cranoBuno -0,81 % y rpymi BingarmintuH+ mMeThopmiH
(cepenniii moyarkowuii pieenb HbAlc 8,4 %) ta -0,85 % y rpymi riikiazua+metdopMiH (cepenHiit
noyarkoBuii piBeb HbAlc 8,5 %); mocarnyro craructuano HeMeHoi edpexkruBHocti (95 % JI-
0,11-0,20). 306impIIeHHs MacH Tila TPH 3aCTOCYBaHHI BUIgarminTuHy craHoBwio + 0,1 kr
MOPIBHSIHO 31 301IbIIEHHSAM MacH Ha 1,4 T IpH 3aCTOCYBaHHI IITIKIa3Uay.

Y 24-TxKHEBOMY JOCITIDKCHHI e(QeKTHBHOCTI (ikcoBaHOI KOMOiHamii BUITATTIINTHHY Ta
MeThopMiHy (3 TOCTYNoBOO TuTpauieo no3u 50 mr/500 mr aBidi Ha 700y a6o 50 mr/1000 mr
nBiui Ha 10o0y) SK TIOYaTKOBa Tepamis B OLIHIOBAJIM Yy HETIKOBAHWUX TIAIli€HTIB.
Bingarmintun/merdgopmin 50 mr/1000 mr nBiui Ha g00y 3Hmkye HbAlc wa -1,82 %,
BiparminTua/merdopmin 50 mr/500 mr aBivi Ha 100y — Ha -1,61 %, merdopmin 1000 mr aBidi Ha
no0y — Ha -1,36 % Ta BingarminTida 50 mr 1Bidi Ha 100y — Ha -1,09 % Bix cepeJHBOTO MOYATKOBOTO
piBus HbAlc 8,6 %.

3umxenns piBHs HbAlc, sike crioctepiranocs y mami€eHTis i3 mo4atkoBum pisHem >10,0 %, Oymo
OLTBIIUM.

24-TwKHEBE PaHIOMI30BaHE TOJBIMHE CIine Ianc00-KOHTPOILOBAHE JOCHIIKCHHS 3 OIIHKU
edexkTuBHOCTI Ta Oe3nexu BuaarmnTuny (50 mMr aBidi Ha 100y) y KoMOiHaMil 3 MeT(HOpMIHOM
(>1500 mr Ha moOy) Ta rmiMemipuay (>4 Mr Ha m00y) (318 marieHTiB), mokasago, IO
BULAAMIINTUH y TO€AHAHHI 3 MET(POPMIHOM Ta TIIIMENIpUIOM CYTTeBO 3HIKyBamu HbAlc
nopiBHsAHO 3 Iuiane6o. CepenHe Mianed0-CKOPUTOBaHE 3HAYECHHS, 3MEHILEHHS CepeJHbOIro
nouatkoBoro piBas HbAlc Ha 8,8 % cranoswiio -0,76 %.

24-TuKHEBE pPaHJOMI30BaHe IM0/BiMHE ciline IUaneb0-KOHTPOIbOBAHE JOCTIKEHHS Oyio
npoBeJeHo y 449 nanieHTiB s OLUIHKY e()eKTUBHOCTI Ta 6e3neKku Buinarmintuny (50 mMr 1Bidi Ha
n00y) y MO€AHAHHI 31 CTa0LIBHOIO 103010 0a3aJIbHOTO a00 3MILIAHOIO 1HCYIIIHY (cepenHs 1000Ba
n03a 41 oAMHUIB) IPH OJJHOYACHOMY 3acTocyBaHH1 MeTdopminy (N = 276) abo 6e3 cymyTHbOro
3actocyBanHs MeTgopMiny (N = 173). Bingarnintus y noeHaHH1 3 1HCYJIIHOM 3HAYHO 3HUKYBAB
piBerb HbAlc nopiBHsiHO 3 muane0o. Y 3araipHiil momyismii cepenHe Imianedo-CKOpUroBaHe
3HAYCHHS 3HIKCHHS cepeaHboro novyarkoBoro piBHs HbAlc na 8,8 % cranoBmio -0,72 %. ¥V
HiArpynax, ki OTpPUMYBaJIM I1HCYJTiH 3 MeTdopMiHOM abo 0e3 HbOro cepeaHe Manedo-
ckopuroBaHe 3HWkeHHs piBHI HbAlc cranosuno -0,63 % Ta -0,84 % BignosimHo. Yactora
rimorJikemii y 3arajibHii monyJsii cranoBuia 8,4 % 17,2 % y rpymnax BUIIAnTNTHHY Ta T1are6o
BIJIMOBIAHO. Y MAIli€HTIB, SIKI OTPUMYBAIH BIIATTINTHH, OyIIO BiICYTHE 30UIBIIEHHS MacH Tilia
(+0,2 kr), Tonl AK y Malli€HTIB, Kl OTPUMYBaB IIanedo0, CIoCTepiranocs 3HKEHHS Macu Tijia
(-0,7 kr).

[T’sTupiune OaraTtoneHTpoBe paHaoMizoBaHe mojBiiiHe ciine nociimkeHHs (VERIFY) Oymo
MIPOBEICHO 32 YYACTIO MAIlIEHTIB 13 I[YKPOBUM J1a0€T 2 TUITY JUIsl OI[IHKH €()eKTUBHOCTI paHHBOT
KOMOiHOBaHO1 Tepamii BiamarminTuHy Ta Merdopminy (N = 998) mopiBHSIHO 3 MOYATKOBOIO
MOHOTEpami€l0 MeTGOPMIHOM Yy CTaHJAPTHOMY JIIKyBaHHI 3 HACTYIHUM JIOJaBaHHIM



BimarminTuHy (rpyna mociigoBHoro mikyBanHs) (N = 1003) y mamieHTiB 3 BHOEpIe
JIarHOCTOBAHUM ITYKPOBUM /11a0€TOM 2 THITY.

Kom06inoBana cxema npuiiomy BurmarminTuHy S0 Mr nBivi Ha 100y Ta MeTGOpMiHY MpU3BENa 10
CTaTUCTHYHOTO 1 KJIIHIYHO 3HAYYLIOTO BiJIHOCHOTO 3HMKEHHS PU3UKY «4ac J0 MiATBEPIKEHOI
noyaTkoBoi HeBaaui jdikyBaHHs» (HbAlc >7%) nopiBHSHO 3 MOHOTepami€ro METPOPMIHOM Y
NAI€HTIB 13 LyKpOBUM JiabeToM 2 Tumy, SIKI paHillle HE OTPUMYBAJIM JIKyBaHHS, S-piyHa
TpuBanicte aocnipkenus (HR [95% Al]: 0,51 [0,45, 0,58]; p<0,001). Yacrora nHeBmaui
MOYaTKOBOro JikyBaHHS (3HaueHHs HbAlc >7%) Oyma 429 (43,6%) mnatientiB y rpymi
KoMOiHOBaHOTO JiKyBaHHA Ta 614 (62,1%) mamuieHTiB y rpyIi MOCIiJOBHOTO JIiKYBaHHS.

B inmomy 24-TuxkHEBOMY JOCIIKEHH] Y MAIIEHTIB 3 BaXXYUM cryneHeMm miabdery Il tumy, sxuit
HE KOHTPOJIIOBABCS HAJICKHUM YWUHOM IHCYJIIHOM (KOPOTKOi Ta TpPUBAiOi Aii, cepemHs ao3a
iHcyminy 80 MO/no6y), cepenne 3amkeHHss HbA 1¢ ipu 3actocyBanni ButgarminTuay (50 Mr asivi
Ha 100Yy) 3 IHCYJiHOM OYyJIO CTATUCTUYHO AOCTOBIPHO OLIBIINM, HIK IIPU 3aCTOCYBaHHI 1ane6o 3
incymninom (0,5 % npotu 0,2 %). YacTtoTa rinoriikemii Oyia HUKUYOKO y TPYIIi BUIIATTINTHHY, HIXK
y rpymi wiane6o (22,9 % npotu 29,6 %).

CepLieBO-CyIMHHUN PU3UK

Merta-anani3 He3aJeKHUX Ta MPOCIEKTHUBHUX CEPLEBO-CYIMHHUX MOAIN y 37 KIiHIYHUX
nocmimxennsx Il ta IV ¢a3u moHoTepamii Ta koMOiHOBaHOT Teparnii TPUBANICTIO MMOHA] 2 POKiB
(cepenns excrio3uiiss 50 THXKHIB Ui BUIIAMIINTAHY Ta 49 THXKHIB 7S MIpenapaTiB MOPIBHAHHS)
M0Ka3aB, 10 JIIKYBaHHS BUIJATIINTHHOM HE aCOLIIOBANIOCA 31 301UIBIICHHSM CEpPIIEBO-CYAUNHHOTO
pU3UKY TOpiBHAHO 3 Kommaparopamu. CKilaeHa KiHIEBA TOYKA BH3HAYCHHX BEIIMKUX
HecnpuaTauBuXx cepueBo-cyauHuux nonid (MACE) Bkmowyaroun roctpuil iHpapKT Mmiokapna,
IHCYBT a00 CepLeBO-CyIUHHY CMepTh, Oyla MOAIOHOI Al BUINATIINTHHY TOPIBHAHO 3
npernaparamMu MOPIBHSAHHSA Ta Iuiane6o [koedirient pusuky Manrens — ['ensens (M-H RR) 0,82
(95 % Al 0,61-1,11)]. MACE po3Bunymucek y 83 3 9599 (0,86 %) marieHTiB, sSKi OTPUMYBAIH
BiAarminTuH, 1y 85 namientis 13 7102 (1,20 %) namiedTiB 3 rpynu nopiBHAHHS. OIiHKA KOXKHOTO
okpemoro Bunaaky MACE He mokasanu migBuiieHoro pusuky (anamoriuno M-H RR). Ilpo
miaTBepKeHi Bumaaku cepueBoi HemoctatHocTi (CH), Bm3Haueni sk CH, mo morpeOyBaina
rocmitanizaiii abo HoBuii Bunanok CH, nosinomisu y 41 (0,43 %) maiieHTiB, sIKi OTpUMYBaln
BinpaarminTuH Ta 'y 32 (0,45 %) marieHTiB, SKi OTpUMYBAJIU Mpemnapar nopiBHsuIbHHSA, 13 M-H RR
1,08 (95 % A1 0,68-1,70).

Dapmaxokinemuxa.

Bcemoxmyeanns

BingarainTus 3 merdopmiHoM

VY nocnijkeHH1 010€KBIBaJIGHTHOCTI Ipenapary BUIIATIINTUH 3 METQOPMIHOM TabJIETKU Pi3HUX
koHneHTpanii (50 mr/500 mr, 50 mr/850 mr i 50 mr/1000 mr) mopiBHIOBaJIM 3 KOMOIHAITIEIO
OKpeMHX TMpenapariB BUIJATTINTHHY 1 MeT(QOpMIHY TiIpOXJOPUAY Y BIAMOBIIHUX [J03aX.
BxuBaHHA X1 He BIUIMBaJIO Ha 00’€M Ta CTYNMiHb BCMOKTYBAaHHS BUIJAIINTUHY — JiIOYOi
PEYOBHHU Npenapaty BULATIINTHH 3 METPOpMiHOM. MakcrManbHa KOHIEHTpallis Y Ia3Mi KpoBl
(Cmax) 1 maomia mig KpuBow «koHIeHTparis — gac» (AUC) merdopMiHy TiApOXJIOpPHIY MPH
npuiiomi mpenapary BULAArminTUH 3 MeTrdopMiHoM y m031 50 mr/1000 Mr pazom i3 Dxero
3HUWKYBaJMcs Ha 26 1 7 % BinnoBinHO, a 4yac pocsrHeHHS (Tmax) ymoBuibHIOBaBCs (3 2,0 10
4,0 ronuH).

Hwxue nHaBonmaThcs (papMakoKIHETUYHI BIACTHBOCTI OKPEMHUX [IIOYMX PEYOBHH Iperapary.
Bingarnintun

Abcopoyis. Ilicns nepopaibHOTO NPUIOMY HaTINE BULAATIINITHH IBUIKO a0COPOYETHCS, IPUUIOMY
Cmax cniocrepiraerscs yepe3 1,7 ronuau. OMHOYACHHUN TPUHOM 3 1KEF0 HE3HAYHO 3aTPUMYE 4ac
nocsrHeHHST Cmax Y TIa3Mi KpoBi — 70 2,5 TOAWHM, alieé HE BIUIMBAE HA 3arajbHy €KCIO3UIII0
(AUC). 3acrocyBaHHS BUIIATTINTHHY 3 TDKEO MPHU3BOIUTH 0 3HIKCHHS MaKCHMAalbHOT
koHueHTpauii Cmax (19 %). He3Baxkarouu Ha 1ie, BETMYUHA 3MiH HE € KJIIHIYHO 3HAYYIIOK0, TOMY
BUIJATJIINITHH MOKHA TPUMMATH HE3aJIeKHO BiJl MpuUioMy Tki. AOCOMOTHA 010J0CTYIMHICTH
cTaHOBUTH 85 %.

Posnooin. KoediuieHT 38’ s13yBaHHS BULAATIINTHHY 3 IPOTEiHAMH IIIa3MH KpOBi HU3BbKHIA (9,3 %);
BULAAMTINTHH PO3MOAUISETHCS PIBHOMIPHO MDK IIa3MOIO KpoBi Ta eputporutamu. CepenHiit




00’eM poO3MOAUTYy BUIAANTINTAHY HA CTajii IJIaTO MICNs BHYTPIIIHbOBEHHOTO BBeACHHS (Vss)
CTaHOBUTH 71 JiTp, 1110 TOBOPUTH IPO MO3ACYAUHHUIN PO3IOAL.

Memabonizm. MeTaboJi3M € OCHOBHHM IIUIIXOM BHBEICHHS BUIAATJIINTHHY Yy JIIOJAWHH, IO
cTaHoBUTH 69 % mnpuitaaToi no3u. OcHoBHmit Mmetabomit (LAY151) € dapmakonoriaao
HEAKTHBHUM 1 SBJISIE COOOI0 MPOJYKT TIAPOII3Y CKIAIOBOI IiaHy, 10 CTAaHOBUTH 57 % 103u Ta
CYMPOBOUKYEThCS TMIOKypoHimHUM (BQS867) ta amimaum rigpomizom (4 % nmosm). Mawi,
OTpUMaHi B IPOLIEC] JOCII/PKEHHS B YMOBax iN Vitro y MikpocoMax HHPOK JIFOJJMHH, BKa3yIOTh Ha
T€, [0 HUPKU MOXKYTh OyTH OJTHUM 13 OCHOBHHUX OPTaHiB, SIKMH CIPUSIE TIIPOJi3y BUIIANTINTHHY
710 10r0 OCHOBHOTO HeakTHBHOTO MeTaboutity LAY 151. DPP-4 wacTkoBo Oepe y4dacTs y ripoisi
BUIIATIIITHHY, 110 OYJI0 MiATBEPIKEHO AOCIIHKEHHAM iN VIVO y 1mypiB i3 aedimurom DPP-4.
Binparnintud He MeTa0omi3yeThes eH3uMamMu uToxpoMy P450 y Takomy 06’ eMmi, sikuii 61 MOXHA
OyJ10 BU3HAYUTH. TaKKM YUHOM, HE OUIKYETHCS, 110 CYNYTHIN MPUHOM JIIKApCHKUX 3aC001B, TAKUX
K 1HT101TOpH Ta/abo iHxykTopu CYP450, BrmuBaTuMe Ha MeTabOIIYHIHA KITIpEHC BUIIATTINTHHY.
JocmimkenHs in VItro npoJeMOHCTpYBalIi, IO BUINATJIINTUHH HE iHTIOYe 1 HE 1HIYKYE CH3UMH
nuroxpomy P450. Takum 4rMHOM, BUIIATIIINITHH, HAWIMOBIPHIIIE, HE BINTUBA€ HA META0OJIUYHUN
KIIIPEHC OJHOYACHO 3aCTOCOBYBAaHUX JIIKAPCHKHUX 3ac00iB, 1m0 Metadomnizyoteest CYP 1A2, CYP
2C8, CYP 2C9, CYP 2C19, CYP 2D6, CYP 2E1 a6o CYP 3A4/5.

Busedenns. Tlicns mepopamsHoro npuitomy [**C]-Binmarnmintuny npubmmsno 85 % 1031
BUBOAMTHC 13 ceuero 1 15 % m03u — 3 kanoM. HupkoBe BUBEI€HHS HE3MIHEHOTO BUIAATTINTHHY
CTaHOBUTH 23 % mepopaibHO MPUAHATOI 103u. [licis BHYTpPIIIHBOBEHHOTO BBEICHHS 3/10POBHM
JTOOPOBOJIBISIM 3arajibHUM MIa3MOBUI Ta HUPKOBHM KJIIPEHC BUIIATTINTHHY CTaHOBHUTH 41 11 Ha
roquHy Ta 1371 Ha roauHy BianmoBigHo. CepeaHiil mepioA HaMiBBUBEACHHS IMICIs
BHYTPIITHLOBEHHOTO BBEICHHS CTAHOBUTH MPHOIM3HO 2 ToauHu. [lepion HamiBBUBEIEHHS MiCIIs
NEPOPATBHOTO NMPUIOMY CTAHOBHTBH PUOJU3HO 3 TOMHU.

Jlinitinicmo/neninitiinicms. MakcuMaabHa KOHIEHTpais y mia3Mi KpoBi (Cmax) BUIIArTiNTHHY Ta
TUIONIA MiJl KPUBOIO KOHIIeHTpalis y miaazMmi/gac (AUC) 3011bIIYIOTECS Maiike IpOnopiiiHO 1031
y BCbOMY JIialla30H1 TEPAIEBTUYHUX JJO3YBaHb.

Oxpemi epynu nayienmis.

Cmamps. He cnoctepiranocsi HiIKMX BIAMIHHOCTEH y (hapMaKOKIHETHIIl MpernapaTy y 3J0pOBUX
JOOPOBOJIBIIIB YOJIOBIYOT Ta JKIHOUOI CTATi Pi3HOTO BIKY Ta 3 pi3HUM iHAekcoM macu Tina (IMT).
[uri6inis DPP-4 BingarainTHHOM HeE 3aJ€KUTh Bl CTATI HAIl€HTA.

Iayienmu nimnvoco 6ixky. Y 370poBUX TalieHTIB (BikoM Bi 70 pOKiB) 3arajibHa €KCITO3UIIIs
BuAarminTuny (100 Mr onuH pa3 Ha 100y) 30u1bTYBanacs Ha 32 %, a MakcUMasibHa KOHIIEHTpALis
y mia3Mi kpoBi — Ha 18 % MopiBHSIHO 3 MOJOIIIMMHU 310POBUMHU TOOPOBOIBISIMH (BiKOM Big 18
10 40 pokiB).

Li 3MiHK, OJHAK, HE BBAXKAIOThCS KIIHIYHO 3HauymuMmu. [Hribimis DPP-4 BinparnmintuHOM He
3aJIeXKUTh B1J BIKY NAIIEHTIB Y JOCIII)KYBaHUX BIKOBHX TpyIax.

Ileuinkoea nedocmamuicme. Y TAaLlIEHTIB 3 JIETKOI, CEPEIHBOI0 a00 BAXKKOIO IEYIHKOBOIO
HenoctatHICTIO (A-C 3a knacudikamiero Yaitnga—I1°10) kniHIYHO 3HaYyIIUX 3MIH (MaKCUMyM ~ 30
%) eKcro3uIlil BUIAArminTuHy He 0yIo.

Hupkosa neoocmamuicme. Y TaLl€eHTIB 3 JIETKOI, CEPEIHBOI0 a00 BaXXKOI HHUPKOBOIO
HEJOCTATHICTIO CHCTEMHHH BIUIMB Ha BUIgarminTuHy Oynao 30iutbmieHO (Cmax 8-66  %;
AUC 32-134 %), a 3arajibHUil KJIIpEHC TiJla 3MEHILIEHO MOPIBHSIHO 3 0CO0aMU 3 HOPMAJIBHOIO
(GYHKIIIEIO HUPOK.

Paca. ObMexeHi AaHi CBIIYaTh IO Te, 110 pacoBa MPUHAJIEKHICTh HE MA€ 3HAUYIIOTO BIJIMBY HA
(apMaKOKiHETUKY BUIIATTINTUHY.

Metdhopmin

Abcopbuyis.

[Ticnst nepopaibHOTo MpuitoMy MeTGOpPMIiHY Yac JOCITHEHHS MaKCUMallbHOI KOHIICHTPAIT (Crmax)
CTaHOBUTHh OM3bKO 2,5 ToauHU (Tmax). AOcomtoTHa OiomocTymHicTh MeT(opMiHy Yy (dopmi
tabnerok 500 wmr craHoButh mnpubau3zHo 50-60 % y 3mopoBux noOpoBoibliB. Ilicns
NEPOPATBHOTO 3aCTOCYBaHHS (PaKIlis, M0 HE BCMOKTAJACsS Ta BUBOJUTHCS 3 KaJlOM, CTAHOBHUTh
20-30 %.

[Ticnst mepopanbHOro 3acTocyBaHHs abcopOLis MeT(HOPMIHY € HACUYYBAHOIO 1 HETIOBHOIO.



[TepenbauaeThes, 1110 MOTIMHAHHA METQOpMiHY € HeniHiHHUM. [Ipu 3acTocyBaHHI METQOPMIHY B
PEKOMEH/IOBAaHMX [103aX 1 pEeKUMax JO3yBaHHS CTaOUIbHA KOHIGHTpALis y IUIa3Mi KpOBi
JOCSTAETHCS TPOTATOM 24—48 TOWH 1 CTAHOBUTH MEHIIIE 1 MKI/MJ1. Y KOHTPOJIbOBAHHMX KITHIYHUX
JOCIIJDKEHHAX MaKCUMalbHi piBHI MeTdopmiHy y miuazmi KpoBi (Cmax) HE TE€pPEBHIYBAIH
4 MKTr/MJ1 HaBiTh IIPU 3aCTOCYBaHHI MaKCUMaJIbHUX J03.

[Tpu ogHOYacHOMY MpHUiioMi 1i a0copOIIist MeT(OPMIHY 3HMKYETHCS 1 IO YHOBUIBHIOETHCS.
[Ticnst mepopanbHOro 3actocyBaHHs y 7031 850 Mr cmocrtepiranocss 3HM)KEHHS MaKCHMaJlbHOT
KOHIeHTpauli y mna3mi kposi Ha 40 %, 3menmennss AUC — Ha 25 % 1 3011bleHHs HA 35 XBUIMH
4acy JAOCSATHEHHS MaKCUMaJbHOI KOHLIEHTpAIil y ru1a3mi Kposi. KiiHigHa 3HAYYIIICTh IUX 3MiH
HEBIIOMA.

Posnooin.

3B’s13yBaHHA 3 OUTKaMU 1J1a3MHU KpoBi He3HauHe. MeTdopMiH mpoHuKae B eputpouutn. CepenHin
00’em poznoniny (Vd) xonuBaetbes y niana3zoni 63—-276 1.

Memabonizm.

MethopmiH BUBOIUTHCS Y HE3MIHEHOMY BUTJISAL 3 cedero. MeTaboJIiTiB Y JIFOJUHU HE BUSBIICHO.
Bueeoenns.

MetdopMiH BUBOAUTHCA IIISXOM HHUPKOBOI ekckpemii. HupkoBuil kiipeHC MeThOpMiHY
cranoBUTh > 400 mi/xB. Lle Bkasye Ha Te, 110 MeT(HOPMiH BUBOJUTHCS 33 PAXYHOK KIYOOYKOBOT
dinpTparnii Ta kaHaibleBoi cekpernii. [licas mepopanbHOro mpuilomMy mepioa HamiBBUBEIACHHS
CTaHOBUTHh NpuOIM3HO 6,5 Trommuu. [lpm mopymeHid QyHKIIT HUPOK HUPKOBUI KIipEeHC
3HIDKYEThCS TPOIMOPLIHHO [0 KIIPEHCY KpeaTHHiHy 1 TOMY TMepiof HaliBBUBEICHHS
301IBIIYETHCS, 10 TPU3BOAUTH A0 301IbIIEHHS PiBHSI MET(GOPMIHY Yy MIa3Mi KPOBI.

KuiniuHi xapakTepucTukm.

Ilokazannusa.

['minTap®-M noka3aHuii [u1st JIiIKyBaHHS MALIE€HTIB 13 yKpoBUM niadetom 11 Tumy (sSIK JOTTOBHEHHS
J10 €Ty Ta (i3UYHUX BIPaAB VIS TOKPAIICHHS KOHTPOJIIO TIIKEMIT):

- Yy AOPOCIIUX MAII€HTIB, Y AKUX HAJEKHUI PIBEHb INIIOKO3U HE KOHTPOJIIOETHCS MOHOTEPAIIIEI0
MeT(HOPMIHOM;

- Y JOpOCTHUX MAIll€HTIB, AKI BXKE OTPUMYIOTh KOMOIHAII0 BUIJATTINTHHY Ta METGOpPMIHY Yy
BUTJISIl OKPEMUX IpeTnapariB;

- y KoMO1Ha1ii 3 IHIIMMH JIIKAPCbKUMHU 3ac00aMu /17151 JIIKYBaHHS IIyKpOBOTO Aia0eTy, BKIOYat0YH
IHCYJiH, SIKIIO BOHU HE 3a0€3MedyloTh HAJICKHHM KOHTPOJIb PIBHSA TJIIOKO3W (JMB. PO3ALIH
«Oco0nuBOCTI 3acTOoCyBaHH», «B3aeMomis 3 1HIIMMH JIKApCHKUMHU 3ac00aMH Ta 1HII BUIU
B3aeMoi» Ta «PapMaKkoJUHAMIKAY).

Ilpomunokasanuna.
- M1JBUIIEHA YYTJIUBICTH IO BULAAMIINTUHY, MET(HOPMIHY, a00 10 OYb-SIKHUX 1HILINX
KOMITOHEHTIB Ipenapary;
- OyIb-KUH THUI TOCTPOrO METAOOIIYHOrO amuao3y (HampHKIad, JTaKTOAIUI03,
J1a0eTHIHUHN KEeTOoaInI03);
- niabeTuIHa MpeKoma;
- HUPKOBAa HEIOCTAaTHICTh a00 MopyueHHs (YHKIII HUPOK (KIIPEHC KpeaTHHIHY
<30 mu/xB) (nuB.po3aiT «OcoOIUBOCTI 3aCTOCYBAHHS»);
- rocTpl CTaHH, SIKI MOXYThb 3MIHIOBaTH (YHKI[II0O HMPOK, Taki SIK JeriapaTtaris,
TSOKKa 1HQEKI[s, [IOK, BHYTPIIIHBOCYIMHHE BBEIEHHS MHOIOBMICHMX KOHTPACTHHUX
pedoBUH (IUB.po311T «OcoOIMBOCTI 3aCTOCYBAHHSY);
- rocTpi ab0 XpOHIYHI 3aXBOPIOBAHHS, SKI MOXYTh MPHU3BECTH JO TKAHHUHHOI
TIIOKCIT, Takl K cepleBa ado TuxajibHa HEJOCTAaTHICTh, HEIIOIaBHO NIEpeHeceHu iH(papKT
MiOKap/a, IoK;
- nopymieHHss QyHkmii medinku (AuB po3naimu  «OcoOIUBOCTI 3aCTOCYBAaHHSY,
«Croci0 3acTOCYBaHHS Ta J103U»);
- rOCTpa aJIKOT0JIbHA IHTOKCHKAILisl, aJIKOT0JIi3M;



- nepios TOAYBaHHA TPYIII0 (AMB.pO3LT «3aCTOCYBAaHHS y MEPioj BariTHOCTI abo
TOJIYyBaHHSI TPYJTION).

B3aemooia 3 inmuumu nikapcoKumu 3acovamu ma iHuwii 6uOU 63aEMo0ill.

JlocmikeHHs JIIKapchKoi B3a€MOJIIT Mpenapary BULAATMINTHH 3 MET(GOPMIHOM HE MPOBOIMIIH.
Hwuxue HaBeeHO BiIOMOCTI MPO B3a€MOJIi JIFOUMX PEUOBHH, BUINATIINTHHY Ta METHOPMiHY
OKpPEMO.

Binparnintun

BingarmintuH Mae HU3BKMM TOTEHINAN JUIsl B3a€MOMAIl 3 JIIKAPCBKUMH 3aco0aMu, IO
3aCTOCOBYIOTh OJIHOYAcHO. OCKUIBKM BUIIATIINTHH HE € cyOcTpaToM (DEpMEHTIB LUTOXPOMY
P (CYP) 450 i He ranmpmye Ta He iHAYKYe depmenTH cuctemu CYP 450, manoiMoBipHO, 1100
BUIIArTINTHH TPU OJHOYACHOMY 3aCTOCYBAaHHI B3a€EMOJISIB 13 cyOcTpaTamu, iHriGiTopamu abo
IHAYKTOpaMu X (EpPMEHTIB.

KniniuHi 1ociipKeHHs TPOBOIIIH 13 3aCTOCYBAHHSM MEPOPATBLHUX MPOTH11a0ETUIHHX 3aC00IB y
namienTiB 3 niaberom Il Tumy abo nmpenapatis 3 By3bKUM TepaneBTHUHUM BikHOM. L{i mocmikenHs
HE TMIOKa3alM KIIHIYHO 3HAYymMX (apMaKOKIHETHYHHX B3Aa€EMOIM 13 MepOpaIbHUMU
MPOTHI1a0ETUYHUMU 3ac00aMH (T11I0EHKIIaM1IOM, ITOTTITa30HOM, MET(HOPMIHOM), aMJIOTUITIHOM,
JUTOKCHHOM, PaMIiNIpUJIOM, CHMBAaCTaTUHOM, BajicapTaHOM abo0 Bap(hapruHOM.

3acmocysanns 3 ineibimopamu AIID

VY mamieHTiB, SKi OJHOYACHO mpuiiMaioTh iHTiIOITopu AIID, Moxke OyTH MIABUIICHUN PUBHK
AHT10HEBPOTUYHOTO HAOPAKY (nuB. po3ain «[1o0iuHi peakiii»).

Sk 1 y BUDAmKy 3 IHIIUMH TIEPOPATBHUMH TMPOTUAIA0CTUYHUMHU JIKApChKUMHU 3aco0ami,
rinoriaikeMiyHui e(eKT BUIAArTiNTHHY MOXKE 3HM)KYBATHUCS IMPH 3aCTOCTOCYBAHHI 3 1HIIUMH
JTIKapChKUMHU 3aC00aMHM, BKJIIOYAIOYH Tia3WH, KOPTUKOCTEPOIAH, TOPMOHH HMIMTOBHIHOI 337031
Ta CUMIIATOMIMETHKH.

Metdopmin

Hepexomenoosani kombinayii

Anxoeonw. [1pu rocTpiii aTKOTONBbHIM IHTOKCHUKAIIIT y TAlli€HTIB, AK1 MPUIMal0Th METPOPMiH, iICHYE
HiABUIEHUHA PU3MK PO3BUTKY JIAKTOALMJ03Yy, OCOOJMBO TiCls ToOJOJyBaHHS abo Ipu
HEJOCTAaTHOCTI XapuyBaHHs a00 MOpyHIeHH] PYHKIIIT MeUiHKH.

Hoooemicni xonwmpacmui pewosunu. Tpuitom MeTdOpMiHy CIi NpUMMHUTH 10 ab0 mix uac
IpoLeAypH Bi3yasizalii Ta He BIJIHOBJIIOBATH NMpUHANMHI 48 rOAMH MICHs LBOTO, 32 YMOBH, 110
¢yHKI1s HUpOK OyJa OI[iHEeHa Ta BU3HaHA CTaOUIbHOIO (IUB. po3alin «Crocid 3acTocyBaHHS Ta
1031», «OCcoOIMBOCTI 3aCTOCYBAHHS»).

Kombinayii, wo eumaearomo obepesircHocmi npu 3acmocy8anHi

Jlesiki mikapchKi 3aCO0M MOXKYTh HETaTMBHO BIUIMBATU Ha (DYHKLIIO HUPOK, 1110 MOXKE 301IbIINTH
pU3HK PO3BUTKY Jakroamuao3y, Hamp. HII33, BriIovarounm CeleKTUBHI  1HTIOITOpH
mukinookeurenasu (LLOT) II, inribitopu AII®D, anTaronicth peuentopiB anrioteHsuny II ta
JiypeTuKH, OCOOJMBO NeTHboBl AlypeTuku. Ilpu mnpusHaueHHi abo 3acTOCYBaHHI TaKuX
npenapariB 3 MeT(HOpMiHOM HEOOXITHUI PeTeNIbHUN KOHTPOJIb (DYHKIIIT HUPOK.
['moxkokopTHKOigu, Oera-2-aroHiCTH Ta JIyPeTHMKH MAarTh BHYTPIIIHIO TilEpriliKeMiuyHy
akTUBHICTb. [lanienTa ciin iHpopMyBaTH Mpo HEOOX1AHICT YACTIIIOIO KOHTPOJIIO PiBHS IIIOKO3U
B KpOB1, 0COOJIMBO Ha Mo4yaTKy JiKyBaHHs. [Ipu HeoOXi1HOCTI 103yBaHHs [ ninTap®-M, MoxIuBO,
JIOBEZIEThCSL KOPUTYBATH IT1J] 4ac CYMYTHbOI TEpartii.

IuriGiTopu aHrioreH3uHNepeTBopoBaIbHOrO (epmenty (AIID) MOXyThb 3MEHIUUTH pPIBEHBb

[JIIOKO3H B KPOBI. SIKII0 HEOOX1THO, 103yBaHHS aHTUTINEPIIIIKEMIYHOTO JIIKAPCHKOT0 3aCO0Y CIIiJT
KOPUT'YBATH 1]l 4aCc CyMICHOI Teparlii 3 IHIIUMH JIIKApChbKUMHU 3aC00aMHU.

OpHodacHe 3aCTOCYBaHHSI JTIKAPCHKUX 3ac00iB, SKi BIUIMBAIOTh HA 3arajibHi HUPKOBI KaHABIIEBI
TPAHCHOPTHI CUCTEMH BIUIMBA€E Ha €TIMIHAIII0 METQOPMIHY HHUpKaMu (HAMPUKIIAJA, TPAHCHIOPTED
opraniunux kartioHiB-2 [OCT2]/MATE-tpancnioprep [MATE], Taki sik paHoJia3uH, BaHICTaHiO,
JIOJTYTErpaBip 1 IUMETUANH) MOXKE 301IbIINTH CUCTEMHY €KCIIO3HILIII0 METHOPMIHY.

Ocobnueocmi 3acmocyeanns.



3azanvhi

['nmintap®-M He 3aMiHIOE IHCYTIH JJs I1HCYJTIH3aJeXKHUX mauieHTiB. [lpemapar He crin
3aCTOCOBYBATH MallieHTaM 3 AiadetoMm | Tuy.

Jlakmoayuoos

JlakToanmmmo3, qyXe piIKiCHe, alle cepilo3He MeTabolliuyHe YCKJIaJHEHHS, HaldyacTille BUHUKAE
Opyu TMOpymeHHI (YHKUII HUPOK, KapAiopecHipaTOPHHX 3aXBOPIOBAHHIX ab0 CEICHCi.
Hakonuennst MeTopMiHy BiIOYBAETHCS MPU TOCTPUX MOPYIICHHSIX (YHKIIIT HUPOK Ta IMiABUIITYE
PU3UK PO3BUTKY JAKTOALMI03Y.

VY pa3i 3HeBogHEHHs (CHJIbHA jJiapes abo OJroBaHHS, rapsdka ab0 3MEHIIEHHS CIOXKHBAaHHS
PIIMHU) CITiJT TAMYACOBO MPUITMHUTH 3aCTOCOBYBAHHSI MET(POPMIHY Ta 3BEPHYTHUCS JI0 JIIKapS.
Jlikapcbki 3aco0u, IO MOXYTh CIPUYMHUTH TOCTpl MOpyHIeHHs (YHKIT HUPOK (Taki sIK
rinoTeH3uBHi 3acobu, aiyperuku ta HII33) cnig mpusHavyaté 3 00EpeXHICTIO Malli€HTaM, SKi
OTPUMYIOTh MeT(hopMiH. [HIII (haKTOPH PU3MKY JTAKTOAIUI03Y — HAAMIpHE BXKUBAHHS AJIKOTOJIIO,
NeYiHKOBA HEJOCTATHICTh, HEAIEKBATHO KOHTPOJIHOBAHUH N1iabeT, KeT03, TPUBAJE TOJI0yBaHHS
Ta OyAb-sKi CTaHU, IOB’s13aHi 3 TIIIOKCI€I0, @ TAKOXK OJJHOYACHE 3aCTOCYBaHHS JIIKAPCHKHUX 3aC001B,
110 MOXKYTh CIIPUYUHSITH JJAaKTOAU103 (AuB. po3aiin «IIpoTunokazanns» i «B3aemonis 3 iHIIMMHA
JIKapChbKUMH 3ac00aMU Ta 1HII BUIU B3AEMOIIN).

[TamienTn Ta/a6o ocobu, siKi 3AIMCHIOIOTH JIOTJSA, MOBHHHI OyTH MPOiH(POPMOBaHI MPO PUSHK
PO3BUTKY JIAKTOAM03Y. JIaKTOoalna03 XapaKTepU3yeThCs alMJI03HOK 3aJUILKOI0, OojieM Y
KHUBOTI, M’SI30BUMH CYJOMaMH, acTEHIEI0, TNOTEpMIEl0, y MOJAIBLUIOMY MOKJIMBUNA PO3BUTOK
KOMH. Y pa3i pO3BUTKY CHMIITOMIB JAKTOAIMJ03y NAlll€EHT MOBUHEH NPUIUHUTU INpUHOM
MeT(GOpMiHY Ta HETAHO 3BEpHYTHUCS 3a MEAMYHOIO JomoMoror. JlabopaTopHa miarHOCTHKa —
3amkeHHs pH kposi (<7,35), migBuIIeHU# piBeHb JAaKTAaTy y IuIa3Mi KpoBi (> 5 MMOIb/i1) Ta
301IbIICHH aHIOHHUH 1IHTEPBaJ Ta CIIiBBIIHOMIEHHS JAKTAT/IipyBaT.

3acmocysanns 110006MiCHUX KOHMPACMHUX PEYOSUH

BHyTpimHbOCYIMHHE BBEIEHHS WOJOBMICHHX KOHTPACTHHX PEYOBHH MOXKE CIPUYUHUTH
KOHTpAcT-iHAYKOBaHy Hedpomariio, MmO MNPU3BOAUTH [0 HAKOIMHMYEHHS MechopMiHy Ta
30UIbIICHHS PU3UKY JIAKTOALUA03y. TakuM YMHOM, 4Yepe3 BMICT MeT(I)oleHy CJIiJl IPUITUHUTH
l'IpI/II/IOM npenapary Fmr[Tap® -M no abo mij yac Takoro JOCIHIJKEHHs 1 BIJIHOBUTU HOro He
paHiie HiX yepe3 48 rouH Micis TOCHIIXKEHHs 1 TUIBKH 32 YMOBH HOPMaJIbHOT (DYHKIIIT HUPOK.
Penmeenonociuni docniosxcenns

BHyTpimHbOCYIMHHE BBEIEHHS HOIOBMICHHX KOHTPAaCTHHX pPEYOBHH TIpH IPOBEICHHI
PEHTT€HOJIOTTUHUX I0CIIIKEHb MOKE TPU3BECTH 10 TOCTPOIO MOPYIICHHS PYHKIIIT HUPOK. Takum
YUHOM, Yepe3 BMICT METQOPMIHY CIIiJl IPUIUHUTU Npuiiom npenapaty ['nintap®-M no abo min
4ac TaKOTo JIOCHIIKEHHS 1 BIIHOBUTH MOTO HE paHillie HiK yepe3 48 roauH micis JOCTIHKEHHS 1
TIJIbKY 32 YMOBU HOpMaJIbHOI (DYHKIIIT HUPOK.

Topywenns ¢ynxyii Hupox

HIK® cnix nepeBipATH nepea MOYaTKOM JIIKYBaHHS Ta PEryJIIPHO MPOTATOM JIKYBaHHS (IMB.
po3nin «Croci6 3acTocyBaHHS Ta 7103u»). MeTdopMiH nporunokaszanuil namientam i3 KD
<30 MJI/XB 1 PEKOMEHJOBAaHO THUMYACOBO IPHIHATH 3aCTOCYBaHHSA IPU HAsBHOCTI YMOB, IO
3MIHIOIOTh (DYHKITIF0 HUPOK (IUB. po3ain «lIpoTumnokazanusy).

3 00epekHICTIO 3aCTOCOBYBATH 3 JIIKAPCHKUMH 3ac00aMH, 110 MOKYTh BIJIUBATH Ha (PYHKIIiIO
HUPOK, MPU3BOAATH 10 3HAUYHUX 3MIH T€éMOJMHAMIKK a00 MPUTHIYYIOTh HUPKOBHUI TPaHCHOPT 1
HIJBUIIYIOTh CHUCTEMHY €KCIIO3MIII0 MeTQopMiHy (AuB. po3aunl «B3aemoxis 3 1HIIKMMU
JIKapChbKUMU 3ac00aMU Ta 1HILI BUJIU B3aEMOJIIN»).

THopywenns ¢pynxyii neuinku

BinparninTuH He chif 3acTOCOBYBAaTH JUIS JIIKYBaHHS MAlli€HTIB 13 MOPYIIEHHAMH (QYHKIIi
NEYiHKM, BKJIIOYAIOYM TMALI€HTIB, y SKUX piBeHb anaHiHamiHoTpaHcdepazu (AJIT) abo
acriapraramiHorpancgepazu (ACT) g0 movarky JiKyBaHHS IMEPEBUIILYE BEPXHIO MEXY HOPMHU
(BMH) Ginbre Hix y 3 pa3u (aus. po3ain «[Ipotunokazanns», «Crnocid 3acTocyBaHHS Ta O3,
«[To0iyni peakii»).

Konmponw piens neuinkosux pepmenmis

[Tpu 3acTocyBaHH1 BUIIATIINTUHY OyJiM 3apeecTpOBaHI PiJIKICHI BUIAIKU MOPYIICHHS (YHKIIIT
NeYiHKU (BKJIIOYAIOYM TemaTuT). Y LUX BUIMAJKaxX y MAallleHTIB 3a3BUYail HE CHocTepiraiucs
CHUMIITOMH Ta KJIIHIYHI yCKIaHEHHS 1 PyHKITI0OHAIBHI iediHkoB1 mpoou (DIIIT) moepranucs no



HOPMAJILHOTO pIBHS TIC/Isl TPUMUHEHHS JiKyBaHHsS. [0 mouaTKy JiKyBaHHS TIpenapaTroM
[mintap®-M cnig npoBoautu OIIIT ans BU3HAUEHHS iX MOYATKOBOTO PiBHA y mamieHTiB. Ciif
npoBoguTH KOHTposb DI koxni 3 Micsli miag yac JiKyBaHHS BIPOAOBXK IEPIIOTO POKY
JTIKyBaHHS, a TAKOXK MEPIOAUYHO MIicHs mboro. llamienTn, y SsKuX cocTepiraeThes MigBUIIICHHS
piBHS TpaHCcaMiHa3, HOTPEOYIOTh HOBTOPHOI OI[IHKM (PYHKIIT MEUiHKU JUIS MIATBEPKEHHS 3MIHUA
MOKA3HUKIB, TicIs yoro ciij gacto npoBoauty DI, 1oku 3MiHEHI TOKa3HUKU HE TOBEPHYTHCS
no Hopmu. Skimo 30epiraetses nepeBuiieHHss BMH nokasnukie ACT ta AJIT Oinbiie HIK y
3 pa3u, peKOMEHAYEThCSI MPUIUHUTH JTiKyBaHHs npenapatoMm [mintap®-M. IlamienTtu, y skux
PO3BHBAETHCS JKOBTSHUIA a00 1HINI O3HAKH, IO BKA3yIOTh HA MOPYIICHHS (DYHKINI MEYiHKH,
noTpeOyIOTh NPUIMHEHHS JTIKyBaHHs npenaparom [ minrap®-M.

[Ticns npunuHEeHHS JiKyBaHHsA npenaparoM [mintap®-M Ta nopmamizamnii ®IIII moBTopHe
JIKYBaHHS IIUM IIPETapaToM PO3MOYNHATH HE CIiJI.

Po3znaou 3 6oky wkipu

VY NOKNIHIYHUX TOKCHUKOJIOTIYHMX JOCITI/DKEHHAX BUIJArTINTHHY MOBITOMIISUIM IPO YpaKeHHS
HIKipY, BKJIIOYAIOYM YTBOPEHHS IyXUpPIB Ta BHPa30K Ha KiHI[IBKaX MaBIl. Xoya B MpoIeci
KIITHIYHUX JTOCITIIKEHb HE OYII0 BiI3HAUEHO 301IbIICHHS YaCTOTH YPAXKCHHSI IKIPH, JOCBI] 1010
YCKJIaJIHEeHb 3 OOKY MIKIpH Y MAIlI€HTIB 13 I[yKpOBUM JiadeToM O0yB oomekeHuid. Kpim toro, manu
Miclle TiclspeecTpaliiiHi moBioMIIeHHs Tpo Oylbo3HI Ta eKc(OoTaTUBHI ypaKeHHS IIKIpH.
TakuM 4YMHOM, HpPU MPOBEICHHI PErYJSIPHOTO JAOTIISAAY 3a Malli€eHTaMU 3 IyKpPOBUM AiabeTom
PEKOMEHIYETbCS KOHTPOIIb 3a MOPYUICHHIMH 3 OOKY HIKIpU, TAKUMU K YTBOPEHHS MyXHUpiB abo
BHPAa30K.

T'ocmpuii nankpeamum

[Tpu mpoBeeHH1 MICIAPEECTPALIITHOTO CIIOCTEPEKEHHS MaJIi Miclle HeOa)kaHi peakiii y BUTIISI1
rocTporo mankpearuty. IlamieHTn moBUHHI OyTH MPOiH(OPMOBAHI MPO XapaKTEPHUN CHMIITOM
TOCTPOTO MAaHKPEATUTY — CTINKUI, CHIIbHUH OL1b y KHUBOTI.

[Ticnst mpuNMHEHHS JIIKYBaHHS BUIIATJIIITHHOM BiOYBaJIOCS TPUITMHEHHS IIPOSIBIB TTAHKPEATHTY.
[Tpu migo3pax Ha MAaHKPEATUT CIiA MPUIUHUTH MPUHOM BUIIATTINTHHY, SKIIO MiATBEPIKEHO
TOCTpUIM TAaHKpeaTuT, He CIiJ [OBTOPHO TMPU3HAYATH BUIAAMINTUH. 3 OOEPEkKHICTIO
3aCTOCOBYBATH MalliEHTaM 3 TOCTPUM MMaHKPEaTUTOM B aHAMHE3I.

T'inoenikemis

Bimomo, mo mnoxiaHi Cyab(GOHUICEYOBHMHM CHPUYMHAIOTH Tinoriikemito. [lamienTtu, sxi
otpumytoth [minTap®-M y moenHaHHi 13 Cynb(OHIJICEUHOBUHOIO, MAIOTh PU3UK BUHUKHEHHS
rinoriikemii. J{jst 3HMOKEHHS pU3UKY PO3BUTKY TIOTITIKEMIT JOLIIBHO 3aCTOCYBAHHS HAMHMKUMX
1103 CyJIb()OHIJICEYOBUHHU.

Xipypeiuni empyuanns

Ockinpku ['mintap®-M micTuth MeTHOpMIH, JIKyBaHHS LIUM MPENapaToM CJIiJ] MPUIIMHUTH 3a 48
TOJIMH JI0 TUIAHOBOT'O XIpYpriyHOrO BTPYYaHHS 13 3arajibHOO, CIIHAIBHOIO a00 emiaypaibHOIO
aHecTe31€l0 1 He CIiJ] BIJHOBIIOBATH paHille HiX uepe3 48 TroavH micis IOro (3a yMOBHU
HOpMaJIbHOI (DYHKIII{ HUPOK Ta MepOpaIbHOTO BXKUBAHHS T5K1).

3acmocysanns y nepioo eazimnocmi abo 200y8anus epyooio.

Bazcimuicms

JlocmiKeHHsT Ha TBapUHAX MPOJEMOHCTPYBAIH PENPOJAYKTHBHY TOKCHUYHICTH TPU 3aCTOCYBaHHI
BUCOKUX 703 BingarmintuHy. lllogo merdopminy mocmiKeHHS Ha TBapuHAX HE MOKa3alu
PenpoAYKTUBHOI TOKCUYHOCTI. JlOCiIKEHHS Ha TBapHHAX, 110 OyJIU TPOBE/IEH] 13 3aCTOCYBAaHHAM
BUIIArMINTHHY Ta MeT(OpMiHy, HE BHUABMIM O3HAK TEPaTOreHHOCTI, ane Oynu Big3HAueHi
dberoTokCcHYHI €(DEeKTH TPH TOKCUYHUX I BariTHUX caMoOK jgo3ax. [loTeHIiiHWA pu3uK s
mozeit Hepinomuil. ['nintap®-M He ¢ 3aCTOCOBYBATH y MEPio]] BariTHOCTI.

Ilepioo 2o0ysants epy0or

JlochikeHHsT Ha TBapuHAX MMOKa3ald BHUAUICHHS MeT(OpMIHY Ta BUIJATJINTHHY B MOJIOKO.
Bigomo, mo wmerdopMiH NpPOHUKAE Yy TpyAHE MOJOKO JIIOJMHM Yy HEBENUKIA KiIbKOCTI.
BpaxoBytoun nos’s3aHuil 13 METGOPMIHOM MOTEHIINHUIA pU3UK HEOHATAJIbHOI TIMOTJiKeMIi Ta
BIJICYTHICTh JIJaHMX IpO BIUIMB Bulgariintuny, ['nmintap®-M He ciif 3aCTOCOBYBAaTH KIHKaM y
MepioJ] ToOAYBaHHS TPYUIIO.



Depmunbnicmo
JlocmiKeHHsT 1010 BIUIMBY IIpenapariB BUINATTINTHHY 3 MET(GOpPMIHOM Ha (pepTUIbHICTH
JFOAMHYU HE IPOBOJMIIN.

30amuicms enausamu Ha WEUOKICMb peakyii npu KepysauHi a8mompaHcnopmom abo iHuumu
MexauizMamu.

He mnpoBoaunu pocmipkeHHs BIUIMBY IHperapary Ha IIBHJKICTh peakiii NMpu KepyBaHHI
aBTOTPAHCIIOPTOM a00 poOOTi 3 IHIIUMHU MeXaHi3MaMH. TOMY TMaIli€HTH, Y SKUX MOXE BUHUKHYTH
3aMmaMOpOYCHHSI, MOBUHHI YHUKATH KEPYBAHHSIM aBTOTPAHCIIOPTOM a00 poOOTH 3 MEXaHI3MaMHU.

Cnoci6 3acmocyseanns ma 0o3u.

Jlo3yBaHHS aHTHTINEPIIIIKEMIYHOTO JIKYBaHHS i1 KOHTponto miadery Il Tumy cmig obupartu
1HIMBITyaNbHO HAa OCHOBI MOTOYHOTO PEXHUMY Tepamii, epeKTHBHOCTI Ta mepeHocumocTi. Ilpu
3actocyBaHHI mpenapary [nminTap®-M He ciij NepeBUIIYBaTH MaKCHUMalbHY 00OBY 103y
Burnarmintury (100 mr). Tabnerku ['mintap®-M npuitmaTu ABiYi Ha 100y, BpaHIli Ta BBeUepi.
Crioci0 3acTocyBaHHs

J1J1s IepopalibHOTO 3aCTOCYBaHHSI.

[MTputiom I'mintap®-M 3 Dxero abo 6e3mocepeTHBO MicIs 1K1 MOXKE 3MEHITUTH IUTYHKOBO-KHUIIIKOBI
CUMITOMH, TIOB’s3aHi 3 3aCTOCYBaHHAIM MET(OpMIiHY.

s nayienmis, uuii cman He KOHMPOIIOEMbCA HANEHCHUM YUHOM NPU MOHOMePanii memgopminy
2I0POXIOPUOOM Y MAKCUMATLHO NEPEHOCUMUX NAYIEHMAMU 003aX.

[TouatkoBa mo3a npenapaty [mintap®-M noBuHHA cKiiafatucs 3 BurgariainTuny 50 mr 2 pa3u Ha
o0y (3araibHa 7060Ba m03a — 100 Mr) Ta MeThOpMIHY y 11031, SIKY MAIIEHT BXKE MPHITMAE.

s nayicumis, axi nepexoosims 3 0OHOYACHO20 NPULOMY BLIOATINMUHY MA MeM@OPMIHY 5K
OKpeMux npenapamis.

[TouatkoBa no3a mpenapary [nintap®-M mnoBuUHHA BIANOBIAATH [103aM BULAATTINTHHY Ta
MeT(OpMiHY, SIKi 3aCTOCOBYBAJIH JI0 I[HOTO.

na nayienmis, yuii cmaH He KOHMPOIIOEMBCSL HALEIHCHUM YUHOM NPU 3ACTNOCYBAHHI MemMpOPMIHY
ma npenapamis cyib@OoHiICeu08UHU.

[TouaTkoBa no3a npenapaty [ mintap®-M noBuHHa ckiafaTucs 3 ButgarainTuny 50 mr 2 pasu Ha
o0y (3aranpHa n000Ba go03a — 100 Mr) Ta MeTdopMiHy y 1031, SIKY MalieHT Bke npuitmae. [lpu
3aCTOCYBaHHI y KOMOiHaIii 13 CylIb(OHIJICEUOBUHOIW CIIJ PO3IJISHYTH HEOOX1THICTh
3aCTOCYBaHHS MEHILOT JO3H CYIb(OHIJICEYOBUHH, 100 3MEHIIUTH PU3UK PO3BUTKY TIMOTTIKEMIi.
3acmocysanns y komOiHayii 3 iHCYIIHOM MA MAKCUMAIbLHO NEPEHOCUMUMU NAYIEHMAMU 003aMU
Mem@opminy.

[TouarkoBa no3a npenapaty ['mintap®-M noBrUHHA CKIIagaTUCA 3 BUaarminTuay 50 mr 2 pa3u Ha
no0y (3aranbHa 1000Ba 1032 — 100 mMr) Ta MmeTopMiHy y 1031, IKY MALIEHT BXKE NPUIMAaE.
besneka Ta eQeKTHBHICTh 3aCTOCYBaHHS BUIJAMNINTUHY Ta METQOPMIHY SK MOTpPIHHOI
nepopaibHOI Teparlii y TO€IHaHH1 3 T1a30J11IMH/1I0HAMU HE BCTAHOBJICHI.

Oco06uBI TPYNU MAIIEHTIB

Iayienmu nimnvoeo 6iky (8i0 65 pokig)

Ockinpku MeTHOPMiH BUBOJIUTHCS HUPKAMHU, a TAIIEHTH JIITHHOTO BIKY MalOTh TEHICHIIIO 10
3HIDKEHHs (YHKIIT HUPOK, M Yac mnpuilomy mnpemnapary [mintap®-M BoHH NOTpeOyIOTh
PETYJISIPHOT0 KOHTPOJIO (GYHKIIIT HUPOK.

Topywenns ¢ynxyii HUpox

[IK® cnix ouiHioBaTH Mepes MOYaTKOM JIIKYBaHHS Ipernaparamy, 10 MICTATh MeTGOpPMIH Ta
OpUHAaMHI  IIOPIYHO TICHS IbOro. Y TAIl€HTIB 13 MIJIBUILIEHUM PU3UKOM HOAAIBILIOTO
IIPOTrpeCyBaHHS HUPKOBOI HEJIOCTATHOCTI Ta Y JIF0/IEH JTITHHOTO BIKY (PYHKIIIFO HUPOK CJI1J OI[IHIOBATH
YacTille, HAIPUKIIAJ KOXKHI 3-6 MICALIB.

MaxkcumanbHy 1000BY 103y MeTGOpMiHY OakaHO PO3AUTUTH HA 2-3 1000Bi 103u. [lepen mouaTkom
3aCTOCYBaHHS TpemapaTiB, M0 MiCTATh MeThopmiH, y nariedTiB i3 [IIK® <60 mi/xB ciij OmiHATH
HasIBHICTh (DAKTOPIB, 110 MOXYThb 30UIBIIMTH PHU3MK JAKTOAMI03Y (AMB. po3ai1 «OcoOIuBOCTI




3aCTOCYBaHHS), CIIi/I IEPETIITHYTH, MIEPII HXK PO3IIISAaTH MOXKIIMBICTD 3aCTOCYBaHHS MET(hOpMiHY
y TIAIlI€HTIB.

Skio Hemae moTpiOHOTO A03yBaHH: npenapatry [nminrap®-M, 3amicTs dikcoBaHOT KOMOIHALIT CITiJT
BUKOPHCTOBYBAaTH OKPEMi MOHOIIPEIapaTH.

HIK® m/xB Merdopmin Binnarnintun
60-89 MakcumanpHa — g00oBa  103a|BifgcyTHs HEOOXIIHICTH KOPEKIIT 103H.
cranoButh 3000 mr.
3MeHIIEHHS JI03U MOYKHA
po3risAaTH  OpU  3HIKEHHI
(GYHKIIIT HUPOK.
45-59 MakcumaniebHa  1o0OoBa  mo3a/MakcumaiipHa 1000Ba 103a - 50 Mmr.

cranoButh 2000 mr.
IlouaTkoBa 51032  CTAaHOBUTH
MaKCHUMYyM MIOJIOBUHY
MaKCHMAJILHOI JIO3H.

30-44 MakcumansHa — goOoBa  J103a
cragoButh 1000 mr.
[ToyatkoBa  [03a  CTaHOBUTH
MaKCUMYM MIOJIOBUHY
MAaKCUMAJIBHOI T03H.

<30 MeTthopMiH IPOTHITOKA3AHUH.

THopywenns ¢pynxyii nevinxku

['mintap®-M He ciii 3aCTOCOBYBATH JJIs TIKYBaHHS MAII€HTIB 13 HOPYLUICHHAMH (QYHKIT TEYiHKHY,
BKJTIOYAI0UM manieHTiB, y skux piBHi AJIT a6o ACT 1o mouaTky jJiKyBaHHS nepeBuinyrotb BMH
Ounble HIXK y 3 pasu.

Himu.

['minTap®-M He peKOMEHYeThCsl 3aCTOCOBYBATH JUIsl JIIKYBaHHS JiTeil Ta MiUTITKIB (BIKOM 10
18 pokiB). besmeka Ta eeKTHBHICTH 3aCTOCYBaHHs NpenapaTry Ui JiTed Ta MiUTITKIB He
BcTaHOBIIeH1. J[aHi BiJICyTHI.

Ilepeoosysanns.

[Tpo Bumaky nepeno3yBaHHs MpenapaTy He MOB1IOMIISIIH.

Binoazninmun

Indopmaris mono nepeo3yBaHHs BUIAAMTINTHHY OOMEKEHa.

Cumnromu

Indopmartis mpo HMOBIPHI CUMIITOMH E€PE03YBAaHHS BULIATIINTUHY OTPUMaHa 13 AOCHIHKEHHS
MEPEHOCUMOCTI 3pOCTAIOYUX JI03 Y 3I0POBHUX OC10, IKMUM JIaBaJid BUIAATIINTHAH IpOoTArom 10 mHIB.
VY 1031 400 Mr Oyno Tpu BUNAAKHK OO0 B M’s3aX, @ TAKOXK OKpeMi BUIAJKH JIETKOI Ta MUHYIIO]
napecresii, rapsuky, HaOpsAKIB Ta MUHYILOTO MIABUILICHHS PiBHA jinaszu. Y o3t 600 mr oauH
cy0’€eKT B1I4yBaB HaOPSAKH HIT 1 KUCTEH Ta miJBuUIIEeHHS piBHs kKpeatnHpochokinazu (CPK), AST,
C-peaktuHoro 6inka (CRP) Ta miorno6iny. Y Tppox iHIIMX Cy0'€KTiB criocTepiraBcsi HAOpsK Hir,
y ABOX BUIAJKaxX - mapecTe3id. Y ¢l CUMITOMH Ta JIAOOPaTOPHI BIIXMJICHHS 3HUKJIN 0€3 JIIKYBaHHS
iCJIsl NPUMTUHEHHS JOCIIPKYBAHOT'O JIIKAPCHKOTO 3aC00Yy.

Memdhopmin

3HayHe nepeno3yBaHHs MeTGOpMiHY (a00 ICHYIOUMH PU3HUK JAKTOAIMI03Y) MOXe IPU3BECTH 10
JAKTOAIM 103y, SIKUH MOTpedye HEBIIKIATHOI MEAUYHOI JONOMOTH Ta JIKYBaHHS Yy MEIUYHOMY
3aKJail.

JIikyBaHHS

VYV pasi mepeno3yBaHHS JIIKapChKUM 3aci0 CiiJ BIAMIHUTH Ta TAaIi€HTY CIia 3a0€3MeYuTH
CUMIITOMAaTUYHE 1 MiATpUMYyIode JIiKyBaHHs. Halle()eKTUBHIIIMM METOJOM BHUBEIEHHS



MeThOpMiHY € reMomiani3. BuigarminTuH He MiAmaeThcs Aialidy, aje OCHOBHHUM TiApONi3HUUN
METa0OoMIT BULAATIINTUHY MOXe OyTH BHBEJICHHUH 3a JOMOMOTOI0 IreMO/Iializy.

Ilo6iuni peaxuii.

HaBeneHi gaHi CTOCYIOTBCSI OJHOYACHOTO 3aCTOCYBaHHS BUIAATIINTHHY 1 MeT(OpMiHy, KOJIU
BULIATTINTHH JJOJIABATH 10 MET(HOPMiHY.

Pestome npodinro 6e3nexu

binbmiicte mMOOIYHMX peakilii OynM JErKUMU Ta MHHYIIMMH, 0 HE BUMarajid MPUIUHEHHS
JTiKyBaHHS.

He Oysno BUSBIEHO 3B’SI3Ky MiX MOOIYHUMHU PEAKIIIMH Ta BIKOM, €THIYHOIO MPUHAJICKHICTIO,
TPUBAJICTIO JIKyBaHHS a00 IEHHOIO J03010.

[ToBimoMIsUTH TIPO PIAKICHI BUMAIKU MOPYIIEHHS (YHKINT MEUIHKU (BKJIFOYAOYH TEIATHUT) MPHU
3aCTOCYBaHHI BUIIArIINTHHY. BOHH, SK IpaBWiio, MpOTiKamu OE3CMMITOMHO, 0€3 KIiHIYHHX
HACHIAKIB 1 (YHKIiS TNEYiHKH BiJTHOBIIOBAIMCS IMICIs NPUIUHEHHS JIKyBaHHA. Y JaHHUX
JIOCJTIJDKEHb KOHTPOJIbOBAHOI MOHOTEparii Ta KOMOIHOBaHO1 Teparlii TpUBAJIICTIO 10 24 THXKHIB,
yacrtora migsuiieHHs piBHsa AJIT abo ACT >3 x BMH (Bu3HadeHa sk HasiBHa, IPUHAWMHI Y IBOX
MOCTIIOBHUX BHUMIpIOBaHHSAX a0 MiJ Yac 3aKiIio4HOro Bi3uTy) craHoBmwina 0,2 % ngns
BinnarminTunay 50 mr 1 pa3 Ha 100y, 0,3 % s BinparminTury 50 mr 2 pa3u Ha 100y Ta 0,2 % mns
BCIX TpemapaTiB MoOpiBHAHHSA. Taki MiABUINEHHS pIiBHIB TpaHcaMiHa3 Oynu 3a3BUyail
0€3CHMIITOMHUMH, HE TPOTPECYIOYMMH 32 XapakTepoM Ta He Oy MOB’s3aHi 3 X0JECTa3oM Ta
YKOBTSHUIICIO.

[Tpu 3acTocyBaHHI BUIAATNINTHHY OyIIM 3apeecTpOBaHi PiIKICHI BUMAJKH aHT1OHEBPOTHYHOTO
HaOpsIKy 3 TaKOIO JK YaCTOTOIO, IO 1 B KOHTPOJBHUX Tpynax. binbminii BiICOTOK BUIAIKiB OYB
3apeecTpPOBaHMUM, KOJIM BUIAATIINTHAH IpU3Hadan B KOMOiHaIii 3 iHriditopoM AII®D. BigbmricTs
BUTIA/IKIB OyJIM JISTKMMU Ta 3HUKAJIH IIPH MPOJOBKEHHI 3aCTOCYBaHHS BUITATTINTHHY.

[ToGiuHi peaxiiii, 3apeecTpoBaHi y MAII€HTIB, AKI OTPUMYBAIIU SIK MOHOTEPAII0 Ta J10JaTKOBY
TEpaIii y Mpoleci MOABIMHUAX CIIMHUX JOCHIKCHb, 3a3HaUeHI HIDKYE 32 CHCTEMHO-OPTaHHUM
KJIaCOM Ta 4acTOTO: Ayke yacto (>1/10), yacto (>1/100 —<1/10), neyacto (>1/1 000 — <1/100),
piako (>1/10000 — <1/1000), myxe piako (<1/10000), HeBimoMO (HE MOXKHA BCTAaHOBHTH 3a
HAsSIBHUMU JaHUMH).

VY koxHIH 00’ €HaHIN 32 YaCTOTOO Iyl HeOaXkaH1 SIBUIIIA [TPEICTABIICH] Y MOPSAKY 3MEHILIEHHS
Cepilo3HOCTI.

[To6iyHi peakirii, 3apeecTpOBaHi y MAIlI€HTIB, sIKI OTPUMYBAIY BUIAATTIOTHUH Y 1031 100 Mr/moby
noxaHi jgo MeThOopMiHY TOpPIBHSHO 3 Tuiarnebo 1mioc MeT)OopMiH Yy TOABIMHUX CIIMHX
IOCTIDKEHHSX:

Tlopywenns oOMiHy peuo6uH i Xapuy8aHHs.

Yacro: rimormikemis.

3 b6oky Hepsosoi cucmemu

YacTo: 3amaMOpOYeHHSs, TPEMOP, TOJIOBHUHN O1J1b.

Heuacto: BTOMITIOBaHICTb.

3 60Ky WiYHKOBO-KUWKOB8020 MPAKMY

Yacro: Hyznora.

Onuc okpeMux MOOIYHUX peaKIii

VY KOHTPOJIBbOBAHUX KIIHIYHUX JOCHIDKEHHSIX KoMOiHamii Bimmarmintuny 100 mMr Ha noby Ta
MeT(GOpPMIHY HE MOBIIOMIISUIM TMPO MPUIIMHEHHS JIKYyBaHHS depe3 MoOiuHI peakuii y rpymi
BULAArTINTHH+METPOpMIH abo mianedo+MerdopmiH.

VY wiIiHIYHEX BUOPOOYBaHHSX yacToTa rinmorimikemii Oyna (1 %) y mamieHTiB, SKi OTpUMYyBaJIU
BUAarminTua+merdopmit 1 (0,4 %) y naiieHTiB, K1 OTpUMYBaJIH 1anedo + MeTGopmiH.

He Oyno moBimomiieHb NMpo Cepiio3Hi TiMOIMiKeMiuHI MOl y TpyIi Hali€HTIiB, SAKi NpUiMaIn
BUIJATJIINITHH.

VYV KIHIYHEX BHUMPOOYBAHHSIX Maca MAIll€HTIB HE 3MiHIOBanacs, Koiu noxaBainu 100 mr/mo0y
BigarminTuHy 1o Merdopminy (+0,2 kr-Binmmarmintuatmerpopmin Ta -1,0 kKr —
mane6o+mMeThopmiH).




Kniniuni BunpoOyBaHHS TPUBAJIICTIO OLbIIE 2 POKIB HE BUSBWIIN KOJHUX JOJATKOBUX CUTHAJIIB
Oe3nexu abo HerepeaOauYeHUX PU3UKIB MIPU JOAABAHHI BUIIATIINTUHY A0 MeT(HOpMIHYy.

[To0iyHi peakIlii, 3apeecTpOoBaHi y Malli€HTIB, K1 OTPUMYBAIH BULAATIIOTUH 50 M 1BiYi Ha 100y
y KoMOiHaI1 3 MeTHOpMIHOM Ta CYIb(OOHIICEYOBHHOIO

Topywenus 0OMiny peuosun i xapuy8auHs

Yacro: rinmoriikemis.

3 b6oky Hepeosoi cucmemu

YacTo: 3an1aMOpOY€eHHs, TPEMODP.

3 6oxy wKipu i RIOWKIPHOI KIIMKOBUHU

Yacro: rinepriapos.

Topywenns 3azanvHo2o xapakmepy

Yacro: acreHis.

Omnc oKkpeMux MOOIYHUX PEaAKIN

[TpunuHeHHs JiKyBaHHs 4epe3 MOoOiuHi peakiiil y rpymi BUIIarainTuH+MeTdOopMiH+TIIMETipHI
He Oyno, y rpymi mianedo+merdopmintriaimenipun — 0,6 %.

Uacrora rimoriikemii Oyna 3BH4YaifiHOKO B 000X rpymax JikyBanHs (5,1 % —
BiAarminTua+merdopmin+riaimenipua ta 1,9 % — y rpyni mnanedo+merdopmin+riaimenipun). Y
rpymi BUIIATTINTHH+METGOPMIHATIIMENIPH TOBIJOMIISUIA MPO OJHY BaXKKY TiMOTITIKEMIYHY
[MOJIIO.

BrnmBy Ha cepeiHIO Macy Tiia HapHUKIHII JOCTIKEHHS MpakTH4HO He Oyno (+0,6 kr y rpymi
BimarminTuH+MeTdopMmiH-tTaiMenipua i -0,1 xr y rpyni miane6o+MerdopMiH-+TIaiMenipun).
[To0iyHi peakilii, Mpo sKi NOBLIOMJISIIOCS Y MAI€HTIB, AKi OTPUMYBaIW BULIATIINTUH Y 1031
100 mr/no0y y noexHaHHi 3 iHCYIiHOM (3 MeTdopMiHOM a60 6e3 HbOTO)

Topywennsa 0bminy peuosun i xapyyeanms

YacTo: 3HWKEHHS PiBHS TJIIOKO3U KPOBI.

3 60Ky Hepeogoi cucmemu

I"'onoBHuii 61716, 03HOO.

3 60Ky WIYHKOBO-KUWKOB020 MPAKMY

YacTo: Hyn0Ta, racTpo-e3odareaabHUN pedirrokc.

Heuacro: giapesi, MeTeopusm.

Onuc okpeMux NoOIYHUX PeaKIliif

YV KOHTPOJBLOBAHUX KIIHIYHUX JOCTIIKEHHSX 13 3aCTOCYBAHHAM BUAArINTUHY 1o 50 Mr /114l Ha
100y y TIo€eHaHHI1 3 1HCYIIHOM (3 a00 6e3 MeT(popMiHy) 3arajbHa YacTOTa BIAMIHU Mpenapary
yepe3 nobiuHi peakuii Oyna takoro: 0,3 % y rpymi BULAAMIINTHHY, a y TPyl Iuanedo He O0yno
BIJIMIHH.

YacTora rinoriikemii Oyna no1i6Hor B 060X rpynax jgikyBaHHs (14,0 % y rpymni BULAAMIINTHHY
ta 16,4 % y rpyni mane6o). Cepito3Hi TIMOTIIKeMiuHI SBUIIA 3ad1KCOBaHI y JBOX MAII€HTIB y
rpymi BULAAMIINTHHY Ta y 6 MAIi€HTIB y Ipymi M1aneoo.

BrumiBy Ha cepeaHio macy Tila HAIpPHKIHIN JOCTIDKEHHS TpakTU4HO He Oyno (+0,6 Kr Bix
MIOYATKOBOT'O PIBHS y IPYIll BULAAMIINTHHY Ta 0€3 3MIHM Macu Tu1a y rpymi mianeoo).

JlogpaTkoBa 1HMOpMaIIisg IPO OKPEMI JiF0Yl pEUOBMHU KOMOIHAIT
Binoazninmun

I1oOiyHi peakiii, Ipo SAKI HOBLIOMIISIIOCS Vy IAIIEHTIB, SKI OTPHUMYBAJIM MOHOTEPAMIIO
Bl manmnTuHoM v 1031 100 Mr/no0y

Ingpexyii ma ineasii

Hyxe pigko: iHpeKii BepXHIiX AUXaTbHUX HUIAX1B, Ha30()apuHTIT.
Topywenns 0bMiny peuosuH i Xapuy8aHHs

HeuacTo: rimormikemis.

3 6oxy nepeosoi cucmemu

Yacro: 3anaMmOpOYeHHS.

HeuacTo: rosoBuuii OiIb.

3 6oky opeanie 30py

Heuacro: nepudepuunuii HaOpsK.




3 60Ky WIYHKOBO-KUWKOB020 MPAKMY

Heuacro: 3anop.

3 boky ckenemno-m 5130601 cucmemu

Hewacro: aprpanris.

Onuc okpeMux Mo6IYHUX peakiini

3aranpHa 4YacTOTa MPUIIMHEHHS JIIKYBaHHA yepe3 MoOiyHi peakiii Oyia Takoro: JAJis Nalie€HTiB, AKi
oTpuMyBalii BiaarminTuH y no3ax 100 mr ma mo0y — 0,3 %, miane6o — 0,6 %; mpemnaparu
nopiBHsiHHS —0,5 %.

Y  NOpiBHSUIBHUX  KOHTPOJBOBAHMX  JOCHIDKEHHSX  MOHOTEpamii MIpo  TiHOIIIIKEMito
nosigomisuiocss y 0,4 % (7 3 1855) mauienTiB, SiKi OTpUMYyBaJIM BUAArdinTHH y 1031 100 Mr Ha
100y, nopiBasHO 3 0,2 % (2 3 1082) mamieHTiB y rpymnax, ki OTpUMYBAJIH Mpenapar MopiBHIHHS
abo miare6o, 6€3 MoBiIOMIICHB IIPO CEPi03H1 00 BaXKKi MOIII.

He Big3Hauamoch 3MiHM Macu Tilla TpW 3acTocyBaHHi BimparminTuHy 100 wmr/noly, sk
moHnoteparis (-0,3 Kr y rpyn BigarmintuHy Ta -1,3 Kr y rpymi miane6o).

Kiiniuai BUnpoOyBaHHS TPUBAIICTIO 0 2 POKIB HE BHUSBHIIM JKOAHUX JOJATKOBUX CHUTHAJIB
Oe3neku ab0 HemepeadauYeHNX PU3UKIB, OB’ SI3aHUX 3 MOHOTEPAITIEI0 BIIIATIIITHHOM.
Memdpopmin

[To61uHi peakiii, DoB’s13aHi 13 3acTOCYBaHHA METHOPMIHY

Topywennsa obminy peuosun i xapyyeanms

Hyxe piako: 3HMKEHHs abcopOiii Bi2 Ta makToanumo3 (3HmwKeHHS abcopOmii Bitaminy Bio 3i
3HIDKEHHSM PIBHSI B CHPOBATIII KPOBIi CITOCTEPIrajiocs AyXe PiKO y MAIi€HTIB, SIKi TPUBAINN Yac
oTpuMyBalii MeTOopMiH. SIKIO y MaiieHTa MiarHOCTOBAHO MeEraliobJacTHY aHEMilo, BapTo
pO3IIIAaTH TaKy IPUYUHY 11 PO3BUTKY).

3 60Ky Hepeogoi cucmemu

YacTo: npucMak merainy.

3 60Ky WinyHKOBO-KUUKOB020 MPAKMY

Jyxe dacTo: Hy0Ta, OIOBaHHs, Aiapes 1 OUTb y ®UBOTI, BTpaTa aneTury.

3 6oky neuinku i H#CO8UOBUBIOHUX ULISXIB

Jyxe piKko: aHOMaNbHI pe3yiabTaTH (PYHKIIOHATBHUX MPOO MEYiHKH, HAMPUKIIAL IiABHILECHHS
piBHS TpaHcaMiHa3 abo rematut (0OOPOTHI Micis BiAMiHK MeT(OpMIHY).

3 60Ky wiKipu ma niIOWKIPHOI HCUPOBOI KIIMKOBUHU

Jyxe piako: MIKipHI peakili, Takl K epuTeMa, cBepO1Xk, KpOIUB’ THKA.

[ToOiuyH1 peakuii 3 OOKy HUTYHKOBO-KHMIIKOBOTO TPaKTy HaiuyacTille BUHUKAIOTh Ha IMOYATKY
JIKYBaHHS 1 B OUIBIIOCTI BUMAKIB IPOXOAATh caMOCTilHO. JIi1s 1X 3an00iraHHs peKOMEHIYEThCs
npuiiMatu MeTopMiH 2 pa3u Ha 100y 103U mij yac abo micns ixi. [loBuibHE 301UIbIIEHHS 103U
TaKOK MOXe MOJIIIINUTH IEPEHOCUMICTh Npenapary.

IlicngapeecTpalliiHui JOCBIA

[ToGiuHi peakuii Ha nmpenapaT OyJaM 3apeecTpOBaHi B PaMKax CIIOHTAHHUX HiCIspeecTpaliiitHux
MOBITOMJICHB Ta B JTiTepaTypi. OCKUTBKH 111 TOBIAOMIIEHHS HAJAXOASITh B/l HEBU3HAUEHOI K1JIbKOCTI
TOOpOBOJIBIIIB, TO HEMAaE MOXJIMBOCTI JOCTOBIPHO OIHUTH IX 4YacTOTy, TOMY BOHHU
KJIaCU(DIKYIOThCS K «4aCTOTa HEBIIOMaY.

3 60Ky WiYHKOBO-KUWKOB8020 MPAKMY

YacToTa HeBiJJOMa: TAaHKPEaTHT.

3 60Ky neuinku i Ho8408UBIOHUX WNAXIE

YacToTa HeB1AOMa: I'eNaTUT Ta AaHOMAJIbHI pe3yJabTaTH (GYHKIIOHAIBHUX PO NnediHKu (000pOTHI
miciis BIIMIHU MET(QOPMIHY).

3 b6oky ckenemno-m 5130601 cucmemu

YacToTa HeBiJJOMa: Miaris.

3 60Ky wiKipu i niOWKIpHOIL KIIMKOBUHU

YacToTa HEBIJIOMa: KpONHUB SHKA, Oyabo3HI Ta eKc(oiaTHBHI YpaXeHHS MIKIpH, BKIIOYAIOYH
Oyb03HUI emMdiroia.

Tepmin npuoamnocmi.
2 poKH.



YmoBu 30epiranns.
30epiraTy B OpUTiHAJIBHIN YITAKOBIII ITPU Temmepatypi He Butie 25 °C.
30epiratu y HEIOCTYITHOMY JJIs 1iTE€H MicCIii.

YnakoBka.
ITo 10 Tabnerox y Gmictepi, mo 6 GiicTepiB y madiii.

Kareropis Biznycky.
3a perenTom.

Bupoonuk.

1) CAT MAHY®AKTYPIHTI, CJLY., Icnanis / SAG MANUFACTURING, S.L.U., Spain.
2) Tanenixym Xenc, C.JLY., Icnanis / Galenicum Health, S.L.U., Spain.

Micue3Haxo/:keHHsI BAPOOHUKA Ta aJpeca Miclsi MPOBAJIKEeHHS HOro XislJIbHOCTI.

1) Kapperepa Harmionan 1 Km 36, Can Arycrin gens ['Bagamike, 28750 Manpuna Icnanis /
Carretera Nacional 1 Km 36, San Agustin del Guadalix, 28750 Madrid Spain.

2) Canr I'abpiens, 50, Ecruiyrec ne JIboOperat, 08950 Bapcenona Icmanis / Sant Gabriel, 50,
Esplugues de Llobregat, 08950 Barcelona Spain.



