IHCTPYKUIA
JJIS1 MEIUYHOT0 32CTOCYBAHHA JiKApPCHKOIo0 3ac00y

TJIIITAP
(GLIPTAR)

Cknao:

ditoua peuosuna: vildagliptin;

1 TabneTka MicTUTh BuLAarmintuny 50 mr;

O00NOMIICHI peuosuHu: TENI0N03a MIKPOKPUCTANIIYHA, JaKTo3a 0e3BOJHA, HATPIIO
KPOXMAaJIBIJIKOJAT (TUI A), MarHito creapar.

Jlikapcbka ¢gopma. Tabnerku.

OcnosHi ¢hizuxo-ximiuni eracmugocmi: TAOIETKH BiA OLIOr0 0 CBITIO-)KOBTOI'O
KOJIbOPY, KPYIJI01 POPMHU 3 TUIOCKOIO MOBEPXHEIO, 3 (PacKOIo.
@dapmakoTepaneBTHYHAa rpyna. [iNoriikeMiyHi CHHTETHYHI Ta iHINI 3acOO0M.
[HriGiTopy AUNMENTUANIIENTHAAZH-4.

Kox ATX A10B HO2.

Dapmakonoziuni eracmusocmi.

Dapmaxoounamika. BinaarninTUH HAJEKUTh 0 KJIAacy PEeYOBHH, IO MOCHIIOIOTh
po6oTy OeTa-KIITHH OCTPIBKOBOTO anapaTy MiAIUTYHKOBOI 3aJI03H, BiH € MOTY>KHUM
Ta CEJICKTUBHUM IHTi01TOpOoM aunentuauinentugasu-4 (DPP-4).

3acTrocyBaHHs BULAAMIINTHHY MPU3BOAUTH 10 HIBUIKOIO Ta MOBHOTO MPHUITUHEHHS
aktuBHOCTI DPP-4. InribyBanns Binmarnintuaom DPP-4 cnpuuunnsie miaBUILEHHS
€HJIOTeHHOT0 piBHs ropMoHiB iHkpeTuHy [ 'TIII-1 (rmrokarononoaioHmii nentux 1) ta
I'IIT (riroxo303aIeKHUN 1HCYTIHOTPOHIM MEeNTHT) i Yac TOJIOAYBaHHS Ta MicCIs
npuiiomy Txi.

Bracnigok nmigBUIIEHHS €HAOTC€HHUX PiBHIB IIUX TOPMOHIB IHKPETHUHY BIJIATTINTUH
MOKpAIly€ YyTJIMBICTh O€Ta-KIITHH 1O TIIOKO3H, L0 NPU3BOAMTH 1O MOCHICHHS
CeKpelii II0K0303aJeKHOro iHCyiHy. JIikyBaHHs maiieHTiB 3 faiaberom tumy Il
npemnaparoM y 1o3ax Bix 50 1o 100 mr Ha 100y CYTTEBO MOKPALILYBAJIO JIiF0 MAPKEPIB
¢bynkuii Oera-kiituH, BKmouyatoun HOMA-B (romeoctaTMyHy MOJENb OLIHKU
¢byHKUii B-KIITHH), BITHOLIEHHS IPOIHCYIIHY 0 1HCYJIIHY Ta TOKa3HUKHU 4y TJIMBOCTI
OeTa-KJIITUH NpH OaraTopa3oBOMY MPOBENEHHI TECTy TOJEPAHTHOCTI a0 Tki. Y
NAIi€HTIB, HE XBOPUX HA I[yKPOBUH Jia0eT (3 HOpMaIbHUM PiBHEM IUIFOKO3H Y KPOBI),
BUIIArTIINTHH HE CIOPUYMHSAE CTUMYJIALIT ceKpellii iHCyniHy a00 3HM)KEHHS PiBHIB
[JIIOKO3H.

Buacnigok migBumienHs eanoreHHux piBHiB [TII1-1 BinmarminTuH TakoX MOCHITIOE
YYTIUBICTh anb(a-KIITHH 1O TJIIOKO3W, M0 TMPHU3BOAWTH [0 TiJABHUINEHHS
TJIIOKO303QJIEKHOT  CeKpelli TJIOKaroHy. 3Ha4yHe 3pOCTaHHS CIIiBBIIHOIICHHS
IHCYJIIH/TJIIOKaroH IMiji 4yac TinepriiikeMii, CIPUYMHEHOI MiABMIIEHUMHU DPIBHAMHU
TOPMOHY 1HKPETHUHY, IPU3BOAMUTH 10 3HMWKEHHS MPOAYKYBAaHHS TJIIOKO3M Tija 4ac
TOJIOAYBAHH Ta MicIs MPUHOMY %Ki, 10 BUKIMKA€E 3HUKEHHS TITIKEeMIi.

Binomuit BB migsuienoro piBas ['TIII-1, mo nonsirae y mogoBKeHHI eBakyartii
BMICTY IIIJTYHKa, HE CIIOCTEPIraeThCs MiJ] Yac JIIKyBaHHS BUIArTiITHHOM.
Dapmaxoxinemuxa.



Abcopoyia. Tlicns mnepopallbHOTO TNPUHOMY HATINE BUIJATIINTHH — [IBUIKO
abcopOyetbes, mpuaomy Cpax croctepiraetbes uepes 1,7 rogunau. OmHOYacHUN

MIPUIOM 3 TKEI0 He3HAYHO 3aTpUMYye€ yac AOCATHEHHS Cpyax Y T1a3M1 KpoBi — 110 2,5

TOAMHHU, aje He BIUMBae Ha 3araubHy ekcrnosuuito (AUC). 3acrocyBaHHS
BUIIArTIINTHHY 3 DKEI0 MPU3BOJUTD J10 3HIXKEHHS MaKCUMalibHOT KoHIEHTpaii Cpyax

(19 %). He3Bakarouu Ha 1ie, BeTUYMHA 3MiH HE € KJIIHIYHO 3HAa4ylI010, ToMy [ inTap
MOXXHa TIpUAMATH HE3aJIeKHO Bia mnpuiiomy ki, AOGcomoTHa O0100CTYITHICTH
CTaHOBHTBH 85 %o.

Posnooin. KoedimieHT 3B’s3yBaHHS BUIIATIINTHHY 3 MPOTEiHAMHU IUIa3MU KPOBIi
Hu3bkuil (9,3 %); BIIAATTINTUH PO3NOAUISAETHCS PIBHOMIPHO MIXK TIa3MOIO KPOBIi Ta
eputporutamu. CepenHiid 00’€M pO3MOIiUTY BULIAMTINTHHY HA CTadii TUIATO MICTs
BHYTpPIIIHBOBEHHOI0 BBeAeHHS (V) CTaHOBUTH 71 miTp, LIO TOBOPUTH IPO
eKCTPaCyJUHHUN PO3MOILII.

Memabonizm. MeTabomi3M € OCHOBHMM HUISXOM BHMBEICHHS BUIAATTINTHHY Y
JIOJUHY, IO CTAaHOBUTH 69 % mpuiinaroi no3u. OcHoBHUI MeTabomit, LAY 151, €
(apMaKoJIOTIYHO HEAKTUBHHM 1 SIBJII€ COOOI0 MPOAYKT T1IpOIIi3y CKIIAJI0BOI IiaHy,
0 CTaHOBUTH 57 % 103U Ta CYNPOBOIKYEThCs TioKypoHinmauMm (BQS867) ta
aminHuM riapomizom (4 % nos3m). JlaHi, oTpuMaHi B mpoieci J0CTiPKEHHS B yMOBaX
in vitro y MiKpocOMax HUPOK JIIOJIMHH, BKa3ylOTh Ha Te, 10 HUPKU MOXYTh OyTH
OJHUM 13 OCHOBHHMX OpraHiB, SKHH CIpHs€ TiAPOI3y BUINATIINTHHY A0 HOTro
OCHOBHOTO HeakTHBHOTO Metabonity LAY151. DPP-4 wactkoBo Oepe ydacTth y
TiIpoi3i BUIIArTNTHHY, 0 OYJI0 MiATBEPHKEHO JOCTIKEHHSM in Vivo y TIypiB 13
nedimurom DPP-4.

BinparninTtua He MeTabomi3yeThecsl eH3uMaMu IuToxpomy P450 B Takomy 06’emi,
AKUi O MOXHa Oysl0o BH3HAYUTH. TaKuM YHMHOM, HE OYIKYETHCS, IO CYMYTHIiH
NpUHOM JIKapChKUX 3aco0iB, Takux fK iHTiOiTopu Ta/abo iHmykTopu CYP450,
BIUIMBATUME Ha MeTaOONIYHMU KIipeHC BungarminTuHy. JlochmimkeHHs in vitro
MIPOIEMOHCTPYBAIH, 110 BUIJATIINTHH HE 1HTI0y€ 1 He 1HAYKY€E €H3UMHU IIUTOXPOMY
P450. Takum 9ynHOM, BUTAATTINTHH, HAWIMOBIPHIIIE, HE BIUTMBAE HA META0OIIYHUN
KJIIIPEHC OJIHOYACHO 3aCTOCOBYBAHUX JIIKAPCHKUX 3ac00iB, M0 METa0OIi3yIOThCS
CYP 1A2, CYP 2C8, CYP 2C9, CYP 2C19, CYP 2D6, CYP 2E1 a6o CYP 3A4/5.

Busedenns. Tlicist mepopansHoro mpuitomy [4CJ-Bingarainruny npuémmsHo 85 %
JI03M BUBOJIUTHCA 13 cedero 1 15 % no3u — 3 kanmom. HupkoBe BUBEIeHHS HE3MIHCHOTO
BUIIArMINTHHY CTaHOBUTH 23 % mepopanbHO mpuidHATOI fgo3u. [licns
BHYTPIIIHEOBEHHOTO BBEJICHHSI 3/I0POBUM JOOPOBOJIBIISIM 3aralbHUH IJIa3MOBHIA Ta
HUPKOBUH KITIpEHC BULAATTINTAHY CTaHOBUTH 41 11 Ha roauHy Ta 13 1 Ha ToAMHY
BimmoBigHo. CepenHili TepioJg HAMIBBHBEICHHS TICJIS BHYTPINTHHOBCHHOTO
BBEJICHHA CTAHOBHUTH MpHONMM3HO 2 ToauWHU. llepion HamiBBUBEACHHS IMICIIS
MEPOPATBHOTO MPUIOMY CTAHOBHUTH MPUOJIM3HO 3 TOMHH.

Jinitnicmo/neninitinicms. MakcuMmanbHa KOHIEHTpalliss y 1wiazMi KpoBi (Cpax)

BUIAArTINTHHY Ta TIUIOIIA MiJ KPUBOK KOHIEHTpauis B miasmi/uac (AUC)
30UIBIIYIOTBCS Maibke MPOIMOPLINHHO 031 Yy BCbOMY Jliama3oHi TeparneBTUYHUX
J03yBaHb.

Oxpemi epynu nayieHmis.

Cmamo. He cnocTepiranocst HisIKUX BiAMIHHOCTEH y (papMaKOKIHETHIIl Mpernapary
y 3740pOBUX 1OOPOBOJIBIIB YOJIOBIYOi Ta MIHOYOI CTaTi pi3HOTO BIKy Ta 3 Pi3HUM



innexcoM macu tia (IMT). Iari6inis DPP-4 BimgarninTHHOM He 3a€KHUTh B CTaTI
narfiexTa.

3axsoprosanns neuinky. BinuB nopymeHHs QyHKLIT IeUiHKKA Ha (papMaKOKIHETUKY
BUIAATTINTHHY JIOCHIIKYBaBCsl y TMAII€HTIB 13 HE3HAYHHMH, TOMIpHUMHU Ta
CepHO3HUMU MOpYLIEHHAMHU (YHKILIT NMeviHkH 3a Ki1acudikauiero Yainga—I1’to (Bin
6 17 He3HAYHOTo 710 12 /Ui cepilo3HOTO MOPYIIEHHS) MOPIBHAHO 3 MAlliEHTaMHU 3
HOpMaJIbHOIO (DYHKII€I0 TeuiHKW. EKcrmosumis BUINATTINTHHY Micias HpuiioMy
pa3oBOi 103U y MAaLI€HTIB 3 HE3HAYHUMHU Ta MOMIPHUMH MOPYIIEHHAMH (YHKIIIT
nevinku Oyna 3HmwxkeHow (Ha 20 % Ta 8 % BIAMOBIAHO), TOMI SK EKCIIO3MUINiS
BUIIArIINTHHY Y TAlLI€HTIB 13 CEpHO3HUMU MOPYIIEHHAMH 301bIyBanacs Ha 22 %.
MaxkcuManbHa 3MiHa (30UTbIIEHHS a00 3MEHIIEHHS) €KCMO3UWIlli BUIIATTiNTHHY
cranoBuna npubiau3Ho 30 %, mo He BBaXKAETHCS KIIHIYHO cyTTeBUM. He Oyno
BUSIBJICHO 3aJIEKHOCTI MK TSDKKICTIO MOPYILICHHS (DYHKIT MEYiHKA Ta 3MiHAMH
eKCHO3ULIT BUIIATTINTHHY.

3axsoprosanna nupok. Binkpure nociikeHHS 3 0araropa3oBUM 3aCTOCYBAaHHSIM
npemapaty Oylio MPOBENEHO 3 METOI OIlHKM (apMaKOKIHETUKH HAWHIKINX
TepaneBTUYHUX 7103 BULAarIinTHHy (50 Mr oauH pa3 Ha 100y) y MaLi€HTIB 3 pi3HUM
CTyHEHEM XPOHIYHOIO MOPYILIEHHs (YHKII HUPOK, I10 BU3HAYABCS 32 KIIPEHCOM
KpeaTuHiHy (Jierke mopyieHHs ¢yHKuii HupoKk — Bix 50 mo < 80 Mi/XB, moMipHe
nopyueHHs QyHkuii Hupok — BiJ 30 10 < 50 MuI/XB Ta TSDKKE MOPYIIEHHS (QYHKIIIT
HUPOK — < 30 MJI/XB), OPIBHSHO 3 KOHTPOJIHOIO TPYIIOI0 YYACHUKIB JTOCIIIXKEHHS
3 HOPMAJILHOIO (DYHKIII€I0 HUPOK.

V natieHTiB i3 HE3HAYHUMHM, MMOMIPHUMH Ta CEPHO3ZHUMH NOPYLICHHSAMHU (YHKIII1
Hupok AUC BiaariinTiuHy 3011b1IyBajgacs MOPiBHAHO 3 MAI[lEHTaMH 3 HOPMAJIbHOIO
¢yukuiero Hupok. Ilokasuuku AUC wmerabomitiB LAY151 Tta BQS867
301IbLIYBaIKCA B CepeAHbOMY pUOIM3HO B 1,5, 3 Ta 7 pa3iB y Nalli€HTIB 3 JIETKUM,
MOMIPHUM 1 TSDKKUM TMOPYIIEHHSIM (QYHKLIT HUPOK BiamoinHo. [leski qaHi 1mozo
MAIIEHTIB 3 HUPKOBOIO HeAOCTaTHICTIO B TepMiHanbHil ctaaii (HHTC) nokasyroTs,
10 €KCIO3UIis BUIJArTINTUHY NOJIOHA 0 €KCIO3UIil Mpernapary y Mali€HTiB 3
TSOKKUM nopymeHHaM ¢yHkuii Hupok. Konuentparii LAY 151 O6ynu npubausHo B
2-3 pa3u BULIMMH, HIK Y MAIE€HTIB 3 TSHKKUM HOPYILICHHAM (YHKIIT HUPOK.
BingarminTiH BHBOJUBCS 3 OpraHi3My 3a JOMOMOTOI0 reMojializy B OOMeKeHil
kinbkocTi (3 % mpoTsaroM 3—4-roIMHHOTO reMo1iami3y, SIKuil TOYMHAIN TPOBOJAUTH
yepe3 4 TOAMHU MicIs 3aCTOCYBaHHS Mpenapary).

Tayienmu nimuvoeo 6ixy. Y 3M0pOBUX MallieHTIB (BikoMm Bix 70 pokiB) 3araibHa
excrnio3uuis Burgarnintuny (100 Mr ogun pa3 Ha 100Yy) 30ublryBanacs Ha 32 %, a
MaKCHUMaJlbHa KOHILIEHTpAIlis B Mia3Mi KpoBi — Ha 18 % MOPIBHAHO 3 MOJOAILIUMHU
3I0pOBUMU JT0OPOBOIBISMU (BikoM Bif 18 mo 40 pokiB).

Ili 3MiHM, OJHAK, HE BBAXAIOTHCA KIIHIYHO 3Hauymmmu. [Hridimis DPP-4
BUIAATTINTHHOM HE 3aJIEKUTh BiJI BIKY MaIlI€HTIB Y TOCIIHPKYBaHUX BIKOBHX IpyIax.
Paca. O6GmexxeHi naHl cBi4aTh HpO Te, L0 pPacoBa MPHUHAIEKHICTb HE Mae
3HAYYIIOT0 BIUIUBY Ha (papMaKOKIHETUKY BUIIATTINTHHY.

Kuiniuni XapakTepucTUKH.

Ilokazannsa.

JlikyBaHHS JOPOCIIUX MAIIEHTIB 3 IyKPOBUM fAiabeToM Tuiy II.

SIx MOHOTEpAITif:

— IS TAI€HTIB, y SKUX 3aCTOCYBAaHHS TUIBKM JI€TH Ta (PI3UUHUX BIpaB HE
3abe3mneuye JOCTaTHHOIO KOHTPOJIIO, a TAKOXK JJIS MAI€HTIB, Y SIKUX 3aCTOCYBaHHS



MET(QOPMIHY BBAXKAETHCS HEMPUIHATHUM dYepe3 HasBHICTh MPOTUIIOKa3aHb abo
HETMEePEeHOCUMOCTI.

VY cknazi moBiHOT epopanbHOi Teparii B KoMOiHaIii 3:

— MeThOpMIHOM JJisi TAIEHTIB 3 HEJOCTATHIM TIIKEeMIYHUM KOHTpPOJEM,
HE3BaXKAI0OUM Ha 3aCTOCYBAaHHS MaKCHUMAaJbHO MEPEHOCHUMOI J03H MpH MPOBEICHHI
MOHOTeparii MeThopMiHOM;

— CyJb(GOHIIICEYOBUHOIO AJIs MAIIEHTIB 3 HEJIOCTATHIM TIIKEMIYHMM KOHTPOJEM,
HE3BAXXAIOUM  HAa  3aCTOCYBaHHA  MAaKCUMaJbHOI  MEPEHOCHMOi  J103H
CyAb(OHIICEYOBUHH, Ta JUI MAI[€HTIB, IS SKHX 3aCTOCYBaHHS MeET(HOpPMiHY
BBAXKA€THCS HEIPUMHATHUM Uepe3 HassBHICTh IPOTUIIOKA3aHb a00 HEIEPEHOCHUMOCTI,
— Tia30JIAMHIIOHOM JJIsl MAII€HTIB 3 HEIOCTATHIM TIIKEMIYHUM KOHTPOJEM, JUIS
SIKMX 3aCTOCYBaHHS Ti1a30J11IUH/IIOHY BBAXKAETHCS IPUUHATHUM.

V cknazi noTpiitHoi nepopaiibHOi Teparmii B koMOiHamii 3:

— CyJb(OHIICEYOBUHOIO Ta MeT(HOPMIHOM, KOJIU Ai€Ta i (i3uyHi BIPaBU pa3oM 3
MOJBIHOIO TEpaMi€ro IUMU JIIKAPCHbKUMHU 3ac00aMu He 3a0€3MeUy0Th aIeKBaTHOTO
TIIIKEMIYHOTO KOHTPOITIO.

B xomOiHarii 3 iHcyiHOM (3 MeTdopMiHOM abo 6e3), Koiu JieTa Ta (pi3UYHI BIPaBH
pa3oM 3i CTaOLIBHOIO 103010 1HCYJIIHY He 3a0€3MeUy0Th a/IeKBaTHOTO TJIIKEMIYHOTO
KOHTPOJIIO.

IIpomunokaszanna.

Bimoma rinmepuyTnuBicTh A0 BUINATIINTHHY a00 A0 OyAb-sKOi JOMOMiXKHOI
PEUOBHHH.

B3aemooia 3 inwumu nikapcokumu 3acodamu ma inuii 6uOU 63aEmMo0iil.
BingarminTiH Mae HM3BKMW MOTEHINAN A B3a€MOJIi 3 1HIIMMH TperapaTamm.
OckinbKM BULAATIINTUH HE € cyOcTpatoM eH3umy nuroxpomy P450 (CYP) i ve €
iHri6iTopom abdo karamizatopom ensumiB CYP 450, To iforo B3aeMonis 3 IHIIMMHU
npernaparami, gKi € cyocrparamu, iHribitopamu abo KaTanizaTopamMH LIUX €H3UMIB,
MaJIOMMOBIpHa.

Kom0iHanis 3 moraiTa3oHoM, METQOpPMIHOM Ta TIi0ypuaomM

PesynbraTi 1ociiKeHb, IPOBEACHUX 3 [IMMHU NEPOPATBHUMH HMPOTUIIa0eTHUHUMHU
3aco0amu, He MOKa3alM KIiHIYHO 3HaYYII01 (hapMaKOKIHETUYHOI B3a€MOJIII.
Jurokcus (cyocrpar Pgp), Bapdapun (cyoerpar CYP2C9)

KniniuHi qocmikeHHs, IpoBeIeH] 3a y4acTIo 37J0pPOBUX 10OPOBOJIBLIIB, HE MTOKA3aJIH
KJIIHIYHO 3HauyI0i (papmakokiHeTHuHOi B3aeMo/ii. [IpoTe 11e He Oys10 BCTAaHOBJIEHO
B I[IJTbOBIH MOMYJIAIIIi.

Kom06iHanis 3 aMI0IUImiHOM, paMillpUIoM, BaJicapTaHOM ab0 CHMBAaCTaTUHOM
JlocnmipKeHHsT JIIKapCchKOi B3a€MOJIl 3a y4YacTIO 3JI0pOBHX JOOPOBOJIBIIB OYiH
MIPOBEIEH1 3 AMJIOUITIHOM, PaMiIpHIIOM, BaJICAPTAHOM 1 CUMBACTaTHHOM. Y IpoIieci
UX JOCT/KEHb IiCIs OJHOYAaCHOIO 3aCTOCYBaHHAX BKa3aHHUX INpenapaTiB 3
BUIAATTINTHHOM KIIIHIYHO 3HAYYIIHUX (hapMaKOKIHETUYHUX B3a€MOJI BUSBICHO HE
Oys1o0.

SIKk 1 y BUNAAKy 3 IHIIMMHM HEepOpPAJbHUMH NPOTHAIa0ETUYHUMH JIKapChKUMHU
3aco0amMM, TEBHI aKTHBHI DPEYOBHMHH, BKJIIOYAIOYM Tia3uaM, KOPTHUKOCTEPOiIH,
npernapatd TOPMOHIB IIMTOBUAHOI 3aJ03W Ta CHUMIATOMIMETHKH, MOXYTb
3MEHIIYBaTH TiMOTTiKeMIYHUN ePeKT BULAATIINTHHY.

Ocobueocmi 3acmocyeanns.




I'minTap He € 3aMIHHUKOM 1HCYJIIHY JJIs 1HCYJIIHO3aJIe)KHUX nallieHTiB. [Ipenapar He
CJIiJ] 3aCTOCOBYBATH JJISl JIIKYBaHHS MAIli€HTIB 3 Aiadetom Tumy I abo niabeTnyHuM
KETOALUI030M.

Topywenus ¢yHxyii HUpoK

JlocBi 3aCTOCYBaHHS Mpenapary AJs JIKyBaHHS Mali€HTIB 3 TOMIPHUM a00 TSKKUM
MOpyIIeHHsM (YHKIIi HUPOK, a TaKOX MAII€HTIB 3 HUPKOBOI HENOCTATHICTIO B
tepminanbHiid ctaaii (HHTC) na remomiamizi oomexxenuit. Tomy 3acTocyBaHHS
npenapaty ['inTap He peKOMEHI0OBaHO LIUM IpyIaM MaIli€HTIB.

Topywenns ¢pynxyii nevinku

I'minTap He peKOMEHIOBAHUM MJI 3aCTOCYBaHHA Malll€eHTaM 3 TOPYIIEHHSIMH
GyHKUI{ MEeYiHKH, y TOMY YHCIi Hali€HTaM, y SKUX 10 JiKyBaHHS piBeHb AJIT
(amaninaminorpancdepasmn) abo ACT (acmapraraminorpancdepasu) OiabIie HIXK Y 3
pas3u MepeBHIyBaB BEPXHIO MEKY HOPMHU.

Konmponyw pienie ghepmenmise neuinku

Pinko moBigomiisiocs mpo nopyieHHs (GpyHKIT Ne4iHKU (BKIIOYAI0UH TenaTur). Y
TaKMX BHIAJKaX Yy TAII€HTIB Mepedir yCKIagHeHHs OyB MepeBa)XHO
0e3CMMITOMHUM, 0€3 KIIHIYHUX HACHIJIKIB, & TTOKa3HUKU TECTIB (QYHKIIII MeYiHKA
(TOIT) micns NpUNUHEHHS JIIKyBaHHS MOBEPTAINCS 10 HOpMaJbHUX piBHIB. Ilepen
MOYaTKOM JIiKyBaHHs mpenaparoMm [minrap ciix npoogutu TOIT 3 meroro
BU3HAUEHHS y TaAIll€HTa BHUXIJHUX MOKa3HHKIB. CIiJ TPOBOAUTA MOHITOPUHT
pesyabTariB TOII mig yac JiKyBaHHS NpenapaToM MPOTATOM MEPLIOro POKY
JIKYyBaHHS 3 1HTEPBAJIOM OJMH pa3 Ha TPU-YOTHUPU MICsIl, a TAaKOX MEPIOJAUYHO
Ti3HIIIe.

V nari€eHTiB, y SIKUX CIIOCTEpiraycs MiABUILEH] PiBHI TpaHCaMiHa3, CIIiJI TPOBOIUTH
MOBTOPHUI MOHITOPUHT (PYHKIIT MEUIHKH JJIs IATBEPKEHHS pe3yJIbTaTiB, a TAKOXK
MOJAJIbIIUKA MOHITOPUHT 3 YaCTUM MPOBEACHHSIM TecTiB (YHKIIT MEYiHKH, JTOKU
MOpYIIEHI PiBHI HE MOBEPHYTHCS 10 HOPMAJTbHUX MOKA3HUKIB. SIKIIO MiABUINEHHS
piBHs AJIT a6o ACT y 3 abo Oinblue pa3iB BUIIE 332 BEPXHIO MEXY HOPMH, TO
PEKOMEHAYEThCS MPUIMMHUTH JIKyBaHHS mpenaparoM [minrap. Ilanientu, y skux
BUHUKJIM KOBTSHHI a00 1HII O3HAKU MOPYIHIEHHS (YHKLII NEeYiHKH, MOBUHHI
NPUIIMHUTH 3aCTOCYBaHHs mpenapary [minrap. Ilicns mpunuHEHHS JiKyBaHHS
npernaparoM Ta HopMmautizauii pe3ynbratiB TOII nikyBaHHS BIATIINTHHOM HE CIij
PO3MOYHUHATH 3HOBY.

Cepyesa neoocmamuicms

KniniyHe nocmipkeHHsT 3aCTOCYBaHHS BUINATNIINTAHY —TAIllEeHTaM 3 CeplEBOIO
HE/I0CTATHICTIO

I-IIT ¢yskumionaneHux KiaciB 3a kinacudikaniero NYHA (dyHkuioHambHa
Kiacudikaris HL}O-ﬁOpKCLKO’l‘ Acomianii KapgionoriB XpoHIYHOI ceprieBoi
HE/I0CTAaTHOCTI) TIOKAa3aJI0, 0 JIKyBaHHS BULAATIINTHHOM HE MOB’s3aHE 31 3MiHOIO
¢yHKUii J1IBOro IITyHOYKa abo0 3 MOTIpHIEHHSM HasBHOI 3acTiiHOi cepreBoi
HezpoctatHOCTI.  KUliHIYHMH — JOCBiA  3aCTOCYBaHHsS MAllieHTaM 3  CEpLEBOIO
HenocratHicTio Il ¢yHkuioHampHOrO Kiacy 3a kiacugikaniero NYHA Bce mie
0OMEKEHH, a pe3yJIbTaTH HEe MEePEKOHIIMBI.

JlocBiz 3acTOCYyBaHHS BUITATTINTHHY MiJ Yac KIIHIYHUX JOCTIKEHb MAaIlieHTaM 3
cepleBoro HemocTatHicTIo [V yHKIIOHanbHOTO Kiacy 3a knacudikaniero NYHA
BIJICYTHil, TOMy 3aCTOCOBYBATHU MpenapaT UM Mali€eHTaM He peKOMEHIYEThCA.
Po3znaou 3 6oky wkipu



VY MOKIIHIYHUX TOKCHKOJOTIYHUX JOCTIDKEHHSX MOBIJOMIISIIOCS PO BUIAAKH
Ypa)KEeHHS HIKIpH, BKITIOYAI0UU YTBOPEHHS MyXHUPiB Ta BUPA30K HA KIHI[IBKAX Y MaBIl.
Xoua B X0l KJIIHIYHMX JOCHIUKEHb HE OyJO BiJ3HAYEHO 301IbIIEHHS YacCTOTH
YpaKEHHS ILKIpH, JOCBI[ 1010 YCKIaJHEHb 3 OOKY IIKIpU Y MAIi€HTIB 3 IyKPOBUM
niabeToM OOMEXKEHHUIA.

Kpim Toro, y moctMapKeTHHTOBUI NIEPi0/1 3aCTOCYBAHHS MIPENapaTy MOBIIOMIISIIOCS
PO BUMAJKU OyJIbO3HOTO Ta €KC(HOIIaTUBHOTO YPaXKEHHSI LIKIPH.

TakuM 4MHOM, BIJMOBIJHO /0 CTAHAAPTHOTO JOTJIATY 32 MalliEHTaMU 3 IIyKPOBUM
niabeToM PEKOMEHIYETbCS CIOCTEPE)KEHHS Ul BUSBJICHHS IMOpPYLIEHb 3 OOKY
HIKipH, TAaKUX SIK YTBOPEHHS MyXHUPiB a00 BUPaA30K.

Ilankpeamum

3acrocyBaHHa mnpemnapary [JinTap mHOB’S3aHO 3 PU3MKOM PO3BHTKY TOCTPOTO
naHkpeatuty. [lamienTy noBuHH1 OyTH NMPOoiH(HOPMOBaHI PO XapaKTEPHI CUMITOMHU
TOCTPOTO MAaHKPEATHUTY.

SIKIIIO MiIO3PIOETHCS PO3BUTOK MMAHKPEATUTY, 3aCTOCYBaHHS Mpenapary [ intap He
CIIiJ TPOJOBXKYBAaTU. Y pa3i MIATBEPIKEHHS [iarHO3y TOCTPUN NaHKPEaTHT
3aCTOCYBaHHS JIKapChKOro 3aco0y [minrtap He ¢iIil HOHOBIIIOBATH.

TI'inoanikemis

3acrocyBaHHS CyJIb()OHUICEUOBHUHM, SK BIJIOMO, NPU3BOAUTH A0 PO3BUTKY
rinormikemii.  Ilamientn, ski  oTpuMyloTh [mintap y  koMOiHamii 3
CyIb(OHIICEYOBUHOI, MOXYTh OyTH CXWJIBbHI IO PO3BUTKY rinoriikemii. Takum
YMHOM, JUI 3HIKEHHS PHU3UKY PO3BUTKY TiNOIIIKEeMii MOMIJIHMBE 3aCTOCYBaHHS
OUTBII HU3BKUX 7103 CYJIb(OHIJICEUOBHHH.

Tnwi

Jlo cknagy mnpenapary [minTap, TaOneTku, BXOAWTH JakTo3a. [lamieHtam i3
PIAKICHUMH CIIaIKOBUMH CTaHAMU: HENEPEHOCUMICTIO JIAKTO3H, Ae(DillUTOM JIaKTa3u
Jlanma a0®o ManbaObcopOLi€r0 TIIIOKO3M Ta TalakTo3u — mpemapar [minTap
IIPOTUIIOKA3aHUMN.

3acmocysanns y nepioo eacimmocmi abo 200y8anus 2py0oio.

BariTtHicTb

JloTenep HeMae BiANOBITHUX JOCITIJDKEHb 3aCTOCYBAaHHs BUINATIINTHHY BariTHUM
KIHKaM.

JlocmipKeHHsT Ha TBapHMHAX BUSBWIM  PENPOAYKTUBHY TOKCHYHICTH IpH
3aCTOCYBaHHI BHMCOKMX 103 mpenapaTy. IloTeHIIMHUN pHU3UK AT JIIOJUHH
HeBigomuid. Yepe3 BiCYTHICTh JAHUX BUIATNIINTHAH HE CIIiJ] 3ACTOCOBYBATH ITiJT 4ac
BariTHOCTI.

Ilepioxa rogyBaHHs rpy IO

Heginomo, 4u npoHUKae BUIAATIINTHH y TPyAHE MOJIOKO. J[OCiPKeHHS Ha TBApHHAX
BUSIBWIM HAsBHICTh BUIATTIINTHHY B MOJIOL TBapuH. [ nintap He ciif npu3HayaTH
KIHKaM, SIKi TOYIOTh TPYIJII0.

@epTUIbHICTD

JlocnmipkeHb OO0 BIUIMBY HpemnapaTy [uintap Ha (QepTHIBHICTb JIIOJUHH He
MIPOBOIMIIOCS.

30amuicms enauseamu Ha wEUOKICMb pearkyii npu KepyeamHi asmompaHcnopmom
abo THWUMU MEXAHIZMAMU.

JlocmipKeHHs 1I0J10 BIUIMBY NpemnapaTy Ha 3JaTHICTh KepyBaTH aBTOMOOLIEM Ta
MpAaIoBaTH 3 IHIIMMH MeXaHi3MaMH He mpoBoauaucs. IlamiedTu, ski Big4yBalOTh




3araMOPOYEHHs, HE TOBUHHI KEPYBAaTH aBTOTPAHCIIOPTOM a00 MPALIOBATH 3 IHIIUMHU
MeXaHi3MaMH.

Cnoci6 3acmocyseannsa ma 0o3u.

ITpu 3acTocyBaHHI SIK MOHOTeparii, B KoMOiHa1lil 3 MeThopMiHOM, B KOMOiHamii 3
Tia30JI1AMHII0HOM, B KOMOiHalii 3 MeT(hopMiHOM Ta CyJb(OHIICEUOBUHOIO ab0 B
KoMOiHaii 3 iHCYJiHOM (3 MeTdopmMiHOM abo 06e3) pekoMeHaoBaHa A000Ba J103a
npenapary [mintap craHoButs 100 Mr, siKky po3auisitoTe Ha ABa npuiiomu: 50 Mr
BpaHui Ta 50 Mr BBeUepi.

IIpu 3acrocyBaHHI y ckjiaai MojaBiHHOI koMOiHamii 3 CyJIb(OHIICEYOBUHOIO
peKoMeHa0BaHa Jjo03a npemnapary [mintap craHoBuTh 50 Mr oauH pa3 Ha A00y,
BpaHui. Y mii nomynsnii namientis 'minrap y 1031 100 mr Ha 100y OyB He OuIbII
epexTUBHUM, HiXX [ minTap y 1031 50 Mr oauH pas Ha 100y.

ITpu 3acTocyBaHHI B KOMOIHAIli1 3 CYJIb()OHIICEHOBUHOIO 3 METOIO 3HUKEHHS PU3UKY
PO3BHUTKY TIMOTTIKEMii MOXKIIMBE 3aCTOCYBaHHS HU3bKUX J103 CYJIb()OHIICEUOBUHH.
[TepeBumryBaTtu 103y npenapaty 100 Mr He peKOMEHI0BaHO.

V pasi nponycky npuiioMmy n03u npenapary ['nminTap ii cinig npuiiHsaTu Binpasy, sk
TIIBKH MaLieHT 3ragae npo ue. [loasiiiHy 103y npenapaTy He ciif NpuiiMaTH B TOH
e JIeHb.

besneka Ta epekTUBHICTh BUIAAMTINTUHY Y CKJIA1 HOTPIHHOI NEpopanbHOi Teparii B
KoMOiHaIii 3 MeT(hOpMiHOM Ta Tia30JIIJUHIIOHOM HE BCTAHOBIJICHI.

Jo3yeanns ona nayicumis 3 nopyueHHAMUY QYHKYIT nedinky ado HUPOK

I'minTap He peKOMEHy€eThCsl 3aCTOCOBYBATH MallieHTaM 3 MOPYLICHHSAMHU (YHKIII1
MEYiHKH, B TOMY YHMCII MAIi€eHTaM, Y KHUX 710 JikyBaHHs piBeHb AJIT a6o ACT y 3
pa3u BUILMI 32 BEPXHIO MEKY HOPMH.

JU1s matieHTiB 3 OPYLIEHHIM (QYHKII{ HUPOK JIETKOTO CTyNEHs (KIpeHC KpeaTHHIHY
> 50 mu/xB) HeMae MOTpeOM y Kopekuii no3yBaHHs npenapaty [minrap. [ns
MAIl€HTIB 3 MOMIPHUMHM a00 TSHKKMMM MOpPYIIEHHAMU (YHKIII HHUPOK abo 3
HUPKOBOIO HenocTaTHicTIO B TepMmiHanbHiM cranii (HHTC) pexomenmoBana moza
npernapary cTaHoBUTh 50 Mr oJiuH pa3 Ha J00Yy.

Jo3yeanus ona nayicumis 1imHb020 GIiKy

JUnst matieHTiB BIKOM MOHA 65 pOKiB HEMa€e NOTPEeOH 3MIHIOBATH J03yBaHHS.
Cnocib 3acmocysanns

JU1st mepopasibHOTO 3aCTOCYBAHHS.

I'minTap MO>KHa 3aCTOCOBYBATH HE3AJIEKHO B MPUHOMY TXKI.

Himu. JliTsM Ta miamiTkam BikoM 70 18 pokiB 3acTocyBaHHA npenapary [ mintap He
PEKOMEHAYEThCS Uepe3 BiACYTHICTh TaHUX MO Oe3neKy Ta e(peKTUBHICTb.
Ilepedosyeanns.

Indopmaris momo nepeno3yBanHs Jikapcbkoro 3aco0y ['ninTap € oOMexeHoro.
Cumnmomu

Indopmariis mpo MOXKIMBI CUMITOMH HepeAo3yBaHHS Oyia oTpHMaHa B IpoIeci
JOCHIJUKeHHST NEepEeHOCUMOCTI  MiABMIIEHHA [JO03M 3a Y4YacTI0  3J0POBUX
JI0OpPOBOJIBIIIB, AKI OTpUMYBaIU BULIArminTuH npotsrom 10 nuiB. Ilpu no3zyBaHHi
400 mr criocTepiraiucs TpU BUMAAKH BUHUKHEHHS M’ SI30BOT0 0OJII0, @ TAKOXK KiTbKa
BUIA/IKIB JIETKOI Ta KOPOTKOYACHOI MapecTtesii, rapsdykd, po3BUTKY HAaOpSAKIB Ta
TUMYaCOBOTO MiJBUINEHHS piBHIB ninasu. [Ipu mosyBanni 600 mr y omHoro i3
JI0OpOBOJIBIIIB BUHUK HAOPSK HIT Ta PYK, 3HAUHE IiJBUIIEHHS piBHA (PochokiHazH
kpearuHiny (®KK), mo cynpoBomxkyBanocs minBumieHHsM piBHa  ACT,
C-peaktuBHOro Ois1Ka Ta Miorino6iny. Tpoe 70OPOBONIBLIB 1Li€l TPYNH MaIKd HAOPSK



000X HIr, 110 y JBOX BHUIAKaX CYNPOBOIKYBAJIOCS MapecTe3i€ro. Y i CUMITOMH Ta
MOpYLIEHHS TaOOPaTOPHUX MMOKA3HUKIB 3HUKAJIM MICIIs MPUIMHEHHS 3aCTOCYBaHHS
JOCIIIJIPKYBAHOT'O TIpenapary.

Jlixysanns

VY BUMaJKy nepeno3yBaHHs PEKOMEHI0BaHO MIPOBOIUTH MiATPUMYBAJIbHY Teparito.
BingarminTiH He BUBOAUTHCA TPU TEeMOJAiali3i, OJHAK OUIBIIICTH METabOMITiB
rigpomnizy (LAY 151) MoxHA BUIQTUTH 33 JOTIOMOTOIO TeMO/I1alizy.

Ho6iuni peaxuii.

VY xozi npoBeieHHsI KOHTPOIbOBAHUX JOCIIIKEHb TPUBAIICTIO HE MeHIIEe 12 THXKHIB
3a y4yacTio 3arajioM 3784 maiieHTiB, sKi IpUMaIy BULAATIINTHH Yy 1000Bii 1031 50
Mr (ouH pa3 Ha 100y) a6o 100 mr (o 50 mr 1Ba pa3u Ha 100y abo 100 mr oguH pa3
Ha 7100Yy), Oy/u oTpuMaHi AaHi 3 6€3MeKH 3aCTOCYBaHHA Mpenaparty. 3 IIUX Malli€HTiB
2264 maimieHTH OTPUMYBalW BUINATTINTHH SK MOHOTepamiro 1 1520 mamieHTiB
OTPUMYBAJIM BUIJATINTUH y TO€IHAHHI 3 IHIIMM JIIKAPCHKUM 3aco00M. 2682
NaIieHTH OTPUMYBAIH JIIKyBaHHA BUIIarminTuHoM y 1031 100 mr Ha 100y (abo mo 50
MT J1Ba pa3u Ha 100y, ado 100 Mr oauH pa3 Ha 100y), a 1102 namieHTH OTpUMYBAJIH
JKyBaHHS BUIIAMTINTUHOM Y 1031 50 Mr oJiuH pa3 Ha J100Yy.

binbiicte moOIYHUX peakiiiii, 0 BUHUKAIU MPH MPUHOMI BUIAATIINTHHY, OYyJIH
JIETKMMU 32 XapaKTepoM Ta TUMYACOBMMH 1 HE BUMarajiy MPUIMHEHHS JIKyBaHHS.
He Oyn0 BUsABIEHO 3B’SI3Ky MK PO3BUTKOM MOOIUYHUX peakiliii Ta BIKOM YH pacoro
nalieHTa, TPUBAJIICTIO MpUioMy IpenapaTy abo 1000BOI0 103010.

[ToBimomisIoCs: PO OKpEMi BHUIAIKU PO3BUTKY MEUYIHKOBOI TUCPYHKLIT (y TOMY
gyucni renatuty). Lli Bunaaku Oynu 3a3Buuail 0€3CMMIOTOMHUMH, 0€3 KIIHIYHUX
HacHiAKiB, a pe3ynpTatu TecTiB (yHKuii neuinku (TOII) micnsg npunuHEHHS
JKYBaHHS MOBEPTAIUCS 10 HOPMAJIbHUX. 32 JAHUMHU KOHTPOJIBOBAHUX JOCIIIKEHb
MOHOTEpaIii Ta J0AATKOBOI Teparii TPUBAIICTIO 10 24 THXKHIB, YaCTOTA MiABUILICHHS
piBHIB AJIT a6o ACT y > 3 pa3u BiJl BepXHbOT MeKi HOpMH (OyJI0 BUSBIEHO B XOI1
JIBOX TIOCTIJOBHUX BUMIPIOBaHb a00 IMiJ1 4ac 3aKJIFOYHOTO Bi3uUTy) ctaHoBmia 0,2 %,
0,3 % Ta 0,2 % y pa3i 3acTocyBaHHs BULAAMIINTHHY B 1031 50 Mr oauH pa3 Ha 100y,
IBiul Ha a00y Ta 3acTOCYBaHHA BCIX IpenapariB MHOPIBHSAHHS BiATOBIAHO.
[TigBuiieHHss piBHIB TpaHcaMmiHa3 OylIM MEpPeBaKHO OE3CMMITOMHHUMH, He
IporpecyBaiy Ta He OyJiu MOB’s3aH1 3 X0JIEeCTa30M a00 KOBTSHUIICIO.

ITooanHOKI BUMA KK aHT1OHEBPOTUYHOTO HAOPSKY, MPO SIKi MMOBIIOMIIEHO Yy 3B’SI3KY
13 3aCTOCYBaHHSAM BUINATTINTHHY, CIOCTEPIralucs 3 TaKOK X YacTOTOIO, SIK 1Y
KOHTPOJIbHIN rpymi. bibin BUCOKUI BiICOTOK TaKUX BHUIAKIB CIIOCTEpIraBcs y Tii
rpymi, J€ BUIJArdinTUH 3acTOCOBYBAaBCS y KOMOiHamii 3  iHribiTopom
aHrioTeH3uHNepeTBoproBaibHOrO  (¢epmenty (AIlD). Binbmiicts sBum  Oynu
JIETKMMU 32 TSKKICTIO Ta MUHAIU Ha (DOHI 3aCTOCYBAaHHS BUIIATTIIITHHY.

IToGiuHi peakiii, 0 CHOCTEPIragucs MPOTATOM MOABIHHMUX CIIMUX JOCTIKEHb Y
MAI€HTIB, K1 NpUAMalK Mpenapar BUIJArIINTHHY SK MOHOTEpAIilo Ta y CKIaai
KOMOIHOBaHOI1 Tepartii, BKa3aHi HIKYe [l KOXKHOTO MTOKa3aHHsI 33 KJIACOM CUCTEMHU
OpraHiB Ta abCOJIIOTHOIO YacTOTOI0. YacTOTa BH3HAYAETHCS TAaKUM YMHOM: JIy)Ke
gacto (> 1/10), gvacto (> 1/100, < 1/10), Heaacto (> 1/1000, < 1/100), piako (> 10000,
< 1/1000), nyxe pigko (< 1/10000), HeBigoMa yacToTa (He MOXe OyTH OlliHEHA Ha
OCHOBI HasIBHUX JaHUX). Y KOXKHIN 00’ €IHaHIH 32 4acTOTOIO Ipymi HebaXkaH1 peakiii
NPEJICTaBICHI y MOPSAIKY 3MEHIIEHHS CEpHO3HOCTI.



Monomepania _npenapamom gindaeninmuny. I1o6iuH1 peakuii, 3apeecTpoBaHi y
MAI€HTIB, AKi OTPUMYBAIM BUIIATTINTHH B 1031 100 Mr Ha 700y sIK MOHOTEparito, y
npolieci MpoBeAeHHS NOABIMHUX cainux nochimkeHs (N = 1855).

Ingpexyii ma ineazii: nixe pinko — iH(QEKUis BEPXHIX IUXANbHUX IIIAXIB,
Ha30(apuHTIT.

3 6oky 06MiHY peuo6uH: HEYACTO — TIMOTIIKEMIs.

3 60Ky HepBosoi cucmemu: 4aCTO — 3aIIaMOPOYCHHS; HEUACTO — T'OJIOBHUH O1JIb.

3 boky cepyego-cyounnoi cucmemu: He4acTo — nepudepudHi HAOPSKU.

3 60Ky WLIYHKOBO-KUWKO8020 MpaKmy: HEYacTo — 3aIriop.

3 60Ky KicmKko60-M 306801 ma cnoyuHoi cucmemu: He4acTo — apTPaTis.

3 60Ky wiKipu: MOXIIUBI peakiii TinepyyTIUBOCTI.

Onuc okpeMuX NOOIYHUX PEAKIIIH.

Y KOHTPOJIBOBAHUX JOCIIPKEHHSIX MOHOTEparii BUIJArIinTHHOM 3arajibHa 4acToTa
BUIIA/IKIB JOCTPOKOBOT'O MPUITMHEHHS JIIKYBaHHS 4yepe3 MOosIBY HeOakaHUX peakxiliif
He Oyna OLIBIIO0 Y MAIIEHTIB, SIKI OTPUMYBAIX JIIKYBaHHS BUIJArTINTHHOM Y 7031
100 mr Ha 106y (0,3 %), HIX y MawLieHTiB, ki oTpuMyBanu miaunebo (0,6 %) abdo
npenapaty nopisHsaHHA (0,5 %).

Y  NOpiBHSAJIBHUX  KOHTPOJBOBAHUX  JIOCHIKEHHSX MOHOTepamii BHUIAJKH
rinormikemii, mo Oynau HedacTumH, croctepiranucs y 0,4 % (7 3 1855) narrienris,
SK1 OTPUMYBAJIHU JIIKyBaHHs BUIIATIinNTHHOM B 11031 100 Mr Ha 100y, nopiBHsHO 3 0,2
% (2 3 1082) mawi€eHTIB y rpymi JiKyBaHHS aKTUBHUM IIpenapaToM NOPiBHIHHS 200
iane0o, 6e3 cepiio3HUX a00 THIKKUX SBUII.

VY KIHIYHUX TOCTIHKEHHSX, KOJIH BUTIArIinTyH B 1031 100 Mr Ha 700y npu3HayaBcs
SK MOHOTEparisi, Maca Tijla TMAIi€HTIB HE 3MIHIOBAJIacsl MOPIBHSHO 3 BUXITHUM
piBHeMm (—0,3 kr Ta

—1,3 Kr npu 3acToCyBaHHI BUIAAMMINTHHY Ta I1a11e00 BIAMOBIAHO).

KninigHi mocmigKeHHs] TPUBATICTIO 0 2 POKIB HE BHUSIBIIIA HISIKHX JOJATKOBHX
O3HaK Hebe3mnekH a0o Henepes0aueHUX PU3HKIB Y pa3i MOHOTEpaIlii BUIIATTINTHHOM.
Kowmbinayia npenapamy 3 memeopminom. TloOiuHi peakxiii, 3apeecTpoBaHi Yy
MAI€HTIB, Kl OTPUMYBaIU BuAarminTuH y a03i 100 mMr Ha o0y B KomOiHaIii 3
MeT(HOPMIHOM, Y TIPOIIeCi MPOBEACHHS MOABIMHUX CIINMUX HochikeHb (N = 208).

3 6oky 06MiHY peuo8uH: 1acTO — TIMOTIIKEMIs.

3 boky Hepeogoi cucmemu: 4aCTO — TPEMOp, 3aIAMOPOYEHHS, TOJIOBHHH Oijb;
HEYaCTO — CTOMJICHHS.

3 60Ky WIYHKOBO-KUWKO8020 MpAKmYy: 4acTO — HYA0TA.

Onuc okpeMux NOOIYHUX PEAKIIIH.

Y mporeci TpoBeNeHHS KOHTPOJIBbOBAHUX KIIHIYHUX JIOCHIIKEHb KOMOIHAIii
BiarminTuHy B A031 100 mr Ha 100y 3 MeT(GOpMIHOM HE MOBIIOMIISIIOCS MPO
BIIMIHY JIKYBaHHS dYepe3 MOsBY HeOaXaHMX peakUid Hi B Ipymi JIKyBaHHSI
BijmarainTiHOM B 1031 100 mr Ha n00y + MeTgopmiHOM, Hi B rpymni npuiiomy
wiane6o + Merhopminy.

Y mpoueci TNpOBENEHHS KIIHIYHUX  JOCTIDKEHb BUIAJKHA  TIMOTIIKeMIi
CIOCTEpIrajycs 4acTo y Mali€HTiB, KI OTPUMYBAJIM BIAArIinTHH y 1031 100 Mr Ha
100y B koMbOiHalii 3 MeTdopmiHoM (1 %) Ta HeyacTo y MaIi€HTIB, SKI OTPUMYBAJIH
mwiane6o + merdopmin (0,4 %). YV rpymnax npuiioMy BUIIArIiNTHHY HE OyIo
3apeecTPOBAHOI0 JKOHOTO BUMAAKY TSKKOI T1MOTITIKEeMIi.

VY mpotieci KIHIYHUX JOCIIPKEHb MPU 10/1aBaHH1 10 MET(HOPMiHY BULIATIINTHHY B
no3i 100 mr Ha 100y Maca Tijla MAIi€eHTIB HE 3MiHIOBalacs MOPIBHIHO 3 BUXITHUM




piBHeM (10,2 xr Tta —1,0 Xr y rpymni npuiiomy BUINATrJIINTHHY Ta Tpymi OpuiioMy
mIane0o BiAMOBIIHO).

VY npoueci npoBeeHHs KIIHIYHUX JAOCIHIPKEHb TPUBAIICTIO 710 2 POKIB 1 Oijblle He
OyJ0 BUSBIEHO J>XOJHUX JOJAaTKOBUX O3HAaK HeOe3neku abo HemepeadadyeHUX
PH3UKIB y pa3l 10/laBaHHs BULAATIINITHHY 10 MET(HOPMiHY.

Kowmbinayia npenapamy i3 cyivgonincewosunoro. ITo0iuHI peakiiii, 3apeecTpoBaHi
y TAIl€HTiB, SKi OTPUMYBaJIM BUIAArminTHH y nA031 50 Mr B KomOiHamii 3
Cynb(OHIIICEYOBHHOIO, Y XOJi MPOBEACHHS MOABIMHUX CIIMUX AoCHiIxeHb (N =
170).

Ingpexyii ma ineasii: nixe piaAKo — Ha30(APUHTIT.

3 6oky 0bMiHY peuo6uH: 1acTO — TIMOTIIKEMIs.

3 boky Hepeosoi cucmemu: 4aCTO — TPEMOpP, 3alIAMOPOYEHHS, I'OJOBHUH OiJb,
acTeHisl.

3 60Ky WIYHKOBO-KUWKO8020 MpaKmy: HEYacTo — 3ariop.

Onuc okpeMux NOOIYHUX PEAKIIIH.

VY KOHTPOJIBOBAHUX KIIHIYHUX TOCIHIIKEHHSIX KOMOIHAIT BUIIATTINTHHY B 7031 50
MT Ta CyJb(OHIICEYOBUHU 3arajibHa 4YacTOTa BUMA/IKIB TOCTPOKOBOTO MPUITUHEHHS
JKyBaHHS Yepe3 NosABy HeOakaHuX peakiiit cranoBuia 0,6 % y pasi 3acTocyBaHHS
KoMOiHaIi1 BULAarminTuHy B 031 50 Mr i3 cynbgoHninceyoBuHoro mpotH 0 % B rpymi
JiKyBaHHS U1ane6o + cylb(OoHIICEUOBHHOIO.

V KIIHIYHAX TOCTIIKEHHIX YacTOTa BUIIAAKIB TIMOTIiKeMii, KOJIM BUIIATIIOTHH B
1031 50 Mr oztuH pa3 Ha 100y OyB JoJaHMi 10 TiiMenipuay, ctanoBuia 1,2 % npotu
0,6 % y rpym mnpuiiomy mnane6o + riaiMemipugy. Y Trpynax JiKyBaHHS
BUIAATTINTHHOM TsDKKUX BUITAJIKIB TIMOTIIIKEMIi 3apeecTpoBaHo He OyIio.

VY mporeci KIHIYHUX JOCIIIKEHb NP JT0JAaBaHHI 10 INIIMENipUIy BUIIATIINTHHY
B 11031 50 Mr Ha 100y Maca Tijia Malie€HTiB He 3MiHIOBAJIACS MOPIBHSIHO 3 BUXITHUM
piBHeM (—0,1 kr ta —0,4 kr y rpymni npuiiomy BUIZArJinTHHY Ta Tpymi OpuioMy
mIane0o BiIMOBIIHO).

Kowmbinayia npenapamy 3 miasonioundionom. I1o6iuHi peakuii, 3apeecTpoBaHi y
MAIIEHTIB, SKi OTpUMYBalu BingarminTuH B 1031 100 mr Ha o0y B komOiHamii 3
Tia30JIIJUHIIOHOM, Y TIPOLIEC] MPOBEIEHHS MOABIMHUX CTIMUX TociimkeHs (N = 158).
3 6oxy 0b6MmiHy peyosun: 4acTo — 301IBIIEHHS MAcH TiJia; HEUYACTO — TIMOTIIIKEeMisl.
3 boky Hepsosoi cucmemu: HEYaCTO — TOJOBHHMA O111b, aCTEHIS.

3 60Ky cepyego-cyOuHHoi cucmemu: 4acTo — nepudepruyuHi HaOpsKH.

Onuc okpeMux NOOIYHUX PEAKIIH.

VY mporieci KOHTPOJIBOBAHUX KIIHIYHUX JOCHIKEHh KOMOIHAIlT BUIIATTINTHHY B
1031 100 Mr Ha 100y Ta Tia30JiIUHAIOHY PO TOCTPOKOBE MPUITMHEHHS JIIKYBaHHS
yepe3 MOosIBY HeOaKaHMX peakliii He MOBIAOMIISIOCS HI B TPYMi JIKyBaHHS
BiAarminTuHOM B 7031 100 Mr Ha 100y Ta Tia307iAMHIIOHOM, Hi B TPYIIi JIKyBaHHS
1ane6o + Tia30iJUHI0HOM.

Y KIHIYHUX JOCTIPKEHHSX BHIIAJKU TIMOTIIKeMii CIOCTEpIiraaucs HE4YacTo y
MAIIEHTIB, SKi OTpUMYBadu BuigarminTuH + miormitazoH (0,6 %), ane yacto y
MAIE€HTIB, K OTpUMyBalu miamnebo + miormitazoH (1,9 %). Y rpynax jikyBaHHS
BUIAATTINTHHOM TsDKKUX BUIIAJIKIB TIMOTJIIKEMIi 3apeecTpoBaHo He OyIio.

VY nocmipKeHHI JOJaTKOBOI Tepamii 3 MIOINIITa30HOM a0CONIIOTHUIM TOKa3HHUK
3pOCTaHHs MacH TiJla [IPH 3aCTOCYBaHHI MJ1ane0o Ta BULIArainTuny B 1031 100 Mr Ha
no0y craHoBuB 1,4 Ta 2,7 Kr BiANOBIIHO.




BincotkoBa yacTka nepupepuyHux HaOpsIKiB, KOJU BUIIATTiNTUH y 1031 100 Mr Ha
7100y A0AaBajdM OO MaKCUMAaJbHOI J03M MIOIUIITAa30HY, SKHH 3aCTOCOBYBAJIM SK
(dboHOBHII penapar

(45 mr onuH pa3 Ha 100y), ctanoBuia 7,0 % nopiBHSAHO 3 2,5 % Mpu 3aCTOCYBaHHI
TIJIBKY MIOTJIITa30HY SK ()OHOBOTO Mpemnapary.

Kowmbinayia npenapamy 3 memgpopminom ma cyavgonincevogunoro. I1061uHi
peaxilii, 3apeecTpoBaHi y Nali€HTIB, IKi OTPUMYBAJIX BUIATIINTHH B 1031 50 Mr 1B14i
Ha 100y B KoMOiHaIii 3 MeTopMiHOM Ta cynbpoHiIceuoBrHOIO (N = 157).

3 6oky 06MiHY peuo6uH: 1acTO — TIMOTIIKEMIs.

3 60Ky Hepsosoi cucmemu: 4aCTO — 3aIIaMOPOUYCHHS, TPEMOD.

3 6oky wKipu ma niOWKIpHUX MKAHUH: 9aCTO — TIIEPTiAPO3.

3acanvui poznadu: 9acTo — acTeHisl.

Onuc okpeMux NOOIYHUX PEAKIIH.

IIpo BuUmajgku JOCTPOKOBOIO MPUIIMHEHHS JIKYBaHHS d4epe3 MOosBY HeOaxaHUX
peakiiif He MOBIJOMJISUIOCS Y TPYIi JIIKYBaHHS BULAATIINTHHOM + MeT(hopMiHOM +
riiMenipuaoM nopiBHgHO 3 0,6 % y rpyri JikyBaHHS miane6o + mMeTgopmiHOM +
TIIIMETIPUAOM.

Bunaaku po3BUTKY rinoriikemii Oy nourpeHi B 000X rpymnax JjikyBanus (5,1 %y
IpyIi 3aCTOCYBaHHs BUIIArMINTUHY + MeT(OpMiHY + IiliMenipuay nopiBHsHO 3 1,9
% y TpyIi 3acTOCyBaHHs Iu1anedo + MerdopMiny + raimenipuny). IIpo onne Tsoxke
SIBUIIIE TMOTIiKeMii OBIJOMIISUIOCS B TPYIIi 3aCTOCYBAaHHS BULIATIINTHHY.
Hampukinii gociiakeHHs BIUIUB Ha CepeHi MOKa3HUKU MacH Tijia 0yB HEUTpaIbHUN
(+0,6 xr y rpyni 3acrocyBaHHs Buinariaintuny Ta —0,1 Kr y rpymi 3acTocyBaHHS
mianeoo).

Kowmbinayia npenapamy 3 incyninom. HebaxxaHi peakiiii, 3apeecTpoBaHi y MaIli€HTiB,
AK1 OTpUMYBaJIM BiAarminTuH B 1031 100 Mr Ha 1o0y B KOMOiHAIl 3 1HCYIIHOM (3
MeThopMiHOM abo 0e3), y mpolieci MpOBEACHHs MOJBIMHUX CIIMHUX JOCTiIKEHb
(N=371).

3 60Ky 06MiHYy peuouH: 4acTO — 3HIKEHUH PIBEHb IIFOKO3U KPOBI.

3 6oxy Hepgosoi cucmemu: 9acTO — TOJOBHHUM 0111b, 03HOO.

3 60Ky WIYHKOBO-KUWIKOB020 mMpaxkmy: 4YacTO — HyAOTa, racrpoe3odareanbHa
pedrokcHa XBOpo0a; HeYacTo — Jiapesi, MeTEOPU3M.

Onuc okpeMux NOOIYHUX PEAKIIIH.

VY npoueci NpoBeIeHHS! KOHTPOJIbOBAHUX KIIHIYHUX JOCHIJKEHb 13 3aCTOCYBAaHHIM
BIJIArIiNTHHY B 1031 50 MT /1Ba pa3u Ha 100y B KOMOiHa1ii 3 IHCYJIIHOM, 13 CYIyTHIM
3acTOoCyBaHHAM MeT(hopMiHy abo Oe3, 3arajbHa 4acToTa BHIAJKIB JOCTPOKOBOTO
NIPUITMHEHHS JTIKYBaHHS uepes3 MosiBy HeOakaHuX peakiii cranosuia 0,3 % y rpymi
JIKyBaHHS BULAAIVIINTHHOM, TOJAI fK Yy TPYIi 3aCTOCYBaHHS Ianebo BHIAJAKIB
JOCTPOKOBOI'O TPHUIMHEHHsS JIKyBaHHS depe3 IMOsiBY HeOaXaHUX peaklid He
criocTepiraiocs.

Yacrora BUMAJKIB rinoriikeMii Oyia ofHaKoBOI0O B 000X rpymnax jikyBaHHs (14,0
% y rpyni JiKyBaHHS BUIJATJINTHHOM MOPIBHSAHO 3 16,4 % y rpymi 3acTOCyBaHHS
mwiane6o). [losBa TSHKKOTO SBHUINA TIMOTIIKeMii crocTepiranacs y 2 TAIli€HTIB 3
IpyMNH JIIKyBaHHs BUIIATTIINTHHOM Ta y 6 MaI€HTIB 3 TPYIH 3aCTOCYBaHHS U1ae6o.
Hampukinii gociiakeHHs BIUIUB Ha CepeHi MOKa3HUKU MacH Tijia 0yB HEUTpaIbHUN
(maca Tina 3MiHmIacs Ha +0,6 KT TOPIBHIHO 3 BUX1THUM piBHEM Y IpyIi JIKyBaHHS
BUIIArIINITHHOM Ta 3aUIIMiIacs 6e3 3MiH y TpyIli 3aCTOCYBaHHS 1J1ane6o).
Ilocmmapkemuneosuil 00csio.




3 60Ky WIYHKOBO-KUWKO8020 MpaKmy: 4acTOTa HEBIJJOMa — MAHKPEATHT.

3 boky eenamobiniapnoi cucmemu: 4acTOTa HeBiloMa — TenaTuT (00OPOTHHIA TiCs
NPUIIMHEHHA MPUHOMY JIKapChKOro 3aco0y), BIAXWICHHS (DYHKIIOHATbHUX
MEeYiHKOBUX Npo0 Biag HOpMH (OOOPOTHI MiCHs NPUIUHEHHS NPUHOMY JTIKapChKOTo
3aco0y).

3 60Ky wiKipu ma niOWKIpHUX MKAHUH: 9aCTOTa HEBiJJlOMa — KPOMIHUB’ THKA, OYJIhO3HE
Ta eKc(oIiaTUBHE YPAXKEHHS HMIKipH, BKIIOYAI0YH OYyIb03HUH neMpiroi.

Tepmin npuoamunocmi. 3 poxu.

YMoBHu 30epirannsi. B opurinanbHiil ynakosii, npu Temmneparypi He suiie 25 °C.
30epiratu y HEJJOCTYITHOMY IS 1iTEH MIiCITi.

YnakoBka. [1o 10 tabneTok y Gumictepi, o 6 6icTepiB B Maylli.

Kareropis Binmycky. 3a penenrom.

Bupoouuk. I[TAT «KuiBmennpenapar»

Micue3Haxo:keHHsI BHMPOOHHMKAa Ta MOro ajapeca Micusi TPOBAIKEHHS
TiITTBHOCTI.

VYkpaina, 01032, m. KuiB, Byn. Cakcarancekoro, 139.



