IHCTPYKIIA
JJIS1 MEIUYHOT0 32CTOCYBAHHA JIKAPCHKOro0 3ac00y

CIHUKAPII®
(SYNJARDY®)

Cknao:

ditoua pevoguna: eMnariti@ao3ut, MeTGpOpMiHy TiAPOXIOPU;

1 Tabnerka mictuth 5 Mr emnarmidao3uny Ta 1000 Mr metdopMmiHy TiIpOXIOpHLy, a00

12,5 mr emnarnigao3uny ta 1000 Mr MmeThopMiHy T1IpOXIOPHULY;

O00NOMIJICHI pe4OBUHU

tabaeTku 5 mr/1000 mr: Kpoxmaib KyKypyA3sSHHH, KOIOBIZOH, KPEMHIIO JIOKCHI KOJIOIIHUIN Oe3BOAHUH,
MarHiro cteapar, miiBkoBa o6osjonka Opadry® Yellow 02B220012;

cknao naiekoeoi obonouku Opadry® Yellow 02B220012: rinpomeno3a 2910, makporon 400, TuTaHy A10KCUA
(E 171), 3amiza oxcup sxoBtuii (E 172), Tanek;

tabaeTku 12,5 mr/1000 Mr: Kpoxmainb KyKypyA3siHUH, KOMOBIJIOH, KPEMHIIO TIOKCH]I KOJOiHUNA Oe3BOAHNUH,
MarHiro cteapar, miiBkosa obosonka Opadry® Purple 02B200006;

cknao naiekoeoi obonouku Opadry® Purple 02B200006: rinpomenosa 2910, makporon 400, TuTaHy A10KCUA
(E 171), 3amiza oxcun yopuuii (E 172), 3amiza okcun yepBonuii (E 172), Tanek;

Jlikapcbka ¢gopma. TabieTku, BKPUTI TITIBKOBOIO 000JIOHKOIO.

OcnosHi Qhi3uKo-XimMiuHi 61acmueocmi.

tabaetkn S mMr/1000 Mmr: oBasibHI, JBOOMYKJ TaOJETKH, BKPUTI IUTIBKOBOIO OOOJOHKOIO, KOPUYHIOBATO-
’KOBTOT'O KOJIbOPY, 3 TPaBiIOBaHHAM CHUMBOJY KommaHii «bepinrep Inrenpxaitm» Ta «S5» 3 ogHOro GOKy Ta
rpasitoBaHHsAM «1000» 3 iHIIOTO OOKY;

tabaetku 12,5 mr/1000 Mr: oBayibHi, JBOOIYKJI TaOJETKH, BKPHUTI IUIIBKOBOIO OOOJOHKOIO, (piosneToBo-
KOPUYHEBOT'O KOJILOPY, 3 TPaBilOBaHHIM CUMBOJY komnaHii «bepinrep Inrensxaiim» ta «S12» 3 ogHOro 60Ky
Ta rpasitoBaHHAM «1000» 3 iHIIOTO OOKY.

dapmakoTepaneBTHYHA rpyna.

3acolu, 110 3aCTOCOBYIOTh U IIyKpoBoMY AiabeTi. KomOiHalis nepopaibHUX TiMOTTIKeMIYHUX IpenapaTis.
Kox ATX A10B D20.

Dapmakonoziuni eracmusocmi.

Dapmaxoounamixa.

MexaHi3M aii.

VY npenapari CIHIDKAPI 06’eqHano aBa rinoriikeMiyHi JiKapchbKi 3aco0u, MpU3HAUEH] IS MOKPAIeHHS
TJIIKEMIYHOTO KOHTPOJIIIO y TAIIEHTIB 3 IYKPOBUM J11a0€TOM 2-TO THITY, MEXaHI3M il SIKUX JOMOBHIOE OJUH
OJTHOTO: eMmarii¢o3uH, iHTi0ITOp HaTpiii-IiIoKO3HOTO KoTpaHcmoprepa 2-ro (SGLT2), ta meTdopminy
T1APOXJIOPH, IPEACTABHUK KIIacy OiryaHifmiB.

Emvnaznipnozun

Emmnarnignosun € o6oporHuM cuibHoAit0unM (ICsq 1,3 HMOJB) 1 CENEKTUBHUM KOHKYPEHTHHMM 1HT10ITOpOM

HaTPIN-TIII0KO3HOT0 KoTpaHncnopTepa 2 (SGLT2). EmMnarniao3un He 1Hri0ye iHI TpaHCIIOPTEPHU IITFOKO3H, K1
BIJIIPAIOTh BAXKJIUBY POJIb Y AOCTABIIl INIIOKO3H Yy niepudepuyHi TKaHUHY, 1 € B 5000 paziB OUIbII CEEKTUBHUM
BiTHOCHO SGLT2 nopiBHsiHo 3 SGLT1, ocHOBHUM TpaHCHOPTEPOM, BiAMOBIAAILHUM 32 MOTJIMHAHHS TIIIOKO3H
B kuineyHuky. SGLT2 ekcnpecyeTbcsi Ha BUCOKOMY PiBHI B HUpKax, TOAl SIK €KCIpecis B 1HIIMX TKaHUHAX
BIJICYTHS a00 Jyke HU3bKa. BiH BiJNoBiae, Ik OCHOBHUI TpaHCIIOPTEP, 3a peadCcopOLIit0 ITIOKO3H 3 MPOCBITY
KaHaJIbI[IB Ha3a]] 1O KPOBOTOKY. ¥ Malll€HTIB 3 IyKPOBUM JiabeTOM 2-T0 TUITY Ta IHepriikeMi€lo QUIbTPYEThCS
1 IOTJIMHAEThCS OUIbIIA KUIBKICTD TIIOKO3H.



Emmnarmni¢no3u nokpariiye riikeMiyHHE KOHTPOJIb Y MALEHTIB 3 LYKPOBUM A1a0eTOM 2-TO TUIY 32 PaxyHOK
3HMKEHHST peabcopOuii roko3u Hupkamu. KinbKiCTh TJIFOKO3H, II0 BHUBOAMTHCS HUPKAMM HUISXOM ILIHOTO
TIIIOKYPEeTUYHOTO MEXaHi3My, 3aJIe)KUTh BiJ KOHIIEHTpAIil TJIIOKO3M B KPOBI 1 MIBUAKOCTI KIyOOYKOBOI
¢inprpanii (ILIK®). IaridysBanns SGLT2 y namieHTIiB 3 IyKpOBUM Jia0eToM 2-ro TUMY Ta TiNEpriiKeMiero
MIPU3BOAUTH J10 HA/UTMIIIKOBOT €KCKpeLlii INIF0OKO3H 3 CEeYelO.

VY naii€eHTiB 3 LYKPOBUM J1ia0€TOM 2-T0 THUITYy €KCKpeLlisl TIIFOKO3H 301IbIIyBajIach OJpa3y Micis MepIiol 1031
emmnariigo3uny i 30epiranace NpoTAroM 24-rogMHHOTO IHTEpBay 103yBaHHS. 30UIBIICHHS €KCKPELii TII0KO3H
3 cedero 30epirajioch B KiHIII 4-THKHEBOTO MEPiOAy JIKYBaHHS 1 B CEpeIHbOMY CTaHOBUJIO OJIU3BKO 78 1/100y
Ha QoHi npuitoMy emnariiguio3uHy B 1031 25 Mr. 301IbIIeHHS €KCKpeLii TTII0KO3H 3 Ce4et0 MPU3BOAMIO J10
HEraifHOro 3HIDKEHHS DIBHIB IIIOKO3M B IUIa3Mi KpOBI y MAallieHTIB 3 aiaberom 2-ro Tumy. Kpim Toro,
emMnariiao3uH 30UIbIIyE EKCKPELil0 HaTpilo, L0 NPU3BOAUTH O OCMOTHYHOTO Iiype3y Ta 3MEHIIye
IHTpaBacKyJIsIpHUH 00’ €M.

Emnarnino3un mokpariiye piBHi IMIIOKO3U B IUTa3Mi KPOBI SIK HATILE, TaK 1 micis npuiiomy iki. Mexani3m aii
emMnariihao3uHy He 3aJeKUTh Bijl (PYHKIT OeTa-KIITHH Ta NUIAXY Jii IHCYJIiHY, [0 CIIPUS€E 3HIKEHHIO PU3HUKY
rinoriikemii. Byno Bif3Ha4eHO MOKpaIleHHs: MapKepiB (QyHKI OeTa-KIiTHH, B TOMY YHMCIIl FTOMEOCTaTHYHOI
mozeni ominku QyHkuii B-kiaitua (HOMA-B). Kpim Toro, BUAUIEHHS TIIOKO3U 3 CEUEI0 CIPUUYHHSAE BTPATY
KaJIOpii, MOB’A3aHy 31 3HIKEHHSM >KUPIB 1 3MEHIIEHHSIM Macu Tina. ['oko3ypis, 1o crocTepiraiach mpu
3aCTOCYBaHHI eMIarti(uo3uHy, CyIpOBOKYETHCS TIOMIPHUM J1yPe30M, 110 MOKE CIIPUATH JOBIOTPUBATIOMY
1 TOMIPHOMY 3HIDKEHHIO apTepiallbHOrO THUCKY. [ JroKo3ypis, HaTpiilype3 Ta OCMOTHMYHMH Aiype3, IO
CIIOCTEPIraloThCsl MPHU 3aCTOCYBAaHHI eMIariiuio3nHy, MOXYTh CIPHUATH MOKPAIEHHIO CEpLeBO-CYANHHUX
MIPOTHO3IB.

Memdgpopmin

MetdopMiH HaJIEKUTh 10 TPYIHU OiryaHiiB, 10 MAIOTh IMOTIKEMIYHY BIACTUBICTh Ta CIPHUSAIOTH 3HUKEHHIO
PIBHS IUIIOKO3U Y KpPOBI K HaTIeceplle, TaK 1 micist npuiiomy ixi. BiH He cTumyitoe BUpOOIEHHS 1HCYIIHY,
TOMY HE IPU3BOAMTH J0 PO3BUTKY TiMOTIIiKeMil.

Jist MeTdopMiHy 3yMOBJIEHA TPhOMA MEXaHI3MaMU:

. CKOpPOUYEHHSI MPOIYKIIi] IIIOKO3HU Y MEUiHIl 32 paXyHOK IIPUTHIYEHHS TTIOKOHEOTeHEe3Y Ta INIIKOr'€HOJIi3Y;

. MiABUILIEHHS YyTJIMBOCTI M’5I31B J0 1HCYJIHY, MOKPAIIEHHS 3aXOIUICHHs IIIOKO3U NepupepudHUMU
TKaHWHaMU Ta 11 yTui3allii;

. CTOBIJIbHEHHS! BCMOKTYBAaHHS TJIIOKO3U Y KUIICYHHKY.

MeT(opMiH CTUMYIIOE€ BHYTPIIIHBOKIITHHHUNA CUHTE3 IIIKOT€HY 3@ paXyHOK BIUIMBY Ha INTIKOT€HCUHTETA3y.
MetdopmiH mokparye GyHKLIIOHAIbHY aKTUBHICTb YCiX BIJOMUX HA ChOTOIHIIIHIH 1€Hb BUIB TPAHCTIOPTEPIB
TJIFOKO3H.

He3anexHo BiJ iioro BIUIMBY Ha IIIIKEMil0, MET(OPMIH YHHHUTD CIIPUATIMBY 0 HA OOMIH JKUPIB Y JIOJAUHHU.
Ile Oyn0 MpoAEMOHCTPOBAHO B XOJI KOHTPOJIOBAHUX CEPEIHHOCTPOKOBUX Ta JOBIOCTPOKOBMX KITHIYHUX
JOCIIJKEHb IIPU 3aCTOCYBaHHI MET(GOPMIHY y TeparneBTUYHUX J03aX: MET(HOPMIH 3HIKYE PIBEHb 3arajlbHOTO
XO0JIECTEPUHY, XOJIECTEPUHY JIMONPOTEIAiB HU3bKOI IIIJIBHOCTI Ta TPUTIILIEPUIIB.

Kniniuna eekTUBHICTD Ta Ge3mnexa

[ToxparieHHs TIIKeMIYHOT0 KOHTPOJIIO 1 3MEHIIIEHHS PIBHSI CEPLIEBO-CYIMHHHUX 3aXBOPIOBAHb Ta CMEPTHOCTI €
HEBi1’€MHOIO YaCTHHOIO JIIKYBaHHS JliabeTy 2 Tumy.

JlikyBaHHs1 eMmnariio3uHOM y KOMOiHalii 3 METQOPMIHOM Ta IHIIMMHU AHTHIIa0ETUYHUMH IpenapaTamu
(miormiTa3zoHoM, CyJib(oHIIcedoBUHOMW0, iHTiIOITOpaMu DPP-4 Ta incyniHom) abo 6e3 HMX HPU3BOAMIO IO
KJIHIYHO 3Hauymoro mokpameHHs piBHiIB HbAlc, rmoko3u B mmasmi kposi Harmie (FPG), macu Tina,
CHCTOJIIYHOTO Ta J1acTOJIIYHOTO apTepianbHOro TUcKy. IIpu 3acTrocyBaHHI eMmariiduiosuHy B A031 25 mr
MIBUIIAIACS YACTKA Malli€HTIB, AKi JOCATIH IUboBOTO piBHA HbAlc MeHm Hix 7%, 1 3HU3UIACS KIJTBKICTh
MAI€HTIB, SIKi HOTpeOyBaJM ITIKeMIYHOI Teparii, y HOPIBHAHHI 13 3aCTOCYBaHHAM eMmarii¢io3uny B 1031 10
Mr 1 riane6o. Yum Buium O0yB piBeHb HbAlc Ha BUXiZHOMY piBHI, TUM OUIBIINM OYJ0 HOTO 3HMXKEHHS Mij
€10 mpernapary.




Kpim Toro, emmnarmidno3uH sSK JOMOBHEHHS 10 CTaHAAPTHOI Teparii 3HUXKYE PiBEHb CEPLEBO-CYAUHHOI
CMEpTHOCTI Ta CepLEBO-CYMHHUX 3aXBOPIOBAaHb Y MALlI€HTIB 13 1iabeToM 2 TUIy.

Cepuyeso-cyounHi npoero3su

[Tnane6o-koHTposnbOBaHe aociipkeHHs nojBiiiHOI aHoHIMHOCTI EMPA-REG OUTCOME nopiBHIOBano
e(eKTHBHICTh 3aCTOCyBaHHs emmarmiduo3uHy y gozax 10 mr ta 25 mr Ta 3actocyBaHHs IJanebo, sK
JIOTIOBHEHHS 10 CTaHJApTHOI Teparmii namieHTaMm i3 A1abeToM 2 TUIY Ta BCTAHOBJIEHUMH CEPLIEBO-CYAUHHUMHU
3aXBOPIOBAaHHIMHU.

Emnarnino3un nepeBakaB 1uianebo y 3amoOiraHHi CMepTi BHACHTIJIOK CEpLEBO-CYIUHHHUX 3aXBOPIOBaHb,
HeJIeTaJIbHOTO 1H(apKTy Miokapaa abo HeneTanbHOro 1HCynbTy. Edexkt OyB oOyMoBiIeHUI 3HAYHUM
CKOPOYEHHSIM CEepLEeBO-CYMHHOI CMEPTHOCTI 0€3 CYyTTEBUX 3MiH I110/I0 HEJIETAIBHOTrO iH(papKTy Miokapa abo
HEJIETAJIbHOTO 1HCYJIBTY. 3HMKEHHSI CMEPTHOCTI MPU CEPLIEBO-CYMHHUX 3aXBOPIOBAHHAX OYyJIO MOPIBHAHHUM
s emnariiguiosuny 10 mr ta 25 mr (nuB. rpadik HHXKYE) 1 MIATBEPAKEHO MOKPAIICHHSAM 3arajlbHOTO
BIDKUBaHHS (Ta0m. 1).

EdexTuBHICTB 3a1100iraHHs cepleBO-CYIUHHIA CMEPTHOCTI He OyJla OCTaTOUYHO BCTAHOBJICHA y MALlIE€HTIB, SKI
3aCTOCOBYBAJIM eMIariiguio3uH oJHoYacHo 3 iHriditopamu DPP-4, Ta y marieHTiB HErpoiJHOT pacH, OCKIIbKH
npencrasieHds nux rpyn y gociimkenHi EMPA-REG OUTCOME Gyno oOMexxeHnM.

Tabmums 1

Edexr sikyBaHHS 32 OCHOBHHMH KPUTEPISIMU OLIHKH, iX KOMIIOHEHTAMH Ta CMEPTHICTIO?



ILranedo Emnaridiozun®
N 2333 4687
Yac 10 BUHUKHEHHSI EPIIOT0
JIETAJILHOTO BUIIAJIKY BHACJTII0K
CepLEeBO-CyIMHHHUX 3aXBOPIOBaHb, 282 (12,1) 490 (10,5)
HeJIeTaJbHOro iHdapKkTy Miokapaa a6o
HeJIETAJIBLHOIO0 iHCYabTY, N (%)
CriBBiIHOILIEHHS PU3UKIB Y TIOPIBHSAHHI 3 0,86 (0,74; 0,99)
mnane6o (95,02% noBipuwnii iHTepBan I[I)*
p-3HAaYCHHS JJIs MIepeBaru 0,0382
CMepTh BHACTIIOK cepleBO-CYAMHHUX 137 (5,9) 172 (3,7)
3axBoproBanb, N (%)
CIiBBiTHONICHHS PU3UKIB y IMTOPIBHAHHI 3 0,62 (0,49; 0,77)
mrane6o (95% 1)
p-3HaYEHHS <0.0001
Hegneraabnuii indgapkr miokapaa, N (%) 121 (5,2) 213 (4,5)
CriBBiTHOIIIEHHS PU3UKIB Y TIOPIBHSHHI 3 0,87 (0,70; 1,09)
miane6o (95% 1)
p-3HaYEHHS 0.2189
HegneraabHuii incyant, N (%) 60 (2,6) 150 (3,2)
CHiBBiTHONICHHS PU3UKIB y MTOPIBHAHHI 3 1,24 (0,92; 1,67)
mrane6o (95% 1)
p-3HaYEHHS 0,1638
3araabHa cmepTHIicTB, N (%) 194 (8,3) 269 (5,7)
CriBBiIHOIIIEHHS PU3UKIB Y TIOPIBHSHHI 3 0,68 (0,57; 0,82)
miane6o (95% 1)
p-3HaYCHHS <0.0001
CMepTHicTh, He MOB’s13aHa i3 cepueBO- 57(2,4) 97 (2,1)
CYAMHHUMH 3aXBOpIOBaHHAMH, N (%)
CriBBiTHONICHHS PU3UKIB y MMOPIBHAHHI 3 0,84 (0,60; 1,16)
mrame6o (95% 1)

4 Jlani, oTpuMaHi y MaIi€eHTiB, 1m0 mpoxoamiu JikyBanHs (TS) (To6To nalieHTiB, AKi OTPUMAIH HIOHANMEHIIIE OHY
JI03Y JOCIIIKYBaHOTO JIIKapChKOTO 3aC00Y).

b 06’ exani nosu emnarinigozudy 10 mr i 25 mr.

£ . . . . o . .o . o
OCKIJIbKY pe3yJIbTaTH TOCIIPKEHHS OyJIM BKITIOYCHI B TPOMIXKHHIA aHAJTi3, 3aCTOCOBYETHCS JIBOCTOPOHHIHN JOBipUnit
inTepBan 95,02%, skuii Bignosigae 3HaueHHsIM p < 0,0498 1151 3HAUYIIOCTI.
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3 PHIIKOM
eMpoarmidmosnH 10 Mr 2,345 2,327 2,305 2,274 2,055 1,542 1,303 847 201
eMIATTHQIO3HH 25 M 2,342 2,324 2,303 2,282 2073 1,537 1,314 875 213
mrapefo 2333 2,303 2,280 2,243 202 1,503 1,281 825 177

Puc. 1. Yac 10 BUHUKHEHHS CMEPTI BHACIIZIOK CEPIIEBO-CYMHHUX 3aXBOPIOBaHb B qociimkenHi EMPA-REG
OUTCOME

Cepyesa Heoocmamuicmo, Wo 8UMA2A€ 20CNIMANi3ayii

B xoni mocmimkenns EMPA-REG OUTCOME ewmmnarniao3uH 3HHXKYBaB PH3UK PO3BUTKY CEpIEBOi
HEIOCTAaTHOCTI, sIKa moTpeOyBaja rocmitanisaiii, mopiBHAHO 3 Tuianedo (rpymna emnariidiao3uny - 2,7 %; rpymna
mwiame6o — 4,1 %; BP 0,65, 95 % 11 0,50; 0,85).

Hegponamis

B xoxi nocnmimkxenns EMPA-REG OUTCOME npu Bu3HAa4YeHHI Yacy 0 HACTaHHS MEPIIOTO eMi30ay
Hedpomnarii BP cranosus 0,61 (95 % I 0,53; 0,70) B rpyni emnarmidnosuny (12,7 %) HOpiBHIHO 3 TPYIOIO
tane6o (18,8 %).

Kpim mporo, emmarniiaosun miasuntysas pusuk (BP 1,82; 95 % JII 1,40; 2,37) po3BUTKY CTiiikoi HOpMO-
abo MikpoansOyMinypii (49,7 %) y mami€eHTiB 3 Makpo-aIbOyMIHYpI€IO HA MOYATKY JOCIiIKEHHS TIOPIBHIHO
3 mnare6o (28,8 %).

Dapmakokinemuxa.

IIpenapat CIHJDKAP/II

PesynbraTu nociimkeHb 010€KBIBAJIEHTHOCTI 32 Y4acTi 3J0POBUX T0OPOBOJIBIIIB CBIYATH PO TE, 110 TAOJIETKH
komOinoBanoro npenapary CIHIDKAP/I (emnarmidnozun/merdopminy riapoxiopua) B 1031 5 mr/1000 mr
ta 12,5 Mr/1000 Mr € Oi0eKBiBaJIGHTHHMH /0 BIAMOBIAHUX 703 eMNarti(ao3uHy Ta MeT(hopMiHy y BHUIIISIL
OKpeMHuX TalJeTOK, SKi MPUIMalOTh OJHOYACHO.

3acrocyBanHsa emmariidiao3uny/merdopminy B mo3i 12,5 mr/1000 mr micnst npuifomy ixi MpU3BOIUIO J0
samxeHHss AUC Ha 9 % ta 3umkenHs Cp,x Ha 28 % B rpymi npuitomy eMnariigio3uHy NOpiBHSIHO 3 TPHHOMOM

Hatiecepiie. B rpyni npuiiomy merdopminy AUC 3menmryBanack Ha 12 %, Cy,x 3MeHIIyBanoch Ha 26 %
MOPIBHSHO 3 mpuiioMoM Hatmiecepiie. CrocTepekyBaHH BIUIMB TKi Ha eMmariiguio3ud Ta MeT(opMiH He

BBXKAETHCS KITHIYHO 3HATyIUM. OTHAK, OCKITbKH MEeT(hOPMiH pEKOMEHI0BAHO 3aCTOCOBYBATH Pa30M 3 1IKEI0,
mpemapar




CIHJIDKAP/II Takox IpONOHYETHCS MPUHMATH Pa3oM 3 1XKE0.

Emnarnidao3un

Abcopoyis

dapmakoKiHETHKa eMIariaiIo3uHy J0KIaJHO OMMCAHA Y 3I0POBHX JOOPOBOJIBIIIB Ta MAIEHTIB 3 J11a0eTOM
2-ro Tumy. [licas npuitomy nepopanbHO eMnariihI031H MBUIKO MMOTIMHABCS, MIKOB1 KOHIIEHTpalii B 1a3mi
KPOBI BiJI3HAYAIUCh MPHU CEPEAHBOMY tax 1,5 roaunu micng npuiiomy no3u. Ilicns nporo koHueHTpamii B

MJ1a3Mi 3HUKYBAIHCH JTBO(a3HO, 13 MBUAKOK (ha3010 PO3MOIiUTY Ta BITHOCHO MOBUILHOIO KIHIIEBOIO (Da3oro.
Cepenni AUC Ta Cy5¢ B IU1a3M1 KpOBI y CTaH1 CrOKO0 cTaHOBUIM 1870 HMonb/ron Ta 259 HMOIb/1 'y pasi

3actocyBaHHs eMnariiguosuny 10 mr 14740 amonb/ron Ta 687 HMOJB/I y pa3i 3acTOCYBaHHS eMIarii(ao3uny
25 wmr omuH pa3 Ha J00y. CucremHa aig emmnariiiao3uHy 30UIbLIyBajachk MPOMOPLIHHO J103i.
@dapMaKOKIHETHYHI MMapaMeTpy eMOarii(io3uHy y CTaHi CHOKOIO IMICHs BBEIEHHS OJHOPA30BOI 103U OyiH
noAiOHMMH, IO BKa3ye Ha JiHIMHY QapMakoKiHETHKY Ioao uacy. KUliHIYHO AOCTOBIpHOI pI3HMLI Yy
(bapMakoKiHeTHILlI eMnariiao3uHy MiXk 3J0pOBUMHU T0OPOBOJIBIISIMH Ta MAaIllEHTaMU 3 1iabeToM 2-TO TUILY He
Oys1o0.

dapmakokiHeTHKa eMnarii(ao3uny B 1031 5 Mr /Biui Ha 100y Ta emnaraidao3uny B 1031 10 Mr onuH pas Ha
100y MOPIBHIOBAIACH 3 TAKOIO Y 3M0POBUX A00poBoIbLiB. 3aranpHa ekcnosullis (AUCgg) emmarmiduio3uny

MPOTSIroM 24 TOIWH TpH TpHiioMi eMmartidao3uHy B 1031 5 Mr 1Bidi Ha 700y OyJia mo1iOHOI0 10 3arajbHOi
€KCIIO3MIlil TpH BBeJEHHI emmariidao3uny B f031 10 Mr onmun pa3 Ha mo0y. Sk 1 odiKyBajocs, MpUAOM
eMmnanmdIo3uHy B 1031 5 MT B4l Ha 100y MOPIBHSHO 13 MpUItOMOM eMrariidao3uny B 1031 10 Mr oauH pa3
Ha 100y Npu3BOIUB A0 HU3BKOTO Cpax Ta BUCOKMX MIHIMAJIbHUX KOHIIEHTpAIiil eMnariipio3uHy B miasmi

KpOBi (Cpyin)-

Beenenns emmnarmiduiosuHy 25 Mr micis OpUAOMY BHUCOKOKAJIOPIMHOI 1K1 3 BHCOKMM BMICTOM KHPIB
o0ymoBUIIO Nesike 3HMKeHHs Horo BIumBy; AUC 3uu3unachk npubnusHo Ha 16%, a Cy,x — npubIu3HO Ha
37% nopiBHSAHO 3 TpuiioMoM Hatiiecepue. Llei BrumB npuiiomy ixi Ha papMaKOKiHETHKY eMIariti(o3uHy He
BBXA€THCS KIIHIUYHO 3HaUyIMM. EmMmarniio3nn MokHa IpuiiMaTy He3aIexKHO BiJ] MpuiioMy Tki. AHaIOTi4H1
pe3ynbratd  OyJaM OTpUMaHi mpu TpuiioMi KoMOiHOBammx Tabnmetok mnpemnapary CIHIDKAPJI
(emmarmigo3nHy/MeThOpMiHYy) 3 BHCOKOKAIOPIHHOIO 1KEr0 Ta 1KEI0 3 BUCOKHM BMICTOM JKHPY.

Posnoodin

OueBuaHMIA 00°€M PO3MONLTY Y CTaHi CIIOKOIO CTAHOBUTH 73,8 JI, BUXOISUM 3 aHai3y (papMakOKiHETUKHU Y
cy6’extiB. Ilicas BBemeHHs mepopambHOro posumHy |l4CJl-eMmarmi¢inosuHy 3X0poBHM JOGPOBOIBIIIM
PO3IITICHHS €PUTPOIUTIB CTAHOBWIO MpUOIN3HO 37%, a 3B’s13yBaHHs 3 OUIKaMu 11azMu — 86%.
biompancgopmayis

IcroTHi MeTabomiTi emnariiio3uHy y IUIasMi KpOBi1 JIIOJUHM HE BUABIIMCH. HallOunpm nommpeHuMu
MeTabomiTaMu OyTH TpU KOH IOraTH TIIOKYpoHiny (2-, 3- ta 6-O-rimrokypoHin). CucteMHa Jisi KOXKHOT'O
MeTtaboiity ckiaagana MeHm HiX 10 % Big BChOTO MaTepially, OB’ S3aHOTO 3 IpenaparoM. JlociaimKkeHHs in
Vitro BKa3ylOThb Ha Te€, 1[0 OCHOBHMM LUISIXOM METa0oJi3My eMHariipio3uHy y JIOAUHU € TIIOKYPOHIIaIis
ypuaus 5’-nudocdormokyponocuntpanchepazamu UGT2B7, UGT1A3, UGT1AS8 ta UGT1A9.

Bueseoenns

Buxonsuu 3 anamizy ¢gapMakoOKIHETUKU Y CyO’€KTiB, OYEBUIHHI TepMiHAJbHUN Mepioj HaliBBUBEICHHS
emnariipao3uHy CTaHOBUTH 12,4 roAauHM, a OYeBUAHUN nepopanbHuil kiipeHc — 10,6 n/ron. Bapiamii mix
cy0’e€KTaMH Ta OCTAaTOYHI 3MIHHM TEPOpaIbHOTO KiipeHcy emmariidiao3uny ckmananua 39,1 % rta 35,8 %
BianoBiAHO. [Ipu 3acrocyBaHHI OoJlMH pa3 Ha 00y KOHLEHTpalii eMrnariiguio3nHy B IUJIa3Mi KpPOBI Y CTaHi
CIIOKOIO JIOCSTANIMCh 10 S5-1 703u. BiamoBigHO 110 Tiepioay HamiBBUBEACHHS, 10 22 % HakomuyeHHs (1010

AUC y miasmi KpoBi) crocrepiranoch y crami crokoro. ITicis BBEIEHHs IepopaibHoro posumny [4CJ-
eMnarmi(ao3uHy 3A0pOBUM JOOPOBOJBISAM NpUOIU3HO 96 % pamioakTHUBHOCTI, MOB’S3aHOI 3 MpenapaToM,
BUBOAMIIOCA 3 KasioM (41 %) abo ceuero (54 %). Buxinnuii npenapaT y He3MiHEHiH (opMi CTAaHOBUB OLIbIILY



YacTUHY TOB’53aHOI 3 MpenaparoM pagioaKTUBHOCTI, BUBEJIEHOI 3 KajJoM. BuxiaHuii npenapar y He3MiHEHiH
(opMmi cTaHOBUB NPUOIU3HO MOJIOBUHY MOB’A3aHOT 3 MPENapaToM pai0akKTUBHOCTI, BUBEIEHOI 3 CeUelo.
Ocobausi epynu nayicnmie

Topywenna ¢pyuryii Hupok

VY naui€eHTIB 3 JIETKUM, TOMIPHUM a00 TSKKUM MOPYIIEHHSIM (QYHKIIIT HUPOK (KIipeHe KpeatuHiny <30 — <90
MJI/XB) Ta MAII€HTIB 3 HUPKOBOIO HEJOCTATHICTIO / TEPMIHAIBHOIO CTaie€t0 HUpKOBoi HepoctatHocTi (TCHH)
AUC emmnarmidno3uny 30inpmmnack npudnausHo Ha 18 %, 20 %, 66 % Ta 48 % BiAMOBiAHO, MOPIBHIHO 3
cy0’exTamM 3 HOpMaJbHOIO (yHKII€ HUPOK. [TikoBi piBHI eMnarmiao3uny y miaa3mi KpoBi Oyiu MoiOHUMHU
y MaLi€HTIB 3 MOMIPHUM MOpPYIIEHHSAM (QYHKLII HUPOK Ta HUpKOBowo HenocraTHicTio /TCHH, mopiBHsHO 3
cy0’exTamM 3 HOpMaJIbHOIO (PYHKII€K0 HUPOK. [1iKOBI piBHI eMnariia03uHy y I1a3Mi KpoBi Oyiiu mpuOINU3HO Ha
20 % BuILE Y MAIIEHTIB 3 JIETKUM Ta TSHXKKUM p0371aJ]0M (QYHKIII{ HUPOK, HOPIBHIHO 3 Cy0’€KTaMH 3 HOPMAJIbHOIO
¢dyHKUier0 HUPOK. Buxoasuu 3 aHanizy (papMakoKiHETHKH y CyO’€KTiB, OYEBHJIHUM MEpOpaNbHUN KIipeHC
eMnarii(ao3uHy 3MEHIIYBaBCS 31 3HIKEHHSAM KIIPEHCY KpeaTHHIHY, OOYMOBIIOIOYM MiACHICHHS Jii
npenapary.

Ilopywenns ¢pynxyii nevinku

VY mnaiieHTiB 3 NOpYIIEHHSAM (YHKII MEYiHKU JIETKOTO, MOMIPHOTO Ta TSDKKOTO CTYNEHs BIANOBIAHO 0
knacudikamii Yaitnpna—I1"t0 AUC emmarnidno3uny 36inbmmmiack npubausHo Ha 23 %, 47 % ta 75 %, a Cax

— pubam3Ho Ha 4 %, 23 % Ta 48 % BiAMOBIHO, TOPIBHIHO 3 CYO’€KTaMH 3 HOPMAIHHOKO (PYHKITIEIO TIEYIHKH.
Inoexc macu mina
Innexc macu tina (IMT) He MaB KJIiHIYHO 3HAYYIIOrO BIUIMBY Ha (hapmakokiHeTuky emmnarniduosduny. AUC

Oyna Ha 5,82 %, 10,4 % ta 17,3 % menmoro y marienTiB 3 IMT 30, 35 ta 45 Kr/m2 BIJIMTOBIJTHO, TTOPIBHSHO 3

TAlieHTaMH 3 iHIEKCOM MacH Tina 25 Kr/m?2.

Cmamo

CraTp He MaJia KJIIHIYHO 3HaYyIIOro BIUIMBY Ha (hapMaKOKIHETHKY eMIariti(ao3uHy.
Paca

AUC 6yna Ha 13,5 % GibIIok0 y IALi€HTiB MOHIOIOITHOT pack 3 HAEKCOM MacH Tia 25 Kr/M? MOpIiBHSHO 3

MaIieHTaMH HIIUX pac 3 1HIEKCOM MacH Tina 25 KT/M2.

THayienmu nimnvo20 8iKy

Bik He MaB KJIIHIYHO 3HAYYNIOTO BIUITMBY Ha ()apMaKOKIHETHKY eMIarii(ao3uny.

Jimu

VY nmexiaTpuuHOMY TOCTIKEHHI BUBYAIH (papMaKkoKiHETUKY Ta (papmakoauHaMiky emmnariidiosuny (5 mr, 10
MT 125 Mr) y miteit Ta miamiTkiB > 10 - <18 pokiB i3 mykpoBuM niadberom 2 tumy. OTpumMani papmMakoKiHETHYHI
Ta (papMaKoIUHAMIYHI 1aH1 BIAMOBIAIH TAaKUM Y TOPOCITHX.

Mertdhopmin

Abcopoyis

[Ticnst mepopanbHOTO TMPUHOMY 103U METPOpMiHY MakcuMaiibHa KoHIEHTpamis (Tp,x) JocsraeTscst yepes 2,5
roauHu. A6commoTHa 01010CTyHICTh Ta0neTok MeTdopminy riapoxiopuay o 500 mr ado 850 mr y 310poBUX
IO0OPOBOJBIIB cTaHOBUTH NMpubauzHo 50-60%. Ilicns mepopansHOro mpuiioMmy HeabcopOoBaHa yYacTKa, IO
BUiinLIA 3 KanoMm, craHoBmiia 20-30%. [licns nepopansHOro npuitomy abcopOiis METPOPMIHY T1IPOXIIOPUIY €
HACMUYyBaHOIO Ta HemoBHOW. PapmakokiHeTHka abcopOrii MeThOpMiHY TiIPOXIOPUIY BBAKAETHCS
HenmiHiiHOo0. [Ipy noTpuMaHHI PeKOMEHJOBAHMX 103 Ta PEKUMY MPUIOMY METPOPMiIHY KOHIIEHTpALIii B TU1a3Mi
KpOBI Y CTaHi1 CIIOKOIO JIOCATAIOTHCS MPOTIroM 24—48 roJuH 1 B MUJIOMY CTaHOBIIATH MEHII HiXK | MKr/mi. 3a
JAaHUMH KOHTPOJIbOBAHUX KIIIHIYHUX JOCIIIKEHb MaKCUMalbHI piBHI MeThopMiHy B miaa3mi KpoBi (Cpax) HE
MIEPEBHIIYBAIN 5 MKI/MJI, HABITh MIPH MPUAOMI MAaKCUMAIIbHUX J03.

Ia smenmmye cTymiae Ta femo 3aTpumye adcopbuito meThopminy. Ilicas mpuitomy 031 850 Mr MmeThopMiny
T1IPOXJIOPHUTY CIIOCTEPIraiocss 3MEHIICHHS MIKOBOI KOHIIEHTpaIlii B tuia3Mi kpoBi Ha 40 %, smenmenHss AUC



(myomi mij KpuBOIO) Ha 25 % Ta 3aTpUMKa Yy 4Yaci JIOCSATHEHHS MIKOBOI KOHIEHTpaLlii B Ma3mi KpoBi Ha 35
xBuIMH. KiTiHIYHA 3HAUyLIICTh IUX 3MEHIIEHb HEeBiIOMa.

Posnooin

3B’s3yBaHHA 3 OUIKaMHM IUIa3MU KPOBI € HE3HaYHUM. MeThopMiH nepexoauTs B eputpouuTH. [1ik B KpoBi €
MEHIIUM 32 MK y IU1a3Mi, Ta J0CATaeThCsl MPUOIM3HO 32 OAHAKOBHMM uyac. Epurpormrtu, iMoBipHilIe 3a Bce,
NPEICTaBIISIOTh CO00I0 BTOPUHHMI Bijin po3noainy. Cepenniit 06’em posnoainy (Vd) BapiroBascs Big 63 110
276 nitpis.

biompancgopmauis

MetdopMiH BUBOIUTHCS 3 CE€UEI0 Y HE3MIHEHOMY BUTIIsAI. MeTabomiTu y jaroelt BUSIBIEHI He OyJu.
Bugedenns

Hupkosuii kniperc MeTgopMiny cTaHOBUTH > 400 Mi1/XB, 110 BKa3ye Ha T€, 1110 MET(HOPMiH BUBOAUTHCS HIITXOM
KITyOouKoBOi (inbTpanii Ta KaHaibpleBoi cekpemii. Ilicas mepopanbHOro npuiloMy 103 SIBHMHA KiHLIEBUH
eNMiMIHAIHUN TIepi0]] HaMBBUBECHHS CTAHOBUTH MPUOIIU3HO 6,5 TOAUHU.

[Tpu noripuienHi HUPKOBOI (HYHKINT HUPKOBUI KIIIPEHC 3MEHIIYEThCS MPOMOPLIHHO KIIPEHCY KpeaTHHIHY, 1
TaKUM YMHOM KIHIEBUH eJTIMIHALIWHUI MepioJ HaNiBBUBEACHHS NPOJIOBXKYETHCS, 1O MPU3BOAMUTH O
301IbIICHHS PiBHIB MET(OPMiHY B IJ1a3Mi KPOBI.

Ocobauei epynu nayicumis

Jimu

JlocmiUKeHHsT pa3oBHX J103: IICHA MHpUHOMY pa3oBUX 1103 MeTdopMmiHy riapoxiopuay 500 wmr
(dapMakoKiHeTHYHUI npodis y niTeil OyB MOPIBHAHHUM 13 THM, IO CIOCTEPIraBCs Y 3J0POBHUX JOPOCIHUX
MaIi€HTIB.

JocmipkeHHs 6araTopa3oBuX J03: MICI MPUHOMY TOBTOPHUX 103 1o 500 Mr /1Biyi Ha 00y NpoTSIroM 7 THIB
MiKOBa KOHIIEHTpaLis B ru1a3Mi KpoBi (Cpax) Ta cucremunit BB (AUC ) y AiTel 3MeHITyBauCh NPUOIU3HO
Ha 33 % T1a 40 % BiANOBIAHO MOPIBHSAHO 3 AOPOCIMMH XBOPUMH Ha J1a0€T, 1110 OTPUMYBAIN MOBTOPHI 103U
500 mr aBiui Ha 700y mipoTsirom 14 qHiB. OCKITBKY 1032 BU3HAYAETHCS 1HAUBIAYaTbHO Ha OCHOBI TJIIKEMIYHOTO
KOHTPOJII0, KJIIHIYHA 3HAYYIIICTh WX JTAaHUX BBAXKAETHCS OOMEKEHOIO.

KuiniuHi xapakTepucTukm.

Ilokazanns.

JlikyBaHHS IIyKpOBOTO Mia0eTy 2-ro TUIY Y JOPOCIHUX K JOTIOBHEHHS 10 AlETOTEparnii Ta pekuMy (pizuaHux
HaBaHTaXEHb:

. SIKIIIO 3aCTOCYBaHHS MAaKCUMAIIbHO MIEPEHOCUMOT JJO3H OJTHOTO JIMIIE METOPMiHY HEIOCTATHBO;

. SIKITIO 3aCTOCYBaHHS MET(HOPMiHY B KOMOIHAIIIT 3 IHITUMH JIIKAPCHKUMH 3ac00aMU IS JTIKyBaHHS A1a0eTy
He 3a0e3meuye JOCTaTHhOTO IITIKEeMIYHOTO KOHTPOJIIO;

. SIKITIO TIAIIEHTH BXKE OTPUMYIOTh TEPAITio 13 3aCTOCYBaHHSAM KOMOiHaIii eMmariidhao3uny i MeThopminy

y BUTJISI/II OKPEMHUX TTpeTaparis.

[Ilomo pe3ynbTaTiB TOCHTIIKEHHS 3aCTOCYBAaHHS KOMOIHAIIIM, BIUTUBY HA TJIIKEMIYHUN KOHTPOJb Ta CEPIICBO-

CYyIMHHI 3aXBOPIOBaHHS AUB. po3niau «OcOONMMBOCTI 3aCTOCYBaHHI», «B3aemois 3 IHIIUMH JIKAPCHKUMU

3aco0aMu Ta 1HIII BUIU B3aEMOIi» Ta «DapMaKoIoTiuyH1 BIACTUBOCTY.

IlIpomunokaszanns.

- [NnepuyTnuBICTh 0 I1I0OYUX PEUOBUH a00 10 OYIb-SKOI 3 TOMOMIKHUX PEYOBHH;

- OyIlb-IKMI THUI META0OJIYHOTO anua03y (JaKTOAlWI03, M1a0eTUYHUN KEeToarumao3) (AUB. PO3ALI
«OCco0IMBOCTI 3aCTOCYBaHHS»);

- nmiabeTuyHa MPEKOMa;

- Tsbkka HUpKoBa HenocTaTHICTh (LIHK® < 30 mn/xB) (muB. po3aimn «OcoOIMBOCTI 3aCTOCYBaHHS» Ta
«Croci0 3acTOCyBaHHS Ta JI03W»);

- roCTpl CTaHH, 0 MOXKYTh 3MIHIOBATH HUPKOBY (DYHKIIIIO, TaKi K 3HEBOJAHECHHS, TSHKKA 1HMEKITIs, MIOK
(muB. po3ainm «I1o6iuni peakiiiin Ta «OCOOIMBOCTI 3aCTOCYBAHH);



- TOCTpi ad0 XpOHIUH1 3aXBOPIOBAHHS, 1110 MOXYTh CHPUYMHSATH TKAHMHHY T1IIOKCIIO: ceplieBa abo TuxaibHa
HE/IOCTaTHICTh, HEUIOJaBHO IE€peHeceHHi iH(apKT Miokapaa, Mok (auB. po3ait «OcoOauBoCTi
3aCTOCYBAHHS»);

- MEYiHKOBA HEIOCTATHICTh, TOCTPa alKOTOJbHA IHTOKCHKAI, ankoroiizMm (auB. po3aimu «Crocid
3aCTOCYBaHHS Ta J03W» Ta «B3aeMojis 3 IHIIUMU JIIKAPCHKUMH 3ac00aMU Ta 1HII BUAU B3aEMOJII).

B3aemooia 3 inwumu nikapcokumu 3acodamu ma inuii 6uOU 63a€MO0iil.

OnHouacHe 3acTOCYBaHHS 0araTopazoBUX 03 emmariiao3uHy Ta MeT(OpMiHY 3HAYHO HE 3MIHIOE SIK

(apMakoKiHETHKY emMmariiao3uny, Tak 1 papMaKkoKiHETUKY MET(GOPMIHY Y 310pPOBUX TOOPOBOJIBIIIB.

Hocnimkenns B3aemonii npenapaty CIHDKAP/II 3 iHmmumu npenapatamu He npoBoauiauchk. Haeneni naxi

BiJ0OpaxaroTh BiJOMY 1H(OpMaIlilo PO KOXKHY aKTUBHY 104y PEYOBUHY OKPEMO.

Emnarnidao3un

DapmakoOuHamiuti 63aemo0ii

Liypemuxu

Emnarnino3un Moxke HOCHITIOBATH CEYOTTHHUHN e(DeKT Tia3uIHUX Ta MEeTIbOBUX A1YPETHKIB 1 3011bIIy€ pUUK

Jerigparaiii i aprepianbHOi TinmoTeH3ii (AuB. po3ain «OcoOIUBOCTI 3aCTOCYBAHHSD).

Incynin ma cmumynamopu cekpeyii iHCYiHy

[HCYNIH Ta CTUMYJATOPU CEeKpelii 1HCYMiHY, Takl SK CyJIb(OHIICEYOBHUHA, 301IbIIYIOTh PU3HUK TiMOTITIKEeMii.

Takum yMHOM, MOXe MOTpeOyBaTHUCS 3HMKEHHS JO3M 1HCYJiHY a00 CTHUMYJATOPIB CEeKpelil 1HCYNIHYy s

3MEHIIEHHS PU3MKY TIMOTJIIKeMI] IPH 3aCTOCYBaHHI B MO€IHAHHI 3 emmnariiiao3uHoM (auB. po3ainu «Crnocid

3aCTOCYBaHHSA Ta A03W», «[100iuH1 peakii»).

DapmaroKinemuuti 63aemMo0ii

Bnaue inwux nikapcokux 3acobieé na emnaznighnozum

Hani in vitro BKa3ylOTh Ha Te, 1[0 OCHOBHHM IUISIXOM MeTaboni3My eMmmnarmiio3uHy y JTIOAWHH €

TIIIOKYpOHiaalis  ypuauH-5’-gudochormokypornocuntpancdepazamu  UGT1A3, UGTIA8, UGTI1A9 i

UGT2B7. Emnarni¢no3us € cyocTpaTom Tpancnoprepis nornmHanas moguau OAT3, OATP1B11 OATP1B3,

ane He OATI1 1 OCT2. Emnarniio3un € cyocrparom P-riikonporeiny (P-gp) 1 Oiika pe3suCTeHTHOCTI paky

MOJIOYHOT 3aJ103H.

CynyTHe 3acTrocyBaHHS emmariiio3uHy 3 OpoOeHemuIoM, 1Hri0iTopoM  (epMeHTIB  ypUIHH-

mudocharrmokoponocuntpanchepazu (UGT) 1 OAT3, mpusBeno A0 MiJBUIIEHHS IMiKa KOHIEHTpaIii

emnarmidiao3uny B miasmi (Cp,x) Ha 26 % 1 301IbIIeHHS TUTOII il KpuBorO KoHIeHTpamis—4yac (AUC) Ha

53 %. 11i 3MiHU HE BBaXKaJUCh KIIHIYHO 3HAYYIIUMHU.

Brmnu ianykuii UGT (impykuois pudammninuHoMm abo ¢eHaToiHOM) Ha eMmariiio3uH HE BHMBYABCH.
3actocyBanHs 3 Bimomumu iHaykTopamu depmentiB UGT He pexomMeHIyeTbCsl uyepe3 MOTCHIINHUN pU3UK
3MEHIIEHHS e(eKTUBHOCTI. SIKio HeoOXiJHe CyMyTHE 3acTocyBaHHs 3 iHaykTopamu ¢epmentiB UGT,
JOLLUJIBHUM € MOHITOPHUHT TJIIKEMIYHOTO KOHTPOJIIO U1 OIIHKHM BIUIMBY Ha Jiikapcbkuii 3aci6 CIHDKAP/II.
JocaimxenHs: B3aemoii 3 remgioposusoM, iHriditopom tpancnoprepiB OAT3 ta OATPIB1/1B3 in vitro,
MOKa3ajo, L0 MICis CyHYTHbOTO 3acTocyBaHHS Cp,x eMmnariidiuo3uHy miaBuinyBaBcs Ha 15 %, a AUC

3MeHIyBanach Ha 59 %. 1li 3MiHM He BBaXKaIMCh KIIHIYHO 3HAYYIIIUMHU.
IuribyBanns tpancnoptepiB OATP1B1/1B3 mpu cymyTHhOMY 3acTOCYBaHHI 3 pr(aMIinuHOM 00YMOBHIIO
niaBuieHH Cpax Ha 75 % Ta 30inbpmenas AUC emnarnidiao3uny Ha 35 %. Lli 3MiHM He BBaXXaJIHCh KIIHIYHO

3HAYYIIUMHU.
Brume emmnarmiduo3nHy npu cymyTHROMY 3aCTOCYBaHHI 3 BepamamiioM, iHriditopom P-gp, Ta okpemo OyB
noaioauMm. Lle Bkasye Ha Te, 1m0 iHTi0yBaHHS P-gp He Mae KIIIHIYHO 3HAYYIIOTO BIUIMBY Ha eMIartigIo3uH.
JlocmikeHHsT B3a€MO/Iii BKa3ylOTh Ha Te, 0 Ha (papMaKOKIHETHKY eMIariti)Io3uHy HE BIUIMBAE CYIyTHE
BBeJICHHS MeT(HOpMiHy, TIIMEMipUIy, MONITa30Hy, CUTANTINTHHY, JIHANINTHHY, BapdapuHy, Bepanaminy,
paMinpuiy, CAMBacCTaTHHY, TOPACEMIiIy 1 T1APOXIOPOTIa3uIy.

Bnaus emnaenigpnozuny na inwi aikapcovki 3acoou



3a naHuMU AOCHIIKEHb in vitro, eMnariino3ud He 1Hri0ye, He iIHaKTUBYE Ta He iHAYyKye 130dopmu CYP450.
Emnarnidgnosun we inrioye UGT1A1, UGT1A3, UGTIAS8, UGT1A9 a6o UGT2B7. Mixiikapceki B3aeMO/Iii
3a y4acTio ocHOBHUX 130popm CYP450 abo UGT 3 emmnarmi¢io3uHOM i CyITyTHBO BBEJCHUMHU CyOCTpaTaMu
1uX (PepPMEHTIB BBa)KAIOTHCS MaJOWMOBIPHUMH.

Emmnarnidno3un He inHridye P-gp y TepaneBTHUHUX 703axX. 3a JaHUMHU JOCIIIKEHb in Vitro, MaloWMOBIPHO,
10 eMIariiIo3uH CIPUYMHHUTH B3a€MOJIIIO 3 JAIIOUMMH peuOBHMHaMH, 10 € cyOctpatamu P-gp. CymyTHe
3aCTOCYBaHHA AUTOKCHHY, cyOcTpaTy P-gp, 1 emnarnigiaozuny o6ymoBuio 10 6 % 36iabienss AUC ta 14 %
301nbmeHHs Cppax AUTOKCUHY. Ll 3MiHM HE BBa)KaIMCs KIIHIYHO 3HAUYIIUMU.

Emnarnigno3un He iHriOye TpaHcrnoprepu noriauHaHHs moauHu, Taki sk OAT3, OATP1B1 1 OATP1B3, in
Vitro y KIIHIYHO 3HaUY X KOHIEHTPaLIAX, TOOTO MIXITIKapchka B3aeMO/1is 3 CyOCTpaTaMu IUX TPaHCIIOPTEPiB
MOTJIMHAHHS BBAXKAETHCS MAJIOHMOBIPHOIO.

PesynbpTatu nocnigkeHb B3a€MO/Ii, MPOBEACHUX 33 YYacTIO 3/I0POBUX J0OpPOBOJIBIIB, BKAa3yIOTh Ha T€, LIO0
eMnarii03MH HE Ma€ KIIHIYHO 3Ha4yylmoro epexty Ha (apMakoKIHETHMKY METQOpMiHY, TIIMEmipuiy,
MIOTJIITa30HY, CUTATJIINITUHY, JIIHATJIINTUHY, CAUMBacCTaTUHY, BaphapuHy, paMinpuily, TMrOKCUHY, J1yPETHKIB
Ta NePOPaTLHUX KOHTPALICTITUBIB.

Metdopmin

Kombinayii, wo ne pexomenoyemucs 3acmocogyeamu

Ankozonw

AJKorospHa 1HTOKCHKAIlSl TMOB’A3aHA 3 MIJBUIICHUM PHU3UKOM JIAKTOAUUA03Yy (0COOIMBO Yy BHMaJIKax
roJI0lyBaHHsI, HEJJOCTaTHLOTO XapuyBaHHs a00 MEeYiHKOBOI HEIOCTATHOCTI).

Opeaniuni kamionni mparncnopmepu (OKT)

Metdopmin € cydbetpaTom aBox TpancrnoprepiB — OKT1 1 OKT2.

CynyTHe 3acTOCYBaHHSI METHOPMIHY:

- 3 idrioitopamu OKT1 (Takumu sik Bepamnamisl) MOXe 3HU3UTH €(PeKTUBHICTb METPOPMIHY;

- 3iaaykropamu OKT1 (Takumu gk prudammiimH) MoXKe MOCHITII0BATH a0COPOIi0 ITYHKOBO-KUIIIKOBOTO
TPaxkTy Ta €peKTUBHICTh METHOPMIHY;

- 3 1inribitopamu OKT2 (TakuMu SIK UUMETUAMH, AOJIyTErpaBip, paHOJIa3UH, TPUMETONIPUM, BaH IeTaHi0,
1CaByKOHA30J1) MOK€ 3HU3UTHU €JIIMIHALII0 HUPKaMH MET(GOPMIHY 1, OTXKE, IPU3BECTH A0 30UIbLICHHS
KOHIEHTpalli MeThOpMiHY B ILJIa3Mi;

- 3 iHrioiTopamu OKT1 1 OKT2 (takumu sik Kpu3oTHHIO, onanapu0) Moxke 3MIHUTH €(EeKTHUBHICTD 1
eJIMIHALIII0 HUPKaMU MET(OPMIHY.

KonuenTtpanisa merdopminy B miia3mi Moxe 301IbIIYBATUCS MPU OJHOYACHOMY HpUIHOMI LUX Mpenaparis 3
MeT(opMiHOM, TOMY HEOOXiTHa OOEpPEeX)HICTh IMPHU 3aCTOCYBaHHI, OCOOJIMBO MAI[iEHTaM 3 MOPYUICHHSIMH
¢byHKUiT HUpOK. SK10 NoTpiOHO, 103y MEeT(HOPMIHY MOKHA PETYIIIOBATH, OCKUIbKH 1HT101TOpH/1HaAykTOpH OKT
MOXKYTh 3MIHIOBaTH €(PEKTUBHICTh MeTPopMiHy (nuB. po3aiin «OcobauBocTi 3actocyBaHHsI» Ta «Crocid
3aCTOCYBaHHS Ta JIO3W»).

Hoooemicni KOHMpAacmHi peuo8uHU

3actocyBaHHsI MET(QOPMiIHY TTOTPIOHO MPUITMHHUTHU JI0 TTOYATKy ab0 Ha mepioja AociipkeHb. JIikyBaHHs HE ciij
B1IHOBJTIIOBATH paHillie HiXK Yepe3 48 ToJIMH MICHs TOCHTIKEHb, SKIO MepeBipka HUPKOBOT (PYHKITIT BCTAHOBUIIA
il cTabGlIBHICTB, MUB. po3aun «Crocid 3acTocyBaHHs Ta 103W» Ta «OcoOIMBI 3aX0AM OE3MEKNY.

Kombinayii, wo cnio 3acmocosysamu 3 obepedcricmio

Jlesiki JiKapchKi 3aCO0M MOXXYTh HETAaTUBHO BIIMBATH HAa HUPKOBY (YHKINIO, IO MOXXE MPU3BECTH 0
MIJBUIICHHS PU3UKY Jakroanuaosy (Hampukian, HII3IL, Bkmrouaroum iHri6iTopu uuxinookcurenasu Il
iHriditopu AIl®, antaronictu peuenrtopis anrioreH3uny Il Ta niyperuku, 30Kkpema neTiiboBi AlypeTuku). [lpu
3aCTOCYBAaHHI TaKMX IpernapaTiB y KoMOiHauii 3 MeT(OpMiHOM MOTPIOHO PETEIbHO KOHTPOJIOBATH (QYHKIIT
HUPOK.

['mrokokopTHKOiIM (110 BBOAMJIUCH CHUCTEMHO Ta MICIIEBO), OeTa-2-aroHICTH Ta JIyPETUKH MalOTh BIIACHI
rinepriaikemMivydi BiacTuBocTi. [amienTa i MOBIJOMUTH MPO 1€ Ta YACTIIIE MEPEBIPITH PIBEHb TIIFOKO3H B



KpOBi, OCOOJMBO Ha TMOYaTKy JIKyBaHHA TaKUMH JIKapchbKMMM 3aco0amu. 3a moTpedu, 103y
AHTUTIMEPTIIKEMIYHOTO JIIKapChKOTro 3ac00y CIiJi CKOPUTYBATH Mij yac Teparii 1HIINM MpernapaToM, a TaKOX
pu HOro BiMiHI.

Iucynin ma cmumynamopu cekpeyii iHCYiHy

[HCYNIH Ta CTUMYJATOPU CEeKpeLlii 1HCYMiHY, TaKl SK CyJIb(OHIICEYOBHUHA, 301IbIIYIOTh PU3HUK TiMOTITIKEeMii.
Takum yMHOM, MOXe MOTpeOyBaTHUCS 3HMKEHHS JO3M 1HCYJIiHY a00 CTHUMYJATOPIB CEKpewil 1HCYNIHYy s
3MEHIIEHHS PU3UKY TiNMOTJIiKeMil MpHU 3acCTOCYBaHHI OJHOYACHO 3 MeTgopMiHOM (auB. po3ainu «Crnocid
3aCTOCYBaHHSA Ta 103W», «[100iuH1 peakii»).

Ocobueocmi 3acmocyeanns.

Jlakroannnos

JlakToanumo3 — ayxe piiKicHe, aje cepio3He YCKJIaJHEHHs, MOB’S3aHe 3 PO3J7aJoM OOMIHY pEYOBHH, IO
HailuacTillle BUHUKA€E y pa3l rOCTPOro MOTripLIeHHs (QYHKLII HUPOK, KapIio-pecripaTopHoi XBopoOu abo
cericucy. Hakonnuenns metrdopMiHy BiiOYBa€ThCs MPU TOCTPOMY HOTIpIHICHH! (QYHKIT HUPOK 1 MiJABHILY€E
PHU3UK PO3BUTKY JAKTOALMIO3Y.

V pasi 3HeBOIHEHHSI (BHACIIOK TSKKOI Hiapei abo OIroBaHHS, TMXOMaHKH a00 3MEHIIIEHHS BXXUBAHHS P1IMHN)
CJIiJ] THMYACOBO MPUITMHUTHU 3aCTOCYBaHHS MET(HOPMIHY Ta 3BEPHYTHUCS /10 JIKapsL.

Jlikapceki 3aco0M, SKI MOXYTb CIPHUYMHUTH TOCTpPE TMOTIpmIEHHS (YHKUII HUPOK (HANpHKIag
aHTUTINEPTeH3UBHI TpenapaTd, AlypeTukd, HecTepoinHi nportusananeHi npemnapatu (HII3ID)), morpiOno
3aCTOCOBYBATH 3 00EPEKHICTIO Malli€EHTaM, 1110 OTPUMYIOTh METGOpMiH. [lo iHIIUX (aKTOPiB PU3UKY PO3BUTKY
JAKTOAIMI03y HAJEeKaTh 3JI0BXKUBAHHSA aJKOToJieM, TEYiHKOBa HEJOCTaTHICTh, MOTaHO KOHTPOJIbOBAHUH
LYKpOBH N11abeT, KeTo3, TpUBaJe TOJI0AyBaHHS, OyJb-IKi CTaHHU, MOB’S3aH1 3 TINOKCI€I0, @ TAKOX CYITyTHE
3aCTOCYBaHHSA JIKapChKUX 3aC001B, 1[0 MOKYTh CIIPUYMHUTH JIAKTOAK03 (AUB. po3aum «lIpoTunokasaHHs»
Ta «B3aeMois 3 IHITUMU JTIKAPCHKUMHE 3aC00aMU Ta 1HIII BUAU B3aEMOZII).

[TarmieHTiB Ta/ab0 THX, XTO 32 HUMU JOTJIAJA€, TOTPIOHO MPOIH(POPMYBATH PO PU3KK PO3BUTKY JIAKTOALIU03Y.
JlakToanm03 XapakTepU3yeThCs alluI03HUM JTUCIHOE, 00JIeM Yy JKMBOTI, M SI30BUMHU CIIa3MaMH, acTEHI€l0 i
TiNOTepMi€I0 3 MOJANBIIOID KOMOKO. Y pa3i MOSIBM NEepepaxOBaHUX BUILE CHUMITOMIB MAalliEHTH MOBHUHHI
MIPUITMHUTH 3aCTOCYBaHHS MET(POPMIHY Ta HEraiiHO 3BePHYTHCH /10 JiKaps. /liarHocTuuHi 1abopaTopHi 03HAKU
JIAKTOAIM103y BKIIIOYAIOTh 3HWKEeHHs pH KpoBi (< 7,35), miABUILEHHS piBHSA JIAKTATy Y IU1a3Mi (> 5 MMOJIb/1),
a TaKOXK IM1JIBUIIIEHY aHIOHHY PI3HUIIIO Ta CIIBBIAHOIIEHHS JAKTaT/ipyBarT.

JliaGeTuyHM KeToalnma03

ITix yac 3acrocyBanHs iHri6iTopiB SGLT2 (BKimrouaroun emnariiao3uH) MOBiAOMIISIIN PO PiAKICHI BUMAIKU
niabernyHoro keroanuao3y (JAKA), B ToMy 4mcIi i3 3arpo3010 AJIs )KUTTS Ta JeTallbHi. Y KUIBKOX BHMAJKaX
JIKA mposiBisIBCSI aTHIIOBO, 3 JIMIIIE IIOMIPHUM 301IbIIEHHIM PiBHS IIIOKO3U B KpOBi [HIDKYe 14 MMoib/in (250
mr/am)]. HeBimomo, uu miABUIIEHHS 103K eMIariidio3nHy BIUTMBa€e Ha iMOBIpHICTh BUHMKHEHHS J[KA.
Heo6xigHo BpaxoByBaTu pu3uk JIKA y pasi nosBH Takux HecleU(piuHUX CUMITOMIB, SIK HyJ10Ta, OIOBaHHS,
BIJICYTHICTb ameTuTy, OUIb y KHMBOTI, HaJMipHa cIipara, YCKJIaJHEHHS JAMXaHHSA, CIUTyTaHICTh CBIJOMOCTI,
He3BHYaiiHa BTOMA a00 COHNMUBICTH. [Ipy BUHUKHEHHI IMX CHMOITOMIB HaIli€EHTIB HOTP1OHO HETAifHO EPEBIPUTH
Ha MpeMeT KeToalu103y He3aJIeXKHO BiJl PIBHS IVIFOKO3U B KPOBI.

3acrocyBaHHs eMIarti(ao3uHy MauieHTaM 3 migo3poro abo niarnocroBanuM KA ciin HeraitHo

MPUITUHUTH.

V pasi rocmiTanizanii namieHTa Juisi 3HaYHUX XIPYPridyHUX Mpoueayp ado y pasi cepilo3HUX TOCTPUX XBOPOO
JKyBaHHS MOTPIOHO MepepBaTh. Y KX Nalli€HTIB PEKOMEHAYEThCS MOHITOPUHT KeTOHIB. BUMiproBaHHS piBHS
KETOHY B KPOBI BiJ1al0Th NiepeBary cedi. JlikyBanHsa eMnarii(ao3MHOM MOXKHA BITHOBUTH KOJIM PIBEHb KETOHIB
HOPMAJII3yEThCS 1 CTaH MaIlieHTa CTa0UII3yEThCA.

[lepen mouaTKkoOM 3aCTOCYBAaHHS eMIari(hI03uHy CIIiJ PO3IJISIHYTH B aHAMHE31 Nalli€eHTa HasBHICTh YMHHUKIB,
SIK1 MOXKYTb CBITUUTH NPO CXUIIBHICTH J10 KETOALU03Y.

Bucokuii pu3uK KeToanua03y MaloTh MAIliEHTH 3 HU3bKOIO (YHKLIEI OeTa-KIITHH (HAnpuKiaa, Y BUNAAKY
I[yKpOBOTI'O Aia0eTy 2-r0 TUIY 3 HU3bKUM piBHEM C-IenTuay, JaTeHTHOTO ayTOIMYHHOT'O /11a0eTy y J0pOCIuxX




a0o maHKpeaTHTy B aHaMHE31); MAIl€HTH 31 CTaHaMH, SKi NPU3BOAATH O OOMEXEeHHs NpHuiiomy ki abo
CHJIBHOT'O 3HEBOJIHEHHSI; MAaIll€HTH, SIKUM J103y IHCYJIIHY 3HUXKYIOTh, Ta HALl€EHTH 3 IMiJBUIIECHOIO MOTPEOOIO
IHCYJIHY Yy 3B’SI3Ky 3 TOCTPOIO XBOpOOOIO, XipypriYHUM BTPYHaHHSM abo0 3J70BXKHBAHHAM ankorojieMm. L{um
narieHTam iHrioiTopu SGLT2 cnif 3acTOCOBYBaTH 3 00EPEkKHICTIO.

BinnoBnennss tepamii inrioitopamu SGLT2 nns mamientiB 3 JIKA mig yac momepeqHbOro JiKyBaHHS
iariditopamu SGLT2 He pekoMeHIy€eThCs, SKIIO0 TOYHO HE BCTAHOBJICHO Ta HE YCYHEHO 1HIIUN (aKTop, 110
npoBokye JIKA.

CIHJDKAP/I e cmig 3acTOCOBYBAaTH Ul JIIKYBaHHS IMAIEHTIB 3 I[yKpoBMM aiaderom l-ro tumy. JlaHi 3
IporpamMM KJIHIYHOTO JOCTIJDKEHHS y MAIl€HTIB 3 IyKpOBHM JiabeToM 1-ro Tumy moka3anu 30UIbLICHHS
yactotu JIKA y marieHrTiB, siki oTpuMyBaiu emmnarii¢io3us 10 mr ta 25 mr, ik JOMOBHEHHS JI0 1HCYJIHY
MOPIBHSHO 3 TU1ae6o0.

3acTocyBaHHs HOJIOBMICHUX KOHTPACTHUX PEUOBUH

BHyTpimHbOCYAMHHE BBEACHHS HOJTOBMICHUX KOHTPACTHUX PEYOBHUH MOKE BUKJIMKATH KOHTPACTIHIYKOBaHY
Hedpomnarito. Lle Moke COPUYMHUTH KyMYJIALII0 METQOPMIHY Ta MIABUIIUTH PU3UK PO3BUTKY JAKTOAIIUI03Y.
TaxkuM YuHOM, JTIKYBaHHS MET(GOPMIHOM CJI1J1 IPUIUHUTH J10 TOYATKy 200 Ha MEePioJ1 MPOBEJCHHS TOCIIIKEHb.
JlikyBaHHS HE CIIiJ BIIHOBJIIOBATH paHillle HiXX dyepe3 48 TOauH Micisl JOCTiKEeHb Ta JIUIIe SKIIO epeBipKa
HUPKOBOI (pyHKIIIT BcTaHOBMIIA ii cTabiBHICTE (IUB. po3aian «Crnocid 3acTocyBaHHS Ta J03W» Ta «B3aemois
3 IHIIMMHU JIIKAPCHbKUMHU 3ac00aMU Ta 1HIL BUAM B3a€MOIII»).

HupkoBa ¢yHkiis

Cain ouinutu IIK® nepen mouaTkoM Teparmii, a MOTIM perysisipHO (IuB. po3ain «Crnocid 3acTocyBaHHS Ta
no3u»). [Ipenapatr CIHIDKAPJII npotunokazanuii mamientam 3 KD < 30 mi/xB.

3acTrocyBaHHs Ipenapary CiiJl TAMYacoOBO MPUIIMHUTH 3aCTOCOBYBATH 3a HAsSBHOCTI YMOB, fIKI 3MiHIOIOTbH
HUPKOBY (pyHKIit0 (IuB. po3ain «IIpoTunokazaHus»).

Cepuesa GyHKIS

[TamieHTH 13 ceplEeBOI0 HEAOCTATHICTIO MAarOTh OUIbII BHCOKHH PHU3MK PO3BUTKY TIMOKCII Ta HHUPKOBOI
HenoctatHocTi. [lamienTaM 31 cTabiIbHOIO XPOHIYHOIO cepleBoro HexocTatHicTio npenapat CIHDKAP/II
MO>KHa 3aCTOCOBYBATH IIPU MOHITOPUHTY (pyHKIiH cepust Ta HUpokK. [Ipenapar CIH/DKAP/II npotunoka3anuii
MaIieHTaM i3 TOCTPOIO Ta HECTaOIIbHOIO CEPLIEBOI0 HEIOCTATHICTIO Yepe3 BMICT MET(HOpPMiHY (AMB. PO3.LT
«I[IpoTunokazanusy).

Oneparii

JlikyBaHHS MeT(OPMIHOM CIIiJi IPUIMHUTH Ha Yac ornepalii 13 3aCTOCYBaHHSAM 3arajbHOi, CIMHHOMO3KOBOI
abo emnigypanpHOi aHecTesii. JIlikyBaHHS npenapaToM MOXKHA BiIHOBUTHU HE paHille HiX yepe3 48 roauH micis
oreparii a0 BiIHOBJICHHS MMEPOPATBHOrO Xap4yyBaHHs 1 JIMIIE Mics MOBTOPHOI OLIHKM (YHKLIi HUPOK Ta
MiATBEPKEHHS 11 cTa01IbHOCTI.

Pu3uk 3MeHIIeHHS 00’ €My MIKKIITUHHOL PIIUHH

Sk Hacainok aii inriditopiB SGLT2, ocMoTHYHMIA Alype3, IO CYNPOBOJIKYE JIIKAPChKY TIIIOKO3Ypil0, MOXKe
NPU3BECTU J0 HE3HAUYHOTO 3HIKEHHS apTepiaibHOTO TUCKY (IUB. po3ain «PapMakoJOriyHi BIACTHBOCTI.
®apmakoauHaMikay). Ciifl 3aCTOCOBYBAaTH 3 O0EpPEXHICTIO MAlliEHTaM, JUIS SKHX 3HWKEHHS apTepiajbHOTrO
TUCKY, 0OyMOBIIEHE eMmmarii)Io3MHOM, MOXXE€ CTAaHOBUTH HeOe3NeKy, HalpHUKiIa[ MallieHTaM i3 cepleBo-
CYIMHHUMH 3aXBOPIOBAHHSMH B aHAMHE31, Malli€eHTaM (3 TIMOTeH31€I0 B aHAMHE31), 110 MPOXOASTh TEparito
aHTUTINEPTEH3UBHUMU MpernapaTaMy abo maiieHTaM BiKOM BiJ 75 pOKiB.

VY pa3i po3BUTKY CTaHiB, II0 MOXYTh NPHU3BECTH A0 BTpPATU PIAMHU (HANPUKIAJA, NUTYHKOBO-KHIIKOBUX
3aXBOPIOBaHb), MallieHTaM, sKi oTpuMytoTh penapat CIHDKAP/II, pekoMeHy€eThCs peTeNbHUI MOHITOPUHT
CTyHeHs 3MEHLICHHS O00’eMy MUDKKIITHHHOI piAMHU (Hanmpukiaa, GI3UYHUA OrJIsi, BUMIPIOBAHHS
apTepialbHOTO TUCKY, Ja0OpPaTOPHI TECTH, BKIIIOYAIOUYM PIBEHb T'€MAaTOKPHUTY) 1 3aCTOCYBaHHS €JIEKTPOJITIB.
Crain po3rasHYTH HEOOXIJIHICTh THUMYAcCOBOTO MpHNUHEHHs JikyBaHHs mnpenapatom CIHDKAP/L no
MIOTIOBHEHHS BTPATH PIAMHU.

[Ta1ieHTH JITHHOTO BiKY




Brue emmnarniio3uHy Ha BUBEIEHHS TJIOKO3M 3 CEYEI0 TMOB’S3aHUI 3 OCMOTHYHHUM J1ype3oM, 10 MOXKe
BIUIMHYTH Ha cTaH riapartauii. [lamienTn BikoM Big 75 poKiB MarOTh MiJABULICHUN PU3UK 3MEHIIEHHS 00’ €My
MDKKJIITUHHOI pinnHu. ToMy HEOOXiTHO 3BEpHYTH OCOOJIMBY yBary Ha 00’€M MDKKIITHHHOI PIIMHU y pasi
OJTHOYACHOT'O 3aCTOCYBaHHS JIIKAPCHKUX 3ac00iB, SIKI MOXXYTh NPHU3BECTH JJO HOro 3MEHLICHHS (TaKHX 5K
niypetuku, iHrioitopu AII®D). TepaneBTHUHHMI JOCBiJ 3aCTOCYBaHHs MallieHTaM BIKOM MOHAaJ] 85 pOKiB
oOMexeHH. 3acTocyBaHHA eMIariti(o3uHy I Kareropii Maii€eHTiB HE PEKOMEHIYETbCS (AMB. PO3ILI
«Criocib 3acToCyBaHHS Ta JO3M»).

IHdexii ce4OBUBITHUX NUIIAXIB

Y [OCTMapKeTHHTOBUX JOCHIDKEHHSX CIIOCTEPIraluch BHUIMAIKUM YCKIAJHEHb Yy BUIJLAI 1H(EKIiH
CeYOCTaTeBUX INUISIXiB, BKIIOYAIOYM Mi€TOHEHPHUT Ta ypOCEICUC, Y MAIE€HTIB, SKi OTPUMYBAJIHM JIKYBaHHS
emnariaipiaosunom (auB. po3ain «IloGiuni peakuiin). Caix po3riasHYTH HEOOXiIHICTH THMYaCOBOTO
MPUIMMHEHHS JIKYBaHHS eMMariipIo3MHOM MAJis TAI€HTIB 3 YCKJIaTHEHUMH 1H(EKIISIMU CEYOBUBIIHHX
IIISXIB.

Hexkporusyrouunit gpacuuit npomesxunu (raurpesa @ypu’e)

ITix yac micasipeecTpalifHuX CIIOCTEPEKEHb OYIIM BUSBIICHI BUIAJKU HEKPOTU3YIOUOTro (haciuiTy IpOMEKUHH
(Takox BioMOro sik ranrpeHa @ypH’e) y *KIHOK Ta YOJIOBIKIB, siKi mpuitManu iHriditopu SGLT2. 'anrpena
@dypH’e — 1e piaKicHa, ane cepiio3Ha Ta MOTEHLIHHO HeOe3meuHa A KUTTA 1H(EKLis, sSKa BHMarae
HEBIAKJIAJIHOTO Xipypri4YHOTO BTPYYaHHs Ta MPU3HAYCHHS aHTHO10THKIB.

[TarieHTiB CIifl MOBIIOMIIATH PO HEOOXIAHICTH TEPMIHOBO 3BEPHYTHUCH IO JIIKAPs, SKIO Y HUX BUHHUKAIOThH
TaKi CUMIITOMH, K OiJIb, YyTJIMBICTh, €pUTEMa Y1 HAOPSIK B AUISHII CTAaTEBUX OpraHiB ab0 MPOMEXUHH, 1110
CYIIPOBOJIKYIOTBCS TMXOMAHKO0 200 He3aykaHHsAM. Ciil BIAMITUTH, 10 yporeHiTaubHa iHeKIis abo abcuec
MIPOMEKMHN MOJKE IepelyBaTh HEKpOTHUYHOMY dacuuity. Y pasi migo3pu Ha ranrpeny ®ypH’e npemnapar
CIHJIKAP/I cnix BiAMIHUTH Ta IIBUAKO PO3MOYATH JIKYBaHHS (BKIIOYAIOUM MPU3HAYCHHS aHTUOIOTHUKIB Ta
Xipypriuny o0poOKy ypaskeHOi 30HH).

AMnyTalii HUKHIX KiHIIBOK

301IbIICHHS] BUIMAKIB aMIyTalii HMKHIX KIHIIBOK (B MEpILIy Yepry, majiblliB Ha HO31) CHOCTEpIrajoch B
JOBTOCTPOKOBHX KIIIHIYHUX JOCIHIKEHHSX 3 1HIIKM iHTi0iTopoM SGLT2. HeBigomMo, uu 11e mpUTaMaHHO s
BCHOT0 KJ1acy mpemnapartis. [l BCiX Mali€HTIB 3 IIyKPOBUM J11a0€TOM Ba)KJIMBO MPOBOAUTH KOHCYJIbTALIi 1010
PeryJsipHOro Npo(iTaKTUYHOTO AOTIISAAY 38 HUKHIMU KiHI[IBKaMU.

YpaxeHHs NeUiHKU

ITix yac KTHIYHUX AOCHIHKEHb MOBIIOMIISIIOCS PO YPaXKeHHs MEYiHKU MPH 3aCTOCYBaHHI eMmnariiao3uny.
[TpUYMHHO-HACHIIKOBUM 3B’A30K MDK 3aCTOCYBaHHSM eMIariio3uHy 1 YpaKeHHSIM TMEYiHKA He
BCTAHOBJICHUH.

CeplieBa HEIOCTATHICTD

Icaye oOMexeHM OCBiJ 3aCTOCYBaHHs eMIarii(io3uHy MalieHTaM 3 CepLEeBO0 HEJOCTaTHICTIO Kiacy I—
II 3a xmacudixaniero Helo-Hopkebkoi kapmionoriunoi acomianii (NYHA). J[ocBin KIiHIYHEX JOCIiIKEHb
3aCTOCYBaHHA eMIIarii¢Io3uHy namieHTaM 3 cepreBoro HegoctatHicTio kinacy [II-IV NYHA BincyTHiit. Y xoni
KIIHIYHUX JOCITIJUKEeHb MoBitoMisioch mpo 10,1% mnamieHTiB 3 ceplieBOI0 HEAOCTATHICTIO Ha MOYaTKOBOMY
piBHI. 3HMKEHHS CEpLEBO-CYAMHHOI CMEPTHOCTI Y LMX MAIll€HTiB OyJO 3ICTaBHE 3 TAKUMH Yy 3arajbHii
TOMYJISALT OCITIPKEHHS.

ITigBuUIIEHUI T€MAaTOKPUT

[TigBUIIEHHS TEMAaTOKPUTY CIIOCTEPIrasioch MiJ 4Yac JiKyBaHHS emmariidiao3uHoM (auB. posnin «lloGiuni
peaxiii»).

JlaGopaTopHi aHaJIi3K ceul

OuikyeTbes, 110 Yy NamieHTiB, ski npuitmarors npenapar CIHJDKAPJI, tect Ha rimoko3y B ceui Oyne
MO3UTHBHUM.

Iurepdepentis 3 BMicToM 1,5-anrigpormorurony (1,5-Al)




MOHITOPUHT TJIKEMIYHOTO KOHTpOMIO 3a BMIicTOM 1,5-Al’ He pPEKOMEHIY€ThCS, OCKIJIBKH Ppe3yJbTaTH
BuMiptoBaHHA 1,5-Al" HenoCTOBIpHI y mMamli€eHTIB, sKi nmpuiiMaioTh iHri6itopu SGLT2. PexomeHayeTbcs
BUKOPUCTOBYBATH JbTEPHATUBHI METOIU TITIKEMIYHOTO KOHTPOJIIO.
3acmocysanns y nepioo eacimnocmi abo 200y8anus 2pyooio.
BaritHicTh
JlaHUX II0Z0 3aCTOCYBaHHS JIIKapchKoro 3aco0y abo eMmnariiduio3uHy BariTHUM JXKiHKaM HeMmae. Jleski naHi
BKa3yIOTh Ha Te, L0 3aCTOCYBaHHSI MET(OPMIHY BAriTHUM JKIHKaM HE IOB’si3aHE 3 IiJIBUILIEHUM PH3UKOM
BPO/KEHUX aHOMaJIiH.
SIKIIo maiieHTKa IJIaHye 3aBariTHITH a0 3aBariTHija, pEKOMEHAYEThCS HE 3aCTOCOBYBATH LieH JIIKapChKHA
3aci0 A7 JTiKyBaHHS IyKpoBoro fiabety. Takux XBOpUX HEOOXITHO NMEPEeBECTH Ha 1HCYIIH Ul MiATPUMaHHS
[0 MOXJIMBOCTI OJM3BKUX J0 HOPMH PIiBHIB IIIOKO3HM B KpOBI, 1100 3HU3UTH PHU3HMK BaJ PO3BHUTKY ILIOJA,
acolifioBaHUX 13 BIAXUJICHHSMH Bijl HOPMH PiBHIB IJTFOKO3H B KPOBI.
Ilepion rogyBaHHs rpy IO
MetdopMiH  €KCKpeTyeTbcs B TIpyAHe  MoOJIOKO. JKOJHOro  HECHpusTIMBOrO  BIUIMBY  Ha
HOBOHAPOKEHUX/HEMOBIIAT, MaTepi AKUX MpUItMalH TikapchbKuii 3acio, He BUsBIeHO. Hemae qaHux npo Te 1o
eMnariihao3uH eKCKPeTYEThCS B TPYIHE MOJIOKO JIFOAMHH. PU3MK 111 HOBOHAPOIKEHUX/HEMOBJIST HE MOXKE
OyTH BUKITIOYCHHH.
[le#t mikapchkuii 3aci® HE CIIiJl 3aCTOCOBYBATH Y TIEPiO TOTyBaHHS TPYIALO.
DepTUIbHICTD
JlocnmipKeHHsT BIUIMBY IIOTO JIIKApPCHKOTO 3aco0y abo emmarmiduo3uHy Ha (QepTHIBHICTh y JOJeH He
MIPOBOJIMIIUCK.
30amuicms éniusamu Ha WEUOKICMb peakyii npu KepysanHi agmompancnopmom abo iHUUMU MexaHizMamu.
[Tpenapatr CIHIDKAP/II unHUTH, HE3HAYHHI BIUIMB HA IIBUJAKICTh peakiii MpHU KepyBaHHI aBTOTPAHCIIOPTOM
abo po6oTi 3 iHIKMHU MexaHi3MaMmu. [lamienTam citiJy MOpajuTH BXKUBATH 3aXO0/IB JJIS1 YHUKHEHHS PO3BUTKY
rinoriikemMii Npu KepyBaHHI ABTOTPAHCHOPTOM al00 poOOTI 3 IHIIMMH MEXaHi3MaMH, 30Kpema, IpH
3acrocyBanHi npemnapaty CIH/DKAPJII B kom6iHarii 3 cyab(hOHIICEYOBUHOIO Ta/ab0 1HCYTIHOM.
Cnoci6 3acmocysannsa ma 0o3u.

031
Hopocni 3 nopmanvroio gyuxyicto Hupox (LLIKD > 90 mu/xs)
PexomenoBana fj03a ctaHOBUTH | Tabnerka 1Bivi Ha 100y. Jlo3y nmpenapary miaOuparoTh iHAUBIAYyabHO Ha
OCHOBI MIOTOYHOTO PEXUMY MaLli€HTa, €PEKTUBHOCTI Ta IEPEHOCUMOCTI peKOMEH10BaHO1 1000B0Oi 1031 10 Mr
abo 25 mr emmarmni(io3uHy, NMPH IOMY HE NEPEBHIIYIOYHM MaKCUMaJbHY PEKOMEHIOBaHY 1000BY 103y
METQOPMIHY.
Hnsa nayienmie, y sakux He 3abe3neuyemvbcs OOCMAMHIL KOHMPOIb NpU 3ACMOCY8AHHI O0HO20 JTuule
memepopminy abo mem@opminy y KOMOIHAYIT 3 IHWUMU TIKAPCOKUMU 3ACO00AMU 05 IKY8aHH: Oiabemy
JUnist mali€eHTiB, y SKUX HE 3a0€e3Meuy€eThes TOCTaTHIM KOHTPOJIb MPHU 3aCTOCYBAaHHI OHOTO JUIlE MET(HOpMiIHY
abo mMeTopmiHy B KOMOiHAMLI{ 3 IHIIMMHM JIIKAPCHKUMH 3aco0aMM JJIs JTIKyBaHHS J11abeTy peKOMEHJI0BaHa
noyatkoBa fo3a npenapaty CIHIDKAP/II cranoBuTh 5 Mr emnariidio3uny ABidi Ha 700y (1060Ba g03a 10 mr)
Ta MOTOYHY J03y MeTdopMiHy. ISl Mali€eHTiB, sKi J0Ope MePeHOCTh 3arajbHy 1000BY 103y eMIariihiIo3uny
10 mMr Ta ski moTpeOyroTh OUIBLI CYBOPOTO TIIKEMIYHOI'O KOHTPOJIIO, 103y MOXKHA 30UIBIIMTH A0 25 Mr
emmnariiao3uny Ha 100y (MakcuMalibHa 1000Ba J103a eMuariti(uo3uny 25 mr).
Sxmo nmpenapat CIH/DKAP/II 3actocoBytoTh B KOMOiHaLiT 3 CyJIb()OHIICEUOBHHOIO Ta/ab0 1HCYIIHOM, CIij
PO3IIISIHYTH MOXJIMBICTh 3aCTOCYBaHHSI CYJIb(OHIJICEYOBUHU Ta/ab0 1HCYIIIHY B HU3BKUX 032X, AJIS TOTO 100
3MEHIIUTH PU3MK Tinormikemii (auB. po3ainu «B3aemomis 3 1HIIUMU JTIKapChKUMHU 3acO00aMH Ta iHIII BHIU
B3aeMoiity, «I1o61uHI peakiiiin).
s nayienmis, wo nepexooamsv 3 KOMOIHO8aHOT mepanii eMna2nighno3uHoOM i MempoOpMIiHOM K OKpeMumu
npenapamamu




Jlnst mani€eHTiB, 10 MEepeXoaaTh 3 OKpEMHX MpenapaTiB emmnariiio3uHy (3arajgbHa go6osa go3a 10 mr abo
25 mr) ta merdopminy Ha npenapat CIH/DKAP/II, pekomeH10BaHO MOYMHATH 3 MOTOYHOI AOOOBOI 103M
emnariiao3uHy Ta MeT(hOopMiHy, SIKy BOHM Hapasi NpuiMaroTh, a00 po3movaTu 3 HalOIMkK40i BiAMNOBITHOT
TepaneBTUYHOI 1031 METPOpMiHY (IHB. po3ain «CKiaam M00 HAsIBHOCTI JO3YBaHHS JIKapChKOTO 3ac00y).
IIponywena 0oza

VY pasi npomycky npuiiomy ao3u ii ciij NpuiHATH sikomora ckopime. He ciij mpuiiMaTH NMOABIHHY 103y
npernapary B OJIUH 1 TOU Ke JECHb.

Ocobauei epynu nayicnmie

Hupkoea neoocmamuicmeo

Kopexkuis 1031 He MoTpiOHA Malie€HTaM 13 JETKUM MOPYIIEHHIM (QyHKIIT HUPOK.

[TotpiOHo ominuty IIIK® nepen nmoyatkom JIiKyBaHHs MpernapaTaMu, 1o MICTATh MeTdopMiH. Hanami ominky
CJIiJ] IPOBOJUTH IOHAWMEHILIE HIOPIYHO. Y MAaIi€HTIB 3 MiJBUIIEHUM PU3MKOM IOJAIBIIOTO MPOrpecyBaHHs
HUPKOBOI HEJTOCTATHOCTI Ta Y JITHIX Malli€HTIB (PYHKIIIF0 HUPOK CIiJ] OLIIHIOBATH YaCTillle, HAMPUKIAA KOXKHI
3—6 MicsIB.

SIxkmo anexBatHe no3yBaHHs mnpemnapary CIHJ/DKAPJIl BiacyTHe, ciig  BHUKOPHUCTOBYBAaTH OKPEMO
MOHOKOMITOHEHTH 3aMicTh (DiIKCOBaHOT KOMOiHAIIi].

Tabmurs 2
Jlo3yBaHHS AJI1 XBOPUX 3 MOPYIICHOI (DYHKIIE€I0 HUPOK
HIK® mn/xB | Merdopmin Emmnarnidno3un
60—89 MaxkcuManbsHa 1000Ba 1034 — MaxkcuManbsHa 1000Ba g03a — 25
3000 mr. MT

3MEHIIeHHS 031 MOXKHA
PO3IJISIHYTH Y 3B'A3KY 31
3HIDKCHHSIM HUPKOBOT (DYHKITIT.

45-59 MaxkcumanbsHa 1000Ba 1032 — JlikyBaHHs emnarii)J03MHOM He
2000 mr. [TouaTkoBa n03a CJIiJT PO3IIOYHHATH.
CTAHOBUTH HE OUITBINE MOJOBUHU | MakcuMalibHy JOOOBY 103y
MaKCUMAaJbHOI J103H. MOTPIOHO BIIKOPUTYBaTH a0

MiATpUMYBaTH Ha piBHI 10 Mr.

30—44 MaxkcumanbsHa 1000Ba 1032 — Emmnarnino3un He
1000 mr. [TouaTkoBa 1032 PEKOMEHYETHCS
CTaHOBUTH HE OLIbLIE MOJIOBUHU
MaKCHMAaJIbHOI JTO3H.

<30 MeTtdopMiH TPOTHITOKA3aHHUHA Emmnarnino3un He
PEKOMEHIYETHCS

Ileuinkosa nedocmamuicmo

Ileit mikapcbkuii 3aci® HE Ciif 3aCTOCOBYBATH MAIliEHTaM 3 TEYiHKOBOK HEIOCTATHICTIO (IWB. PO3AUIH
«IIporumnokazanusn», «OcoOIMBOCTI 3aCTOCYBaHH, «PapmMakonoriddi BaacTUBOCTI. dapMakoanHaMmikay).
Ilayienmu nimnvozco 6iky

3Bakarouu Ha ME€XaH13M JIi1, 3HKeHa e(DeKTUBHICTh eMNarii(Io3nHy € HACIiAKOM MOopyIIeHHs (QYHKIIT HUPOK.
Ockinbku MeT(HOPMIH BUBOJIUTHCS HUPKAMH, a TAIIEHTH JITHROTO BIKY OLIBIN CXWUJIBHI MaTH MOPYIICHHS
GbyHKIT HUPOK, i KaTeropii mamieHTiB ciif 3 ooepexHicTio 3actocoByBaTu npenapar CIHJDKAPIL. Jlns
MpoQiTaKTUKH JTAKTOAIIU03Yy, BUKIMKAHOTO METHOPMIHOM, HEOOXITHUN KOHTPOJIh (PYHKITT HUPOK, 30KpeMa
y TAIll€HTIB JITHBOTO BiKY (muB. po3ainu «IIpotunokazanus», «OcoOIMBOCTI 3aCTOCYBaHH»). Y TAIlI€HTIB
BIKOM BiJl 75 POKIB CJIiJI BpaxOBYBaTH IiJBUIIEHUNA PU3HK 3MEHIICHHSI 00’ €My MIXKIITHHHOI PIAMHU (IHB.
po3ainn «OcobnmuBocTi 3acTocyBaHHM», «[10014HI peakiii»). [TamienTam BikoM Big 85 poKiB 3aCTOCOBYBATH



el nmpenapaT He PeKOMEHYeThCsl uepe3 0OMEeXeHHUI JOCBIA 3aCTOCYBaHHS eMOariti(uo3uHy (AMB. PO3ILT
«Oco0IMBOCTI 3aCTOCYBaHHS» ).

Croci0 3acTocyBaHHS

[Tpenapar CIHI?KAP/I 3actocoBy0Th [1Bidi Ha 100y Mij yac IpuioMy 1K1 s SMEHILIEHHSI TOO1YHUX peaKilii
3 OOKYy IIUTyHKOBO-KHILIIKOBOTO TPAKTy, MOB’S3aHUX 13 3aCTOCYBaHHAM MeTdopminy. TabneTku ciif KOBTaTH
LIMMH, 3alMBalOYd BOJOK0. BCl mMalieHTH MOBHMHHI MPOJOBXYBaTH IOTPUMYBATHUCH JI€TH 3 HAJIEKHUM
PO3MOAISIOM BXHMBAaHHS BYTJIEBOAIB MPOTATOM JHs. [lanieHTaM 3 HaJJIUIIKOBOIO BAarolo CJIiJl MPOJOBXKYBaTH
JIOTPUMYBATUCh HU3bKOKAJIOPIHHOT T1€TH.

Jimu.

besneka ta edpextusHicts npenapary CIH/DKAP/II nns piteit (Bikom 10 18 pokiB) HEe BCTaHOBJIEHA, TOMY
JKapCchKUii 3aci0 HE 3aCTOCOBYIOTH Ll KaTeropii MaiieHTiB.

Ilepedosyeanns.

Cumnmomu

Emnaenigpnozun

B X0/l KOHTPOJIBOBAHUX KITIHIYHHUX JOCIIJKEHb pa3oBi 103u 70 800 mr emmnariidio3uHy (€KBiBaJeHTHO 32-
KpaTHI HaWBUIIIH peKOMeH10BaHii 1000Biil 71031) y 340pOBUX 100POBOJIBLIB 1 JEKUIbKA IIOJAEHHUX 103 10
100 mr emnarniiao3uny (€KBiBaJeHTHO 4-KpaTHI HaWBHIIIM peKOMeHI0BaHii J0OOBIH /1031) y MAIiEHTIB 3
I[yKPOBHM /11a0€TOM 2-I0 TUIy HE CIIPUUMHIIIN KOJHOI TOKCHYHOCTI. EMnarnidio3us 36171b11yBaB BUBEICHHS
TJIIOKO3U 3 Cedelo, 10 MPHU3BOAMIO 10 30UIbIIEeHHS 00’eMy cedi. BusiBinene 30unblieHHS 00’eMy ceui He
3aJIeKalo Bij 403U 1 He OyIo KIiHIYHO 3HauymuM. JlocBiny 3acTocyBaHHs 103 Buile 800 MT JTr0/1IM HEMaE.
Mempopmin

[Ipu mpuitomi 103 MeTdopMmiHy 10 85 T TIMOTIIKeMis HE CclocTepiraiach, Xo4a 3a TakuX O0OCTaBUH
CIOCTEpIrajich BUMAIKU JIAKTOALUA03Y. 3HaUHE Tepeo3yBaHHs MeT(HOopMiHy abo CyImyTHI PU3HKH MOXYTh
CIPUYMHUTH JaKkToauuao3. Jlakroanuao3 — e cTaH, 10 BUMAara€ TEPMIHOBOI MEIUYHOI JIOTIOMOTH Ta
JKyBaHHS y CTalioHapi (IuB. po3aiau «B3aemois 3 1HIIMMH JTIKapChKUMU 3aCO0aMHU Ta 1HIII BHIU B3aEMOIii»
Ta «OCcOOIMBOCTI 3aCTOCYBAHHS»).

Jlixysanns

VY BUNaAKy MNepeno3yBaHHS JIKyBaHHS CIiJ PO3MNOYMHATH BIJNOBIIHO 10 KJIIHIYHOTO CTaHy Halli€HTa.
HaileekTUBHIIIMM METOJJOM BUBEACHHS JIAKTaTy Ta MeT(GOpPMiHY € remMoAiaii3. BuBenenns emnariiiao3uny
IIISIXOM IreMo/Iiallizy He BUBYAJIOCh.

Ho6iuni peaxuii.

HaituacTimumy mnoOiYHUMU peakIisiMH y KIIHIYHUX JOCITIJDKEHHAX OyiM rinoriikemis (y pasi 3acTOCyBaHHS 3
1HCYTiHOM Ta/a60 CyIb(OHLICEYOBUHOO) Ta IUTYHKOBO-KHUIIIKOBI CHUMIITOMHU (HYZ0Ta, OTFOBAaHHS, Tiapes, O1b
y JKHBOTI Ta BTpara ameTuTy). B X0zl KIIHIYHUX AOCTIKEHb HE BUSBICHO YKOJIHUX JIOJATKOBUX MOOIYHHX
peakiiif y pa3i 3acTOCyBaHHS eMMAariipio3uHy sIK JOMOBHEHHS 10 MET(POPMiHY MOPIBHSIHO 3 MOOIYHUMHU
peakIisiMU y pa3i 3aCTOCYBaHHS KOXXHOI'O KOMIIOHEHTa OKPEMO.

[To6iuHi peakiii moJaHO 3a CUCTEMaMH OPraHiB Ta YacTOTOIO BHHHKHEHHS: Ayxe dacto (> 1/10), wacto (>
1/100 — <1/10), mvewacto (= 1/1000 — < 1/100), piako (=1/10000 — < 1/1000), xy>xe piako (<1/10 000), uacTora
HEBiZioMa (4acTOTy HE MOXHA OLIIHUTH 32 HAsBHUMH JaHUMHN).

Tabmuus 3
[To6iuHi peakiii, MO0 BUHUKAIM B XOJi IIae00-KOHTPOIHOBAHUX JOCITIIKEHb Ta MOCTMAPKETHHIOBOTO
3aCTOCYBAaHHS

Cucremu Hyxe vacto |Yacto Heuacto Pinxo Hyxe Hegsimomo

OprasiB piako

[adexmii  Ta Barinansamii Hekpotusy-tounit

iHBa3ii KaHJU/103, dacuuit
BYJIbBOBATIHIT, MIPOMEKUHH
OamaHit Ta




1HIm  iH(exmii (ranrpena
CTaTEeBUX Dypr’e)?
oprauis!-2,
1HpeKmil
CCYOBUBITHUX
NUISAXIB
(BKITIO-
YJar4uu
miesoHed-
puTH Ta
ypocercuc) -2
3 ooky [[mormikemis Cnpara2 HiabeTnunwmii | JlakToaru-
MeTadoizmy| (mpu KeToauno3? | o33,
Ta  CHCTEMH |3aCTOCYBaHHI nedinut
TpaBIICHHS OJTHOYACHO 3 BiTaMiHy
CyIb(OHII- 3.4
CZIIOE)HHOIO B2
abo
incyminom)!
3 00Ky [Mopymenus
HEPBOBOI CMaKy-
CHCTEMU
3 00Ky 3MEeHIIEeHHS
CYJIMHHOT 00’eMy
CUCTEMU MIKKITITHHHOT
piI[I/IHI/Il’Z
3 6oky | [LLmyHnkoBO-
HUTYHKOBO- KHIIIKOBI
KHIIKOBOTO | cHMOTOMES>
TPaKTy
3 00Ky Binxune-
rernarooiniap- HHS y
HOI CUCTEMU ¢dbyHKIiOHA-
JEHUX
MEeY1HKOBHX
npoGax>,
renaTuT
3 OoKy ILIKipu Caep0Oix Kponus’suka Epurema® |AHIIOHEBPOTHYHAHA
Ta MiAMWKIPHOT (renepaitizo- HaOpsIK
KJIITKOBUHU BaHMiT)2,
BUCHTI
3 GOKy HHPOK Hineumene | qusypis?
Ta BUIUICHHS
CCUYOBHUBITHUX ceuil:2

MUTIX1B




JlocaimKkeHHs IMinBumenns |IligBumenas
piBHS  JIMiAIB|piBHA
CUPOBATKH KpeaTUHIHY B
KpOBiz’b KpOB1/
3HUKEHHS
HMIBHAKOCTI
KIIyOO4YKOBOT
dinpTparii,
301IbIIEHHS

reMaToKpUTy>:
C

1 JluB. HUXKYE.
2 Busneni noGiumi peakuii mpyu MOHOTeparii eMnariipIo3uHOM.
3 Busiieni mo6iuHi peakuii mpu MoHOTepamii MeThopMiHOM.

4 Tpusase nikyBaHHs MeT(HOPMIHOM acoLiioBaHe i3 3HIDKEHHIM abcopOuii BiTaminy B, 0 MOXe y myske piIKiCHAX BHITAKaX MPU3BOJUTH 10 KIIHIYHO 3HAYYIIOTO
nedinuTy BiTaminy B, (Hanpukiazx, Merano6iacTHa aHeMis).

3 11y HKOBO-KMIIIKOBI CHMIITOMHM, a caMe: HyJ0Ta, OoBaHHs, Aiapest, Oilb y JKMBOTI Ta BTpaTa aleTUTy — HaiyacTille BUHUKAIOTh Ha I0YATKy JIKYBaHHS i, sIK
MPaBUIIO, CTIOHTAHHO 3HUKAIOTh.

8 JTus. poszin «OcoBIMBOCTI 3aCTOCYBAHHSY.

b CepenHiii BiICOTOK 3011bLIY€ETHCS BITHOCHO 0a30BOr0 piBHs Aist emmariiuio3uny 10 mMr ta 25 Mr nopiBHSHO 3 1U1ane00; BiIIOBIIHO JUIS 3arajbHOTO XOJIECTEPUHY
—5,0% 15,2 % nopiBusno 3 3,7 %; JIIIBI -xonecrepuny — 4,6 % i 2,7 % nopisusuo 3 0,5 %; JIITHI-xonecrepuny — 9,1 % i 8,7 % nopiBusiHo 3 7,8 %; TpUriiuepuan
—5,4% 1 10,8% nopiBusHO 3 12,1%.

€ Cepenni 3MinH TeMaTOKPHTY BiIHOCHO 6a30BOr0 piBHS A eMmarmidiosumy 10 Mr Ta 25 Mr mOpiBHAHO 3 mIane6o CKIagamH BiImoBiHo 3,6 % Ta 4,0 % MOpiBHSAHO
30 %. Y Xomi KIHIYHHX AOCIi/UKEHb 3HAUYCHHSI TeMaTOKPUTY IIOBEPTAIOCH IO 0A30BOTO PiBHS IMICIA MEPiofy CIOCTepexeHHs NpoTaroM 30 QHIB Micis NPUNUHEHHS
JIIKYBaHHSI.

Onuc okpeMux ModiYHUX peakiin

Linoenixemis

[Tin gac BIAMOBITHUX MOCTIIKEHb YacTOTa PO3BUTKY TIiMOTJIiKeMil 3ajexana Bia Oa3ucHOi Teparii 1 Oyma
MOoAIOHOI TIPH 3aCTOCYBaHHI eMmariaiao3uHy 1 mianedo sK JTOMOBHEHHS 10 MET(HOPMiHY, K JTOMOBHEHHS
710 JIIHATTINTHHY Ta MeT()OPMIHY, a TAKOX MPHU 3aCTOCYBaHHI KOMOiHaIi emnariidao3uny 3 MeTHOPMIHOM y
TMaIi€HTIB, IO BIIEPIIIE OTPUMYBAIIH JIKYBaHHSI, TOPIBHSHO 3 MAI[IEHTaMH, K1 3aCTOCOBYBAJIM eMmarii(io3un
1 MeT(hOopMiH K OKpeMi KOMITOHEHTH PaHillle 1 sIK JOTIOBHEHHS 10 CTaHAapTHOI Teparii. [liaBumeHHs 4acTotu
CIIOCTEpIrajoch MpH BBEACHHI eMmariio3uHy sSK TOTOBHEHHS 0 MET(POPMIHY Ta CYyJb(OHIICEUOBUHU
(emmarmiduiozus B 1031 10 mr: 16,1%, emmarmidiao3un B 1031 25 mr: 11,5%, mtane6o: 8,4%) abo sk TOMOBHEHHS
1o MeTdopMiHy Ta iHCYNIHY (emmarmiduosun B 1031 10 mr: 31,3%, emnarmidio3un B A031 25 mr: 36,2% T1a
ianedo: 34,7%).

Taocka einoenikemis (2inoenixemis, wo nompeodysana iiKy8aHHs,)

3arajpHa 4acTOTa BUHUKHEHHS TSKKOI TIMOMIIKeMil y mamieHTiB Oyia Hu3bkowo (< 1%) Ta moaibHO0 npu
3aCTOCyBaHHI emmariiao3uHy 1 Turanebo SK TOTMOBHEHHS 10 MET(QOpMiHY, a TaKOXX IMPH 3aCTOCYyBaHHI
KoMOiHaIii eMnariidao3uny 3 MeTHOPMIHOM y TAII€HTIB, 110 BIEPIIEe OTPUMYBAJIH JIKyBaHHs, TOPIBHSIHO 3
TMali€eHTaMH, K1 3aCTOCOBYBAJIM eMMarii(io3uH 1 METHOPMIH K OKpeMi KOMIIOHEHTH paHiIlle, 1 IK TOMOBHEHHS
1o cTanaapTHoi Teparii. Tsbkka rinormikemis cocrepiraiach y 0,5 %, 0 % Ta 0,5 % nartienTis, ki npuitmanu
emmarmidiao3ud B 1031 10 mr, emnariido3nn B 1031 25 Mr Ta 1uianedo npu JA0MOBHEHHI 0 MeTHOpMiHy Ta
iHCYyMiHY BiamoBimHo. [Ipu 3acTocyBaHHI KOMOIHAIlT 3 METGOPMIHOM Ta CYJb(OHIIICEYOBUHOIO, a TAKOX SIK
JOTIOBHEHHS JI0 JIHATJINTHHY Ta MET(HOPMiHY TsDKKA TIMOTJIIKeMis HE BiMIYanach.

Inghexyii cewosugionux winsxie

3aranpHa yacToTa iH(EeKIli CeYOBUBIAHUX IUISAXIB OyJia BUIIOIO B TPYIIi MAII€HTIB, IO TPUHMaI METPOPMiH
Ha (oHi mpuitomy emnarmidiao3uny B 1031 10 mr (8,8 %), MOPIBHSAHO 3 TPYIOIO MAIIEHTIB, IO MpUMan
emnariiao3uH B 1031 25 mr (6,6 %) ado manebo (7,8 %). [Toaidbno no rpynu miane6o, iHpekiii ceuoBUBITHIX
NUBIXIB CIIOCTEpITAINCh YacTiime Ha (oHi mpuitomy eMmmnariidio3uHy y TaIli€eHTIB 3 XPOHIYHUMHU a0o




pEIMANBHUMH 1H(EKIIIMA CEYOBHBIIHMX NUIIXiB B aHamMHe3l. |HTEHCHBHICTH (Jierka, MOMIpHA, TSIKKA)
iH(peKii CceYyoBMBIAHMX NUIAXiB Oyla MOMIOHOK Yy TMAalli€HTIB, MO oOTpuMyBanu miamnebdo. [Hdexmil
CEYOBMBI/IHUX LUIAXIB CHOCTEPIraJUCh YacTillle y JKIHOK Ha (oHI mpuitioMmy emnariidguo3suny B 1031 10 mr
MOPIBHSHO 3 IuTanebo, aje He crocTepiraiuch Ha (oHi npuitomy emmariidiao3uny B 1o3i 25 mr. Yacrora
1H(eKIil ce4OBUBITHUX NUIAXiB OyJia HIXKYOIO Y YOJIOBIKIB.

Bacinanvuuii kanoudo3s, 8ynveosazinim, baranim ma inwi ingexkyii cmamesux opeanie

BarinanpHuii KaHIUI03, BYJIBOBAriHIT, OaNaHIT Ta 1HIII iHGEKIii CTaTeBUX OPTaHiB BiIMIYaJIUCh YaCTIIIe B
rpymi MaIi€eHTiB, 0 NpuiiManu MeTdopMiH Ha (oHi npuitomy emnarmiduao3uny B 1031 10 mr (4,0 %) Ta B
no3i 25 mr (3,9 %), nopiBHSAHO 3 Mali€eHTaMu B rpymi npuiiomy miane6o (1,3 %) i cnocrepirajiuch 4acTime y
KIHOK Ha (QoHI npuitoMy eMmnarii¢io3uHy NOpiBHSAHO 3 Muiane6o. Pi3HuLS B 4acTOTI BUHUKHEHHSI OyJ1a MEHIII
BUPAKEHOIO y 4OJIOBIKiB. [H(pekii cTareBux opraHiB Oynu ciabko abo moMipHO BupaxkeHi. JKOIHUX THKKUX
iH}eKiil He BiAMIYEHO.

Iliosuwene sudinenns ceui

BpaxoByroun mexaHi3Mm Jii, MiJBUIIEHE BUAUICHHS cedi (BKIIOYAIOYM IMOJIAKIYpito, MOJNIypil0 1 HIKTYpIlO)
CIOCTEpIrajJoch 3 OUIBLIO 4YacTOTOI Yy TMAalli€HTiB, 10 OpuiiMain MeTPopMiH Ha (OHI MpHiioMy
emmnaridao3uny B 1031 10 mr (3,0 %) ta B 1031 25 mr (2,9 %), NMOpiBHSAHO 3 MalliEHTaMU B TPyIi MpHiioMy
wiane6o (1,4 %) sx nomoBHeHHsS 10 MeTdopMiHy. Yacte ceuoBHIyckaHHsS OyJjio MepeBa)xxkHO cllabke abo
noMipHe. YacToTa 3apeecTpOBaHMX BHIAJKIB HIKTypii Oyja MOpPIBHAHHOIO B TpyIi HpuiloMmy manedo ta
emmnaruidiao3uny (<1 %).

3menuienns 06 " emy MiHCKIIMUHHOL piounu

3arajibHa 4acTOTa 3MEHIIEHHs 00’ €My MIKKJIITUHHOI PIIMHU (BKJIFOYAIOUX MONEPEHbO BU3HAYECHI TEPMIHH:
3HWKEHHS apTepialbHOrO THUCKY (amMOynaTOpHO), 3HIDKEHHS CHUCTOJIYHOTO apTepiajJbHOTO THUCKY,
3HEBOJIHEHHSI, apTepiaibHa rOTeH3id, rI0BOJIEeMis, OPTOCTaTHYHA TIOTEH31s 1 HEMPUTOMHICTb) Y MAaLlI€HTIB,
mo npuitmManu mMetrdopMiH Ha (oHi nmpuiiomy emnarmidrao3uny, Oyna Huszbkorw: 0,6 % B rpymni npuiiomy
emmnaruidiao3uny B 1031 10 mr, 0,3 % B rpyni npuiiomy emmnarmigiao3uny B 1031 25 mr ta 0,1 % B rpymi npuitomy
iane6o. Brimu emnariiao3uHy Ha BUBEACHHS TIIIOKO3H 3 CEUEIO OB’ 3aHUI 3 OCMOTUYHUM J1ype3oM, 110
MO’Ke BIUTMHYTH Ha CTaH rifipaTauii mamieHTiB BikoM Bif 75 pokiB. Cepesa maifi€eHTiB BIKOM BiJ 75 POKiB
JeriapaTaiis BiiMi4agach y 0JTHOTO MAI[iEHTA, SIKUI 3aCTOCOBYBaB eMNAarii(ao3uH B 1031 25 MT K 10OIOBHEHHS
10 MeT(OpMIHY.

ITigBueHHS PiBHS KpPEeaTHHIHY B KPOB1/ 3HMKEHHS IIIBUJIKOCTI KIIyOOUKOBOi (inbTpamii

3arajibHa YacTOTa IiJIBUIIEHHS PIBHA KpEaTHHIHY B KPOBI 1 3HM)KEHHS IIBUAKOCTI KITyOOUYKOBOI (inbTparii
Oyna moaiOHOIO MPH 3aCTOCYBaHHI eMmnariiao3uny 1 mianedo SK JOMOBHEHHS 10 MeT(hopMiHy (MiABUILICHHS
PiBHS KpeaTHHIHY B KpoBi: eMnariiguio3ut B 1031 10 mr: 0,5 %, emnarnidao3un B 1031 25 mr: 0,1 %, nnanedo:
0,4 %; 3HMKEHHS MIBUIKOCTI KIIyOOUKOBOi (inbTpanii: emnariiguosut B 1031 10 mr: 0,1 %, emnarnidiao3un
B 11031 25 mr: 0 %, turame6o: 0,2 %).

SIk mpaBWIIO, Y MAIl€HTIB, K1 OTPUMYBAJIHN eMIariiao31H K JTOMOBHEHHS 10 MET(OpPMiHY, IPU TPUBATIOMY
JKyBaHHI OYAaTKOBI MiJIBULIIEHHS PIBHA KPEaTHHIHY 1 3HMKEHHs MIBUAKOCTI KiIyOOukoBoi (inbTpamii Oyiau
TUMYaCOBUMHU 200 0OOPOTHUMHU MicCIIs IPUMMHEHHS Tepartii.

VY xoxi pocnimkenHss EMPA-REG OUTCOME vy nartienTiB, siki npuiiManu emnarii(ao3uH, CocTepiraloch

noyatkoBe 3Hmkenns pIIK® (cepenne 3nauenus: 3 mi/xs./1,73 M2). Takum unrom, pIIIK® migrpmyBanacs
npotsroM Oe3nepepBHoro JikyBaHHs. Cepenns plIIK® moBepramack 0 MOYaTKOBUX 3HAYEHb MMiCIs
TIPUITMHEHHS JTIKYBaHHS, 110 CBITYUTH PO T, IO TSHKKI MOPYIIEHHS TeMOJUHAMIKH MOXKYTh BiJlirpaBaTH MEBHY
POJIb y KX 3MiHAX (PYHKIIIT HUPOK.

[ToBinomeHHS PO MOGIYHI peaKiii

[ToBinomieHHs po MoOIYHI peakiii mcis peecTparii Jikapcbkoro 3aco0y € BaxauBuMH. Lle 103Bosse BecTH
MOHITOPUHT CHIBBIJHOIICHHS KOPUCTB/PU3MK JiKapcbkoro 3acoly. I[IpocumMo MeauyHHMX MpaliBHUKIB
MOBIIOMJISITH PO OyAb-5Ki MOXJIMBI TOOI4HI peakuii yepe3 HalliOHaJIbHY CHCTEMY 3BITHOCTI.

Tepmin npuoamunocmi. 3 poxu.




YMoBHu 30epiranus.

30epiraT B OpUriHaIBHIN ynakoBIi npu Temmeparypi He Buile 25°C. 36epiraTi y HeIOCTYITHOMY JUIs JITeH
MicIii.

Ynakoska.

ITo 10 TabneTok, BKPUTHX IUTIBKOBOIO 00OJIOHKOI0, B OmicTepi, Mo 6 OicTepiB y KapTOHHIM KOPOOIIi.
Kareropis Binmycky. 3a penenrom.

Bupoonuk.

bepinrep Inrensxaiim @apma I'm6X i1 Ko. KI', Himeuunna/

Boehringer Ingelheim Pharma GmbH & Co.KG, Germany.

bepinrep Iarensxaiim Ennac A. E., I'penist/

Boehringer Ingelheim Ellas A. E., Greece.

ITATEOH ®PAHIIIA, ®panuis/

PATHEON FRANCE, France.

Micue3HaxoaKeHHs] BUPOOHUKA Ta agpeca Micusi MPOBAKeHHsI HOro NislJIbHOCTI.

binrep lltpacce 173, 55216 Inrensxaiim Ha Peiini, Himeuuuna/

Binger Strasse 173, 55216 Ingelheim am Rhein, Germany.

5-i km Ilaitania-Mapkonoyino, Kopomi Atuka 19400, ['peris/

5th km Paiania-Markopoulo Koropi Attiki 19400, Greece.

40, 6ynsBap amnape, BYPI'YEH-XKAJIBE, 38300, ®panmis/

40 boulevard de Champaret, BOURGOIN-JALLIEU, 38300, France.



