IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

MOMME30
(POM PEZO)

Cknag:

Aitoya peyosmHa: €30Menpasorn;

1 dpnakoH MicTUTb e30Menpa3ony (y opmi e3omenpasony Hatpito) 40 wmr;
[ONOMI>KHI PEYOBUHU: AUHATPIIO eAeTaT, HaTPIto rigPoKCUA.

JlikapcbKa thopma. JliothinisaT ans po3yunHy Ans iH’ekuin.
OCHOBHI (i3MKO-XiMiYHi BNaCTVBOCTi: NiodiNi3oBaHMin NOPOLLUOK 6ifIOro KobOPY; NPUroTOBaHW PO3UKH: NPO30puii 6e36apBHUIA ab0 CBIT/I0-XXOBTUIA PO3UMH.

dapmakoTepaneBTMYHa rpyna.
3acobwu AN NikyBaHHA NENTUYHOI BMPa3KKM Ta ractpoesodareasibHOi petiItoKCHOT XBopobu. IHriGiTopyu npotoHHoi nomnu. Kog ATX A02B CO5.

dapmMakosoriyHi BnacTmeOCTI.

dapmakogyHamika.

E3omenpason € S-i3omepoM OMenpasony, KA 3MeHLUYe CeKpeLiito COMHOT KMCNOTW Y LUNYHKY 3aBAAKW CreuudiyHOMY, HanpasieHOMY MexaHismy fii. BiH €
crneuu@ivyHMM iHriditopom npotoHHOT nomnu (ITM) napieTanbHUX KMITUH. | R-, | S-i30mMepy omMenpasony nposiBA0TL MNOAIOHY (hapMakoAMHaMIYHY aKTUBHICTb.
MexaHi3m gii

E3omenpason sBnse cob0t0 €nabKy OCHOBY, WO KOHLEHTPYETLCA Ta NEPeTBOPHOETLCS HA aKTUBHY (POPMY Y CUIbHO KUCIOMY CepefioBULLI CEKPETOPHUX KaHasbLiiB
napieTasibHUX KNiTKH, Ae iHrioye ghepmeHT HYK*-AT®d-a3y — NPOTOHHY MNOMMY Ta NPUrHivye SK 6a3anbHy, Tak i CTUMY/IbOBaHY CEKPELLit0 KMCNOTH.
dapmakognHamiyHi epekTm

Uepes 5 ai6 nepopansHoro npuiiomy y aosi 20 mr ta 40 Mr e3omenpasony piseHb pH wnyHka BuLle 4 36epirascs BignoBifHO B cepeaHbOMY NPoTsArom 13 roguH Ta
17 roguH npoTArom 24-roOAVMHHOrO iHTEpBa/y Y NauieHTIB i3 CMMNTOMATUYHOK racTpoe3odareansHo peditoKCHOK XBopoboto (MEPX). EdekT noai6HuiA
He3as1eXKHO Bif TOro, 3aCTOCOBYHOTb €30Menpa3os NepopasibHO YK BHYTPILLHLOBEHHO.

3a J0NOMOror Takoro OnocepeaKoBaHOro napameTpa KOHLUEHTpaLiT npenapaty y naasmi Kposi, SK nowa nif apMakoKiHETUYHOK KPUBOK «KOHLIEHTpaL,isi-4ac»
(AUC), 6yno npofeMOHCTPOBAHO 3a/1eXHICTb MK NPUIHIYeHHAM cekpelii Kncnotu Ta AUC nicns nepopanbHOro 3acTocyBaHHS €30Menpasorny.

Mpy BHYTPILHLOBEHHOMY BBE/IEHHI e30Menpa3osny 340poBUM L06poBO/bLAM Y A03i 80 Mr y BUrAA4l 6010CHOT iHDY3iT TpuBanicTio 30 XBUAMH i3 NOAaIbLUNM
3aCTOCYBaHHAM Y BUMNALI TPUBa/IOl BHYTPILUHBOBEHHOT H(DY3IT 3i WBMAKICTIO 8 Mr/roguHy TpuBanicTio 23,5 roguHu piseHb pH wnyHka Buwe 4 Ta Buule 6
36epiraecs BignoBigHO B cepeiHbOMY MPOTArom 21 rognHu Ta 11-13 roamH NpoTarom 24-roAMHHOro iHTepeasy.

Mpn nepopanbHOMY 3aCTOCYBaHHI e30Menpasony B Ao3i 40 mr npubamsHo 78 % nauieHTiB i3 pediItoKCHUM e30(hariTom ofy>kanmn vepes 4 TvxHi, 93 % — yepes 8
TWXKHIB NiKyBaHHS.

Ha Tni nikyBaHHS aHTUCEKPETOPHMMM 3acobamm piBeHb raCTPUHY B Nia3Mi KPOBI 3p0OCTaE Y BifNOBiAb HA 3HWKEHHS ceKpeLil Kucnotn. Kpim Toro, Yyepes 3HUKEHHS
KMCMOTHOCTI LWNYHKa NigBuLLyeTbCA piBeHb XpomorpaHiHy A (CgA). MigsuiieHnii pieHb CgA MOXe BNAMBATU Ha pe3y/ibTaTu LOCMILKEHb MpY AiarHocTuui



HeMpPOEeHAOKPUHHMX NYXWH. HasiBHI ony6nikoBaHi faHi cBigyaTb Npo Te, Wo NikyBaHHA MM cnig npunuHnTy 3a 5-14 Ai6 o BuMiptoBaHb piBHA CgA. Lle 03BoNSsE
piBHIO CgA MoBepHYTMCS B fiana3oH HOPMaslbHUX 3Ha4YeHb, AKi MOXYTb 6y T NOMWIKOBO NiABULLEHMMU Micns nikyBaHHA IT1T.

Mig yac TpuBanoi Tepanii e30MenpasosioM AK Yy AiTed, TaK i Yy [0Opocaux cnoctepiranocs 36iMblUeHHA  KiIbKOCTI eHTepoXpomMadiHONOAIOHNX KAITUH
(enterochromaffin-like cells, ECL), sike, MOX/1BO, 6yn0 CNpuvyMHEHe NiABULLEHHAM M1a3MOBMX PIBHIB racTpuHy. Lli pe3ynbTaTu BBaXKalOTbCH K/IHIYHO
He3HauvyLnMu.

Ha Tn1i OBroTpnBaioro 3acToCyBaHHs aHTUCEKPETOPHMX 3ac00iB Bif3HA4asi0Cs [esKe 3pOCTaHHA YacTOTU YTBOPEHHS LLUYHKOBUX MMaHAYNAPHUX KICT. Taki 3MiHU €
(hi3i0N0rIYHNM HAC/IAKOM BUPaXKEHOT O MPUTHIYEHHS CEeKpeLiT LLTYHKOBOI0 COKa; BOHM A0OPOSAKICHI 3a NPMPOAOHD Ta MUHAIOTb NIC/s 3aBepLUEHHS NiKyBaHHS.
3MEHLLUEHHS KUCMOTHOCTI LWTYHKOBOIO COKY i3 0Y/fb-AKUX MPUYMH, Y TOMY YACAI BHACNiLOK 3acTocyBaHHA MM, npn3BoanTb A0 36iNbLUEHHS Y WAYHKY KifIbKOCTI
GakTepil, WO 3a3BMYall NPUCYTHI Y LLTYHKOBO-KWLLKOBOMY TpaKTi. JlikyBaHHS IMM MoXe AeLlo 36inbLlyBaTi pU3UK LLMYHKOBO-KULLIKOBUX iH(EKLiN, 3yMOBNEHUX,
Hanpuknag, Salmonella Ta Campylobacter, y rocnitanizoBaHux nawieHTiB, MOX11Bo, Takox Clostridium difficile.

dapmakoKiHe TVKa.

Posnogin

YaBHUIA 06°€M PO3noginy y cTauioHapHOMY CTaHi Y 340pOBMX A0OPOBO/bLIB CTaHOBUTL NpubmnsHo 0,22 n/kr macu Tina. E3omenpason Ha 97 % 3B’S3YeTbCH 3
6inKaMu nnasmu Kposi.

MeTabonism

E3omenpa3on NoBHICTHO MeTabonisyeTbCsi cuctemoro umutoxpomy P450 (CYP). OcHOBHa 4YacTMHa MeTaboniamy e30Menpasosnly 3a/eXuTb Bif NoniMopgHoro
CYP2C19, w0 Bignosigae 3a YTBOPEHHS rigpoKCcK- Ta JecMeTuIMeTaboniTiB e3oMenpasosny. Peluta MeTaboi3my 3a6e3nedyeTbCs IHLLIOK CreLngiyHOo 130popMOoto,
CYP3A4, wo BignoBigae 3a yTBOPEHHSA €30Menpa3osy Cy/bPOoHY, OCHOBHOrO MeTaboniTy y nnasmi Kposi.

BrBeeHHA

HwkyeHaBeeHi napameTpy BifoOpaxaroTb NepeBaXKHO (PapMaKOKIHETUKY B OCI6 i3 (hyHKLUioHa/IbHUM (epmeHToM CY P2C19, T06TO (papMakOKIHETUKY LUBULKMX
mMeTaboni3aTopis.

3aranbHWin NNa3MoOBUIA KNipeHC CTaHOBUTL NPUGAU3HO 17 n/roAnHy nicns 04HOpa3oBol 403W Ta Npnban3Ho 9 N/rogmHy nicns NOBTOPHOrO 3acTocyBaHHSA. lMepiof
HaniBBMBefeHHs (t%2) e3omernpa3ony i3 nna3Mu KpoBi CTaHOBUTL NPM6/IM3HO 1,3 rognHy Npmn NoBTOPHOMY 3acToCyBaHHI 1 pa3 Ha 00y .

E3omenpasosi NOBHICTIO BMBOAMUTLCA 3 MMasMy KPOBi MK MpuilOMaMu, TeHAEHUiT A0 MOro HakonuyeHHs B OpraHi3Mi Mpy 3actocyBaHHi 1 pa3 Ha [o6y He
crocTepiraeTbes.

OcCHOBHi MeTaboniT¥ e30Mernpasosly He BMIMBaKOTb HAa CEKPeLito LUIYHKOBOro coky. Maibke 80 % nepopanbHOT J03M e€30Mernpasosly BUBOAWUTLCA Y BUTNAL
MeTaboniTiB i3 ceyeto, peLuTta — 3 KaloM. MeHLwe 1 % BUXigHOT CNONYyKM BUBOAMTLCS i3 CEYEHD.

NiHIAHICTB/HENIHIAHICTb

AUC 3pocTae npu NoBTOPHOMY 3aCTOCYBaHHI e30Mernpasosy. Lie 3pocTaHHA 3an1eXuThb Bif 403U Ta NPU3BOAUTL A0 YTBOPEHHS HENIHIMHOT 3a/1eXKHOCTI MiDK 403010 Ta
AUC nicng nOBTOPHOrO 3aCTOCYBaHHA. Taka 3a/1eXHICTb Bif 4yacy Ta 031 3YMOBJ/IEHA 3HVKEHHAM MPECUCTEMHOrN0 MeTabosi3My Ta CUCTEMHOrO KiipeHcy,
CMPUYNHEHOT O, BIPOFiAHO, NPUrHiYeHHAM thepmeHTy CY P2C19 e3omenpa3onomM Ta/abo oro cynboHOBMM MeTaboiToM.

Mpn NOBTOPHOMY 3aCTOCYBaHHI e3omenpasony B fo3ax 40 Mr y BUIALI BHYTPILIHbOBEHHUX iH’EKLIA AOr0 cepefiH MakCUMaNibHa KOHLEHTpaLis y niasmi Kposi
(Crnax) CTaHoBUTL MpubansHo 13,6 mMkmonb/n. CepeaHs Crgx NIiCNA BIANOBIAHWX MepopasibHUX [03 CTaHOBWUTL MPUGIN3HO 4,6 MKMOJbL/N. MeHLe 3poCTaHHA

(npnbnmsHo Ha 30 %) AUC crocTepira€TbCa NpW BHYTPILLUHBOBEHHOMY 3aCTOCYBaHHI MOPIBHAHO 3 MepopasibHUM NPUIAOMOM. Bia3HaueHo MiHiliHe [0303anexXHe
3pocTaHHa AUC npu BBefeHHI e30Menpasony y BUrnsg4i BHYTPILUHbOBEHHOT iHY3ii TpmBanicTio 30 xBunuH (y Aosi 40 mr, 80 mr a6o 120 mr) i3 nogasbLnm Moro
BBEAEHHAM Y BUTNAAI TPMBaNOI iHGY3iT (3i WBMAKICTIO 4 Mr/rog abo 8 mr/roa) npoTtsrom 23,5 rognHu.

OcobnuBi rpynu NauieHTIB

MauieHTW 3 noniMopizmom pepmeHTy CYP2C19



MpnbnnsHo 2,9 £ 1,5 % HaceneHHA He Mae (yHKUiOHasbHOro depmeHTy CYP2C19 i Ha3MBaeTbCA MOBINbHUMK MeTabonizaTopaMu. Y TakuMx oci6 mMeTabosi3m
e30Mernpasony, MMOBIPHO, KaTanidyeTbcs nepeBaxxHo CY P3A4. INMicnsg 6aratopa3oBoro 3acTtocyBaHHsA e3oMenpasony y Aosi 40 mr 1 pa3 Ha o6y cepeaHs AUC byna
npu6nn3Ho Ha 100 % BULLOKO Y MOBISILHUX MEeTab0/i3aTopiB, HiX B OCI6 i3 (yHKUioHaNbHUM thepmeHToM CY P2C19 (wBnakux Metabonisatopi). CepefHs Crnax

6yna nigsuiLeHa NpruéansHo Ha 60 %. MoaibHi BIAMIHHOCTI criocTepiranucs i Npu BHYTPILLHLOBEHHOMY BBefAEHHI e3omenpasony. Lli gaHi He BMMaratoTb 3MiH Y
[,03yBaHHI €30Menpasony.

MauieHTW i3 NopyLLUEHHAMU DYHKLIT NeYiHKK

MeTaboniam e3oMenpasonly y nauieHTiB i3 Nerkumm abo MOMIPHUMW MOPYLLUEHHSAMU (YHKLUIT MEYiHKM MOXe OYyTW MOPYLUEHWA. Y NaUieHTIB i3 THKKUMU
MOPYLUEHHAMU (PYHKLIT MEYiHKM LWBMAKICTL METab0Mi3My 3HUXKYETLCA, BHAcNifoK Yyoro AUC e3omenpasony 3pocTtae BABiYi. ToMy nauieHtam i3 TEPX Ta TSHXKMMK
MOpYLUEHHAMU (PYHKLIT MEYiHKN He Cnif nepesuLLyBaTy MakcuMasibHy 103y 20 Mr. lMauieHTam i3 BUpasKoto, WO KPOBOTOUNTb, Ta TXKKUMU NOPYLLUEHHAMMN (OYHKLIT
NeYviHKW nicns BBeAEHHS No4aTKoBOT 60/IOCHOT 4031 80 MI BBeLEeHHS €30Menpasosny y BUrNaAi TPUBaIOT BHYTPILUHbOBEHHOI iH(Y3IT 3i LWUBNAKICTIO MakCUMyM 4 Mr
/rognHy npoTarom 71,5 roamHn Moxe 6yTu goctatHiM. E3omenpason abo A0ro OCHOBHI MeTaboniT He BUSIBNAKOTL TEHAEHLIT 4O HAKOMMYEHHS NpK 3aCTOCYBaHHI 1
pas Ha [00y.

MavienTw i3 nopyLweHHaMY (hyHKLIT HUPOK

He npoBoaunocs AocnigpkeHb 3a y4acTHo NauieHTIB 31 3HUXKEHO (DYHKLIiEt0 HUPOK. OCKINbKX HAPKK BIANOBIAAIOTL 3a BUBEAEHHA MeTaboNiTiB e30Menpasony, asie He
3a BMBEEHHSI OCHOBHOT CMOMYKK, 3MiH MeTaboniaMy e30Menpasony y NawuieHTiB i3 MOPYLLUEHHAMM (YHKLIT HUPOK He OYiKYEThCS.

MayieHTn NiTHLOrO BiKY

MeTab0/1i3M e30Menpasoy He3Ha4HUM YNHOM 3MIHIOETLCS Y NalieHTIB NiITHLOro Biky (71-80 pokiB).

CTatesi BigMIHHOCTI

IMicnsa ogHOPa30BOro 3acTocyBaHHA e3oMenpasony B Ao3i 40 mr cepegHs AUC y xiHOK npnbnm3Ho Ha 30 % BuLLa, HIXK Y YO/OBIKIB. 3a/1eXKHOI Bif, CTaTi pPi3HNL He
Bifl3HAYAETLCA NPV NOBTOPHOMY 3aCTOCYBaHHI e30Menpa3osny 1 pa3 Ha foby. Lii gaHi He BNA1BatOTh Ha [03YyBaHHSA €30Menpasorny.

KniHIYHI XapaKTepuUCcTUKMN.
Noka3aHHA.
Jopocrni
o AHTMCEKpETOPHA Tepania y pasi, KoM HEMOX/MBO 3aCTOCYBATV NePOPasIbHUIA LUNAX BBELEHHS, HANPUKIALA:
- TEPXYy naujieHTiB 3 e30(haritom Ta/abo TSHKKUMU CUMNTOMaMM PettoKcy;
- NiKyBaHHS BUPa3oK LLMYHKa, MOB’A3aHKX i3 Tepariero HecTepoiAHMMN NpoTm3anabHumMm 3acobamm (HIM33);
- nonepeiXeHHs BUPa3oK LLUTYHKa Ta [ABaHAAUATMNANOT KULLKKW, NOB’A3aHNX i3 Tepanieto HIM33, y nauieHTiB, fKi BXOAATb 40 IPYNN PU3MKY.
o KopoTkoTpuBane nigTpumaHHsA remocTasy Ta npodifakTuka noBTOPHOI KPOBOTEYI Y MaLieHTIB MiC1s eHA0CKOMNIYHOrO iKyBaHHA FOCTPOT KPOBOTEYI BHACNILOK
BMpa3KW LWTyHKa ab0 ABaHaAUATMNANOT KULLKK.
[iTn BikomBig 1 ao 18 pokis
o AHTUCEKPETOpHa Tepanis y pasi, KON HEMOX/MBO 3aCTOCYBaTV NePopabHUIA LINAX BBEAEHHS, HANPUKIaz;
- TEPXy nauieHTiB i3 ep03MBHMUM pedhItoKCHUM e30hariTom Ta/abo TSHXKKMMU CUMNTOMaMu peditoKcy.

IMpoTnnoKasaHHA.
o [ligBULLEHA YYTAMBICTb [0 AiH0YOT PEYOBUHW, 0 IHLIMX 3aMilleHNX 6eH3MMifa30iB abo [0 iHWMX KOMMOHEHTIB Npenapary.
o OflHOYaCHe 3aCTOCyBaHHS 3 aTa3aHaBipoM, HengiHaBipom (AMB. po3ain «B3aemogist 3 iHLWMMK NiKapCbK1MMKM 3acobamu Ta iHLLI BUAM B3aEMOAI).



B3aemogisi 3 iHLLIMMW NiKapcbKUMM 3ac06aMu Ta iHLi BUAW B3aEMOSIA.

JocnimpkeHHs B3aEMOLIT MPOBOANNNCA NNLLE Y JOPOC/UX.

Bnnve e3omenpa3ony Ha papMakoKiHeTUKY iHLIKX 33ac06iB

IHri6iTOpK NpoTeasn

BigsHaueHa B3aemopis oMenpasony 3 AesKUMK iHribiTopammn npoTeasn. KniHivHa 3HaYyLiCTb Ta MeXaHi3MU LMX B3aEMOAIN He 3aBXAaW Bifomi. MiaBULLEHHS PiBHSA
PH LWYHKOBOr0 COKY B Mepiog Tepanii OMenpa3oioM MOXe 3MIHIOBATN BCMOKTYBaHHS IHTI6ITOPIB MpoTeasu. IHLI MexaHi3M1 B3aEMOZIT MOX/VBI Yepe3 NMPUrHIYeHHs
CYP2C19.

3HMKEHHSA Na3MOBMX PIBHIB atasaHaBipy Ta HengiHasipy Bifg3Hayasocs Npu OLHOYACHOMY 3aCTOCYBaHHi 3 OMeNpas3osioM, TOMY OAHOYaCHe 3aCTOCYBaHHSA LMX
3ac00iB He peKOMEHAYETHCH.

OpHoYacHe 3acTocyBaHHsi omenpasony (y fo3i 40 mr 1 pa3s Ha fo6y) 3 artasaHasipom (y fo3i 300 mr/putoHasipom y ao3i 100 mr) y 340poBux L06POBO/bLIB
CMPUYNHAND 3HAYHE 3HVXKEHHS ekcrno3uuii atasaHasipy (3HMKeHHA AUC, Ci o Ta MiHIMabHOI KOHUeHTpauii y nnasmi Kposi (Cpin) NprbnnsHo Ha 75 %).

MigBuLLEeHHS [03K aTa3aHasipy f0 400 Mr He KOMMEHCYBa/10 BN/IMB OMeNpasosly Ha eKCro3uLito atasaHasipy.

OpfHo4acHe 3acTocyBaHHA omenpasony (y Aosi 20 mr Ha goby) 3 atasaHasipom (y Ao3i 400 mr/puToHasipom y Ao3i 100 Mr) y 340p0BMX AOOPOBOSLLIB 3HUXYBAIO
AUC arazaHaBipy npnénmnsHo Ha 30 % nopisHAHO 3 AUC, Bifi3Ha4eHO Npwv 3acTocyBaHHI atasaHaBipy (y fo3i 300 mr/puToHaBipy y Ao3i 100 mr Ha goby) 6e3
3acTocyBaHHs omenpasony (B fo3i 20 Mr Ha Ao6y).

OfHouacHe 3acTocyBaHHA omenpasony (y Ao3si 40 mr Ha foby) 3meHwysano cepegHi 3HaueHHA AUC, Chax Ta Cin HeniHaBipy Ha 36-39 %, a cepefiHi 3HaYeHHs
AUC, Cax Ta Ciyyin hapmakonoriyHo aktusHoro Metabonity M8 — Ha 75-92 %.

Uepe3 nofibHICTb (hapMakoAvHaMiuHNX ePeKTIB Ta (PapMakOKIHETUYHMX BNIACTMBOCTEN OMenpasosly Ta e30Menpasosly 04HOYacHe 3aCTOCYBaHHA €30Menpasosy Ta
aTasaHaBipy He peKOMeHAYeTbCs (AUB. po3ain «OcobaMBOCTI 3aCTOCYBaHHS»). OfHOYAaCHe 3aCTOCYBaHHS e30Menpa3osy Ta HeiHagipy NpoTMnokasaHe (AMB. po3ain
«[POTUNOKA3aHHS»).

MigenweHHs nnasmosux pieHiB (80-100 %) caksiHaBipy (Y NOEAHaHHI 3 pUTOHaBIPOM) CMOCTepPIranocs npu ofgHoO4YacCHOMY 3aCTOCyBaHHI 3 omenpasonom (y fosi 40
MI Ha L06Y).

Owmenpason (y ao3si 20 mr Ha fo6y) He BnivBaB Ha AUC aapyHasipy (Y NoeaHaHHI 3 pUTOHaBIpOM) Ta amrpeHaBipy (y NOEAHAHHI 3 pUTOHaBIPOM).

E3omenpason (y gosi 20 Mr Ha go6y) He Bnaneas Ha AUC amnpeHasipy (Y NOEAHaHHI 3 pUTOHaBipOM abo OKPeMO).

3acTocyBaHHsA omenpasony (B fo3i 40 Mr Ha go6y) He 3miHtoBasio AUC noniHasipy (Y NOEAHAHHI 3 pUTOHaBIPOM).

MeToTpekcaT

Y [eskux nauieHTiB cnocTepiranocs nigBuLeHHs NNasmMoBUX PiBHIB METOTPeKcaTy Ha T/i OfHOYacHOro 3actocyBaHHs 3 ITM. Tpu 3acToCyBaHHI MeTOTpeKcaty y
BMCOKMX [103aX C/if PO3rNSHY T MOXIMBICTb TUMYACOBOIO MPUMNMHEHHS 3aCTOCYBaHHSA e30Menpasosny.

Takponimyc

Mpn ofHOYACHOMY 3aCTOCYBaHHI €30Menpa3ony 3agikcoBaHO 30i/bLLEHHSA N1a3MOBMX PIBHIB TakponiMycy. Y pasi 0O4HOYaCHOro 3aCTOCyBaHHSA C/lif MPOBOAUTU
MOCW/IEHWI MOHITOPUHT PiBHIB TaKPONiMyCy B M/1a3Mi KPoBi, a TaKoX (PYHKLIT HUPOK (KNipeHC KpeaTuHiHY) Ta Npy Heo6XiAHOCTI BiAKOPUIyBaTK O3y TaKposimycy.
JlikapcbKi 3ac061, BCMOKTYBaHHS SKUX 3ae>XXnThb Bif pH

MMPUrHIYeHHS LWNYHKOBOT KUCMIOTHOCTI Nif Yac NiKyBaHHA €30MenpasosioM Ta iHwuMKn 1T Moxe 3HWXKyBaTh abo nifBumLLyBaTh abcop6Lito NIKapCbKUX 3acobiB,
BCMOKTYBaHHSA AKUX 3a/1eXWTb Big pH wWnyHKa. AK i y BMNagKy 3 iHWMMKM 3acobamu, WO 3MeHLIYHTb BHYTPILUHBOLLYHKOBY KUC/IOTHICTb, abcopbuis Takux
npenaparis, K KETOKOHa30/1, ITpaKOHa30/1, @ TaKOX eP/IOTUHIG, MOXKe 3MEHLLYBATUCH, TOAI K BCMOKTYBaHHS TaKMX Mpenaparis, SiK AUTOKCUH, MOXe MiJBULLYyBaTUCS
nig yvac nikyBaHHA e3omenpa3osioM. OfHO4YacHe 3acTOCyBaHHA omenpasony (y fo3i 20 mr Ha Aoby) Ta AUIOKCMHY Y 340pOBUX L0OPOBO/LLIB MiABALLYBaIO



6iofocTynHicTb anrokcnHy Ha 10 % (y 2 i3 10 gocnimkyeaHux ocio — o 30 %). Pigko peectpyBainca BMNAAKM TOKCUYHOCTI, CIPUYMHEHOT 3aCTOCYBaHHAM
AMrokcuHy. [pote cnig AOTPUMYBAaTUCS OOEPEXHOCTI MPU 3aCTOCYBaHHI BMCOKMX [103 e30Menpasosly nauieHTam /iTHbOro BiKy. HeobxigHO nocunuTu
TepaneBTUYHWIA NiIKAPCbKNIA MOHITOPUHT LUTOKCUHY.

JNikapcbki 3acobu, Wwo meTabonisytoTbes CYP2C19

E3omenpason npurHivye CYP2C19 — OCHOBHMIA (DepMEHT, WO MeTabonidye esomenpaszon. TOMy Npu NOeAHaHHI e30Menpas3ony 3 NikapcbKuMuK 3acobamu, Lo
meTabonisytotbca CY P2C19, Takumu AK fiasenam, uutanonpam, iMminpamid, KnoMinpamiH, PeHiToiH, KOHUEeHTpauii X npenapaTis y niasmi MOXyTb 3pocTaTti i
MOXXe OYTI MNOTPIOHMM 3MEHLLEHHS TX A03. JocnifKeHHs B3aEMOIT in Vivo i3 3aCTOCyBaHHAM (hOpMU ANS BHYTPILLUHbOBEHHOI O BBEAEHHSA Y BeIMKMX fo3ax (80 Mr+8
Mr/roavHy) He npoBoaunuca. Bname e3omenpasony Ha nikapcbKi 3acobu, wo MeTabonisytoTbca CYP2C19, Ha TNi Takoro pexxumy nikyBaHHS MOXKe 6yTh 6inbLu
BUPaXKeHWA, | 3a naLjieHTaMn NPoTArom 3-4eHHOr 0 Nepiofy BHYTPILLHLOBEHHOIO BBEAEHHS €30Menpasony CAif MUIbHO CTEXWUTU WOAO PO3BUTKY NOGIYHMX edeKTiB.
[iazenam

OfiHoYacHe nepopasibHe 3aCTOCYyBaHHA e3oMenpa3ony (B fo3i 30 Mr) Npu3BOAMMO0 40 3HMXKEHHSA KnipeHcy Aiasenamy, cyoctpary CY P2C19, Ha 45 %.

PeHiTOoIH

Mpy ogHOYacHOMY NepopanbHOMY 3aCTOCYBaHHI e3omenpasony (B 403i 40 Mr) y XBOpWX Ha enifiencito Bigmivanocs 3pocTaHHs Co,in eHiTOIHY B nia3mi Kposi Ha 13
%. PeKOMeH/Y€eTbCSA KOHTPOMOBATY PiBHI (DEHITOTHY B Na3Mi KPOBi Ha MoYaTKy Ta nicns 3akiH4eHHs Tepanii e30Menpasosiom.

BopukoHason

3actocysaHHs omenpa3sony (y fo3i 40 mr 1 pa3 Ha 4o06y) 36inbyBano Cpg Ta AUC BoprkoHasony (cybctpaty CY P2C19) Ha 15 % Ta 41 % BignosigHo.

LinnocTason
Owmenpason, a TakoX e3oMenpason AitoTb K iHriéitopun CYP2C19. Y npoueci nepexpecHOro AoCnipKeHHs 3acTocyBaHHS omenpasony (y Aosi 40 Mr) 340poBUM
£06poBosbUAM MiasuLLyBano Coax Ta AUC umnoctasony Ha 18 % Ta 26 % BignosigHo, a 04HOro 3 MOro aKTMBHUX MeTaboniTie — Ha 29 % Ta 69 % BignosigHo.

Linsanpug
Y 300p0oBYX 406POBO/LLIB NPU OAHOYACHOMY MepopanbHOMY 3aCTOCyBaHHI 3 e3oMernpa3onom (y fo3i 40 mr) AUC 3pocTana Ha 32 %, a nepiog ti, 3poctas Ha 31 %,

asne 3HaYHOro 3pocTaHHs Cogy UM3anpuay He crnocTepiranocs. HesHauHOro NofgoBXeHHs iHTepBany QTc, ke CNocTepiranocs Npy MoHoTepanii LM3anpuaom, npu

OAHOYaCHOMY 3aCTOCYBaHHI Lu3anpuay 3 e30Menpa3o/ioM He Bigmivanocs.

BapdapuH

Y KNiHIYHOMY AOCMiIKEHHI Y10 NOKas3aHo, L0 Npu 04HOYaCHOMY NepopasibHOMY 3aCTOCYBaHHI e30Menpasosy B f03i 40 Mr y nauieHTIB Ha T/1i Tepanii BapdapuHoMm
yac Koarynauii 3anMwaBcst Y NPUAHATHUX Mexax. OaHaK y nicnspeectpauiniHoMmy nepiofi NoBiAOMAANOCS NPO AeKiNbKa OKPEMUX BUNAAKIB KNiHIYHO 3HAYYLLOro
NiABWLLEHHS iHAEKCY MiXKHapoAHOro HopmanisoBaHoro cniesigHoweHHa (INR) nig yac ogHo4YacHOro nepopasibHOro 3acTOCyBaHHS LUMX 3aco6iB. PekomeHA0BaHO
30IMCHIOBAT MOHITOPUHI Ha Mo4YaTKy Ta Micns 3akiHYeHHA OfHOYaCHOro 3aCTOCYBaHHS €30Mernpasony Ha Tni Tepanii BapapuHOM abo iHWMMKW NOXiZHUMM
KyMapuHy.

Knonigorpens

PesynbTatn hapmakokiHeTuyHol (PK)/hapmakogmHamivHoi (P L) B3aeMoii MK Knonigorpenem (HaBaHTaxyBasibHa fo3a — 300 mr/migTpumytoya gosa — 75 Mr Ha
[06y) Ta e3omernpasosniom (rmepopasibHO y f03i 40 Mr Ha fo0y), oTpMMaHi y NpoLeci NPoBeAeHHS LOCNIMKEHb 3a y4acTio 3[40POBMX A06POBOSLLIB, NOKasaiv
3HMWKeHHA AUC aKTMBHOro MetabosiTy Kionigorpento B cepefHboMy Ha 40 % i 3HMKEeHHA MaKCUMaslbHOrO NoKasHMKa IHribysaHHs (iHAykosaHoi AL D) arperauii
TpombouuTiB B cepeiHbOMY Ha 14 %.

MMig yac npoBefeHHs LOCNIMKEHHA 33 Y4yacTi 3[40pOBUX A0OPOBOMLLIB, KOMM KOMiJorpent 3acTOCOBYBaBCA PasoOM 3 €30MernpasosioM i aueTuncaniymioBoro
kucnotoro (ACK) y (ikcoBaHii kombiHauii o3 (20 mr + 81 mr BiANOBIAHO) MOPIBHAHO i3 3aCTOCYBaHHAM K/10MIAOrpento y BArNALI MOHOTepanii, Big3Hauanocs
3HMKeHHA AUC aKT1BHOro metabonity knonigorpento maike Ha 40 %. OfHaK MakCcuMasbHI piBHI iHri6yBaHHs (iHAYKoBaHOT ALA®P) arperauii TPOMOOUUTIB Y LUX



0Ci6 6ynv 0gHaKOBMMM Y TPyMi 3aCTOCYBaHHA KIONILOrPento sK MOHOTepanii i B rpyni 3aCToCyBaHHA KNOMiAOrpesto pasoM 3 esoMenpasosiom i ACK.

Y CrnocTepeXXHMX i KNIHIYHUX AOCNIMKEHHSAX OTPUMaHO CynepeunmBi AaHi WOAO0 KAiHIYHMX acnekTiB ®K/D [ B3aemoaii e3oMenpasosny LWOAO0 OCHOBHUX
CepLEBO-CYANHHUX SBULL,. FAK 3arnob6iKHWIA 3aXif, CNif YHUKATX 04HOYACHOr0 3aCTOCYBaHHA €30Menpasosy Ta Konigorpento.

BnavB iHLWNX NiKapCbKMX 38C06iB Ha (PapMaKOKIHETUKY e30Menpasony

Jikapcbki 3aco6u, SKi NpUrHivytTh akTUBHICTb CYP2C19 Ta/a6o CYP3A4

E3omenpason meTtabonizyetbecs 3a gonomoroto depmeHTtie CYP2C19 ta CYP3A4. OpgHovacHe nepopasibHe 3aCTOCYBaHHA e30Menpasony Ta iHriditopa CYP3A4
KnapuTpoMiuuHy (y fosi 500 mr 2 pasu Ha poby) npu3sogutb Ao nofsoeHHa AUC e3omenpasony. OfHOYacHe 3aCTOCYBaHHS €30Menpasosly Ta KOMOIHOBAHOro
iHriitopa CYP2C19 ta CYP3A4 mMoxe npu3BecTn Ao 3pocTaHHa AUC esomenpasony Ginblue HixX y 2 pasn. IHrieitop CYP2C19 1a CYP3A4 BOPMKOHA30/
npr3BoAmB A0 NigsuweHHs AUC, omenpasosny Ha 280 %. KopekLuis 403v e30Menpa3ony 3a3Buyain He noTpibHa y Byab-aKil i3 umx cuTyauin. OfHak cnif po3rnsaHyTv

MATaHHA NP0 KOPEKLi0 031 414 NALIEHTIB 13 TAXKKMMM NMOPYLLUEHHAMW (DYHKLIT NeYiHKK Ta 'y pasi, AKLL0 MOoKa3aHO TpuBasie NiKyBaHHS.

Jikapcbki 3aco6u, AKi iIHAYKyTb akTuBHICTb CYP2C19 Ta/abo CYP3A4

3acobwm, Lo, SK BiIOMO, iHAYKYOTb akT1BHICTL CY P2C19 abo CY P3A4 a60 060X (hepMeHTIB (TaKi K pudamnilmH Ta 3Bipo6iii), MOXYTb MPU3BOAUTA [0 3HUKEHHS
NNa3mMOBUX PIBHIB €30MeNpasosy LUASAXOM NPUCKOPEHHS LWBUAKOCTI AOro metabosnismy.

JocnigpkyBaHi NiKapcbKi 3ac00M 6€3 KNiHIYHO 3HaYyLL0T B3aEMOAIT

AMOKCULMAIH | XIHIAWH

Byno BiAMIYEHO, L0 e30Menpasos He YMHUB K/TIHIYHO 3HAYYLLLOro BMN/MBY Ha (PapMaKOKIHETUKY aMOKCULMIIIHY ab0 XiHIAWHY.

HanpokceH abo podekokcno

[MpoTAroM KOPOTKOYACHUX AOCNILXEeHb OLHOYACHOro 3aCTOCYBaHHA €30Mernpaso/ly 3 HanpoKCeHOM abo POMEKOKCMOOM >KOLHOI (PapMakKOKIHETUYHOT B3aEMOAIT
BiIMIYEHO He 6Y/10.

Oco61MBOCTI 3aCTOCYBAHHA.

Y pa3i HadABHOCTI Oyab-AKUX TPUBOXHUX CUMMNTOMIB (TakMX SIK, HaNpuKnag, 3HayHe HenepefbayvyBaHe 3HMXKEHHS Macu Tina, nepiognyHe 61t0BaHHA, gucdaris,
rematemesnc abo meneHa) Ta Npu Nifo3pi Ha BMpasKy LWIyHKa abo npu T HAABHOCTI Cif BUK/IOUUTU 3/109KICHE 3aXBOPKOBAHHSA, OCKI/IbKM €30Merpasosl MoXe
NPUXOBYBATN CUMMTOMM Ta 3aTPMMYBATW BCTAHOB/IEHHS AiarHO3Y.

LLINyHKOBO-KMLLIKOBI IHGheKLiT

3acTocyBaHHs I MoXKe AeLo 36iNbLUyBaTV PU3UK LLTYHKOBO-KULLIKOBUX iH(eKL i, Takmx Sk Salmonella Ta Campylobacter (guB. po3gin «®apmakognHamika).
Abcopbuis BiTaminy B1o

E3omenpason, AK i BCi 3aco0u, WO 6/I0KYHOTb CEKPELi0 KWC/IOTW, MOXE MPUrHIYYyBaTW BCMOKTYBaHHA BiTamiHy Bqo (UiaHOKoGanamiHy) BHaAcnifok rimno- abo
axnoprigpii. Lie cnig matv Ha yBasi LWOA0 NawieHTIiB 3i 3HVXXEHUM 3aracom BiTamiHy B OpraHismi abo haktopamun pusmnky noripLieHoro BCMOKTYBaHHSA BiTamiHy B1o
npwn JOBroTpuBasiin Tepanii.

linomarHiemis

Bunagky TSHXKKOT rinomarHiemii BigaHavanmca y nauieHTis, siki 3actocoByBanum IMMM, Taki K e30Menpasos, NPoTAroM LOHaNMeHLLE TPbOX MicsALiB, a Y GiNnbLLOCTI
BUMNAAKiB — NPOTAroM pokKy. [NinomarHiemis MoXe maTu Cepio3Hi NposiBK, Taki K BTOMa, TeTaHis, Aenipii, Cy1oMu, 3anaMOpPOYeHHs Ta LLYHOYKOBa apuTMmis, ane ix
PO3BUTOK MOXXe OYTM NOCTYNOBUM Ta 3a/INLLATUCA HEMOMIYEHUM. Y 6iNbLLIOCTI NalieHTIB i3 rinomMarHiemieto CTaH NoKpatlyBaBcs Nicid 3aMiCHOT Tepanii MarHiem Ta
NPUNUHEHHS 3acTocyBaHHA ITIM. MMayieHTam, Ana AKMX nepefdavyaeTbCA TPUBAIMIA KypC NiKyBaHHS abo fKi 3acTocoBytoTb MMM i3 AUrokcMHoMm abo 3acobamu,
34aTHAMM CNPUYUHATX TINOMAarHieMito (Hanpuknag, i3 Alypetrkamu), AOUiNIbHUM MOXe OyTW BUMIPHOBAHHA PIiBHA MarHito nepeg nodvatkom tepanii IMM Ta
nepioAnNYHO NPOTATOM NTIKYBaHHS.



Pusvk nepenomis

IMI, oco6nm1Bo Npu 3aCTOCYBaHHI Y BUCOKMX [03ax Ta NPOTArom TpMBanoro nepiogy (>1 poky), MOXyTb A€LL0 NiABMLLYBATX PU3NK NEpenomy CTerHa, 3an’acTs Ta
XpebTa, NepeBaXKHO Y MauieHTiB NiTHLOro BiKy abo 3 iHWUMK (hakTopaMmn pusuKy. PesynbTaTv OrnsgoBux AOCNipKeHb cBigyath, wo IMM MoXyTb NigsuLLyBaTu
3ara/lbHUin pusnk nepenomis Ha 10-40 %. [esKor MIpoto Le MigBULLEHHS MOXeE OYyTY 3yMOBMEHO IHLINMK (hakTopamu pu3mnKy. lMauieHTiB, KM 3arpoXye pusmnk
0CTeonoposy, cnif Nikysatu BIANOBIAHO 40 AIKOUMX KNIHIYHUX KEPIBHULTB, TAKOX TM C/1iJ OTPUMYBATU HaNIeXHY KiNbKicTb BiTaMiHy D Ta KanbLito.

MiArocTpUiA LWKIPHWIA YepBOHKIA BOBYAK

3actocyBaHHs ITIM NoB’A3yt0Tb i3 Ay)Ke PIAKICHUMW BUMaAKaMU PO3BUTKY MiArOCTPOro LWKIPHOro YepBOHOrO BOBYaKa. AKLLO BUHWMKAE YpaXKeHHS, 0CO6/IMBO Ha
[iNSHKaX, WO 3a3Hal0Tb BM/IMBY COHAYHOMO CBITAA, i Lie CYyNPOBOMKYETLCA apTpaIrieto, NayieHTy Cif HeraiHo 3BepHYTUCS A0 NiKaps, KM po3rnsHe HeoO6XiAHICTb
MPUMWHEHHS 3aCTOCYBaHHA npenaparty. BUHUKHEHHS MiArOCTPOro LWKIPHOro YepBOHOIO BOBYaKa Y MauieHTIB nif yac nonepefHbol Tepanii 1M Moxke nigBuwmTy
PU3MK Oro PO3BMTKY NPW 3aCTOCyBaHHI iHWKX ITIT.

OfHoyacHe 3aCTOCYyBaHHS 3 iHLWIMMU NiKapCbK1UMM 3acobamm

O[iHoYaCHe 3aCTOCYBaHHS €30Mernpasosy 3 aTa3aHaBipOM He PEKOMEHAYETLCA (ANB. Po3ain «B3aemogisi 3 iHLWIMMM NiKapCbKUMUM 3aCc06aMK Ta iHLLI BN B3aEMOAII»).
FAKLLO 3acTOCYBaHHA KOMOiHaUii atazaHaBipy 3 1M1 BBaXKaeTbCA 060B’A3KOBUM, PEKOMEHAYETLCA 34iCHIOBATN PETE/IbHUIA MOHITOPUHT NaLieHTa Ta NiABULLMTA [03Y
aTtasaHasipy fo 400 mr y noegHaHHi 3i 100 mr puToHaBipy; 03y e3omenpa3ony 20 Mr NepeBuLLyBaTU He CAif.

E3omenpaszon — iHrigitop CYP2C19. Ha nouyaTKy Ta HanpukiHui Tepanii e30MenpasosioM Chij BpaxoByBaTM MOX/IMBICTb B3aeMofii i3 3acobamu, WO
meTabonisytotbea CY P2C19. BigzHaueHO B3aEMOZIK0 MiXK KoMigorpesiemM Ta oMernpasosiom (4vB. po3gin «B3aemMogisa 3 iHWNMK TiIKapCbKUMK 3ac06amMm Ta iHLWWI BUAW
B3aeMOAii»). KniHiYyHa 3HauywicTb L€l B3aEMOAIT TOYHO He BM3HayeHa. AK 3anobikHWIA 3axif CAif YHMKaTW OAHOYACHOr0 3acTOCYBaHHS €30Menpas3ony Ta
Knonigorpento.

Bnnve Ha pe3ynbTaTu N1abopaTopHUX AOCNIAXKEHD

MigsuweHnin piseHb CgA MOXKe BNAMBATK Ha pe3ynbTaTi JOCNIKEHb NP AiarHOCTULI HEPOEHAOKPUHHMX NMYXUH. LLL06 YHUKHYTK Takoro BNAMBY, NiKyBaHHA
npenapaTom CAif TUM4YacoBO NPUNUHUTK NPUHaNMHI 3a 5 Ai6 A0 NpoBeaeHHS oUiHKK piBHS CgA (amB. po3ain «PapmMakognHaMika»). AKLo piBHI CgA Ta racTpuHy
He NOBEPHY/INCA B Aiana30oH HOPMa/IbHUX 3HAYeHb NIC/IA NOYATKOBOI0 BUMIPKOBaHHS, CMij NMPOBECTY MOBTOPHI BUMIPKOBaHHA yvepe3 14 aib nicnis BIAMIHW NiKyBaHHSA
.

1 hnakoH MICTUTb MeHLLEe 1 MMO/Ib HaTpItO.

3acTocyBaHHs y nepiof BariTHOCTI abo rofyBaHHS rpyasto.

BariTHiCcTb

[JoTenep Hemae [OCTaTHLOI KiSIbKOCTI aHMX NP0 3aCTOCYBaHHS €30Menpa3osy y nepiof BaritTHOCTI. Jewo 6inblua KibKiCTb aHUX enifeMioNoriyHmnx AoCigKeHb
3aCTOCYyBaHHA pauemiyHOoi CyMmilli omMenpasony B Mepiof BariTHOCTI CBIAYMTb NPO BIACYTHICTb BPOMKEHUX Baj Ta (PETOTOKCMYHOINO BMMBY. Y [AOCHILKEHHAX
€30Menpasony y TBapuvH He Oyno BUABNEHO MPSAMOro abo OMOCEPeAKOBaHOr0 HeraTMBHOINO BM/IMBY Ha eMOpiOHaNbHUIA/(heTa/IbHUIA PO3BUTOK. Y [AOCIIKEHHAX
paLeMiyHOI CyMmilli Ha TBapnHax He Byno BUSIBMEHO NPSAMOro abo onocepeaKoBaHOMO BMMBY Ha nepebir BariTHOCTI, MOMOMK Ta NOCTHaTa/lbHWIA PO3BMTOK. Y nepioj,
BariTHOCTI Npenapat cnif 3aCTOCOBYBaTK 3 06EPEXKHICTIO.

MomipHa KiIbKICTb JaHWX WOoA0 BariTHMX XIiHOK (Big 300 fo 1000 B1najKiB BariTHOCTI) BKa3ye Ha BIACYTHICTb Ma/lbDOPMATMBHUX e(DEKTIB 260 TOKCMYHOIO BM/INBY
€30Menpa3o/y Ha CTaH M/104a/340p0B’ A HOBOHAPOAKEHOT AUTUHMW.

PesynbTati [OCMIMKEHb HA TBapMHaxX CBig4aTb NPO BIACYTHICTL NPAMOT abo OnocepefKOBaHOI HeraTUBHOI AiT e30Menpasosnly Ha PenpoayKTUBHY (hYHKLUiIO 3a
paxyHOK 0ro TOKCMYHOTO B/INBY.

Mepiog rogysaHHs rpyaato

HeBifoMO, 4/ MNpPOHMKAE e30Menpas3on y rpyAHe MOJSIOKO NAMHW. IH(opmauii npo Hacnigky BNAMBY €30Menpas3ofly Ha HOBOHAPOMKEHUX/TPYAHUX AiTei



Hef0CTaTHLO. BpaxoBytouu Lie, Mpenapar He CAif 3aCTOCOBYBATW Mif, Yac rofyBaHHsA rpyaato.

PepTUNbHICTb

PesynbTati [OCMIMKEHb pauleMiYHOT CyMilli OMenpasofly Ha TBapuvHax BKa3ytOTb Ha BIACYTHICTb BMAMBY OMenpasosnly Ha PepTUIbHICTb Yy pasi nepopasibHoro
3aCTOCYBaHHS.

30aTHICTb BNAMBATM Ha LWBMAKICTb peakuii Npy KepyBaHHi aBTOTPAHCNOPTOM ab0 iHLWMMK MexaHi3Mmamu.

E3omenpa3on YMHWTL MiHiIManbHWIA BNAMB Ha 3[4aTHICTb KepyBaTWM aBTOTPAHCMNOPTOM ab0 iHWWMK MexaHi3mamu. 3adikcoBaHO TaKi MOo6GiIYHI peakuil, fK
3arnamMopoyeHHsl (HeyacTo) i HeuiTKicTb 30py (HeyacTo) (AmB. po3din «lMo6ivHi peakuii»). Y pasi po3BUTKY TaKMX MOPYLUEHb MauieHTaM He Cnif KepyBaTu
TPaHCNOPTHMMU 3aco6amMm abo IHWMMK MeXaHi3Mamu.

Cnoci6 3acTocyBaHHs Ta [03W.

Jopocri.

[lo3yBaHHs.

AHTUNCEKpeTOpHa Tepanis y pasi, KoM HEMOXK/MBO 3acTOCyBaTU e30Menpasos nepopasibHO MauieHTam, fKi He MOXYTb MpUAMaTK e30Menpasos NepopasibHo,
MOXHa BBOAMTW npenapaT napeHTepasbHO y Ao3i 20-40 mr 1 pa3 Ha fo0y.

[ns nauieHTiB i3 pethtOKCHUM e30(ariToMm peKoMeHA0BaHa fjo3a CTaHOBMTb 40 Mr 1 pa3 Ha o6y.

[ns nayieHTIB, AKi O4ePXXYHOTb CUMITOMATUYHE NiKYBaHHSA Ped/IlOKCHOT XBOpPoou, fo3a cTaHoBMTL 20 Mr 1 pa3 Ha Lo0y.

Mpn nikyBaHHI BUPa3oK LLMYHKa, 3yMOB/IEHNX 3acTocyBaHHAM HIM33, 3BMnyaiiHa fo3a ctaHoBUTbL 20 Mr 1 pa3 Ha o6y .

[ns 3anobiraHHa BMpasKam LWIyHKa Ta ABaHaAuAaATUNaIol KULWKK, 3yMOBIeHUM Teparieto HIM33, nawieHTam rpynu pusnky fo3a ctaHoBuUTb 20 Mr 1 pa3 Ha fooy.
3a3Buyaii NikyBaHHS €30MenpasosioM A8 BHYTPILLHLOBEHHOI O BBEAEHHS KOPOTKOTPMBA/E, NaLiEHTIB CNif NepeBOAUTN Ha MOro nepopasibHe 3aCTOCYBaHHS SiKoMora
LIBMALLE.

KopoTkoTpuBasie NigTpUMaHHA reMocTasy Ta npodinakTyka noBTOPHOI KPOBOTEYI Y NayieHTIB Nicag eHAO0CKOMIYHOMO NliKyBaHHS roCTPOI KPOBOTeYi BHACTIA0K
BMpas3Ku LWayHKa abo ABaHaAUATUNaI0l KULWIKK

MMicna TepaneBTMYHOI eHAOCKONIT rocTpoi KpOBOTeYi BMPas3oK LWIyHKa abo AaHaAuaTvnanol KUWwKK BBOAATb 80 Mr npenapaty Yy BUMAAA4I 60MOCHOT iHQY3Il
TpuBasnicTio 30 XBUAWH, NICNS YOro NPOLOBXYHOTb BBEEHHS Npenaparty Y BUMAAI TPUBaI0T BHYTPILUHbOBEHHOI IHY3IT 3i LWBUAKICTIO 8 Mr/roAvHy BNpoAoBX 3 Aib
(72 rogunHn).

[icna napeHTepasibHOro NiKyBaHHA Tepanito Cif NPOLOBXMTI 3a JONMOMOI O NepopasibHNX 3aC00IB, L0 NPUTHIYYOTb KUCMIOTHY CEKPeLLito.

Cnoci6 3acTOoCyBaHHS.

IHCTPYKLUIT i3 NPUroTyBaHHA BiIHOB/IEHOr0 PO3YMHY HaBefeHi y AaHOMY po34ii HKYe («IHCTPYKUIT i3 3aCTOCYBaHHSA, BUKOPUCTaHHA Ta yTunizauii (y BignoBigHUX
BUMAAKax)»).

IH’eKUiT.

[o3a 40 mr:

5 M BiHOBNEHOr 0 PO34mnHY (8 Mr/M1) BBOAATb Y BUTNAAI BHYTPILUHLOBEHHOI iH’EKLIT TPUBANICTIO LOHaMeHLLE 3 XBUIVHW.

[o3a 20 mr:

2,5 Mn abo NoMOBMHY BiJHOBNEHOr0 PO34MHY (8 Mr/ms) BBOAATL Y BUMNALI BHYTPILLIHLOBEHHOT iH’EKLIT TPUBANICTIO LLIOHAMEHLIe 3 XBUMHW. HeBUKOpUCTaHWi



PO3YMH YTUNI3YHOTb.

IHy3iT.
[o3a 40 mr:

BiIHOBNEHMI PO34MH BBOAATL Y BUTNALI BHYTPILUHbOBEHHOT iHQY3iT TpmBanicTio 10-30 XBUWH.

[o3a 20 mr:

MO/IOBUHY BiZIHOB/IEHOI0 PO3UMNHY BBOAATL Y BUMNALI BHYTPILLHBOBEHHOT iH(Y3iT TpmBanicTio 10—30 XBUAWMH. HEBUKOPUCTaHWUIA PO3UMH YTUNI3YIOTb.

[o3a 80 mr:

BiZIHOB/IEHNI PO3YMH BBOASATb Y BUINALI TPUBA/IOT BHYTPILLHLOBEHHOT iHY3iT NpoTaroM 30 XBUNH.

[o3a 8 Mr/roguHy:

BiZJHOB/IEHWA PO3YMH BBOAATL Yy BUrNALI TPUBaA/IOl BHYTPILLHLOBEHHOT iHQY3iT npoTtarom 71,5 rognHu (po3paxoBaHa LWBUAKICTb iHQY3iT — 8 Mr/roguHy; TepMiH
NPUAATHOCTI BiJHOB/IEHOI0 PO3UMNHY BKa3aHWI y po34ini «TepMiH MPUAAaTHOCTI»).

MauieHTW i3 NopyLLUEHHAMY (DYHKLIT HUPOK

[na nauieHTIiB i3 NOpyLUEHHAMN (DYHKLUIT HMPOK KOPeKLis 403K npenapaty He noTpi6Ha. OCKiNbKM AOCBIA 3aCTOCYBaHHS €30Menpasosly NauieHTam i3 TSXKKOH
HMPKOBOI HEAOCTATHICTIO OOMEXEHMIA, TaKUM MaLlieHTaM npenapar CAif 3acCTOCOoBYBaTH 3 06ePEXHICTIO (AUB. PO34in «PapMaKoKiHETUKa).

MauieHTW i3 NopyLLEHHAMY DYHKLIT NeYiHKK

MEPX: nauieHTam i3 nerkumm abo NOMipHMMKU NOPYLIEHHAMKU (DYHKLUIT NeYiHKM KOPeKLisa [031 npenapaTty He noTpibHa. MauieHTam i3 TSXKUMU MOPYLLEHHAMU
(DYHKLIT MEYiHKM He CNif nepeBuLLyBaTV MaKCUMasibHYy f03y 20 Mr (4UB. po3ain «PapMakoKiHETUKA).

Bupasku, Wwo KpoBoToYaTh: NauieHTaM i3 1erkummn abo NOMipHUMM NOPYLUEHHAMMN (YHKLIT MEYiHKN KOpeKLisa f03K npenapaTy He NOTPibHa; nauieHTaM i3 TSHKKUMU
MOPYLUEHHAMWU (DYHKUIT MEeYiHKM nicnf BBeAEHHA NO4YaTKoBOI 60MOCHOI f03v npenapaty 80 Mr nojanblue BBEAEHHS npenapaty Yy BWUINagi TpuBanoi
BHYTPILUHbOBEHHOT IH(Y3IT 3i LWBUAKICTIO 4 MI/ro4MHY NPOTArom 71,5 roguHm moxxe 6yTu JoCTaTHIM (AMB. po3ain «PapMakoKiHETUKa).

MauieHTn NiTHLOrO BiKY
Kopekuis 1o3u npenapaty He NoTpibHa.

[iTn Bikom 1-18 pokiB
Jlo3yBaHHs.

AK 3acib 419 NPUrHIYEHHS LWNYHKOBOT CEKpeLii y pasi, Kosim HEMO>K/IMBO 3aCTOCyBa TV e30Menpasos nepopasibHO
MauieHTam, SKi He MOXYTb NpUAMaTK Npenapat NepopasibHo, Y pamMmkax nepiogy NoOBHOro NikyBaHHA MEPX MOXHa BBOAWTY Npenapat napeHTepasbHO 1 pa3 Ha o6y

(no3m BKasaHi y TabnuLi HUXYe).

3a3Bunuyali NiKyBaHHS 3a JOMOMOTrOH Npenapary Ans BHYTPiLUHbOBEHHOMO BBEAEHHS NMOBMHHO TPUBATW HELOBIO, NALLiEHTIB CNif NEPEBOANTMI HA NEPOPa/IbHUIA NPUIAOM

€30Menpaso/y AKomora wsuLLe.

PekoMeH/10BaHi 1031 €30Menpa3ony A5 BHYTPiLUHbOBEHHOTO BBE/IEHHSA

BikoBa rpyna

JlikyBaHHSA epO31BHOr0 PeItOKCHOr0
esoarity

CvMnNTOMaTNYHE NiKyBaHHA
MEPX




1-11 pokiB Maca Tina <20 kr: 10 mr 1 pa3 Ha foby 10 mr 1 pa3 Ha joby
Maca Tina =20 kr: 10 a60 20 mr 1 pa3 Ha

Aoby
12-18 pokiB 40 mr 1 pa3 Ha 106y 20 mr 1 pa3 Ha o6y

Cnocib 3acToCcyBaHHS.

IHCTPYKU|IT i3 NPUroTyBaHHA BiZHOBEHOrO PO3YMHY HaBefeHi y AaHOMY POo34ini HMKYe («IHCTPYKUIT i3 3aCTOCYBaHHSA, BUKOPUCTAHHA Ta yTusisauii (y BigNoBiAHNX
BUMaAKax)»).

IH’ exuiT.

[o3a 40 mr:

5 MmN BiAHOBNEHOr0 PO34nHY (8 Mr/ms) BBOAATb Y BUIISIAI BHYTPILUHBOBEHHOT IH’EKLIT TPMBANICTIO LOHaMeHLe 3 XBUSTMHWN.

[o3a 20 mr:

2,5 Mn abo NOMOBMHY BiAHOBNEHOrO PO34MHY (8 Mr/mM/) BBOAATL Y BUNALI BHYTPILLUHLOBEHHOT iH’EKLIT TPUBAMICTIO LLOHAMeHLIe 3 XBUIMHW. HeBUKOPUCTaHWi
PO3YMH YTUNI3YIOTb.

[o3a 10 mr:

1,25 Mn BigHOB/MEHOr0 PO34MHy (8 Mr/mMn) BBOAATL Y BUFNAAI BHYTPILUHbOBEHHOT iH’EKUIT TPUBANICTHO LWOHaNMeHLe 3 XBUANHW. HEeBUKOPUCTaHUA PO3YMH
YTUNI3YIOTb.

IHdys3iT.

[o3a 40 mr:

BiZIHOBNEHWI PO3YMH BBOAATL Y BUTNALI BHYTPILUHbOBEHHOT IHY3iT TpyBanicTio 10-30 XBUMWH.

[o3a 20 mr:

MOMIOBUHY BiZIHOB/IEHOIO PO34MHY BBOAATb Y BUTNAI BHYTPILLHbOBEHHOT iHY3ii TpmBanicTio 10-30 XBUINH. HEBUKOPUCTaHWIA PO3YUH YTUNI3YIOTb.

[o3a 10 mr:

YBEPTb BiAHOBNEHOr0 PO34MHY BBOAATb Y BUMNSAI BHYTPILLHbOBEHHOT iHGY3iT TpuBanicTio 10-30 XBUAMH. HEBUKOPUCTaHWUIA PO3YMH YTUNI3YHOTb.

IHCTPYKUIT i3 32CTOCYyBaHHA, BUKOPUCTaHHA Ta yTunisauii (y BignosigHUX Bunagkax).

Mepef 3aCTOCYBaHHAM BiiHOBNEHWUIA PO3YUMH CAif, Bi3yaslbHO OFNAHYTU HA HAasABHICTb YaCTOK Ta 3MiHW 3abapsnieHHs. CNif, BUKOPUCTOBYBATY /IULLIE NPO30PUIA PO3UMH.
PO34/H Npy3HaYeHniA n1Le 41 OAHOPA30BOr0 3aCTOCYBaHHS.

FAKLLO BeCb BIAHOB/EHWIA BMICT (hflakoHa He NOTPi6eH, HEBUKOPUCTaHWI PO3YMH CNifg, yTUNI3yBaTW Bi4NOBIAHO 40 MiCLEBUX BUMOT .

Po3unH gns iH’exuiin no 40 mr.

[FOTYHOTb PO3UMH And iH’ekuii (8 mr/mn), gogaroum 5 mn 0,9 % Hatpito Xxnopuay 4719 BHYTPILLUHbOBEHHOI 0 3aCTOCYBaHHS [0 hiakoHa ezomenpasony 40 wmr.
BigHOBNEHWNIA pO3YMH AN15t iH’ €KL NpO30pwii Ta 6e36apBHMIN @60 TPOXM XKOBTYBATOM0 KObOPY.

Po3uunH ans iHdy3iii no 40 mr.

[OTYHOTb PO34MH ANst iHAY3iiA, PO3UMHSAKOUN BMICT O4HOI0 (hiakoHa e3oMenpasony 40 mry 100 mn 0,9 % xnopuay HaTpito AN BHYTPiLLHbOBEHHOI O 3aCTOCYBaHHS.
Po3uunH ans iHdoy3iii no 80 mr.

[OTYHOTb PO34MH A4/151 iH(Y3iiA, PO3UMHAKOUN BMICT ABOX (h1akoHiB e3omenpa3osny no 40 mry 100 mn 0,9 % xnopvay HaTpito AN BHYTPILUHLOBEHHOI O 3aCTOCYBaHHS.
BigHOBNEHWIA po3urH Ans iHDY3iin npo3opuii Ta 6e36apBHMIA ab0 TPOXM XXOBTYBATOr0 KONbOPY.



aiTn.
Mpenapat 3acTOCOBYBaTW AiTAM BiKOM Bif 1 poKYy fK 3aci6 415 aHTUCEKPETOPHOT Tepanii y pasi, Konv nepopanibHUA NPpUiioM e30Menpasosny HEMOXX/IMBUIA.

Nepepno3yBaHHSA.

Ha faHuii yac gaHi Wo40 HaBMUCHOTO Mepeao3yBaHHsA Ay>ke 00MexkeHi. CUMNTOMK, ONucaHi Npy Npuinomi esoMenpasony B 4o3i 280 Mr, BKIHOYa/IM CUMITOMU 3 6OKY
LUYHKOBO-KMLLIKOBOI O TPaKTy Ta cnabKicTb. Pa3oBuil nepopanbHuii npuiiom 80 Mr e3oMenpasony Ta BHYTPiLLHbOBEHHe BBeAeHHA 308 Mr e3oMenpas3only NpoTArom
24 roayH HacnigkiB He cnpuyYnHANK. CneundivHMin aHTUAOT HeBigOMMIA. E30Menpa3on 3Ha4HOK MipOoH0 3B’A3YETLCS 3 BifIkaMu Nia3mu KPoBi, TOMY AOr0 BUBEAEHHS
3a [I0roMOroto fianidy He3HauHe. Y pasi nepefo3yBaHHs CNij MPOBOAUTM CUMMTOMATUYHE Ta 3araibHe NiATPUMYHOYe NiKyBaHHS.

Mo6iyHiI peakuil.

Cepefy TMX MOGIYHMX peakuiil, AKi HaruvacTiwe 3yCTpivaincs Y KAIHIYHUX AOCNIMKEHHSX Ta y nepiof NiCnspeecTpauiiHoro 3acToCyBaHHA €30Menpasony,
BiIMIYatOTbCA rON0BHWMIA BiNb, 6iNb Y XMBOTI, giapest i HygoTa. Kpim Toro, npodinb 6e3nekn 3acToCyBaHHA €30Menpa3ony O4HaKOBMI ANs PisHUX NiKapCbKMX opmM,
noKasaHb 15 NPU3HAYeHHS NliKyBaHHSA, BIKOBMX rpyn Ta rpyn nayieHTiB. [0303a1e)KHNX HebaxKaHUX peakLii He BUSB/EHO.

Hwuxye 3a3HaueHi NobiYHI peakuii Ha e30Menpasos, BUHUKHEHHS AKUX PeeCcTpyBain abo Nifo3proBasv Nif vac KAiHIYHUX AOCNiMKeHb Npy A0ro nepopaisHoMy abo
BHYTPILLUHbOBEHHOMY 3aCTOCYBaHHI Ta B MiCNApeecTpauiiH1iA nepiof Npu oro nepopanbHOMY 3acTOCyBaHHI. Peakuii HaBefeHi BigMOBIAHO A0 4acTOTW iX
BUHWKHEHHSA: AyXe yacTo (> 1/10); yacTo (Big = 1/100 go < 1/10); HevacTo (Big = 1/1000 go < 1/100); pigko (Big = 1/10000 go < 1/1000); gyxe pigko (< 1/10000);
yacToTa HeBioMa (4YacToTa He MOXKe Oy TW OLjiHEHa Ha OCHOBI HAafABHMX AaHKX).

3 60Ky KpoBi Ta NiMpaTUYHOT CUCTEMM:

PiAKO — NEKOMNeHiIA, TPOMOOLMTONEHIS; Ly)XXe PigKo — arpaHyioLMTo3, NaHUUTOMNEHIS.

3 60Ky IMYHHOT CUCTEMMU:

piAKo — peakuii rinepyyTAnBOCTI, HaNPUKNag rapsayka, aHrioHeBPOTUYHMIA HAabPAK Ta aHainakTUYHa peakL,isi/LLIOoK.

3 60Ky 0OMIHY PEYOBMH Ta XapyyBaHHS:

HeyacTo — nepudiepuyHi Habpsku; piaKo — rinoHaTpiemMis; YacToTa HeBifoma — rinomarHiemis (ouB. po3fin «Oco6/MBOCTI 3aCTOCYBaHHA»); TsHKKa (hopma
rinoMarHiemii MOXe KopesitoBaTu 3 rinokasnbLjieMieto. MinoMarHiemMisi TakoX MoXe 6yTn NoB’A3aHa 3 rinoKanieMieto.

3 60Ky MCUXIKK:

HeyacTo — 6e3COHHS; PiAKOo — 30YPKEHHS, CNJTYTaHICTb CBIJOMOCTI, Aenpecis; Ay>Ke pifKo — arpecis, ranoumuHauii.

3 60Ky HepBOBOT CUCTEMMU:

4aCTO — rO/I0BHUIA Biflb; HEYACTO — 3aramMOPOYEHHS, NapecTesis, COHNMBICTb; PiAKO — MOPYLUEHHS CMaKy .

3 60Ky opraHis 30py:

HeYyacTo — HeuiTKICTb 30py.

3 60Ky opraHis cnyxy Ta piBHOBaru:

HeyacTo — BEPTUrO.

3 60Ky AnxanbHOT CUCTEMU, OpPraHiB rpyAHOT KNiTKY Ta cepefoCTIiHHS:

pifKo — 6pOHX0CNA3M.

3 60Ky TpaBHOro TpakTy:

4yacTo — 6iflb Y XMBOTI, 3anop, Aiapes, METeOpPWn3M, HyaoTa/6ntoBaHHSA, NONINKM PyHAaNbHUX 3a103 (L0BPOSKICHI); HEeYacTo — CyxXIiCTb Yy pOTi; PiAgKO — CTOMATUT,
LLUYHKOBO-KMLLIKOBUIA KaHANA03; YacTOTa HeBifoMa — MiKpOCKOMIYHWIA KONIT.



3 60Ky renaTobiniapHoOi cUCTEMU:

HeyacTo — MiABULLEHHS PIBHA NEYiHKOBUX ()epMEHTIB; PiAKO — renatuT i3 XKOBTAHULEK abo 6e3 Hel; AyXKe pifKo — MediHKoBa HeAoCTaTHICTb, eHuedanonaTia y
nawuieHTIB 3 HAABHNMM 3aXBOPHOBAHHAMM NEYIHKMN.

3 60Ky LUKIpW Ta MigLWKIPHOT KNI TKOBUHMK:

4acTO — peakLUii y micui BBEAEHHS*; HeyacTo — [JepMaTuT, CBep6iIX, BUCUNAHHSA, KPONWB’AHKA; PIAKO — anonewis, CBITN0UYTNMBICTb; AYXKe PiAKo — nofiMopgHa
eputema, cuHapom CriBeHCa-[XXOHCOHA, TOKCUYHWUIA ernifepMasibHWUIn HEKPOsi3; YacToTa HeBigjoma — NigroCTpuid LIKIPHUA YepBOHWIA BOBYaK (AMB. PO34in
«OCc0061MBOCTI 3aCTOCYBaHHS).

3 60Ky CKeneTHO-M’530B0T Ta CMoNy4YHOT TKaHWH:

HeyacTo — nepesioM CTerHa, 3an’acTka abo xpebra (gus. po3gin «OcobAMBOCTI 3aCTOCYBaHHSA»); PIAKO — apTpasria, Mianris; Ay»e pigKo — M’A30Ba ClabKiCTb.

3 60Ky HMPOK Ta CeY0BUAINbHOT CUCTEMMN:

AY>Xe PIAKO — IHTePCTULi/IbHWIA HE(PUT; Y AeAKUX NalieHTiB OAHOYACHO 3aiKCOBaHO HUPKOBY HEAOCTATHICTb.

3 60Ky penpoayKTVBHOT CUCTEMW Ta MOJIOYHMX 3a/103:

LY>Ke pigKo — riHekomacTis.

3aranbHi po3nagn Ta peakuiiy MiCLi BBeLEeHHA:

PIAKO — He34y>KaHHS, MOCU/IEHe MOTOBULINEHHS.

*PeakLil y MicLi BBEIEHHS CIOCTEPIranncs nepeBaxHo y AOCMIIKEHHI i3 3aCTOCYBaHHSIM BUCOKUX [03 €30Menpa3ony NpoTarom 3-x Ai6é (72 rognHn).

He3BOPOTHI MOpPYLUEHHA 30pY BiA3HAYa/IMCA Y MOOAMHOKMX BUMAZKaX Y KPUTUYHO XBOPUX MaLiEHTIB, fKi OTpMMyBa/ii OMenpason (pauemar) y BUrnagi
BHYTPILLUHbOBEHHOT 1H’€KLiT, 0COBMMBO Y BUCOKMX [j03aX, OAHAK NPUUYNHHO-HACIAKOBUIA 3B’130K HE BCTaHOB/IEHWNA.

MepiaTpuyHa nonynauis

PaHfoMi30BaHe, BigKpuUTe, MDDKHapPOAHE AOCNIIKEHHS 6yn0 NpoBeAeHO 3 METOK OUIHKM (PapMakKOKIHETMKM 6aratopa3oBOro BHYTPILWHbOBEHHOIO 3aCTOCYBaHHSA
€30Menpasony NpoTArom 4 AHiB Npu BBefeHHI 1 pa3 Ha foby y aitei BikoM Big O fo 18 pokis (AvB. po3gin «PapMakoKiHeTMKa»). BCboro go ouiHkM 6e3nekun 3acoby
6yno 3any4veHo 57 nauieHTiB (8 aiTein y Biyi 1-5 pokiB). [aHi 3 6e3nekn npenapaty y3rogKytTbes i3 BifoMum npodinem 6e3nekn e3omenpasony, i HoOBUX 3arpos
6e3nevi NauieHTIB BUABEHO He 6YynO.

[MoBifOMEHHS NPO Migo3ptoBaHi MOBIYHI peakuit

MMoBiAOMIEHHS NPO NiA03PHOBaHI NOBGIYHI peakuil, WO BUHUKAWM MiCNs peecTpauii NiKapcbKOro 3acoby, € HaasBuyaiHO BaxkimBumn. Lle gae 3mory nocTiiHO
crnocTepirati 3a 6anaHcoOM KOPUCTb/PU3MK iKapCbKOro 3aco0by. MpauiBHMKIB CUCTEMI OXOPOHM 340POB’A MPOCATL MNOBIAOMAATM NPO ByAb-AKi MNig03ptoBaHi NO6IYHI
peakuii Yepes HaliOHa/lbHY CUCTEMY MOBILOM/IEHb.

TepMiH NpUAATHOCTI.
3 POKMW.

YM0BM 36epiraHHs.

36epiraty Npu TemnepaTypi He BuLe 25 °C y 3aXMLLEHOMY Bifl CBIT/a Ta HEJOCTYNHOMY AN AiTeid Micu.

YnakoBKa
Mo 40 Mr y nakoHi; 1 piakoH Y KapTOHHIN KOPOO6L.



KaTteropis Bignycky.
3a peuenTom.

BupobHuK.
Medap Inay CaH. A.LLL./
Mefar llac San. A.S.

Micue3HaxomkeHHS BUPOOHMKaA Ta afpeca Micusa NPOoBafKeHHS MOro 4isiNIbHOCTI.
PamasaHorny Max. EHcap xag. Ne 20, 34906 KypTkoii — MNeHguk/Ctambyn, TypeyumHa /
Ramazanoglu Mah. Ensar Cad. No: 20, 34906 Kurtkoy — Pendik/Istanbul, Turkey.

3asiBHUK.
YOrPA4 MEOVUWH INNAY CAH. BE TIIK. A.LL., TypeuyunHa/
WORLD MEDICINE ILAC SAN. VETIC. A.S,, Turkey.



