IHCTPYKIIA
AJIS1 MEIUYHOI0 32CTOCYBAHHS JIKAPCHKOI0 32C00y

AIIPEINITAHT-BICTA
(APREPITANT-VISTA)

Cknao:

Jiroua peyosuHa: arpeniTaHT;

1 karcyna mictuth 80 Mr abo 125 mr anpemitanTy;

OONOMIICHI ~ pewosunu: caxaposa, Ielojio3a  Mikpokpucramziuda (cdepa 500) (E 460),
rigpokcumnpomninentoio3a (E 463), Harpito naypuicyiabdar;

obononka kancyau — xenatut, Turtany giokcun (E 171);

obononka kancyau o 125 Mr MICTHTh TaKOK OKCH/I 3aitiza uepBonuii (E 172).

Jlikapcbka ¢opma. Kancynu TBepi.

OcHosHi i3uKo-XiMIiUHI 61ACMUBOCMI:

kancyau no 80 me: TBepIi HENMPO30pi KETATHHOBI KaINCyIH po3MipoM 2 3 OUTUM KOPIIyCOM Ta
KPHIIIEYKOIO, SIKi MICTATh T'paHyJH Bij] O1710T0 10 Maixke 01710r0 KOJIbOpY;

kancyau no 125 me: TBEpAl HEMPO30Pi JKEIATHHOBI Karcyau po3Mipy 1 3 OLIMM Kopirycom Ta
POXKEBOIO KPHUILIEUYKOIO, sIKI MICTATh TPaHyJIH Bif 017100 0 Maiixke 01710r0 KOIbopy.

dapmakoTepaneBTHYHA rpyna. 3aco0u, 0 BIUIMBAIOTh HAa TPAaBHY CHUCTEMY Ta METaOOTi3M.
[TpoTuGmroBanpHi 3acO0M Ta Mpemapary, Mo yCyBalOTh HYAOTY. [HII MpOTHOIIOBAIBHI 3aCO0M.
Kon ATX A04A DI12.

Dapmakono2iuni eracmueocmi.

Dapmakoounamika.

ATIpeniTaHT € CeJICKTUBHUM aHTaroHicToM perentopis HelpokiHiHy 1 (NK1) 3 BucOKuM cTynenem
CIIOP1THEHOCTI 3 pedoBuHOIO P (P-Helponentun 13 ciMeiicTBa TaxiKiHIHIB) JIOAUHHU. JlogaTKOBI
CKPHMHIHTOBI JIOCHI/UKEHHS TOKa3ajiM, 10 ampemitTaHT OyB mnpuHaiiMHi y 3000 pasis
CeJIEKTUBHIIMHK BiTHOCHO penenTopiB NKi BiIHOCHO iHIIOTO ()epMEeHTY, IEPEHOCHUKA 10HHOTO
KaHally 1 JIOKami3auii pernenTtopiB, BKIOYAOYM JIOMAMIHOBI 1 CEPOTOHIHOBI PELENTOpPH, SKI €
o0’exTaMu JJIs1 TPOBEJIEHHS Teparii HYAOTH 1 OJIOBaHHS, CIPUUYMHEHUX XIMIOTEpaIi€lo.
AmnTaronictu NKi-perentopiB yHachmiiok Iii Ha LEHTPalbHy HEPBOBY CHCTEMY TallbMYyIOTh
OytoBaJIbHUN peduieKC, CIPUYMHEHUH LUTOTOKCMYHUMH XIMIOTEPaleBTUUHUMH JIIKAPCHKUMU
3aco0amMy, TAKUMHM SIK LUCIUIATHH. Y JOKITIHIYHUX JOCTIKEHHSX 1 TOCIIIKEHHIX MO3UTPOHHO-
emiciiiHoi Tomorpadii (IIET) mionuuu 13 3acTocyBaHHSIM arpeniTaHTy OyJjio MOKa3aHo, 10 BiH
NPOHMKA€E y MO30K 1 3B’sA3yeThbes 3 NKi-penientopamu Mo3Ky. Jlist anpemniTaHTy Ha HEHTPaJIbHY
HEPBOBY CHUCTEMY JOCUTH TPHBAJa, BIH MPUTHIUYE FOCTPY Ta YHMOBUIbHEHY (a3zy OJII0OBaIbHOTO
peduiekcy, CIPUYMHEHOTO UCIUIATUHOM, 1 301IbIITy€e MPOTHOIIOBAIbHY aKTUBHICTh aHTArOHICTa
SHTs-peuenTopiB OHJAHCETPOHY 1 KOPTHKOCTEPOiLy JEKCAaMETa30HYy, CIPSMOBaHY HPOTH
OJIFOBaHHS, CIPUYMHEHOTO LUCTIIATUHOM.

Dapmakokinemuxa.

Abcopoyis. Cepenns abCoNOTHA epopaibHa O100CTYIHICTD allpeniTaHTy CTaHOBUTh 67 % miis
karcynu 80 mr ta 59 % s kancynu 125 mr. CepenHsi MakCUMallbHA TIJIa3MOBa KOHIIEHTpAITis
(Cmax) ampemiTaHTy AOCSTaeTbcs NMpUONM3HO uepe3 4 roauHu (tmax). IlepopanbHuil mpuiiom
Karcyau 31 CTaHAAPTHUM CHIJIAHKOM, IO cTaHoBHUTH npuOym3Ho 800 kKam, mpusBoauTh 10
40-sincotkoBoro niasuieHHs AUC anpenitanty. Lle miBUILIEHHS BBaXKA€THCS TAKUM, 1110 HE Ma€
KJIIHIYHO1 3HAYYTIOCTI.

dapMakoKiHETHKa amperiTaHTy B Meax Jllana3oHy KIIHIYHUX 703 Ma€ HeNiHIHHWNA XapakTep.
VY 3nopoBux nopociaux ocid monogoro Biky miaBuieHHsT AUCo.. Oyno Ha 26 % OinbmmmM, HIX



MIPOTIOPITIHE JI0 JT03U, NIPU 3aCTOCYyBaHHI OHOpa3oBuX 103 80 mMr Ta 125 Mr micis npuiiomy ixKi.
[Ticnst mepopaibHOTO MPUEOMY OJJHOPA30BO1 103H ampemnitanty 125 mry aens 1-if Ta 80 Mr oqun
pa3 Ha 100y y mHi 2-# Ta 3-i moka3Huk AUCo-24r05 (cepenne = CB) ctanoButh 19,6 £ 2,5 MKT X
rog/min ta 21,2 £ 6,3 Mkr X ron/mMn y aHi 1-ii Ta 3-i BianoBigHO. Cmax cTaHoBmia 1,6 + 0,36 Mkr/mi
ta 1,4 + 0,22 mxr/mMa y a1 1-# Ta 3-# BiAIOBIAHO.

Po3nodin. AnipeniTaHT akTUBHO, B cepeHbOMY Ha 97 %, 3B’SI3y€ThCs 3 OUIKAMU TUIa3MH KPOBI.
CepenHs reoOMETpUYHA BEJIMUYMHA YSBHOTO 00’ €My pO3IOALTY IpH cTarioHapHoMy ctaHi (Vdss) y
JIFOAUHU CTAaHOBUTH Maiike 66 1.

Memabonizm. AnpemiTaHT MiAJIATa€ EKCTEHCUBHOMY MeTa0oii3My. Y 3J0pPOBHX MOJOIUX
JTOOPOBOJIBIIB ANPEHITAHT CTAHOBUTH OJMU3bKO 19 % pagioakTHBHOCTI y TUIa3Mi KPOBi MPOTITOM
72 TONMH WicHs pa3oBOrO BHYTpilmHbOBeHHOro BBeneHHS 100 mr [**C]-docampemitanTy
(monepeIHUKa anperniTanTy), Mo BKa3y€e Ha HASBHICTh METa0OMITIB y M1a3Mi KpoBi. [[BaHaAIST
METa0OoJIITIB ampeniTaHTy iAeHTU(IKOBaHI y IIa3Mi KpoBi JtoauHA. MeTabomi3M anperniTanty
BiZIOyBa€ThCS HacamIepesa IUIIXOM OKHCICHHS y MOPQOIIHOBOMY KuUIbLI 1 HOro OOKOBHX
JAHIIOrax, a MeTa0oJiTH, fKi BHUHHMKAIM Y pe3yjibTaTi LbOr0, BOJIOAUIM JIUIIE CIa0KOIO
aKTHBHICTIO. JloCiKeHHs IN VItr0 3 BAKOPUCTAHHIM MIKPOCOM TICYIHKH JFOJIUHH MOKA3aJIH, 110
OUIBIIOI0 YacTKOlO anpeniTaHT MeTabonizyerbcss CYP3A4 npu He3HauHil MOTEHUINHIN ydacTi
CYP1A2 ta CYP2C19.

Busedenns. AnipeniTaHT HE BUBOJUTHLCS HE3MIHEHUM 13 ceuero. MeTaboiTH BUBOAATHCS 3 CEUCHO
Ta 3 KOBYIO y KayoBi macu. Ilicnsi oHOPa30BOro BHYTPIIIHROBEHHOTO BBEAeHHS 103U 100 Mmr
[**C]-docanpeniTanty  (momepeiHMKAa ampemiTaHTy) 3J0pOBUM  00poBomblaM 57 %
PamioaKTHBHOCTI BUSBIISUIOCS y cedi Ta 45 % — y KaloBuX Macax.

[T1a3mMoBHil KJIIpEHC alpemiTaHTy Ma€ J0303aJIeKHUN XapaKTep, 3HUKYIOUUCH MPU MiABUIIECHHI
JI03H, Ta CTAaHOBHUTH MPHUOIM3HO Big 60 10 72 MiI/XB y MeXax J03 TEpPareBTUYHOTO Jiala30Hy.
Kinnesuii mepios HamiBBHBEACHHS 3HAXOAUTHCSA B Jiara3oHi mpuOau3HO Bix 9 mo 13 roauH.
PapMaKOKiHETHKA B OKPEMHX TPyMax.

Jlimuiu eix. Ilicns mepopanbHOTO 3aCTOCYBAaHHS alperiTaHTy B pa3oBiii 1031 125 mry aenp 1-it i
no 80 mr 1 pa3 Ha 100y 3 aHs 2-T0 1o 5-i mokasHukK AUCo-24r anipeniTanty OyB Ha 21 % BUIIMM
y neHb 1-i1 1 Ha 36 % BUIIMM Ha JIeHb 5- y Malli€HTIB JITHBOTO BIKY (= 65 pOKiB) MOPIBHSHO 3
Mostoamumu topociaumu. [TokazHuk Cmax OyB Ha 10 % Bumum y nespb 1-if 1 Ha 24 % BummM Ha
JIeHb 5-1 y MaIi€eHTIiB JITHHOTO BIKY HOPIBHSIHO 3 MOJIOALUIMMHU JTOPOCIUMHU. Taki BIIMIHHOCTI He
pO3IIIAJAOTECA SIK KIIIHIYHO 3Hauymll. Hemae HeoOXiTHOCTI B KOpEKLIi 103U amnperniTaHTy s
MAI[iEHTIB JIITHHOTO BIKY.

Cmamp. 1licna nepopanbHOIro 3aCTOCYBaHHS alpeniTaHTy y pa3oBiil 1031 125 mr noka3HUK Cmax
anpeniTanTy Ha 16 % BuUIIUH y *KIHOK, HIX Y 40JIoBiKiB. [lepios HamiBBUBEAEHHS allpeniTaHTy Ha
25 % HWKYMHA y KIHOK, HIXK Y YOJIOBIKiB, a TOKa3HUK Tmax AOCATAETHCS MPUOIU3HO 332 OJJTHAKOBUI
yac. Taki BiAMIHHOCTI HE pO3IJIAAAa0ThCs K KIIHIYHO 3HauyIi. Hemae HeoOXiqHOCTI B KOpeKIii
JIO31 aIlpemiTaHTy 3aJI€KHO BiJl CTATI MaIll€HTA.

THopywennsa ¢ynxyii neuinku. [lopymeHHs QyHKIIT IEYIHKH JIETKOT0 CTyIEeHs (KJ1ac A 3a IIKanok
Yaitnga—[1’10) He YMHUTH KIIHIYHO 3HAYYIIOrO BIUIMBY Ha (apMaKOKIHETHUKY amlpeniTaHTy; s
TaKUX Malll€EHTIB KOPUTYBATH 103y HE MOTPiOHO. I3 HAsIBHUX 1aHUX HE MOXHA 3pOOUTH BUCHOBKIB
I0/I0 BIUIMBY MOPYLIEHHs (QYHKIIT MEYIHKU CEpeIHbOTO CTYIEHs TAKKOCTI (kiaac B 3a mikanoro
Yaitnna—I1'10) Ha (apmakokiHeTHKy anpeniTaHTy. Hemae kiiHiuHHX ab0 (papMakOKiHETHUHUX
JAaHUX BIJIHOCHO MAIli€HTIB 3 MOPYIICHHAM QYHKIII IEU1HKH TSHKKOTo cTyreHs (kiac C 3a HIKanoko
Yaitnga—I1’10).

Topywenns ¢pynxyii hupox. ATipeniTanT y pa3oBiid 7031 240 MT npu3HAYaIu MaIli€eHTaM 3 TSHKKOIO
dopmoro mopymieHHss (yHKIII HUpOK (KiIipeHC KpeaTtuHiHy < 30 MII/XB) 1 MamieHTam 3
TEPMIHAJILHOIO CTA/lI€I0 3aXBOPIOBAHHS HUPOK, SIK1 TOTpeOyBaIy reMoiianisy.

VYV martieHTiB 3 TOKKOHO (GopMoro mopymieHHsT ¢GyHKIii HUpoK Toka3sHUK AUCo.» 3araabHOTO
ampeniTaHty (He 3B’A3aHOTO 1 3B’s3aHOro 3 OulkamMu Kposi) 3MeHmmBc Ha 21 %, a Cmax
3MeHIMBCs Ha 32 % TOPIBHSHO 3 MOKa3HUKAMH Yy 3A0POBUX JOOPOBOJIBIIB. Y MAIli€HTIB i3
TEPMIHAIBHOIO CTAIIEI0 3aXBOPIOBAHHS HUPOK, SIKUM IIpoBoauBCs remoianis, AUC-«3arabHOro
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anpenitanty 3MeHIIUBcA Ha 42 %, a Cmax — Ha 32 %. BHaciiiok HEBEIMKOro 3HIKEHHS
3B’A3yBaHHS allpeIliTaHTy 3 O1IKaMU IJIa3MH KPOBI Y 3B S3KY 13 3aXBOPIOBAHHSAM HUPOK MTOKA3HUK
AUC ¢apmako10rivuHO aKTUBHOTO HE3B’S3aHOTO ANPEIMiTaHTy HE 3MiHIOBABCS 3HAYHOIO MIipOIO Yy
NAIi€HTIB 3 MOPYUICHHAMH (YHKLII HUPOK TMOPIBHSAHO 31 3J0POBUMH JOOPOBOJIBIISIMH.
I'emomianis, skuii mpoBoAuBCs depe3 4 abo 48 roauH Micis MpUKUOMY JIIKapChKOTO 3aco0y,
3HAYHOIO MipOIO HE BIUIMBAB Ha (papMakoKiHETUKY arpemnitaHTy; Menme 0,2 % 1031 BUBOIMIIOCS
3 Iiaji3aToOM.

Hemae HeoOXiAHOCTI 3MIHIOBATH PEKUM JI03YBAaHHS allpEMiTaHTY JJIs MAI€HTIB 3 MOPYILICHHIM
(GyHKIIT HUIPOK Ta MAI[i€HTIB 3 TEPMIHAJIBHOIO CTAIEI0 3aXBOPIOBAHHS HUPOK, SIKHUM MPOBOIUTHCS
reMoiiainis.

B3zaemoss'saz0k midc konyenmpayicio ma egpexmonm.

JlocmiKeHHsT TO3UTPOHHO-eMiciiiHOT ToMorpadii 3 BUKOPUCTAHHSAM BHCOKOCTIEHU(DIYHOT MITKH
NKi-penenTopiB, y sSKuMX Opajyd ydacTb 3J0POBI MOJIOAI YOJOBIKH, MPOJAEMOHCTPYBAJIH, IIO
amnpeniTaHT MPOHUKAE B TOJOBHUN MO30K 1 3amoBHIOe NKi-perentopu 10303aJ1eKHO, a TaKOX
3aJIE)KHO BiJI KOHIEHTpamii y 1ia3mi KpoBi. KoHIeHTparllii amnpemnitanty y Ijia3mi KpoBi, sIKi
JIOCATAIOTHCS TIPU TPUJCHHIA CXeMi 3aCTOCYBAaHHS alpemiTaHTy, 3a0e3MeuyroTh 95-BifcOTKOBE
3anoBHeHHs1 NKi1-pernenTopiB roJoBHOTO MO3KY.

KuainiuHi xapakTepucTukm.

Ilokazanns.

VY ckiaai KoMOiHOBaHOI Tepalrii:

— npodiJaKTUKa TOCTPOi Ta BIJACTPOUYCHOI HYIOTH Ta OJIFOBaHHS, IOB’SI3aHUX 3 MPOBEIACHHIM
MPOTUPAKOBOI XiMiOTepamii Ha OCHOBI IUCIUIATUHY 3 BHCOKUM €METOT€HHUM PHU3UKOM Y
JOPOCITHX;

— npodilakTHKa HyI0TH Ta OJIFOBaHHS, OB’ SI3aHUX 3 BUKOPUCTAaHHSIM MIPOTUPAKOBOT XiMioTepartii
3 MIOMIPHAM €METOTEHHUM PU3UKOM Y JIOPOCIIHX.

Ilpomunoxazanus.

Jlikapchkuil 3aci0 MPOTHIIOKA3aHUM Malli€eHTaM 3 TIMEePUYyTJIMBICTIO 10 OyAb-SIKOTO KOMIIOHEHTa
nperapary.

Jlikapcekuit 3aci0 He CIIij] 3aCTOCOBYBATH OJHOYACHO 3 MIMO3UIO0M, Tep(eHaAUHOM, aCTEMi30JI0M
1 IU3aIpUIOM.

B3aemooia 3 inwmumu nikapcoKumu 3acodamu ma iHuii 6UOU 63acMo0ill.

Amnpemnitant (125 mr/80 mr) € cyberparom, momipHuM iHriditopom ta ingykropom CYP3A4. Kpim
TOTO, anpernitant € iHaykropoM CYP2CI. I1ix yac nikyBanHs anpenitanToM akTuBHICTH CYP3A4
npurHivyetsces. ITicns 3akiHUeHHS JiKyBaHHS allpeniTaHT CIPUYHHSE JETKY TUMYACOBY 1HAYKIIIO
CYP2C9, CYP3A4 Ta rmokypoHi3amiro. MMOBipHO, ampemiTaHT He BCTYIAe y B3a€MOIIIO 3
NEpEeHOCHUKOM P-riikonpoTteiny, IO MIiATBEp/UKYE BIICYTHICTh B3Aa€EMOAIl ampemiTaHTy 3
JTUTOKCHHOM.

BruB anpenitanTy Ha ¢hapMaKkOKiHETHKY 1HIIUX AKTUBHUX PEYOBHUH.

IIpuenivenns akmusnocmi CYP3A4.

Sx nomipuuit inridirop CYP3A4 anpenitant (125 mr/80 Mr) mpu CymyTHBOMY 3aCTOCYBaHHI
MO’K€ MIJBUIIYBATH IJIa3MOBI KOHIIEHTpAIlil aKTUBHUX PEYOBMH, K1 METa0OJI3YIOThCA 4epes3
CYP3A4. 3aranpna excno3uuist cyocrpariB CYP3A4, mo npuiimMaroTbcs MepopabHO, MOXE
MiJBUIIYBaTUCA MNpHOIM3HO B 3 pasu Ml Yac TPUACHHOIO JIKyBaHHS alpeniTaHToM,
IPUITYCKA€ETHCS, 110 BIUIMB allpeniTaHTy Ha Iu1a3MoBi KoHIeHTpauii cyocrparie CYP3A4, sxi
BBOJSTHCS BHYTPIIIHBOBEHHHM HUIAXOM, OyJ€ MEHII BHUPAXEHUM. AMpEmiTaHT He CIiJ
3aCTOCOBYBAaTH OJHOYACHO 3 TIMO3MIOM, Tep(eHaAMHOM, acTeMi3oIoM ab0 IM3arpHIOM.
[Tpurniuenns aktuBHocTi CYP3 A4 anpeniTaHTOM MOe TPU3BOAUTH /10 MIJBUIICHHS TUIa3MOBHX
KOHIIEHTpALI{ IUX aKTUBHUX PEUOBUH, HOTEHIIHHO CIPUYMHSAIOUN PO3BUTOK CEPHO3HUX peaKIlii
abo peakIliid, 1Mo 3arpoXXyITh KUTTI0. PEKOMEHIOBaHO 3 OOEPEKHICTIO OJHOYACHO MPUHMATH




ampeniTaHT 3 aKTUBHUMH PEYOBHMHAMH, SIKI 3aCTOCOBYIOTHCS MEPOPATBLHO 1 METa0OI3YIOThCS
oinpinoro miporo uepe3 CYP3A4 ta MaioTh BY3bKMH TepaleBTHUYHHNA [iana3oH, TaKUMHU SK
UKJIOCIIOPHUH, TaKPOJIIMYC, CHPOJIMYC, €BEpOJIIMYyC, al(eHTaHUI, JieproramiH, eproTaMiH,
dbenTanI Ta XiHIAUH (TUB. po3aiT «OCOOMMBOCTI 3aCTOCYBaHHY ). Kopmukocmepoiou.
Ilexcamema3son.

[Tpu cymicHOMY 3aCTOCYBaHHI 3 alpeniTaHToM y 1o03ax 125 mr/80 Mr 3BHUaiiHy nepopajibHy 103y
JIeKcaMeTa3oHy ciiJl 3MeHmMTH npubiau3Ho Ha 50 %. Jloza nexcamera3oHy Yy KIIHIYHUX
JOCIIJDKEHHAX MPO(MITaKTHKK HYJIOTH Ta OmoBaHHS, cnpuynHeHuX Ximiorepamieio (HBCX),
oOupanacs 3 ypaxyBaHHIM B3a€MOJIl aKTUBHUX PEUOBHH. ANPEMiTaHT IIPU 3aCTOCYBaHHI y 1031
125 Mr cyMmicHO 3 MepopajJbHUM JeKcaMeTa30HOM y 11031 20 Mr y 1-i JeHb Ta ampemniTaHT npu
3acTOCyBaHHI y 71031 80 Mr cCyMicHO 3 ITepopaibHUM JEKCAaMETa30HOM Y 11031 8§ MT' y JHI 3 2-T0 110
5-if migBUIYBaB TUIONTY MiJ KpUBOKO «KoHIEHTpamis—dacy (AUC) agekxcamera3ony (cyodcrpary
CYP3A4)y 2,2 pazay nui 1-ii Ta 5-i.

Memunnpeonizonon.

[Ipu cymicHOMYy TpHiioMi 3 ampemniTaHToM y go3ax 125 mr/80 mr 3BUYaiiHy BHYTpPIIIHbOBEHHY
703y METHUJIIPETHI30I0HY CIIiJ] 3MEHITUTH TpUOImM3HO Ha 25 %, a 3BUYAiiHY MEepopaibHy 103y
METHIINPEAHI30JIOHY CIi1 3MEHIIUTH Nprban3Ho Ha 50 %. AnpeniTaHT Ipu 3aCTOCYBaHHI y 1031
125 mr y nens 1-if ta 80 mr/moOy y nmui 2-ii ta 3-it migBunryBaB AUC MeTHInpenHizoNoHy
(cyoctpaty CYP3A4) y 1,3 paza y nenp 1-ii Ta y 2,5 paza y neHb 3-il mpu cymicHOMY
BHYTPIIIHFOBEHHOMY BBEICHHI METHIIIPEAHI30I0HY y 1031 125 Mr y sens 1-it Ta mepopaibHOMY
npuiioMi y 1031 40 mr y aHi 2-i ta 3-i.

[Tix dac TpuBajoro JiKyBaHHS MeTWinpeaHizonoHoM AUC MeTWINpenHi3oNoHy MOXe
3HIDKYBATHCS HaWIII3HINIE Yyepe3 2 THXKHI Micis MOYaTKy 3aCTOCYBAaHHS aNpemiTaHTy BHACIHIIOK
aktuByrouoi il anpemnitanty Ha CYP3A4. Ouikyetbes, 1mo 1eil edext Oyne Oiabin BUpaKeHUH
IpY NepOPAILHOMY 3aCTOCYBAaHHI METHIIIIPEIHIZ0IOHY.

Ximiomepanesmuuni 1ikapcoki 3acoou.

[Tig yac ¢papMakOKIHETUUHUX JOCHIKEHb allpemiTaHTy MPU 3aCTOCYyBaHH1 y 1031 125 mMr y neHb
1-i1 ra 80 Mr/no0y y nHi 2-# Ta 3-i1 He BIJTMBAB Ha (PapMaKOKIHETUKY JOIETAKCEINY, SIKUI BBOJIUBCS
BHYTPIIIHLOBEHHHUM IIIJISIXOM y JeHb 1-i, abo BiHOpenOiHy, SIKUii BBOJAUBCSA BHYTPIIIHBOBEHHUM
HUIAXOM Y J1eHb 1-if a00 8-i. OCKIbKY BIUIMB alpeniTaHTy Ha (papMaKOKIHETUKY MepopaIbHUX
cyocrparieB CYP3A4 Oinbie BUpakeHUH, HK BIUIMB Ha (papMaKOKIHETHKY BHYTpPIITHbOBEHHHUX
cyoctpartiB CYP3A4, B3aemozito 3 XiMioTepaneBTUYHUMH JIIKAPCbKUMHU 3ac00aMU, SIKi BBOJIATHCS
NEepOpPAIbHUM IIUIIXOM Ta METaboi3yl0ThCsl B OCHOBHOMY abo yacTkoBo CYP3A4 (nanpukinan,
€TOI03U/[l, BIHOPENOiH), HE MOKHA BUKJIIOYaTH. PEKOMEH/I0BaHO JOTPUMYBATUCS OOEPEXKHOCTI 1
IPOBOJIUTH JOJATKOBUH MOHITOPHHI Yy TMAI[i€HTIB, SKI NPUHMAlOTh JIKApChKi 3aco0H, IO
MeTabomi3yoThcsl MepBUHHO abo dYactkoBo CYP3A4. V  noctmapkeTHMHroBuil mepiof
HOB1JIOMJISUTM TIPO BUMNAJKU HEWPOTOKCHYHOCTI (MOTeHLiHHa Mo0OiyHa peakiis ipocdaminy) npu
OJIHOYAaCHOMY 3aCTOCYBaHHI anpemniTanty Ta ihocdamisy.

Imynocynpecanmu.

ITin wac npomeaeHHs TpuaeHHoro kypcy Ttepanii HBCX ouikyeTbcs THMuacoBe MHOMIpHE
HiABUILIEHHS, 3a SKUM CIiy€ He3HayHe 3HM)KEHHS eKCIO3MLii 1MyHOCYNpECaHTIB, SKi
MeTtabomnizyroThcss CYP3A4 (Hanpukiiaj, MUKIOCTIOPUH, TAKPOIIMYC, €BEPOTIMYC Ta CUPOJIIMYC).
3Bakaroud Ha KOPOTKUH TPUIEHHUN Kypc JIIKyBaHHA Ta OOMEXEHI 3MIHM eKCMO3HULii, 10
3aJeXarth BiJl Yacy, Mijl yac TPUAECHHOTO CYMICHOTO MPUIlOMY 3 amperiTaHTOM 3HUXKYBAaTH J03Y
IMYHOCYIIPECAHTIB HE PEKOMEHTY€ThCS.

Mioazonam.

Crin BpaxoByBaTH MOTEHLINHHI e(eKTH MiBUILEHUX MIa3MOBUX KOHIIEHTpaliil Miga3oiaamy abo
IHmMX OeH3ox1a3emiHiB, ski Merabomizytotbes CYP3A4 (anmpazonam, Tpia3onam), MpU
CYMICHOMY INpHiioMi IUX 3ac06iB 3 ampenitaHToM (125 mr/80 mr).

Amnpenitant niasuinyBaB AUC minazonamy, uytiausoro cyocrpary CYP3A4,y 2,3 pazay nensb 1-
i tay 3,3 pazay aeHb 5-i Ipu CyMiCHOMY IPHUIOMI OIHOPA30BOi MEPOPABHOT 103U MiJa30jamy




2 Mr y aHi 1-i Ta 5-# mig 9yac mpoBENIEeHHs KypcCy JiKyBaHHS alpeniTaHToM y 1031 125 mr y neHb
1-it ra y no3i 80 mr/mody y a#i 3 2-T0 1O 5-H.

[Tlim yac mpoBeneHHs IHIIOTO JOCHIPKEHHS 3 BHYTPIIIHHOBEHHHM BBEIACHHSIM MiJla30JlaMy
anpeniTant npuitmManu y 1o3i 125 mr y nens 1-if Ta 80 mr/mo0y y nui 2-i Ta 3-if, a Miga3onam
BBOJIMJIM BHYTPILIIHBOBEHHO Yy /1031 2 MI Iepe]] INPOBEIEHHSIM TPHUAEHHOIO KypCy JIiKyBaHHS
anpeniTantoMm Ta y 1Hi 4-i, 8-if Ta 15-i1. AnpenitanT niasuiryBa AUC minazonamy Ha 25 % y
neHb 4-1 ta 3ankyBaB AUC minazomnamy Ha 19 % y nenp 8-ii Ta Ha 4 % —y aeHs 15-i. BBaxkanocs,
110 11 e(heKTH HEe MaJIK KJIIHIYHOI 3HA4yIIOCTI.

ITin vac mnpoBeneHHS TPETHOrO JOCHIUKEHHS 3 BHYTPIIIHbOBEHHMM Ta MEpOpPalbHUM
3aCTOCYBaHHSAM Mi/Ia30JIaMy anpemniTaHT npuitmanu y 1o3i 125 mr y aens 1-it ta 80 mr/no0y y axi
2-1i Ta 3-1 pa3oM 3 OHJIAaHCETPOHOM Y 71031 32 MT' y JieHb 1-H, TeKcaMeTa30HOM y 11031 12 MT' y JIeHb
1-it Ta y no3i 8 mr y gui 2-4-ii. Taka komOiHamis (TOOTO ampemniTaHT, OHJAHCETPOH Ta
nexcameta3oH) 3HmkyBaga AUC minazonamy Ha 16 % y aenb 6-if, Ha 9 % y nenb 8-, Ha 7 % y
neHb 15-it Ta Ha 17 % y nenp 22-i. BBaxkanocs, mo 11i epeKTH He Malli KJIIHIYHOT 3HAYYIIOCTI.
Byno mpoBeneHo n0AaTKOBE JNOCTIDKEHHS 3 BHYTPILIHBOBEHHMM BBEIEHHSIM Mifa3ojaMy Ta
anpeniTanty. Miga3zonaM BBOIWIM BHYTPIIIHBOBEHHO y 7031 2 Mr dyepe3 | roamny micis
NepOpaTbHOTO MPUIOMY OJHOPa30BoOi A03u ampernitanty 125 mr. [Tnazmosa AUC minazonamy
miaBHIyBanack y 1,5 paza. BBaxanocs, mo 1ei eekt He MaB KIiHIYHOI 3HAYYIIOCTI.

Inoykuyis.

Sx cnabkuii iHgykTop CYP2CY9, CYP3A4 Ta rmokypoHi3amii anpemiTaHT MOXe 3HUKYBaTH
IJ1a3MOB1 KOHIIEHTpallii cyOCcTpaTiB, 0 BUBOASTHCS TAKUM ILUISIXOM, BIIPOJOBXK 2 THUXKHIB MicCIs
noyarky JikyBaHHs. Lleli edekr Moxke NpOSIBIATUCS TUIBKH TICHS 3aBEpIICHHS JiKyBaHHS
anpemnitantoM. s cy6erpatiB CYP2C9 ta CYP3A4 iHayKiis € THMYacOBOIO 3 JTOCSTHEHHSIM
MaKCHUMaJIbHOTO eheKTy depe3 3—5 mHiB micist 3aKiHYSeHHSI TPUACHHOTO JIIKYBaHHS allPEIiTAHTOM.
Ileti edekT 30epiraeTbcs BOPOAOBXK JIEKUIBKOX JHIB, IMICS YOro IMOBUILHO ClIa0IIae i HE Mae
KJIIHIYHOI 3HAYYNIOCTI 4Yepe3 N1Ba THXKHI IMICIS 3aKiHYCHHS JIIKYBaHHS ampenmiTaHToM. Takox
crocTepiraeTecsi crnabka I1HAYKIS TJIIOKypoHi3alii mpu mnepopaibHoMy mpuitomi 80 wr
anpeniTanty BupoaoBx 7 nHiB. [Hpopmanii BimHocHo BrumBy Ha CYP2C8 ta CYP2C19 Hemae.
PexomeH10BaHO 3 OOEpEXHICTIO 3aCTOCOBYBAaTHM B el mepioj] BapdapuH, aleHOKyMapol,
TOJIOyTaMiJl, PEeHITOiH abo 1HII aKTUBHI PEYOBHHHU, 1110 MeTabomi3ytoThest CYP2CO.

Bapgapun.

V naui€eHTiB, sIK1 OTPUMYIOTh TPUBAILY Teparnito BapdapuHOM, 1111 Yac JIKyBaHHS alpeniTaHTOM Ta
BIIPOJOBXK 2 THXKHIB MICIIsl KOXKHOTO TPUJICHHOTO KypCy amnpemniTaHTy, sIKUi 3aCTOCOBYEThCS JUIs
npodIIaKTUKKA HYJOTH JUIsl OJIFOBaHHS, COPUYMHEHUX XIMIOTEpaIi€ro, CiJ] IPOBOAUTH MUJIbHUN
MOHITOPHHT TpoTpoMOiHOoBoro yacy (MHB). Ilpu npuiiomi onxnHopazoBoi mo3u 125 wr
ampeniTanTy y aeHb 1-i Ta 80 Mr/go0y y aHi 2-i Ta 3-i 310pOBUMHU JOOPOBOJIBIISIMH, CTaH SKHX
OyB cTabini3oBaHUN MOCTIHHUM NpUiloMOM Bap¢apuHy, BIUTUBY anpenitaiTy Ha mia3moBi AUC
R(+) abo S(-) Bapapuny, ki BU3HAYAIHUCH Y ICHB 3-i1, HE CIOCTEPITAIOCS; OJTHAK CITOCTEPIramocs
34 % 3HWKeHHS MiHIManbHOI KoHUeHTpauii S(-) Bapdapuny (cybectpaty CYP2C9), sike
cynpoBoukyBasiocs 14 % 3amwkenHsM MHB depe3 5 nHiB micns 3akiHUEHHSI 3aCTOCYBaHHS
amnpeniTaHTy.

Tonbymamio. AnpenitanT, sKuil npuiiManu y 1031 125 mr y nens 1-it ta 80 mr/no0y y aH1 2-ii Ta
3-#, 3umxyBaB AUC tonbyTtaminy (cyoctpary CYP2C9) na 23 % y nenb 4-i, Ha 28 % y neHsb 8-i
Tta Ha 15 % y nmenp 15-i mpu mepopaibHOMY MPUOMI OJHOPa30BOi 103U TosnOyTaminy S00 mr
nepea 3acTOCyBaHHSAM 3-J€HHOTO Kypcy ampemitanty Ta y naui 4-i, 8- T1a 15-ii.
Lopmonanvhi koHmpayenmusu.

[Tix yac Ta mpotsaroM 28 1HIB MIC/Is 3aCTOCYBAaHHS alpeMiTaHTy €(pEeKTHUBHICTb TOPMOHAIBHUX
KOHTpALIETITUBIB MOXe 3HIKyBaTHCs. 111 yac mikyBaHHS alpeniTaHTOM Ta BIPOJIOBXK 2 MICSIIIB
micJIsl OCTAHHBOI J03U alpeHiTaHTy CJiJl 3aCTOCOBYBAaTH ajbTEpHATHBHI a00 /J10/1aTKOBI METOIU
koHTparemniii. [Tix yac mpoBeneHHs KIIHIYHOTO JOCIIHKEHHS 3aCTOCOBYBAJIM OJHOPA30B1 103U
NEepOpPANbHUX KOHTPALENTUBIB, 10 MICTUIN €THHUIECTPaAioN Ta HOPETUHAPOH, 3 1-ro mo 21-i
JI€Hb 3 alperniTaHTOM, SIKUI MpuiiManu B 1031 125 mr y nens 8-it Ta 80 mMr/no0y y nHi 9-ii ta 10-it




3 BHYTPIIITHHOBEHHUM OHJJAHCETPOHOM Y 1031 32 MT' y JIeHb 8-i Ta MepopaIbHUM JEKCaMETa30HOM
y no3i 12 mr y aenp 8-ii Ta 8 mMr/mody y nmui 9-#, 10-it ta 11-id. 3 9-ro mo 21-i meHb BOTO
JIOCITIJDKEHHS 3HWKEHHS MIHIMAJIBHUX KOHIICHTpAIIM eTHHiIecTpamxiony nocsraio 64 % Tta
3HIKEHHS MiHIMAJIbHUX KOHIIEHTpAIiil HOpeTHHIPOHY Aocsrano 60 %. Aumazonicmu 5-HTs3.

VY KITHIYHUX TOCTIIKCHHIX B3a€EMO/IINA anpeIiTaHT He BUABJISAB KJIIHIYHO 3HAYYIIOTO BIUIMBY Ha
(hapMaKOKIHETHKY OHJIAHCETPOHY, TPaHICETPOHY ab0 TiAPOJO0TIACETPOHY (AaKTHBHUH METaOOIT
JI0JIACETPOHY ).

BruvB iHIMX JTiKapchbKUX 3ac00iB HAa (hapMaKOKIHETUKY alpeniTaHTy.

Crnig 3 00epexHICTIO 3aCTOCOBYBATH AalpemiTaHT OJHOYACHO 3 aKTUBHUMHU PEYOBHHAMH, SIKI
npurHiuyoth aktuBHicTh CYP3A4 (Hampukian, KETOKOHA30J, ITPaKOHA30Jl, BOPUKOHA30I,
M03aKOHA30JI, KJIAPUTPOMIIIMH, TEIITPOMIIMH, He(a30dO0H Ta IHTIOITOPH TpoTeas), OCKUIbKU
OUIKY€THCS, IO Taka KOMOIHAIis Tpu3BeAe [0 MIABUIICHHS IJJa3MOBUX KOHIIEHTpAIiN
arperniTaHTy.

Crix yHUKaTH CyITyTHHOT'O 3aCTOCYBAHHS allPEIiTaHTy 3 AKTUBHUMH PEYOBUHAMH, SIK1 IHTEHCUBHO
iHaykytoTh aktuBHiCTE CYP3A4 (mampukian, pudamminuH, ¢(EHITOiH, KapOamaseniH,
denobapOiTan), OCKIIPKM Taka KOMOIHAIliS TPU3BOAUTD JI0 3HUKCHHSI TNIA3MOBUX KOHIICHTPAIIiH
ampemniTaHTy, II0 MOXE CHPUYUHATH 3HIDKEHHS edekTuBHOCTI ampemnitanty. OpHodacHe
3aCTOCYBAaHHS aNpEIiTaHTy 3 POCIMHHUMH JIKAPCHhKUMHU 3aco0aMH, IO MICTATh 3BipoOii
(Hypericum perforatum), He pekoMeH10BaHe.

Kemoxonaszon.

[Tpu mpuiioMi ogHOpa30BOi 103M ampemitanty 125 Mr y nens 5-it 10-neHHOrO Kypey JiKyBaHHS
keroHazonoMm (motyxHuii iHTIOiTOp CYP3A4) y no3i 400 wmr/mo6y AUC ampemitanty
MiJBUITYBajach MPUOIU3HO y 5 pa3iB, a cepe/iHil KiHIIEBUH Mepio/l HAalliBBUBEICHHS allpemiTaHTy
i IBUIILyBaBCsI NPUOJIM3HO y 3 pasu.

Pughamniyun.

[Tpu mpuiiomi anpemiTaHTy B 0JJHOPa30Bii 1031 375 Mr y neHs 9-i 14-neHHOr0 Kypey JiKyBaHHS
pudamninuHom (motyxkuuit iHAyKTOop CYP3A4) y no3i 600 mr/mody AUC ampemnitaHty
3HIKYyBajgack Ha 91 %, a cepenHiil KiHIEBHI Iepioa HANMiBBUBEACHHS 3HIKYBaBcs Ha 68 %.
JHunmiazem.

VY marrieHTiB 3 MOMIPHOIO TIMEPTEH31€10 3aCTOCYBAaHHA anpemTanTy y 1031 230 mr 1 pa3 Ha 100y
CyMicHO 3 jquiriazeMoM y 1031 120 mMr 3 pasu Ha 100y mpotsrom 5 nHiB mijgsuirye AUC
anpemniTaiTy BABIYlI Ta ofgHowyacHo migBumye AUC  jguntiazemy B 1,7 paza.
Taka (apmakokinetuuHa ais He BiumBae Ha EKI', yactoty cepuedburts abo aprepiajbHUM THCK,
HE BPaxOBYIOUHW 3MIHH, CIPUYUHEH] JI€I0 AMITIa3eMYy, 10 3aCTOCOBYETHCS OKpeMo. [lapokcemuH.
CyMicHe 3aCTOCYBaHHS aNpeniTanTy y 1031 85 mr a6o 170 mr 3 mapokceTnHoM y 1031 20 mr 1 pa3
Ha 100y 3Hmwkye AUC o06ox — ampemiTaHTy 1 mapokceTuHy — mpubian3Ho Ha 25 % Ta Cmax
npu6imzno Ha 20 %.

[leniaTpuyHi HaIiEHTH.

JlocmiKeHHsT B3a€MOJIi1 TPOBOAMIIM JIUILE Y TOPOCTUX Malli€HTIB.

Ocoonueocmi 3acmocyganns.

Tayienmu 3 nopywenuam QyHkyii newinku nomipHoeo ma msoickoeo cmynens. OOMexeHi naHi
CTOCOBHO MAIlI€HTIB 3 OPYIIEHHAM (YHKIIIT TEYIHKY IOMIPHOT'O CTYTEHS; HEMA€E JAHUX CTOCOBHO
NAI[lEHTIB 3 TOpYHWEHHSIM (yHKIIT MediHKd TsbKKoro cryneHs. Jlikapeekuid 3acid ciig 3
00€epeKHICTIO 3aCTOCOBYBATH TAKUM IAIliEHTaM.

Bzaemooii, onocepeokosani CYP3AA4.

Jlikapcekuit 3aci0 ciijl 3 00epeXHICTIO 3aCTOCOBYBATH MHAalliEHTaM, SKi OJHOYACHO MPUHMAIOTh
3aco0u, 110 MeTabo13y0Thes nepeBaxHo cucteMoro CYP3 A4 Ta matoTh By3bKHi TepaneBTUUHUN
Jiaras3oH, Taki K [UKJIOCIIOPUH, TAKPOIIMYC, CUPOJIIMYC, €BEpPOIIMYC, al(eHTaH1, TieproTamiy,
eproraMit, eHTaHUI Ta XiHIAUH (AUB. po3au1 «B3aemMois 3 1HIIMMU JIIKAPCHKUMU 3ac00aMH Ta
1HII BUAM B3aeMonii»). KpiMm TOro, cmig AoTpumyBaTucs OCOONHMBOI OOEpEXHOCTI HpU
CYIIyTHBOMY 3aCTOCYBaHHI 3 IpMHOTEKaHOM, OCKUIbKM Taka KOMOIHAI[ii MO)KE MPU3BECTH /0



[T IBUIIEHHSA TOKCUYHOCTI.

OpHouacHe 3aCTOCYBaHHS AaNpeNiTaHTy i3 MOXITHUMHU alKaloily pIXKKIB, IO € cyOcTparamu
CYP3 A4, moxxe MpU3BOJIUTH JI0 3pOCTAaHHS KOHIICHTPAIlIl TAKUX JIFOYMX PEUYOBUH Y IJIa3Mi KPOBI.
ToMy peKOMEeHJ0BaHO JOTPUMYBATHCh O0EPEKHOCTI 3 MPUIMHU MOTEHIIHOTO PU3UKY TOKCHYHOT
JIii, TIOB’s13aHOT 13 3aCTOCYBAaHHSIM PIXKKIB.

Crix yHUKaTH CyTyTHHOT'O 3aCTOCYBAHHS allPEIiTaHTy 3 AKTUBHUMH PEYOBUHAMH, SIK1 IHTEHCUBHO
iHaykytoTh akTtuBHICTE CYP3A4 (manmpukinan, pudamminuH, ¢GEHITOIH, KapOamaseriH,
denobapOiTan), OCKIIPKM Taka KOMOIHAIliS TPU3BOIUTH IO 3HMKCHHS IJIA3MOBUX KOHIICHTPAIIIH
anpenitanty (auB. po3min «B3aemomis 3 IHIIMMM JTIKAPCHKMUMH 3aco0aMM Ta 1HINI BHUIU
B3aeMoii»). CymyTHE 3aCTOCYBaHHS allPEMIiTAHTY 3 POCIIMHHUMU 3aC00aMH, 110 MIiCTSITh 3Bip00ii
(Hypericum perforatum), He pekoMeH10BaHe.

Crnig 3 00epexHICTIO 3aCTOCOBYBATH AaIPEMITAHT OJHOYACHO 3 AKTHUBHUMHU PEYOBHHAMH, SIKI
npurHiuytoth akTuBHICTE CYP3A4 (Hampukiian, KETOKOHA30J, 1TPaKOHA30JI, BOPUKOHA30JI,
MI03aKOHA30JI, KJIAPUTPOMILIMH, TETITPOMILUH, He(ha30l0H Ta iHTIOITOpH MpoTeas), OCKUIBKU
OYIKYEThCS, IIIO0 Taka KOMOIHAIlisl TpU3BEAE M0 MiABUIICHHS IIJJa3MOBHX KOHIICHTpAIlid
anpemitanty (auB. po3min «B3aemonis 3 IHIIMMHU JIKAPCHKUMHU 3aco0aMU Ta IHINI BHIU
B3aEMO/IIINY ).

Oonouacne 3acmocysanus 3 eapgapunom (cyocmpam CYP2C9). CymicHe 3acTOCyBaHHS
anpeniTanTy 3 BaphapuHOM MPU3BOAUTH 0 3MEHIICHHS MPOTPOMOIHOBOTO Yacy, BUPAKEHOTO SIK
MibKHapogHe HopmaiizoBane BigHomeHHs (MHB). V mamieHtiB, sIKi OTpUMYIOTH HOCTIHHY
Tepamito BapdapuHOM, CIiJ MNPOBOAUTU NuUIbHUN MoHITopuHr MHB mig dac nikyBaHHA
amnpeniTaHTOM Ta MPOTATOM 2 THKHIB MICIIs KOXKHOTO TPHUIACHHOTO KYpCY ampemiTaHTy, SKUH
BUKOPHUCTOBYETHCS JUIsl MPO(IIAKTUKHY HYAOTH Ta OJIFOBaHHS, CIIPUYUHEHUX XIMIOTEepamiero (JIUB.
po3ain «B3aemoJis 3 IHITUMU JTIKAPCHKUMHU 3aco0aMul Ta IHII BHIW B3aeMOJii»). OQonouackhe
3aCmMOCy8aHHs 3 20PMOHANbHUMU KOHmMpayenmusamuy. Ilig yac Ta mporarom 28 HIB MiCis
3aCTOCYBaHHS alpeNiTaHTy €(heKTUBHICTh TOPMOHAIIBHUX KOHTPAICTITUBIB MOXKE 3HHUKYBATHCS.
[Tin wac mikyBaHHA Ta BIPOAOBXK 2 MICSIIB MicCIs OCTaHHBOI [O3M AamNpemiTaHTy CIiJl
3aCTOCOBYBATH AJIbTEPHATHBHI JIOJATKOBI HETOPMOHAIbHI METOAM KOHTpAIenmii (IuB. PO3.IiT
«B3aemois 3 IHIIMMH JIIKAPCHbKUMHU 3ac00aMU Ta 1HII BUAM B3aEMOJI»). Basiciusa inghopmayis
PO OONOMINCHI PEUOBUHUL.

Amnpenitant-Bicra MicTuTh caxaposy. Tomy naiieHTaMm 3 piIKICHUMH CIaJKOBUMH MOPYIIEHHIMH
y BUIJISAL HENEPEeHOCUMOCTI (PPYKTO3M, MOPYIIEHHS BCMOKTYBaHHS TJIFOKO3U-TAJIAKTO3H abo
HEJIOCTAaTHOCTI caxapa3u-i30MajibTa3| He CJIi/l 3aCTOCOBYBATH LieH JIiKapCchKHii 3aci0.

Hampii. 1lei nikapcbkui 3acid MicTUTh MeHIne 1 MMoiib Hatpito (23 Mr) Ha Karcyiy, ToOTO
NPaKTUYHO BUIBHUH BiJl HATPItO.

3acmocysannus y nepiod eazimnocmi abo 200y6ants epyooi.

Konmpayenyis y uonosixie ma scinox.

EdexTHBHICTh TOPMOHATIBHUX KOHTPALIENITHBIB MOKE 3HI)KYBATUCS IT1J1 4ac Ta NpOTIroM 28 1HIB
HIiCJIsl 3aCTOCYBaHHS ampemnitaHTy. [lin yac JIIKyBaHHS anpemiTaHTOM Ta BIPOJOBXK 2 MICSIIB
MiCAsl OCTaHHBOI JIO3M ampemiTaHTy CHiJl 3aCTOCOBYBaTH  albTEPHATHBHI  JOJATKOBI
HErOPMOHAIBHI METOAM KOHTpaneniii (auB. po3ainu «B3aemomis 3 1HIIUMHU JKaApCHKUMU
3aco0amu Ta 1HIII BUAM B3aeMOii» 1 «OCOOIUBOCTI 3aCTOCYBAHHSD»).

Baeimuicmeo.

Hemae kimiHIYHUX JaHMX MPO 3aCTOCYBAHHS AINPENiTaHTy y MepioJl BariTHOCTi. MOKIHMBICT
PENpPOIYKTUBHOI TOKCHYHOCTI AampeniTaHTy IIOBHICTIO HE BCTAHOBJEHA, OCKUIbKH piBHI
€KCITO3UIIii, 1110 MEePEBUIIYIOTh TePaNeBTUYHY €KCIO3UIII0 Y JIOJAUHU MPHU 3aCTOCYBaHHI /103U
125 mr/80 mr, He MOXYTh OyTH JAOCITHYTI B IOCTIKEHHSX Ha TBapuHax. L{i mocmimkeHHs He
MOKa3ajau MpsiMOro abo HEeMpsSMOTro IIKIJJIMBOTO BIUIMBY Ha Iepedir BariTHOCTI, PO3BUTOK
eMOpioHa/mioAa, moJoru abo MOCTHATANBHUN pO3BUTOK. [oTEHIIHUI BIUIMB HEHPOKIHIHOBOT
peryuuii Ha penpoXyKTUBHY (QyHKLiI0 HeBioMuil. Jlikapchkuii 3acib He ciIi 3aCTOCOBYBATH Y
nepioJi BariTHOCTI, OKPIM BUIIAJKIB IBHOT HEOOX1JHOCTI.



Tooysanns 2pyoor.

ATIpeniTaHT IPOHUKAE Y MOJIOKO JIAKTYIOUUX IypiB. HeBizomo, un mpoHuKae J1ikapCchKuii 3aci0
y TPYIOHE MOJIOKO JXKIHOK, TOMY HpPOTATOM JIiKyBaHHS anperiTaHTOM TOAYBaHHS TPYAII0 HE
PEKOMEHIOBaHe.

DepmunvHicme.

MOXJIHMBICTh BIUIMBY ampemiTaHTy Ha (hepTHIIbHICTH MOBHICTIO HE BHBYEHA, OCKUIBKH PiBHI
eKCIO3MIii, IO MEePEeBUIIYIOTh TEPANeBTUYHY EKCIO3MIII0 y JIOAWHU, HE MOXYTh OYTH
JOCATHYTI y AOCHIDKEHHIX Ha TBapuHax. JlocmiukeHHs GepTHiIbHOCTI HE MPOJEMOHCTPYBAJIH
IpSMOTo a00 HENPSMOTO HECIPUATINBOTO BIIMBY Ha CIIapOBYBaHHS, (EPTHIIBHICTD, PO3BHUTOK
eMOpioHa/mI0/1a, @ TAKOXK Ha KUIBKICTh CIIEPMHU 1 11 pyXJIUBICTb.

30amuicms enaugamu Ha WUOKICMb peakyii npu Kepy8aHHi A8MOMpPAaHCHOPMoM abo IHuUMU
MexXarnizmamu.

ATpeniTaHT MOX€ HE3HAYHMM YHMHOM BIUIMBATH HA 3JIaTHICTh KEPyBaTH aBTOTPAHCIOPTOM Ta
IHIUMUA ~ MexaHi3Mamu. [licimst  3acTocyBaHHS  JIIKAPCHKOTO 3ac00y MOXYTh BHHHKATH
3aIaMOPOYCHHS 1 IMiJIBUIIIEHA BTOMJIIOBAHICTb.

Cnoci6 3acmocyeanns ma 0o3u.

Karmcyny cinijg KoBTaTH LiJI00.

AmnpernitanT-Bicta MokHa npuitmartu 3 1kero abo 6e3 ixi.

AmnpernitanT-Bicta citifi 3aCTOCOBYBaTH MPOTATOM 3 JHIB SIK YaCTHHY CXEMH, IO BKIIIOYAE
KopTtukoctepoin i anraronict 5-HT3. PekomenmoBana mo3a anpemitanty — 125 Mr nmepopaibHO
(/o) 3a 1 roguny 1o ximioreparii (y 1-i nens) 1 80 mr 1 pa3 Ha 100y BpaHii Ha 2-# 1 3-i1 1eHb.
Hwxue3aznaueHi cxemu JIiKyBaHHS PEKOMEHJIOBaHI JUIA TONEPEKEHHS HYyAOTH Ta OJIIOBaHHS,
MIOB’SI3aHUX 3 EMETOTCHHOIO MMPOTHPAKOBOKO XIMIOTEpAITi€rO.

Kypc ons ximiomepanii' 3 BUCOKUM eMemo2eHHUM PUSUKOM.

Jenn 1 Jenn 2 Hennb 3 Henn 4
AnIpeniiTanT- 125 mr /o 80 mr 11/0 80 Mr /o Hewmae
Bicta
JlexcameTasoH 12 mr /o 8 mr /0 8 mr /0 8 mr /o
5-HTs cranmaptHa no3a  S5-HTs
AQHTaroHICT aHTaroHicra (HaJ'.I?)KHy 03y Henae Henae Henae
JIUB. B IHCTPYyKLIi 0OpaHOTro
5-HT3 aHTtaronicra)

JlexcameTa3oH ciijJ 3acTocoByBaTH 3a 30 XBWJIMH J10 XiMioTepamii B 1-i AeHb 1 BpaHlll 3 2-T0 1O
4-i1 nens. Jlo3a nexcamera3oHy Oyiia oOpaHa 3 ypaxyBaHHSIM B3a€MOIIi JTIKapChKUX 3aCO01B.

Kypc ons ximiomepanii' 3 nomipHum ememo2eHHuUM pu3uKoM.

ensb 1 Jens 2 Hensb 3
Anpernitant-Bicra 125 mr /o 80 mr /o 80 mr /o
JlekcameTra3on 12 mr /o Hewmae Hemae
5-HT3 anraronict | cranaapTHa 71032 5-HT3s

aHTaroHicTa (HaleXHy 03y IWB.
B 1HcTpykuii oOpanoro 5-HT3
aHTaroHiCcTa)

JHexcamera3zon cmig  3actocoByBaTd 3a 30 XBWIMH J0 XiMmioTepamii B 1-i  JI€Hb.
Jlo3a nexcameTa3oHy Oyna oOpaHa 3 ypaXyBaHHSIM B3a€MOII1 JIIKapchbKUX 3ac00iB. OOMexeHi 1aHi
o070 eQpeKTUBHOCTI KOMOIHaIli 3 I1HIIMMU KOPTUKOCTEpOijaMu Ta aHTaroHicramu 5-HTs
JonatkoBy iH(opMalliro Ipo OJHOYACHE 3aCTOCYBAaHHS 3 KOPTHUKOCTEPOilaMH JIUB. y PO3LTi
«Bzaemois 3 THITMMU JIIKAPCHKUMHU 3ac00aMu Ta 1HII BHAM B3aeMoii». Ciiax o3HAHOMHUTHCS 3
IHCTpYKLi€r0 aHTaroxicra 5-HTs, 1110 3aCTOCOBYETHCS OIHOYACHO.

Oxpemi epynu nayicnmis.

Hewmae Hemace




Iayienmu nimuvoco 6ixy (> 65 pokig). Hemae HeoOXiqHOCTI y KOPEKIlli 103U JUIs MAIiEHTIB
JITHBOTO BIKY.

Cmamob. Hemae HEOOX1THOCT1 Y KOPEKIIii JO3H 3aJI€KHO BiJ] CTATI.

THayienmu i3 nopywennsam @yukyii hupox. Hemae HeoOX1IHOCTI y KOPEKIIii 103U AJIs MAI[IEHTIB 3
MOPYIICHHSIM (DYHKIIIT HUPOK a00 MAIiEHTIB 3 TEPMIHAIBHOIO CTAII€X0 3aXBOPIOBAHHS HUPOK, SIKUM
IPOBOJMTHCS TEMOAIANTI3.

Tayienmu i3 nopywenuam @yukyii neuinku. JIJia MamieHTIB 3 MOPYMIEHHAM (QYHKIII MMEYiHKH
JIETKOTO CTYIICHSI KOPUTYBAaTH 103y HE MOTpioHO. OOMeXeHi 1aHi 00 3aCTOCYBaHHS MaI[iEHTaM
3 TOMIpPHMM TMOpYyIIeHHSAM (YHKIII TE4iHKH, Ta BIACYTHs iH(OpMAIlis MO0 3aCTOCYBaHHS
HalieHTam 3 NOPYUICHHAM (YHKIIT HeUiHKU TSHKKOTO CTYNEHs. ANPEmiTaHT Ciijl 3 00epeKHICTIO
3aCTOCOBYBATH TAKUM Talli€HTaM.

Iimu.

Besneka Ta eeKTUBHICTD 3aCTOCYBAaHHS aNpemiTaHTy AJs JIKyBaHHS AiTeH Ta MiUTITKIB (BIKOM
no 18 pokiB) He BcTaHOBieHI. JlaHi BIACYTHI, TOMYy JIIKapChbKUH 3aci0 HE PEKOMEHOBAHO
3aCTOCOBYBATH TaKUM TAIliEHTAM.

Ilepeoosysanns.

VY pas3i mepeno3yBaHHS CIiJi TPHIMHUTA TPUHOM amperiTaHTy i NPU3HAYUTH 3arajbHy
HiATPUMYIOUY Tepariro, a TaKoX 3a0e3MeYnTH MOHITOPUHT. Yepes MpoTHOIIOBAIBHY aKTHBHICTh
amperniTaHTy MpenapaTH, 0 COPUYMNHSIOTH OJIIOBaHHS, OyIyTh HEe(DEKTHBHUMH. ATIPEIIiTaHT HEe
BUJAISETHCS NUITXOM TeMOJIialTi3Yy.

Io6iuni peaxuii.

KopoTtkuii onuc npodiito Ge3nekH.

[Tpodine Oesmekw ampemiTaHTy OIIHIOBAIM NpuOIu3Ho y 6500 mopocnux y TOHAT
50 gocmimkennsax T1a y 184 miteil 1 MiAMITKIB y JBOX KIIOYOBUX NEAIaTPUYHUX KITHIYHHX
JOCITI JKCHHSX.

VY mariieHTiB, AKi JIKyBaJUCS alpeniTaHTOM MpU MPOBEACHHI XiMioTeparii 3 BUCOKUM PHU3UKOM
€METOre€HHOCTI, HalluacTille BUHUKAIM Takl OOIYH1 peakilii, 3yMOBJIEHI IPUHOMOM JIIKapChbKOTO
3aco0y: rukaBka (4,6 %), migumienns pisas AJIT (2,8 %), aucnencis (2,6 %), 3amop (2,4 %),
rojoBHUM 0116 (2,0 %), 3HMKEeHHs aneTuty (2,0 %). HalinommumpeHnimow moOi4HOI0 peakli€ro,
OB’ 13aHOI0 3 aNpPeNiTaHTOM, NPO SIKY HaiyacTille NOB1IOMIISIIOCS il Yac Teparlii anpeniTaHToM
IIpU IPOBEJCHHI XiMioTepanii y Mali€HTiB 3 TOMIPHUM PU3UKOM €METOT€HHOCTI, OyJia MiJBUIIEHA
BTOoMITIOBaHiCTh (1,4 %).

HaiinomumpenimyuMyu noOIYHUMH peaklisiMM, MpO SKI MOBIAOMIISUIM 3 OLIBIIOI YacTOTOHO Y
neiaTpUYHMX MALI€HTIB, IKI OTPUMYBAJIH allpeiTaHT IiJ] Yac XiMioTeparlii eMETOreHHOIro PaKy,
Oynu rukaBka (3,3 %) Ta npurumsy (1,1 %).

Hwxue3aznaueHni mnoOiyHi peakuii crocrepiranucs B 00’€JHAHOMY aHali3l JOCHIJKEHb
ximioTepanii 3 BHUCOKMM ab0 MOMIPHUM CTYINEHEM EMETOI€HHOCTI 3 OUIBIIOI YacTOTOI Y
HAIli€HTIB, SIKI OTPUMYBAJIH allPeMiTaHT, HIK Yy HALi€HTIB, IKI OTPUMYBAJIM CTaHAAPTHE JIIKYBaHHS,
a TaKOX y XOJil TTOCTMAapKETUHTOBOTO 3acTocyBaHHs. Kareropii ywacTtoTu, HaBe/eHI B TaOJIHII],
0a3yloTbCsl Ha JOCHIDKEHHSX Yy JOPOCIHX; CIIOCTEPEeKYBaHI YacTOTH Yy MedlaTpUYHUX
JIOCITIDKEHHAX OyJi moaiOHMMH a00 HIDKYMMHM, SKIIO HE 3a3HadeHo B Tabmuill. Jleski MeHIn
nommpeHi moOiYHI peakiii y JOpOCIMX HE CIOCTepiraiucs y MeJiaTpUYHUX JOCHIKEHHSX.
Yacrora Bu3HaueHa sk: ayxe vacto (= 1/10); gacro (Bixm > 1/100 mo < 1/10); Hewacto (Bix
> 1/1000 mo < 1/100); piako (Bix > 1/10000 go < 1/1000); myxe pigko (< 1/10000); HeBimomo
(4acTOTY HEMOKJIMBO BU3HAYNTH, BUXOISIYM 3 HASIBHUX JIAHHX).

Cucrema opras-kiac [ToGiuna peaxiis Yacrora
Ingpexyii ma ineasii KaHJUJ03, cTah1I0KOKOBa 1H(DEKIIIs piako
3 boKy Kpoei ma | pedpuiabHa HEUTpOTIEHisl, aHeMis HEYacTo
JiMmhamuyunoi cucmemu




3 6oxy imyHHoi cucmemu peakiii  TiMmep4yTJIMBOCTI,  BKIIOYAIOYH | HEBIJOMO
aHa(dUIaKTHYHI peakIii

3 60Ky o00MiHYy peuo6uH, | 3HUKCHHS alleTUTY 4acTo

Memabonizmy [IOJI1TUIICIS P1IKO

3 60ky ncuxixu TPUBOKHICTh HEYacTo
Jie30pieHTallis, eldOpUIHMIA HACTPIn P1IKO

3 60Ky Hep6osoi cucmemu TOJIOBHHH O111h 4acTo
3aI1aMOpPOYEHHS, COHJIUBICTh HEYacTo
KOTHITUBHI pO3JIaJiH, JIETaprisl, AUCTEeB3is piako

3 boky opeanie 30py KOH FOHKTHUBIT P1IKO

3 6oky opeanieé cayxy ma | A3BIH Yy Byxax piako

gecmubyIspHO20 anapamy

3  6oky cepyeso-cyounHoi | MANBINITAIS, TPUTLTUBHA HEYacTo

cucmemu OpazuKapisi; cepleBO-CyIMHHI MOPYIICHHS | PIIKO

3 00Ky  pecnipamopHOoi | THKaBKa 4acTo

cucmemu, opeauie epyowoi | Olmb 'y  POTOIJIOTII, YXaHHS, Kallelb, | PiLAKO

KAIMKU ma cepeo0oCminHs CUHAPOM MTOCTHA3aJIbHOTO 3aTiKaHHS,
MOJIPa3HEHHS TOpTaHi

3 60Ky WIYHKOBO-KUWKOB020 | 3aI10p, TUCTIETICS 4acTo

mpakmy BIZIpUIKKa, HynoTa*, OMOBaHHS*, | HEYACTO
ractpoe3odareanbHa pedIrokcHa XBOpoOa,
abmoMiHaNbHUK  OUTb, CYXICTh y pOTI,
METEOPU3M
nepdoparist TyOACHATBHOT BUPA3KH, | PIAKO
CTOMATHT, 3IyTTS ~ JKMBOTa,  TBEpIl
BUIIOPOXKHEHHS, HEUTPONICHIYHUHA KOJIIT

3 60Ky wkipu ma niowKipHoi | BUCHUII, aKHE HEYacTo

KAIMKOBUHU peakiis  (OTOYYTIMBOCTI,  TINEPTiIPO3, | PiAKO
cebopes, BpPAXKCHHS IIKIpH, YEPBOHHUI
cBepOnsunii  Bucumn, cuHapom CriBeHca—
JlxoHCOHa/  TOKCMYHMH  emijiepMalbHUMA
HEKpOJIi3 HEBIJIOMO
cBepOXK, KPOIUB’sIHKA

3 6oky  onopHo-pyxo060i | M’s30Ba CJIa0KICTh, M SI30B1 CIIa3MU plaKo

cucmemu  ma  CHOAYYHOL

MKAHUHU

3 ooKy HUPOK ma | qu3ypis HEYacTo

Cev08UIINIbHOI cucmemu MOJIAK1ypist p1IKO

3azcanvui posnadu ma peaxyii | MiABHUIIIEHA BTOMIIOBAHICTh qacTo

y Micyi 66e0eHHs acTeH1s, He3/IyKaHHs HEYacTo
HaOpsK, AUCKOMGOPT Yy AUISHII TPYIHOI | PIIKO
KIIITKH, TOPYIICHHS XO1

Jlabopamopni noxasHuxu migsumenuas AJIT JacTo
nigsumenas ACT, TigBUIEHHS  PIBHS | HEYACTO
JTyxHOI pochaTtazu
MO3UTUBHUN TeCT ce4yl Ha EpUTPOLUTH, | PIIKO
3HMKEHHS PIBHA HATPilO B KPOB1, 3MEHIIIEHHS
MacH Tina, 3MCHIIICHHS KIJIBKOCTI
HEUTpo(iIiB, HAsSBHICTH TJIOKO3M B Ceul,
MMOCWJICHHS 1ype3y

*Hynora Ta OmoBaHHS Oyin mnapamerpamu e(QEKTHBHOCTI MNPOTATOM IMEpHIMX S5 JHIB TOCT-
XIMIOTepaneBTUYHOrO JIKYBaHHA Ta BPaXOBYBAIHCH SK MOOIYHI peakiii TUTbKU Mics LBOTO MEepiofy.
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Xapaktep TOOIYHHUX peakIlid, sIKI BUHHMKAIM TpPU OaraTopa3oBUX IHUKIAX (10 6 IUKIIB)
ximioTtepamnii, OyB MoiOHUM A0 TOTO, IO CHIOCTepiraBcs B 1 UK.

Y 101aTKOBOMY aKTHMBHO KOHTPOJBOBAHOMY KJIIHIYHOMY IOCHTiKeHHI y 1169 marieHTiB, sKi
OTPUMYBAJIU AMPETITAHT 1 XIMIOTEpaIito 3 BUCOKUM CTYIIEHEM €EMETOT€HHOCTI, TPOodiib MOOIYHUX
peakiiii OyB 3arajJioM aHaJOTIYHUM NPOUI0, IO CHOCTEpIraBcs B IHIIUX JOCTIIHKCHHIX
ximioTeparii 3 BUCOKUM CTYIIEHEM €METOTeHHOCTI MPH 3aCTOCYBaHHI alpemniTaHTy.

He- HBCX nocaiaxeHHs.

JlonatkoBi moOiuHI peakiii crnocTepiragucs y HalieHTiB, SKi OTpUMYyBalu pa3oBy o3y 40 mr
arpeniTaHTy IS JIIKyBaHHS MICASONEPAiiHOT HyJ0TH 1 OJIFOBaHHS, 3 OLIBIIIOI0 YaCTOTOIO, HIXK
OpU 3aCTOCYBaHHI OHJAHCETPOHY: OUTb y BEpXHIM YacCTHHI >KMBOTA, IMATOJOTIYHI IIyMH B
KHUIIIEYHUKY, 3arop™*, au3apTpis, TUCIIHOE, TinecTe3is, OE3COHHs, Mio3, HYJ0Ta, CEHCOpPHI
MOPYIICHHS, JUCKOM(DOPT y MUTYHKY, YaCTKOBA KUIIIKOBA HETIPOXIAHICTH*, 3HUKECHHSI TOCTPOTH
30Dy, XPHUIIH.

* TIoBimoMJISLIIOCS Y TIALIEHTIB, K1 IPUHMAaIH alpeniTaHT Y BUCOKUX /103aX.

Tlogioomnenns npo nidospreari NOOIUHI peaxuyii.

[ToBimomneHHs mpo MOOIYHI peakiii Micis peecTpamii JIKapchbKoro 3aco0y Mae BaXKIJIMBE
3HaueHHs. lle Jae 3MOry mNpPOBOJWUTH MOHITOPHHT CIIBBIJHOIICHHS KOPHUCTBH/PU3HMK TIPU
3aCTOCYBaHHI IIbOTO JIIKAPCHKOTO 3ac00y. MennuHuM Ta hapMareBTUIHUM TpalliBHUKaM, a TAKOK
narieHTaMm abo iX 3aKOHHUM IPeICTaBHUKAM CIIiJ] MIOBIIOMIIATH PO yCl1 BUMIAAKHU M1J03PIOBAHUX
noOIYHUX PEaKIiii Ta BiICYTHOCTI €(PEeKTHUBHOCTI JIKAPCHKOTO 3ac00y depe3 ABTOMATH30BAaHY
iH(dopmaliiiHy cucteMy 3 apMaKoHarJIAay 3a nmocwianuaM: https://aisf.dec.gov.ua.

Tepmin npuoamnocmi. 4 poku.

YmoBu 30epiranns.
He notpedye crieniansHuX yMOB 30epiranss. 30epiratu B HEAOCTYITHOMY JUTSI IITEH MiCITl.

YnakoBka.

[To 2 karcynu B Gmicrepi; mo 1 Gicrepy B KapTOHHIH KOopoOmi (a5t 1o3yBanHs 80 mr);

no 1 karcyni B Gictepi; mo 6 GiicrepiB y KapTOHHIN KopoO1i (1711 1o3yBaHHs 80 Mr);

no 1 xamncymi B 6iicTepi; no 5 6ictepiB y KapTOHHIA KOpOoOIi (11 1o3yBaHHs 125 Mmr);

no 1 karncyni B Gxictepi; mo 6 GiictepiB y KapTOHHIN KopoOIi (A1 103yBaHHs 125 mr);
KoMOi-ynakoBka mo 3 karcynu; no 1 kamcym no 125 mr y 6mictepi + 2 kancynu no 80 mr y
6iicTepi; Mo 2 6icTepu B KApTOHHIM KOpOO1Ii.

Kareropis Binmycky.
3a perenrtom.

BupoOnuk.
POHTIC XEJIUDIAC MEIIKAJI EH/I @PAPMACBIOTIKAJIC ITPOJAKTC C.A.

Micue3naxonxeHHss BAPOOHHKA TA ajpeca Micls NPOBAIKeHHS HOro AiIbHOCTI.
Jlapicca Inmactpian Epia, I[1.0. BOKC 3012, Jlapicca, 41 500, I'perris.
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