IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

EK3U®IH
(EXIFINE)
Cknao:
ditoua pevosuHa: tepbinadin;
1 TabneTka mMicTuTh TepOiHadiny rimpoxnopuny ekBiBaneHTHO TepOiHadiny 250 Mmr;

0ONoMidCHI peyoguHU: 1Ie/TI0I03a MiKPOKPHUCTATiYHa, JITaKT03a 0e3BOIHA, HATPil0 KPOCKapMeso3a,
TIOBiOH, HATPil0 KPOXMAJBLIIIKOMAT (TUI A), TalbK, KPEMHIIO [TiOKCUL KOJIOIMHUY 0€3BOIHMM, MarHiio
cTeapar.

JlikapcbKka ¢popma. TabneTku.

OcHoe8Hi (i3uko-ximiuHi 81acmugocmi: oBajibHi JBOOMYKIIi TabJeTKH, Bif 6isloro o Manxke
6iroro Konbopy, rnageHbKi 3 000x OOKiB.

dapMakoTepaneBTHYHA rpyna. [I[poTurpubKoBi mpenapaTy A1 3aCTOCYBaHHS Y JlePMaTOJIOTii.
[TpoTurpuOKOBi IpenapaTu [y CUCTEMHOT0 3aCTOCyBaHHA. TepbiHadiH.

Kon ATX D01B AO02.

dPapmako102iuHi e racmueocmi.
®apmakoOuHamika.

Tepbinadin € aninmaMmiHOM i Ma€ MIUPOKUH CIIEKTP Ail MPOTH IPUOKOBUX iHGEKIiH IMKipH, BOJTOCCS i
HIrTiB, CIPUYMHEHUX TakKuMU fepMaTtoditamu sk Trichophyton (Hanpuknapn, T. rubrum, T.
mentagrophytes, T. verrucosum, T. tonsurans, T. violaceum), Microsporum (HampuKJam,
Microsporum canis), Epidermophyton floccosum i opixmxosi rpubku pony Candida (Hampukmap,
Candida albicans) ta Pityrosporum. Y HU3bKUX KOHI[EHTPAIligX TepOiHadiH YUHUT QYHTIIUOHY Tif0
o0 mepMaTodiTiB, MITiICHABUX i JeTKUX TUMOPOHUX TPUOKiB. AKTUBHICTh IIOMO OPiKIXKOBUX
rpubKiB, 3aJIexKHO Bif ix BUIYy, Moxke 6yTy QyHTinHgHOI0 ab0 QYHTiCTaTUYHOIO.

Tepbinadin cnenudiuno mpurHiyye paHHii eran 6iocuHTe3y CTepuHiB y KiiTuHi rpuba. e
IIPU3BOIOUTH [0 AedilIUTY eproCTEPUHY i 0 BHYTPIIIHbOKIITUHHOTO HAKOMUYEHHS CKBaJIeHy, 110
CIIpUYXHSE 3arubenb KniTuHU rpubka. TepbiHadin mie mmaxoM iHTiOyBaHHS GEePMEHTY
CKBaJIEHEITOKCUOA3M y KIIiTHHHIN MeMOpaHi rpubka. Lle mpu3BoguTh [0 OedinuTy eprocTepony i mo
BHYTPIIIHBOKITITHHHOT'O0 HAKOMUYEHHS CKBaJIEHY, 110 CIPUYHUHSE 3aru0ernsb KIiTuHN rpubka. e



bepMeHT He HaJIeXKUTh 10 CUCTEMH IUuToXpoMy P450.

[Ipu 3acTOCyBaHHI BHYTPILIHLO [IpernapaT HaKOMUYYEThCA Yy IIKIPi, BOJIOCCI 1 HITTAX Y KOHIIEHTPALIAX,
110 3a6e3meuyTh QYHTIIUOHY [ito.

dapmakoKiHemuka.

[Ticyst mepopanbHOTO mpuitoMmy TepOiHadin qo6pe BcMOKTYEThCs (70 %); abGcomoTHa 6iOHOCTYIHICT
Tepbinadiny, 110 BXonuTh o cknany Ex3udiny B TabneTkax, y pe3ynbTaTi IpeCUCTEMHOT0
MeTabomi3zmy ctaHoBuTh mpubau3Ho 50 %. Pa3oBa mepopanbHa mo3a 250 Mr Tepbinadiny nokasaina
CcepenHe 3HAUYEHH MMIKOBUX KOHLIEHTpalil y mi1a3Mi Kposi - 1, 30 mkr/mn yepes 1,5 rogunu nicng
IIPUMOMY IIpernapaTy. Y piBHOBaXXHOMY CTaHi IIOPiBHSAHO 3 OHHOPA30BOI0 03010 MakKCUMaJslbHa
KOHIIeHTpalis TepGinadiny Oyna B cepemuboMy Ha 25 % Buina, a mina3moBa AUC 30isbIyBanacs y
2,3 pa3a. Ha ocHoBi 30inbiieHHs mma3mMoBoi AUC Moxe GyTH po3paxoBaHuil eeKTUBHUN
nepioy HamiBBUBeneHH: (~30 roguH). [xa nuille He3HAYHOI MipOIO BIIUBA€E Ha
6iogocTymnHicTh TepbiHadiny (36inbinenHs AUC He MeHIne HixX 20 %), TOMy KOPeKIIis 0031
mpernaparty He moTpiOHa. OmHOYaCHe BXKUBAHHS 1Ki 3 BUCOKMM BMiCTOM XKHUPiB VIIOBIIbHIOE
BCMOKTYyBaHHS TepOiHadiny Ta 30inbiiye 6iogocTynHicTh npubau3no Ha 20 %.

Tep6inadin 3HaYHOW0 MipoIo0 3B’s13yeThCs 3 GinKamu mna3mu Kposi (99 %). 06’em posmominy
nepesuinye 2000 1. Bin BUAKO IPOHUKAE KPi3b IOBEPXHEBUY IIAP LIKIPU 1 HAKOIIUYYETHCS Y
Jino¢iTbHOMY POTOBOMY IIapi.

Tep6inadin TakoK IPOHUKAE Y CEKPET CalbHUX 3aJ103, 110 CIPUYUHSE YTBOPEHHS BUCOKUX
KOHIIEHTPAIlill Y BOJOCSHUX (OJIiKyax, BOJocci Ta ImKipi, sika 6araTa Ha casbHi 3a103u. [Toka3aHo
TaKO0XK, 110 TepOiHadiH MpoHUKae y HIrThOBI IIJTACTUHKY Y MEPIIIi KiTbKa TUXKHIB Biff T0YaTKy Teparil.
HeMmae mocTaTHiX maHUX LIOA0 TOTO, YX IpOHUKaE TepOiHadin yepes miareHTapHui 6ap’ep. MeHI
HixK 0,2 % MPURHSTOI 03U eKCKPETYETHCS Y IPYAHE MOJIOKO.

TepOinadin MeTab0mi3yeThCS MBUAKO Ta EKCTEHCHBHO 3 YYaCTIO IPUHAWMHI ceMu i30)epMeHTIB
muToxpomy P450, mpu 11bOMY OCHOBHY POJIb BimirpaioTh idodepmentu CYP2C9, CYP1A2, CYP3A4,
CYP2C8, CYP2C19. Yuacninok 6ioTpancdopmariii TepbiHadiny yTBOPHOIOTLCS METAa00JIITH, 110 He
Mal0Th MMPOTUTPUOKOBOI aKTUBHOCTI i BUBOISATHCS IEepPeBaxkHO i3 cevero. KiHmesuii mepion
HalliBBUBEJEeHHS CTaHOBUTH 17 roguH. [10BifoMIEHD OO0 PO3BUTKY KyMyJIslil HeMae. He BUSIBIIEHO
BIIJIUBY BiKy Ha piBHOBaxKHY KOHIIEHTpallilo TepOiHadiHy y mia3mi KpoBi, aje y MallieHTiB i3
OpyIIeHo0 QYHKITi€I0 HUPOK a0o MediHku MoxKe OyTH YIOBiTbHEHA MBUIKICTh BUBEIEHHS
Ipernapary, 10 IPU3BOOUTH 0 BUILIMX KOHIIEHTPallil TepOiHadiny B KpOBi.

BiogoctynHicTh TepOiHadiny He 3aleXUTh Bifl IpUitoMy 1xXi.

HocninxeHHs hapMaKOKiHETUKY Pa30BUX 003 IIpenapaTy 3 y4acTIO NaI[ieHTiB 3 MOPYIIeHHAM (QYHKIII
HUPOK (KiipeHc KpeaTuHiHy © 50 Mi1/xB) a60 3 y&Ke iCHYIUMMH 3aXBOPIOBAHHSIMY IEYiHKY [TOKA3allH,
110 KJTipeHC IpemnapaTy Moxke OyTu 3MeHIIeHud mpubau3Ho Ha 50 %.

KniniyHi xapaKTepHCTHKH.
Iloka3aHnHs.

'pubKoBi iHdexkil mKipu i HirTiB, cupuuuneni Trichophyton (wanpukinapm, T. rubrum,
T. mentagrophytes, T. verrucosum, T. violaceum), Microsporum canis ta Epidermophyton floccosum.



1. Ctpuryuuii nuinai (TpuxodiTis riaagkol mKipy, TpuxodiTida TpoMeXUHY i gepMaTodiTis cTom) y
BUIAJKaX, KOJIM JIOKaJi3allis ypaXeHHs, BUPaXKeHiCTh ab0 MOImupeHicTh iHeKii 3yMOBITIOI0TH
OOLINbHICTE ITepOopaIbHOl Teparril.

2. OHixXOMiKO03.

IIpomunoka3aHHus.
T'ocTpi abo XpoHiYHI 3aXBOPIOBAHHS MTEYiHKHU.

linepuyTtnusicTk Ko TepbiHadiny abo g0 Oyab-IKUX MOMOMIKHUX PEUYOBUH IIpernapary.

B3aemodisn 3 inwumu nikapcoKumu 3acobamu ma iHwi eudu e3aemodiii.
Bnaue iHwux sikapcvKux 3acobie Ha mepbiHagiH.

Knipenc Tep6inadiny y mna3mi KpoBi Moxe OyTH MigBUINEHKI ITpeniapaTaMy, 1[0 iHOYKYIOTh
MeTabo:mi3M, i Moxke OyTH 3HUKEHUM IperapaTaMy, 1o iHTiOyioTs uToxpoM P450. Y Bumagky
HeOoOXiIHOCTi CyNyTHLOTO JIiKyBaHHS TaKUMHU IIpellapaTaMy [03yBaHHS TepOiHadiHy CIifl KOpUTyBaTH
BiAIIOBIAHUM YUHOM.

Jlikapcwki 3acobu, w0 Mo*Cymsv 3MeHWuUmMu e8naug abo na1a3mosi KOHueHmpauii
mepbiHadiny.

Pudammninus 36inbimye kniperc Tepbinadiny Ha 100 %. [Mokasuuku AUC i C,,, 3HMXKyBamucs Ha 50
% i 45 % BigmoBigHO.

JIixapcoKi 3acobu, u,o modxicyms 36isvluumu enaue abo naa3mosi KOHUeHmpauii
mepbiHadiny.

LlumeTunuH 3HUKYE KitipeHc TepbiHadiny Ha 30 %.

®nykonazon 36inpuryBaB moka3uuku C,,. 1 AUC Tepbinadiny Ha 52 % i 69 % BifmoBigHO y 3B'sI3KY 3
ranpMyBaHHSIM pepmenTiB CYP2C9 i CYP3A4. Take X 36inblIeHHS MOKAa3HUKIB MOXKeE
CIIOCTepiraTucs Mpu OMHOYACHOMY 3aCTOCYBaHHI 3 TepOiHadiHoM mpenaparis, 10 IPUTHIYYIOTh
CYP2C9 i CYP3A4, Takux sIK a30JibHi GYHTIIUAM (KeTOKOHA30JI), MAaKPOJIiIHI aHTHOIOTHKY Ta
aMiogapoH.

Bnaue mepbinagiHy Ha iHwi aikapcvki 3acobu.

Tepb6inadin Mae He3HAUHUI TOTEHIAN [ NPUTHIYeHHs ab0 MOCUIEHHS KIIipeHCY mpemnaparis, 110
MeTabo0JTi3yI0TECS 3 y4acTio cucTeMu nutoxpomy P450 (Hampukiafn, TepbeHafuHy, Tpiazonamy,
ToJI0yTaMiHy ab0 mepopalbHUX KOHTPAIENITUBIB), 32 BUHSATKOM ITperaparis, 1[0 MeTaboTi3y0ThCs 3
yuactio CYP2D6.

Cybcmpamu CYP2D6.

HocmimxenHs in vitro Ta in vivo BusiBuny, mo tepbinadin npuruiuye CYP2D6-omocepegkoBaHuM



MeTabomi3m. Taki pe3ynbraTy Oifibile CTOCYIOTHCS CyOCTaHIN, SKi TepeBaxKHO MeTab0Ti3yI0ThCS 3
y4acCTIo IIbOTO (GepPMEHTY, 0COOIMBO SKIIO BOHKM MAalOTh By3bKUM TepaneBTUYHMIM miama3o0H. Lli gaHi
MOXKYTh OYTH K/TiHIYHO BaXXKJIMBUMU [JI TAI[i€HTIB, SKi OTPUMYIOTH IIpemapaTy TaKuX KJIaciB:
TPULIMKITIYHI aHTHAeNIpecanTH, 0eTa-0710KaTOPH, CEJIEKTHUBHI iHri6iTOPH 3BOPOTHOI'O 3aXOIJIEHHS
CEpOTOHiHY, aHTMAPUTMIiYHi ITpenapaTu (BKmoyatoun kiac 1A, 1B ta 1C) abo inribitopu
MOHOaMIHOKCHa3u Tuly B.

TepOinadin 3meHIIye KnipeHc ge3unpaMiny Ha 82 %, a AUC 306inbiiye y 5 pasis.

YV mBupkux metabomnizatopis CYP2D6 TepOinadin 36inburyBa KoedillieHT MeTab0TiuHOI B3aEMOIil
nekcTpoMeTtopdany/mekcTpopdaHy B cedi y cepemHboMy B 16—97 pasiB. Lle cBiguuTh Mpo Te, 1110
TepbiHadiH ymoBinbHIOE MeTaboi3M cyocTpatiB CYP2D6 y mBuagkux Metabonizatopis CYP2D6
(«excTeHCUBHUX MeTabo0/mi3aTopiB»), TOOTO MeTaboIIi3M Yy LIMX MalliEHTiB MaKCUMaJIbHO BifIIOBigae
MeTabo5i3My y moBinbHEX MeTabori3aTopiB (a came «cmabkux MeTabomi3aTopiB»).

THwWi memaboaiuHi wasaxu.
Tepbinadin 36inbInye KinipeHc nUKIocnopuny Ha 15 % (3menmenss AUC Ha 13 %).
TepOinadin He BIIKMBaE Ha KIIipeHC aHTUIIPUHY a0 AUTOKCUHY.

2Kopnoro BiuBy TepOiHadiny Ha papMakoKiHeTHKY (HITyKOHA30/y He crocTepiranocs. [Jo Toro Xk, He
CIIocTepiranocs XK0gHOI KJTiHiYHO 3HaYyII0l B3aeMOZil Mixk TepOiHadiHOM Ta CYyIyTHHO
3aCTOCOBYBAaHMMM JTiKapChKUMU 3ac00aMU 3 MOXKJIMBHM TIOTEHIiaI0OM B3a€EMOIil, TAKUMHU SIK KO-
TPUMOKCa30J1 (TPUMETONPUM i cynbdamMeToKCcason), 3ufoByAuH abo TeodimiH.

[ToBigoMIsinu PO gesKi BUNIAAKU NOPYIIEeHHS MEHCTPYaJIbHOT O UKy (MiXKMeHCTpyasibHa KpOBOTEYa
i HeperynsipHUN MEHCTpYyalbHUM LIUKII) ¥ TALIEHTOK, SKi OQHOYACHO IpuiiManu Tepbinadin 3
IlepopaIbHUMU KOHTPALleNITUBAMHU, X04a YaCTOTa LUX [IOPYLIeHb 3aJIUIIa€EThCA Y MexKaxX 4aCTOTU
no0iYHMX peakIlill y mamieHTiB, SKi IpUAMalOTh TiIbKY ITepopasibHi KOHTPAIETITUBH.

Tepbinagin mooice nidguwumu enaue abo naasmosi KOHUeHmpauii maxux AiKapcvkux
3acobis: kodein - Tepbinadin 3mMeHITye KipeHc Kodeiny, 110 BBOOUTHCS BHYTPIIIHHOBEHHO,
Ha 21 %.

In vitro Ta in vivo 6ymo BusIBIIeHO, 110 TepOiHadin mpurhiuye CYP2D6 - omocepenKoBaHU
MeTabomizM. ToMy HeoOXimHMI MOCTIMHMI HATJISA] 3@ XBOPHUMH, SIKi ogHOYaCHO 3 TepbiHadiHoM
3aCTOCOBYIOTH IIPemapaTH, o MeTabomi3yoThcs 3 yuyactio CYP2D6, TaKUMU SIK TPUITUKITIYHI
anTupenpecanTu (TCAs), 6eTa-0110KaTOpPH, CEIEKTUBHI iHTiIOiTOPY 3BOPOTHOI'O 3aXOIIEHHS
cepoToHiHY (SSRIs), aHTMapUTMIiUHI TpenapaTy (BKIodaryu knac 1A, 1B ta 1C), Ta
inridiTopu MoHOaMiHOKcHAa3u (MAO-Is) tuny B - y BUmafKy, KOa¥ OJHOYACHO 3aCTOCOBAHUM
IperapaT Ma€ MaJlui dialla30H TePaleBTUYHOI KOHIIEHTPallil.

TepbGinadin 3MeHIIye KnipeHc ge3unpaminy Ha 82 %.

Y xopi mocifzKeHb 3 y4acCTIO 3[M0POBUX NOOPOBOJIBIIIB, Y SKUX MPOLecH MeTaboizmMy
mekcTpoMeTopdaHy (MPOTHUKAIIIHOBOTO IpemnapaTy i MapkepHoro cy6ctpaty CYP2D6) mpoxomunu
mBUAKO, TepbiHadin 36inbinyBaB KoediieHT MeTaboIiuHOI B3aEMOIil
nekcTpoMeTopdaHy/mekcTpopdaHy B cedi y cepemHboMy B 16—97 pasiB. TakuM YMHOM, 3aCTOCYBaHHS
TepOiHadiHy MoXkKe TPU3BOTUTH [0 3MiHM CTATyCy MIBUAKKUX MeTabomizaTopiB CYP2D6 Ha cTaTtyc
MOBiTbHUX MeTa00I1i3aTOPiB.



TepbiHagpiH Modce 3meHwumu enaue abo naa3mosi KOHUeHMpauyii makux Aikapcvkux 3acobis.
TepOinadin 36inmbIIyBaB KIipeHC TUKIIOCTIOPUHY Ha 15 %.

Y natieHTiB, 9Ki oTpuMyI0Th TepOiHadiH OMHOYACHO 3 BappapruHOM, MOXKIIMBI 3MiHU ITOKa3HUKIB
MixHapogHOTo HOpMani3oBaHoro BigHouieHHs (INR) Ta/abo mpoTpoMOiHOBOTO Yacy.

Ocob.1ueocmi 3acmocy8aHHs1.
QYHKUIA neyiHKU.

TepOinadin mpoTUoKa3aHuM AJIsT 3aCTOCOBYBaHHS IallieHTaM i3 XpOHiYHUM ab0 roCcTpuM
3aXBOPIOBaAHHAM IediHKU. [lepeq Npu3HauYeHHAM [IpenapaTy CJIi OLIHUTHY BCi BXe iCHy0Ul
3aXBOPIOBAHHA [TEYiHKYU. Y MALI€HTIB 3 yXKe ICHYI0YMMU 3aXBOPIOBaHHAMY II€YiHKY KIIIPEHC
TepbiHadiny Moxke 3HUKYBaTUCS MPUOIU3HO HA 50 %.

[enaTOTOKCHYHICTh MOXKe BUHUKATH Y TALli€HTIB 3 NOMePeNHiM 3aXBOPIOBAHHS MTeYiHKM Ta 0e3 HbOTO,
TOMY PEKOMEHI0BaHO NEPiOJUYHO KOHTPOJIIOBAaTH (QYHKIIII0 TeYiHKY (Yepe3 4—6 THUXKHIB JTiKyBaHHS).
[Tpu migBUIIEHHI TOKa3HUKIB QYHKINI MedyiHKy HeoOXigHO HeraHO IPUNUHUTY 3aCTOCYBaHHS
npenapary.

YV nauieHnTiB, ki mpuiimanu Tep6inadin, myxke pigko Oyiau 3apeecTpoBaHi BUMIAIKU CEPHO3HOI
TIe4iHKOBOI HEIOCTATHOCTI (HesKi 3 HUX MajIu JeTalbHUM HACIiooK, AeskKi motpebdyBanu nepecagku
mevinku). Y GinbIocTi BUMTaAKiB MeYiHKOBOI HEOOCTATHOCTI NAIliEHTH MaJld CEPHO3Hi OCHOBHI
CHCTEeMHi 3aXBOPIOBaHHS, a IPUYMHHO-HACTIAKOBUM 3B’'SI30K 3 IpuiioMoM TepOiHadiny y TabmeTkax
O0yB cyMHiBHUY (OuB. po3min «[1o6iuHi peakirii»).

[TarienTis, sKi mpuiiMaioTh TepbiHadiH, CHif MOEePeIuTH IPO Te, L0 CIIifl HEralHO MOBiIOMUTHI
nikaps mpo Oymb-siKi 03HaKu a00 CUMIITOMH, 1[0 BKa3yIOTh Ha MOPYLUIeHHS QYHKIII Mevyinku, Taki Sk
cBepOix, MMoCTifiHA HyHoTa 663 MPUYNHY, 3HUKEHHS alleTUTy, aHOPEKCis, JKOBTSIHHUIIsS, OTI0OBaHHS,
IigBHUINIEHA BTOMJIIOBAHICTh, ITPABOCTOPOHHI 601 ¥ BepxXHilt YaCTUHI XKUBOTa, TEMHUH KOJIip cedi,
3He0apBIieHi BUNIOPOoKHeHH. [lallieHTaM 3 UMY 03HAKaMH CJIif] IPUIUHUATHA 3aCTOCYBaHHS
mpenapary, a QyHKI[iI0 [TIeYiHKYU CIIiJ] HeraHo OL[iHUTH.

ITopyweHHA cmaky.

[Ipu 3acToCcyBaHHI npenapary MOBiIOMIISAIYN IIPO OPYLIEHHS CMaKy Ta BTpaTy cMaky. Lle moxe
IIPU3BECTH [10 NOTIPIIEHHS alleTUTy, BTPATU MacH Tijla, 3aHEIIOKOEHHS Ta JEeNPECUBHUX CUMIITOMIB.
AKI10 BUHUKAIOTh CUMIITOMY [IOPYIIEHHS CMaKy, IPUUOM IIpenaparTy CJIifi IPUIUHUTH.

ITopywieHHA HIOXY.

TakoX MOBIOOMJIAIIY PO IOPYILIEHHS Ta BTpaTy HIOXY. Lli mOpyIIeHHsa MOXYTh 3HUKATH IIiC/IA
IPUIIMHEHHS Teparllii, ase TakoXkK MOXYTh O0yTu nofoBxkeHuMH (Oinbire 1 poky) abo MOCTiHHUMH.
ZAKIIo crocTepiraeThCs MOPYLUIEHHS HIOXY, IIPUIOM NpernapaTy CJIifl IPUINHUTH.

HenpecugHi cumnmomMu.

[IpoTsirom nikyBaHHS IIpenapaToM MOXKYTb BUHUKHYTHU IeTIPECUBHI CUMIITOMH, III0 MOXKe
notpeOyBaTu JIiKyBaHHS.



[epmamonoziuHi epekmu.

[Tpu 3acTocyBaHHi TepOiHadiHy AyKe PifKO MOBiOOMIISIN IIPO MOSBY CEPHO3HUX peakilill 3 60Ky
IKipy, y T.4. cuaapoM CTiBeHCa-[[:KOHCOHA, TOKCUYHUY ellifilepMalbHAN HEKPOIi3. YV pasi
BUHUKHEHHS IPOTPECy0YUX BUCUNIAHb Ha LIKIPl JIiIKyBaHHA IIpenapaToM CIIif IPUNUHUTH.
Tep6inadin cmig 3 06epekKHICTI0O 3aCTOCOBYBATH IMAIliEHTAM 3 IICOPia30M UM MIKipHUM a00 CHCTEMHUM
YepPBOHUM BOBYAKOM, OCKIIBKY HAOXOOUJIU IIOBIOMJIEHHS IIPO AyXKe PiAKICHI BUMTagKU 3arOCTPEHHS
IIUX 3aXBOPIOBaHL.

T'emamonoziuHi egpexmu.

[Tpu 3acTocyBaHHiI TepOiHadiHy AyxKe pPifKo Bim3HaAYaIKCS MATOJIOTiYHI 3MiHK 3 60Ky KPOBi, V T.4.
HEUTPOIIEHis, arpaHyJIONUTO3, TPOMOOIIMTOIIEHis, TaHIIUTOIIEHi.

Heo06xigHO OLiHUTY MPUYUHY BUHUKHEHHS Oy/Ib-sIKOI MaTOIOTiuHOol 3MiHK 3 O0KY KPOBi y HaIli€HTiB i
PO3TISIHYTU NUTaHHS MO0 MOXKJIMBOI 3MiHM PEXKUMY AO3YBaHHS, Y TOMY YUCIIi IPUIAHEHHS
JIIKYBaHHA [IpernapaToM.

Knipenc tepbinadiny Moxe 0yt ckopoueHuit Ha 50 % y maijieHTiB 3 BxKe iCHYIOUUMU
3aXBOPIOBAHHSAMU ITE€YiHKH.

Hupkoea ¢yHkuis.

I7ns nalienTiB 3 mopyueHHSIM QyHKINI HUPOK (KIipeHC KpeaTuHiHy - MeH1Ie 50 My/xB abo piBeHb
KpeaTHUHiHy B cHpoBartili Kposi Oinbire 300 MKMOJIb/TT) 3acTOCyBaHHS TepOiHadiHy He BUBUAJIOCS
HaJIe’KHUM YMHOM i TOMY BOHO He PEKOMEHAYEThHCS.

THwe.

TepGinadin cmifg 3 00epekHICTIO 3aCTOCOBYBATH IAIliEHTAM i3 YePBOHUM BOBYAKOM, Bijl3HA4aIUCs
OyZe PiAKICHI BUMIAOKU 3arOCTPEHHS CUMIITOMIB YEPBOHOTO BOBYAKY.

3aeanvHi.

Cnim goTpuMyBaTHCS IPaBUJI 0COOMUCTOI TirieHU AJis IonepeaKeHHS peiHdekil (3 iHpikoBaHOl
HUXHBOI OiTM3HY, IIKAPIETOK, B3YTTS TOIIO).

B3aemooii.

HocmimxenHs in vitro Ta in vivo BusiBunH, mo tepbinadiu € inribitopom dpepmenty CYP2D6. Crin
peTenbHO KOHTPOJIIOBATH CTaH IAaIli€HTIB, SKI0 BOHKM OMHOYACHO 3aCTOCOBYIOThH IIpernapaTH, SKi
nepeBaxHO MeTabomi3yI0ThCs 3 Y4acTIO IIbOro GepMEeHTY (HaNpUKIIaf, TPULUKITIYHI
aHTugenpecanTu, 6eta-0710KaTOpH, CEJIEKTUBHI iHTiGiTOPY 3BOPOTHOTO 3aXOIJIEHHS CEPOTOHIHY,
aHTHAPUTMIiYHI TpenapaTH (BKmovatoun Kiac 1A, 1B ta 1C) abo inribitopu MoOHOaMiHOKCUIA3U TUITY
B), oco6nuBO SKIIO BOHU MAIOTh By3bKHil TepalleBTUYHUM [iara30H.

IIpumimxka.

Ha BigMminy Bif TepOiHadiny ais MiciieBoro 3actocyBaHHs, TepOiHadiH OJ1s TepopasbHOT0
3aCTOCYBaHHS He ITOKa3aHUM [JIS JIiKyBaHHS Pi3HOOAPBHOTO JIMIIA0.

[IpenapaT MiCTUTh JTaKTO3y, TOMY XOT'0 HE CIIiJl 3aCTOCOBYBATU MallicHTaM i3 PiAKICHUMU CIIafiIKOBUMHU
dhopMamMu HenepeHOCUMOCTI TaJlakTO31, HEJOCTATHICTIO JTaKTa3u ab0 CUHIPOMOM TJIFOK030-



rajlakTO3HOI MaababcopOIril.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py00o.

[TpoBeneHi Ha TBapuHAX JOCTIIXKEHHS OO0 TOKCHYHOTO BIIUBY MperapaTy Ha IUTi Ta
GbepTUNbHICTh He BUSBUIY HeOaKaHUX SBUIII.

Kniniynuii nocsig 3acTocyBaHHS TepOiHadiHy A1 JTiKyBaHHS BariTHUX OyXKe 00MeXeHUM, TOMYy HO0Tro
He CJIifl 3aCTOCOBYBAaTH y I1ePiof BariTHOCTi, OKPiM BUMA[KIiB, KON KIIHIYHUN CTaH XKIHKU BAMarae
JiKyBaHHS IepopaibHUM TepOiHadiHOM Ta ouikyBaHa KOPUCTH [JIT MaTepi nepeBaxae Oymb-IKUM
MIOTEHIIMHUYM PU3UK OJIS IIJI0MA.

[TpemapaT MPOHUKAE Y TPyAHE MOJIOKO. ToMy y pa3i HeoOXimHOCTI JIiKyBaHHS IIpenapaToM y BUTTISAI
TabJIeTOK Ha Iepiof Tepartlii CJIif MPUIUHUTH TOTyBaHHS I'PYOIIO.

30amuicmb enausamu Ha weudkKicmb peakuii npu KkepysaHHi asmompaHcnopmom abo
[HWUMU MexaHi3mamu.

[Tig yac mikyBaHHS Y IesIKUX NalLi€HTiB MOXKJIMBe BUHUKHEHHS MOPYLIEeHb 3 60Ky LIeHTPabHOI
HEPBOBOI CUCTEMH (T'OJIOBHUY 0ifib, 3aTlaMOPOYEHHS, IePecisi, TPUBOXKHICTD), TOMY CITiT
YTPUMYBaTHUCS Bifl KepyBaHHS aBTOTPAHCIOPTOM a60 poOOTH 3 iHIIMMHU MeXaHi3MaMH.

Cnocid 3acmocyeaHHsi ma do3u.

TpuBamicTh NiKyBaHHS 3aJIeXKUTh Bif] XapaKTepPy i TIKKOCTI mepediry 3axBoploBaHHS.
[opocaum nipenapaT npu3HadaT ¥ 0o3i 250 mMr 1 pa3 Ha mo0y.

IHpexuii wkipu.

PekoMeHI0OBaHA TPUBAJIICTh TiKyBaHHS:

nepMaTodiTia cTon (MiXKmasnblleBa, IiIOIIOBHA/TUITY «MOKACHHU»): 2—6 TUKHIB;

TpuxoDiTist TIageHpKol MKipy: 4 THXKHI;

Tpux0QiTisi IPOMEXKUHHU: Bifl 2 M0 4 TUXKHIB;

KaHOUO03 MIKipu: 2—4 THXKHI.

[ToBHe 3HUKHEHHS NPOABIB iH(EKIIil i CKapr, IOB’sI3aHNX 3 HEl0, MOXKe HaCTaTy JINIe 4epe3 KinbKa
THAXKHIB ITiC/Ig MIKOJIOTIYHOI'O BUJTIKYBaHHS.

IHpeKyil 8oa0CUCMOI YACMUHU 20108U.
PekomennoBana TpUBaJIiCTh JIIKYBaHHS:

- rpubKOBe ypaXKeHHS BOJIOCUCTOI YaCTHHU TOJIOBU: 4 THXKHI.



rpI/I6KOBe YPaXeHHsA BOHOCI/ICTOi YaCTUHU I'OJIOBU CHOCTepiTaGTBCﬂ IIepeBaxHo y I[iTefI.
OHixoMiKO3.

TpuBasicTh nikyBaHHS IJist GiNBIIOCTI MallieHTiB - Big 6 TUXHIB [0 3 MicsAuiB. JIiKyBaHHS TPUBAJIICTIO
MeHIIe 3 MicAIliB MOXHa rnepen0avyyBaTH s AlliEHTiB 3 ypakKeHHAM HIrTiB Ha MasbIfX PyK, HITrTiB
Ha IaJbIISX CTOI, KPiM BETMKOTO Masbllsd, a0o IS mallieHTiB MOJIOAIIOTo BiKy. [ TiKyBaHHS
ypaXKkeHb HIr'TiB Ha IaiblsAX CTOI 3a3BHYal JOCTATHHO 3 MICAILIB, X04a A7 OesKUX MallicHTiB MOXKe
3HaMOOUTHCS JIiIKyBaHHS TPUBAJICTIO 6 Mics1iB abo gosile. Binbil TprBase IiKyBaHHS HeoOXigHe
malieHTaM, y AKX 3HMKeHa IIBUAKICTh POCTY HITTiB MPOTATOM IIEePIINX TUXKHIB TiKyBaHHS.

[ToBHe 3HMKHEHHS O03HaK i CHMITOMIB iH(}eKIIil MOXKe He HacTaTH dyepe3 KillbKa TUKHIB MiCIIsa
MIKOJIOTIYHOr0 BUIiKyBaHHA. Lle T0B’43aH0 3 BiIPOCTaHHAM 3I0POBOTO HIrT.

Ocobausi nonyasuii
ITayienmu 3 nopyweHHAM PYHKUII NeviHKu.

Tepbinadin y TabneTkax He peKOMEHIYEThCS 3aCTOCOBYBATH TAIliEHTaM i3 XpoHiYHUMM ab0
AKTUBHUMU 3aXBOPIOBAHHSIMH MEYiHKHU.

ITayienmu 3 nopyweHHAM PYHKUIl HUDPOK.

3acTtocyBaHHS TepOiHadiny B TabneTkax He Oy/I0 HaleXXHUM YMHOM BUBYEHO Yy Nalli€HTiB i3
NOpYIIeHHAMY (YHKIINA HUPOK i TOMY He PEKOMEHAYETLCA IIill TPYIIi XBOPUX.

IlauieHmu AIMHBO20 BIKY.

IokasiB TOTO, 1110 MallieHTaM JIiTHbOTO BiKY CJIifl 3MiHIOBAaTH 03y IpemnapaTy abo 110 y HUX
Big3HavaroThCs MoOiuHi i, gKi Bimpi3HAIOTHCS Bifl TAaKUX Y MAlliEHTiB MOJIOAIIOTO BiKy, HeMae. Lii
BiKOBIM I'PYIIi IPY 3aCTOCYBaHHI IIpenapaTy CIIif B3STH A0 yBaru MOXKJIMBICTh BUHUKHEHHS IIOPYIIEHb
GbyHKII mediHky abo HUPOK.

IIpouedypa y pasi nponyckKy nputiomy 00o3u.

Ao nanienT 3a0yB IPUUHSATHA YeProBy 003y, HACTYIHY H03Y CJIif MPUUHSATH SIKOMOTa LIBUAIIE, K
TiNBbKY BiH 1po 1ie 3rafae. OfHaK, BpaxoByl04H (papMaKOKiHETUYHI BlacTUBOCTI TepOiHadiny,
IIPONYILIEeHY J03y He CJIif IpUUMaTH, SKIIO iHTepBasl MiXK IIPUIOMOM IIPOMYIIEHOl 03U i TPUAOMOM
HACTYIIHOI JO3U CTAHOBUTH MEHIIE 4 TONNH.

Himu.

OCKinbKH BiOMOCTI 1110[I0 3aCTOCYBaHHS IIperapary AiTsM o6MexkKeHi, #oro He peKOMEeHAYEThCS
IIpU3HAYaTH Iii BiKOBiM KaTeropii maiieHTiB.

Ilepedo3yeanHsi.

[Tpu 3acTocyBaHHi 5 T TepOiHaiHy MOBIMOMIISIIIM PO TOJIOBHMM 6inb, HYHOTY, 6inb B emiracTpii,
3alraMOpPOYEHHS, TTPU MTepeqo3yBaHHI MOXKJIIMBE IIOCUIEHHS IIPOSIBiB MOOIYHUX PeaKIii.



JIiKkyeaHHs: TPOMUBAHHS IIJTYHKA i 32CTOCYBAHHS aKTUBOBAHOTO BYTi/IsA. [Tpu HEOOXimHOCTI -
CUMIITOMaTU4Ha Teparlis.

ITo6iuHi peakuii.

[To6iuni peakii 3a3Buy4ait c1abKo i MOMipHO BUpaXKeHi Ta Mal0OTh CKOPOMHUHYIITUN XapaKTep.
Huxxuye3asHaueHi HebaxKaHi peakilil criocTepiraauch y Xomi KITiHIYHUX JOCHIIXKeHb IIpemapary abo y
IIpOLieCi MOCTMapKETUHTOBOT O OOCTIIXKEHHS.

II7s OLiHKY YaCTOTH BUHMKHEHHS Pi3HUX NOOIYHUX peaklliii BAKOPUCTAHO TaKy
Knacudikallio:

nyxe 4dacto (=1/10); gacrto (=1/100, 01/10); mewacto (=1/1000, 11/100); pigko (=1/10000,
01/1000); onyxe pigko ([J1/10000), yacTtoTa HeBiTOMa (He MOXXHA BCTAHOBUTH Ha OCHOBI HasIBHUX
OaHUX).

3 6oky kposi ma aimpamuyHoi cucmemu.

IyXe pifKo - HEUTPOIEHis, arpaHyI0LUTO3, TPOMOOIUTOIEHIs], TaHI[UTOIEHi.
YacToTa HeBigoMa - aHeMis, MaHIIUTOIIEHid.

3 6oky imyHHOI cucmemu.

Hyxe pigko - anadinakToigHi peakuii (y Tomy uucii Habpsk KBinke), mKipHU i cucTeMHMM
YepPBOHUM BOBYAK.

YacToTa HeBimoMa - aHadiTaKTUYHA peakKllisi, peakiii, MomiOHi 10 CUMIITOMIB CHPOBAaTKOBO1
XBOpOOH (B T.4. BUCUIIAHHS, CBepOixkK, KPONUB'SHKA, HAOPSIK, apTpanris, rapsyka Ta HabpsK
TiM¢OBY3IiB).

3 6oky memaboai3My ma HCueAeHHS.
Hy}Ke 4YaCTO - SBHUXKEHHA alIeTUTy.

HeuacTo - BTpaTa Macu Tina (BHaCigoK gucressii). [ToBiqoMIsinu mpo TSXKKi OKpeMi BUTTagKu
3MEHIIEeHHS BXKUBAHHS 1XKi, 1[0 TPU3BOAUIO A0 3HAYHOI BTPATH MacH Tifa.

ITcuxiuHi po3aadu.

YacTo - mempecis.

HeuacTo - Hecnokiii.

3 6oky Hepeoegoi cucmemu.
Iyxe 4acTo - TOJIOBHUM Oillb.

YacTo - 3armaMOpOYeHHSs, AUCTEB3is ax OO0 BTpaTU CMaKy. [1opyllieHHs BifYyTTS CMaKy, Y TOMY YUCIIi
BTpaTa CMakKy, L0 3a3BUYall BiTHOB/IIOETHCI Yepe3 AeKiibKa TUXKHIB MiCIII NPUIIUHEHHS IPUAOMY
npernaparty. [yxe pigKo MOBiIOMIISIN [IPO TPUBaJjle IOPYILIEHHS CMaKy, 110 iHOMI IPU3BOAUTE [0



3MEHIIIEeHHS BXUBAHHS 1XKi Ta 3HAYHOI BTPATHU MaCHu Tina.
Heuacro - ImapecTesis, rinecresis.

Iyxe pigko - OCTiVHA OUCTEB3id.

YacTtoTa HeBimoMa - TIIOCMis, BKJII0YalO4M MIOCTIMHY aHOCMil0, TiIOCMilo.
3 60Ky opaaHis 30py.

YacTo - mopyueHHs 30py.

YacToTa HeBigoMa - HEYITKICTh 30Py, 3HUXKEHHS TOCTPOTHU 30DY.
3 60Ky opeaHie cayxy ma pigHo8azu.

HeuacTo - mym y Byxax.

YacroTa HeBimoMa - TYT'OBYXiCTh, IIOPYIIEHHS CIIyXy, BEPTUTO.
3 60Ky cyOuH.

YacToTa HeBimoMa - BACKYJIIT.

3 60Ky WAYHKOBO-KUWKOBO20 MPAKmMY.

Iye 4acTo - IITyHKOBO-KHIIKOBI CUMIITOMHY (BiIUyTTS MEepeNOBHEHHS IINIYHKA, AUCIIEICisd, HYyJ0Ta,
6inb y minsgHI XKUBOTA, Hiapes).

YacTtoTa HeBiTOMa - TaHKPEATUT.
3 60Ky neviHKu ma 2#c08408UBIOHUX WAAXIB.

Pinko - BUMTQAKYU CEPUO3HUX MOPYIIEHb PYHKIIil TEeYiHKH, y TOMY YKCIIi IeYiHKOBa
HeOCTaTHICTh, MigBUIEHHS PiBHSA (EPMEHTIB MEUiHKY, JKOBTSIHHUIIS, X0JIeCTa3 i remarTur.
fKIII0 PO3BUBAETHCS MOPYIIEHH GYHKINI Mevinky, nikyBaHHS Ex3udin HeoOxigHO
IPUNUHUTH. [lyKe PigKo HaAXOOUIN ITOBIJOMJIEHHS PO CEPHO3HY MEeYiHKOBY HEIOCTATHICTh
(mesiki BUMMagKM 3 JeTadbHUM HACTiIKOM ab0 BUIQKHU, 1110 TOTPe0yBaIu mepecagku
nmeviHky). Y OifbIIoCTi BUNIAKIB MeYiHKOBOI HEOOCTATHOCTI MalliEeHTH MaIu CepPHo3Hi OCHOBHI
CHCTEMHI 3aXBOPIOBaHHS, a IPUUYUHHO-HACITIIKOBUY 3B’S130K 3 IpHitoMoM TepbiHadiny OyB
CYMHIBHUM.

3 6oky wKipu ma nidwkipHOi KAIMKOBUHU.
Iyx&Ke 4acTo - HeTAXKKi (popMHU peakxilil MIKipu (BUCUIIAHHS, KPOIIKB THKA).

HeuacTo - ¢hoTouyTnuBicTs (Hanpukiam, poTogepmaTos, peakiis ¢poToceHcubinisarlrii ta
noniMopbHUY HOoTOmEPMATO3).

Iyxe pigKo - cepio3Hi WKIipHi peakilil (Hanpukiag MyIbTu(GOPMHA epuTeEMa, CHHAPOM
CriBeHCa-[[?)KOHCOHa, TOKCUYHUY eTiepMabHUY HeKpoi3). Anomnenis. JlikyBauusa Ex3udin
HeOoOXiTHO IPUIIMHUTH, SKIIO Ha IIKipi CIIOCTepiraroThCst BUCUIIAHHS IIPOrPECYI0YOr0 XapaKTepy.



[Tcopia3omonibxi Bucumnanus abo 3arocTpeHHs ncopia3y. Cepio3Hi MKipHi peakiii (HampuKiasm,
TOCTPUY reHepasi3oBaHUY eK3aHTeMaTO3HUU IYCTYIIb03).

YacToTa HEBigoMa - BUCUTIAHHS 3 €03UHODIITi€I0 Ta CHCTEMHUMY CUMIITOMaMHU.
3 60Ky ckesiemHO-M’ 30801 cucmemu ma CnoAYy4YHOI MKAHUHU.

Iyxe yacTo - peakiiii 3 60Ky CKeJeTHO-M sI30BOI CUCTEMHU (apTpanris, mianris).
YacToTa HeBimoMa - pabgomioni3.

3azanvHi po3aadu.

YacTo - mifBuUllleHa BTOMJTIOBaHICTE.

Pigko - He3My>KaHHSI.

HeuacTto - rapsuka.

YacToTa HeBimoMa - TPUIIONOi0HI 3aXBOPIOBAHHS, IMipPEKCis.

Pe3yavmamu nabopamopHux 00CAi0HCeHb.

YacToTa HeBimoMa - MiABUIIEHHS KpeaTUH(DOCHOKIHA3U KPOBI.

IHwi HebadicaHi peakuyii Ha npenapam, w0 6yau 3apeecmpoaaHi nid uac
nocmmapkemuHa208020 00CAi0HCeHHs Ha nidcmasi CNOHMAHHUX NOBIOOM/IEHb.

Huxxue3a3HaueHi HebaXXaHi peakilil Ha mpenapaT Oy BU3HaYeHi Ha IMigCTaBi MOCTMapPKETUHTOBUX

CIIOHTAHHMX Peaklliii Ta CUCTEMATU3YIOThCS 3a KJlacaMU CUCTEM OPTaHiB.

OcCKinbKY TOBiIOMIIEHHS IIPO IIi peakIlil HagXoguaxd Ha HOOPOBiIbHIN OCHOBI Bijl MAIi€HTIB, KiIbKiCTh

SKMX HEBijoMa, He 3aBXKIX MOXKHa IOCTOBIPHO OIIIHUTH 1X YaCTOTY.

3 60Ky iMyHHOI cucmeMmu: aHadinakTUYHI peakiil, peakiiii, momiOHi 70 CHPOBATKOBOI XBOPOOH,
peaxiiil rinepuyTINBOCTI, BKJIIOYal04M ajieprivHi peakuil (y T.4. aHadinakcio).

3 60Ky Hepeogoi cucmeMu: aHOCMisi, y TOMY YHKCJIi IOCTifiHa aHOCMisI, TiloCMisi, TimoecTesis,
mapecTesis.

3 60Ky opaaHis 30py: 3aTyMaHEHHS 30pYy, 3HUKEHHS TOCTPOTH 30DY.
3 60Ky CyOUuH: BacKyIIiT.
3 60Ky WAYHKOBO-KUWKOB020 MpaKmy: TTaHKPEaTHT.

3 60Ky wKipu ma niOwWKipHOi KAIMKOBUHU: BUCUIIAHHS 3 €03MHO(DITIEI0 Ta CHCTEMHUMH
CHMIITOMaMH, eKCHOTiaTUBHUM Ta OYIbO3HUN JepPMaTHT.

3 60Ky ckesemHo-M’ 130801 cucmemu ma Cnoay4YHOI MKAHUHU: pabmomioris.



3azanvHi po3aadu: rpunonomibHi 3aXBOPIOBAHHS.

IlocnidxceHHA: migBuIileHUN piBeHb KpeaTuHGOCHOKiHA3K KPOBi, 3MiHM TPOTPOMOIHOBOTO
yacy (MOmOBXKEHHS, CKOPOUEHH) V NallieHTiB, sKi O0HOYACHO IpPUIMany BappapuH.

Tepmin npudamuocmi. 3 POKH.

YMoBu 30epiranHsi.

30epiratu nmpu Temnepartypi He Buie 30 °C. 36epirat¥ y HeIOCTYIHOMY IS OiT€H MiCIIi.

VYnaxoBka.

I[To 7 TabneTok y 6micTepi; mo 1 abo o 2 GicTepu B KAPTOHHIN KOpPOOIIi.

Ha 6rnicTepi 3HaxomuThcs rojorpadivHa cMyKKa 3 Ha3BOK0 3aBOLy BUPOOHUKA.

Kareropis Bigmycky. 3a perentom.

BupoOHHK.

OIC Jlimiten.

Micue3HaxoKeHHsI BUPOOHHKA Ta ajipeca Miclsi MpoBaIKeHHS HOTr0 Tis/TbHOCTI.

JI-56/57, ®eu3 II-11, BepHa Iumactpian IcteiiT, BepHa, Cancet, I'oa - 403 722, Inmis.



