IHCTPYKUIA
AN1S MEIMYHOT0 3aCTOCYBaHHS NiKapCbKOro 3acoby

MIHAM
(PINUP)

Cknap:

Aitoya peyosuHa: Taganadin;

1 TabneTka MictuTb 2,5 Mr abo 5 mr, a6o 10 mr, a6o 20 mMr Taganaginy;

[OMOMIDKHI PEYOBWHU:

A4p0 TabNeTKN: NaKTo3M MOHOTIApaT, HATPIK0 KpOCKapMesnosa, HaTpito naypuncynbgart, rigpoKcunponinuentonosa,
nonicop6at 80, MarHito creapar;

060/10HKa TabneTKu:

ANA TabneTok 2,5 Mr: rotosa A0 BUKOPUCTAHHA CyMiLl [FinpoMenosa, akTo3n MoHorigpar, TutaHy giokeus (E
171), TpuaLeTuH, Tasbk, 3anisa okeng osTuid (E 172), 3aniza okeng yepsoHuii (E 172)];

AN TabneTok 5 Mr: rotoBa [j0 BUKOPUCTaHHSA CyMiLll [Finpomenosa, N1akTo3n MoHorigpar, TuTaHy giokeung (E 171),
TpUaLeTuH, TaslbK, 3ai3a oKcug xosTuid (E 172)];

Ana Tabnetok 10 Mmr: rotoBa [0 BMKOPUCTaHHS CyMill [Finpomenosa, NakTo3u MoHorigpar, TutaHy giokeng (E
171), TpraueTuH, TanbK, 3ani3a okcug »osTuii (E 172), 3anisa okcug YopHuin (E 172)];

ANnA Tabnetok 20 Mr: rotoBa 4O BMKOPUCTaHHA CyMill [FinpomMenosa, NakTo3u MOHorigpar, TutaHy giokeng (E
171), TpraueTuH, TaslbK, 3as1i3a okeug xoetui (E 172)].

JlikapcbKa hopma. TabneTku, BKPUTI NTIBKOBOK 060/I0HKOIO.

OCHOBHI (pi3MKO-XiMi4Hi BNacTUBOCTI: TabneTKun, BKPUTI MNiBKOBOK 060/IOHKOID, Y (DOpMi KanieTu, A4BOONYK;
TabneTKN 2,5 Mr: YKOBTO-NOMapaH4yeBi, 3 HaNUCOM «T 2» 3 04HOro 60Ky; TabneTKu 5 Mr: XO0BTi, 3 HaNUCOM «T 5» 3
0AHOro 60Ky; TabneTkn 10 Mr: XOBTi, 3 HaNNcoM «T 10» 3 ogHOro 60Ky; TabneTku 20 Mr: XOBTI, 3 HANNCOM «T
20» 3 04HOro 6OKY.

dapmakoTepaneBTUYHA rpyna. 3acobu A5 flikyBaHHA nopyLueHs epekuii. Kog ATX G04B EO8.

dapmMakosoriyHi BnacTmneoCTI.

dPapmakonHamika.

MexaHi3Mm fii.

Taganadin € CEeNEKTUBHUM 060pPOTHUM iHriGiTopom LMKNIYHOrO ryaHo3nHMoHoocdaty
(uWrMad) — cneumdgiyuHoi ocogiectepasm Tuny 5 (PAE 5). Konn cekcyasibHa CTUMYNALIA CNPUYNHSAE NIOKa/IbHE
BUBI/IbHEHHA OKCMAY a30Ty, iHridyBaHHa ®LE 5 Taganadginom npodykye nigsuiieHi pisHi 4 M® y neyepuctomy
Tini. Lle npmBoguTh [0 penakcauii rnagkux M’sa3iB i NPUNAnBY KPOBi O TKAHWH CTATEBOro YsieHa, CTBOPHOHOUM
TUM camuM epekLito. Taganadin npu NikyBaHHI epeKTUIbHOT ANCHYHKLIT He MPOSABASE CBOET AiT NPW BIACYTHOCTI
CeKcyaslbHOT CTUMYNALT.

EtekT iHribyBaHHS KOHUeHTpauii ufrM® y neyepuctomy Tifli TaKOX CMOCTEPIraeTbCA Yy rNagkmx M’s3ax
npocTaT, CEeYOBOMY MiXypi Ta TX CyguHax, WO MepeHOCATb KPOB [0 BuLLEBKazaHMX opraHie. CyauHHa
penakcauisi, ska npu LbOMY BWHUKAE, CMPUYUHAE NiABULLEHHA Nepdy3il KPoBi Ta MOXe OyTW MPUUYUHOKD
3MeHLLEHHS CUMNTOMIB JO6POSIKICHOI rinepnnasii nepeAMixypoBoi 3a103u. Lli cyanHHI etheKTn MOXyTb OyTu
[OMOBHEHI HribyBaHHAM aKTUBHOCTI aepeHTHUX HepBiB CEYOBOro Mixypa Ta penakcauiero rnagkMx m’ssis
npocTaTtu i Ce4oBOro Mixypa.

PapmMaKoaNHaMIYHI eEKTH.

JocnimpkeHHs in vitro nokasanu, Wwo Taganadin € cenekKTBHUM iHriitopom ®AE 5. LE 5 € hepmeHTOM, SKWiA
OyB 3HalAeHUA y rnagkux M’s3ax MevyepucToro Tina, CYAUHHMX i BicLepasbHUX TNafKUX M’A3ax, CKENeTHUX
M’s3ax, TpoMbGoUMTax, HUPKax, NereHsax i Mo3ouky. Bnaue Taganadiny Ha ®OE 5 cunbHIWWA, HXKX Ha iHLWI
(hoctopiectepasun. Aia Taganadiny Ha ®AE 5y 10000 pasis nepesuLLye oro Bnamne Ha gepmeHTnn ®AE 1, ®AE 2
I ®AE 4, Wwo € HasABHMMM Yy Cepui, MO3KY, CyAmHax, neyiHui Ta iHwmx opraHax. Taganadin y 10000 pasis
NoTYXHiwmin wopo AE 5 nopisHaHo 3 PAE 3, WO € PepMEHTOM, HassBHUM Y CepLii Ta KPOBOHOCHUX CyAMHaXx.
LLa cenekTmBHIicTb Wwopo ®AE 5 nopisHaHO 3 PLIE 3 € BaxXN1Bo Tomy, Wwo PAE 3 € (hepMeHTOM, SKWiA Bifirpae
MEeBHY POJib y CKOPOYeHHI cepLeBoro M’a3a. Kpim toro, Taganagin npubansHo y

700 pasiB MOTYXHiwwiA wogo ®AE 5 nopiBHsHO 3 ®LE 6, WO € (HepMEHTOM, HasBHUM Yy CiTKiBUi i
BiANOBiAaNbHMM 3a (hOTOTpaHCAyKLUito. Taganagin Takox y 10000 pa3siB NOTYXHiwnin woao ®AE 5 nopiBHSAHO 3
®OE7, POES, OOE9 i1 PAE 10.




KniHiYHa edeKTUBHICTb Ta 6e3neka.

Taganain, ysefeHWA 300pOBUM [0OPOBO/bLAM, HE MPOSBAAB iCTOTHOI Pi3HULI MOPIBHAHO 3 nnaue6o 3a
MOKasHMKamK CUCTONIYHOTO Ta AiaCTONIYHOTO apTepiasibHOro TWUCKY Y MOMOXEHHI MaljieHTa iexaqn (CepepHe
MaKcManbHe 3HKeHH: 1,6/0,8 MM pT. CT. BIAMOBIAHO), CUCTONIYHOTO Ta A4iaCTONIYHOrO apTepianbHOro TUCKY Y
MOJIOXKEHHI NaljieHTa cTosa4n (cepe,qu MaKCuManbHe 3HWKeHHS 0,2/4,6 MM pT. CT. Bi4NOBIAHO) Ta ICTOTHOI 3MiHK
4acTOTM CEPLEBNX CKOPOUEHD.

Y Xxopi pocnimkeHHs BNAMBY Tafganadiny Ha 3ip 3 BUKOPWUCTAHHAM TECTY OLiHKM KONbOPOBOrO CRPUAHATTS
Farnsworth-Munsell 100 Hue 6yno BCTaHOB/MEHO, WO Taganadin He MOriplwye po3ri3HaBaHHS KOMbOpiB
(cuHin/zeneHunin). OTpyMMaHi AaHi KNiHIYHOrO AOCNi[XKeHHS NiATBEPMKYHTb HU3bKY CMOPigHeHICTb Taganadiny
wopno ®AE 6 nopisHsaHO 3 ®LE 5. Y xofi BCiX KNiHIYHUX gocnigpkeHb pigko (< 0,1 %) noBigoMasnm npo 3MiHn y
po3ni3HaBaHHI KOMbOPIB.

Byno npoBefgHO TPW KNIHIYHUX [OCNIMKEHHA 3 Yy4yaCTHO YONOBIKIB AN OLIHKM MNOTEHLINHONO BMNMBY Ha
cnepmaroreHes lNMiHany B fgo3i 10 mr (ogHe JocCnifkKeHHA TpuBanicTio 6 MicAuiB) Ta B fAo3i 20 mr (ofHe
AOCNIMKEHHS TPUBANICTHO 6 MicALIB | 0fHe — TpuBanicTO 9 MicALiB) NpK YacToTi npuinomy 1 pas/aoby. Y xopdi
[BOX i3 TPbOX AOC/iAKEHb CrocTepirasocs KMiHIYHO He3HauyLLe 3HMXEeHHS KifIbKOCTI Ta KOHLUEeHTpauiT cnepmu,
acouinoBaHe 3 npuitomom Taganadiny. Lii edyekTi He 6ynm NoB’A3aHi 3i 3MiHAMM HLLWX XapaKTepUCTUK, TaKUX 5K
PYXMBICTb CNepMaTo30ifiB, MOP(OOris Ta piBeHb (0/IKyN10CTUMY/THOKOYOr0 rOPMOHY B KPOBI.

EpekTunbHa gucyHkuis.

Tpwn KNiHIYHI gocnimkeHHs 6ynm nposedeHi 3 yyacTio 1054 nauieHTiB 3 METOK BUSIBMIEHHS Mepiofy noyatky
edhekTy Taganainy, AKuii NPOAEMOHCTPYBAB CTATUCTUYHO 3HAYYLLe MOKPALLEHHS ePEKTUIbHOT (PYHKLIT, @ TaKOX
[IEBICTb NPOTAroM 36 rofviH Ta BUSIB/IEHHSA e(IeKTY BXe vepes

16 XBUIWH Micns NpUIAOMY 031 MOPIBHSAHO 3 nnaue6o (npuiiom MiHany 3a NoTpeown).

Y xopi focnifkKeHHA TpmMBanicTio 12 TWXKHIB 3 yyacTio 186 nauieHTis (142 nauieHTn oTpumyBanum Taganadin, 44
nauieHT — nnaue6o) i3 BTOPUHHOK EPEKTUIbHOK AMCHYHKLUIEH BIAHOCHO MOLLKOMKEHHS CMIMHHOIO MO3KY
Taganain NposiBNAB 3HaYHe MOKPaLLEeHHS epeKTUNbHOI (DYHKLIT, a Y cepeHbOMY KOeMiLieHT YCniluHMX crnpo6
npu npuinomi MiHany B Ao3i 10 mr a6o 20 mr (nig6ip Ao3n, 3aCToCyBaHHSA 3a NOTPe6K) cTaHOBMB 48 % NOPIBHAHO
317 %y rpyni nnaue6o.

Taganadin y gosax 2,5 mr, 5 mr 1a 10 mr 1 pa3 Ha f00y ouiHlOBaBCS Yy X04i 3 KNiHIYHUX JOCNIAXKEHb 3 Y4acTHo
853 naujieHTiB pi3Horo Biky (Big 21 0 82 poKiB) Ta Pi3HUX €THIYHUX TPYN 3 ePeKTUIbHOK ANCHYHKLIEHD PI3HUX
CTYMeHIB TAKKOCTI (Nerka, cepegHs, TsXKKa) Ta pPi3HOI eTionorii. Y Xopi [ABOX MNePBUHHUX [OC/IIKEHb
e(heKTUBHOCTI Y 3aranbHiil nonynauiiy cepeiHbOMY KoeqiLieHT ycnilHuX cnpob 6ys 57 % Ta 67 % npu npuiiomi
MiHany 5 mr Ta 50 % npu npuitomi Midany 2,5 mr nopiBHsAHO 3 31 % Ta 37 % y rpyni nnaue6o. Y focniakeHHAX
3 y4acTHO NauieHTIiB i3 BTOPUHHOK E€PEeKTUNbHOK AUCHYHKLIEHD BIAHOCHO AiabeTy y cepefHbOMYy KOeilieHT
ycniwHnx cnpob ctaHosmB 41 % Ta

46 % npwu npuiiomi MiHany B Ao3i 5 Mr Tta 2,5 Mr BignNoBiAHO MOPIBHSAHO 3 28 % Yy rpyni nnaue6o. binbLlwicTb
NawuieHTIB y BULLIEHABEAEHUX AOCMIMKEHHAX paHille npuiiMany iHriditopu ®AE 5y pasi noTpedun. Y HacTynHomy
faocnimkeHHi 217 nauieHTiB, AKi paHille He 3aCTOCOBYBa/N iHriGiTopK

®LE 5, oTpumyBanu MNMiHan y A03i 5 Mr 1 pa3 Ha AeHb Ta nnaue6o. Y cepeaHboMy KoedilieHT YCniluHMX cnpob
CTaHOBMB 68 % Y rpyni npuiiomy MiHany NopiBHAHO 3 52 %y rpyni nnaue6o.

J[lobposikicHa rinepnnasis nepeamixypoBoi 3a103u.

3actocysaHHsa MiHany foCnimpKyBann y X041 YHOTUPbOX KNIHIYHUX AOCNIAXKEHb, WO Tpusanu

12 TKHIB, 3 yyacTio 1500 nauieHTiB i3 cMMNTOMaMK A06POSKICHOI rinepnnasii nepeamixypoBoi 3ano3u. Y Xogi
UMX KNiHIYHMX gocnimpkeHb MiHan B f03i 5 Mr npoAeMOHCTPYBaB MOKpPaLLeHHSA CTaHy MauieHTa 3a 3arasibHOK
MI>KHapO/HOK LLKaNok npoctatnuyHmx cumntomiB (MLLUMC) nopiBHAHO 3 Mnaue6o (OUiHKM MOKpaLLeHHs 3a
MLUMNC npw npuitomi MiHany y gosi 5 mr ctaHoBnats —4,8, 5,6, —6,1 Ta —6,3, nopiBHsAHO 3 —2,2, —3,6 —3,8, —4,2
y pasi npuitomy nnaue6o). MNMokpalweHHs cTaHy nauieHTa 3a 3araibHOK MIDKHAPOAHOK LUKA/Io MPOCTaTUYHNX
cumnTomie (MLLITC) cnocTepiranocsa Bxe nicns 1 TWXKHA NiKyBaHHA. B 04HOMY 3 KAIHIYHUX AOCNIAXKeHb, Ae AK
aKTUBHWUIA KOMMNapaTop TakoX 6YyB BK/IHOUYEHWIA TaMCyNno3uH B A03i 0,4 Mr, OUiHKX NoKpaleHHa 3a MLUMC npu
npuinomi MiHany y Ao3i 5 Mr, TamcynosnHy Ta nnauebo ctaHosunn —6,3, —5,7 —4,2 BiAnNoBiAHO.

Y Xopi OfHOro 3 UMX AOCNI[PKEHb OLIIHIOBA/IOCh SIK MOKPALeHHS epeKTUIbHOT (DYHKLIT, Tak I rnocnabneHHs
CYMNTOMIB JO6POSKICHOI rinepnnasii nepeAMixypoBoi 3a/71031 Yy NauieHTiB, SKi Main 06uasa cTaHu. MokpaLLeHHs
ePeKTUNbHOT PYHKLIT 38 MDKHapOAHWUM iHAEKCOM OLHKM epeKTU/IbHOT (YHKLUIT Ta 3a MiXXHApOLHOK LLKA/IOoH
NPOCTaTUYHUX CUMMTOMIB CTaHOBWU/IO —6,5 Ta —6,1 y pasi npuiiomy MiHany B f03i 5 Mr nopiBHAHO 3 —1,8 Ta -3,8
y rpyni nnaue6o BiAnoBiAHO. Y cepefHbOMY BIACOTOK YCMILWHMX CNpo6 CTaTteBOro akTy Ha OAHY 0Co6y B
AocnigpKeHHi ctaHoBMB 71,9 %y rpyni npuiiomy MiHany B 4o3yBaHHI 5 Mr, a B rpyni nnaue6o — 48,3 %.
MigTpumka pocarHytToro eekrty [iHany ouiHiOBasiacs Yy XOAl [OAATKOBOrO BIAKPWUTOrO AOCHIIKEHHS, 3a
pesynbTataMu AKOro 6yn10 BCTaHOB/IEHO, L0 MOKPALLEHHS 3a 3araibHOK MIKHAPOAHO LUKaIO0K NPOCTaTUYHUX
CUMMTOMIB, WO CrnocTepiraiocs npoTarom 12 TwbKHIB, 30epiraeTbCA LOAATKOBO A0 1 pOKY MicNA NliKyBaHHA
MiHanom B f03i 5 M.

aiTn.

Byno nposegeHo OfHe AOCAIMKEHHS 3 Y4yacTio AiTel 3 M’30BOH0 AucTpodiieto roweHa (MAL), y skomy
NiATBEPIKEHNX A0Ka3iB e)eKTUBHOCTI He 6Y/10 NPOAEMOHCTPOBAHO. Lie AoCnifpKeHHs e(heKTUBHOCTI Taganadiny
Oyno paHA0Mi30BaHUM NOLBINHUM CNiNWUM N1aLeb0-KOHTPOIbOBaHUM Y TPbOX Napasie/ibH1X rpynax 3 yyacTio 331
AUTWHM  Y4onoBiYoi cTaTti BikOM Big 7 pfo 14 pokie 3 MAL, AKki 0OAHOYACHO OTpMMyBa/IM Tepanito




KOpTMKOCTepoigamu. JocnigpkeHHs BKNOYano 48-TvKHEBWIA NOABINHMIA CAINWIA Nepiog, Nif Yac SKOro NauieHTw
6ynu posgineHi Ha rpynu npuiiomy Taganadiny 0,3 wmr/kr, Taganaginy 0,6 mr/kr a6o nnauebo LioAeHHo.
Taganacin He NPOAEMOHCTPYBaB e(eKTUBHOCTI Y MEPBUHHIA KiHLEBIM TOULi LWOAO CMOBINbHEHHS 3HUKEHHS
LUBMAKOCTI X0Ab0W, BUMIPSHOT 33 3MIHOK AMCTaHLT y TECTi 3 6-XBUNMHHO X0Ab0oto (TLLX). 3miHa cepeHbOro
3HayeHHs gucTaHuii y TLLIX, po3paxoBaHOro 3a METOA0M HaliMeHLUMX KBaapaTiB, Ha 48-My TWXXHI cTaHoBMna 51,0
M Yy rpyni nnaue6o nopisHsaHO 3 64,7 My rpyni Taganadiny 0,3 mr/kr (p=0,307) Ta 59,1 m y rpyni Taganadiny 0,6
Mr/kr (p=0,538). TiaTBEp/KEHY EEKTUBHICTb TakKOX He OyNno BMSBMEHO | Mifg 4ac MOBTOPHUX aHaisis
pe3ynbTaTiB JaHOro JOCNI[KeHHA. 3arasibHi pe3ynbTati 3 6e3rneku, OTpMMaHi B LbOMY LOCNI[KEHHI, B LinoMy
Bignosifgann BigoMomy npodinto 6e3nekn Taganadiny Ta HebakaH!M ABMLLAM, OYiKyBaHVWM Yy MeAiaTpuUYHiIn
nonynauit M4 npv nikyBaHHI KOPTUKOCTEPOiAaMU.

dPapmakoKiHeTuKa.

BcmokTyBaHHA.  Taganadin _fo6pe BCMOKTYETbCA MIiCAsA  NPUitoMy BHYTPIiLLHBLO. CepefHs MakCcMMasibHa
KOHUeHTpauia y nnasmi KpOBILéCmaX) HocAraeTbCa B CepeHbOMY Yepes 2 FoAuHM nicns npuiiomy. AbcontoTHa
6iofoCTyNHICTb Taganadiny nicns NpuiioMy nepopanbHO He BCTaHOB/HOBANACH.

LLIBMAKICTb | CTYNiHb BCMOKTYBaHHS Tajanadiny He sanexatb Bif Mpuitomy ixi, Takum YnHoM, MiHan MoxHa
npuimatmn 3 iketo un 6e3 Hei. Yac yBefeHHs 031 (paHOK abo Bedip) He MaB K/iHIYHO 3HAYYLLOrO egeKTy Ha
LUBUAKICTb i CTYMiHb BCMOKTYBaHHS.

Posnogin. CepeaHiii 06’emM po3noAiny CTaHOBUTL NPU6/IU3HO 63 1, BKa3ytoum Ha Te, Lo MiHan po3noginseTses y
TKaHWHax. Mpu TepaneBTU4HNX KOHLEHTpauisx 94 % Ta,u,anaq)my y nnasmi KpoBsi 3B’A3aHO 3 npoTeiHamu. Ha
3B’13yBaHHA 3 NPOTETHAMU HE BM/IMBAE NOPYLLEHHA HUPKOBOT (PYHKLIT.

MeHwwe 0,0005 % yBefieHOT 031 610 BUSB/IEHO Y CriepMi 340pOBUX A0OPOBO/IbLIB.

MeTaboniam. Taganagin nepeBaxHo Mmetabonizyetbca izodopmoto 3A4 umtoxpomy P450 (CYP). OCHOBHUM
LIMPKY/OUNM MeTaboNiTOM € METUNKATEXONTHOKYPOHiA. Llell MeTaboniT Mae aKTMBHICTb BigHOCHO ®LE 5y
13000 pasiB MeHLUe, HX Taganain. TakMMm YMHOM, OYIKYETLCSH, LLO MeTaboniT He 6yae BUABMASTA KIIHIYHOT
aKTMBHOCTI Y KOHLEHTpaLisX, Lo CNoCTepiralTbCs.

BueepeHHsi. CepefHin  KnipeHC nepopasibHOro Taganadiny cTaHoBUTbL 2,5 n/rod, a cepefHin nepiog
HaniBBMBeAeHHA — 17,5 rogvHu y 3[40poBUX Cy6’ekTiB. Taganadin BUBOAUTLCA MEPEBaXKHO Y BUINSALI
HeaKTUBHMX MeTaboniTiB, 6iNbLIOK Mipoto 3 hekanigmm (MprbamsHo 61 % [03K) | MEHLLIOW — 3 ceyeto (Malixe
36 % po3n).

NiHiHICTb/HENiHIHICTb hapMaKkoKiHe TUKN. DapMaKoKiHeTVKa Taganainy y 340poBMX A0O6POBONbLIB NiHIAHO
nponopuiriHa Jo 4acy i go3n. B pgianasoHi go3 Big 2,5 mr go 20 wr, ekcnosuyis (AUC) nigBuLyeTbCs
nponopuiriHo Ao3i. MocTiliHa KOHUEHTpaLis B M1a3Mi A0CAraeTbCA NPOTArom 5 AHIB Npy WOAEHHOMY NPUIAOMI
OAMH pa3 Ha [eHb.

dapmakoKiHeTUKa NpenapaTy 0fHaKoBay NaLieHTIB 3 ePEKTUNbHOKO ANCHYHKLIEK Ta Y NawuieHTiB 6e3 Hel.

OKpemi rpynu HaceneHHs.

Ocobyn niTHbOro Biky. 340pOBI 406POBO/bLI NITHEOTO BiKy (Bif 65 POKIB) Masn HWXYi 3HAYEHHs KipeHcy
Tafanaginy npu NpUiomi BHyTPILLHBO, L0 NPU3BOANIO A0 NMiABMLLEHHS Ha

25 9% ekcno3suuii (AUC) nopiBHSHO 3i 340p0BMMM A0OPOBONbLAMMN BikoM 19-45 pokiB. Lleli BiKOBUiA e(heKT He €
KNiHIYHO 3HaYyLLMM i He NOTpebye peryntoBaHHA 403N.

HupkoBa HefOCTaTHICTb. Y XOAi AOCMIMKEHb 3 KNIHIYHOT (PapmMakonorii i3 3aCTOCYyBaHHAM OAWUHWYHOI [03M
Taganadiny (5-20 mr) ekcnosuuis Taganaginy AUC npakTMYyHO NoABOiNacA y nauieHTiB 3i cnabkoro (KnipeHc
KpeaTuHiHy Big 51 fo 80 mn/xB) abo momipHo (knipeHC KpeaTwHiHy Big 31 Ao 50 MA/XB) HUPKOBOH
HEeZOCTaTHICTIO, @ TaKOX Y MaLlieHTiB 3 OCTaHHbLOMW CTaficl0 HUPKOBOI XBOPOOM Ha Aianisi. Y nauieHTiB, AKi
3HaxoAmnnca Ha remofianisi, MakCManbHa KOHUEeHTpauis y nniasmi KpoBi (Cray) Oyna Ha 41 % BuLa, HIX Y
3[10pOBMX 40OPOBO/IbLIB.

Bnnveom remogianisy Ha BUBeAeHHSA Tafanagifly MoXKHa 3HEXTYBaTW.

MeviHkoBa HedocTaTHICTb. Ekcnosuuis Taganadiny (AUC) y nauieHTis 3i cnlabkoto Ta NOMipHO NeviHKOBO
HefocTaTHICTIO (knacn A Ta B 3a wkanoo Yainga—T1°10) € MOpiBHAHHOK 3 eKCMO3WLiE0 Y 3/0pOBMX
£06POBO/bLIB MpW 3acTocyBaHHI Ao3n 10 Mr. [aHi LWofo 6e3neyHocTi mpusHadveHHs liHamy nauieHTam i3
TSXKKOKO MEYiHKOBOK HefocTaTHicTIO (knac C 3a wkano Yainga—I1’10) obmexeHi. Hemae aaHuX Li0f0
3acTocyBaHHs lMiHany B 403i 0MH pa3 Ha AeHb NauieHTaM i3 Ne4iHKOBOK HeAOCTATHICTHO. Jlikap NOBUHEH YBAXXHO
OLiHUTW iHAMBIAYaNbHI NepeBarn/pu3nky NpusHadeHHs MiHany B 403yBaHHI 1 pa3 Ha [eHb.

MauieHTw, AKi MaloTb LYKpOBWii giabeT. Ekcnosnyis Taganaginy (AUC) y XxBopux Ha giabeT 6yna npn6amsHo Ha
19 % HKYe, HiXK 3Ha4YeHHA AUC y 340p0BMX A06p0BO/bLIB. LIS pi3HMUA B €KCrO3ULiT He NOTpebye peryntoBaHHS
[03K.

KniHiYHI XapaKTepuUCTUKMN.

lNokKasaHHS.

Ans posysaHHa 2,5 mr, 10 mr, 20 mr. JliKyBaHHSA epeKTWU/IbHOI AMCHYHKLIT Yy [OPOC/IUX YOMOoBIiKiB. Npenapat
e(heKTUBHWIA NPY HAsABHOCTI CeKCyalbHOT CTUMYNALLT.

Ana fo3yBaHHA 5 Mr. JliKyBaHHA epeKTUbHOT AMCHYHKLIT Y AOpOCMX 40noBiKiB. Mpenapar epekTUBHUIA Ans
NiKYBaHHSA epeKTUIbHOT ANCHYHKLIT MPN HASBHOCTI CEKCYalbHOT CTUMYNALLIT.

NikyBaHHA cMMNTOMIB L0OPOAKICHOT rineprnasii nepeiMixypoBoi 3a/1031 Yy JOPOC/INX YOJIOBIKIB.

MiHan He NOKa3aHWin 4Ns 3aCTOCYBaHHS YKIHKaM.



IMpoTnnNoKasaHHA.

MigsuLLEHa YyTAMBICTb A0 Taganadiny abo Ao 6yAb-9KOroiHLWOro KOMMOHEHTa npenapary.

Y xofi KNiHIYHUX [ocnifpkeHb Tafanadin BUABMB BACTMBICTb MOCW/KOBATU TiMOTEH3UBHUI eqeKT HiTpaTis.
BBaxkaeTbCA, WO Lie € HAcMiAKOM KOMGIHOBAHOI O Br/IMBY e(eKTIB HITPaTIiB Ta Taganadiny Ha LWASX OKCUg a3oTy
/urMd®. Taknum YmHOM, Taganagin NPOTUNOKa3aHWI NaLieHTaM, SKi 3aCTOCOBYHOTb OpraHiyHi HITpaTh y 6yab-Kili
NiKapcbKin opmi (ame. posain «B3aemomis 3 IHLWMMK NiKaPCbKMMK 3ac06amu Ta iHLLI BUAM B3aEMOAIA>).

MiHan He cnij 3acToCoBYBaTW YOMIOBIKaM i3 CEpPLEBUMI 3aXBOPHOBAHHSAMMW, A1 SKMX CEKCyaslbHa aKTUBHICTb €
HebakaHO0. JTikapi NOBMHHI 3BaXXaTW Ha NOTEHLINHWIA CepLEeBUIA PU3MK CEKCYanbHOT akTUBHOCTI ANS NaLieHTIB i3
CepLEeBO-CYANHHUMY 3aXBOPIOBAHHAMM B aHaMHE3I.

HwykyeBKa3aHi rpynu nauieHTiB i3 CepLeBO-CYAUHHMMM 3aXBOPIOBAHHSAMM He Oy BK/IKOYEHI Y KAiHIYHI
[OCNiPKEHHS, TOMY 3aCTOCYBaHHA Taganainy 4158 HUX NPOTUMNOKa3aHe:

- MayieHTn 3 iHhapKTOM MioKapAa NpoTAroM octaHHixX 90 AHiB;

- nauieHT 3 HeCTabiNbHOK CTEHOKAPAIEro abo CTEHOKAPAIEHD, WO BUHUKAE Nif Yac CTaTeBUX aKTiB;,

- MayieHTn i3 CcepLeBOl0 HeJOCTATHICTHO, L0 BiAnoBigae Knacy 2 abo Bulle 3a Knacugikauieto Hbto-IopKCbKOT
acoujiauii cepus, NPOTAroM OCTaHHIX 6 MicALiB;

- MauieHTW 3 HEKOHTPONbOBAHUMK apuUTMIAMU, apTepiasbHOW rinoTeHsielo (< 90/50 mm pT. cT.) a6o
HEKOHTPO/IbOBAHOIO TiMepTEHSIELD;

- MayieHTn Nicng IHCYNbTY, L0 CTaBCA NPOTArOM OCTaHHIX 6 MicALiB.

MiHan NpOTUMNOKa3aHWn NauieHTam i3 BTPaTOK 30py OAHOIO OKa B pe3y/nbTaTi HeapTepiasibHOI NepefHbOT

ilemivyHoi onTuyHoi HeriponaTil (HAMIOH) He3anexXHo Bif TOro, 4un 6yno Le nos’sa3aHo 3 nonepeaHiM BnINBOM
iHri6iTopis ®AE 5 (anB. po3ain «Ocob6MBOCTI 3aCTOCYBaHHSA).

CynyTHe 3acTocyBaHHA iHri6iTopis ®AE 5, B ToMy umucni Taganainy, 3i CTUMynsTopaMu ryaHinaTumkiasm,
TaKMMK SIK pioumryar, NpoTUNOKa3aHo, OCKIfIbKM NOTEHLIAHO Lie MOXE MPU3BECTU L0 CUMMTOMATUYHOT rinoTeH3iT
(amB. po3ain «B3aeMogia 3 iIHLWMMK NiKapCbKMMK 3aC06aMm Ta iHLLI BUAW B3aEMOLIIN»).

B3aemogis 3 iHLUMMM NiKapcbKMMK 3aco6amm Ta iHLWi BUAM B3aEMOLIN.

JocnifpKeHHs WoAo B3aeMopini 6yno nposefeHo ans Ao3yeaHb 10 mr Ta 20 Mr, AaHi HagaHO Huk4ve. CTOCOBHO
[OCNIKEHb B3aEMOAIT, B IKMX 3aCTOCOBYBa/IM TifibKW TMiHan y fo3i 10 mr, KNiHIYHO 3Ha4yLla B3aeMofisf mnpu
3aCTOCYBaHHI BULLMX 03 HE MOXKe OYTW BUKNHOYEHa.

BnnuB iHLWKX nikapcbKux 3acobiB Ha Taganadin.

IHri6iTOpPK UMTOXpoMy CYP450.

Taganadin metabonizyetbcs nepeBaxkHo CYP3A4. CenektuBHuiA iHri6iTop CYP3A4 — KetakoHason (200 mr
LWOAEHHO) — 36i/bLUYye NNOLLY Nif KPMBOK «KOHUeHTpauis — vac» (AUC) Taganadiny (10 mr) y 2 pasn Ta Cyyax
Ha 15 % wopo 3HaveHb AUC i Cp o 04HOTO Taganadiny. KetokoHason (400 Mr Ha fo6y) 36ibLuye naowy Mif
KPUBOK «KOHLeHTpauis — yac» (AUC) Taganadiny (20 mr) y 4 pasu, a C,ax — Ha 22 %. PutoHasip, iHri6itop
npoteas (200 mr Agidvi Ha Aob6y), L%\O iHrioye CYP3A4, CYP2C9, CYP2C19 ta CYP2D6, 36inbLuye noly nifg
KPMBOIO «KOHLeHTpauis — vac» (AUC) Ttaganainy (20 mr) y 2 pasu, He 3MiHIOUN Chay. X0Ya crneumgiyHi
B3aEMOAIT He OyNu AOCNIIKEHI, THLWI IHri6ITOpM NpoTeasm, Taki K cakBiHaBip Ta iHWI iHribiTopn CYP3A4, Taki
AK epUTPOMILMH, KNapUTPOMILMH, ITPaKOHa30/1 Ta FpernndgpyToBUiA CiK, CNif Npu3HadYaTv 3 06epexHICTHo,
OCKIi/IbKM QYiKYETbCA, WO MPU CyMICHOMY 3aCTOCYyBaHHI BOHM MiABULLYBATUMYTb KOHLIEHTpaLito Taganaginy y
nnasmi Kposi (AMB. po3fin «Oco6/MMBOCTI 3aCTOCYBaHHS»). HAK HacnifokK, MOXe nifBuLLyBaTUCA vacToTa
BUHUKHEHHS NOGIYHNX peaKLiil

(amB. po3gin «IMo6iYHI peakLii»).

TpaHcnopTepw.

Bnnue TpaHcrnopTepiB, HanpuKag p-rnikonpoTeiHiB, Ha po3nogin Taganaginy HeBifoMUIA. TakKUM YMHOM, ICHYE
IMOBIPHICTb /TiIKapCbKOT B3aEMOii, 0nocepeaKoBaHOT iHribyBaHHSM TpaHCNOPTEPIB.

IHAyKTOpKn unToxpomy CYP450.

IHaykTop CYP3A4 pudamniynH 3HmKye sennunHy AUC Taganaginy Ha 88 % nopiBHAHO 3i 3HayYeHHAM AUC
npu npuiiomi nuwe Taganaginy (10 mr). MoxKHa NpunycTUTK, WO TaKe 3HMXKEHHSI KOHLEHTpaLii npu3seae Ao
3HWXKEHHS epeKTMBHOCTI Taganadginy; CTynNiHb 3HVKEHHA e(eKTUBHOCTI HeBigomuiA. CynyTHE 3aCTOCYBaHHS
iHWKX iHaykTopiB CYP3A4, Takux K eHobap6iTan, eHiTOH Ta kKap6amaseniH, TaKoX MOXe 3HWXYBaTu
KOHLIeHTpaLito Taganadiny y naasmi Kposi.

Bnnue Taganadiny Ha iHWi nikapcbKi npenapaTw.

HiTpaTwn. Y xogi KniHiyHux gocnimkeHs Ttaganadin (5 mr, 10 mr, 20 mr) nposenss BNaCTUBICTb MNOCWU/IKOBATH
rinoTeH3MBHI edekTn HiTpaTtiB. TakMM YMHOM, 3aCTOCyBaHHS [liHany nauieHTamn, AKi OTPUMYHOTb NiKyBaHHA
OpraHiYHMMK HiTpatamu y 6yab-sKiil popmi, NPOTUMNOKa3aHO (AMB. po3ain «1poTUNoKasaHHA»). 3a pe3yibTaTtamu
KNiHIYHOro gocnimpkeHHs 3 yyacTio 150 nauieHTiB, SKi 3acTocoByBain Taganagin y gosi 20 Mr Ha 4o6y npoTarom
7 OHIB Ta HiTporniuepuH y ao3i 0,4 Mr cy6niHreasibHO (3 pi3HUM Yacom Npuinomy), Ls B3aEMOfis TpyBana 6ifbLu
HDX 24 roguvHn Ta He BUABNAIAChb Nicnia 48 roAvH Micns 3aCTOCYBaHHA OCTaHHbLOI 403K Taganadiny. Tomy AKLIO
ANA nauieHTa, KoMy npusHadeHo MiHan y 6yab-akiin fo3i (2,5-20 mr), 3acToCyBaHHSA HITPaTiB € MeAUYHOO
HeoOXiJHICTIO NPW 3arpo3IMBOMY AJ151 XKUTTS CTaHi, TO Nnepes 3aCTOCYBaHHAM npenaparis HITPaTiB Mae MUHYTU He
MeHLUEe HiXK 48 rofuH nicng ocTaHHLOro npuitomy lMiHany. Y TakoMy BMNafAKy 3aCTOCYBaHHS HIiTPaTiB MOBUHHO
Bifg6yBaTMCA Nif NNIbHUM MEAUYHUM HArNA40M i3 HaIEXKHUM MOHITOPUHIOM reMoAMHaMi4YHUX MOKa3HUKIB.



AHTUrinepTeH3nBHI npenapaTy (y TOMY Ynicni 61oKaTopy KanbLieBrX KaHanis).

IMig yac cymicHoro npmsHadeHHs Taganadginy (y gosysaHHi 5 Mr 1 pa3 Ha goby abo y Burnsgi pasosoi fo3n no 20
Mr) i3 6/10KaTOpoM Q-afpeHopPeLEenTopiB AOKCa303MHOM (4-8 Mr Ha Ao6y) cnocTepiranocs 3HayHe NOCUEHHS
riNOTEH3MBHOI O ePeKTy OCTaHHLOrO. Lleli ethekT TpuBae 4o

12 roguH i MOXe NPOSABNAATACA OKPEMVMMW CUMMTOMamu, y TOMY YWCNi Y BWUINIAAI 3anamopoyeHHs. Taka
KOMGiHaLif npenapaTiB He peKOMeHAYETLCA A0 3aCTOCYBaHHSA (AUB. po3ain «OcobANBOCTI 3aCTOCYBAHHS).

Y xopfi AocnigpkeHb B3aEMOAIT 3 y4acTO O0OMEXEeHOI KiNlbKOCTi 3[40pPOBMX BOJIOHTEPIB HE MOBIAOMAAIN MPO
BULLIEBKa3aHi epeKTU Npu CyMIiCHOMY 3aCTOCyBaHHI 3 ai)y303MHOM ab0o TaMmcyso3vHOM. Chif 3 06epexHiCTIo
Npu3HayaTy Taganadin nauieHTam, sKi OTPUMYHOTb NiKyBaHHS Oy/b-fKMMUK 6/10KaTOpaMit O-afipeHOpeLenTopiB,
0c06/MBO 0cobam NiTHLOro BiKYy. JliKyBaHHA Cfij pO3MOYMHATM 3 MiHIMaIbHOIMO [03yBaHHS Ta MOCTYMNOBO
30i/1bLUYyBATM [03Y .

Y xopi focnidKeHb KNiHIYHOI (papMakoAMHaMIK/ BMBYAIM MOTEHUian Tafanaginy NOCWIOBATU TiMOTEH3NBHI
e(heKTV aHTWriNepTeH3NBHUX Mpenapartis. [ocnidXyBasu OCHOBHI Knacu mpenapartiB: 6/10KaTopy KasbLieBUX
KaHaniBs (amnoguniH), IHriGITOpY aHrioTeH3VHMNEPETBOPKOBA/ILHOIO  (hepMeHTYy  (eHananpwn), 6G1okaTopu
B-agpeHopeuenTopis (MeTonponon), TiasuaHi  Aiypetukn  (6eHapodniyasng) Ta  61okaTopy  peLenTopis
aHrioteHauHy Il (pi3Hi TMNM Ta [03KW, OKPeMO Ta B KOMOIHaUil 3 TiasugHuMmK AiypeTukamu, 61okaTtopamu
Ka/ibL{ieBNX KaHanis, 6riokaTopamm 3-aapeHo-peLienTopis Ta/abo 6rokaTopamm o-ajpeHopeLenTopis). Taganadin
(8 gosi 10 mr, KpimM JocnifpkeHb B3aEMOAIT 3 610KaTOpamMu PeLenTopiB aHrioTeHsnHy Il Ta amnoguniHy, fe
B/BYaBCS eopeKT fiosn 20 M) He NposiB/isiB 3HaYYLLOT B3AEMOAIT i3 BULUE3a3HAYEHUMU Kiacamu NiKapCbKyX
3ac06iB. Y XOAi iHLIOr0 AOCAIMKEHHS KNiHIYHOT (hapmakonorii 4ocnifyBanu cynyTHe 3acTOCYBaHHs Taganadginy
(B f03i 20 Mr) 3 AgKiNbKOMa rinoTeH3NBHUMM Npenapatamit (40 HOTUPLOX). Y NaLieHTiB, ski NpuiiManu feinbka
aHTUTrinepTeH3nBHUX 3ac006iB, 3MiHN apTepia/ibHOro TUCKY 3a/1eXanu Bif, PiBHS KOHTPOJKO apTepiasibHOro TUCKY.
TakvuM 4YMHOM, Yy MauieHTIB 3 [00pe KOHTPO/IbOBAHOK TiMEPTEH3IED 3HVWXXEHHS TUCKY Oy/f0 He3HauyHUM Ta
BIAMOBIAQI0 TakOMY Yy 3[0POBMX BOMOHTEPIB. Y NauieHTIB 3 HEKOHTPO/IbOBAHOK TiNEpPTEH3IED 3HMKEHHS
apTepianbHOro TUCKY 6yno BiNblKnM, Xo4a 'y 6ifbLIOCTI NaLieHTIB Take 3HMKEHHS TUCKY He CyrnpoBOAXKYBanocs
FNOTEH3UBHUMW CUMMTOMaMW. Y MNauieHTiB, AKI OTPMMYIOTb CYMYTHIO Tepanito aHTUrinepTeH3VBHUMM
NiKapcbK1MKM 3acob6amu, 3acTocyBaHHA Taganaginy B f03i 20 Mr MOXe NPU3BOANUTU L0 3HWKEHHS apTepiasibHOro
TUCKY, iKe (KpiM BUMaAKY CYNyTHbOIO 3aCTOCYBaHHS i3 6/10kaTopamu 0-apeHOpPeLLenTopiB) 3arasioM € He3HaYHM
Ta K/IHIYHO He3HauvyLww M. AHani3 fJaHnX TPeTboT (Pasu KNIHIYHOrO AOCNIAXKEHHS He BUSBMB Pi3HMLI Y NOGIYHMX
peakuisx, WO BUHUKANM Y MalieHTiB, Aki OTPUMYyBaiM NiKyBaHHS Taaanaisiom i3 CymyTHIM 3aCTOCYBaHHAM
aHTUTINepTeH3NBHUX 3acO0IB Ta NiKyBaHHS TiNbKM Taaanaginom. Hessaxarouu Ha Le, HeobXigHO HajasaTu
BIZANOBIAHI peKOMeHJauil LIOA0 MOX/IMBOTO 3HWXKEHHA apTepiasibHOro TUCKY NauieHTam, fAKi NiKyTbea
riNOTEH3UBHUMU NiKapcbKMMK 3acobamm Ta MNiHamnom.

PiouyuryaT.

Y xofi QOKNIHIYHUX JocnifkeHb OYB BUSBNEHWIA afUTUBHWUIA FiMNOTEH3MBHUIA eqeKT Npu CynyTHbOMY MpUIAoMI
iHri6iTopis ®E 5 3 pioyuryatoM. Y Xxofi KNiHIYHMX [JOCNifKEHb OyN0 BMABMEHO, WO piouMryat NOCWUSIHOE
rinoTeH3uBHy gito iHri6itopis ®AE 5. He 6yno fokasiB CnpUAT/IMBOIO KIHIYHOTO eqiekTy i€l KOMbiHauiT y
pocnimkysaHin  nonynauii. CynyTHE 3acTocyBaHHS pioyuryaty 3 iHri6itopamm ®AE 5, y TOMYy uunchi
TafanapinomM, NPoTMNOKasaHo (AMB. Po3ain «POTUMOKA3aHHSA»).

IHri6iTOpPK 5-0-pesyKTasu.

Y Xofi KNiHIYHOro JOCNigKeHHS, B AKOMY MOPIBHIOBANIOCA CYMICHE 3aCTOCYBaHHA Taganadiny y fosi 5 mr Ta
(piHacTepugy y po3i 5 mr i3 npuitomom nnaue6o Ta QiHactepugy y fo3i 5 Mr gns yCyHeHHs CUMMTOMIB
[A06POoAKICHOT rinepnnasii nepeamixypoBoi 3a5103u1, He 6yN0 BUSIBMIEHO XXOAHMX HOBUX MOBGIYHUX peakuiii. MpoTe,
OCKI/IbK/ [OCNIIKEHHS B3aEMOAIT NiKapCbKMX 3ac06iB 3 MeTOK OLiHKW edeKTiB Taganaginy Ta iHri6iTopis 5-
a-peflyKTasn He MPOoBOAWAW, CNif 3 06epeXHICTIO Npu3HavaTn Taganagin nayieHtam, aki OTPUMYHIOTb JTiKyBaHHSA
iHriGiTopamn 5-0-peayKrasu.

CYP1A2 cy6cTpaTy (Hanpuknag TeoiniH).

Y xofi [focnimkeHHs KNiHIYHOI hapmakonorii npyu npuiioMi Taganaginy (B gosi 10 mr) 3 TeodiniHOM
(HecenekTUBHUM IHri6ITOPOM (hocdodiecTepasn) He CrOCTepiranocst HisKoi (hapMakOKIHETUYHOI B3aeMOLT.
€0VHUM  (PapMakoLMHAMIYHUM edeKToM Oyno He3HauyHe nifgBuLleHHs cepuesoro putmy (3,5 yaapa/xs).
HeobxifHO BpaxoByBaTX MOX/IMBICTb BUHUKHEHHS LIbOr0 ePeKTy Npu CyMiCHOMY 3aCTOCyBaHHI Taganainy Ta
TeomiNiHy, He3BaXKaruy Ha Te, LLIO BiH € HE3HAYHUM Ta He Ma€ KNiHIYHOI 3HAYYLLOCTI.

ETuHinecTpagion Ta TepbyTaniH.

Taganadin nigsumilyBaB 6i040CTYNHICTb NepopasibHMX NMiKaPCbKNX (hopM 3 eTUHINeCcTpaaionioM. Take 36i/bLUeHHS
610f0CTYNHOCTI MOXHa OYiKyBaTV NMpPU CyMICHOMY 3aCTOCYBaHHI 3 TepbyTaniHoOM (nepopasibHO), Xoya KiHIYHI
Hacnifky Liel KoMGiHaL i HeBIAOMI.

AKOrosb.

ANKOronb (cepefHa MakcMmManbHa KoHueHTpauisa 0,08 %) He BMMBaB Ha CyMyTHE 3aCTOCYBaHHA Taganadiny (B
£03i 10 abo 20 mr). Takox He CnocTepiranoca 3miH KOHLEeHTpauil Taganadiny npoTaroMm HacTynHux 3 roguH
nicns 0fHOYaCHOr 0 NPMInOMY anKorosto 3 Taganaginom. ANKorosb 3aCTOCOBYBaIM TaKMM YMHOM, W06 JOCATHYTY
MaKCUMasibHOro PiBHA abcop6uii ankoronto (NPUIAOM HaTLe NiCns HiYHOro rofiofyBaHHA Ta 6e3 npuiiomy DKi



NPOTAroM 2 rofAMH Micns 3acToCcyBaHHS ankoronto). MNpuitom Taganadginy (B Ao3i 20 Mr) He Npu3BOAMB [0
CTATUCTUYHO 3HAYYLLIOTO 3HXXEHHS CepefiHiX 3HaYeHb apTepiasbHOro TUCKY Ha TAi npuitomy ankoronto (0,7 r/kr
a6o npu6nnsHo 180 mn 40 % ankoronto (ropisikm) YoNoBIKOM 3 Macoto Tina

80 Kr), npoTe y [esKMX MaLieHTIB CrOCTepirasoca noctypasbHe 3anaMOpOYeHHs i opTocTaTMYHA TiMoTeH3is.
Mpwuiiom Taganadiny Ha Tni HMWKUYMX A03 ankoronto (0,6 r/Kr) He CNpUYMHSAB TiMOTEH3it0, a 3anamMOpPOYeHHS
crocTepiranocs 3 TIEK XX YaCTOTOH, WO i NpW NpUIAOMI TiNbKU ankoronn. Bnane ankoronto Ha nisHaBanbHi
(DYHKLIT He MOCUHOBaBCS NP CyNyTHLOMY 3acToCyBaHHI Taganadiny (8 fo3i 10 mr).

JlikapcbKi 3aco6u, Lo MeTaboni3ytoThed 3 yyacTHo LuToxpomy P-450.

He ouikyeTbca, WO Taganadin CrpuUMHATAME KNIHIYHO 3Hauylle iHribyBaHHS abo iHAYKYBaHHA K/ipeHcy
NiKapcbKMx 3aco6iB, Lo MeTabonizytoTbes i3ohopmammn CY P450. Y xoai KNiHIYHMX focnigpkeHb 6yno 1oBefeHo,
wo Taganadgin He iHribye i He iHAYKye i3oopmm CYP450, y 1. 4. CYP3A4, CYP1A2, CYP2D6, CYP2EL,
CYP2C9 ta CYP2C19.

CYP2C9 cybcTpaTu (Hanpuknag R-sapapuH).

Taganadin (y gosi 10 mr Ta 20 Mr) He MaB K/NiHIYHO 3HaYYyLLLOro epekTy Ha ekcnosuuito (AUC)

S-BaphapvHy um R-BapgapuHy (CYP2C9 cybecTpaTv), a TakoX He MaB BMAMBY Ha NPOTPOMOIHOBMIA 4ac,
iIHAYKOBaHMA BapdapnHOM.

AcCnipuH.

Taganadin (y posi 10 mr Ta 20 Mr) He nOTeHUitoBaB 36i/bLUEHHS 4Yacy KpOBOTEYi, CNPUYUHEHOT
aLeTuicaniunIoBOK KUCOTO.

MpoTuaiabeTUYHI NikapcbKi 3acobu.

CneumdiyHnX fJocnifxeHHb B3aeMOAIT Taganadiny 3 NpoTuAiabeTUYHUMK NTIKAPCbKUMIK 3aC06aMU He MPOBOAVIIN.

Oc06/1MBOCT i 3aCTOCYBaHHSI.

Mepefn noyaTKOM NlikyBaHHA npenapaTom lMiHan.

Mepen 3acTOCyBaHHAM Mpenapaty fikapro cif 3ibpaT MeguYHUA aHaMHe3 | MPOBECTM 0B6CTEXEHHS (Di3MUYHOTO
CTaHy nauieHTa, BU3HAYUTU NOTEHLINHI NepLUONPUYUHL epeKTUNBbHOT ANCHYHKUIT | L0BpOoAKICHOT rinepnnasii
nepeamixypoBoi 3a/1031 Ta NPU3HAYUTY BigNOBIAHWIA KypC NiKYBaHHS.

Mepes noyaTKOM OyAb-SIKOF0 NiKyBaHHSA €PeKTUNbHOI AMCHYHKUIT Nikapi MOBWHHI 3BakaTM Ha CTaH
CepLEeBO-CYANHHOT CUCTEMU CBOIX MaLiEHTIB, OCKI/IbKN iICHYE MEBHUIA CTYMiHb CEPLEBOro PU3MKY, acoLliioBaHMWin
i3 CeKCya/lbHOK aKTMBHICTIO. Taganadin Mae CyAMHOPO3LIMPIOBA/IbHUIA eqeKT, WO MOXe MNpPU3BOAUTU [0
He3HayHOro Ta TPaH3UTOPHOIO 3HVXKEHHSA apTepiasibHOro TUCKY (AMB. po34in «PapMakoioriyHi BNacTUBOCTI») Ta
MOTEHL,itOBaHHA FIMOTEH3MBHOIO ePeKTY HITpaTiB (AMB. po3ain «1poTMnoKasaHH:A»).

Mepen noyaTkoM Tepanii TaganagizioM CUMATOMIB A06POSAKICHOT rinepnnasii nepeamixypoBoi 3an103u Heo6XigHO
06CTEXMTY MaLieHTa 419 BUKIHOYEHHS MOX/IMBOT KapLMHOMK NepeiMiXypoBOT 3a/1031 Ta PeTesibHO OLiHUTY CTaH
CepueBo-CyANHHOT cucTemMn (AMB. po3ain «poTUNoKasaHHA»).

OUiHKa epeKTUNbHOT AUCHYHKLIT NOBMHHA BK/IKOYATW BU3HAYEHHS MOTEHUIMHOT NepLIONPUYMHIN Ta 1T HaleXHe
NiKyBaHHS Micna BigNOBIAHOr0 MeANYHOro 06CTEXEHHS. HeBigoMO, UM € epekTMBHMM [MiHan Ana nauieHTiB, AKi
nepeHecnn onepawito Ha Ta30BMX KiCTKax abo pafnKaibHy NPOCTaTeKTOMItO 6e3 36epeXXeHHs HepBiB.
CepueBo-cyanHHa cucTema.

Y NOCTMapKeTUHIOBMiIA nepiof Ta/abo y Xofi KAiHIYHMX JOCNi[KeHb MOBIAOMASNN NP0 CePo3Hi seuLa 3 60Ky
CepLeBO-CYANHHOI CUCTEMM, B TOMY YMCAI MPO iH(apKT Miokapda, panToBy CepueBy CMepTb, HecTabifibHy
CTEHOKapAito, LYHOYKOBY apUTMIt0, NOPYLLUEHHA MO3KOBOIr0 KPOBOOGIry, TpaH3UTOPHY iLIeMiYHY aTaky, 6inb y
rpyasix, NPUCKOPeHe cepuebuTTa Ta Taxikapfito. BinblWicTb NauieHTIB, Y SKMUX CnocTepirannca Taki nobiyHi
peakLii, Masn akTopu pu3mnKy 3 60Ky CepLeBO-CYANHHOI CUCTEMM B aHaMHe3i. Y TOM e Yac Hapasi HeMOXX/IMBO
TOYHO BCTAHOBMTW, 4M BULLEBKa3aHI ABMLA MOB’A3aHi 3 (hakTopamMu pPuU3UKY, 3acTocyBaHHAM [liHany,
CeKCyaslbHOK aKTMBHICTHO MaLieHTIB ab0 3 KOMOIHALLIE LMX UM iHLWNX PaKTopiB.

Y nauieHTiB, AKI OTPUMYIOTb CYNYTHE NiKyBaHHS aHTUTiNEPTEH3MBHUMK 3aco6amMu, Taganadin Moxe NoCUINTK
3HKEHHS apTepiaibHOro TWUCKY. HAKLIO po3noyato WofeHHY Tepanito lMiHanom, chif po3rnaHyTv KNiHiYHY
HeoOXiAHICTb NifA60PY A03M aHTUTINEePTEH3MBHOI Tepanii. )

Heobx14HO 3 06epeXxHiCcTio npusHayaty MNiHan nauieHtam, fKi NpuiiMatoTb 01-610KaTOpKU, TOMY WO Y feAKUX
nawuieHTIB 0HOYACHMIA NPUIAOM UUX MpenapaTiB MOXe NPU3BeCcTM 40 CUMMTOMATUYHOT FinoTeH3iT (AMB. po3ain
«B3aemogia 3 iHWMMW NiKapCbKMMK 3aco6amMm Ta iHLI BUAM B3aEMOLiN»). He peKOMeHAYeTbCH KOMOIHOBaHe
3acToCyBaHHA Tafanaginy Ta LOKCa303UHY.

OpraHu 30py.

MoBigoMNANM NPO BMNAAKW MOTIpLEHHA 30py Ta HeapTepianbHOI NepeAHbOl ileMiYHOT ONTUYHOI Helponartii
(HAMIOH) nig vac 3actocyBaHHA [MiHany Ta iHWMWX iHri6itopis ®OE 5. AHani3 gaHux o6cepBauiiHUX
[OCNIKEHb MOKas3aB MifBULLEHHA PU3NKY PO3BUTKY FOCTPOT HeapTepiasibHOI MepeAHbOi ileMiYHOT ONTUYHOT
Heriponatii (HAIMIOH) y 4Y0onoBiKiB 3 epeKTUNbHOK AUCHYHKLE Micnsa 3acTocyBaHHs Tafganadiny abo iHWmMx
iHriditopis ®AE 5. OcCKiNbK1 NiABULLEHHSA TakKoro PU3MKy MOX/MBE Y BCIX MauieHTIB, SKI 3aCTOCOBYHTb
Taganain, nikap NOBWHEH MNOMEPeaUTU MauieHTa MPo HEeobXiAHICTb HEeramHOro MNPUMUHEHHS 3acTOCYBaHHSA
Tafjanainy Ta 3BEPHEHHSA 33 MeAUYHOK [JOMOMOrol Yy pasi panToBOi BTpatyv 30py (4MB. po3gin
«[MpoTNoKasaHH:»).

MoripleHHa abo panToBa BTpaTa Cyxy.

MosigomMnsann Npo BUMNAAKW panToBOI BTPATU CAyXy MNiCMs 3aCTOCyBaHHA Taganadiny. HesanexHo Bif Toro, um
Oynu HasBHI iHWI (hakTopy pU3MKy (Taki SK BiK, HafABHICTb [iabeTy, rinepTeHsili Ta BUNAAKW BTpaTK CyXy B



aHamHesi), nauieHTiB MOTPIGHO nonepeauT MPO HEOOXIAHICTb MPUMNWHEHHS 3aCTOCYBaHHA Taganainy Ta
3BEPHEHHS 33 MeAMYHOI JONOMOrOK Y pasi parnToBOro NoripLieHHs abo BTpaTu Ciyxy.

HupkoBa Ta neyiHKoBa HefOCTATHICTb.

LlogeHHe 3acTocyBaHHA npenapaty [liHan He peKOMEHAYETbCS MauieHTam i3 Cepio3HUMU  HUPKOBUMM
MOPYLLEHHAMW Y 3B’A3KY 3 NiABuLleHot0 ekcnosumuieto (AUC) Taganadiny, 06MeXeHUM KIiHIYHMM [OCBifOM Ta
CNabKo0 3AaTHICTHO BM/IMBATW Ha MOro KNipeHc 3a JOMOMOroto fianisy.

KniHiuHi gaHi npo npusHayeHHs MNiHany Ans WOAeHHOro 3aCTOCYBaHHA MauieHTaM i3 TSXKKAMUK NOpYLUEeHHAMM
(pyHKLUiT neviHku (knac C 3a Wwkanoto Yannga—1’t0) o6mexeHi.

3acTocyBaHHs MNpenapaty LWOAeHHO K ANA NiKyBaHHS epPeKTUNbHOT AUCHYHKLUIT, Tak i Ans nikyBaHHS
A06pOsKICHOT rinepnnasil nepefMixypoBoi 3a103v He OLiHIOBaM Y MAaLieHTIB i3 NeYiHKOBOI HEAOCTATHICTIO.
Mepw HiXX Npu3HaunTK MiHan, nikap NOBUHEH PeTe/IbHO OLLIHUTY IHAMBILYa/IbHI NepeBaru/pusnK Tepanii.
Mpianiam Ta aHaToMivHa ,qedpoplvlau,iﬂ CTaTeBOro YieHa.

FAKLLO Y nauieHTa BUHMKAE epeKLisi, Lo TpuBae 4 rogMHn abo Ginblue, MomMy HEOO6XiAHO HeraiHO 3BepTaTuCs 3a
MEeAWNYHOK [0MOMOrok. FAKLWO He Oyfe NPOBeAEHO HeraiHe NiKyBaHHA MpianisMmy, Le MOXe NpusBecT [0
YLIKOPKEHHSA TKAHWH CTATEBONO Y/ieHa Ta LOBrOTPMBASION BTPATK MOTEHLI.

HeobxigHO 3 06epexHicTio npu3Hayatn lMiHan nayieHTam 3 aHaTOMIYHMMKU [ethopMaLliiMy CTaTeBoro 4seHa
(TaKMMK SIK KyTOBE BUKPUBNEHHS, KaBEPHO3HMI (Pibpo3 abo xBopoba IMelipoHi) abo naljieHTaM, iKi MatoTb CTaHW,
L0 MOXYTb CIIPUATI Mpianiamy (Taki K cepnonofibHOKNITUHHA aHeMisl, MiENOMHa XBOP06a Yn Nnelikemis).
CynyTHe 3acTocyBaHHs 3 iHribiTopamy CYP3A4.

HeobxifgHO 3 06epeXxHICTIO npu3Havatu [MiHan nauieHTam, fKi BXuBaroTb iHri6iTopu CYP3A4 (putoHasip,
CaKBIiHaBip, KETOKOHAa30/, iTPaKoHa30/1, epUTPOMILMH), OCKINIbKX NpY CYMICHOMY 3acTOCyBaHHI i3 Taganadisiom
crnocTepiraeTbca 36iNbLUIEHHA ekcrno3uuiT Taganadiny (AUC)

(4vB. po3gin «B3aemogis 3 IHLLMMU NiKapCbKMM 3ac06amMu Ta iHLUT BUAW B3aEMOAil»).

CynyTHE 3aCTOCYBaHHsl 3 IHLIMMI NIKAPCHKAMM 3ac00aMu ANs NiKyBaHHS epeKTUIbHOT ANCHYHKLIT,

Besneky Ta eeKTVBHICTb 3acTOCyBaHHA MiHany B KOMGIHaUiT 3 iHWWMK iHriGiTopamm ®AE 5 abo iHWMMK
3aco6aMmn ana NiKyBaHHA epPeKTUIbHOT AUCHYHKLUIT He AOCNILKyBan, TOMY HEO6XIAHO IH(OPMYBaTK NaLieHTIB
npo Te, WO He cnig npuitmati MNiHan y nogioHMX KOMOiHaLifX.

NakTo3a.

Mpenapat MICTUTb NaKTO3X MOHOTIAPAT, TOMY MawieHTaM 3 PigKICHUMK CnagKoBMMM (POpMaMm HernepeHOCUMOCTI
ranakTosu, HeJOCTaTHICTIO flakTa3u abo CUHAPOMOM /1F0K030-TalakKTO3HOT MasibabcopbLii He cnif 3acTocoByBaTU

npenapar.

3acTocyBaHHA Yy nepiof BariTHOCTI abo rogyBaHHs rpyaato.

MiHan He NOKasaHWI AN 3aCTOCYBaHHS XXiHKaM.

BariTHicTb. [aHi focnifjpKeHb LWOA0 3aCTOCYBaHHS Taganainy BariTHUM XXiHKaM 06MexeHi. JoCnifjpKeHHs Ha
TBapVvHax He BUABWIM MPAMOro abo HenpsMOro LUKiA/IMBOro BMMBY Ha BariTHICTb, PO3BUTOK embpioHa abo
nnoga, poan Ta NOCTHaTalbHWUIA PO3BUTOK. HAK 3anobKHWIA 3axif, 6aXaHO YHWMKaTW 3acToCyBaHHA [MiHany y
rnepioz BariTHOCTI.

"opyBaHHA rpyaato. HassHi hapmakognmHaMiuHI/TOKCUKOMOTIYHI AaHi CTOCOBHO TBapWH CBIAYaTb NPO eKCKpeLito
Taganainy y MONOKO. PU3NK AfF HEMOBNATM Ha TPYAHOMY rofyBaHHI He cfif BuKatoyatu. MMiHan He cnig
3aCTOCOBYBATU Y Nepiof rofyBaHHA rpyaato.

PepTUbHICTb. EQeKTH, Wo MOXYTb BKasyBaTW Ha MOripLweHHs (epTUIbHOCTI, BiA3Ha4ancs y cobak. Y xogi
[BOX KNiHIYHMX [JocnifjpkeHb Oyno BCTaHOBMIEHO, WO TakKuA eqeKT He OYIKYETbCHA Y NOAen, Xoua B OKPeMUX
4O/IOBIKIB CMOCTEPIrasocs 3HMXEeHHS KOHLEHTpaL T cnepMu (auB. po3ain «PapMakosioriuHi BlacTUBOCTI»).

30aTHICTb BNIMBATY HA LUBMAKICTb PeakLii npyu KepyBaHHi aBTOTPAHCNOPTOM ab0 iHLWINMK MexaHisMami.
Bnnve lMiHany Ha 3AaTHICTb KepyBaTV MallHaMM Ta MexaHi3Mamy He3HauHWiA. Xoua YacToTa noBifoM/IEHb MPo
ABULLA 3aMaMOpPOYeHHs Y Xofi KNiHIYHWX A0CNiMKEeHb i3 3aCTOCYBaHHAM Nnauedo Ta y XOAI KAiHIYHUX
[OCnifKeHb i3 3acTocyBaHHAM Taganadiny 6yna nofibHa, NauieHTU MOBMHHI 3HATW, AK BM/MBAE Ha HWX [iHan,
MepLU HiX KepyBaTy aBTOTPAHCNOPTOM ab0 MpaLoBaTy 3 IHLIMMW MeXaHi3mamu.

Cnoci6 3acTocyBaHHs Ta [03W.

[ns nepopasbHOro 3aCToCyBaHHS.

EpekTunbHa AUCYHKLIA Y JOPOCANX YOMOBIKIB.

PekomeH0oBaHa fo03a CcTaHOBUTbL 10 Mr nepep nepef6ayvyBaHOK CEKCYa/lbHOK aKTUBHICTIO, He3asieXXHO Bif
npuiiomy xi. MauyieHTam, y Akux Taganagin y fgosi 10 Mr He CNpUYMHSAE afeKBaTHOrO eqekTy, MOXXHa
3acTtocoByBatu 403y 20 Mr.

MpenapaT MoXHa npuiimaTy 3a 30 XB Mepef CeKCyaibHOK aKTUBHICTHO.

MakcvMaibHa peKoMeH0BaHa YacToTa npuinomy — 1 pas Ha fooy.

Tapganain y fgosi 10 mr 1a 20 Mr npusHavyeHuWin N8 3acTOCyBaHHS Mepeq nepefdadvyBaHOK CeKCyaslbHOK
aKTVMBHICTIO Ta HE peKOMeH0BaHWIA 4N15 LOAEHHOT 0 3aCTOCYBaHHS.

AKWO nepefbdayacTbCAd yacTe 3actocyBaHHSA [liHany (NpUHaMMHI ABiYi HA TWMXKAEHb), PEXUM LOAEHHOr0
3acTocyBaHHS 6ifbll HU3bKMX A03 MMiHany Moxke OyTW 6inbll AOLINBHUM, BUXOAAYM 3 BMOOPY nauieHTa Ta
pilleHHA fikaps. [ng Takmx nauieHTiB peKkoMeHA0BaHa 103a CTaHOBUTb

5 mr/pgoby npnbansHo B 04HaKOBUIA Yac. [103y MOXHa 3MeHLUyBaTV Ao 2,5 Mr/goby, BUX04AUM 3 iHAMBILYaIbHOI



TONepPaHTHOCTI. [LOUiNbHICTb TPMBANOIO LLOAEHHOr 0 3aCTOCYBaHHSA C/lij NepioANYHO NepeoL,iHIBaTH.
[lobposikicHa rinepnnasia nepeamixypoBoi 3a/103v y LOPOCNX YO/OBIKIB.

[ns WoAeHHOro 3aCTOCyBaHHS PeKOMeHJ0BaHa 03a CTaHOBUTL 5 Mr/goby npubav3HO B OAMH | TOW caMuid yac,
He3a1IeXXHO Bif npuiiomMy iXi. [ns NikyBaHHA 4OPOC/NX YOMOBIKIB 3 PEKTUILHOK ANCHYHKLIE Ta CMMNTOMaMK
[06POoAKICHOT rinepnnasii nepeAMixypoBoi 3a5103v peKOMeH/oBaHa 403a A4/15 LWOAEHHOr0 3aCTOCYBaHHSA CTaHOBUTb
5 Mr/go6y npnban3HO B OAMH i TOW camuii Yac. [N nauieHTiB 3 HemepeHOCUMICTIO Taganaginy y fosi 5 mr/goby
npw NikyBaHHI JOBPOAKICHOI rinepnnasii nepeamixypoBoi 3a103u CNif PO3rNAHYTU 3aCTOCYBaHHSA a/lbTepHATUBHOT
Tepanii, 3 ornagy Ha Te WO e(eKTUBHICTb Taganainy y pAosi 2,5 mr/goby ona nikyBaHHS [0OPOAKICHOT
rinepnnasii nepeAmixypoBoi 3a/1031 He OLiHIoBanach.

Oco6uBi nonynayii nayieHTIB.

UonoBikM NiTHLOrO BiKy. Kopekuisi 403u He NoTpi6Ha.

UonoBikK, fKi MatoTb HUPKOBY HeAoCTaTHICTb. Kopekuisa [o31M He noTpibHa Ana nauieHTiB i3 Nerkow Ta
MOMIPHOIO HMPKOBOK HeJOCTaTHICTIO. [N nauieHTIiB i3 THKKOK HMPKOBOK HEAOCTATHICTIO MaKCUMaslbHa
peKkoMeH/oBaHa f103a CTaHoBUTL 10 Mr (npwuiiom MiHany 3a noTpebu). LLLoaeHHe 3acTocyBaHHS Taganainy B A03i
25 Mr abo 5 Mr He pekOMeHAOBaHO [ANA JliKyBaHHS MaUi€HTIB i3 TSHKKOK HUPKOBOK HeLOCTATHICTIO Ta
[OOPOAKICHOK  rinepnnasietd  nepeaMixypoBol 3a7103M  abo epeKTWIbHOK  AUCHYHKUiE (AWB. po3ainu
«Oc06MBOCTI 3aCTOCYBaHHA» Ta «PapMaKonorivHi BNaCTUBOCTI»).

YonoBiku, AKi MaloThb NeYiHKOBY HEJOCTATHICTb.

[N nikyBaHHA epeKTUNbHOT ANCHYHKLIT peKoMeHoBaHa fo3a NiHany cTaHoBUTbL 10 Mr nepef nepeabdayyBaHoo
CEKCYa/IbHOI aKTUBHICTIO i He 3a/1eXuUTb Bif npuiioMy i (npuitom MiHany y pasi noTpe6u). KniHiyHi faHi woao
6e3nekn 3actocyBaHHs [liHany nauieHTaM i3 TSHKKOK MNeviHKOBOK HepocTaTtHIicTio (knac C 3a LWKanow
Yaiinga—T1’10) o6MeXeHi; y pasi Npu3HavYeHHs Nikap NOBUHEH YBaXKHO OLiHUTYK iHAMBIAYaNbHI NepeBaru/pusunku.
Hemae aaHuX wWoao 3actocyBaHHs [MiHamy B fosi Buwe 10 Mr nauieHTam i3 MeYiHKOBOK HeAOCTaTHICTHO.
LLlofeHHe 3acTocyBaHHs MiHany sK Ans NiKyBaHHs NalieHTiB i3 40OpOsiKiCHOO rinepnnasieto nepeamixypoBot
3a/1031, TaK i 3 ePEKTUBbHOIO ANCKHYHKLIEID He OLiHIOBA/IM Y MALIEHTIB i3 MOLLIKOKEHHAMM NEYiHKW, TOMY nikap
MOBUHEH PEeTeIbHO OUIHWUTW IHAMBILYaIbHI NepeBarn/pusnkn Takol Tepanii (guB. po34inu «OC06/MBOCTi
3acTocyBaHHA» Ta «PapMaKonoriyHi BNaCTUBOCTI»).

Yonosiku, AKi MaloTb LYKpoBWii giabeT. Kopekuis fo3v He NOTpi6Ha.

0Oco6nMBI 3aCTEPEXKEHHSA NPU YTUANI3ALLT.

HeBukopucTaHWin npenapat abo BiAXoAW cnig yTunizyBaTy BigNoBiAHO A0 Ai0UMX HOPMATVBHMX BUMOT .

aiTn.
Hemae gaHux o0 3actocyBaHHA [MiHany AiTaM A5 NiKyBaHHA ePeKTUbHOT ANCHYHKLIT.

Nepepno3yBaHHA.

CumnTomu. MNpn 0gHOPa30BOMY 3aCTOCYBaHHI 340p0BMMM [06POBOMbLUAMK Taganadiny B fo3i 4o 500 mr i npu
baraTopa3oBOMy 3acToCyBaHHI Taganainy nauieHTamy o 100 mMr Ha fo6y HebaxKaHi epeKTV Bynn aHanoriyvHi
TUM, WO CNOCTEPirancs npuy 3acTocyBaHHI MEHLUMX 03 npenapary.

NikyBaHHsA. Y pa3i nepefo3yBaHHSA, AKLLO Tpeba, CMif 3aCTOCOBYBATM CTaHAAPTHY CUMMTOMATMYHY Tepanito. Ha
enimiHauito Taganadginy remogianis BNanMBaB HEICTOTHO.

Mo6iyHi peakuil.

Pe3tomMe npodinto 6e3nekn nikapcbKoro 3acooby.

HebaxxaHumy edektammn, Npo SKi NOBIAOMASAM HaiyacTille MNpu NiKyBaHHI epeKTUNbHOT AWUCHYHKLIT abo
A06POAKICHOI rinepnnasii nepeamMixypoBoi 3an03u, 6ynu ronoBHW 6inb, aucnencisa, 6inb y CNWHI, Mianris,
4acToTa BUHWMKHEHHS fKMX 3pocTasa 3i 30inbweHHam fo3u MMiHany. Mo6iyHi peakuii 6ynn KOPOTKOTPUBAIIMMU,
3araJioM Bif, Terknx Ao nomipHuX. binbwicTb BUNAAKIB NOSBX FOOBHOIO 60/110 NPW LWOAEHHOMY npuitomi MiHany
crniocTepiranaca npotarom nepwmnx 10-30 4i6 nicng noyartky NikyBaHHS.

TabnnyHi faHi nobivHKX peakwuin.

HwueHaBedeHa Tabnuud MICTUTb [aHi CTOCOBHO MNOGIYHMX peakuid 3i CMOHTaHHMX MOBIJOM/EHb Ta
nnaLe60-KOHTPOIbOBaHMX KNIHIYHKX AocimpkeHb (BKAoYany B Liniomy 8022 nauieHTu, fki oTpumysanu MiHan,
Ta 4422 nayieHTun, SKi OTpuMyBany nnaue6o) i3 3actocyBaHHs NiHany 3a NOTPe60K0 Ta LOAEHHOr 0 3aCTOCYBaHHS
ANA NiKyBaHHA epeKTUbHOT ANCHYHKUIT i LLOAEHHOr0 3aCTOCYBaHHA ANS NiKyBaHHSA A06POAKICHOI rineprnasii
nepeamixypoBoi 3a/1031.

[yxe yvacto (= 1/10), yacTo (= 1/100 Ta < 1/10), HeyacTo (= 1/1000 Ta < 1/100), piako (= 1/20000 Ta < 1/1000),
AyXe pigko (< 1/10000), yacTtoTa Hesifoma (4acToTa He MOXe Oy TV BCTAHOB/IEHA, BUXOAAUN i3 HAABHUX LaHWNX).

[y>xe yacTo YacTo HeuacTto Pigko
(= 1/10) (= 1/100 po >1/10) (= /1000 go 1/100) (= /10000 go 1/1000)




3 60Ky IMyHHOT cucTemu

Peakuii
rinepyyTanBOCTI

AHFiOHEBPOTUYHUIT HAaBPSIKZ

3 60Ky HepBOBOT CUCTEMU

"0noBHWUI BiNb

3anamopoyeHHs

opyLUeHHs! MO3KOBOT0

Kpo-BoooGiryl (BKHOYaOUM
remo-parivyHi fBuuia), BTpaTta

CcBi-OMOCTI, TpaH3NTOpHa
ilwe-miyHa aTakal, MirpeHb2,
Ccy-10MK2, TpaH3uUTOpHa
aMHe3is

3 60Ky opraHis 30py

HeuiTkuiA 3ip, BiguyTTA
607110 B 04ax

[edekt nons 3o0py, HabpsikK
MNoBIK, KOH’HOHKTMBa/IbHa
ri-nepemis, HeapTepia/ibHa
ne-pefHA ONTUYHA iWeMivyHa
HeliponarTis (HATMIOH)?,
OK-/1t03i51 BEH CiTKiBKIZ

3 60Ky opraHiB C/yxy Ta piBHoBaru

[3BIH y ByXxax PanToBa BTpaTa ciyxy
3 60Ky cepueBoi cuctemml
Taxikapgis, IHapKT mioKapaa,
MPUCKOpeHe HecTa-6iNbHa  CTeHOKapAisZ,
cepueouTTa LL/Ty-HOYKOBA apUTMisi2
3 60Ky CYAMHHOI CMCTEMM
Mpunanem rinoTeHsiss,
rinepTeHsis
3 60Ky pecnipaTopHOT cUcTeMu
3aknafeHicTb Hoca AucnHoe, HOCOBa
Kpo-BOTeYa

3 6OKY LLTYHKOBO-KMLLKOBOIO TPAKTY

Aucnencis AbOMiIHaNbHUIA  6ifb,
ONHOBaHHS, HyfoTa,
racTpoesodareanbHui
peItoKC
3 60Ky LUKipW Ta MIAWKIPHUX TKaHWH
BucunaHHsa Kponus’aHKa, CUHAPOM

CTi-BeHca—/[])KOHCOHa2,
ekchoniaTMBHUIA  AepmaTnT?,
rineprigpos

(HaZMipHe MOTOBUAINIEHHS)

3 60Ky 0NOpPHO-PYX0BOro anapary, Crosly4yHoT Ta KiCTKOBO-M’30B0Oi TKAHWHN




Bifb y cnuvHi, mianris,
0ifb Yy KiHLiBKax
3 60Ky HMPOK Ta CeYOBUAIMLHOT CUCTEMM
ematypis
3 60Ky penpoayKTUBHOI CUCTEMU
MopoBXeHa epekLis Mpianism, KpoBOTeYa 3i
CTaTeBoro YiaeHa, remo-crepmis
3arasibHi po3nagu Ta ctaH y MicLi BBeEHHSA
Binb y rpyasxd, Habpsk 06n1yys2, panToBa
nepudgepuuHi  Habpsku, | ceptiea cMepTbl,2
nigBuLLeHa
BTOM/IHOBAHICTb

1 Binbwicte nauiexTis, y AKUX crocTepiranMca Taki No6iYHi peakuii, mMannm (akTopyu pusmky 3 60Ky
CepLEeBO-CYANHHOT CUCTEMW B aHaMHe3i (AMB. po3gin «OcobnnBOCTI 3aCTOCYBaHHS»).

2 Mo6iuHi peakuii i3 MOCTMapKeTUHIOBMX AOC/IIKEHb, SKi He CNoCTepirannca B XoAi nnaue60-KoOHTPOIbOBaHNX
KNIHIYHUX JOCNIIKEHb.

3 Yacriwwe NoBiAOMAANOCA Y pa3i 3aCTOCyBaHHSA Taganaginy pasom 3 aHTUriNepTEH3NBHMM 3aCO6aMU.

OkpeMi noGiyHi peakyii. MoBigoMNAAM NPO TPOXW BWLLY 4acTOTy aHOManin Ha EKIT, y neply 4epry npo
CUHYCOBY bGpafuKapAito, Y nauieHTis, Aki oTpuMyBany Taganagin 1 pas Ha o0y, NOPIBHAHO 3 NauieHTamu, AKi
npuimanm nnaye6o. binbwicTs uux aHomanii Ha EKI™ He 6y NoB’A3aHi 3 NPOsSBOM NMOGIYHUX peakLiii.

Oco6nuBi rpynu nayieHTIiB. JaHi LWOAO 3aCTOCYBaHHA Taganainy nawieHTaM BiKOM NoHaf

65 pokKiB y X0ofi KMIHIYHUX AOCNIMKEHb, AK AN19 NiKYBaHHA epeKTWIbHOT AWCHYHKUIT, Tak | Ana NikKyBaHHS
AO6POAKICHOT rinepnnasii  nepeamixypoBoi 3an03u, 06MeXeHi. Y Xofi KNiHIYHMX [OCAifpKeHb Mif u4ac
3acTocyBaHHA Taganadginy 3a noTpe6oto (B A4o3i 20 Mr) Ans nikyBaHHA epeKTUIbHOT AUCHYHKLIT Aiapes yacTiwe
BUHMKaNA y NaLieHTIB BIKOM NoHag, 65 pokiB. Y X0A4l KNiHIYHUX AOCAifpKeHb Nif Yac 3acTocyBaHHA Taganadiny B
[03i 5 Mr 1 pa3 Ha 100y Ans nikyBaHHS L0OPOSKICHOT rinepnnasii nepeamixypoBoi 3a/1031 SBULLA 3aNaMOPOYEHHS
Ta flapei yacTile cnocTepiraivucs y nauieHTiB BIKOM NnoHag 75 pokis.

TepMiH NpUAATHOCTI. 3 POKMK.

YMoBM 36epiraHHs. [N NiKapcbKoro 3aco6y He BMMaraeTbCsl CheliabHUX YMOB 36epiraHHs. 36epirati y
HeAOCTYNHOMY AN1s fiTeld MicLi.

YnakoBKa.

[ns no3yBaHHs 2,5 Mr: o 14 Tabnetok y 6nictepi, no 1 abo no 2 6nictepy B KAPTOHHY Nayky.
[ns no3yBaHHs 5 Mr: no 14 Tabnetok y 6nictepi, no 1 abo no 2 6nicTepy B KAPTOHHY NaykKy.
[ns no3yBaHHs 10 Mr: no 4 Tabnetku y 6nictepi, No 1 abo no 2 651icTepn B KAPTOHHY MayKy.
[ns no3yBaHHs 20 mr: no 1 Tabnetuiy 6nictepi, no 1 6nicTepy B KAPTOHHY NaykKy;

abo no 2 Tabnetkn y 6nictepi, No 1, a6o no 2, abo no 4 61icTepn B KAPTOHHY NayKy;

abo no 4 Tabnetkn y 6nictepi, No 1 abo No 2 651icTepn B KAPTOHHY MayKy.

Karteropis Bignycky. 3a peLenTom.

Bupo6HUK.
I>KEHE®APM CA.

Micue3HaxomkeHHs1 BUPOOHMKaA Ta afpeca MicLs NPOBaYKEHHS MOro AisiNbHOCTI.
18- km MapadoHoc ABe, ManniHi ATTiki, 15351, Mpevis.



