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1 Tabnerka mictnth 20 Mr Tananadiny;
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HATPiI0 Naypuicyab(ar, uenono3a MikpokpHcTaniuna, Maruito creapar; obononka tabnetku: cymiw
Oapuukie somta 32K12884 (naxktosm wMoworigpar, rinpomenosa HPMC 2910. Ttutany
nioxeun (E 171), Tpuaueris, 3aniza okena xonTthit (E 172)); Tansk.

Jlikapenka hopma. TabneTku, BKpHTI NAIBKOBOIO 06070HKOIO,
Ocnoeni ghizuxo-xiviuni eracmueocmi: TabneTkn. BKpUTI NiBKOBOIO 000JI0HKOIO, JKOBTOTO KOJLOPY
Ta Muraanenofaionoi opmu, 3 THCHEHHAM «C20»,

MapmakoTepaneBTH4na rpyna. 3acobu s nikyBanHs nopyiuens epexuii. Tananadgin.
Kon ATX G04B EO08.

Papmakoaoriymi BAACTHBOCTI,

Dapyaroounantixa.

Mexaniam zii.

Tanpanadin € cenekTHBHMUM 00OpoTHHM iHTiGiTOpOoM LBKAIYHOro ryaHosunMmonogochary (ulMd) —
cnewudivnoi pocdoniectepazu tuny 5 (GJIE 5). Konn cexcyanbha CTHMYJISIIA CIPHYHHAE JOKANIbHE
BHBINIbHEHHs OKCHAY a30Ty, iHribyBanus ®JIE 5 tapanadinom npoaykye miasuweni pisui M@ y
neuepucToMy Tini. Lle npu3BoAnTh A0 penaxcauii raagkuxX M's3iB | NPHIUIHBY KPOBi A0 TKaHMH
CTAaTEBOr0 4jeHa, BHacHinok voro BinbysaeTbes epekuis. Tananadin ne nie Ge3 cekcyansHO!
CTHMYJALITL,

Edexr inribysanns xonuentpauii ulM® y neuepucToMy Tini TAKOXK CMOCTEPIracThCs B TNAAKHX
M’513aX NPOCTaTH, CEYOBOMY MIiXypi Ta IX CyAMHaX, LIO NEPEHOCATh KPOB A0 BHILUCBKA3aHMX OPraHis,
Cyannna penakcalis, fixa NpH UbOMY BHHHKA€E, MPH3BOAMTD A0 MiABHILeHHS nepdy3ii KpoBi Ta Moke
OyTH NpHYHHOIO 3MEHLIEHHS CHMNTOMIB nobposkicHoi rinepnnasii nepeamixypopoi 3anosu. Ll
cyauHHi edexkTH MOXKyTh OyTh nonoBHeHi iHTibyBaHHAM aKTHBHOCTI ad)epeHTHHX HEPBIB CEYOBOro
MiXypa Ta peJakcalicio riaakiux M’a3iB MpocTaTh i CeYOBOro Mixypa.

@apmakoanHaMi4Hi ederTH.

Jocnimxkenns in vitro mokazanu, wo Taganadin € cenekTuBHuM iHribitopom ®IE 5. ®JIE 5 -
thepmenT, sxuii Oyp 3uaiinennii y rnaakux m's3ax neyepHCTOro TiNa, CYAMHHMX i BicuepanbHUX
rIagkux M's3ax, CKeNeTHHX M'g3ax, TpomOounTax, HUpKaX, JereHsx i Mo3oyky. Bruius tananadiny Ha
®JE 5 cunphiwmi, Hik Ha iHwi docdoniecrepasn. is 'ra,na.naQ)iny Ha ®JIE 5 y 10 000 pa3is
nepesuinye ioro Bnaue Ha epmentn OJIE 1, ®JIE 2 OJIE 4 i OJIE 7. mo € HasBHUMH Y cepili,
MO3KY, CyaHHaX, neyinui, neffkoUUTax, cCKeneTHiii Myckynatypi Ta iHIIMX opraHax. Ta,uanadnn y
10 000 pasis notyxuimmii mwoao ®JIE 5 nopisusio 3 ®JIE 3, wo ¢ pepmenTom, Hass Y cepui Ta
KPOBOHOCHHX cyanHax. L1s cenexktusnicts moao ®JIE 5 nopisuano 3 OJIE 3 ¢ muﬂﬂjo TE)’M,Y mo
®JIE 3 € (epmentom, sakuil Bigirpae neBHy poib Yy CKopoueHsi cepuesfro 4i'sza. Kpiv” Toro,
Taaanagin npndansso y 700 pasie noryxHimnid wono ®JIE 5 nopisusHo 3 (b ; 6’ duo cfﬁxpmeawm.
HasBHHM Yy CITKiBLI 1 BiAnoBinansHuM 3a (oToTpaHcaykuito, Ta,uana(b'i.n ‘ opt) pasxa
notyxHiwnii wono ®JIE S nopisusno 3 GJE 7, ®JIE 8. ®JIE 91 ®JIE 10. \
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Kniniyna edextusnicts 1a Ge3nexa.

Tpn kniniuni aocnimkesns 6ynn nposeaexi 3a yuactio 1504 nauicHTis 3 METOIO BHABIEHHS nepioay
novarky edexkty Tazanadiny, sAKHil TNPOAEMOHCTPYBAB CTATHCTHYHO 3HAYylle [OKpallleHHs
epeKTHNbHOT (YHKUIT, a Takoxk AieBicTb mpotaroM 36 roauH Ta BusABNeHHA edeKTy Bike uepes 16
XBHIHH nicns npuiloMy 1031 nopiBuAHO 3 nianebo.

Y 3nopoBux nobposonbliie Tananadin He BHABAAE ICTOTHOT pi3HuuUi nopiBHAHO 3 nuauebo 32
NOKA3HHKAMI CHCTOMIYHOTO Ta iacTONIYHOrO apTepiafbHOrO THCKY Y NOJOKEHHI nauieHTa jexayil
(cepenne MakcumanbHe 3unkenus 1,6/0,8 MM pr. CT. BIANOBIAHO), CHCTONYHOIO Ta AIACTONIYHOrO
apTepiajibHOTO THCKY Y NMOJIOKEHH] NauienTa crosun (cepeiHe MakcnmanbHe 3nikenns 0,2/4,6 mm pr.
CT. BIANOBIAHO) Td ICTOTHOT 3MIHM YAaCTOTH CEPLUEBHX CKOPOYEHb.

Y xoni gocnigkeHHs BrumBy Tazanadiny Ha 3ip 3 BMKOPHCTaHHSM TECTY OLIHKH KOJNLOPOBOro
cnpuiinatrs Farnsworth-Munsell 100 Hue 6yno Bcranorneso, mo Ttananadin He noripuye
po3ni3HaBaHHs KONbOpiB (cuHii/3enenuil). OTpuMaHi AaHi KAIHIYHOTO NOCALDKEHHSA NIATBEPIKYIOTH
HU3bKY cnopianeHicTs Tananadiny wozno G®JE 6 nopisusto 3 ®JIE 5. V xoai kninivanx gocnimkens
piako (< 0,1 %) nosinoMnanocs npo aMiHK B po3nizHaBaHHI KOILOPIB.

Byno nposenexo Tpi KIHIMHHX LOCHIIKEHHS 33 YHACTIO YONOBIKIB /U158 OLIHKH NMOTEHUIITHOTO BILINBY
na cnepmatorenes Cianicy® B no3i 10 mr (oase pocniukeHHs TpusanicTio 6 Micsauis) Ta B no3i 20 mr
(omHe pocnimieHHs TpuBanicTio 6 Micauis Ta oane — TpHBanicTio 9 MicALIB) npn YacToTi npuiiomy |
pa3/noby. V xomi ABOX i3 TPHOX AOCHIMXKEHbL CHOCTEpiranocs KIHIYHO HE3Hayylle 3HMKEHHS
KiILKOCTI Ta KOHUeHTpauii cnepmu, acouiiioBane 3 npuitomom tananadiny. Lli edextn ne Gymn
NoB’si3aHi 31 3MiHAMM IHIIMX XapaKTEPHCTHK, TAKAX SIK PYXJMBICThL criepmaTo3oinis, Mopdonoris Ta
piBeHb (hOMIKYIOCTHMYITIOIOMOTO FOPMOHY B KPOBI.

Tananadin y gosax Bia 2 Mr go 100 Mr ouikioBases y Xoai 16 kniHivHKX aocnifkens 3a yyactio 3250
nauieHTis, AKi BKMOYAIH TMauicHTIB i3 epekTHABHOIO AHC(YHKUi€I0 pi3HOI TMKKOCTI (moMmipHa,
cepeIHbOl TAKKOCTI, 3HaYHa), pi3Hol eTionorii, nauienTiB piHoro Biky (Bia 21 no 86 pokis) Ta pizuux
eTHIYHUX rpyn. Y OiibwoCTi naienTiB epeKTHIbHA ANCHYHKIIS CnocTepiranacs nNpoTAroM He MEHIue
HiX omHOTO poky. Y XOAi MEepBHHHMX AOCHiUkeHb e(eKTHBHOCTI Koe(illicHT MOKpallleHHs CTaHy
cranosue 81 % y rpyni Ciamcy noplsmmo 3 35 % y rpyni nnaue6o. Kpim Toro, y nauieHTis i3
epeKTHIBHOIO AHCHYHKUIEIO PI3HUX CTYNEHIB TSHKKOCTI NOBiAOMASNOCS NMPO noxpamcnnn cTaHy min
yac npuiiomy Cianicy® (koegiuient yenimunx cnpo6 cranosus 86 %, 83 % 1a 72 % y nauienTis i3
epeKTHIBHOI AncyHKUier0 noMipHOi. cepeiHbol Ta 3Ha4YHOI THKKOCTI BIANOBIAHO NOPIBHAHO 3
45 %, 42 % T1a 19 % y rpyni nnaue6o). Y xoni nepBHHHHUX AociijukeHb edexTHBHOCTI KoedillieHT
yenimuux cnpob cranosus 75 % y rpyni Cianicy® nopisusino 3 32 % y rpyni nnaue6o.

V xoami gocnimkenns tpusanictio 12 ki 3a ywactio 186 nauientis (142 nauieHTH oTpHMyBanu
Taganadin, 44 npauientn — mnauefo) i3 BTOPHHHOKI EPEKTWIBHOIW ANCYHKUIE€W BIAHOCHO
NOWKODKeHHs! CIIHHHOTO MO3KY Tananadin BHsABNSB 3HAYHE NMOKPAIIEHHS ePeKTHIbHOI (yHKUIT, a y
cepenuboMy koedinient yenimnux cnpob npu npuitomi Cianicy® 8 no3i 10 mr abo 20 mr (niabip
71034, 3acTOCyBaHHA 3a noTpebu) cranosus 48 % y rpyni Cianicy® nopisusuo 3 17 % y rpyni
nnauebo.

Himu.

Byno nposeneHO ojiHe AOCHIKEHHS 3a ywacTio jiTeii 3 M’a30Bolo auctpodicio liomena (M), vy
AKOMY miaTBepKeHux Jaokasis edextusnocti ne 6yno npoaemonctposano. lle nocnmimkenns
edekTuBHOCTI Tananadiny Oyno panaoMi3oBaHMM, NOABIHHUM chinuM, naauebo-KOHTPOILOBAHHM, Y
TPHOX napajiefbHUX rpynax 3a ygactio 331 anTuHN yonosivoi cTaTi BikoM Bia 7 Ao 14 pokis 3 M1,
SKi OJJHOMACHO OTPUMYB&IH Tepaniilo KopTHkocTepoidamu. JlocnimkenHs Bkniodano 48-tHikHeBwii
noABiiHMI cainuii nepioa, nia Yac sikoro nauienT Oynu posainexi Ha rpynu npuiomy tapanadiny
0,3 wmr/kr, Tapanapiny 0,6 mr/kr abo nnauebo wonenso. Tananadin He npoleMOHCTpyBaB
e)eKTHBHOCTI Y MEpBHHHIN KiHLEBiil TOMUI INOJI0 CHOBUILHEHHS 3Hnmeun3'mau,uxot11 xoxs0u,
BUMIpSHOT 3a 3MiHOIO AMcTaHUil y TecTi 3 6-XBHIMHHOIO Xoabbolo (TLHX), BM‘meqt [HEOrO
3naveHHs auctanuii y TIUX, pospaxoBanoro 3a MeTOAOM HaiiMEHIINX m}a;l aTiB,, HA . 8 DKHI
cradosuna 51.0 m y rpyni nnaue6o nopisuano 3 64,7 M y rpyni Tananadiny 0, AAr/KE ([S“ 3{}7) Ta
59,1 m y rpyni rananadiny 0,6 mr/xr (p=0,538). IliarBepmkeny ecbenﬂ,amc*rs‘ fakost g ﬁynn
BHSIBNIEHO 1 min 4ac TOBTOPHIX aHa.msm pe3vnb'ra1m AaHoro nocnmmeuﬂn. Bai'aﬁ’xmf ﬁéaynb Tl‘i 3




tapanadiny Ta HebGanannM sBUIIAM, oviKyBaHuMm y neaiatpiuniii nomyasuil MJUL npu nikysanui
KOPTHKOCTEPOiAaMH.

Dapyaroxinemura.
Beyokmyeanns. Tananadin nobpe BECMOKTYEThCA Nichs npuiiomy BHYTpilHb0. Cepeans MakcHManbHa
KonuenTpauis B miasMi (Cmay) A0CATAETHCS B CEPEHLOMY uepe3 2 TOAUHY Nicas npuiiomy.
A6comoTna OiogocTynHicTs Taganadiny nicns npuitoMy nepopansHo He BCTAHOBIIOBANACE.
IlsnakicTs i cTyninb BCMOKTYBaHHA Tazanadimy He 3anexarh Bifl npuiiomy bKi, TaKuM uYHHOM,
Cianic® moxna npuiimati 3 bkelo un Ge3 nei. Uac yBenenHs 1031 (PaHOK uii Beip) HE MaB KJiHiuHO
3HAYYLIOrO BIUTHBY Ha MIBHAKICTH i CTYNiHb BCMOKTYBaHHS.

Poznodin. Cepenniii 06’em posnoginy cranosuts npubmnsuo 63 a, skasyioun Ha Te, mo Cianic®
po3noainseTses B TKanuHn. [1pn TepaneBTHUHIX KOHUeHTpauiax 94 % Tananadiny B riasmi 3s’a3ano
3 npoteidamu. Ha 38 s3yBaHHs 3 1poTeiHAMH He BIUIMBAE NOPYLIECHHA HHPKOBOT (DyHKLIT.

Menme 0,0005 % ysejenoi no3u 6y/10 BHABIEHO B CIIEpMi Y 310pOBHX J100pOBOIbLIB.

Memaboaizn. Tapanadin nepesaxno metabonizyeTbes izodopmolo 3A4 umtoxpomy P450 (CYP).
OCHOBHMM LHPKY/TIOIONHM METaboMiTOM € METHIKATEXOJMOKYPOHIA, aKTHBHICTh SKOTO BIAHOCHO
®JIE 5 y 13 000 pa3is MeHiua, HiX akTHBHICTH Tananaginy. Takum YHHOM, 04IKYETHCH, 110 MeTaboniT
He 6y/e BUABASTH KIIHIYHOT aKTHBHOCTI Y KOHLEHTPALIfX, 110 CNOCTePiraloThes.

Bueedenns. Knipenc nepopansHoro Taganaginy craHoBuTe 2,5 1/rommny, a cepeaHiii nepion
HaniBeHBeneHHs — 17,5 roauHn y 310poBHX noOpoBonbuis. Tananadin BHBOAHTLCS TEPEBAWKHO Y
BHIIAAI HeakTHBHHUX MeTaGosiTis, Ginblolo Mipolo 3 Qexanismu (npubmisno 61 % 1031) i MEHILOIO —
3 ceyelo (Maiixe 36 % nosn).

Jinitmicme/ueninitmicme  papmaroxinemurxy.  ®dapmakokineTnka Tamanadiny y  310poBHX
nobposonsuis Niniitno nponopuiiina gacy i x03i. B mianasoni no3 Bin 2,5 mr no 20 Mr excnosuuis
(AUC) ninsuuyerses nponopuiiino ao3i. ITocTifiHa KOHUEHTpauis B Nia3Mi L0CATAETLCA MPOTATOM 5
JIHIB MpH WOACHHOMY NpPHITOMi OZMH pa3 Ha NEHb.

dapmakoKiHeTHKa Npenapary 0JIHakoBa y NaLieHTIB 3 epeKkTHAbHOIO AucdyHKuielo Ta y nauienTis Ge3
Hel.

Okpenti epynu nayicumis.

Ocobu nimnubozo 6ixy. 3poposi aoOpoBonsui  JNITHLOrO Biky (65 pokis abo cTapuii) mamu HHXY
3HayeHHs Kiaipency tananadiny npu npuiioMi BHYTPIlIHBO, 11O NPH3BOAWIO 10 MiABHUIEHHA Ha 25%
excno3uuii (AUC) nopisxsHO 31 3n0poBuMy ao6poBonbusiMu Bikom 19 — 45 pokis. Lleii BikoBmii
edieKT He € KIiHIYHO 3HaYYLHM | He noTpebye perymoBaHHs J103H.

Huprosa nedocmamuicms. Y X0Ji Aocnizpkenb 3 KIiHiuHOT (apMakonorii i3 3aCTOCYBaHHAM pa3oBoi
no3u Tapanadiny (5-20 mr) excnoszuuis taganadiny (AUC) npakTHYHO NoxBoinacs y NamieHTiB 3i
cnabxolo (knipenc kpeatHuiny 8ia 51 g0 80 mn/xs) abo nomipholo (knipexc kpeatnniny sia 31 10

50 M7/XB) HHPKOBOIO HEAOCTATHICTIO, TAKOMX Yy MAUi€HTIB i3 TepMiHATBHOIO CTadi€ld HHPKOBOI
xBopoOn Ha aianizi. Y nauiedTis, AKi 3HAXOAMIMCS HA remMoOAianisi, MaKCHManbHa KOHLEHTpalis B
nnaMi (Cmax) Oyna Ha 41% Buma Hix y 3mopoBHx AoGposonbuis. BrumsoM remoxianizy Ha
BHBEACHHSA Taganadiny MOXKHA 3HEXTYBATH.

Mevinkoea nedocmamuicme. Excnosuuis tananapiny (AUC) y nauienTis 3i cnabkoio Ta nomipHoio
neyiHkoBOW HemocTaTHicTio (Knach A Ta B 3a wkanoio Yaiinga — [1'w0) € nopiBHAHHOIO 3
eKCro3uiielo y 370poBux 706poBonblis npH npusHavenHi no3n 10 mr. Jlawi mono Gesneunocri
npusnayenns Cianicy® nauientam i3 TSKKO0 nedinkoBoio HepoctatHicTio (knac C 3a mKanoio
Yaiinna — I1'10) obmexceni. V pasi npuzsayenns Cianicy® nikap noBHHEH YBDXHO OLIHNTH
inauBigyansHi nepesaru/pu3nuku. Hemae janux oo 3acrocyBanis B 1031 BHiue 10 Mr nauiesTam 3
Ne4iHKOBOK HEJOCTaTHICTIO.

Tayicumu, xeopi na yyrposuii diabem. Excnosuuis tananadiny (AUC) y xBopux Ha uykposuii aiaber
Oyna npubamuino Ha 19 % Hmkua, HiX y 3a0poBux aobporonsuis. Ils pmmun g,,axcnomun HE
notpedye perymioBaHHs 103H. .

Kniniuni xapakrepucruki.
Hokazannsa, Jlikypanns epekTnnbHol ancdyyHKuil y 10pocanx 4onosikis.
IMpenapart ed)eKTHBHMIT 32 HASBHOCTI CEKCYaAnbHOT CTHMYARMIT.




Cianic¥ ue nokazaniuii Ui 3aCTOCYBAHHS KIHKaM.

Hpammloxammm.

IMigsimena yytansicts 2o tananadiny ado a0 Gyab-AKOro iHIIOrO KOMIIOHEHTA fIpenapary.

V Xoai kniniyHuxX AocaikeHs Taaanadin BHABHE BIACTHBICTh NOCHIIOBATH TNOTEH3MBHMIT edekT
HiTpaTiB. BBaKaeTbes, 1O Le € HACAIAKOM NOEAHAHOrO BIUIMBY HITpaTiB Ta Tananadiny wa wmasx
okenay asory/ulM®. Takum umnom, Taganadin npoTinokasaumii mauieHTam, AKi 3aCTOCOBYIOTH
opraHiuni HitpaTh y Oyab-aKiil nikapebkiii Gopmi.

Cianic® He cnia 3acTocoByBaTH HONOBIKAM i3 CEpLEBHMH 3aXBOPIOBAHHAMH, /sl AKHX CeKCyasibHa
AKTHBHICT € HebaxcaHoto. Jlikapi NOBHHHI 3BAXKaTH Ha NOTEHIITIHWI cepueBnii pH3NK, acoliiioBanuii
3 CEKCYQIBHOIO AKTHBHICTIO, Y NAUICHTIB i3 y#e HaNBHHMH CEpPLEBO-CYANHHHMH 3aXBOPIOBAHHAMM.
Hikuesa3nayeni rpyny NauieHTiB i3 cepleBO-CYAWHHHMH 3aXBOPIOBAHHAMMK He OyiH BKIIOYEH] Y
KNiHIYHI AOCHiIKeHHS, TOMY 3acTOCYBaHHA Tananadiny Ans HHX NPOTHNOKa3aHe:

— nauienTy 3 indapkTom Miokapaa npoTsrom octanHix 90 anis;

— nauieHTH 3 HecTabinbHOO cTeHOKapaieio abo cTeHOKAapAielo, 1110 BHHUKAE Nijl 4ac CTATEBHX aKTiB:

— NauieHTH i3 CepLEeBoI0 HeNOCTATHICTIO, 0 BiAnosizac knacy 2 abo BHiie 3a knacupikauieio Huio-
HMopxkeskoi acouiauii cepuis, npoTAroM ocTaHHIX 6 MicsLiB;

~ MAliE€HTH 3 HEKOHTPOJILOBAHHMH ApHTMisMH, apTepianbHolo rinotensieio (<90/50 MM pr.ct.) un
HEKOHTPOJIbOBAHOIO TiNepTeH3i€10;

— Malie€HTH Micas IHCYNIBTY, IO CTABCH MPOTATOM OCTaHHIX 6 Micallis.

Cianic® npoTnnokasanuii nauieHTam i3 BTpaTol0 30py OJHOr0 OKa B pe3yiabTaTi HeapTepianbHOl
nepeanboi imemiunoi ontHuHoi Heiiponatii (HAITIOH) nesanexno sin Toro, 6yno ue nos'szano i3
nonepeAxim BrMBoM inriditopis ®JIE 5, 4w Hi.

Cynytse 3actocysanns inribitopis ®JE 5. B ToMmy umcai Tananadiny, 3i cTUMyasTOpaMy ryasinar
LMKIA34, TAKHMH fK PIOLMIyaT, TPOTHMOKA3aHO, OCKiNbLKH MOTEHLINHO Lie MOXKe NpPH3BECTH A0
CHMMTOMaTHYHOI TiNOTEH3IT.

Biaemoodin 3 inmumu aikapcskusmu 3acodamu ma innii 6uou 63aemMooiit.
JlocnimkeHHs 100 B3aeMoiit 6yno nposeaexo ans ao3yeanb 10 mr ta 20 mMr, Jani HaZaHO HMKYeE.
KniniyHo 3nauyumia B3acMozis nNpu 3acTOCYBaHHI BHIIMX 103 He Moike OyTH BHK/MIOYEHA, SKUIO Taka
cnocTepiranacs npu 3actocysanti Cianicy® B Hmkunx nosax (10 mr).

Bnaue imuux nikapcskux 3acobie na maoanaghin.

InziGimopu yumoxpoay CYP-450.

Tananagin merabonisyetscs nepesakno CYP3A4. Cenextusuuii inribitop CYP3A4 kerakoHasosn
(200 mr moaenHo) 36inbmye excno3unio (AUC) tananadiny (10 mMr) y 2 pasu Ta Cpax Ha 15 % mono
3nayeHb AUC i Cmax oaHoro tamanadiny. Kerokonason (400 mr ua aens) excnosuuito (AUC)
tananadiny (20 Mr) y 4 pasu Ta Cmay Ha 22 % . Putonasip, inriGitop npoteas (200 mr asiui Ha aeHb),
o inribye CYP3A4, CYP2C9, CYP2C19 ta CYP2D6, 36insiye excnosuuito (AUC) Tananaginy

(20 mr) y 2 pasu, He 3MiHIOOYH Cpoy. Xoua crieuudiuni B3acmonii ne Gynn gocnimkeni, iHwi
inriGitopu npoteasn, Taki sk caxkBiHaBip Ta immi iHriGitopn CYP3A4, Taki Ak epHTPOMILMH,
KJIaPHTPOMiIHH, iTpakoHason Ta rpeinpyToBuii cik, cnia npu3xadati 3 0OepexHICTIO, OCKLIbLKH
O4iKYEThCS, IO NPH CYMICHOMY 3aCTOCYBaHHi BOHH MiZIBHIIYBATHMYTh KOHLEHTpaUiio Tananadiny B
nnasmi. SIk HacaiAoK MO Ke MiIBHILYBATHCh YaCcTOTa BHHHKHEHHs nobiuHHX peakui.

Tpancnopmepu.

Bnaue TpaHcnoprepis, Hanpukiaal p-rIikonpoTeiHiB, Ha po3noiin Tazanadiny Hesinomuii. Takum
YIHOM, iCHY€E IMOBipHiCTSL NiKapchKOT B3aEMOAii, onocepenkoBanoi inriGyBanHAM TpaHCTIOPTEPIB.
Inoyrmopu yumoxpoaty CYP450.

Inaykrop CYP3A4 pudamniunn 3umxye semnuuny AUC Ttananadiny na 88 % nopisusHO 3i
snavednaM AUC oaworo smme rtapanadiny (10 mr). Moxkna npanycTuTi, L Ke  3RIDKEHHS
KOHUEHTpalii npu3seae 10 3nikeHHs edekTuBHOCTi Tananadiny. CynyTHe, ﬁnoc?aanua IHOINX
inaykropie CYP3A4, Takux sk [])CHOG&]JﬁITaJ'l (penitoin Ta kapbamaseniH, mxom Mo,xe 3Hn§;;ynam
KOHLeHTpauiio Tananadiny s niasmi. o o 12
Bnnue mac)w:aq‘ww na i fmapcw npenapani. | "-. et /3 Jli '
Himpamu. Y xoni kniniuaux pocnimkens taganadin (5 mr, 10 mr, 20 M'I‘) akman BJT




NOCHAIOBATH TiNOTeH3HBHI edyexTit HiTpaTin. Takum unnoM, 3actocysanns Cianicy® nauientamn. aki
OTPHMYIOTH NiKYBaHHs OpraHiunnmp witpatamp y Oyab-akiii (opmi, NpoTHNOKa3aHO. SIKwo s
nauicnta, sxomy npusnaveHo Cianic® y Oyab-skiii mo3i (2.5-20 mr), 3acTocyBaHHs HiTpatis €
MEINYHOIO HEOOXIAHICTIO NpH 3arpo3NHBOMY AUIA MHUTTS CTaHI. TO NEpeil 3aCTOCYBAHHS Mpenaparis
HITPATIB Mae MIHYTH He MeHlle HiDK 48 roaMH micis OCTAHHLOrO MPHIIOMY Cianicy®. V Takomy
BHNAIKY 34CTOCYBaHHsi HITPAaTiB NOBHHHO BiAOyBaTHCA NIl MEAMYHUM HATISAOM 13 HANEKHHM
MOHITOPHHTOM IeMOAHHAMIYHIX NOKA3HHKIB.

Aumuzinepmensueni npenapamu (6 moaty wucai 6aokamopu Karuyicoux kananie).

Ilin bwac cymicHoro npu3sauenHs Taganadiny (y nozysanni 5 Mr oams pas na no6y abo y surnani
pazosoi mo03n 20 wmr) i3 Gnokaropom «-aJpelOpelenTopiB A0Kcazo3uHoM (4-8 Mr Ha Jnemb)
crocTepiranocs 3HauHe mocHieHHs rinotensnsHoro edexty octannsoro. Lleii edext Tpusae a0 12
TOZMH i MOXE MPOABJIATHCSA OKPEMHMH CHMITOMAMH, B TOMY YHCHi y BHIUISAI 3anamopoyenns. Taka
kKomOiHallisn npenapartip He PEKOMEHAYEThCS [UIA 3aCTOCYBAHHS.

V xoni nocnikedb B3aemofii 3a yuacTio oOMEHeHOI KiNBKOCTI 30poBHX J00pOBOMLUIBE HE
NOBIOMJISNOCA NPO BHINEBKa3aHi edekTH npH cymicHoMmy 3acTocyBawni i3 andy3zosnnom abo
TameysnosusoM. Ciia 3 ofepexHicTiO mpu3HayaTi Tananadin nauientam, sKi OTPUMYIOTH JIiKyBaHHS
GnokaTopamn a-aapeHopeuenTopis, ocobnnso ocobam niTHLOro Biky. JlikyBanus ciil po3noynHaTH 3
MiHIMAnbHOro J103yBaHHs Ta NOCTYNOBO 30ibIIYBATH J03Y.

Y xoni nocnimkenbh Kiiniunoi ¢apmaxoiHHaMiKn BHBYaBCH NOTeHUian Tazanadiny nocumoBaTh
rinoTeH3uBHi e)eKTH OCHOBHHX aHTHTiNEpTeH3MBHMX Npenapartis. JlocnikKyBanuch OCHOBHI Knach
npenapatis: 610KaTopy KanbUieBUX KaHanis (amnoannin), inribitopn AII® (enananpui), Gnokaropu
B-anpexopeuenTopis (MeTonponon), Tiasnani Aiypetuky (Genapoduyasn) Ta 610kaTopH peuenTopis
anriotensuny 11 (camoctiiino Ta 8 komBinauii 3 TiasuaHumy niypetnkamu, 610KkaTopamMyu KasbllieBHX
Kkananis, Gnokatopamn B-anpenopeuenTopis Ta/abo Gnokaropamn a-aapesopeuentopis). Tananadin
(v noszi 10 mr, xpiM aocnmimkens B3aemoaii 3 6nokatopami peuenTtopis asriotensuny Il Ta
amJ0ANNiHOM, e BiBYaBcs edekT a03u 20 Mr) He BHABNSAB 3HAUYLIO] B3AEMOAIT 13 BHINE3a3HAYCHHMH
KJacaMH JiKapcbKHX 3acoiB. Y Xoai iHWOro AOCHIUKEHHA KNiHIYHOI (hapMakosiorii BHBYAIOCH
cynyTHe 3acTocyBanss Tananadimy (B 203i 20 Mr) 3 JeKinbKoMa rifnoTeH3HBHHMH Npenaparamy (1o
4oTHPBOX). Y NaLieHTiB, SKi NpHIMaIK JeKinbka aHTHrINEPTeH3UBHUX 3aco6iB, 3MiHH apTepianbHOro
THCKY 3a7eKany Bil piBHA KOHTPOJMIO apTepiaibHOro THcKy. TakHM 4MHOM, y nauieHTiB 3 jo6pe
KOHTPOJILOBAHOIO TiNEPTEH3i€l0 3HMWKEHHS THCKY Oyn0 HE3HAYHMM Ta BIANOBIAANO TAKOMY Y
370poBHX 106poBoabUiB. Y NAUIEHTIB 3 BaXKOKOHTPOJLOBAHOIO apTepiafbHOIO rinepTeHsicio
crocTepiranoch Ginblile 3HINKEHHS apTepianbHOrO THCKY, X04a y OiNbIIOCT] XBOPHX 3HIDKEHHS THCKY
He CYNpOBOKYBANOCE FIMOTEHIURHHMH CHMNTOMAMM. Y TanieHTiB, SKi OTPUMYIOTh CYNYTHIO
Tepanilo anTHrinepTeH3HBHHMH JiKapchKiMH 3acobamu, 3acTocyBanHs Taganadiny B 1031 20 Mr Moxe
NPH3BOAUTH /IO 3HMIKEHHs! apTepiaibHOro THCKY, sike (KpiM BMUNAAKY CYNMYTHBOTO 3aCTOCYBAHHs i3
610kaTOpaMH @-apPEHOPELENTOPiB) € HE3HAYHNUM Ta KIiHIYHO HE3HAuymHUM. AHali3 AaHNX TPEThOl
ha3u KNiHIYHOro AOCNIKEHHS HE BUSB Pi3HHLI y MODIYHMX Peakiisx, Mo BUHUKAIH Y NAUIEHTIB, SKi
OTPHMYBANN JiKyBaHHS Tananadinom i3 CymyTHIM 3acTOCYBAaHHSM aHTHTiNEpPTEH3WBHMX 3acobiB Ta
nikyBaHHs TinbkH Taganadinom. Hessakaioun Ha le, HeoOXilIHO HanaBaTH BIANOBIAHI pexoMeHAaUil
LIOZ0 MOMIMBOTO 3HWKEHHA ApTepiaibHOTO THCKY TNAllieHTaM, fKi NiKYIOTbCA TiNnOTEH3HBHUMH
nikapckknmn 3acobamu Ta Cianicom®.
Pioyuzyam.
V xozi NOKAiIHIYHUX AochikeHb OyB BUABIEHHH aTuTHBHNIT rinoTeH3uBHHIT eeKT NpH CymyTHEOMY
npuiiomi inri6itopis ®JE 5 3 piounryatom. Y Xoai KniHiYHMX AochikeHb Oyno BHsBJIEHO, 11O
pioUMryaT NOCHMIOE rinoTeHsnsHy nito inriGitopis ®JIE 5. He 6yno aoka3is cnpHATIMBOTO
kninigroro edexTy uiei kombinauii y gocnimwkysaniii nonynsuii. CynyTHe 3acTOCYBaHHS PiOLKTYaTy 3
inribitopamu ®IE 5, B Tomy uncni TananadinoM, npoTHNOKa3aHo. r—
Ineibimopu 5-a-pedyxmasu. 750N
V Xoai KNiHIYHOTO AOCII/UKEHHS, B SKOMY TIOPIBHIOBANOCS CyMicHe 3acTQCYBafins Tananiadiny y 103i
5 mr Ta dinacTepuay y n03i 5 mr i3 npuiiomom nnauebo ta dinacrepuay y,ﬂé‘.'.'ri;é _Mh.ua'm\yc'}’gaeuns
cumnTomis aobposkicHoi rinepnnasii nepeamixyposoi 3ano3m, He OyJ10 ﬁx:lnp;igyt;'#{oﬁuﬁx _r\nonnx
noGiunnx peakuiii. TIpote oCcKiNLKKH BiacHe AOCHIZUKEHHS B3aEMOAIT nixap\ce_.xéﬂxfaacoﬁia- 3 Meyoio
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ouinkn edextie Tamanadiny Ta iHribiTopiB S-u-peAyKTain He NpoBOAHJIOCH, cnia 3 obepexuicTio
npu3HayaTh Tananadin nauicHTaM, AKi OTPUMYIOTH JIKYBaHHS IHridITOpamMy S-a-peayKTasy.

CYPIA2 cyocmpamu (nanpuxaad meoghinin).

Y xozi fochifukeHHs Kniniunoi dapmakonorii npy npuiiomi Tananadiny (s a03i 10 Mr) 3 Teodininom
(necenexkTnBHHM iHriGiTopom (ocdoniectepazu) He crnocTepiranocs Hiskol (apMaKoKiHeTHHHOI
paaemonii. €annnym apmakoausamiunim edextom Oyno HesHauHe MIABHIIEHHS CEPUEBOTO PHTMY.
HeofXiaHo BpaXoBYBAaTH MOXIHMBICTL BHHMKHEHHS LbOro e()eKTy NpH CyMICHOMY 3aCTOCYBaHHi
tananadpiny Ta Teodininy, He3BaKAIOMN HA Te, WO BiH HE MA€ KAiHIYHOT 3HAYYWIOCTI.

Emuninecmpadion ma mepbymanin.

Tananadin mizenmysas 6io10CTYNHICTL nepopanbHiX dikapeuknx Gopm 3 eTHHinecTpanionom. Taxe
36inbienns GIOAOCTYNHOCTI MOXHA OYIiKYBATH NPH CYMICHOMY 3acToCyBaHHi 3 TepOyTaniHoMm, Xouya
KNiniyAi Hacniaky wiel komGinauil HeBinoMi.

Aarozons.

Ankorosin (cepeans MakcumaiabHa koHuentpauis 0,08 %) He BNIMBAB Ha CYNMYTHC 3aCTOCYBAHHSA
tapanainy (B mo3i 10 a6o 20 mr). Takok He crocTepiranocs 3MiH KOHUEHTpauii Tananadiny
MPOTArOM HACTYNHUX TPLOX TOAMH Micis OJHOYACHOTO MPHITOMY ATKOro/Iio 3 Tananapinom. Ankorosms
3aCTOCOBYBANH TAKHM UHMHOM, 100 AOCATTH Makcimanbnoro pisus abcopbuii ankoromo (LBHAKHil
npuiiom Gea npuiioMy i nporarom 2 roaus micas sactocysanns). Ilpuiiom Tananadiny (8 gosi 20
Mr) He TIPH3BOAMB IO CTATHCTHYHO 3HAYYLIOrO 3HHKEHHS apTepiaibHOrO THCKY Ha Tii npuiiomy
ankoromo (0,7 r/kr), NpoTe y AESKHX NALiCHTIB CNOCTEpiranocs NnocTypaibHe 3anNaMOpOYeHHs i
oprocTaTHuna rinoTensis. Ilpuiiom Tapmanadiny Ha Tai wuxumx o3 ankoromo (0.6 r/kr) me
CIIPHYHHSAB apTepiabHOT rinoTen3ii, a 3anaMopoueHHs CrocTepiranocs 3 Ti€l Xk 4acToTOlO, 1O i npH
npuiioMi OZHOTO ankoromo. Bnims ankoromo Ha nisHaBanbHi QYHKUI] He NOCHNIOBABCS TpH
CynmyTHLOMY 3acTocyBanHi Tananadiny (B n103i 10 mr).

Jlikapevxi 3acobu, wo memabonizyiomues 3a yuacmio yumoxpomy P450.

He ouikyeTbcs, mo Tamanadin COpHYMHSTHME KNiHiuHO 3Hauywe iHribyBaHHs M IHAYKYBaHH:
Knipency nikapchkux 3acobis, wo Merabonisyiothes isodopmamu CYP450. YV xoni KaiHidHHX
nocnimkens Gyno noseneno, mo Ttazanadin e inribye i we imaykye isopopmn CYP450, y 1. u.
CYP3A4, CYP1A2, CYP2D6, CYP2E1, CYP2C9 ta CYP2C19.

CYP2C9 cyb cmpamu (nanpuxaad R-eapghapun).

Tananadin (y no3i 10 mr 1a 20 Mr) He BHSBIAB KIIHIYHO 3HAYYWIOro BIUIMBY Ha eKCNOo3uLii0
(AUC) S-papapuny um R-apapuny (CYP2C9-cybeTpatn), a Takox He BNIHBaB Ha
npoTpoMGiHOBHii Yac, iHAyKOBaHKUii Bap(apHHOM.

Acnipun.

Tananadin (y mosi 10 mr ta 20 Mr) He notenuilopas 36inbmenns uacy KPOBOTEYi, CHIPHYMHEHOT
aleTHICANiLHA0BOIO KHCIOTOIO.

Ipomudiatemuuni nikapcoki sacobu.

Creundiuni nocnimkenns p3aemonii Taganapiny i3 nmpotnaiabeTynnmy NikapchbKHMH 3acobami He
NPOBOAHITHCE.

Ocobnueocmi 3acmocyeanus.

ITepeo nowamrkom niKyeanns npenapamont Cianic®.
Ilepen 3acTOCYBaHHAM MpenapaTy JiKapio C/lifl BA3HAYMTH NEPIIONPHYHEN EPEKTHALHOT ANCHYHKUIT
Ta NPH3HAYMTH BiANOBIAHMI KypC NIKyBaHHS.

INepen nouaTkoM OyAb-SKOTO NIKYBaHHs epeKTHNBHOT AucdyHKLUIT Aikapi NOBHHHI 3BAXaTH Ha CTaH
CepUeBO-CYAMHHOI CHCTEMH TNaUi€HTIB, OCKINBKM iCHYE MEBHMIl CTyNiHbL CEplEBOro pPH3HKY,
acouiiiosannii i3 cexcyansHolo akTHBHicTIO. Taganadin BHABNAC CYAHHOPO3WNPIOBAIbHUI €EKT, 10
MOXCE TPH3BOAMTH JO HE3HAYHOro i TPAHIUTOPHOrO 3HWIKEHHS apTepialbHOr0 THCKY Ta
NOTEHLII0BaH s TiNOTEH3WBHOro e()eKTY HiTpaTis.

Hesinomo, uu € edextusanm Cianic® ans nauientis, sxi nepenecny onepauuo Ha 'rasomm,mc:q(m abo
pannKanbHy npoctaTekToMiio 6e3 3bepeskeHHs HepBiB. 4 U T
Cepijeso-cyouna cucmema. W/ % \

I3 NOCTMApPKETHHTOBHX JKepen Ta/abo y XOAi KNiHIYHHX JOCTIIKEHb noamoumnocg qpo/cpguham_
sBHINa 3 GOKY CepleBo-CYAHHHOT CHCTEMH, B TOMY 4Hcni npo indapkT miokapaa, Ppantosy e y
cMepTh, HecTabifibHY CTEHOKapilo. WIYHOYKOBY apHIMil0, MOpYIIEHHS . Mosxqsoro h ] "?“1}( _




TPAH3NTOPHY ileMiuHy ataky, 6inb y rpyasx, cepuebnTrs Ta Taxikapaio. BinbiwicTs nauieHTis, y
SIKHX crocTepiranues Taki nobiuni peakuii, manu dakropu pusHky 3 60Ky cepUeBO-CYAHHHOT CHCTEMMN.
Boauouac Hapasi HEMOXKJIMBO TOYHO BCTAHOBMTH, 4H BHIEBKA3aHi sBMINA MoB’s3aHi i3 dakropams
pu3nky, 3actocysannam Cianicy®, cexcyansHoio akTiBHicTIO nauienTis abo i3 kombinauieio uux un
inwux akropis.

Heobxiauo 3 obepesxnicTio npusnavarn Cianic® nauicntam, sxi npuiiMaios a-1 61okatopn. ToMy 1o
Y JesKHX XBOPHX OJIHOMACHHii NMPHIIOM WHX NpenapaTis MOXe NPH3BECTH A0 CHMNTOMATHYHOI
rinotensii. He pekomenayeThes KoMGiHOBaHE 3aCTOCYBaHHA Taqanadiny Ta A0Kca303nHY.

Opezanu 30py.

IMoeizomnsnoca Npo BHNAAKH MOTipUIEHHs 30py Ta HeapTepianbHy NEpeaHio iWEeMiuHYy OnTHYHY
neiiponariio (HAITIOH) nin uac 3actocysanns Cianicy® ta immmx inribitopis ®/IE 5. Ananis nanux
ob3eppauiiinux foCHiKeHb NOKa3aB MiaBHIeHHs pu3nky possutky roctpoi HAIIIOH y yonosikis 3
ePEeKTHIIBHOIO AMC(yHKUiEO micas 3acTocysahHs Tananadiny abo iHmux inridiropis ®E 5.
OCKinbKH TMiABHIIEHHS TAKOTO PH3HKY MOXKE BHHHKHYTH Yy BCIX NALi€HTiB, MO 3aCTOCOBYIOTH
tananadin, nikap NOBHHEH NoNepeANTH NalicHTa nMpo HeoOXiAHICTL NPHNHHEHHS 3aCTOCYBAHMHS
tapanadiny Ta 3BepHeHHs 32 MEAHYHOIO JIOMOMOTOIO Y pa3si panToBoi BTpaTH 30py (AWB. po3ain
«ITporunokazaHus»).

Hoeipwenns abo panmoea empama ciyxy.

INosizoMAsn0Ch PO BHMALKH PanTOBOi BTPATH CIyXy MiC/s 3aCTOCYBaHHA Taganaginy. Hesanexno
Bia TOro, un Gynu Hassmi imwi (aktopn pu3uky (Taki sk Bik, HasBHicTb miaGerty, rinepreusii Ta
BUNAJKH BTPAaTH ClyXy B aHaMHesi), nauienTis noTpibHo nonepeanTH Npo HeoOXiAHICTL NPHIHHEHHS
3acToCYBaHHS Tananadizy Ta 3epHEHHS 32 MEANYHOIO 0NOMOTrOI0 Y pasi panToBOro noripiuents abo
BTpaTH CIYXY.

Ilevinkoga nedocmanniicms.

Kniniuni nawi mono Gesnekn 3actocyBanns pasosoi no3n Cianicy® naumientam 3 TsKKUME
nopywenssMi dynkuii nevinku (knac C 3a wkanoio Yaiinna — I1°10) obmesxeni. [pu npusnaueni
Cianicy® TakuM nauiesTaM nikap NOBHMHEH PeTENbHO OLIHWTH iHAWBIAYanbHi NepeBard/pH3MKH
Tepanii.

Hpianizat ma anamoxtivna oegpopytayis cmamegozo 4wienda.

IMauienTam, y AKHX BHHMKAIOTH epekuii, wo TpuBaoTh 4 roaunn abo Ginbwe, cnii BKasaTH Ha
HeoOXinHicTh HeraiiHo 3BepTaTHCA 332 MeJHMYHOIO AOMOMOrolo. Slxmo ne Oyae HeraiiHo npoBeneHO
niKyBaHHsi TpiamiaMy, TO Lle MOXKE NPH3BECTH J0 YIWKOMKEHHS TKaHHH CTAaTEBOro 4WieHa Ta
ZIOBrOCTPOKOBOT BTPATH NOTEHLLT.

Heobxizno 3 obepexnictio npu3nagati Cianic® nauientam 3 anaToMiysumu Aedopmauismi
CTATCBOro “WicHa (TAKMMH AK KYTOBC BHKPHBICHHA, Kabeprosuuii ¢pibpos abo xpopoba Ileiiponi) un
NauieHTaM 3i CTaHAMH, IO MOXKYTh TIPH3BECTH J0 npianismy (Taki sk cepnonoAibHOKNITHHHA aHeMis,
MmienomHa xsopoba un nefkemis).

Cynymue 3acmocyeanusn 3 inziGimopamu CYP3A4.

Heobxinuo 3 obepexnictio npusznayatu Cianic® nauientam, sxi npuitmators inribitopy CYP3A4
(pUTOHaBip, CaKBiHABip, KETOKOHA30J], ITPAKOHA30J, EPHTPOMILMH), OCKiNLKH IIPH CYMiCHOMY
3acTocyBaHHi i3 Tananaginom cnocrepiracTbes 36inbmenns excnosnuii tananadiny (AUC).

Cynymne 3acmocyeanns 3 iHuuMu 1ikapcskuisu 3acobantu 0ns NiKy6anis epekmuabHol oucyuryii.
Be3neka Ta edexTiBHicTs 3acTocysanns Cianicy® B komGinauii 3 inmmmu inriGitopamun ®JIE 5 abo
iHmuMK 3acobamu ANS NiKYBaHHA epeKTHIbHOI AMcQyHKUIT He AOCHiKYyBanuch, ToMy HeobXiaHOo
pexoMenIyBaTi nauientam He npuiimari Cianic® y nonibunx xom6inanisx.

Jlakmosa.

Cianic® mictuts naxtosy. Cianic® ne cnia npu3nauatn nauientam i3 piAKICHHMH  CHaaKOBHMM
dopMamMi  HENepeHOCHMOCTi  ranakTo3H, CHHAPOMOM TIJIHOKO30-ralakTo3HOT manbabeopbuii  Ta
netiuntom nakrasn Jlanna.

3acmocyeanns y nepiod sazimuocmi abo 2odysanns zpyooi. (0« P N
Cianic® ne nokasanuii 1% 3aCTOCYBaHA KiHKaM, ¥ \= \
Depmunsuicme. Y  Xofi JABOX KIHIYHMX JAocaikeds Oyno acmuosfleﬁo [ mb noﬁyn&eﬂ,}iﬂ'
deprunbHOCTI He OWiKyeThCs y MIofeil. Xoua y OKPEMHX HOJOBiKiB cnocrepl‘rn.noch e el']liﬂ
KOHLIEHTpaUiT cnepMi. p4




30amuicme enaueamiu Ha WGHOKICHIb PEARIIT npH KePy6anni asmompancnopmos aco pooomi 3
imnnu  sexanizmann.  Broms  Cianicy® wa  3parHicTs  KepyBati  @aBTOTPAHCHOPTOM  Ta
iHIHMUMeXaHi3MaMii He3naunnil. Xoya 4acToTa MOBiAOMIEHbL NPO SBHILA 3aNaMOPOYMEHHS Y XOIi
KATHIYHMX 0CTiDKeHb i3 3acTocyBaHnsM niauebo Ta y XoAi KNiHIMHIX A0CiKeHD i3 3aCTOCYBaHHAM
tananadiny Gyna nonibua, nanienTn nosunni 3naTH, Ak srumeac Ha aux Cianic®, nepm nix kepysatn
asroTpancnoptom abo npauioBaTi 3 IHIHMH MEXaHI3MaMH.

Cnocio 3acmocysanns ma 0o3u.

Jins nepopanshoro 3actocypanns. Cnia npuiimatin Tabnerkn Cianicy® 3 pekoMeHIOBaHHM BMicTOM
21110401 peYOBHHM.

Hopocai vonosiku. Pekomennosana no3a cranosute 10 Mr nepea nepenbauyBaHOIO CEKCYallbHOIO
aKTHBHICTIO, He3anesxkHo Bin npuitomy ki, INauientam, y axkux Tananadin 8 no3i 10 mr ve pusBnse
Oasxkanoro eyekTy, MOXKHa 3acTocOBYBaTH A03Yy 20 Mr.

Ipenapat npuiimMaioTh He MeHiue Hixk 32 30 XBHAMH nepel O4iKyBaHOIO CEKCYANTbHOIO aKTHBHICTIO.
Edextusnicts Tananadiny 36epiractses 10 36 roaun nicns npuiiomy 103u.

Maxkcumanbsha peKOMEHI0BaHa YacToTa NPHHOMY — OHH pa3 Ha JeHb.

Tananadin y no3i 10 mr ta 20 Mr npusHaueHuii A1 3acTOCYyBaHHA Mepel NepeadauyBaHOIO
CeKCyanbHOIO aKTHBHICTIO Ta HE PEKOMEH/I0BaHMI1 [UIS LLOJEHHOI0 3aCTOCYBAHHA.

Y pasi nepenGauysanoro uactoro 3actocysands Cianicy® (npusaiiMui ABidi Ha TWAUIEHB), pexKUM
IIOICHHOTO 3aCTOCYBaHHs OLIbII HH3LKHX 103 Cianicy® moxe 6yTi Ginblu AOLINLHHM, HA OCHOBI
BHbopy nauieHTa Ta pilieHHs nikaps. Jlns TakuX NauUi€HTIB PEKOMEH/0BaHA /103a CTAHOBHThH

5 mr/noby npubau3HO B OAHAKOBHMIi wac. Jlo3y MoOjkHa 3Menmysath ao 2.5 mr/ao0y, 3 ornsay Ha
iHIHBiZYaTbHY HenepeHocHMicTb npenaparty. JloUibHICTh TPHBAJIOTO WOAEHHOTO 3aCTOCYBaHHA Cllij
NepioAMYHO neperisaaTH.

Ocobauei epynu nayjicnmis.

Yonosixu aimusozo eixy. Kopekuis ao3u e notpibua.

Yonosixu, axi maioms nupkogy nedocmamwicme. Kopekuis A03u He noTpibha ans nauiedTis i3
cnabKkol0 Ta TNOMIPHOIO HHMPKOBOIO He#OCTaTHicTiO. JUIs namieTis i3 THKKOIO HHPKOBOIO
HEJ0CTATHICTIO MAKCHMAlbHO PEKOMEHJOBaHA 103a cTaHOBUTh 10 Mr npu 3actocyBanHi TabieTok
BI/INOBIAHOTO [103yBaHHA.

Yonogixu, sxi Maiome newinkosy wedocmamuicmy. Pexomenaosana go3a Cianicy® cranosuts 10 Mr
nepes nepenbauyBaHoIO CEKCYATbHOIO aKTHBHICTIO, He3alexHO Bill npuiiomy .

Kniniuni gani moao Gesneunocti npusnavenns Cianicy® nauientam i3 TSKKOIO NeEYiHKOBOIO
nenocrathicTio (knac C 3a mkanoio Yaiinaa — I1'10) obGmesxeni; y pasi npusHayeHHs Nikap NOBHHEH
YB&KHO OLIHHTH iHAMBiAyanbHi nepesary/pusnku. Hemae nannx wozo 3acrocysanns Cianicy® B 103
suime 10 Mr nauienTam 3 neyiHKOBOIO HefocTaTHICTIO. Hemae aannx mono 3actocysanns Cianicy® B
n03i 2,5-5 Mr o144 pa3s Ha JieHb NalieHTaM i3 NeYiHKOBOIO HEJOCTATHICTIO; TOMY Y pa3i MpH3HAYEHHs
NiKap MOBHHEH YBAKHO OUIHWTH iHAMBiAyanbHi nepesarn/pusnki npusHauenns Cianicy® B mosi
2,5-5 Mr oauH pa3 Ha eHb.

Yonoeixu, sixi malome yykposui diabem. Kopekuis 1031 He noTpidHa.

Mimu. Tlpenapat He NpH3HAYEHHi 115 3aCTOCYBAHHS AITAM.

OcobauBi 3acTepekeHHs Npu VTiaizauii.

Hepukopuctanuii npenapatr abo BiAxomu cnif yTunidyBaTH BiANOBIAHO A0 AiIOYHX HOPMAaTHBHHX
BUMOT.

Himu.

INpenapat He npu3HadeHnii Ans 3acTocyBaHHs AiTAM (Bikom a0 18 pokis).

Ilepedosysanna. > Y ‘," .
Custnmos. Ilpn oanopa3oBomy 3aCTocyaamu 3/10pOBHMH A00pOBOILLAMH Tg.ﬂ&.ﬂ&(]nnv B 31 np
500 Mr i npu GaraTopa3soBoMy 3acTocyBanHi nauientamu Tananadiny no 100 Mr Ha f;106)( Heﬁ
eex i Oy/iH aHANOri4HI THM, LLO CNIOCTEPIranics NpH 3aCTOCYBaHHI MEHIIHX 103 npcnaparyb, g -\
Jixyeanus, Y pasi nepeno3yBaHHs, KO noTpibHo, caia 3aCTOCOBYBATH c*rannapruy éuMn’roMa'fw-lH
‘repanuo Ha EJI]MIH&U,HD Tana.nar]nnv I'EMO,JI&J]I'S BIJINBAB HE]CTOTHO. -." \ |
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Iodiuni pearuyii.

Pezioate npoghinio Heznexu aikapevro2o 3acoby.

Hebamanumn edektamn, npo sKi NOBIAOMJACTHLCH HaiivacTiiie npn NiKYBaHHI  €peKkTHILHOT
JcdyyHKkuil, € ronouuii 6inb, aucnencis, 6inb y cnnyi, Mianris, YacToTa BUHHKHEHHA SAKHX 3pocTana
3i 36inbwennsm go3n Cianicy®. ITo6iuni peakuii 6yan KOPOTKOTPHBAMHMIL. Bl NTETKHX 10 NOMipHHX.
BinblicTs BHNAAKIB NOsBH rojlosHoro 6omo npu moaerHomy npuitomi Cianicy® B no3ax 2.5 Mr, 5 mr
cnoctepiranacs npotarom nepuinx 10-30 ai6 nicns nouatky aikyBaHus,

Tabnuyni dani nobivnix peaxyiil.

Hiskuenasesiena Tabnnns MicTHTb Jiani cTocoBHO nobiuHnx peakuiii, iH(opmaltis npo fKi Haaxoauna
31 CINIOHTAHHMX MOBIJOMJIEHb Ta #AKI criocTepiraaucs B Xoii 1miauedo-KoHTPOJbOBaHHMX KIIHIMHHX
nocimkens (3a ywactio 8022 nauienTis, axi orpumysann Cianic®, Ta 4422 nauieuTis, ski oTpuMyBani
naauebo) sactocypanns Cianicy® 3a norpe6oi0 Ta [MIOAEHHOr0 3acTOCYBaHHA NS JiKyBaHHS
€peKTHILHOT AHChHYHKLIT.

Hyxe yacto (= 1/10), wacro (= 1/100 ta < 1/10), newacto (= 1/1000 Ta < 1/100), piaxo (= 1/10000 Ta <
1/1000), nyxe piako (< 1/10000), yacrota HeBiioMa (YACTOTY HE MOMNHA BCTAHOBHTH 3a HaABHHMII
JaHuMB).

Jyae uacto | Yacro | Hewacro | Pinko
IMopyienns 3 Goky iIMyHHOT cHCTEMH
Peakuii rinepuytaneocti AHTiOHEBPOTHYHHI
Habpak’

[lopywenns 3 Boky HepBOBOI CHCTEMH
["onosuuii Gink 3anamopoyenns MNopylenHs MO3IKOBOTO
Kkpoeoobiry' (Bkniouaroun
remMoparitHi asuiua),
BTpaTa CBiAOMOCTI,
TPAH3IHTOPHA ILIEMIYHA
ataka', Mirpens’, cynomi’,
TPAH3IUTOPHA AMHE3in

IMopywenns 3 6oky oprauis 30py

HewiTkwii 3ip, BinuyTTs Hedekru nona 3opy,
Gomio B ouax Habpak nosik,

KOH IOHKTHBANLHA
rinepemis, HeapTepianbHa
nepenxs iLeMivHa
OMTHYHA HeilponaTis
(HATIIOH)?, okato3is BeH

citkiBkn’
IMopywenns 3 60Ky opraHis cilyxy Ta piBHOBaru
| Hdasin y syxax | PanTosa srpara cnyxy
TMopywerns 3 6oky cepus’
Taxikapais, cepuebutrs Indapkr miokapaa,

HecTabinbHa cTeHOKapaia®,
WTYHOYKOBA APHUTMin”

Topywenns 3 6oky cyanH
Mpunnusn ApTepiaibHa rinotessis’,
apTepiankHa rineprexsis

INopywenns 3 6oky pecnipaTopHol CHCTEMM

| 3aknanenicts Hoca | Aucnroe, Hocosa kposoTeua |
TNMopywenns 3 HOKY racTpoiHTECTHHANBLHOT CHCTEMH e~
Jucnencis AbnomiHanbHuii Bine, A e 5‘\
Hynota, 610BAHHS, / PN
racTpoesothareanbHHit ) tCiidiavi \%\
peduioke I 7/ 1 Ur
TMopyuuenns 3 6oKy WKIPH Ta NIALKIPHAX TKAHUH LW ey
] Bucunanus I Kponun'aHKA, CHHAPOM ™ /. /




Crinenca — Jpxoncona’,
ekconiaTHBHmi
JepMaTHT, FiNepriapos
(HaaMipHe NOTOBHAINEHHS)
lMopyusents 3 60Ky ONOPHO-PYXOBOro anaparty, CnojyyHol Ta KICTKOBO-M 230801 TKAHHHN
Binb v cniuwi, Mianris,
Binb y KiHUiBKAX
[Topywennn 3 6OKY HHPOK Ta CeHOBHANLHOT CHCTEMH

| Fematypis |
Iopywenna 3 6OKY penpoayKTHBHOI CHCTEMM

lMopos:kena epekuis [piani3m, KpoBoTeHa 3i
CTaTEBOIO WIEHd.
remMocrnepMis

3aranbHi po3anaau

Binb y rpyasx’, Habpsk 06any4s”, pantosa
nepudiepnui Habpsky, cepuesa cMepTh'
cnabkicThb

' BinblicTs NaWiEHTIB, y SKMX cnocTepiranucs Taki nobiuni peakuii, manu daxtopn pnauky 3 60Ky cepueso-
C}’JIHHHD.I- CHCTEMMH.

? TloBiuni peakuii, Npo AKi NOBIAOMASNOCA NI 4aC NOCTMAPKETHHIOBHX I0CTIUKE D, T AKI He cnocTepiranyics
B XOAi Nnauebo-KOHTPONLOBAHHX KITHIYHHX I0CTIKEHD.

? Yacrilwe noBiAOMAANOCS Y pa3i 3acTOCYBaHHs Taganadiny pa3oM 3 aHTHTinepTeH3HBHUMY 3acobamu.

Oxpenti nobiyni pearyii. Tloiaomasnocs npo TPOXH BHULY HacToTy 3MiH Ha EKT', HaiiyacTiwe — npo
cHHycOBY Gpanmukapailo, y nauienTis, siki orpumysani tananain 1 pa3 na 106y, NOpiBHAHO 3 TaKoIO Y
nauienTis, ki npuiimami nnaue6o. Binbwicts paunx 3min Ha EKI™ ne Gynu NoB’A3aHi i3 NposBOM
noGiuHuX peakuiii.

Ocobauei 2pynu nayienmie. Jlani KIiHIMHMX AOCHLIKEHb CTOCOBHO 3acTOCyBaHHS Tajanadiny
NiKyBaHHS epeKTHIbHOI auchyHKUIT nauienTam BikoM moHan 65 pokis ofmexeni. Y Xoai kainivHKX
JlocHiKeHsb Nijl yac 3acTocyBaHHs Tananadiny 3a norpe6olo Ans JiKyBaHHA EPEKTHALHOT AHCHYHKUIT
Jiapes yacTille BUHMKana y NauieHTiB Bikom nonan 65 poxis.

Tepsin npudamunocmi, 3 pokH.

¥Ymosu 36epiranns. 36epiraty B opuriHanbiil ynakosui npu Temnepatypi He suume 30° C y
HENIOCTYITHOMY IS AiTed Micui.

Vnakoska. [To 1 a6o 2 tabnetkn no 20 mr y Gnictepax, no 1, 2 abo 4 Gnicrepn y kKapToHHiii Kopooiti.
Kareropis sianycky. 3a peuenrtom.

Bupobuuk.

Hepeunna ma emopunna ynako6ra, 0036in na 6UNycK cepii:

Jlinai C.A./ Lilly S.A.

Micnesnaxoaaenns.

Aspna ne ns Iugyctpis, 30, 28108, AnbkoGenzac, Manpun, Icnania / Avda de la Industria, 30,
Alcobendas, Madrid, 28108, Spain.

JlaTa ocTanHbLOTO MepPerasiay.




