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Kopomka xapakmepucmuka nikapcokozo 3acooy

1. Haspa aikapcebkoro 3acofy

EDPABIPEH3/EMTPILIUTABIH/TEHO®OBIPY HE3OIMPOKCHUITY ®YMAPAT 600MI/200MI/300MT

2, Slkicuumii i KibKicHUMIT ckiaan

| TabneTka, BKpUTA MITIBKOBOIO 060I0HKOIO MiCTHTE

Edapinesy 600 mr

Emrpuumrabiny 200 mr

Tenodosipy nuzonpokeuny pymapary 300 mr

[ToBHM# cIKCOK 1OMOMIKHUX PEYOBHMH AMB. po3ain 6.1.

3. Jlikapenka dopma.

Tadnerkn BKpUTI MI1iBKOBOIO 060I0HKOI, POKEBOTO KONLOPY. y DOPMI Kamier. 3 nosnaukoio «M171»
Ha 0HOMY 0oL, rajiKi Ha Apyromy.

Tabaerku He ainsTees.

4. Kainiuna indopmanis

4.1. Tepaneemuyuni nokazanHA.

Edasipens / Emtpunmrabin / Tenoosipy aizonpokciny dymapar 600mr / 200mr / 300 Mr TabneTki.
(])il(COBaHa komOinalis  TeHoOBIpY amizonpokciny t})vM‘tpaTy ewrpnun*raﬁinv i edasipensy vy
BiANOBiAHOMY J03yBaHHi. Ilpenapar nokasawmii ans nikysamms Bipycy imy HOJIE(])ILIIIT) MO MHN-]
(BUJI-1) y nopocanx ta nipnitkis (six 12 poxis i 3 macoto Tina > 40 kr) 3 pisuamu Bipyconoriuxoi
cynpecii BUI-I PHK <50 xomiii / ma ans nocriiinoi komGinosaniii awTuperposipyciii Tepanit
TpuBanictio Ginbiue HiK Tpu Micaui. B anamuesi y nauienta He noBuHHO OyTH Bipycomoriunof
Hee(peKTUBHOCTI NPU NPOBEJEHHI NONepeHLOT aHTupeTpompycnm Tepanii.

Bubip ana nikysauns nauieutis 3 BUI-1-indexuicio, sxi npummanu aumpe’rpompycm npenapari,
noBHHeH OyTH 3acHOBaHMIt Ha IHAMBIAYanbHOMY TECTYBAHHI PIBHS Bipyconoriunoi cynpecii ado icTopii
JiKyBaHHs nauieHra.

Cain posrasuyru odiuiiini kepisuuuTsa no nikysanuio BUI-1 indexuii (sanpukiaz, BOO3).

4.2. Cnocit 3acmocyeanns 0ns 00pocaux i, AKUL0 neodxiono, ons dimeil.

JlikyBaHHA MOBUHEH NPOBOANTH JiKap, SKKil Mae focsia Tepanii BIJI-indexuir.

Hopocni ma nionimku: npenapar ciia sacrocosysath | pas na 100y.

Cnoci sacmocyeanns: TaGNeTKH CIIiJL KOBTATH [IMMM, 3aNMBAIOYH BOOIO.

Ilpenapar pexoMeHI0BaHO NpWiiMaTH Ha MOPOXHIM IIIYHOK, OCKiNbKM Tka MOKe MiABHLLYBATH
excnosuuilo edaripeHsy. 1Mo Mo¥ke NPUIBROAMTH A0 NiABMINEHHS YACTOTH MOOIMHHX peaxuiit (aus.
posainu 4.4. ta 4.8).

Jlns nokpaiuants nepeHocuMocTi eaipensy (Bpaxosyioun noSiumni peakiii 3 Goxy HEPBOBOT cHCTEMH)
[penapar peKoOMEH/10BaHO NpuiUMaTH nepen cHoM (B, po3ain 4.8).

[Mependavaernes, mwo aacopOuis 'reHO(lJOBipy Oyne npubausHo nHa 35% Hibkue micas npuitomy
npenapary Ha nopomum ULIYHOK y HOplBHﬂHHl 3 I'IpHPIOMOM TeHquompy, OKpemo 3 Tker (AMBUCH
posain 5.2). V mauientiB 3 Bipyconoriunoio cynpec:em, MOKHA OYIKYBaTH 3HIKEHHS KIiHIYHOIO
edexry, ane Takuii edext Oyne obmesxenum (auB posain 5.1).

Jimu: npenapar He PeKOMEHAYETbCA IUIA 3aCTOCYBaHHs y AiTelf Bikom a0 12 pOKiB uepe3 BiZCYTHICTh
JAHMX 0J10 6e3neKu Ta eeKTUBHOCTI.

Hayienmu nimnbo20 6ixy. Ilpenapar ciijl 3aCTOCOBYBaTH 3 00EPEKHICTIO MALliEHTAM TiTHLOTO BIKY
(auB. posnin 4.4).

IHCTP}’K‘HIH AJIs1 3aCTOCYBAHHS .J'llld:apCbICDI 0 3.!006}’ (KIHHCBOFO llpO,[(yI{T)’) BaCBlﬂ}leHd I'llJ_lllHCO'\d
:/ ,/ R =

yl‘IOBHOBa)KeHm 000614 IO BUCTYNAe Blﬂ. imeHi 3asBHMKa '
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Kopexyis 0o3u.

Y BunaKy, SKUIO HEOOXiZHO MPHUNMHWTH JiKYBaHHA OJHMM i3 KOMIIOHEHTIB rpenapary abo y BHIaaKy
HEOOXIIHOCTI  KOPMIYBaHHs JI03M OKpEMHMX KOMIIOHEHTIB, HEoOXiaHo osHabomutHcs 3 KopoTkmwmu
XapakTepucTUKamu J1J1si OKPEMUX KOMIIOHEHTIB ab0 KoMOiHaLiM UMX KOMITOHEHTIB.

SIKio npenapat 3acTOCOBYBATH OAHOYACHO 3 pudaMMillMHOM MauicHTam 3 Macoo Tina =50 kr, ciin
PO3IIISIHYTH MUTAHHS MPO A0AaTKOBY 03y edasipensy 200 mr/noGy (zaranom 800 mr) (nus. posain
4.5.).

[layienmu 3 nopywennamu @yuxyii nupox. llpenapar He pekoMeHAOBaHMWiIt mnauienTam 3
nopyueHHAMH QyHKUIT HUPOK cepefHboro abo TAIKKOrO CTYNEHS TKKOCTI (KAipeHe KpeaTHHiHy
< 50 mu/xe). [Ins nauieHTiB 3 TAKMMH CTaHaAMM HEOOXIZHO KOPUTyBATH A03y eMTPULMTaBiHy Ta
TeHO(OBIpY AM3OMPOKCHI (ymapary, WO € HEeMOMKIMBHM IpPH 3acTOCYBAHHI KOMOIHOBaHMX
Tabnerok (auB. po3ainu 4.4. ta 5.2).

Hayienmu 3 nopywennamu gyuxyii nevinxu. Ilauientn 3 nopyuweHHaM (yHKUIT Neywinku nerkoro
CTYNEHsl BaXKOCTI ~ MOXYTh 3aCTOCOBYBATH Ipenapar y 3BuuaiiHiit pexkomenpomaniii jo3i. Cran
NALLEHTIB CITiJL PETENIbHO CIOCTEPIraTH CTOCOBHO PO3BMTKY MOGIUHHX peaxiliil, 0COOIHBO CUMITOMIB 3
DOKy HEPBOBOT CMCTEMH, MOB A3AHMX 13 3aCTOCYBaHHAM edaBipeHsy (auB. posaiau 4.3, ta 4.4).

[licas siaminu npenapary y nauieHTiB 3 Ko-indexkuieio BIJI ta BI'B caia peresibHo cnioctepiraty cras
CTOCOBHO CHMMNTOMIB 3arocTpeHHs renatuty) (AuB. po3ain 4.4.).

Ilpn Biamini npenapaty ciia nam’sraTv 1po TpuBaiMi nepion HaniseuBeacHHs edasipensy (He.
posain 5.2.) i TpuBanuit BHYTPIIHLOKIITHHHHMI NepioA HamiBBUBEAEHHS eMTpUUMTAGiHy Ta
TeroQosipy. Uepes inauBinyansHi Bapiauii TakMx MOKa3HUKIB i MPoGaeMH PO3BUTKY PE3NCTEHTHOCTI
CJiA KepyBaTMCs BKasiBkamu 3 nikysanHs BIJI, npuitmarounm Takoxk 10 yBaru npHudBHH BiaMinu
npenapary.

4.3. IIpomunoxazanna.

e TlinepuyrimBicte 10 Oyap-sKoi aito4oi abo JOMOMIKHOI PEeYOBMHH, 110 BXOAUTH IO CKIajy
npenapary.

e OxHouacHE 3aCTOCYBAHHA 3 POCAMHHMMM Npernapatamu, Mo MICTATh 3BipoGiit (Hypericum
perforatum), OCKibKY ICHY€ PU3MK 3HMIKEHHsI KOHLEHTpaLil y 1m1asmi kposi Ta ocnabiieHHs
KiaiHiuHUX edexTiB edaBipensy (quBuch posain 4.5 ).

e OpaHoYacHe 3aCTOCYBaHHS 3 BOPMKOHa3010M. EdaBipeH3 3HauHO 3HIKYE KOHLEHTPALilO
BOPMKOHA30J1y y MJ1a3Mi KPORBi, 2 BOPMKOHA30J1 3HAUHO MiJIRMIILYE KOHIIEHTpaIlii edaripenzy y
nnasmi kposi. Ockineku jikapcekiit 3aci6 € koMOiHOBaHUM TpenapaToM 3 (iKCOBaHOIO
J03010 KOMIIOHEHTIB, KOPWIYBaHHsi 103 e(daBipeH3y HEeMOJJMBE, 3acTOCYBaHHS
BopukoHasomy Ta Edasipens / EmrpuuutaGin / TeHodoBipy aizonpokciny dymapar 600mr /
200mr / 300 mr Tabnetku (AMBHCH po3ain 5.2. ).

4.4. Ocoonuei 3acmepediceHna.

3aranbHi.

Ockinbku npenapat Tenodosip/Emtpunmnradin/Edasipens € komMGiHOBaHMM npenapartom, Horo He ciij
3aCTOCOBYBATH OJIHOYACHO 3 IHUIMMHK JIIKAPCHKMMH 3aC00aMH, IO MICTATE Taki cami Jifo4i peuoBHHY —
eMTpulluTadin adbo TeHodOBIpy AU30MpPoKCHIy dyMmapar.

IneTpykuin aas 3acTocyBaHHs JiKapebKoro 3acody (KiHIEeBOro npoayKTy), 33013111'-{6[-[3 mﬂnucou
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3 npuuMHM aHaNoriuHoCTI eMTpHuMTAGiHy npenapar Tenodosip/EmTpuuntadin/Edasipens ne ciin
3aCTOCOBYBATH OJIHOYACHO 3 iHUIMMH aHANOraMy WUTHAMHY (Hanpukaaz, namieyaus). Takosk npenapar
HE CJILJ 3aCTOCOBYBATH OJHOYACHO 3 aned)OBIPY AMIIBOKCHIOM,

[epenaua BLJI.

ITauienty clia IIOSICHUTH, 1o [OPOTHBIPYCHI npenaparm, y TOMY YKnCIi
Tenodosip/EmMTpurutabin/Edapipens, He 3aXHIIAIOTh Bij pu3uKy nepeaaqi BUI inwnm mopsm npu
CTaTeBOMY KOHTakTi abo uepes kpos. Ciix mpomossikyBaTh NOTPUMYBATUCA BIAMOBITHUX 3aXOiB
Gesnexwu.

[HWi npoTuBipycHi nikapebki 3acodu.

Hemae jamux  crocoBHO GesnmeuHocti Ta  edeKTHBHOCTI 3aCTOCYBaHHSl  JIIKapChKOro  3acody
Tenogosip/Emrpunmradin/Edasipens y kombinawii 3 inmmmu MPOTHBIPYCHUMM IpenapaTami.
OnHoyacHe 3acToCyBaHHs J1IKapehbKoro 3acofy Tenogosip/Emrpuunrabin/Edasipens i A1IaHO3UHY
HE PEKOMEH/I0BAHO, OCKIJIBbKM EKCIO3MILS AiAaHO3MHY 3HAUHO MOCHIIOETHCS Micls 3aCTOCYBAHHS 3
TeHO(OBIpY AM3UNPOKCHIY (ymMapaToM, IO MOKe MiIBULIYBATH PH3UK PO3BMTKY MOGIYHMX
peaxiiif, acouioBaHyuX 3 TiaHO3MHOM (IMB. PO3Ain 4.5.).

3axXBOPIOBAHHS [T€YiHKH.

DapMakoKiHeTHKa, Oe3neyHicTh Ta  e()eKTHBHICTH edasipensy y mnauwieHTis 3 cepifo3Humu
3aXBOPIOBAHHAMMU neviHKu He BCTaHOBJICHI. Tomy niKapehKuii 3aci
Tenodosip/Emtpunmrabin/Edasipens cnin  BHKOPHCTOBYBATH  TinbKi Yy THUX TalieHTiB, gKIo
BBAKAETBCA, LUO MEPEBArd NEPEBULIYIOTE PU3UKH Ta BEIEThCA MOCTIHHUI KOHTPOIIb 3a Ge3MeKoI0.
Toxenyuicts 3 oKy neuinku.

[Miapnienns pisus Tpancaminas Mose croctepiratices uyepes Micsui MOYaTKy jiKysaHHs edaBipensoM,
lle MOXKe uacTiule crnocrepirazocs y nauientis 3 kondekuicio BI'B aGo BI'C. Pexkomenlosano
HPUITMHUTH NPUIIOM NiKApChKOTo 3aco0y. SKINO TOKCHUHICT 3 GOKY MeuiHKa Mae BUPAKeHi CUMITTOMHL,
abo AIKIIO PiBHI TpaHcaminas > 10 pasiB nepeBHLLYIOTh BEPXHIO MEKY HOPMHU.

[leditKoBa HeAOCTATHICTL BMHMKNA y NALiCHTIB, y AKMX Oy BIACYTHI MOMEpPEHi 3aXBOPIOBAHHS
neyinkn uyu iHwi ineHtudikosani Qaktopu pusnky (aus. po3uin 4.8). MOHITOpUHI neYiHKOBHX
(pepMeHTIB NOBUHEH 3ilicHIOBATHCS | [UIS NaLieHTiB Ge3 nonepeanbol JMChYHKLIT MeYiHKy Ta iHmMX
(hakTopiB pusMKy.

[Hanientn 3 BUT i ko-indekuieto Bipyey renatuty B (BI'B) ado C (BI'C).

[Nanientn 3 xponiuuum renmatutom B abo C, axi oTpumyioTs KOMOIHOBaHy NPOTHBIPYCHY Tepariiio.
MaloTh MiZIBUIIEHWH PUIUK PO3ZRUTKY TSKHX Ta TMOTEHLINHO JeTaNbHNX NOGiHHIx peakuiii 3 Goky
NeYiHKK,

Jlikap moBuHEH KepyBaTUCS MMOTOYHMMM PEKOMEHIAIIAMH [HOJ10 nikysanus B ans nposegenus
ontumainbHoi Tepanii y BlJI-indikoBannx nauientis 3 ko-indekuiero BI'B.

Y jocnijkennax QapmakoAMHaMiK¥  eMTpuULMTabiH  Ta TeHo(oBip OkpemMo i B KomGinawii
[IPOJAEMOHCTPYBaNH aKTUBHICTh NpoTH BI'B. Biamina JiKapchKoOro 3aco0y
Tenodosip/EmTpuunrabin/Edasipens y nauienrie 3 BIJI Ta BB moske NPHU3BOANTH 10 Pi3KOTO THIKKOTO
3aroctpeHns renatuty. Ianiewtn 3 BUI ta BI'B, siki npunuuunm snikysanms NiKapCBKMM 3ac000M
Tenodosip/EMrpuimnradin/Edasipens, nosunni 6yt mig perensHuM KknisiunuM Ta 1abopaToOpHUM
CTIOCTEPEIKEHHIM MPOTATOM NpuHaiiMHi 4 Micsuis nicns sakimuenns repanii. [Ipn meoGxinHocTi
nikysauHs renatuty B moxe 6yTu BimHoBneHo. Jlns mauienTin i3 POrpecyounM 3aXBOPIOBAHHAM

[HeTpykuist s 3acTocyBanns aikapesLKoro 3acoby (KiHUeBOro NPOAYKTY), 3aCBiTU€Ha IMiAMHCOM
YNOBHOBKEHOT 0COOM, 1110 BUCTYIAE Bijl iMeHi 3asBHUKA AT
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mediHky ab0 LMPO30M NPUNMHEHHA JKYBAHHS HE PEKOMEHAYEThCS, OCKIMbKM MOCT TepaneBTHUHE
3aroCTPEeHHs reraTuTy MOKe NPU3BOAUTH A0 AeKoMINeHcaliT pyHKIIT neyiHKu.

CuMnToMu 3 GOKY HEPBOBOT CUCTEMM Ta TICHXIKH.

Ilpo nobiuui peakuii 3 Goky ncuXiku MOBIZOMIANOCH Y NALIEHTIB, fAKi OTPUMYBaIM JiKyBaHHS
edasipensom. TlauieHTn 3 neuxiaTpuuHMMM pO3NajaMi B aHAMHE3I MaloTh BMLLMH PH3HK PO3BHTKY
cepito3HuX MoGiuHMX peakuiif 3 Goky ncuxiku (auB. posnin 4.8.). Lli peakuii 3a3Buuaii BUHMKAIOTEH
NPOTATOM NEPLIOro THXKHS JIiKyBaHHA | pO3BMBAIOTLCA MNPOTArOM 4 THAKHIB JikyBanus. lcHye
NoTeHUiiHUNA edexT, NoB's3aHuil 3 BKUBAHHAM 3 AJIKOTOJIIO TA IHIIMMY NICUXOAKTUBHUMU npenaparami.
Heobxiamo inpopmysatn nauieHTie npo Te, 1o y pasi nosBU CHMITOMIB TSHKKOT Aenpecii, ncuxosy a6o
CyILMAIbHUX IYMOK BOHM MOBHHHI HEraiHo 3BepHyTHCS /0 JiKaps, o6 yCTAHOBUTH, YH IOB’f3aHi Ui
CUMIITOMH 3 NPUAOMOM edasipensy, i AKIIO le NiATBEPANTELCS, BUSHAYUTH, YK MEPeBaKaEc KOPUCTD Bij
NPOJAOBKEHHS JIIKYBAHHS HAll PU3UKOM.

lopyiuenus dyHKuii HUPOK.

Tenodosip B OCHOBHOMY BUALTAETCS HUPKaMM uyepe3 KomGiHauiio kiy6oukoBol (inbrpauii ta
AKTUBHOT ceKpewii KaHanbLiB. Takum uYMHOM, KIIPEHC KpPEaTWHIHY 3HUIKYETBCA Yy XBOPHX 3
nopyuweHHsiMu - QyHkuii Hupox. IcHylote oOmexeHi jani woao OGesnekn Ta edeKTHBHOCTI
TeHO(OBIpY y nauieHTiB 3 nopymennam GyHkuii Hupox (KnipeHc kpeatuniny < 80 ma/xs.). Takum
MalieHTaM [pernapar Clil TNpu3HAayaTH Jile Yy BUIAZKY, AKIIO MOTEHIiiHi mepeBary Bin
3aCTOCYBaHHA OYIyTh NMEPEBUILYBaTH NOTEHIiHHI PU3HKH.

Y nauieHTiB 3 MOMipHUM Ta BayKKMM CTYTIEHEM MOPYIIEHHs (ByHKUIT HUPOK Mepio HariBBHBEICHHS
3 [1a3MH emMTpiliTabiHy 30iabLIyeThCs Yepes 3MeHIIeHH s KAipeHCy KpeaTHHiHy.

[Ipenapar He pexomeH10BaHMI NalieHTaM 3 MOPYMIEHHAM (DYHKUIT HUPOK MOMIPHOrO Ta TSKKOTO
cTynenst TsKKOCTI (KiipeHe kpearuniny < 50 ma/xs). V' mauwieHTiB i3 TakMMHM CTaHamMuB TpH
3aCTOCYBaHHI KOMOIHOBaHMX TaGleTOK HEMOMIMBO BIAKOPUIyBaTH 03y eMTPUUMTAOiHY i
TeHodoBipy Ansonpoxcmiy pymapary (aue. posaimm 4.2 Ta 5.2).

He cuin 3actocosyBatu nixapchkuit 3acif 07HOYACHO 3 HE(POTOKCHUHMMH JIiKAPCHKUMM 3acobami.
JIKIIO OAHOYACHOro MpMHOMY mNpemapaTy Ta HePOTOKCHUHMX 3aCO0IB HEMONKAMBO YHMKHYTH, CIij
3IHCHIOBATH WOTHKHEBUI KOHTPOIL (YHKLIT HIPOK (AMB. po3ain «B3aeMojis 3 HINMMK JiKapChKUMMU
3aco0amu Ta iHLI BUIH B3aEMOI»).

[Ipo nopymetns (yHKuUii HUPOK, HUPKOBY HEJOCTATHICTD, MMiABUILIEHHS KpeaTuHiHy, rinodocharemiio
Ta npokcuMalibHa TyOynonatiio (BKiovatoun cuHapom ®aukoni) (au. posain 4.8) nosizomasnocs npu
3aCTOCYBAHHI KOMGIHOBAHOTO JIKAPCHKOTO 3ac00y. PekOMEeHAYETHCS OLIHIOBATH KJIpeHC KpeaTHHIHY B
YCIX MALEHTIB Nepe/l NoYaTkoM JiKyBaHHs Ta KOHTPOJIOBATH (PYHKILLIO HMPOK (KIipeHC KpeaTHHiHy Ta
pisenb ocdartis y cupoBatiui) Hagani mij yac JiKyBaHH.

Slkmo pisedb ocdary y cuposarui kposi < 1,5 mr/an (0,48 mmons/n) abo KiipeHC KpeaTHHiHy
3aMeHweHnid 10 < 50 Mi/XB y mauieHTa, SKkuif OTpMMYye Tpenapar Ciifl NPOBECTH TOBTOPHY OLLHKY
(yHKLUIT HUPOK MPOTAroM 1 THXKHS, BK/IIOYAIOYM BU3HAYCHH: PiBHA IUIIOKO3HM B KPOBI, Kajliio B KpOBi Ta
KOHLEHTpalii rmoko3u B ceui (muB. posain 4.8., monao npokcumainsHoi TyOysonatii). Ockinbku
npernapar € KOMOIHOBAHMM JIiKapChKMM 3ac000M i 3MiHAa iHTepBajny 3acTOCYBaHHSI OKpEMHMX iOro
KOMIIOHEHTIB HEMOJM/IMBA, HEOOXIJHO NPUNMHWTH NIKYBaHHA MNALiEHTIB i3 KiipeHCOM KkpeaTHili 11y
< 50 ma/xB abo 3i 3HWKEHHAM piBHA docdatis y cuposarui g0 < 1,0 mr/an (0,32 mmons/n). V sunaaxy
[POrpecyioUuoro 3HWKeHHs (PyHKLUIT HUPOK CAiJL PO3MASHYTH MONIUBICTh NPUITMHEHHS JIIKYBaHHS, AKILO
iHIlIa TPUYMHA HE BCTAHOBJIEHA.

IHeTpyKuist 1018 3acTOCYBaHHSA JiKapChKOro 3acody (KiHuesBoro nponvxw), 3ac31nqeua nianucom
yIOBHOBAXKEHOT 0COOH, 1110 BUCTYIIAE Bijl iMeHi 3asiBHMKA e
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HeoOXijHO yHMKaTH 0JHOYACHOTO BUKOPHCTAHHA HE(POTOKCHUHMX IiKapehKkux 3aco0iB (Hanpukiaj,
amiHOT/TiKO3W/iB, amdoTepuunny B, QocapHera, raHUMKIOBIpY, MeHTaMifiHy. BaHKOMIlUAHY.
unnodosipy abo iHTepseiikiny-2) npu 3actocysaHni npenapary. SIKIIO ofHOYAcHe 3aCTOCYBAHHS i3
HE(POTOKCHYHMMH  JIIKApCHKMMHU  32C00aMH  HEMOKIIMBO YHUKHYTH, MOMITOPMHT (VHKLT HUPOK
[TOBHHEH NMPOBOANUTHCH LIOTUIKHS.

BrauB Ha KicTKH.

[Tin uac 144-THKHEBOro KOHTPOJLOBAHOIO KIIHIYHOTO AOCHIAXKEHHA, B SKOMY MOpIBHIOBATH iiO
TeHO(OBIPY AM3OMPOKCUy DymapaTy i3 cTaByauHoM y KomOinawii 3 namiByanHOM Ta edasipensom. y
NauieHTiB, AKi paHille He MPUIMANM aHTHPETPOBIPYCHI NpenapaTh, B 060X eKCIEPUMEHTANTBHUX PyTax
CrOCTEPirany HeBe/MKe 3MEHLIEHHs MiHEepanbHO! LIMBHOCTI KICTKM cTerHa Ta xpeOra. 3a 144 TuxHi
3MEHIUEHHA MiHepanbHO! IinLHOCTI KicTKM XpeGTa Ta 3MiHM GiomMapkepi KicTkM OYIH 3HAYHO
Ginplwnmu B rpyni, AKa oTpuMyBana TeHO(OBIpY mu3onpokcuny dymapar. 3MeHienHs MiHepanbHOl
ILILHOCTI KICTOK cTerHa 0yau 3HauHO OlabluMy B 1iii rpvni 1o 96 tuxkHiB. [Tpote micas 144 tnikuis He
uxocrepna.nn HiABMLIEHOIO PU3MKY nepesiomis afo cBilueHb KNiHIYHO ICTOTHMX BiAXMIEHb CTaHy
KICTOK Bi/l HOPMH.

Bnnus tenodosipy Oys suuennit y BIJI-1 indikoanux nmauientis Bikom Bin 12 pokis i crapme. B
HOPMaJIbHUX YMOBaX MiHepajibHa WiIbHICTh KICTKOBOT TKAHWHM IIBHAKO BIAHOBIIOETHCA Y 11l BikOBiii
rpyni. Y upomy aocniiKenti cepeaniii koediuienT sMiltHEHH KiCTKOBOT TKAHUHM GYB MEHIIMM Y rpyni
ska oTpuMysana TeHBodoBip, nopiBHAHO 3 rpynow nnauedo. CkenerHuil pict (3pictT nauieHTiB) He
3MiHioBaBcs. Mapkepy o0 MiHepanbHOT HMBHOCTI KiCTOK cTerHa Ta XxpedTa y nauienTis Bikom 12
pokiB 1 Ginbie, NMoAiGHi THM, 110 CIOCTEPIralOThCs Y AOPOCINX. BHACTIAOK MOKIMBOrO BIIHMBY
TeHoosipy Ha MeTabosi3M KiCTOK, Mpenapar ciiif BUKOPHCTOBYBATH /s JiKyBaHHs NiUIITKIB BIKOM 110
I8 pokiB, AKILO MepeBary NepPeBUILYIOTh PU3UK (AUB. po3/in 4.8) .

Kictkosi aHomanii (mo HeuacTo OyaM OAHICI 3 NPUYMH NEPEIOMIB) MOKYTH OyTH nos’s3ani 3
MPOKCHUMAIbHOK HHUPKOBOW TyOynonatieio (aus. posain 4.8). Skimo BuHMKae Nigo3pa Ha KiCTKOBI
aHomanii, clijl OTPUMATH BiAMOBIIHI KOHCYJIbTALLT.

OcTteoHekpos.

HesBaiaiouu Ha Te, 10 €Ti0JOoris MOBUHHA BBAXKATHCA MYJIbTHOAKTOPHOIO (BKIIOYAKOYH 3aCTOCYBAHHS
KOPTHKOCTEPOI/LIB, BIKMBaHHS AIKOTOJIO, TAKKY IMyHOCYynpecito, BMINMI iHaekc macu Tima), npo
BUIAJIKK OCTCOHEKPO3y OyJ10 NMOBIJIOMIIEHO MEpPeBakHO y MauieHTiB 3 aaBHBO0 BlJI-indekiicio Ta/abo
aosrotpuBanum sacrocypanHsiM KAPT. TMauientis cain noindopmyBati npo HeoOXiaHicTh 3BepHeHHs
38 MEJHYHOIO JIOTIOMOTOIO, AKINO B HHUX CKapru Ha cyriaobosui Ginb, ckyTicrs y cyrnobax ao
CKJIaJHOLW NpH Xoas0i.

JlakraT-auuuo3.

JlakTar-alnao3 € piAKiCHUM, afie BaKKMM Ta MOTEHIIHHO HeGesneuHuM s KUTT YCKIaZHEHHSM,
TOB’S38HUM 13 3aCTOCYBAHHAM HYKJIEO3HIHMX iHTiOiTOPiB 3B0poTHOI TpanckpunTasu (HI3T). Hesiki i3
MKapehKMX 3ac00iB LBOro Kiacy, AK BiZIOMO, BUKJIMKAIOTH MOJOUHMI auuao3. JokiiHiuui Ta Kiigiuni
AaHl [03BOJIIOTH MPUITYCTHTH, IO PU3HK BHHMKHEHHS MOJIOUHOKHCIIOTO AalM03y BBAKAETHCS
nepeadauyBaHUM BIUIMBOM Bil 3aCTOCYBAHHA HYK/ICO3MIAHMX aHAJIOTIB, Ta MYKE HU3bKHN Juis
TeHo(oBIpy Ta emTpiliTabiHy. OuHaK PH3UK PO3BMHEHHS He MOxXe OyTH BUKMoYeHHi. JlakTar-alunos
MOXe BUHUKHYTH 4epe3 JieKiibka MicauiB nikysanns HI3T. TTauienTu i3 rinepnakratemieio MoxyThb He
MaTH BIJNOBIZHMX CHMITOMIB, MOXYTb OyTH KPUTHYHO XBOPHMM ab0 MOXKYTh MaTH Hecnelmpiuni
CUMITOMH, TaKi SIK 3aJMIIKa, CTOMIIOBAHICTL, HYa0Ta, 6110BOTa, Aiapes Ta 6inb y kusori. Gakropu

IneTpykuisi uist 3acTocy BanHst JiikapebKoro 3acofy (KiHUEBOro NMpPoayKTy), 3acsl,uqer!a niAnucom

YNOBHOBAXXEHOT 0COOH, 1110 BUCTYMAE Bijl iMeHi 3asBHIKA Nzl
22.01.2018 Kouyber Mc




PUBHKY A1 NaTEHTHOTO AlU03Y, NOB’A3aHOro i3 3actocysansam HI3T, BkimouaioTs — kiHouy crath Ta
O)K'leHHﬂ [ManienTn 3 migBumeHuM pusukom MoBMHHI GyTW MiA peTenbHuM Harmsgom. CKpUHiHT
rinepaakraremii A1 nauieHTiB, AKi He MAlOTL BIAMIOBIAHMX CUMNTOMIB He ToTpiGen. TlauieHTy y AKX €
CHMITOMH, 333BHYal MAIOTh PIBEHb MOJIOYHOT KMCIOTH > 5 MMOJIB/I i A/t TAKUX NaLieHTiB NiKyBaHHS
HI3T neo6xiano npunuuumy. Y BUNAAKAX MiABUIIEHHS PiBHa 10 > 10 MMOAB/1, NALlicHTH noTpedyoTh
HeraiHol MeAMUHOT JOTIOMOTH.

Jlinoauctpodis Ta mopyuieHHs 06MiHy peyoBuH.

KomGiHoBana auTMpeTpoBipycHa Teparis MoXe CHOPHUMHSTH Y BlJI-in¢ikoBanux nauieHTin
Mepeposnoin  KupoBoi Tkauuuu (ainomuctpodiio). BpaxoByioun. 1o A% AeAKMX  IHLINX
aHTupeTpompycmx Mpenaparis € 3HauHi A0Kasu uiei moGiuHoi peakuii, cBinueHus npo 3s'a30k 3
J]l[\}BaHHH TeHooBipom, emTpiuitabinom Ta/abo edasipenzom e crabkumu. JliiicHo, nepexij Bij
JIKYBaHHSl  aHaNOraMM THMIiAIHY (Hdnpnxnan. CTABYAMHOM) Ha NiKyBaHHA TeHO(OBIpoM, 36inblye
PU3NK MEPEepO3MOITY KHPOBOT TKAHMHM KiHUIBOK y nauientis 3 ainoarpodicio. ITixsuumennii pusik
PO3BHTKY J]l]'lO)lHCTpO(lJll NMOB s3aHUH 3 TaKMMHM (bafc'ropa\m K JITHIH BIK. TpuBa.ia Tep&Ill}l
AHTUPETPOBIPYCHUMHU NpenapaTaMu Ta cynyTHi MeTaboJiuHi nopylueHHs. [Mpu kainivHux oGeTeKeHHsX
BUI-indikoBanux nauieHTiB, ski OTPUMYIOTH aHT upeTp()Bipycm 3aco0u, cimij 3BepTaTH yBary Ha (hiznuni
O3HaKK Mepepo3noiny xupy. PexomenayeTses BUMipioBaTH BMICT CHPOBATKOBMX NiMimiB Ta riioKO3M
Kposi Harwecepue. [Topyuenns ninigHoro Meraonismy ciin nikysaTh Biamosiauumu npenaparamm
(auB. po3ain 4.8).

[lopymenns miToxoHapiansHOT GyHKILIT,

In vitro Ta in vivo §yno nokasano, 1o HyKJICO3UAHI Ta HYKICOTHIHI AHANOTH MPU3BOIATE 10 ypasKeHHsi
MITOXOHAPIH pizHoro crynens. Haaxoaunu nosizomnenns mpo MiTOXOHpianbHy aucdyHkitio y BlJl-
HEraTUBHUX JiTeH PaHHBOro BiKy, sKi 3a3HanM BIIMBY HYKJICO3MAHMX aHOriB B yrpodi Ta/abo v
nocTHaTanbHui nepiof. OCHOBHMMM HECHPHATIMBMAMM SBMIIAMM, NP0 sKi NOBifOMAANOCS, OyIM
reMaToNOTiuHI MOpylieHHs (aHeMis, HelTporieHin) Ta MeraGosiuHi nopyweHHs (rimepiakraremis,
rlnepmnmewﬂ) Lli seuma uwacro Gymm KOPOTKOYACHUMH. Hanxoaunu mnosigomnenHs npo aeski
HEBPOJIOTIYHI NOPYIICHHS, WO NMOYMHAMKCS Mi3Hile (riNepTOHis, KOHBYILCII, aHOMaIbHA MOBEiHKA).
Ha chorojaui HeBiOMO, YW HEBPOJOriuHi MOPYUICHHs € TUMYACOBMMM, 4M NOCTilfHuMU. Byub-sika
AMTHHA, SIKA 3a3Hana BIUIMBY aHAJIOTIB HYKJIEO3MAIB Ta HYKICOTHIB B yrpodi, HasiTe BIJI-HeratusHa.
Mae npoﬁrn KniHiuHe Ta  5ab YopaTopHe O0CTEHKEHHS  CTOCOBHO ~ MOXKJIMBOTO  MOPYILEHHS
MITOXOH,ElplaJII:HOI GyHKUii y BUNaaKy nosiBu BiAnosigHux cummntomis. Lli Pe3yLTATH He BIIUBAIOTH HA
MOTOYHI HaLiOHABHI peKOMeHAaLiT 3aCTOCOBYBATH AHTHPETPOBIpYCHE JIKYBAHHA BATiTHHM XKiHKaM /s
npoginakTuky BepTHKanbHoi nepenayi BIJI.

OnopryHicTHyHi iHdeKuii.

YV BlI-inikopauux nami€eHTiB 3 TSKKOK IMYHHOK HEJOCTATHICTIO HA MOMEHT NpH3HAYCHHS
koMOiHOBaHOT aHTHpeTpompyCHm tepanii (KAPT) moske BMHMKATH 3amaibHa peakuis Ha XpoHiuHi uu
3a/MIIKOBI onopwmcmqm NaToreHy Ta CEepHO3HI KIIHIYHI CTaHH Y 3aroCTPEHHS CHMIITOMIB.
CHHAPOM BiZIHOBJIEHHA IMYHITETY.

3asBiuai, Taki peaxilii crnocTepiraloThCs MPOTATOM MEpIIMX JEKiIBKOX THXKHIB a00 Micalis iHiuianii
KAPT. Bianosianumu npukiazamMu € WATOMCraloBipycHuii peTuniT, resepanizosasi Ta/ado BOrHHILEB]
mikobGakTepianbui iHpekuii Ta MHEBMOHiA, crpHuMHEeHa Pneumocystis jiroveci (3Buuaiino Bigoma sk
Pneumocystis carinii). Byab-siki 3ananpii cMMITOMH BUMaraioTs OUiHKM; Y pasi NOTpe6H NpH3HAYAIOTH
NIKYBaHHS.

[nerpykuist Aas 3acTocyBaHns AikapeLKOro 3acody (KiHueBoro npouylch), 3acamqeﬂa T AITHCOM
YIOBHOBaXXEHOT 0COOM, 1110 BUCTYNAE Bif iMeHi 3asBHIKa e
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[NauieHTy AiTHLOI'O BIiKY.

[Tauienris niTHBROrO BiKYy MalOTh Oinblly HMOBIPHICTH 3HWKEHHS (YHKUIT HHPOK; TOMy chnia 3
ofepekHicTIO 3acTOCOBYBATH KOMOiHOBaHuit nikapchkuii 3aci6, 10 ckiamy SKOro BXOAMTHL TEHO(OBIP
[Py JIIKYBaHHI MALIEHTIB JITHBOrO BIKY (1B, HUMKUE).

JonomisHi pe4OBMHH.

[Ipenapar MiCTUTbL JAKTO3y, TOMY HAaLi€HTH 3 PIAKICHUMH CHaaKoBUMM (OpMamK HErepeHOCUMOCTi
rajlakTo31, HEJJOCTATHICTIO NaKTa3y abo CHHAPOMOM IIIHOKO30-rallakTo3HOI MalibabeopOuil He noBHHHI
3aCTOCOBYBATH npemnapar.

4.5. Bzaemogis 3 inmmumn gikapebkuMu 3acodamu Ta iHui Gopmu B3aeMotil.

Bszaemoois 3a ysacmi eghasipensy

Edasipens € kniHiuHO BayIMBUM iHAYKTOpoM QepmeHTiB uuroxpomy P450, takux sk CYP2B6 ra
CYP3A: ToMy MoKe BUHMKATH B3a€MOZis 3 JIKAPCHKMMM 3acobaMu, METabosi3yBaHIMK LIUM IAAXOM
Ta 3MiHa KOHLEHTpauil edaBipeHsy y Kposi.

Edasipens ¢ kniniuHo BaxnuBUM iHAYKTOpOM (hepMenTiB uuroxpomy P450. takux sk CYP3A4: tomy
MOKE BMHMKATH B3a€MOJisl 3 NiKapChKUMM 3acofamu, SKi TAKOXK MeTadoMi3yloThes UMM AAXOM. /n
vitro edasipens Takox € iHriditopom UDP-rmokyponosuntpancdepas, takux sk CYP3A4. CYP2C9 i
CYP2C19. V nepeBaxuiii Oinbpwocti BUnaakis. konu edasipeH3 B3aeMoOAic in vivo 3 BIAOMHMH
cyberpatamn CYP3A, pesynbTaTomM micisi CyMIiCHOrO NpUitoMy JEKiBKOX 103 € 3MEHIICHHSA
CHCTEMHOIrO BIUIMBY TaKoro npernapary.

[Ipenapar He MOXKHa OJHOYACHO 3aCTOCOBYBATM 3 Tep(eHaJMHOM. acTeMi3070M, LHM3AMPUIOM,
rnimosuaom, Genpuannom abo ankanoizamMu piKKIiB y 38°43Ky 3 KOHKypyBaHHsiM eanipensy 3a CYP3A4,
Bzacmooiau sa yyacmi empuyumabiny

In vitro emTpuumTadin He iHribye Oyab-skuii i3 Hactynuux izotonis CYP450 moaunu: 1A2, 2A6, 2B6,
2C9,2C19, 2D6 Ta 3A4, i e iHribye GepMeHTaTHBHY TIIOKYPOHI3aLLiIoO.

He icHye HiKMX KJTiHIYHO 3HAuyIIMX B3a€MOJiil, KOMH eMTpiLliTaGiH 3aCTOCOBYETLCS OAHOYACHO 3
iHliHaBipOM, 3MIOBYAMHOM, CTaByAMHOM abo QamumkioBipom. EMTpuuiTaGin BUBOAUTECS MepeBaKHO
HUPKaMH, yepes KiyO0ouKkoBy (ibTpaLiio Ta aKTUBHY CEKPELLit0 KaHanbLiB. 3a BUHATKOM (haMUHKI0BIpY
Ta TeHO(OBIpY., edexT BlacMOAil. 3 JiKapCLKUMM 3aco0aMM, WO BUAIASIOTBCS ab0  BNAMBAKOTE HA
(ynxuito Hupok, He ouinioBamu. CymicHe 3acTocyBaHHS 3 MIKAPCLKUMM 3aC00aMM. SKi BUBOISTHLCS
HUPKAMMW, MO’KE NPHU3BECTH N0 30iiblUeHHs KOHUEHTpauii B cuposaTui emTputabiHy abo Takoro
JKapehKoro 3aco0y BHACHIZOK KOHKypeHLil 3a umuigX BuBeaeHHs. Hemae kniniunoro aocsigy a6o
BipyCOJIOTiuHOro OBIpYHTYBAHHS [UISl CYMICHOTO 3aCTOCYBAHHS eMTPULIMTABIHY Ta AHANOTIR LIMTUIMHY.
OT:xe, mpenapaT He Cllijl 3aCTOCOBYBATH pPa3oM i3 JamiByamHoM ans jdikyBauus BlJI-indekuii (ims.
po3uin 4.4).

Bsaemooiay 3a ywacmi menoghosipy

OnHouacHe 3aCTOCYBaHHs IUJAHO3UHY 1 TeHOGOBIPY AE30MpoKCiny (ymapary HE PEKOMEHI0BAaHO
(amB. po3uin 4.4 Ta Tabnuig NKapChKUX B3aeMOiN aani).

Ipenapamu, 1o 6UGOOAMbC HUPKAMU.

Ockinpku eMTpULMTaOiH Ta TeHOQOBIP BUBOAATLCS MEPEBANHO HUPKAMHU, OJJHOUACHE 3aCTOCYBAHHS
emMTpuLMTabiHy Ta TeHO(OBipy 3 npenapaTtamu, IO 0cIadMOIOTh HYHKIIIO HUPOK 200 KOHKYPYIOTE
3a aKTMBHY TyYOynsipHy cekpeuito uyepes TtpascnoptHi Ginku hOAT 1, hOAT 3 a6o MRP 4
(Hanpuxnan, 0uaodosip). MoXe MiABMLIYBATH CUPOBATKOBI KOHLEHTpauii emrpuuurtabiny,
Teno(oBipy Ta/abo npernaparis, 110 3aCTOCOBYIOTECS OIHOYACHO.

Inerpykuis a5 3acTocyBaHus Jikapebkoro 3acoly (KiHUEeBOro npoaykry), 3ac13mqena MiATHCOM

YIOBHOBaKeHOT 0c00H, 1110 BUCTYMAE Bia iMeHi 3asBHMUKA L d AL
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Ciin  yHMKaT NpHM3HA4YeHHs MpenapaTy Hil uac abo He3ajoBro  mics 3aCTOCYBaHHS
Hecbpomxcuqu npenapatis.  Jleaki npuKnaaM  BKIOYAOTH  (alne  He OOMEnYI0THCH)
aMiHOTTIKOZMAH, awdaorepHuHH B. ¢ockapret, ranuukiIoBip, neHTamMiann, BAHKOMILAH, uunodorip
abo lHTEPJ'IEHKlH -2 (auB. po3uin 4.4).

VY 3B’A3KYy 3 THM 11O Talcpommyc BUBOAMTLCS HUPKAMW TNPH OJHOYACHOMY 3aCTOCYBaHHI Clij
NPOBOAMTH NOCTIHHMIMA wom-ropﬂﬂr dyHKLIT HUPOK.

Inwi 63aemo0ii. B3aemoii Mix KOMIIOHEHTAMH npenapary ATpinna Ta 111r16rropa1\m npoTeaszmu.
aumpe'rpompymmmn 3acobamu (BinMiHHMMM Bia iHriGiTOpiB NMpoTEasn) Ta iHIIMMK npenaparaMm,
O He BIAHOCATBCS O AHTHPETPOBIPYCHUX, NPEACTABNEHO y TAGmMui 5 HmKye (niaBUILEHHS
nosnayeHo K « T», 3HMKEHHA K «I», Geas amin sk «e>»). 90 % JII BkazaHo y ayxkax (SKuo € Taxi
J1aHi).

Tabnuusa 1. Bzaemonil MiK OKpeMHUMH KOMIIOHEHTaMM npenapary Ta iHIIMMH JHKapChKMMU
3aco0amMu.
IMpenapaTu Buaus ua pisni npenapary Peromenaauiv CTOCOBHO

Cepeaniii % 3miu piBHiB AUC, | oqHOYACHOI0 32CTOCYBAHHA 3
Cmax, Cmin 3 90% A1 | npenapatom Atpinaa (600 mr

(Mexamnizm) eagipensy, 200 mr |
eMTpHIHTabINY, 300 mr
TenodoBipy JAH30NPOKCILI
$ynmapary) |

IPOTUIHOEKIINHI TIPEIIAPATH
AHTHDPETPOBipyCHI npenapaTu

HI3T

3uJ10BYI1H, CrasyauH, | Bzaemonis He 0MiKy€eTbCs

Abaxasip

Abakasip/TeHohOBIpY OnHouacHe  3aCTOCYBaHHA  He

JM30MpOKeHIy hymapar PEKOMEHAOBAHO Yy 3B’A3KY 3
[IPUTHIYEHHSIM  TepaneBTHYHOro
edekry Bil 3aCTOCYBAHHS
abakasipy.

JlamiByauu/emMTpuLMTaGid 3 MPHYHHM CXOKOCTI NaMiByauHy
Ta eMTpULMUTAOiHy 1X He cuif
3aCTOCOBYBATH OJIHOYACHO (J(UB.
poszuina 4.4).

Junanosun/renodoipy Junanosun Piaxo moeizomssutocs npo

Jm3onpokeun gymapar AUC: T40-60 %* MAHKPeaTUT Ta NaKTaunao3 (iHomui

3 IETAILHUM HaCIiaKoM),
OnHouacHe 3acTocyBanHs
TeHO(OBIPY AN3ONPOKCHI
tymapary Ta qugaHo3uHY B 103
400 mr Ha 100y acouiifosate 3i
3HAYYIUM 3HIDKEHHSIM KiJIbKOCTi
CD4 xiTuH, MOKIMBO, Yepes
BHYTPIIHBO-KITITHHHY
B3aEMOJIIIO, LIO MiJBUILYE piBeHb

Incerpyxuis aas 3acrocyBanus gikapesKoro 3acoby (KiHuesoro nponymry), 3dc31;qqeﬂa MiAMCcoM
YNOBHOBa)XXE€HOT 0COOM, 110 BUCTYMNAE Bijl iMeHi 3asiBHUKA LAt
22.01.2018 Kouyﬁeﬁ'M €.




thochopunsosanoro (TodTo
aKTHBHOTO) IUJIAHO3HHY. -
3HWKEHHA 1031 THAAHO3HHY 10
250 Mr npu ogHOYACHOMY
3aCTOCYBaHHI TeHO(DOBIpyY
JM30MpoKcu dymapary
acouitoBasocs 3 NOBIAOMIEHHAMMU
PO BUCOKI NMOKazHUKH
BipycosoriuHoi HeedeKTHBHOCTI
(y xoni TecTyBaHHS JEKIILKOX
komOiHauiit). OnHouacHe
3aCTOCYBAHHA 3 IMIAHO3HHOM He
PEKOMEH10BaHO (AMB. po3ain 4.4).

HHI3T

Hesipanin, Erpasipun

OnHovacHe 3aCTOCYBaHHS He
PEKOMEHAYETHCA Yepes |
AVIMTUBHY TOKCHYHICTh Ta
BIJICYTHICTb e(heKTHBHOCTI.

Iariditopn nporeasn

DocamnpeHasip/puToHaBip/
eharipens

(700 mr 2 pa3u Ha 100y/
100 mr 2 pasu na no0y)

Amnpenasip
Ctrough ¥ 17 %

KniHiuHo 3Hauyumx
(hapmakokiHeTHYHHX peakLlill He
CMOCTEPIranoch.

MoikHa 3acToCOBYBaTH
oaHo4acHo Ge3 Kopekil j1o3u.

MocamnpenaBip/puTonasip/
edagipeHs

(1400 mr 1 pa3 Ha nody/
200 mr 1 pa3 Ha j100y)

AMIipeHasip
Cmin ¥ 36 %

OanouacHe  3actocyBaHHs — npu
TAKOMY pesxumi He |
PEKOMEH/I0BAHO.

CaxksinaBip/putonanip/
eapipens

Bsaemoii He BUBYATHCE.
CTOCOBHO 0JJHOYACHOTO
3acTocyBaHHs edaripeHsy 3
HU3BKUMHM 103aMH1 PUTOHABIpPY B
KomOiHauii 3 iHridiTopoM npoTeasu
AHB. PHTOHABIP BHLIE.

HenocraTuro panux mo6 aatu
peKoMeHallii MO0 103yYBaHHS
CakBiHABipY/ pUTOHABIPY.
3acrocyBaHHs TIpenapaty B
KoMOiHaLlil 3 CAKBIHABIPOM sk
€AMHHUM THriGITOpOM NpoTeasu He
PEKOMEHI0BAHO.

Inpinasip (800 mr 3 pasu Ha | Inginasip OnnouacHe  3acrocyBaHns  He
noby)/edasipens AUC: 4 31 % PEKOMEHIYEThCSI.
Ctrough ¥ 40 %
Inninasip/pitonasip (800/100 | Inainasip OnHouacHe 3aCTOCYBAHHS
Mr 3 pa3u Ha 100y)/edasipers | AUCss: ¥ 25 % MOX/TMBO, Y BHNAAKY KOMH €
Ctrough ¥ 50 % MOYKJIHBICTB KOHTPOIIOBATH

piseHb IHaANMHaBIpY.

Putonasip/edasipens
(500 mr 2 pasu Ha 100y/

JlocnipkeHHs B3aeMoIiT nokasanu
noMmipHe 30inbienss AUC s

OjiHOuYacHe 3aCcTOCYBaHHs
puToHasipy B a03i 1 000 mr ne

IneTpyKuis Aas 32CTOCYBaHHS TiKapebKOro 3acofy (KiHIEBOro NpoayKTy), 3.:1;:31;1qu21 nianmcom

YIOBHOBaXX€HOT 0cOOM, 1110 BUCTYNaE Bijl iMeHi 3asBHuKa
22.01.2018
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600 mr 1 pa3 Ha no6y)

pHTOHaBIpY Ta edaBipeH3y.

PEKOMEHOBAHO Y 3B’ A3KY 3
TIOrAHOI0 TIEPEHOCUMICTIO,

Hendinasip/edasipens

Jocniskenns B3aeMoii moxasanu
BapiabenbHICTL pe3ybTaTiB,
BrIovarouu 20% 306inb1ueHHs
pias AUC i Cmin, a Takox
sHkeHHst AUC Ha 25% i Cmin Ha
45% nendinasipy.

OnnouacHe 3aCTOCYBAHHS
MOMJIMBO, Yy BMNALKY KOJH €
MOITHBICTE KOHTPOMIOBATH
piBenb Hendinasipy.

Jloninapip/ puroHasip
(karicynu m’gxi abo
nepopanbHiii po3ynH)/
ehasipens

Jloninasip/ putoHagip
(Tabnerkn)/ edasipens
(400/100 mr 2 pa3u Ha no0y/
600 mr 1 pa3 Ha n00y)

(500/125 Mr 2 pasu Ha n00y/
600 mr 1 pa3 na no6y)

Jloninagip/ puroHasip
(tabnetkn)/ TeHodosip
(400/100 mr 2 pasu Ha 100y)

3HauHe 3HWKEHHS eKCITO3ULLT
JIONiHABIPY, TIPH SKOMY HEOOXiaHa
KOpeKLis 1031
JIOTIIHABIpY/PUTOHABIPY.

KonuenTpauii nonisasipy:
Cmin: + 40 %

Konuentpauii noninasipy: noni6ui
10 KOHLIEHTpaiii npu
3aCTOCYBAHHI
noninapipy/puronasipy 400/100 mr
2 paszu Ha 100y 6e3 edasipensy.

Tenodosip He BrumBae Ha
(hapmakoKiHeTHUHI napamMeTpy
noniHaBipy/ puTOHaBipy

Tenodogip
AUC: 132%
Cmax: <
Cmin: 151 %

OnnouyacHe  3acTocyBaHHs  He |
PEKOMEHIOBAHO.

Arasanagip/ edasipens
(400 mr 1 pas na 106y)

ArasaHasip/TeHo(OBip
(400 mr 1 pa3 Ha 106y)

Arasanasip/puroHasip/
TeHodosip (300/100/300 1 pas

ATazanasip
AUCgs: ¥74 %
Cmin: ¥ 93 %

ATazaHasip

AUC: 425 %
Cmax: ¥ 21 %
Cmin: ¥ 40 %

Tenodosip
AUC: 124 %
Cmax: T 14 %
Cmin: T 22%

OnaHouacHe 3acTOCYBaHHS He
PEKOMEH0OBAHO,

Incrpykuis ans 3acTocyBanHst JikapebKoOro 3acody (KinueBoro i poayxry), sacplnqena MiAMTHCOM

VIIOBHOBXKEHOT 0COOM. 110 BUCTYNAE Bil IMeH] 3asBHMKA
22.01.2018
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Ha 100y)

ArasaHaBip/puronasip/
easipes (400/100/600 1 pa3
Ha 100y, pa3om ix ixkero)

ArtasaHaBip/puToHaBip/
eagipes (400/200/600 1 pa3s
Ha 100y, pa3om ix HKero)

AtasaHasip

AUC: 4 25% (Y 41 % - 43 %)
Cmax: + 28 % (4 50 % - 15 %)
Cmin: ¥ 26 % (V46 % -T10 %)
Oanowachuit npuiiom atasanasipy
/ putonasipy Ta TeHopoBipy
NPUBOANTE A0 301bLUEHHA
KOHLIEHTpalii TeHodoBipy Ta
nocuinoe nodiuHi edexrn,
nos'a3aHi 3 TeHO(OBIpOM.
BKJIIOYAI0YH HHPKOBI PO3JIain.

Arazanasip

AUC: &* (4 9% - T10 %)
Cmax: T 17 % (18 % - 127%)
Cmin: ¥ 42 % (431 % -451 %)
ATazaunasip

AUC: <*/** ($10 % - 726 %)
Cmax: &*/** (15 % - 126%)
Cmin: T 12 % (416 % -T49 %)

(inmyxuis CYP3A4)

* V nopiBHSHHI 3 npritoMoM
arazatasipy 300 mr / putoHasip
100 mr BBeuepi Ge3 edasipens
sahikcopaHo 3MeHureHHs Cmin
ataszaHaBipy, siKe MOKe HEraTHBHO
BIIHHYTH Ha HOro e(eKTHBHICTD,

** icropnuni aani - oqHoMacHNI
npuitom edasipensy i3
aTa3aHaBipoM / pUTOHABipOM He
peKOMeH/I0BaHHIA,

Tinpanaeip/edasipens

Bzaemonis He BUBUATACH

Chin yHMKaTH OIHOYACHOTO
3aCTOCYBAHHS,

JapyHagip/puTonasip/
e(asipens

(300 mr 2 pa3u Ha n100y/
100 mr 2 pazu Ha 106y)

HapyHagip:
AUC: V13 %
Cmin: ¥31 %

Edagipens:
AUC: 121 %
Cmin: T17 %

KniniuHe 3Ha4YeHHs 3MiH B
KOHIEHTpallifsX AapyHaBipy Ta
edasipeH3y He BCTAHOBIEHO Ta

MOJKE 3MIHIOBATHCS 3aJIEXKHO BiI,

HanpHUKIa/, BiJl HAABHOCTI
KIiHIYHO 3HaYy 1107
PE3UCTEHTHOCTI 10 1apyHaBipy.
HaphyHagip / putoHagip cnin

InCTpyKuis A5 3acTOCYBAHHSE JIIKAPCLKOTO 3200y (KiHLEBOTO NPOAYKTY), 3acmﬂ,qena nmnucml
YTIOBHOBa;KEHOT 0COOH, 1110 BUCTYIIAE Bijl iMeHi 3asBHUKA
22.01.2018
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Hapynasip/puronasip/
TeHo(oBIpy AN3ONPOKCHI
bymapar

(300 mr 2 pasu nHa goby/
MT 2 pasu Ha 100y)

100

Tenodosip  He
chapmaxKoKkiHeTHYHI

Jlapynagipy.

BIJIUBAE  Ha
napameTpu

Tenodorip:
AUC: 122 %
Cmin: T37%

3aCTOCOBYBATH 3 00EPEKHICTIO ¥
MOeIHAHHI 3 TabieTKaMu
TEHO(DOBIP-AMZOMPOKCHITY
bymapar / edasipens /
emTpitiTadin 300mr / 600mr /
200mr.

Auraronicty CCRS

Mapagipok/edasipens
(100 mr 2 pa3u Ha g06y/
600 mr 1 pa3 Ha 100y)

Map'aaipor{:
AUC;: ¥45 %
Cmax: ¥51 %

KonuenTtpauif edaripensy e
BH3HAYaJIN; BIJTMBY He
ouikyeTbes. Caia o3HaliomuTHCs 3
IHCTPYKIII€O Ha Npenapar, 1o
MICTHTh MapaBipok.

TuriiTop nepenecenns nannio

ra inTerpasoio

Panrerpasip/edaripens
(400 mr pazoea no3za/-)
Panrerpagip/reHodosipy
au3onpoxcuil ymapar
(400 mr 2 pazu Ha 100y)

Panterpagip:
AUC: 36 %
AUC: T49 %
Cmax: T64 %

MoskHa 3aCTOCOBYBATH
OIHOYACHO §€e3 KopeKIliT
JI03YBaHHSL.

Hporurpudkosi

Kerokonason/egasipens

KerokoHazon

OckinbKn HemMae peKkomeH1aiii

(400 mr 1 pa3 Ha noby/ AUC: {72 % CTOCOBHO /1034 KETOKOHA30J1y NpH
600 mr 1 paz na nody) OHOUYACHOMY 3aCTOCYBAHHI CIliA
PO3IIAHYTH NUTAHHA TIPO
anbTEPHATHBHE NPOTHUTPHOKOBE
JHKYBaHH:I,
ITpakoHazon/edaripens ITpakonazon: OckilbKH Hemae pexoMeHatliit
(200 mr 2 pasn Ha 106y/ AUC: 439 % CTOCOBHO ZI03H KeTOKOHA30J1y MpH
600 mr 1 pas Ha no0y) Cmin: 144 % OIHOYACHOMY 3aCTOCYBaHHI Ci1if
PO3IJISIHYTH TIHTaHHS 1IPO
alnbTepHaTHRHE MPOTUTPHOKOBE
JiKyBaHHS.
ITozakonaszon/edasipens [Mosakonazon: OnHOYaCHOTO 3aCTOCYBaHHSA CJTif
(-/400 mr 1 pa3s na no6y) AUC: 450 % VHHKATH. 32 BUHATKOM BHINAIKIB.

Cmax: 445 %

KOJIH KOPHCTE [IE€PEBUIILYE PH3HK.

dnykoHazol/edaBipens
(200 mr 2 pa3u Ha nody/
600 mr 1 pa3 Ha no6y)

Baaemonist He ovikyeThCs,

Bopukonazon/edasipens
(200 mr 2 pasu Ha 106Yy/
600 mr 1 pa3 Ha 100y)

Bzaemonii He BUBYAIUCH.

OnHovacHe 3acTOCYBaHHS
CTaHAAPTHUX J103 ehaBipeHsy Ta
BOPHKOHA30/1y NPOTUIIOKA3aHE,

Bopukonaszon/edasipens
(200 mr 2 pa3u Ha 106y/
400 mr 1 pa3 Ha 106y)

Bopnkonazon
AUCssi ~L7? %

Edasipens
AUCss: T 44%

3MeHIIeHHs 1031 edaipeHsy npu
3aCTOCYBaHHI BOPHKOHA30/Y B
CTaHJApTHIH 1031 NPHU3BOAUTH 10
CYTTEBUX 3MiH (papMaKOKiHETHKH
000X JikapcLKHUX 3aco0iB, TOMY

IncTpyikuis s 3acTocyBanns JikapesKkoro 3acody (KiHUEBOro npoaykTy), 3acmm{ena niamicom
YIOBHOBaK€HOT 0c00H, 1110 BUCTYMNAE BijJ| iMeH] 3asBHMKA b
22.01.2018
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1oro He c¢J1i/l 3aCTOCOBYBaTH.

-

Bopukonason/edasipens
(400 mr 2 pa3u Ha 106y/
300 mr 1 pa3 na 306y)

Bopukonason
AUCss: ¥7 %

Edagipens

AUCss: T 17%

(y MopiBHAHHI i3 CTAHAAPTHHMH
J103aMH)

SIKIO 01HOYACHE 3aCTOCYBAHHS
BBRKAETHCA HEOOXIAHMM. 103y
BOPUKOHA30J1Y CJ11/1 30ibIUNTH 10
400 mr, ehaBipeHsy 3MEHLINTH J10
300 mr. Ockinbky 3MEHINEHHS
1034 e}aBipeH3y HEMOKIIUBE ¥
KOMOIHOBaHOMY npenaarti cris
3aCTOCOBYBATH NpenapaTi B
OKPEeMUX JIIKapchKux hopmax
(1B, po3ain 4.3).

AuTadioTukn / AnTumikodakrepiansuni '
Knapurpomiunn/edasipenn Kaaputpomiuus: Kniniune 3Hauenns Taknx 3min
(500 mr 2 pasu Ha nooy/ AUC: 439 % PIBHIB KNapuTpoMiUMHY Y nuasmi
400 mr 1 pa3 Ha 106y) Knapurpominun KpoRi He Bizome. MoskHa
14-rinpokcumeTabonit: PO3TASHYTH MTUTAHHS NPO
AUC: T34 % 3aCTOCYBaHHA A1LTEPHATHBHOTO

/10 KNapuTpomiumHy npenapary
(HampUKIan, a3UTPOMiLlHH),

Asutpomitmn/edasipeniy
(600 mr 1 pa3 na nody/
400 mr 1 pa3 Ha 100y)

Baaemonis we ouikyerses

MoskHa 3acTocoByBaTi
0IHOUAcHO Ge3 Kopekuil
JIO3YBaHH:I.

Pudamniunn/edasipenn
(600 mr 1 pas na g1ody/
600 Mr 1 paz na no6y)

Edagipenu:
AUC: 426 %
Cmin: +32 %

[Ipn 3acTocysanni npenapary 3
pH(haMniTHOM J0AaTKOBA /1034
edasipeniy 200 mr/106y
(zaramom 800 mr) mowke
3a0€3Me4HTH eKCIIO3HILIIO, 1110
AOCATAaEThCA NpH 1031 edasipenity
600 mr 6e3 pudamniunny.,

Pudabyrun/edasipenu
(300 mr 1 pa3 Ha no6y/
600 mr 1 paz Ha n00y)

Pugabyrun:
AUC: 38 %

HoGosy nosy pudabyrun caiz
nigsumTH Ha 50 % .

IIporamanspiiini
ATOBaKBOH Hemae nanux no gocnimkedHio
X0pOKBIOAWH B3aeMoii. Bzaemonuis ta
Medaoksroamnn Oe3nevHicTh NpU 0JIHOYACHOMY
[Iporyanin 3aCTOCYBAHHI 3 e(paBipeH30M He
Cynbhanokcun NIPOBOJAMIIACH CUCTEMATHYHO; Ha
ITipimeramin TEOPETHYHIiT OCHOBI KIIiHIYHO
3Ha4Yy1li B3a€MOJiT TiKapChbKUX
3aco0iB 3 edasipeH3oM €
MaJIOHMOBIPHUMMU,
Awmoniakin/Apremerep/ HocnipskenHs B3aemonii 6yno MoXnHMBHIA TOKCUYHKE BNINB Ha
edasipens MPUITMHEHO MICs TOro, SIK ¥ nevinky. ITo MoskanBOCTI

Inerpyxuis aas 3acrocyBanHst gikapebkoro 3acoby (KiHLEeBOro NpoOAYKTY), 3acaw,l{ena nian1com

YMOBHOBXKEHOT 0COOM, 1110 BUCTYNAE Bil iMeHi 3asBHUKa
22.01.2018
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(6007250 mr 1 pa3 Ha no6y/
600 mr 1 pa3 Ha 100y)

nepumx ABox cyb'ekTin
PO3BHHYIIOCS O€3CHMNTOMHE, ase
3HAYHE [MiJBUIIEHHS MeYiHKOBUX
(hepMeHTIB Mic/is TPUAEHHOTO
Kypcy amoaiakiny.

Amopniakin

AUC 1 114 ta AUC 1 302%
BiZIMTOBIAHO.

KOMOIHaUIT c1ia yHUKATH,

Ksnun/edasipens

Hewmae anux no nociukeHsio
B3aemoii. Kptonun
meTtadomizytoteca CYP3A.
OnHouacHe 3acTOCYBaHHS 3
ehaBipeH30M MOKE 3MEHIITUTH
NpoTHUMasIspiiiHui edexr.

ITo moxcnuBoCTI HeOOXinHO
3aCTOCOBYBaH albTEPHATUBHMII 1
NPOTUMANAPiHHKUHA JliKapchkuii {

3acio.

Jlymedanrpun/edapipens

Hemae nanux no gocnimkeHH0
B3aeMoii. Jlymedantpun
meTtadonizyoTees CYP3A.
OnanouacHe 3aCTOCYBaHHS 3
edaBipeH30M MOXKeE 3MEHIINTH
IpoTHMAaApiiiHNii eexT.

OaHouacHe 3aCTOCyBaHHS He
PEKOMEHJ0BAHO.

ApTemiCUHHH Ta JepiBaTisec

Hemae nanux nmo gocaimkennio
B3aeMoii. ApTeMiCHHUH Ta {ioro
IMOXiAHi MeTatoNi3yI0ThLCH
CYP3A. Opnouache
3aCTOCYBaHHA 3 eaBipeHsom
MOJKE 3MEHIUIHTH
NpOTHMANAPiHHNI edexT.

3acobu nporu Bipycy renatuTy

Anenodosipy AUC: & OnHouacHe 3acTocyBaHHs He

AENOBOKCHI/TeHO(DOBIp Cmax: < PEKOMEH/IYEThCS Hepes ,
a/IMTUBHY TOKCHYHICTD Ta
BIJICYTHICTb €(DEKTHBHOCTI (AMB.
po3nin 4.4).

EnTakagip AUC: & Hemae xniniuHO 3Ha4ymoro

1 Mr 1 pa3 Ha eHb Cmax: < BILTMBY Ha (hapMaKOKiHETHKY
000X JTikKapChbKMX 3aCO0iB.

IMPOTUCYJOMHI IIPEIIAPATH

Kapbamasenin/edasipens
(400 wr 1 pa3 na 106y/
600 mr 1 pa3 na no0y)

Kapb6amazenin:
AUCSS: \1'27 %
Cmin: 435 %
Edasipens:
AUCssl J.-36 %
Cmin: v47 %

Caia nepioanyHo nepesipsTy
piBHi kapOamazeniny Ta
e(aBipeH3y NpH OAHOYACHOMY
3aCTOCYBaHHI,

Denitoin/edasipens

Bzaemonis He BuBuanacs. Icnye
MOX/THBICTh MiABUILIEHHS

ILIA3MOBUX KOHUEHTpaIliii

Cnix nepioMyHo nepesipaTy
piBHI (eHiTOIHY Ta edasipensy
NPH OJJHOYACHOMY 3aCTOCYBAHHI.

IneTpyxuisi 1715 3acTocyBanus Jdikapehkoro 3ac00y (KiHLEBOro NpoayKTy), 3ac3111qua H]ﬂﬂHCOM

YIMOBHOB&XXEHOT OCOOH, 110 BUCTYNAE Bij iMEHI 3asgBHIKA
22.01.2018
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deniroiny npu 3acrocysanHi 3
edaripeH3oM.

Banenpoesa kucnora/ edpasipens
(250 mr 2 pa3u Ha 106y/ 600 mr
1 pa3 na nody)

OO6mexeni naHi BKa3yoTh Ha
BIACYTHICTD KJIIHIYHO 3HAUYYLIOrO
BIIIMBY Ha (papMaKOKiHETHKY
BAJIBNPOEBOT KHCIOTH Ta
edasipensy.

Birabatpun

Kniniuno 3navyui s3aemonii ve
O4IKYIOThCH,

Mo:Ha 3acTOCOBYBATH

HO3H.

CEPUEBOCYJHMHHI [IPEITAPATH

bJlokaTopu KaablieBUX KanaJis

|
OZIHOYACHO O3 KOPUTYBaHHA |
|
|

Hunriazem/edapipens
(240 mr 1 paz Ha no6y/
600 mr 1 pas na 106y)

Juntiazem:

AUC: 169 %

JlezauumTin aunriazem:

AUC: {75

N-MoHOME3METIIT AUIITIAZeM:
AUC: {37

(hapMaKkOKiHETHYHHX MOKA3HUKIB
ehaBipeHszy He BRAKACTLCH
KJIHIYHO 3HAYYLINM.

ITpu oaHOuacHOMY 3acTOCYBaHHI ,
A03y auirtiazemy cilil KOpurysatm |
3aJ1eKHO BiA KITHIMHOT BifnoBini. |

Bepanawmin, denoaunin,
Hideauiy,
HiKapaunin/edasipens

Bsaemonii ne Busuanu. ITpu
OJIHOYACHOMY 3aCTOCYBaHHI
edasipensy 3 Hnokatopamu
KasbLIEBUX KaHAIIB MOMIIHBE
3HUIKEHHS T1a3MOBOT
KOHUeHTpauil Giokatopa
KaJIbLUEBMX KaHAJIB.

J103y OnokaTopa KajbLUicBHX

ITpu onnoyacHOMY 3acTocyBanHi

KaHaJIiB CJ1i1 KOPUTYBATH 3ANEKHO
Bi/l KJTiHIYHOT BiANIOBINI,

IIPEITAPATH, IO 3HUKYIO

Tb PIBHI JIINIIAIB

Inriditopu I'MI'-KoA penykrasu

ATtopBacraTtus/edaBipens
(10 mr 1 pa3 va 106y/
600 mr | pa3 Ha nody)

ATOpBacTaTHH:

AUC: 143 %

3aranom akTUBHI iHTiGiTOpH
I'MTI"-KoA peaykraszu:

OyTH HEOOXIAHHM KOPUTYBAHHS

Crin nepioanyHo nepesipstu
pieni xonecrepuny. Ipu
OJIHOYACHOMY 3aCTOCYBAHHI MOKE

AUC: 34 % A03H. .
IIpapactatun/edasipens IlpaBacraTiH: Caix nepio/iyHoO nepesipaTy
(40 mr 1 pa3 Ha 106Gy/ AUC: 140 % piBHI Xonectepuny. [pu

600 mr 1 pa3 Ha 100y)

OJIHOYACHOMY 34CTOCYBaHHI MOKe
OyTH HEOOXIHUM KOPHTYBaHHs!
JO3H MpaBacTaTHHY.

Cumsacratun/edasipens
(40 mr 1 pa3 Ha go0y/
600 Mr 1 pa3 na n06y)

CuMBacTaTHH:

AUC: 169 %

3aranom akTHBHI iHTIGITOPHM
['MTI'-KoA peaykrasu:
AUC: 160 %

Cain nepionnuHo nepesipaTH
piBHi xonecrepuny, [1pu
OHOYACHOMY 3aCTOCYBaHHI 03Ke
OyTH HEOOXIAHUM KOPHIYBAHHS
J103H.

IHerpykuist A5 3acTocyBaHHSI JiKAPCLKROTO 3acody (KiHLEROro NPOAYKTY), 3acalgqeﬂa MiANUcoM

YMOBHOBaX€HOT 0c00M, 110 BUCTYNAE Bijl iMeHi 3asBHUKA
22.01.2018
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Posypacrarun/edasipens

Baaemonii He Bupuanucs.
Po3yBacTaTuH BUBOAUTHLCA
MEPEBayKHO Y HE3MIHEHOMY
BUTJISIAL 3 KAJIOM, TOMY B3a€MO1is
3 e(haBipeH30M He O4iKYEThCS.

"OPMOHAJIBHI KOHTPALIEIITUBH
[TepopanbHo Etuninecrpanion: HonaTkoBo 10 ropMoHAIBHIX
Eruninecrpanion + AUC: & KOHTPAUENTHBIB ¢TIl |
HoprecTamin/easipens Cmax: & BHKOPHCTOBYBATH HadiliHuii
(0,035 mr + 0,25 mr 1 pa3 na JlenoBorecTpen (akTHBHMIT Oap’epunii MetToa konTpauenuii. |
106y/ 600 mr 1 pa3 ua 106y) MeTaGomiT); I
AUC: 183 %
Hopenrecropmin (akTiBHMN
meTtaboniT):
AUC: 164 %

| In’exuii

Jenomenpokcunporectepony
aunerat (JAMIIA)/ edasipens
(150 mr B/M pa3ora jj03a
JIMITA)

Bsaemoniit He cnocrepiranocs
CYTTEBHX BiMiHHOCTEI
MOKa3HUKIB (papMaKOKiHETHKM
MIIA He cniocTepiraiu.

JloaaTrKkoRo 110 ropMOHAALHUX
KOHTPAUENTHBRIB i
BHKOPUCTOBYBATH HaliiiHNii

Oap’epunii meTon KoHTpaueniii.

ImnnanT
Eronorecrpen/edasipens

Bzaemonii ne BuBuasnmcs,
MookInBe 3HIWKEHHS eKCnoauiii
eToHorectpeny (iHayKiis
CYP3A4).

VY nocTMapKeTHHTOBHIT repion
OvIH MOOJMHOKI BUNA/IKH
Hee(eKTHBHOCTI KOHTpalenuii y
NalienTiB, AKi 3aCTOCOBYBAIH
eTOHOrecTpes 3 edapipeH3oM.

HonaTtkoBo 10 ropMOHAABHIX
KOHTPALENTHRIB ci1ia
BHUKOPHCTOBYBATH HadilHuWii

Oap’epHMii METOI KOHTpallenuii.

IMYHOCYNPECOPH

Takponimyc, LMKIOCTIOPHH,
ciponimyc/edapipens

Bsaemozii He BUBYaIMCA.
MoIHBE 3HHKEHHS eKCrno3uiii
iMyHOcyTipecopa.

Moske GyTi HeOOXiaHHM
KOPHUTYBAHHS 1021

imyHocynipecopa. Ha noyarky Ta B

KiHLI JTIKYBAHHS [IpenapaToM
PEKOMEHA0BAHO MPOBOAUTH
peTebHUIT MOHITOPUHT
KOHUeHTpauii imyHocynpecopa
MPOTATOM NpHUHANMHI 2 THXKHIB
(1o nocarHeHHs cTabinbHIX
KOHLEHTpaLllii).

IHIIII

Inerpykuis auis1 3acTocyBanust JikapebKoro 3acofy (Kinuesoro NPOAYKTY), 3aCBiA4eHa Minucom
YMOBHOBaXXEHOT 0COOM, 1110 BUCTYIAE Bij iMeHi 3asgBHMKA
22.01.2018
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Meranon/edasipens MeranoH: CtaH nauieHTis, ki OTPUMYIOTH
(35-100 mr 1 pa3 Ha go6y/ AUC: 452 % O[IHOYACHO METAJIOH ¢nif

600 mr 1 pa3 Ha 100y) CIIOCTEPITaTH CTOCOBHO MOSBH
CHMINTOMIB BiIMiHHM, a 103y
METAJOHY MiABMILNTH 3 METOK)
ITOJIETILUEHHS CUMIITOMIB,

bynpenopdin/edasipens Bynpenopdin: [Mpn omHoOvacHOMY 3acTocyBamHi 3
AUC: 150 % NpenaparoM KOPUTYBaHHS 1031
Hopbynpenopdin: Synpenopdiny moske GyTn
AUC: 171 % HENOTPIGHUM.

Xoua excriosuuis Gynpenopdiny
3HMAKYETBCH, CUMOTOMIB BiAMiHM
HE crocTepiranocs.

Bapdapun/ edasipens Bsaemonii He BuBuanucs. ITpn opHouacHomy 3actocyBaHHi
ITnasmoBi KoHueHTpauii Ta MOIKE 3HaZOOMTHCS KOpeKLlis 103K
edekTn BapdaprHy MOKYTh Baphapuny., r
nigBuuLyBaThcs abo
3HIKYBATHCS,
Jlopasenam/edasipens Jlopazenam Moskna 3acTocoBysaTi
(2 mr | pas ua n06y/ AUC: T 7% (T 1% - 1 14%) OHOYACHO Ge3 KopHryBaHHs ,
600 mr 1 pa3 Ha 100y) A03H, |
Minazonam, B3aemonii ne BuBuanucs, Lli Sensoniazeninu '
Tpiasonam/edasipens meradonisyiothes CYP3A, Xoua

edasipens ¢ ingykropom CYP3A
in vivo, BiH Jiie 5K iHri6iTOp in
vitro. Biime Ha dapMakokiHeTiky
Miziazonamy Ta Tpiasonamy
HeBiztomuif. OiHouacHe
3aCTOCYBAHHS MOMKIIMBE 3
00ePeIKHICTIO,

3BipobiH (Hypericum Bzaemonii ne BuBuanucs. OnHouacHe 3acTocyBaHHs
perforatum)/easipens nmpenapary iPOCﬂFHH“X _
Npenaparis, 10 MIiCTATD 38ipo0iii,
npotunokasade. Pirui edasipeniy
y M1asMi KpoBi MOJKYTh
3HIDKYBATHCA 10 BiZICYTHOCTI
TEPaneBTHYHOro edeKTy.

4.6. 3ucmocysanns nio wac sazimmuocmi ma 200Y8aAHHA 2DY 0010,

Kinku  penpooykxmuenozo eixy. inkn, ski OTPUMYIOTbL Mpenapar. He MOBMHHI [JlaHyBaTH
BariTHICTh. YV KiHOK penpoayKTHBHOIO BIKY Mepe] MoYaTKoM JiKyBaHHS npenapaTtoMm CJij
BUKOHATH TECT HA BATiTHICTb. 3aBXK/IM CIIiA 3aCTOCOBYBATH Oap’epuuii MeToa y KoMGiHALUT 3 iHIIMMH
sacobamu  KOHTpauenuii  (Hanpuxiaz, NepopaJbHUMM  ab0  IHIUMMH  rOPMOHAJILHHMH
KOHTPALCNTUBAMK) T1i/l Yac JIiKyBaHHs npenapatoMm. OcKinbku edasipeH Mae TpuBamuit nepion
HAIiBBUBEJCHHS, PEKOMEH/0BAHO 3aCTOCOBYBATH BINIOBIAHI METONM KOHTpauenuii mporsrom 12
TUKHIB MICIs IPUITMHEHHS 3aCTOCY BAHHSI NPenapary.

[HeTpYKLUis 4091 3acTOCY BaHHST TiKapCHKOro 3200y (KIHUEBOr0 NMPOAYKTY), 3aCBiAueHa nianucom
YNOBHOBaXKEHOT 0CO0M, 110 BHCTYNAE Bijl iMeHi 3asgBHuKa atisiedn %
i 4
22.01.2018 Kouybeil M €.




Bacimuicme.

Hocaipkenns edapipeHsy y TBapuH nokasanm PENPOAYKTHBHY TOKCHYHICTb, BKJIIOYAIOYH BUpPakKeHi
repatorednl egexru (aue. Posain 5.3). IMosizomasnocs Npo BUINAIKHK Je(eKTiB HepBOBOT TpyOKM y
HOBOHAPOIUKEHUX, HAPOKEHUX KIHKaMU, SIKM 3aCTOCOBYBalH edapipens y I Tpumectpi BaritHOCTI.
ITicnaMapKeTHHIOBI  JOCHIKEHHS (Www.apregistry.com), BKJIIOYAIOYH AOCTATHIO KUTbKICTD
BATITHUX JKIHOK, HE AEMOHCTPYIOTb 3GIIBIUEHHS KiMbKOCTI MOBIYHIX peakuiii y wmarepis, 1o
npuiivanu edasipens, Ta Ban posButky aurtuuu. Edaipenzen ue ciin 3aCTOCOBYBATH IIPOTArOM
MEPLIOro TPMMECTPY BariTHOCTI.

Jlocnijokenns Ha TBapuHax He BKa3ylOTh Ha MpsAMuii um HENPAMUH WKIATMBUN BrMB TenodoBipy
aGo eMTpiLliTaliHy 00 BariTHOCTI, PO3BUTKY [0y, MOJIOTiB YK MOCTHATATLHOTO PO3BUTKY (IMB.
posain 5.3). Besneka 3acrocyBas TeHO(OBIPY Ta eMTpiuiTabiHy Mijl yac BariTHOCTI He BHBYATACE.
BHacinoK MOMUIMBOrO TepaToreHHOro BILIMBY edasipensy, mpenapar He cain 3actocoBysary
MPOTArOM  NEPIIOro  TPUMECTPY BANITHOCTI Ta MOXIMBO 3aCTOCOBYBATH TiIbKH [MPOTATOM
HACTYIIHOTO TPUMECTPY, AKLIO BCTAHOBIIEHO, 110 KOPUCTH [IEPEBAKAE PUIMK.

lTodyeanns 2pyooio. Emtpunmradin Ta TEHO(OBIP NPOHMKAIOTE y Tpy/ie MONOKO HOIMHH.
Henocratieo indopmauii momo edexrip eMTPUIIHTAOIHY Ta TeHODOBIPY v HOBOHAPOLKEHHX/TiTEIH.
Jlociikenns Ha LypaX MPOAEMOHCTPYBAIM, L0 e(aBipeHll MPOHUKAE Y MOIOKO; KOHIEHTpALil
easipenuy Oynu HabGaraTo BUIMMM, HiK piBHi y MaTepHUHCHLKIN nmasmi kpoei. Pusuk s
HOBOHAPOJDKEHOT IUTHHH BUKIIOUMTH He MOXKHA, TOMY Tpenapar ATPpina He It 3aCTOCOBYBATH Y
11epiojl FOyBaHHS FPYITIO.

3ritHO 3 3arafbHONPMHHATUM MPABHIOM Ta  pPeKOMEHIAIlisIMMU FPYAHOTO  BHTOJOBYBaHHS
(nanpuknan, sia BOO3) ciin npoxoucyavrysarn. Bapiantu MOJKYTb BIJIPIZHATHCH 3a1€KHO Bij
micueBux obcraBut. Bszarani BIJI-indikoBanum xkiHkaMm He PEKOMEHI0BAHO TIOAyBaTH AiTeil
IPYAMIO 1Sl BUKITFOUEHHs niepeaayi BIJT quTusi,

4.7. Bnaue na 3oamuicmo Kepysamu mpaHCROpMHUMU 3acodaMu avo npayosamu 3 IHUUMuU
ABMOMAMUIO6AHUMU CUCHIEMAM U,

CrieuianbHi  JOCHIKEHHS 3 OLIHKH MOMKIMBOrO BriuBy Edasipensy na spathicts kepysaru
ABTOMOOINIEM Ta [HIIHMH CKIaZHUMM MeXaHi3MaMK He nposojunncs. Edasipens moxe cnpuunnsTH
3ANAMOPOYCHHSI, 3HHKEHHS KOHLEHTpauif ii/abo cousmsicts. [Tauientis notpioHo MPOIHCTPYKTYBATH
Npo Te, WO Y pasi NOSBH NOAIGHUX CUMIITOMIB, BOHU MOBMHHI YHHKATH NOTEHUIIHO HEGE3MeYHIX BB
AisANBHOCTI, TAKKX AK KEPYBAHHS aBTOTPAHCTIOPTOM i pOBOTA 31 CKAAAHMMH MEXAHI3MAMIL.

4.8. Mobiuni peaxuii.

TToGiuHi peaxuil, 1o cnocrepiranucs y Xoai KIiHIYHUX A0CTIDKEHE Ta OKPEMHX KOMITIOHEHTIB [LOro
npenapaty npun KAPT, Bxazani y taGnuui (3a knacamu cucrem OprasiB, HacToTOIO Ta
KOMIOHEHTAMHU npenapary, A0 sSKUX BUHHKaNM N06iuHi peakuii). ¥ xoxwuilt rpyni wactoru noGivui
peakuii BKasaHi y mopsiKy 3HMXKeHHs cepiiosHocti. YacToTa BHM3HaueHa i ayxe gacro (=1/10),
qacto (Big =1/100 go <1/10), mewacro (Bix >1/1000 no <1/100) a6o piako (Biz >1/10000 no <
1/1000).

3 boky memabonizmy ma xapyuyeanis

Hyxe yacro: rinodocdaremis

Yacro: rineprpurninepuaemis, 36inbimenns pisHs 3aratsHoro XOJIECTEPHHY, XOJIECTepUHY
JINONPOTETAIB BHCOKOT Ta HU3BKOT WiNBLHOCTI, Tinepriikemis

Heuacrto: nakrat aumunos

Iuerpykuis aas 3acTocyBanus aikapebkoro 3acody (KiHueroro NPOAYKTY), 3aCBiAYEHA IT1ATTHCOM
. AT .. "-,'/.

YIMOBHOBAKEHOT OCOOH, 1110 BHCTYIAE Bijl iMeHi 3asBHUKA
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Pinko: rinokanemis

Hacrora He Bizoma: ninogicrpodis

3 Boky cucmemu kposi ma aimpamuyunoi cucmetu

Yacro: Heifrponenis

Heuacro: anemis

3 6oy cyounnoi cucmemu

Hewacro: npunaueu

3 boky imynnoi cucmemu

Heuacro: anepriuna peakuis, rinepuymimsicTs

3 Goky nepeosoi cucmemu

Jyxe uacro: ronoBuuii 6w, 3anamopouenus

Hacro:naronoriune mucneHHs, nopyweHHs chy. MOPYIUEHHS! yBarW, COHIIMBICTb, HOPYLIEHHS!
uepedpanbHOT KoOpAKHALIT Ta piBHORArH

Heuacro: axwurauis, amuesis, aTakcisl, naTooriYHa KOOpAMHALLiT, 3aMnamMOpOYEHHS, CYJIOMH, CITYTAHICTD
CBiZIOMOCTI, TpeMop

3 bory ncuxixu

HacTo: TpMBOXKHICTS, Aenpecis

Heuacro: adexrsa naGineuicts, arpecis, ciopuunnit  HacTpiil. ramoumHauii, Mmawis. napaHos,
cyiumzanbHe MUCIEHHS, Cripoba cyiumay

Piako: Hespos*, mapenHs*, sapepuienuii cyinua®”

3 boxy 2enamobiniapnoi cucmentu

Hacro: 36inemenns pisus ACT Tta/aGo AJIT Y CHpOBATL KPOBi, rinepGinipyGinemis

Heuacro: rocrpwmii renarur

PiaKko: neuiHKoBa HeAOCTATHICTL . NEYiHKOBHI cTeaTos

3 boxy wkipu ma nidwriproi kiimxosunu

Hyxe yacto: BUCHnaHHs

Hacro: cBepGixk, Kponue’sHKa, 3MiHa 3abapsieHHs WKIpK (NOCHIEHHS MirMeHTaNiT)

Heuacrto: myneTudopmua epurema, aHIIOHEBPOTHUHUIT HAOPSK, CUHIPOM Crisenca-IxoHcoHa
Pinko: Gporoanepriunuii repmarut

3 boxy crenemno-m 830601 cucmemu ma CRONYUHOT INKAHUHU

Hysxe yacto: 36inbieHHs piBHs KpeaTHHKIHA3M

Heuacro: paGromionis, M’s308a cnabkicTs., mianris

Pinko: octeomanauis (npossnserbes Ax Gimb y KicTkax i HewacTo IIPU3BOJIMTE JO NEpenoMiB)¥.
Miomnaris (1uB. po3uin 4.4)

3 BOKy penpooykmuenoi cucmeu ma MOAOYHUX 34103

Heuacro: rinekomactis, 3amkenns nidino

3 boky opeanie 30py

Heuacro: HeuitkicTs 30py

3 boxy opeanie cayxy ma nabipunmy

Heuacro: 3BiH y Byxax, Beprumo

3 6oy Ouxanvhi cucmemu

Hyzxe piako: 3aauika

3 GoKy wynKo60-KuuK06020 Mparkmy

Inerpykuis aas 3actocysanus JiKapesroro 3acoby (Kinueroro NPOAYKTY), 3acBiueHa mianucom
YNOBHOB&KEHOT 0COOM, 10 BUCTYNAE Bijl iMeHi 3asBHKKA W
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Hyxe yacTo: aiapes, GioBaHHs, HY10Ta

Hacro:cyxicTh y poTi. aHOManbHMI aneTMT, NiABMILEHHS piBHA aminasu (y Tomy wuwmcii
NaHKPeaTHYHOI aMifiasu), MiABMILEHHS PiBHS JiNasy CUPOBATKM KPOBi, GIIOBAHHS, aGA0MiHANbHIT
Ok, 3AYTTA KUBOTA, METEOPHU3M, AHOPEKCis

Hewacro: nankpeatur

3 BoKY HUPKOBOT Ma cevosUOINLHOT cucmemy

Heuacro: 36ib1eHHs piBHs KpeaTUHiHY, TpoTeiHypis

Piako: nupkosa HezoctatHicTh (rocTpa Ta XpOHiuHa), roCTpHii TYOYASpHUI HEKPO3, MPOKCHManbHa
HupkoBa  TyOysnonaris  (BKmouyaroun  curgpom  ®Dankoni), HedpuT  (BKIOUaiouwM roCTpHii
inTepcTuianbHuit HedpuT)*, HeLlyKpoBHii HUpKOBHIT Hiaber

Hopywenns 3azanvnozo cmany ma nos ‘szani 3i cnocobom 3acinocyeanis npenapamy

Yacro: BTOMAE, acTeHis

HacroTa He BilOMA: CHHAPOM BiJIHOBJEHHS IMYHITeTy (IMB. po3in 4.4), npuniIuay

*Lli nobiuni peakuisi ineHTH(iKOBaHi y X0ai NOCTMAPKETHHIOBOTO CMOCTEPEIKEHHS NPH 3aCTOCYBAHHI
easipenity, eMTpuLMTadiHy abo TeHODOBIpP AM3ONPOKCHA (ymapaTy. YacTOTa BCTAHOBIEHA METOAOM
CTATUCTUYHOrO MiAPAXYBAHHS, BUXOAAUM i3 3arajbHOT KiNbKOCTI ManieHTIB, sIKi OTpUMYBaiu edagipens.
abo emTpuumTabiH, abo TeHo(pOBipy AM3OMPOKCHA (yMapar y KAHIYHMX AOCHLLKEHHAX Ta 110
PO3LIMPEHi nporpami.

Oxpemi mobiuni peaxiii.

Huproea mybynonamis

Hacrynui noGiuni peakuii, nepestiueni Buie, MOKYTh BUHMKHYTH BHAC/IIOK NMPOKCHMAJIBEHOT HUPKOBOT
TyOynonarii, BHacnizok aii Tenodoripy neszonpokeuny dymapary: pabiomioniz, octeomansuis (1o
BUABIIAETHCS AK Olfb y KicTKax i piaKo MPU3BOAMTL J0 MepeioMiB), rinokanieMis, M s30Ba ciabKicTh.
mionatia Ta rinodocharemis. Lli nobiuni peaxuii He MOXKHA BBAXATH MPUUMHHO MOB'S3AHUMH i3
3aCTOCYBaHHSM JIiKapCHKOro 3acoba NpH BiICYTHOCTI MPOKCHMATBHOT HUPKOBOT TyOysonarii B anamuesi.
Cumnmomu 3 60Ky Hep6o6oi cucmemu. CuMnTomMu 3 GOKY HEPBOBOI CHCTEMM CHOCTEPIraloThes
HacTO TP 3aCTOCyBaHHi edaBipeHily (KOMIOHEHT mpenapary). Y KOHTPOIBOBAHMX KIIHIYHMX
JOC/IUKEHHAX epaBipeHily CUMITOMHU 3 GOKy HEpPBOBOI CHCTEMHM (TOMIPHOTO Ta THKKOTO CTyIeHs
TAKKOCTI) BUHMKAIM y 19 % nauieHTiB (TSDKKOTO CTymneHs: TskkocTi— y 2 %), a 2 % nauienTin
NPUNHHWIA NiKyBaHHs Y€pe3 PO3BMTOK TaKuX CHUMNTOMIB. CHMNTOMM BWHMKATH, K MPAaBHIIO,
npoTsarom mepiwux 1-2 aHiB JiKyBaHHs edaBipeHLOM i 3HMKanM micas mepmmux 2-4 THKHIB
niKysanHs. Peaxilii MOKyTb BMHMKATH uactille mpu npuifomi npenapaty omHouacHo 2 1xelo.
MOJKIIMBO, BHAC/TIAOK 3pOCTaHHs piBHiB edaBipenuy y nnasmi kposi (auB. posmin 5.2). [Mpuitom
penapary nepesl CHOM MOKpallye nepeHOCUMICTh TaKUX CUMIITOMIB (AuB po3ain 4.2).

Bnnue na xicmxku y nionimeie.

Egexr BBy TeHo(oBipy Ha KiCTKOBY Macy y MiUTiTKiB, € creLtu)iHOI0 TEOPETHUHOIO MPoGIemMoto
Oesnexku. Ouinka noGiuHux peaxiliif TPYHTYETHCS HAa OJHOMY PaHJIOMi30BaHOMY  JIOC/TI IZKEHHI
(nocnixenns Ne321) y 87 BlJl-indikoanux mimnitkis (ikom Bim 12 10 18 pokis), siki OTPUMYBAJIH
tenogosip (N = 45) abo minauedo (N = 42) y komdinauii 3 iHIUMKM aHTHPETPOBIPYCHUMH npenaparaMmu
nporarom 48 TkHiB. EQektH BnaMBY Ha KicTKH, 1O crioctepiranucs y miamitkie 12 pokis i cTapuue,
OyJiH TAKMMH SIK Y JOpOCIHX (AuB. po3ain 4.4).

4.9. Ilepeoosyeanns.

[HeTpykuist Aasi 3acTOCYBaHHS JIIKAPCLKOro 3acody (KiHLEBOro npoayKTy), 3acBijlueHa MiAnucoM
YMOBHOBa)KEHO1T 0CO0H, 1110 BUCTYMAE Bij iMEHI 3asBHHKA Sk t?
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Y BUNAIKY Mepefo3yBaHHs Clill CHOCTEPIiraTH CTaH MALi€HTa CTOCOBHO O3HAK TOKCHYHOCT! Ta npu
HEOOXIAHOCTI MPOBECTH CTAHAAPTHE ITi ATPUMYIOUE TiKyBaHHS (B, posainu 4.8 Ta 5.3).

Y nauieHTiB, sKi HEHaBMHMCHO 3acTOCOBYBanM edapipeHs y a03i 600 wmr 2 pasu Ha 00y,
NMOCHIIIOBANIUCE  CHMOTOMM 3 OOKY HepBOBOi cuCTeMH. Y OIHOrO mauieHTa CnocTepiranocs
MUMOBIILHE CKOpOYeHHs M'A3iB. Moske GyTH JOUIMBHUM NpH3HAYEHHS aKTHBOBAHOTO BYTLILIA 211
BuBe/leHHs HeaGcopGosaHoro edasipensy. Crneundivnoro antuaory epasipen3y Hemae. Ockinbku
eapipeHs aKTUBHO 3B sI3yeThes 3 GilkamMu KpOBi, MaTOMMOBIpHO 10 npu aianisi 3HauHa KiabLKiCTb
1penapary Oy/Je BUBE/ICHA 3 KPOBI.

[lpu nposesenni remopianisy 3 opradismy Moxe GyTH BMBEIEHO TpeTHHA eMTpuuuTabiny Ta
HeBe/MKa KUIbKicTs TeHodoBipy. HeBizoMo mpo MOKIMBICTL BUBEICHHS emMTpuumTabiny abo
TEHO(DOBIPY MpPH NIPOBEACHH] TEPUTOHEANILHOTO Aiatisy.

5. ®apmako/0riuHi BAACTHBOCTI:

5.1. @apmaroounamiuni eracmueocmi.

@®apmakoTepaneBTHYHA rpyna.

IlpotusipycHi 3acobu ans nikyBanus BlJI-iHdekuii, komGinauii. Kox ATX JOSA R06.

Mexanizm 0it ma papmarxoounamiymi enacmusocmi.

Edasipenu — ue venyksneosnanuii inriéitop ssoporroi Tpanckpuntazu (HHI3T) BLJI-1. Edasipenit
HEKOHKYPEHTHUM MIIAXOM iHriIOye 3BOPOTHY TpaHcKkpunrtasy sipycy BIJI-1 i ue IHridye 3HAYHOIO
MIPOIO 3BOPOTHY TpaHckpuitazy BIJI-2 abo nosimepasy kaiTunHOl AC30KCHPUOOHYKIIETHOBOT KUCIOTH
(AHK) - o, B, y Ta 6.

EMTpUUMTaOiH € HYKICO3MJHMM QHAIOTOM  LMTUAMHY. Tenodosipy ausonpokcun  dymapar
MepeTBOPIOETLCA in vivo y TEHO(OBIp, aHalor HykneosuaHoro ocedary (HykaeoTuuwy) AJEHO3UHY
moHodocdary.

Emtpuuntabin i renoosip pocopninroroTses KIITHHHAMY (GEPMEHTAMMU 3 YTBOPEHHSM eMTpHLMTaliHY
tpuocdary # rernodosipy audocdary Bianosiano.

Pesucmenmuicme.

Mytauis K65R in vitro Gyna ineHtudikoBaHa B npuCYTHOCTI TeHo(poBipy. BoHa MOKE BUHUKHYTH
TaKoXK MpH HeBja4i JnikyBauus TeHopoBipom. Myrtauis K65R in vitro sumwkye TepaneBTuunmii eekr
Bij 3acTocyBaHHA TeH(oBipy mpubnusno B 2 pasu. Tenodosipy ausompokcusn (ymapar He MOIKHa
NpU3HaYaTH nanieHTaM, y skux € mytauii K63R sipycy BIJI-1.

¥ mauientis 3 BUI-1 3 myrauismu, aconifioanumu 3 TproMa abo Gisbuie aHasoramu tamianuy (TAM),
o BkmouaroTh M4IL abo L210W aminokMcnoTHI 3amilieHHss y 3BOPOTHIlM  TpaHcKpumnTasi.
CIOCTEPIranocs 3HWKEHH YyTIMBOCTI 10 TeHO(OBIpY AM30NpPOKCHIY ymapary.

PesuctenTricTs 10 emTpuumTabiny abo TeHodoBipy ciioctepiranacs in vitro, a Takox y aesikux BLJI-1
iH(IKOBaHUX NALIEHTIB y 38°A3KY 3 3amileHHsvMu M184V, M1841 y 3BoporHiii TPAHCKpUNTa3i npu
3acTOCYBaHHI eMTpuiMTabiny alo 3 3amimenuam K65R y 3B0poTHiit Tpanckpuntasi npu sactocysani
TeHO(DOBIpY. [HIIMX WIISAXIB PO3BUTKY PE3NCTEHTHOCTI 10 eMTPULIUTAGiHy aG0 TeHODOBIPY He BUSBJIEHO.
Emtpuumtabin-pesuctenti Bipycn 3 mytauiasmu MI184V/I mann nepexpecHy pesucreHTHiCTH 110
namiByuHy, ane 36epiraau 9yTIuBICTh 10 AMAAHO3HHY, CTABYANHY, TEHO(OBIpY i 3WJIOBYMHY.

Bennka yacTka mauieHTiB, y AKMX BUHHKIA PE3UCTEHTHICTb A0 edasipensy, Maa taki 0cHOBHI MyTauii
— KI103N, GI90S/A/E Tta YI88L. IlpucytHicts xoua® oamiel 3 mMX MyTawii aocTaTHs. 106
pesuctenTHicTs. [Tpodini nepexpecHoi pesuctenTHoeTi st edasipenity. nedipaniny i AeNaBiJIpUHy in
vitro nokasanu, mo samimenns K103N npusBoauTs 0 BTpaTH 4yTIMBOCTI 0 BCiX Tprox HHI3T. 3

Ry

Iuerpyxkuist aus 3acTocyBaHHst JiKapebLKOro 3acody (KiHUEBOro NpoayKTy), 3acBifYeHa MiAnncom
YIOBHOBaXKEHOT 0COOM, 1110 BUCTYMNAE Bij iMeHi 3asBHUKa Lo, A
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HaKOTIMYEHHAM  KinbKocTi Myrawii no HHI3T cnpuiinstamsicts 10 eTPaBipUHy Takok Oyje
CKOMITPOMETOBAHE,

Yepes Tpusanuii nepion wuanisBuBesenns edasipensy. nicns NPpUMMHEHHS  edeKTUBHOT Tepanii
e(asipeH3oM, MOXe TpPHMBATH Mepiof (YHKUIOHANBHO! MOHOTeparii BUKIMKAaHWH NPHUCYTHICTIO B
opraHismi nauienta edasipensy, Lle Moke CHpHUMHHTH 3HAuHY PEe3MCTEHTHICTL | AGKOMIPOMETYBATH
eheKTHBHICTL MalibyTHBOrO JiKyBaHHs edaipenzom, HeBipaninoM abo nenasipainom (auB. possin 4.4).
Kniniuni pesynomamu

Komn tenoosip Ta emrtpiuitabin 6yam o6'eanani 3 easipensom y nauientis 3 BIJI-1, axi paniwe ue
OTPUMYBAIH JIiKYBaHHS, YaCTKa NALEHTIB K 10CATIH pisusa PHK <50 xoniit/mn cranoeuna 80 ta 64%
Ha 48 Ta 144 Twxkui, sianosiano. B inwomy gocaimkensi TeHo(poBip Ta emTpiniTabin 6yam 06'eanani 3
JIOTIHABIPOM / PUTOHABIPOM, NPHU3HAYEHHUMH OAMH 200 1Ba pasu Ha 100y, i pesyabTaT BIANOBIAHOrO
pisis PHK <50 «omiii/mn cranoBuB — 70% Ta 64%. sianosimmo. v MUHTKIB HE MPOBOAMINCH
cnewniuHi JocaiuKeHHs 3 KoMBiHaLe TeHBO(OBIpY. emTpiuiTabiny Ta edasipensy.

5.2. ®apmakorineTHKa.,

Edasipens

Bexoxkmyeanns ma 6iodocmynnicme

biozoctynnicts epasipensy cranosuts Bix 40% no 45% y BHMAJKY KOJHM TIpUifom npenapary podutses
Harwe cepue. Ilpuifom pasom i3 Tikew 3Haumo 36inburye BCMOKTYBaHHs edaipensy. MakcumalibHa
KOHLICHTPAlis B niasMi JocsraeThes uepes 3 - 5 romuH | He 3MIHIOETHCH y BUMAIKY NPOBTOPHHX
NpUHOMiB, CTa0lNbHA KOHLEHTPALlis Y NAa3Mi KpoBi VTBOPIOCThC vepes 6 - 7 aHiB.

[Ticas npuitomy 0HOPa3oBoi 103 npuitoMy KOMOIHOBAHOIO NiKapchKOTo 3acoly cepeaHi 3HaueHHs
(= SD) ana edaipensy 6y Cpax 2,19 (= 0,75) mxr/mn, AUCq.724 54,2 (£ 16,6) MKI*1/MJT, CePEIHE tyax
cranoBuiio 4,68 (+ 3,37) roamuu.

Posnoodin. Edasipenu axTHBHO 3B’s3yeThes (> 99 %) 3 Ginkamu naasmm Kpoei, NEePeBayKHO
ansGyminamu. ¥ BUI-lindikosanux nauientis, ski oTpuMysain e(asipens Bix 200 o 600 Mr oaun
pas Ha JIeHb NPOTArOM OHANMEHIIE OQHOIO MICSLIs, CepeHs KOHLEHTpalia B LepebpocnnHaibHiii
piauni gocsrna 0,69% y NOpIBHSIHHI 3 KOHUEHTPALICIO B 11a3Mi Kposi. Llst mponiopuis npuéimszo s
3 pasu nepeBuiLye He 1OB s3aHy 3 Ginkamu (BinbHy) (ppaxuito edapipensy B nrazmi.

Memabonizm

Edasipens nepepakHO MeTaboMI3yeThCS CHCTEMOIO muroxpomy P450 no rigpoxcunizoBanux
meraGonitie. Ili MeraGoniTm mnpakTHYHO HeakTHBHI npotn BUJI-1. [ocaimxenns in vitro,
AO3BOJSIOTE  mpunyctutd. mo CYP3A4 ta CYP2B6 e ochoBuumu  isodepmenramu,
BIANOBifambHUMY 32 MeTaGoMi3M ehasipensy. Bizomo mo eaBipens iHayKye (hepMeHTH LIHTOXPOMY
P450, wo npusoauTs 10 inayKUiT BlacHoro meradonismy.

Busedennsa

Edasipens mae nopisnsHO Tpusanuit Tepmin panisBuBEHCHHS Bin 17 no 154 roaun micis
O/HOpa3oBMX 203 i 40 - 55 romuH micis AeKinbKOX 103. Y MalieHTIB 3 NeBHUMM MYTaHTHUMH
renotinamu CYP2B6 (manpuknan, resotunom T/T y GS516T) nepioa HaniBRUBEIEHHS MOKe Oyt
ICTOTHO MOAOBKEHHHM, & EKCMO3ULis npenapaty Buma. Lli reHotunyu ocobiuBo notupei cepell
aprkanuis Ta appoamepukaHLiB. Y nauienTis 3 nopyuenHAMY Gynxuii newinkn cnocrepiraerbes
3HMKEHHS KIiHi4HOro edekTy Ta mninBuimeHol KoHUeHTpauii npenapary. IlpuGmusno 14 - 34%
PafioaKTMBHO MiueHOT 1031 edhasipensy Buainsgerses B ceui, i meHme 1% 1031 BUBOJIUTBCS 3 CEYCIO
AK He3MiHeHUH edaBipens.

[neTpykuis aas 3acTocyBaHHs JdiKapebKOro 3aco0y (KiHLEBOro npoayKTy), 3acBigueHa-manucom
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EmTprunrabin

Bewvoxkmysanms

AOcomoTHa GIOAOCTYNHICTL eMTpiniTabiny cTaHOBUTh 75-93%. Ika He BmIMBAc Ha CUCTEMHMIA
posroain. ITicas 3actocyBaHHs ONHOPA30BOT 703U KOMGIHOBAHOIO NKapChLKOro 3acody — cepeHi
3nauenns (+ SD) ans emnipunitabiny 6ymm Cpex 2413 (= 537) ur/ma, AUC 12832 (£ 2044) ur*r/ma.
Cepennie 3HaueHHs (£ SD) tya CTaHOBHIO 1.59 (= 0,69) rogun.

Posnoodin

3B's3yBaHHs 3 Oinkamu maasMu KpoBi in vitro emMTpiuiTabiny craHoBuTh < 4% i He 3aneKUTH Bij
nosu 0,02-200 mxr/ma. O6'em posnoxiny michs BHYTpIillIHLOBEHHOI'O BBEJEHHS eMTpilliTadiny
cradoBue 1.4 + 0.3 n/kr.

Bugeoenns

EmTpuliTain nepeBaKHO BUBOAMTHCS HUPKaMH Bij OPUMHATOT 103M B CeYi BUABISETHCS
npubnusno 86% y dexanisx npubausuo 14%. 13% nosm eMTpiliTabiny BHALIIOTHCS i3 ceui vy
BUI/ISAL  TphoX MeTaGoniTiB. Cucremuuii kiiperc eMTpiuitabiny B CepeAHbOMY CTAHOBUTE
307 mu/xs (4,03 ma/xs/kr). Tlicns nepopanbHOro MpHHOMY, nepioi HaNiBBHBEACHHS eMTpiliTadiny
CTaHOBUTb IPUOIM3HO 10 roamn.

Buympiwnvoriimunna apyaroxinemura

Y KIHIYHOMY JOCHIUKCHHI BHYTPILIHBOKMITHHHMI [epiod  HamiBBMBElCHHS eMTpHUMTAOIH-
Tpupochaty B MOHOHYKJI€apHMX KITHHAX nepupepuunol  KpoBi craHoBMB 39  rommil
BryTpimmsoxnituani tpudocdarni cnonyku eMTPHUMTa0iHY 30inbUIYIOTECS 3 103010 MiHEeHHO, i
A0CATalOTh CTablabHOrO piBHs y fo3ax 200 Mr i GinbLie,

Hopocni 3 nuproeoio nedocmammuicmio

DapMakOKiHETHYHI MapamMeTpy BM3HAYAMM [1icAs  BBEICHHS oaHiel nosm 200 mr kancyiau
emTpiuitabiny y 30 HeiupikoBaHMX mNalieHTIR 3 pisHnM CTYTIEHEM HMPKOROI HEAOCTATHOCTI.
[Mauientn 6ysm 3rpynosani sianosizno 10 6azosoro kiipeHcy KpeatuHiny (> 80 MiI/XB — HOpMalbHa
(yHkuis nupok, 50-80 ma/xs — serkuii cryness nopyuieHusi Gynkuil Hupok, 30-49 ma/xp —
cepenHii ctynenb, <3 0 MII/XB. — BayKKuii CTYNCHb nopyiueHHs (yHKuii HUpoK. < 15 Mu/xe —
yHKHioHansHO aneddiunmii, wo norpebye remoiamizy). CucreMHmii pO3NoAin emTpinitabiny
(cepenre + cTaHnapTHe BiIXuieHHs) 36ibmmBes 3 11,8 + 2.9 MKr* /i Y MaUi€HTIB 3 HOPMaJIbHOIO
¢ynkuiero Hupok 10 19,9 £ 1,1; 3 25,0 = 5.7 no 34,0 + 2,1 Mkr*r/mn, y nauienTis 3 JIETKUMH,
CEepeIHIMH | BaYKKMM CTYTIEHEM, BiIMOBiAHO.

Y nauienTis 3 dbyHkuionansno aneddiunmum crynenem. mo norpebye remonianizy, npubnusno 30%
J03¥ eMTpiniTabiHy BHALIAIOCS NMPOTAIOM 3-IFOJAMHHOrO nepiogy aianisy. sknii 6yB 3pobnenuii
depes 1.5 rogunu nicas npuiiomy EMTPULMTA0IHYY (IIBKAKICTL KPOBOTOKY 400 MI/XB Ta IIBHAKICT
NOTOKY AHanu3y npudauzno 600 mMa/xs).

Ieuinxkosa nedocmamuicme

QapMakoKiHeTHKa emTpiliTabiny He BHBuanach y iHpiKoBaHMX TaWiEHTIB 3 pisHUM cTyneHem
NMeviHKOBOI HeocTaTHOCTI. 3aranom, dapmakokiHeTHka emTpuiMTadiny y nauientis indikoanux BI'B
OyJ1a CXOXKOIO 3 TAKMMM, K Y 3710pOBHX Ta y BlJI-indikoannx nanicuris.

(DapmakoKiHeTHUHI faHi Uist Jo /el MoXKIoro Biky HEJIOCTYIHI.

Tenodosipy auzonpoxcuny bymapar

Tenodosipy ausonpokcuny dymapar — ue BOJOPO34YMHHA edipHa Crojyka, sfKa UIBHAKO
NEPETBOPIOETLCS i vivo  Ha  TeHodoBip Ta opmampierin.  Tenodoip meperTBOpOETHES

Inerpyknis aas 3acrocyBanus Jikapeskoro 3acofy (Kinuesoro MPOAYKTY), 3aCBiA4€HA M ANHCOM
LA S

YIOBHOBaK€HOT 0cOOM, 1110 BUCTYMAE Bijl iMeHi 3agBHUKA ek a2
22.01.2018 KouybeirM.€,




BHYTPIIIHBOKIITHHHUM 111AXOM Ha MoHodocdatr TeHo(OBipy i Ha aKTUBHMI KOMIOHCHT, andocedar
TeHO(OBRIpY.

Besmoxmyesanns

[Ticns nepopanshoro mnpuifomy rteHodosipy y mnauientis 3 BIJl BiH LIBMAKO NOrAMHACTRCS |
NEPETBOPIOETHCA Ha TeHO(POBip. BionocTynHicTs TeHodosipy y cTanoButs npudansuo 25%. [puiiom
TeHODOBIpY 3 DKEI0 3 BHCOKMM BMICTOM sKMpY miaBuilye HOro 0l0J0CTYNHICTb, 1PH  LBOMY
KOHUEHTpaLisi HOro akTWBHOrO MeraboniTy 36iibwyeTses npubansuo Ha 40%. Co 30iAbIIYEThCS
npubansHo Ha 14%. Tlicus npuitomy 01HOpPazoBoT 1031 KOMBIHOBAHOTO NiKapcbKOro 3acody y 3710pOBUX
M00poBOIbLIB  cepeane 3HaueHHs (£ SD) tewooBipy Oyno Cp.x 314 (& 86) Hr/mi,
AUC 2531 (+ 487) ur*r/mn. Cepe/ine 3HaUEHHS tyex Oys10 1,11 (£ 0.41) roammm,

Poznodin

Ilicas BHYTPilIHBOBEHHOTO BBE/ICHHS cTabiNbHa KOHUEHTpaLis Gya npudinsno 800 ma/kr. 38's3yBanns
3 Oinkamu in vitro nnazmu abo cHpOBATKH KPOBi cTaHOBHA0 MeHine 0.7 Ta 7.2%. BiamosiaHo. y Mexax
KoHueHTpauii TeHooripy Bia 0,01 10 25MKr/ma.

TeHooBip ronoBHUM YHMHOM BHBOAMTBCS HHMPKaMH. sk (iabTpauilinoo. Tak i akrHBHOIO
TyOYNISPHOIO TPAHCTIOPTHOKO CHCTEMOIO, TIpUuoMy TpuEn3Ho 70-80 % 1031 BUBOANTHLCS 3 CEUCIO y
HE3MIHEHOMY BUIJISAI MiC/s BHYTPILUHBOBEHHOrO BBEACHHs. HUPKOBMIT KIipeHC CTAHOBHTE
npubmusno 160 ma/r/kr 210 Mi/XB, 1O IMepeBHILYe WBHAKICTL KIyGOUKOBOT ¢inbTpanii. Ile
CBIIYNTb TNpPO BAXKIMBICTE aKTUBHOI TySymspHOT cekpeuii y BuBeneHHi TeHodosipy. ITicis
MEPOPAILHOrO MPUHOMY Nepioj HaniBBUBEACHHS TeHO(DOBIPY CTAHOBUTE npudanzHo 12-18 roaun.
YV nocaikennsax O0yJ0 BCTAHOBJICHO, IO OCHOBHUM [LAX LLISX BMBEACHHS BiA0YBAETHCA 38 PaXyHOK
aKTHBHOI KaHallbUEROT CeKpellii, Yepes NpoKCHMANbHI KIITHHM KaHAJIBIIB 34 JIOMOMOIOI0 OpraHiyHmX
anionHux Tpancnoprepis  mommuu (hOAT) 1 i 3, Ta norpanase y cevy 3aasky i
MyJIbTUpE3UCTeHTHOrO npoteiny 4 (MRP 4). Jlocnimkenus in vitro BusHaummn, mo Hi TeHodoBipy
Ausonpokcuily gymapar, i fioro akTusHmi MeTaGoiIiT He € cySeTpatamu wis pepmentis CYP450.

Bik i craTh

Xoua jaHi npo apmakokiHeTHKy TeHODOBIpY y IKIHOK € OOMEKEHHMH, aje BOHM HO3BOJSIOTH
MPUITYCTHT, O PI3HULI Y (PapMAKOKIHETHYHUX NapaMeTpax Mi XiHKaMu i YonoBikaMu He Mae.
GapmakoKiHeTHYHi napamMeTpy 05 NiANITKIB € TAKHM AK i Y AOPOCIHX MpU NpUiioMi 0JIHOPA30BOT 103M
300 mr.

®apmakokiHeTHyHi focnijkenHs y aiteif Ta y mozeil noxmsoro Biky (crapwux 65 POKIB) He
POBOAMIIMCS

dapMaKOKiHeTHKA He BUBYANACS B Pi3HUX €THIYHMX rpynax.

Iopyiwenns GyHKI{T HEPOK

®apMaKoKiHeTUUHI TNMOKa3HMKK TeHO(OBIpY BM3HAUAMM TMicis BBEAEHHS OAHIC] 103K TeHodoBipy
Ausonpokenity dymapary 300 mr y 40 neindikosanux mauientis i3 PI3HUM CTYNEHEeM MOpyLIeHHs
yHKUIT HMPOK, BM3HAYEHMMM BIANOBIAHO 10 Ga30BOr0 PiBHs KJIipeHCy KpeaTHHiHy (HOpMaibHa
ywkuis Hupox > 80 Mn/XB, nerkuii cryneus nopymenns = 50-79 m/xs, noMipuuii = 30-49 ma/xp |
ToKKkuH = 10-29 ma xB). YV nopiBHAHHI 3 nauieHTaMH 3 HOPMATBHOIO (GYHKLIEKO HUPOK cepeHiii
KilipeHcy Kpeatuiny 36inbimses 3 2185 (12%) nr*r/ma y oci6 3 HOpMalbHOWO (yHKUic 10 3064
(30%) Hr*roza/mi, y nauieHTiB 3 JETKUM, CEPEIHIM Ta TSKKUM CTYIEHEM nopyiueHHs QyHKUii HUPOK 3
6 009 (42%) ur*r/ma no 15 985 (45%) ur*/r/mi. Biporiao mo y xBopux 3 MOPYIMEHHAMH (YHKIIT
HUPOK i3 30iNbIIEeHHAM iHTepBasy MiX NpuiloMaMi NPH3BOASTE A0 MiABHIIEHHS TiKOBOT KOHUEHTpallii y

YNOBHOBaKEHOI 0cO0M, 1110 BUCTYMNAE Bijl iMeHi 3asBHHKA s
22.01.2018  Kouydeii M.€.

Incrpykuis aast 3acrocyBanus JikapebKoro 3acody (KiHueBoro MPOAYKTY), 3aCBiA4eHa MiANHCOM
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[1a3MH Ta 3HWKEHHA PiBHS Cpiy Y NOPIBHAHHI 3 MalieHTaMU 3 HOPMANLHOI yHKIiEI0 Hupok. Kiiniuni
HAC/IIAKM LbOTO HERIJAOMI.

Y nauieHTiB i3 HUPKOBOIO HEIOCTATHOCTIO KiHLEBOTO CTYMEHIO, (knipenc kpeatuuiny <10 ma/xs), ski
noTpedyioTh remoaianisy, miki KoHueHTpauil TE:HO(]JL)Bipv CYTTEBO 30i1bLIYIOTHCS NPOTArOM 48 romi,
JOCATHYBILUH cepenmoro 3Ha4eHHA Cpax 1032 ur/mn, i AUCoagn 42 857 nr*/r/ma. PekomenayeTbes,
mod iHTEepBan Mix npuuomam oyB mmdsmyanu{o pO3paxoBaHuii A TAliEHTIB 3 KIipeHCcoM
KpeaTuHiHy < 50 MJ/XB Ta nali€HTIB, AKi BXKE MalOTh HHUPKOBY HEAOCTATHOCTH KIiHLEBOrO CTYMEHIO i
noTpedyloTh Aianisy (amMB. posuin 4.2).

IHopyiensa GyHkuii nevinku

Onuopaaoay no3y 300 mr npuiivaiyu HeiHdikoBaHi namieHTH 3 Pi3HUM CTyneHeM nopyuieHHs (QyHKuil
MeuiHKW, BM3HAuyeHe 3rigno 3  kiacudixauicio Child- Pugh Turcotte (CPT). ®apmakokinernuni
napameTpu Tel-locbompy HE 3MIHIOBAIMCS CYTTEBO y NAUICHTIB 3 PIi3HUM CTyNEHEM NOPYLIEHHAMM
ynxuii nevinkn. Jlns Takux nanieHTiB Hemae HeoOXiaHoCTI B perymroBanmi 1031, Cepeani 3HaYCHHs
(%0 CV) 1eno¢oBipy Ciayx Ta AUCo Gy 223 (34.8%) ur/ma ta 2,050 (50,8%) Hr*/r/ma Bianosiimo y
nauieHris 3 HOPMaJbHOIO (vaKmew NeYiHky y nopisHaHHI 3 289 (46.0%) ur/mn ta 2.31 (43.5%)
HI*/TO M ynaiieHTis 3 noMipHumu nopymentsm Gynxuii neuinkm, ta 305 (24.8%) nr/mn ta 2740
(44.0%) nr*/r/ ma y oci6 3 BaxKUMM NopymeHHAMN GyHKIIT neuiHKm.

BuyTpimsboknituiina hapmakokiHeTHKA

Tenodoip Mae BHYTPILIHBOKITUHANKI Nepioa naniBeusesenus 10 roaun npy axrusauii ta 50 roams
fpK CNOPOIKHEHHUX MOHOHYKIIeapy KiiTuHax nepudepuunor kposi (MHKIT).

5.3. Jorkainivuni jani moao desnexkH

Edasipens

Jlokniniuni AaHi HE BUABMIM KOAHOT 0COOIMBOT HEOE3NEKHU Ul THOAMHH, KPIM THX, 1110 CrOCTepiraincs
B KJIIHIYHUX JOCHI/UKEHHAX HA OCHOBI TPaMLiMHUX f0cHikeHb Gesnexy, GapMakoorii, TOKCHIHOCT
MOBTOPHMX JI03 Ta FEHOTOKCHYHOCTI. Y JOCIIIKEHHAX CTOCOBHO PENpPOMYKTUBHOI TOKCHKOIOTT Gy
BHABNEHI Jeski BiaxuienHs v 3 3 20 Hapomi{eumeosonapoml(ewx cepesl OOCTeHEHUX, MaBIH
UMHOMOJIBIH AKMM JaBaiy edaBipeHs, y [03aX, WO NPU3BOAATH [0 eKBiBaJEHTHOT KOHUeHTpalii y
raasMmi oanHK. JI0CHiUKeHHs KaHIIEPOTreHHOCTI NoKasanu 36ibLIEHHA YaCTOTH BUHHUKHEHHS [YXJHMH
[EYiHKM Ta JIereHb y MUIIE camMmoK.

EmTpuumrabiun

JloxniniuHi JaHi He BUABMIIM XKOIHOT 0COGIMBOT HOE3NEKH 1T MoJelt, Aaui GasyloThes Ha TpaAMLiiHUX
pocmikeHax  dapmakonorii, 0Oesnekd, TOKCHYHOCTI MOBTOPHO! J03M Ta TEHOTOKCHUHOCTI.
Emrpuuytabin e Mae KaHIEPOreHHOro NOTEHIiay NP TPHBAIOMY 3aCTOCYBAHHI B MOPOIKHHUHI pora y
MHUILEH Ta mypiB.

Tenodosip

JokiHiuHi JOCAIUKEHHS, TPOBEAeHi y MypiB, cofaK Ta MaBM, MOKA3aqy BIJIMB HA IIIYHKOBO-
KMIUKOBHI TPAaKT, HUPKH, KIiCTKi Ta 3MEHIIEHHs KOHLEHTpauii (ocdary B cuposarii. ToOKCHUHICTL 1O
BIIHOWIEHHIO 10 KICTOK — OCTeOMaAlis CrOCTepiraiach y Mabll, 3HHKEHHs MiHEpanbHO! MiabHOCTI
KICTOK y ItypiB Ta cobak. PesyibTaty A0C/IIKEHb HA Ilypax Ta MaBhnax NoKasajM, WO BiaOyBacThes
3HIOKCHHS BMicTy (docdary, 3 MOKIMBAM BTOPHHHUM 3MEHIIEHHSAM MiHEpanbHO! LIIIBHOCTI KiCTOK.
OjiHak He MO3KHA 3pOOUTH BUCHOBOK ITPO MeXaHi3M (M), 1110 JeXKHTh B OCHOBI LIMX TOKCHYHMX SBUIL
HocaikerHs CTOCOBHO PenpoIyKTHBHOCTI MPOBOAMINCS Ha LIypax Ta Kposiukax. Brumms Ha 1i6i0 a6o
(epTuibHICTD, @ TAaKOXK Ha OyIb-AKMii BIUTMB Ha NPOTHKAHHS BAriTHOCTI ab0 Ha MIiA He crocTepirascs.

Incrpyxuist Aast 3acTocyBanus AikapesLKoro 3acody (KiHIeBOro npoayxTy). 3aCBu1qua fianucom
YNOBHOBaXeEHOT 0co0H, 110 BUCTYNAE Bijl iMeni 3asBHIKa LA,
22.01.2018 Koqyﬁei},M €.




KoaHux cyTTeBUX3MiH 3MiH Y PO3BUTKY M'SKHX aB0 CKENSTHUX TKAHHH nnoay sadikcoBaHo He 6yno.
TexoQosip 3HM3NB iHEEKC KUTTE3NATHOCTI Ta Bary UyLEHAT Y AOCHIKEHHAX HA MEPUTOHAILHY
TOKCHYHICTB,

JlocnijukeHHA 3 TEHOTOKCHYHOCTI MNOKasaiW. 110 TEHO(OBIp JaBaB HeraTMBHMII BIIMB Yy Mikpo-
ANICPHOMY JIOCTI/UKEHHI KiCTKOBOrO MO3KY MuIi in vivo, ane JAEMOHCTPYBAB MO3UTUBHUHI BIIMB Ha
iHAYKyBaHHs (OPBApAHMX MyTauiil y HOCHILKEHHI KIiTHH nimdombl Muueit in vitro 3 L5178Y B
npucyTHoeTi abo BimcyrHocti meraGoniunol axrtupamii S9. Tenodorip aemoncTpysap nosurHBHMii
BILAMB y jociiukenti Eivica (uram TA 1535) y aBox 3 Tphox aocsiaKens, o pas y npUCyTHOCTI
cymii 89 (6.2-6.8 pasu) i omguH pas Oes cymimi S9. Tenodosip Takoxk jeMoHcTpyBaB ciabkwmii
TNO3UTHBHUI BIUIMB NO3WTUBHUM npu Tecti 3 cuntesy JHK in vivo/ in vitro B NEPBUHHUX renaToLuTax
nypa.

TenodoBip He mae kaHLepoOreHHOro noteuuiany MpU TPUBAIOMY 3aCTOCYBAHHI B MOPOKHWUHI poTa y
mypis. JloBroTpueane JOCHIKEHHS 3 KaHLEPOrEHHOCTI A NOPOKHHHI  pota y Mulnei
NPOAEMOHCTPYBAJIO HHU3bKHMI PiBEHb 3aXBOPIOBAHOCTI MyXAMHAMM ABAHAALATHIAIO! KHIIKH, AMOBIpHO.
MOB'A32HOTO i3 BUCOKOIO MiCLEBOIO KOHUEHTPALIEIO B LUUTYHKOBO-KMUIKOBOMY TpakTi B 103i 600 Mr/kr Ha
100y, Xoua MexaHiaM (opMyBaHHS MyXIHHU € HEBUIHAUSHUM, PE3y.IbTaTh HaBpsiJL un OyayTh maru
3HaYeHHd AJ1a NIojaeil.

6. ®apmanesTuyna indopmanis:

6.1. [Ilepenix donomisicnux pewosun; UEMON03a MiKpPOKpHCTamiuHa, HATPIlO  KpOCKaMmeJ103a,
PIAAPOKCINPONIILENII0N03a, HATPIIO jNaypin cyabdar, maruiio cTeapdar. JaKTO3M MOHOrijpar, Boja
OYHIIEeHa.

Iniskose noxkpumms: oxcua 3aniza YOPHHUH, OKCHA 3a/i3a YepBOHMMH, MNojieTH/IeH rJKOJIB, CIHPT
MOJIBIHIIOBHH (4aCTKOBO riApoNi30Banuif). Tanbk, THTAHY 1IOKCHL,

6.2. Ocno6Hi eunadku necymicrocnii.

Biacyrsi.

6.3. Tepmin npuoammuocmi.

®iakon no 30 tabaetok — 36 Mmicsauis.

@nakon no 100 rabnerok — 24 micsui.

0.4. Ocobausi 3anodizcri 3axo0u npu 3oepizanni.

30epirati npu Temnepatypi He Buuie 30 °C, B OpHriHaNBHIil YIAKOBLL.

6.5. Tun ma emicm nepeunnoi ynaxosxu.

[TnactuxoBuii hrakon Ne3(0 a6o Nel00.

6.6. Cneyianvni 3ax00u Ge3nexu npu noeoocenui 3 HEBUKOPUCHAHUM NIKAPCOKUM 3aco6oM ado
sidxo0amu nikapcvkozo 3acody (v pasi neodxionocmi).

Bincyrui.

7. Bupobnuk: F4 ta F12, MIJIK. Maneraon, Cinnap, Hawmk — 422 113, Maxapawrpa, [Huis.

IneTpykuist 415 3acToCyBaHHS 1iKAPCHLKOro 3aco0y (KiHLEBOro NPOAYKTY), 3aCBijl

YeHa MiAnucom
YNOBHOBaXEHOT 0COOM, 1110 BUCTYNAE Bij iMeHi 3asBHMKa A A
22.01.2018 Kouybein ME.




TEHO®OBIP 300 mr i EMTPUIIMTABIH 200 mr i E@ABIPEH3 600 mr

Mo peecTpaniitHoro moceiadenHs

Ne g4 [/ 5G7 [02/07
7 7

Bin LF 3 AO/P
N 76O

Ingopmanisi npo 3acrocysanHs Jikapcbkoro 3acody (KXJI3)
AJist BAPOOHHYOL JLTbHULI PO3TALIOBAHOIL 32 aAPeCcoo:

F4 ma F12, MIIK. Manezaon, Cinnap, Hawux — 422 113,
Maxapawmpa, Inoin / F- 4 & F-12, MIDC, Malegaon, Sinnar,
Nashik - 422 113, Maharashtra, India

3aCBi/l4€HA MiAMNMCOM YIIOBHOBAXKEHOT 0cOOM, 110 BUCTYMAE Bij
iMeH1 3asBHMKA

.. ————— -
3aaBHuK/Bupobnuk «Minan Jlaboparopiec Jlimitea, Inais 2018 pik



Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets
300mg /600mg/200mg

1. NAME OF THE MEDICINAL PRODUCT

Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each film-coated tablet contains:

Tenofovir disoproxil fumarate 300 mg

Efavirenz 600 mg

Emtricitabine 200 mg

For a full list of excipients. see section 6.1

3. PHARMACEUTICAL FORM

Pink coloured, capsule shaped. film-coated tablets. debossed with “M171" on one side and plain on the
other side.

The tablets should not be divided.

4, CLINICAL PARTICULARS

4.1 Therapeutic indications

Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg is a fixed dose
combination of tenofovir disoproxil fumarate, emtricitabine and efavirenz. It is indicated for the treatment
of human immunodeficiency virus-1 (HIV-1) infection in adults and adolescents (from 12 years of age
and weighing > 40 kg) with virologic suppression to HIV-1 RNA levels of < 50 copies/ml on their current
combination antiretroviral therapy for more than three months. Patients must not have experienced
virological failure on any prior antiretroviral therapy.

The choice of Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg to
treat antiretroviral experienced patients with HIV-1 infection should be based on individual viral
resistance testing and/or the treatment history of the patient.

Consideration should be given to official treatment guidelines for HIV-1 infection (e.g. by WHO).
Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg is a fixed dose
combination of tenofovir disoproxil fumarate, emtricitabine and efavirenz. It is indicated for the treatment
of human immunodeficiency virus-1 (HIV-1) infection in adults and adolescents (from 12 years of age
and weighing > 40 kg) with virologic suppression to HIV-1 RNA levels of < 50 copies/ml on their current
combination antiretroviral therapy for more than three months. Patients must not have experienced

virological failure on any prior antiretroviral therapy.
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The choice of Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg to
treat antiretroviral experienced patients with HIV-1 infection should be based on individual viral
resistance testing and/or the treatment history of the patient.

Consideration should be given to official treatment guidelines for HIV-1 infection (e.g. by WHO).

4.2 Posology and method of administration

Therapy should be prescribed by a physician experienced in the management of HIV-1 infection.

Adults and adolescents

The recommended dose of Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg
/600mg/200mg is one tablet taken orally once daily.

Method of administration

It is recommended that Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg
/600mg/200mg be swallowed whole with water.

It is recommended that Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg
/600mg/200mg be taken on an empty stomach since food may increase efavirenz exposure and may lead
to an increase in the frequency of adverse reactions (see sections 4.4 and 4.8).

In order to improve the tolerability of efavirenz with respect to undesirable effects on the nervous system,
bedtime dosing is recommended (see section 4.8)

It is anticipated that tenofovir exposure will be approximately 35% lower following administration of
Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg on an empty
stomach as compared to the individual component tenofovir disoproxil fumarate when taken with food
(see section 5.2). In virologically suppressed patients. the clinical relevance of this reduction can be
expected to be limited (see section 5.1).

Children

Tenofovir  disoproxil = fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg is not
recommended for use in children below 12 years of age due to a lack of data on safety and effi cacy.
Elderly

Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg should be
administered with caution to elderly patients (see section 4.4),

Dose adjustments

Where discontinuation of therapy with one of the components of Tenofovir disoproxil
fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg is indicated or where dose modification
is necessary, separate preparations of efavirenz, emtricitabine and tenofovir disoproxil fumarate are

available. Please refer to the Summary of Product Characteristics for these medicinal products.
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If Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg is co
administered with rifampicin, an additional 200 mg/day (800 mg total) of efavirenz may be considered
(see section 4.5).

Renal impairment

Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg is not
recommended for patients with moderate or severe renal impairment (creatinine clearance (CrCl) < 50
ml/min). Patients with moderate or severe renal impairment require dose interval adjustment of
emtricitabine and tenofovir disoproxil fumarate that cannot be achieved with the combination tablet (see
sections 4.4 and 5.2).

Hepatic impairment

The pharmacokinetics of Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg
/600mg/200mg have not been studied in patients with hepatic impairment. Patients should be monitored
carefully for adverse reactions. especially nervous system symptoms related to efavirenz (see sections 4.3
and 4.4).

If Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg is discontinued in
patients co-infected with HIV and HBV, these patients should be closely monitored for evidence of
exacerbation of hepatitis (see section 4.4).

If therapy with Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg is
discontinued, consideration should be given to the long half-life of efavirenz (see section 5.2) and long
intracellular half-lives of tenofovir and emtricitabine. Because of interpatient variability in these
parameters and concerns regarding development of resistance, HIV treatment guidelines should be
consulted, also taking into consideration the reason for discontinuation.

4.3 Contrindications

Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg is contraindicated
in patients with clinically significant hypersensitivity to tenofovir, emtricitabine, efavirenz or to any of the
excipients contained in the formulation.

Herbal preparations containing St. John’s wort (Hypericum perforatum) must not be used while taking
Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg due to the risk of
decreased plasma concentrations and reduced clinical effects of efavirenz (see section 4.5).

Efavirenz significantly decreases voriconazole plasma concentrations while voriconazole also
significantly  increases  efavirenz  plasma  concentrations.  Since  Tenofovir  disoproxil
fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg is a fixed-dose combination product, the
dose of efavirenz cannot be altered; therefore, voriconazole and Tenofovir disoproxil
fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg must not be co-administered (see section
4.5).
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4.4 Special warnings and precautions for use

General:

As a fixed combination, Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg
/600mg/200mg should not be administered concomitantly with other medicinal products containing any
of the same active components, efavirenz, emtricitabine or tenofovir disoproxil fumarate. Tenofovir
disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg should not be administered
concomitantly with other cytidine analogues such as lamivudine. (see section 4.5). Tenofovir disoproxil
fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg should not be administered
concomitantly with adefovir dipivoxil.

Transmission of HIV:

Treatment with Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg has
not been shown to eliminate the risk of transmission of HIV infection by sexual contact or by blood
transfer, although the risk may be reduced. Patients should continue to use appropriate precautions to
prevent transmission of HIV.

Other antiretroviral agents:

No data are available on the safety and efficacy of Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine
tablets 300mg /600mg/200mg in combination with other antiretroviral agents. Co-administration of
Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg and didanosine is
not recommended since exposure to didanosine is significantly increased following co-administration
with tenofovir disoproxil fumarate (see section 4.5).

Liver disease:

The safety and pharmacokinetics of efavirenz has not been investigated in patients with severe liver
disease. Therefore Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg
should only be used in this group of patients if the benefits are considered to outweigh the risks, and with
close safety monitoring.

Liver toxicity:

Increased transaminase levels may occur months after starting efavirenz and may be more frequent in
patients with HBV- and/or HCV co-infection. Discontinuation is recommended if hepatotoxicity is
symptomatic, or if the transaminase levels are > 10 times the upper limit of normal.

Hepatic failure has occurred in patients with no preexisting hepatic disease or other identifiable risk
factors (see section 4.8). Liver enzyme monitoring should be considered for patients without preexisting
hepatic dysfunction or other risk factors.

Patients with HIV and hepatitis B (HBV) or C virus (HCV) co-infection

Patients with chronic hepatitis B or C and treated with combination antiretroviral therapy are at an

increased risk for severe and potentially fatal hepatic adverse reactions,
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Physicians should refer to current HIV treatment guidelines for the optimal management of HIV infection
in patients co-infected with HBV.

Emtricitabine and tenofovir disoproxil fumarate are also active against HBV, Therefore, discontinuation
of Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg therapy in
patients co-infected with HIV and HBV may be associated with severe acute exacerbations of hepatitis.
Patients  co-infected with HIV and HBV who discontinue Tenofovir  disoproxil
fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg must be closely monitored with both
clinical and laboratory follow-up for at least four months after stopping treatment with Tenofovir
disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg. If appropriate, resumption of’
specific anti-hepatitis B therapy may be warranted. In patients with advanced liver disease or cirrhosis,
treatment discontinuation is not recommended since post-treatment exacerbation of hepatitis may lead to
hepatic decompensation.

Rash:

A mild-to-moderate rash very commonly develops within two weeks after starting efavirenz and does not
require treatment discontinuation. The rash usually resolves within two weeks. Severe rash or erythema.
including Stevens-Johnson syndrome. requires immediate discontinuation (see section 4.8).

Central nervous system and psychiatric effects:

Central nervous system and psychiatric side effects are very common after starting efavirenz (see section
4.8). These symptoms typically occur within the first week of treatment and usually resolve within 4
weeks of treatment. There is a potential additive effect with alcohol and other psychoactive drugs.
Patients should be advised that if they experience symptoms such as severe depression, psychosis or
suicidal ideation they should contact their doctor or health care provider immediately to determine
whether the benefits outweigh the risks of continued therapy.

Renal function:

Tenofovir is primarily excreted by the kidneys through a combination of glomerular filtration and active
tubular secretion. Thus, clearance is decreased in patients with impaired renal function. There are limited
data on the safety and efficacy of tenofovir disoproxil fumarate in patients with impaired renal function (<
80 ml/min). In such patients, Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg
/600mg/200mg should only be used if the potential benefits of treatment are considered to outweigh the
potential risks.

In patients with moderate to severe renal impairment, the plasma half-life of emtricitabine is increased
due to decreased clearance. Decreased doses are recommended for patients with creatinine clearance <50

ml/min.
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The use of Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg is not
recommended in patients with creatinine clearance < 50 ml/min. since appropriate dose reductions cannot
be achieved with the combination tablet (see sections 4.2 and 5.2).

Renal failure, renal impairment, elevated creatinine, hypophosphataemia and proximal tubulopathy
(including Fanconi syndrome) have been reported with the use of tenofovir disoproxil fumarate in clinical
practice (see section 4.8). It is recommended that creatinine clearance be calculated in all patients prior to
initiating  therapy and as clinically appropriate during therapy with Tenofovir disoproxil
fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg. Routine monitoring of calculated
creatinine clearance and serum phosphate should be performed in patients at risk for renal impairment.

In patients receiving tenofovir disoproxil fumarate renal function should be re-evaluated within one week,
including measurements of blood glucose, blood potassium and urine glucose concentrations, if serum
phosphate is < 1.5 mg/dl (0.48 mmol/l) or creatinine clearance decreases below 50 ml/min (see section
4.8, proximal tubulopathy). Consideration should also be given to interrupting treatment with Tenofovir
disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg in patients whose creatinine
clearance falls below 50 ml/min or whose serum phosphate decreases below 1.0 mg/dl (0.32 mmol/l)
Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg should be avoided
with concurrent use of a nephrotoxic medicinal product (e.g. aminoglycosides, amphotericin B, foscarnet,
ganciclovir, pentamidine, vancomycin, cidofovir or interleukin-2). If concomitant use of tenofovir
disoproxil fumarate and nephrotoxic agents is unavoidable, renal function should be monitored weekly.
Bone effects:

In a controlled clinical study decreases in bone mineral density of spine and changes in bone biomarkers
from baseline were observed in both treatment groups, but were significantly greater in the tenofovir
disoproxil fumarate treatment group than in the comparator group treated with stavudine (each in
combination with lamivudine and efavirenz) at 144 weeks. Decreases in bone mineral density of the hip
were significantly greater in this group until 96 weeks. However, there was no increased risk of fractures
or evidence for clinically relevant bone abnormalities over 144 weeks.

Tenofovir was studied in HIV-1 infected pediatric subjects 12 years of age and older. Under normal
circumstances, bone mineral density increases rapidly in this age group. In this study, the mean rate of
bone gain was less in the tenofovir-treated group compared to the placebo group. Skeletal growth (height)
appeared to be unaffected. Markers of bone turnover in tenofovir-treated pediatric subjects 12 years of
age and older suggest increased bone turnover, consistent with the effects observed in adults. Due to the
possible effects of tenofovir on bone metabolism, Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine
tablets 300mg /600mg/200mg should only be used in adolescents under the age of 18 if the benefits are

considered to exceed the risk (see also section 4.8).
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Bone abnormalities (infrequently contributing to fractures) may be associated with proximal renal
tubulopathy (see section 4.8). If bone abnormalities are suspected then appropriate consultation should be
obtained.

Osteonecrosis:

Although the etiology is considered to be multifactorial (including corticosteroid use, alcohol
consumption, severe immunosuppression, higher body mass index). cases of osteonecrosis have been
reported, particularly in patients with advanced HIV-disease and/or long-term exposure to combination
antiretroviral therapy. Patients should be advised to seek medical advice if they experience joint aches and
pain, joint stiffness or difficulty in movement.

Lactic acidosis

Is a rare but severe, potentially life-threatening complication associated with use of nucleoside reverse
transcriptase inhibitors (NRTI). Several other agents of this class are known to cause lactic acidosis.
Preclinical and clinical data suggest that the risk of occurrence of lactic acidosis considered a putative
class effect of nucleoside analogues, is very low for tenofovir disoproxil fumarate and emtricitabine.
However, this risk cannot be excluded. Lactic acidosis may occur after a few to several months of NRTI
treatment. Patients with hyperlactataemia may be asymptomatic. critically ill, or may have non-specific
symptoms such as dyspnoea, fatigue, nausea, vomiting, diarrhoea and abdominal pain. Risk factors for
NRTI-related lactic acidosis include female gender and obesity. Patients at increased risk should be
closely monitored clinically. Screening for hyperlactataemia in asymptomatic patients treated with
NRTIs, however, is not recommended. Symptomatic patients usually have levels > 5 mmol/I and require
discontinuation of all NRTTIs. Lactic acid levels > 10 mmol/I usually are a medical emergency.
Lipodystrophy and metabolic disorders:

Combination antiretroviral therapy has been associated with the redistribution of body fat (lipodystrophy)
in HIV-infected patients. Whereas for some other antiretrovirals there is considerable evidence for this
adverse reaction, the evidence for tenofovir, emtricitabine and efavirenz as causative agents is weak:

indeed switching from a thymidine analogue (e.g. stavudine) to tenofovir has been shown to increase limb

fat in patients with lipoatrophy. A higher risk of lipodystrophy has been associated e.g. with older age of

the patient, longer duration of antiretroviral therapy and related metabolic disturbances. Clinical
examination should include evaluation for physical signs of fat redistribution. Measurement of fasting
serum lipids and blood glucose as well as appropriate management of lipid disorders should be considered
(see section 4.8).

Mitochondrial dysfunction:

Nucleoside and nucleotide analogues have been demonstrated. in virro and in vivo, 1o cause a variable
degree of mitochondrial damage. There have been reports of mitochondrial dysfunction in HIV-negative

infants exposed in utero and/or postnatally to nucleoside analogues. The main adverse events reported are
; o A =

L')//{( £ K LB
NG WD

¢



haematological disorders (anaemia, neutropenia) and metabolic disorders (hyperlactataemia,
hyperlipasaemia). These events are often transitory, Some late-onset neurological disorders have been
reported (hypertonia, convulsion, abnormal behaviour). Whether the neurological disorders are transient
or permanent is currently unknown. Any child exposed in utero to nucleoside and nucleotide analogues.
even HIV-negative children. should have clinical and laboratory follow-up and should be fully
investigated for possible mitochondrial dysfunction in case of relevant signs or symptoms. These findings
do not affect current national recommendations to use antiretroviral therapy in pregnant women to prevent
vertical transmission of HIV.

Opportunistic infections:

Patients receiving antiretroviral therapy may continue to develop opportunistic infections and other
complications of HIV infection. Therefore patients should remain under close clinical observation by
physicians or health care providers experienced in the treatment of HIV infection.

Immune Reactivation Syndrome:

In HIV infected patients with pre-existing severe immune deficiency, typically in the first few weeks or
months after initiation of combination ART, an inflammatory reaction to asymptomatic or residual
opportunistic pathogens (e.g. CMV retinitis, mycobacterial infections, Pneumocystis pneumonia) may
arise and cause serious clinical conditions or aggravation of symptoms. Treatment should be instituted
when necessary.

Elderly patients

Elderly patients are more likely to have decreased renal function; therefore caution should be exercised
when treating elderly patients with tenofovir disoproxil fumarate (see below).

Excipients:

Patients with rare hereditary problems of galactose intolerance, the Lapp lactase deficiency or glucose-
galactose malabsorption should not take this medicine.

4.5 Interaction with other medicinal products and other forms of interaction

Interaction relevant to efuvirenz

Efavirenz is eliminated through hepatic metabolism, mainly catalyzed by the genetically polymorphic
cytochrome (CYP) 450 isoform CYP2B6, but also by CYP3A. Therefore, agents that alter the activity of
CYP2B6 or CYP3A may alter the plasma concentration of efavirenz.

Efavirenz is a clinically important inducer of cytochrome P450 enzymes, such as CYP3A4: therefore
interactions with medicinal products metabolized by this pathway may occur. I vitro, efavirenz is also an
inhibitor of UDP-glucuronosyl transferases, CYP3A4, CYP2C9 and CYP2C19. In the great majority of
cases where efavirenz interacts in vivo with known CYP3A substrates. the net result after multiple doses

is a decreased systemic exposure of the drug interacting with efavirenz.
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Though efavirenz might act in vivo as a net inhibitor of CYP3A4 after the first doses. it has not been
demonstrated that this happens once CYP3A4 induction has set in.

Efavirenz should not be administered concurrently with terfenadine. astemizole. cisapride. pimozide,
bepridil or ergot derivatives, since this may result in altered plasma concentrations of these drugs.
Interactions relevant to emtricitabine:

In vitro, emtricitabine did not inhibit metabolism mediated by any of the following human CYP450
isoforms: 1A2, 2A6, 2B6, 2C9, 2C19, 2D6 and 3A4. and did not inhibit enzymatic glucuronidation.

There are no clinically significant interactions when emtricitabine is co-administered with indinavir.
zidovudine, stavudine or famciclovir. Emtricitabine is primarily excreted via glomerular filtration and
active tubular secretion. With the exception of famciclovir and tenofovir disoproxil fumarate, the effect of
co-administration of emtricitabine with medicinal products that are excreted by the renal route, or other
medicinal products known to affect renal function, has not been evaluated. Coadministration of Tenofovir
disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg with medicinal products that
are eliminated by active tubular secretion may lead to an increase in serum concentrations of either
emtricitabine or a co-administered medicinal product due to\ competition for this elimination pathway:.
There is no clinical experience or virologic rationale for the co-administration of emtricitabine and
cytidine analogues. Consequently, Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg
/600mg/200mg should not be administered in combination with lamivudine for the treatment of HIV
infection (see section 4.4).

Interactions relevant to tenofovir

Didanosine:

Co-administration of tenofovir disoproxil fumarate and didanosine is not recommended (see section 4.4
and table of drug interactions below).

Renally eliminated medicinal produets:

Since tenofovir is primarily eliminated by the kidneys, co-administration of tenofovir disoproxil fumarate
with medicinal products that reduce renal function or compete for active tubular secretion via transport
proteins hOAT 1, hOAT 3 or MRP 4 (e.g. cidofovir) may increase serum concentrations of tenofovir
and/or the co-administered medicinal products.

Tenofovir disoproxil fumarate should be avoided with concurrent use of a nephrotoxic medicinal product.
such as aminoglycosides, amphotericin B, foscarnet, ganciclovir, pentamidine, vancomycin, cidofovir or
interleukin-2 (see section 4.4).

Given that tacrolimus can affect renal function, close monitoring is recommended when it is
coadministered with tenofovir disoproxil fumarate.

Table of drug interactions for Efavirenz/Emtricitabine/Tenofovir disoproxil fumarate
600mg/200mg/300mg Tablets
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The following list of interactions should not be considered exhaustive, but as representative of the classes

of medicinal products where caution should be exercised (increased exposure is indicated as *1",

decreased exposure as “|”, no change as “—”, thrice daily as t.i.d., twice daily as “b.i.d.”, and once daily

as “q.d.”).

Mediecinal

therapeutic areas

products by

Interaction

Recommendations concerning—‘

co-administration |

ANTI-INFECTIVES

Antiretroviralys

Nucleoside analogues

Zidovudine Stavudine Abacavir

No interaction expected

. |

Abacavir / tenofovir

| expected to be limited or absent.

Abacavir and Tenofovir disoproxil
fumarate/Efavirenz/Emtricitabine
/600mg/200mg

should not be co-administered. as

tablets  300mg

the additive effect of abacavir is

|i
—

Lamivudine / emtricitabine

Lamivudine and Tenofovir |
disoproxil

fumarate/Efavirenz/Emtricitabine .
/600mg/200mg |

should not be co-administered, due

tablets  300mg

to the  similarity  between
emtricitabine and lamivudine, and
consequently expected lack of

additive effects (see section 4.4.).

Didanosine (400 mg q.d.) /

tenofovir

Didanosine
AUC 1 40-60%

| increased, and CD4 cells may

The risk of didanosine-related |
adverse effects (e.g., pancreatitis,

lactic acidosis appears to be

decrease significantly on co-
administration. Also didanosine at
250 mg co-administered with
tenofovir within several different

antiretroviral combination

regimens has been associated with
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a high rate of virological failure.
Co-administration of Tenofovir
disoproxil
fumarate/Efavirenz/Emtricitabine
tablets 300mg /600mg/200mg and '
didanosine is not recommended

(see section 4,4),

| Non-nucleoside inhibitors of reverse transcriptase

| Nevirapine Etravirine

Concomitant use not recommended
because of additive toxicity and no 1

benefit in terms of efficacy.

Protease inhibitors

|
|

Fosamprenavir/ritonavir
(700/100 mg b.i.d))/ efavirenz

amprenavir
Ctrough | 17%

No significant interaction with

twice daily regimen at steady

No dose adjustment necessary.

| fumarate/Efavirenz/Emtricitabine

state.
Fosamprenavir/ritonavir Amprenavir Avoid  concomitant use  of i
(1400/200 mg g.d.) / efavirenz Cuin | 36% at steady state Tenofovir disoproxil

tablets 300mg /600mg/200mg and

once-daily fosamprenavir regimen.

Saquinavir HCG/ritonavir
(1000/100mg b.i.d) / efavirenz

No clinically relevant

interaction was noted.

Insufficient data are available for
making a dosing recommendation
for saquinavir, with or without
co-administered

ritonavir, when

with Tenofovir disoproxil
fumarate/Efavirenz/Emtricitabine

tablets 300mg /600mg/200mg. Co-
administration  with  saquinavir,
with or without ritonavir, is not

recommended.

Indinavir (800 mg t.i.d) / efavirenz

Indinavir
AUC | 31%

Concomitant use with unboosted

Indinavir is not recommended.
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Ctrough| 40%

Indinavir/ritonavir (800/100 mg

b.i.d,) / efavirenz

Indinavir
AUCss | 25%
Ctrough | 50%

Concomitant use with boosted
Indinavir is only recommended
when it is possible to monitor the

plasma concentration of Indinavir.

Ritonavir (500 mg b.i.d) /| Interaction studies have shown | Avoid concomitant use with full-

efavirenz moderate increases in the AUC | dose ritonavir, due to low
for both ritonavir and efavirenz. tolerability.

Nelfinavir  (various doses) /| Interaction studies have shown | Concomitant use is only

efavirenz variable results, including a 20% | recommended when it is possible

increase in nelfinavir AUC and
Chin» as well as a 25% decrease in
AUC and 45% decrease in C,,.

to monitor the plasma

concentration of nelfinavir.

|

Lopinavir/ritonavir soft capsules
or oral solution / efavirenz
Lopinavir/ritonavir tablets
(400/100 mg b.i.d.)
(500/125 mg b.i.d.)

/efavirenz

Lopinavir/ritonavir (400 mg/100

mg b.i.d.) /tenofovir

Substantial decrease in lopinavir

exposure.

Lopinavir
Chin | ~40%

Lopinavir concentrations: similar
to lopinavir/ritonavir 400/100 mg

twice daily without efavirenz

' Insufficient data are available (o |
' make a dosing recommendation for
dosed

disoproxil

lopinavir/ritonavir ~ when

with Tenofovir
fumarate/Efavirenz/Emtricitabine |
tablets 300mg /600mg/200mg. Co-
administration of |
lopinavir/ritonavir and Tenofovir
disoproxil

fumarate/Efavirenz/Emtricitabine

Lopinavir/ritonavir: No | tablets 300mg /600mg/200mg is
significant effect on | not recommended.
lopinavir/ritonavir PK
parameters.
Tenofovir
AUC 1 32%
Cipe &
Chuin T 51%

Atazanavir 400 mg / efavirenz Atazanavir Concomitant use of Tenofovir
AUCss | 74%, disoproxil

Atazanavir (400 mg qd.)/ | Cun | 93%

| fumarate/Efavirenz/Emtricitabine
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tenofovir tablets 300mg /600mg/200mg and
Atazanavir unboosted  atazanavir is  not
AUC | 25% recommended.
Coax | 21%
Coin | 40%
Tenofovir
AUC 1 24%
Cax T 14%
Ciin 1 22%
Atazanavir/ritonavir/Tenofovir Atazanavir: Co-administration of
disoproxil fumarate AUC | 25% (| 4210 | 3) atazanavir/ritonavir and
(300 mg q.d./100 mg q.d./300 mg | Coux | 28% (] 5010 1 5) | Tenofovir disoproxil

q.d.)

Atazanavir/ritonavir/Efavirenz
(400 mg q.d./100 mg q.d./600 mg
q.d., all administered with food)

Atazanavir/ritonavir/Efavirenz
(400 mg q.d./200 mg q.d./600 mg
q.d., all administered with food)

Cuam | 26% (| 4610 1 10)

Co-administration
atazanavir/ritonavir with
tenofovir resulted in increased
exposure to tenofovir. Higher
could

tenofovir concentrations

potentiate  tenofovir-associated
adverse events, including renal

disorders.

Atazanavir

AUC «* (| 9% to T 10%)
Chax T 17%* (1 8to 1 27)
Conin | 42%%* (| 31to | 51)

Atazanavir

AUC «*/** (| 10% to T 26%)
Coax —*** (| 5% t0 1 26%) Cunin
T 12%*/** (] 16 to 1 49)

(CYP3A4 induction).

of

| fumarate/Efavirenz/Emtricitabine
| tablets 300mg /600mg/200mg is

| not recommended.
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300 mg/ritonavir 100 mg q.d. in
the evening without efavirenz.

* When compared to atazanavir
This decrease in atazanavir C,;,
:
|
1
|

might negatively impact the
efficacy of atazanavir.
i based  on historical

comparison. Co-administration of

efavirenz with

atazanavir/ritonavir is not l

recommended. | ‘
Tipranavir/ritonavir / efavirenz Appropriate  data on  the | The combination of Tenofovir 1'

interaction between the approved

tipranavir regimen and efavirenz

disoproxil

fumarate/Efavirenz/Emtricitabine

are lacking. tablets 300mg /600mg/200mg and
tipranavir/ritonavir ~ should  be
avoided.
Darunavir/ritonavir (300/100 mg | Darunavir The clinical significance of the

b.i.d) / efavirenz

Darunavir/ritonavir (300 mg/100

mg b.i.d.) / tenofovir

AUC at steady state | 13%,
Cmin l 31%‘

Efavirenz
AUC 1 21%,
Cmin T 17%

Darunavir;

No  significant  effect on

darunavir/ritonavir PK

parameters.

Tenofovir
AUC: T 22%
Cmin: T 37%

changes in darunavir and efavirenz

concentrations has  not

established, and may vary
depending on, e.g.. whether there is
clinically significant resistance to
darunavir. Darunavir/ritonavir
should be used with caution in
combination with  Tenofovir
disoproxil
fumarate/Efavirenz/Emtricitabine

tablets 300mg /600mg/200mg.

|
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CCR-5 antagonists

Maraviroc (100 mg b.i.d) / Maraviroc When co-treating with maraviroc
efavirenz 600 mg q.d AUC | 45% and efavirenz in the absence of a
Cax | 51% boosted Pl. the maraviroc dose

should be increased to 600 mg
twice daily. For other
combinations. please refer to the
SmPC for the medicinal product
containing maraviroc.

Integrase strand transfer inhibitors

Raltegravir (400 mg single dose) / | Raltegravir No dosage adjustment is necessary

efavirenz Raltegravir (400 mg AUC | 36% if Tenofovir disoproxil

b.i.d.) / tenofovir AUC 1 49% fumarate/Efavirenz/Emtricitabine

Crax T 64%

tablets 300mg /600mg/200mg and

raltegravir are co-administered.

Antifungals

Ketoconazole (400 mg single dose:
efavirenz 600 mg to steady state) /

efavirenz

Ketoconazole
AUC | 72%

Consider alternative antifungal
agent, or use therapeutic drug

monitoring (TDM) if available.

Itraconazole (200 mg b.i.d) /

Itraconazole

Consider alternative antifungal

efavirenz AUC at steady state | 39%, agent, or use TDM if available.
Conin | 44%

Posaconazole (400 mg b.i.d./400 Posaconazole Concomitant use of posaconazole

mg q.d.) / efavirenz AUC | 50% and efavirenz should be avoided.

Cinax | 45%

Fluconazole (200 mg q.d) /

efavirenz

No significant interaction

Voriconazole (200 b.i.d) / efavirenz
(600mg)

No data available

Efavirenz and voriconazole at
standard doses must not be

coadministered.

Voriconazole (200 mg b.i.d.)/
efavirenz 400 mg q.d)

Voriconazole

AUCss: | 77%

cfavirenz
AUCss: T 44%

The dose reduction for efavirenz
with voriconazole at standard dose
leads to a significant alteration in
the pharmacokinetics of both drugs

and must thus not be used.
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Voriconazole (400 mg b.i.d) /
efavirenz 300 mg q.d)

Voriconazole
AUCss | 7%

efavirenz

AUCss 1 17%

both compared with standard
doses of voriconazole and
efavirenz (200 mg b.i.d and 600

mg q.d, respectively)

If coadministration is considered

necessary, voriconazole should be
dosed 400 mg b.i.d and efavirenz |
dosed at 300 mg q.d. As this dose

reduction of efavirenz cannot be |
accommodated for with Tenofovir
disoproxil
fumarate/Efavirenz/Emtricitabine
tablets 300mg /600mg/200mg.

alternative formulations of

efavirenz, tenofovir and

— |
emtricitabine should be used (see ]
section 4.3.). |

Antibacterials/Antituberculotics

]

Clarithromycin (500 mg b.i.d,

multiple doses) / efavirenz

Clarithromycin AUC | 39%; 14-
OH-clarithromyein AUC 1 34%

The clinical significance. if any, of ir
these alterations in clarithromycin |
exposure are not known. A high |
frequency of rash was seen when

the drugs were co-administered in
healthy volunteers. Consider

azithromycin instead, if possible.

Azithromyein (600 mg single dose)
/ efavirenz (400 mg once daily),

No clinically significant

pharmacokinetic interaction

No dosage adjustment is necessary

for either medicinal product. 1

Rifampicin (600 mg q.d. multiple

doses)/ efavirenz

Efavirenz AUC | 26%, Cin |
32%

When co-treating, a dose increase
of efavirenz from 600 mg to 800

mg q.d. should be considered,

Rifabutin (300 mg q.d) / efavirenz

Rifabutin AUCss | 38%

Increase rifabutin dose by 50% if
co-treating with Tenofovir
disoproxil
fumarate/Efavirenz/Emtricitabine

tablets 300mg /600mg/200mg

Antimalarials

Atovaquone No formal interaction studies
Chloroquine available. Drug interactions and
Mefloquine safety in co-administration with
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Proguanil
Sulfadoxine

Pyrimethamine / efavirenz

efavirenz has not been
systematically evaluated; on a
theoretical basis, clinically
significant drug interactions with

efavirenz are unlikely

Amodiaquine/Artesunate
(600/250 mg q.d.) / efavirenz

An interaction study (EFV at
steady-state) was terminated after
the first two subjects developed
asymptomatic but significant
hepatic enzyme elevations after a
three-day course of amodiaquine.
Amodiaquine AUC 1 114 and
302% respectively.

Possibly increased hepatic toxicity.

Avoid combination.

Quinine / efavirenz

No formal interaction study
available. Quinine is extensively
metabolised by CYP3A. Co-
administration with efavirenz
may decrease quinine exposure,

and reduce the antimalarial effect.

If possible, an alternative agent to
quinine should be used in co-
treatment with Tenofovir
disoproxil
fumarate/Efavirenz/Emtricitabine

tablets 300mg /600mg/200mg

Lumefantrine Halofantrine /

efavirenz

interaction studies
These agents
metabolised by CYP3A: hence,

co-treatment with efavirenz may

No formal

available, are

decrease exposure.

Co-treatment with Tenofovir
disoproxil
fumarate/Efavirenz/Emtricitabine
tablets 300mg /600mg/200mg is

not recommended.

Artemisinin and its derivatives /

efavirenz

No formal interaction studies
available. Artemisinin and its
derivatives are transformed

into active metabolites by
CYP3A. Exposure may be
decreased by efavirenz.

Empirical data are lacking and
possible clinical consequences are

unknown,

ANTIVIRALS AGAINST HBV

Adefovir dipivoxil / tenofovir

AUC: «

Tenofovir disoproxil
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Chxs = fumarate/Efavirenz/Emtricitabine
tablets  300mg  /600mg/200mg
should not be administered
concurrently with adefovir

dipivoxil due to an expected lack

of additive effect (see section 4.4).

Entecavir AUC: « No clinically significant
(1 mgq.d.) Ciax: < pharmacokinetic interactions when
Tenofovir disoproxil

|
|
fumarate/Efavirenz/Emtricitabine |
tablets 300mg /600mg/200mg is |

co-administered with entecavir.

ANTICONVULSANTS

Carbamazepine (400 mg q.d) / Carbamazepine AUCss: | Co-administration with Tenofovir

efavirenz 27%, Cuin | disoproxil

35%: fumarate/Efavirenz/Emtricitabine

efavirenz AUCss: | 36%. tablets  300mg  /600mg/200mg E

Chin L 47% should be avoided unless plasma
concentrations of carbamazepine
and efavirenz can be monitored.

Phenytoin / efavirenz No interaction study available. Co-administration  should  be

Phenytoin and efavirenz clearance | avoided unless plasma
is likely to be increased. concentrations of Phenytoin and
efavirenz can be monitored

Valproic acid (250 mg b.i.d) / No significant interaction is

efavirenz likely.

Vigabatrin No significant interaction is likely | Tenofovir disoproxil
fumarate/Efavirenz/Emtricitabine
tablets 300mg /600mg/200mg and
vigabatrin can be co-administered
without dose adjustment.

CARDIOVASCULAR AGENTS

Calcium channel blockers

Diltiazem (240 mg q.d.) / efavirenz | Diltiazem; Monitor the clinical effect of

AUC: | 69% diltiazem and increase dose if
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Desacetyl diltiazem:
AUC: | 75%
N-monodesmethy! diltiazem:

AUC: | 37%

necessary.

Verapamil, felodipine, nifedipine,

nicardipine / efavirenz

Interaction not studied.
Calcium channel blocker
exposure is likely to be

lowered in co-treatment with

Monitor clinical effect and
increase calcium channel blocker

dose if necessary

efavirenz.
LIPID LOWERING AGENTS
Atorvastatin (10 mg q.d) / Atorvastatin: Cholesterol levels should be
efavirenz AUC: | 43% periodically monitored and the

| Total active moiety:

AUC: | 34%

dose of Atorvastatin increased in

case of insufficient efficacy,

Pravastatin (40 mg q.d.) /

Pravastatin:

Cholesterol  levels should be

efavirenz AUC: | 40% periodically monitored and the
dose of Pravastatin increased in

case of insufficient efficacy.
Simvastatin 40 mg q.d.) / efavirenz | Simvastatin; Cholesterol levels should be
AUC: | 69% periodically monitored and the
Total active moiety: dose of simvastatin increased in

AUC: | 60% case of insufficient efficacy.

Rosuvastatin / efavirenz

Interaction not studied.
Rosuvastatin is largely excreted
unchanged via the faeces:
therefore metabolic drug
interaction with efavirenz is not

expected.

HORMONAL CONTRACEPTIVES

Ethinylestradiol/norgestimate
(0.035 mg+0.25 mg q.d) /

efavirenz

No change in ethinylestradiol
exposure.

Levonorgestrel AUC | 83%,
norelgestromin AUC | 64%

(active metabolites).

A reliable method of barrier
contraception should be used in

addition to oral contraceptives.

DMPA (150 mg i.m. single dose) /

The pharmacokinetics and

Because of the limited
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efavirenz

efficacy of DMPA was not
altered due to co-treatment

with efavirenz

information available. a rcliabfc‘
method of barrier contraception |

|
must be used in addition tol

hormonal contraception.

Etonogestrel (implant) / efavirenz

Interaction not studied.
Decreased exposure of
etonogestrel may be expected due
to the CYP3A induction of
efavirenz. There have been
occasional post marketing reports
of contraceptive failure with
etonogestrel in efavirenz exposed

patients.

A reliable method of barrier
contraception must be used in
addition to hormonal |

contraception,

IMMUNOSUPPRESSANTS

Tacrolimus, cyclosporine,
sirolimus /

efavirenz

Interaction not formally

studied. Decreased exposure

of these immunosuppressants
may be expected when co-treating

with efavirenz,

Dose  adjustments  of  the
immunosuppressants  may hei
needed. Close monitoring of
immunosuppressant drug
concentrations for at least 2 weeks
(until steady-state concentrations
are reached) is recommended
when starting or stopping therapy

with Tenofovir disoproxil

fumarate/Efavirenz/Emtricitabine
tablets 300mg /600mg/200mg 1

OTHERS

Methadone / efavirenz

Methadone AUC | 52%

Monitor for withdrawal symptoms
and increase methadone dose if

necessary.

Buprenorphine / efavirenz

Buprenorphine AUC | 50%:;
norbuprenorphine AUC | 71%
(active metabolite)

Despite these decreases in
exposure, no patients in the study

exhibited withdrawal symptoms.

Monitor for withdrawal symptoms
and increase buprenorphine dose

if necessary.
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Warfarin / efavirenz No interaction study available Monitor INR. Dose adjustments of—’

Co-administration may warfarin may be necessary,
decrease (and less likely

increase warfarin exposure.) ,

Lorazepam (2mg single dose) / Lorazepam: No dose adjustment necessary
efavirenz AUC:17% (T 1t0114)
Midazolam, Triazolam / efavirenz | No interaction study available These benzodiazepines are

triazolam  pharmacokinetics

caution.
St. John’s Wort (hypericum No interaction study available Concomitant treatment |
perforatu) | contraindicated. Co-administration
efavirenz likely to decrease efavirenz levels

failure.

metabolised by CYP3A. While
efavirenz is an inducer of CYP3A
in vivo, it acts as an inhibitor in
vitro. The impact of co-

administration on midazolam and

unknown.  Co-administer  with

and to precipitate virological

is

4.6 Pregnancy and lactation

Women of childbearing potential

Based on the animal data, it is recommended that pregnancy should be avoided in women treated with
efavirenz, one of the components of Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg
/600mg/200mg. Barrier contraception should always be used in combination with other methods of
contraception (for example, oral or other hormonal contraceptives). Because of the long half-life of
efavirenz, use of adequate contraceptive measures for 12 weeks after discontinuation of efavirenz is
recommended. Women of childbearing potential should undergo pregnancy testing before initiation of
Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg.

Pregnancy

Studies of efavirenz in animals have shown reproductive toxicity, including marked teratogenic effects
(see section 5.3). Cases of neural tube defects in infants born to women with first trimester exposure have
been reported., The post marketing data available (Www.apregistry.com) including sufficient pregnancies

to exclude a twofold increase from baseline, does not demonstrate an increased number of malformations
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in mothers exposed to efavirenz. nor any specific pattern of malformations. Efavirenz should not be used
during the first trimester of pregnancy.

Animal studies do not indicate direct or indirect harmful effects of tenofovir disoproxil fumarate or
emtricitabine with respect to pregnancy, foetal development, parturition or postnatal development (see
section 5.3). In humans, the safety of tenofovir and emtricitabine in pregnancy has not been fully
established. Sufficient numbers of first trimester exposures have been monitored, however. to detect at
least a twofold increase in the risk of overall birth defects. No increase in birth defects was seen

(www,apregistry.com),

Due to the  possible teratogenic  effects of  efavirenz,  Tenofovir  disoproxil
fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg should not be used during the first
trimester of pregnancy, and only used during the subsequent trimester if the benefit is considered to
outweigh the risk.

Breastfeeding

In animal studies it has been shown that tenofovir is excreted into milk. It is not known whether tenofovir,
emtricitabine or efavirenz are excreted in human milk.

Current recommendations on HIV and breastfeeding (e.g. those from the WHO) should be consulted
before advising patients on this matter. Preferred options may vary depending on the local circumstances.

4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed. However,
dizziness has been reported during treatment with efavirenz, emtricitabine and tenofovir disoproxil
fumarate. Efavirenz may also cause impaired concentration and/or somnolence. Patients should be
instructed that if they experience these symptoms they should avoid potentially hazardous tasks such as
driving and operating machinery.

4.8 Undesirable effects

The following adverse events have been reported in controlled clinical trials during treatment of HIV-1
infection with tenofovir disoproxil fumarate. emtricitabine and efavirenz.

The adverse events considered at least possibly related to the treatment are listed below by body system,
organ class and absolute frequency. Frequencies are defined as very common (=1/10), common (=1/100,
<1/10), uncommon (=1/1000. <1/100). rare (=1/10.000, <1/1000), very rare (<1/10.000). In addition,
adverse events identified during post-approval use are listed (frequency category: ‘not known’). Since
they are reported voluntarily from a population of unknown size, estimates of frequency cannot be made.
These events have been included for their potential causal connection to the active components of
Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg, taking also into
account their seriousness and the number of reports.

Metabolic and nutrition disorders
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Very common. hypophosphataemia
Common: increases in fasting triglycerides, total cholesterol. high- and low-density lipoprotein
cholesterol, hyperglycaemia

Rare: lactic acidosis

Uncommon hypokalaemia.

Not known: lipodystrophy,

Blood and lymphatic system disorders

Common: neutropenia

Uncommon: anaemia

Vascular disorders

Uncommon: Flushing

Inunune system disorders

Uncommon: allergic reaction. hypersensitivity

Nervous system disorders

Very common: headache, dizziness

Common: abnormal dreams. insomnia. disturbance in attention. somnolence, cerebellar coordination

and balance disturbances.

Uncommon: agitation, amnesia, ataxia, abnormal coordination, confusional state, convulsions, abnormal
thinking. tremor.

Psychiatric disorders

Common: anxiety and depression

Uncommon: affect lability. aggression, euphoric mood, hallucination, mania. paranoia, suicide attempt,
suicidal ideation

Rare: neurosis*, delusion®, completed suicide®.

Hepatobiliary disorders

Common: elevation of liver enzymes, hyperbilirubinemia

Uncommon: acute hepatitis

Rare:: hepatic failure*, hepatic steatosis.

Skin and subcutaneous tissue disorders

Very common: rash

Common: pruritus, urticaria, skin discolouration (increased pigmentation)

Uncommon: erythema multiforme, angioedema, Stevens-Johnson syndrome

Rare: photoallergic dermatitis.

Musculoskeletal and connective tissue disorders

Very common: elevated creatine kinase A~ .
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Uncommon: rhabdomyolysis, muscular weakness, myalgia

Rare: osteomalacia (manifested as bone pain and infrequently contributing to fractures)*. myopathy (see
section 4.4).

Reproductive system and breast disorders

Uncommon: gynecomastia, libido decreased.

Eye disorders

Uncommon: blurred vision.

Ear and labyrinth disorders

Uncommon: vertigo tinnitus.

Respiratory, thoracic and mediastinal disorders

Very rare: dyspnoea

Gastrointestinal disorders

Very common: diarrhoea, vomiting, nausea

Common: dry mouth, increased appetite. elevated serum lipase, elevated amylase including elevated
pancreatic amylase, abdominal pain, dyspepsia. flatulence. anorexia

Uncommon: pancreatitis

Renal and urinary disorders

Uncommon: increased creatinine, proteinuria

Rare: renal failure (acute and chronic), proximal renal tubulopathy including Fanconi syndrome, acute
tubular necrosis nephritis (including acute interstitial nephritis)*. nephrogenic diabetes insipidus.

General disorders and administration site disorders

Common: pain, asthenia

Not known: immune reconstitution syndrome (see section 4.4), flushing.

* These adverse reactions were identified through post-marketing surveillance for either efavirenz,
emtricitabine or tenofovir disoproxil fumarate. The frequency category was estimated from a statistical
calculation based on the total number of patients treated with any of the components of this fixed dose
combination.

Description of selected adverse reactions

Renal tubulopathy

The following adverse reactions, listed under the body system headings above, may occur as a
consequence of proximal renal tubulopathy due to tenofovir disoproxil fumarate: rhabdomyolysis.
osteomalacia (manifested as bone pain and infrequently contributing to fractures). hypokalaemia.
muscular weakness. myopathy and hypophosphataemia. These events are not considered to be causally
associated with Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg in

the absence of proximal renal tubulopathy.



Nervous system symptoms

Nervous system symptoms are common with efavirenz, one of the components of Tenofovir disoproxil
fumarate/Efavirenz/Emtricitabine tablets 300mg /600mg/200mg. In clinical controlled studies of
efavirenz. nervous system symptoms of moderate to severe intensity were experienced by 19% (severe
2%) of patients, and 2% of patients discontinued therapy due to such symptoms. They usually begin
during the first one or two days of efavirenz therapy and generally resolve after the first two to four
weeks. They may occur more frequently when Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine
tablets 300mg /600mg/200mg is taken concomitantly with meals possibly due to increased efavirenz
plasma levels (see section 5.2). Dosing at bedtime seems to improve the tolerability of these symptoms
(see section 4.2).

Bone effects of tenofovir in adolescents

The effect of tenofovir on bone mass in those not fully grown is a specific theoretical safetv concern.
Assessment of adverse reactions is based on one randomized trial (Study 321) in 87 HIV-1 infected
paediatric subjects (12 to <18 years of age) who received treatment with tenofovir (N=45) or placebo
(N=42) in combination with other antiretroviral agents for 48 weeks. Bone effects observed in paediatric
subjects 12 years of age and older, such as an increased bone turnover, were consistent with those
observed in adult clinical trials (see section 4.4).

4.9 Overdose

If overdose occurs the patient must be monitored for evidence of toxicity (see sections 4.8 and 5.3). and
standard supportive treatment applied as necessary.

Some patients accidentally taking efavirenz 600 mg twice daily have reported increased nervous system
symptoms. One patient experienced involuntary muscle contractions. Administration of activated charcoal
may be used to aid removal of unabsorbed efavirenz. There is no specific antidote for overdose with
efavirenz. Since efavirenz is highly protein bound, dialysis is unlikely to remove significant quantities of
it from blood.

Tenofovir and emtricitabine can be removed by haemodialysis. It is not known whether emtricitabine or
tenofovir can be removed by peritoneal dialysis.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antivirals for treatment of HIV infections, combinations, ATC code:

JOSAR

Mechanism of action and pharmacodynamic effects

Efavirenz is a non-nucleoside reverse transcriptase inhibitor (NNRTI) of HIV-1. Efavirenz binds directly
to reverse transcriptase and blocks the RNA-dependent and DNA-dependent DNA polymerase activities

by inducing a conformational change that causes a disruption of the enzyme's catalytic site. The activity
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of efavirenz does not compete with template or nucleoside triphosphates. HIV-2 reverse transcriptase and
eukaryotic DNA polymerases (such as human DNA polymerases «, B, v, or 8) are not inhibited by
efavirenz.

Emtricitabine is an analogue of the nucleoside cytidine. Tenofovir disoproxil fumarate is converted in
vivo 1o tenofovir, a nucleoside monophosphate (nucleotide) analogue of adenosine monophosphate.
Emtricitabine and tenofovir are phosphorylated by cellular enzymes 10 form emtricitabine triphosphate
and tenofovir diphosphate, respectively. Emiricitabine triphosphate and tenofovir diphosphate
competitively inhibit HIV-1 reverse transcriptase (RT), resulting in DNA chain termination. Both
substances are active against HIV-1 and HIV-2, as well as against hepatitis B virus.

Resistance

The K65R mutation is selected in vitro when HIV-1 is cultured in the presence of increasing tenofovir
concentrations. It may also emerge in vivo upon virological failure of a treatment regimen including
tenofovir. K65R reduces tenofovir susceptibility in vitro approximately 2-fold. and has been associated
with a lack of response to tenofovir-containing regimens. Clinical studies in treatment experienced
patients have assessed the anti-HIV activity of tenofovir against strains of HIV-1 with thymidine analogue
mutations (TAMs), which are not selected for by tenofovir. Patients whose HIV expressed 3 or more
TAMs that included either the M41L or L210W mutation showed reduced response to tenofovir.

HIV-1 resistance to emtricitabine develops as the result of the M184V mutation in the RT. This HIV-1
mutation was observed in vitro and in HIV-1 infected patients. Emtricitabine-resistant viruses were cross-
resistant to lamivudine, but retained sensitivity to other nucleoside reverse transcriptase inhibitors
(NRTIs) (zidovudine, stavudine, tenofovir, abacavir. didanosine and zalcitabine). all nonnucleoside
reverse transcriptase inhibitors (NNRTIs) and all protease inhibitors (PIs).

A large proportion of patients experiencing virological failure while receiving efavirenz will develop
resistance 1o efavirenz. The main mutations occurring are K103N, G 90S/A/E and Y188L: a single one of
these mutations is sufficient to cause high-grade resistance. The cross resistance between efavirenz and
nevirapine or delavirdine is extensive: therefore patients who have experienced virological failure with
cither of these drugs, are likely to harbour virus not susceptible to efavirenz, and vice versa. With an
accumulating number of NNRTI mutations, the susceptibility to etravirine will also be compromised.

Due to the long half-life of efavirenz, a period of functional monotherapy with efavirenz may follow upon
discontinuation of effective efavirenz-containing antiretroviral therapy. This may cause significant
resistance, and compromise the efficacy of future efavirenz, nevirapine or delavirdine therapy (see section
4.4)

Clinical results

When tenofovir and emtricitabine were combined with efavirenz in treatment-naive patients with HIV- 1,

the proportion of patients (ITT) with HIV-RNA <50 copies/ml were 80 and 64% at 48 and 144 weeks,
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respectively. In another study, were tenofovir and emtricitabine were combined with lopinavir/ritonavir
given once or twice daily in treatment naive patients, 70% and 64% of patients demonstrated HIV-1 RNA
<50 copies/ml with the once and twice daily regimens of lopinavir/ritonavir, respectively.

No specific studies with the combination tenofovir, emtricitabine and efavirenz have been conducted in
adolescents.

5.2 Pharmacokinetic properties

Efavirenz

Absorption and Bioavailability

Bioavailability is 40% to 45% without food. Food increases absorption significantly. Time to peak plasma
concentrations (3 - 5 hours) did not change following multiple dosing and steady-state plasma
concentrations were reached in 6 - 7 days.

Following single dose of administration of Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets
300mg /600mg/200mg in healthy volunteers, mean (+SD) efavirenz C,,, value was 2.19 (+0.75) ug/ml
and the corresponding value for AUC.7, was 54.2 (£16.6) pg.h/ml. The median efavirenz 1, value was
4.68 (£ 3.37) hours.

Distribution

Efavirenz is highly bound (more than 99%) to human plasma proteins, predominantly albumin. In HIV-1
infected patients who received efavirenz 200 to 600 mg once daily for at least one month. mean
cercbrospinal fluid concentrations 0.69% of the corresponding plasma concentration were reached. This
proportion is approximately 3-fold higher than the non-protein-bound (free) fraction of efavirenz in
plasma.

Metabolism

Efavirenz is principally metabolised by the cytochrome P450 system to hydroxylated metabolites. These
metabolites are essentially inactive against HIV-1. In vitro studies, supported by in vivo observations,
suggest that CYP3A4 and CYP2B6 are the major isoenzymes responsible for efavirenz metabolism.
Efavirenz has been shown to induce cytochrome P450 enzymes, resulting in the induction of its own
metabolism.

Elimination

Efavirenz has a relatively long terminal half-life of 17 to 154 hours after single doses. and 40 — 55 hours
after multiple doses. In individuals with certain mutant CYP2B6 genotypes (e.g. the T/T genotype at
G516T) the terminal half-life may be substantially prolonged, and drug exposures higher. These
genotypes are particularly common among Africans and African Americans. In patients with liver
impairment, lower efavirenz clearance and higher drug exposures have been reported. Approximately 14 -
34% of a radio-labelled dose of efavirenz was recovered in the urine and less than 1% of the dose was

excreted in urine as unchanged efavirenz.
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Emtricitabine:

Absorption

The absolute bioavailability of emtricitabine has been estimated to 75-93%. Administration of
emtricitabine with or without food did not affect systemic exposure.

Following single dose administration of Tenofovir disoproxil fumarate/Efavirenz/Emtricitabine tablets
300mg /600mg/200mg in healthy volunteers, the mean (£SD) emtricitabine Cp, value was 2413 (£537)
ng/ml and the corresponding value for AUC was 12832 (+2044) ng.h/ml, The mean (£SD) emtricitabine
toa Value was 1.59 (£0.69) hours.

Distribution

In vitro binding of emtricitabine to human plasma proteins was < 4% and independent of concentration
over the range of 0.02-200 pg/ml. The apparent volume of distribution after intravenous administration of
emtricitabine was 1.440.3 I/kg.

Elimination

Emtricitabine is primarily excreted by the kidneys with complete recovery of the dose achieved in urine
(approximately 86%) and faeces (approximately 14%). Thirteen percent of the emtricitabine dose was
recovered in urine as three metabolites. The systemic clearance of emtricitabine averaged 307 ml/min
(4.03 ml/min/kg). Following oral administration. the elimination half-life of emtricitabine is
approximately 10 hours.

Intracellular pharmacokinetics

In a clinical study, the intracellular half-life of emtricitabine-triphosphate in peripheral blood
mononuclear cells was 39 hours. Intracellular triphosphate levels increased with dose, but reached a
plateau at doses of 200 mg or greater.

Adults with renal insufficiency

Pharmacokinetic parameters were determined following administration of a single dose of 200 mg
emtricitabine hard capsules to 30 non-HIV infected subjects with varying degrees of renal insufficiency.
Subjects were grouped according to baseline creatinine clearance (> 80 ml/min as normal function: 50-80
ml/min as mild impairment; 30-49 ml/min as moderate impairment; < 30 ml/min as severe impairment; <
15 ml/min as functionally anephric requiring haemodialysis). The systemic emtricitabine exposure (mean
+ standard deviation) increased from 11.8+2.9 pug-h/mlin subjects with normal renal function to 19.9+1.1,
25.0+45.7 and 34.0£2.1 pg'h/ml, in patients with mild, moderate and severe renal impairment,
respectively.

In patients with ESRD on haemodialysis, approximately 30% of the emtricitabine dose was recovered in
dialysate over a 3 hour dialysis period which had been started within 1.5 hours of emtricitabine dosing
(blood flow rate of 400 ml/min and dialysate flow rate of approximately 600 ml/min).

Hepatic insufficiency
(:?%/e £ fes 2 (bt
F4.00 18 QllbAy,
e



The pharmacokinetics of emtricitabine have not been studied in non-HBV infected subjects with varying
degrees of hepatic insufficiency. In general, emtricitabine pharmacokinetics in HBV infected subjects
were similar to those in healthy subjects and in HIV infected subjects.

Pharmacokinetic data are not available in the elderly.

Tenofovir disoproxil fumarare

Tenofovir disoproxil fumarate is a water-soluble ester prodrug, which is rapidly converted in vivo to
tenofovir and formaldehyde. Tenofovir is converted intracellularly to tenofovir monophosphate and to the
active component, tenofovir diphosphate.

Absorption

Following oral administration of tenofovir disoproxil fumarate to HIV infected patients, tenofovir
disoproxil fumarate is rapidly absorbed and converted to tenofovir. The oral bioavailability of tenofovir
from tenofovir disoproxil fumarate in fasted patients was approximately 25%.

Administration of tenofovir disoproxil fumarate with a high fat meal enhanced the oral bioavailability.
with an increase in tenofovir AUC by approximately 40% and C,,, by approximately 14%.

Following single dose administration of Efavirenz/Emtricitabine/Tenofovir disoproxil fumarate
600mg/200mg/300 mg Tablets in healthy volunteers, the mean (+SD) tenofovir Cy. value was 314 (+86)
ng/ml and the corresponding value for AUC was 2531 (+487) ng.h/ml. The mean (£SD) tenofovir ty..
value was 1.11 (£ 0.41) hours.

Distribution

Following intravenous administration the steady-state volume of distribution of tenofovir was estimated
to be approximately 800 ml/kg. /n vitro protein binding of tenofovir to plasma or serum protein was less
than 0.7 and 7.2%. respectively, over the tenofovir concentration range 0.01 to 25 ug/ml.

Elimination

Tenofovir is primarily excreted by the kidney, both by filtration and an active tubular transport system
with approximately 70-80% of the dose excreted unchanged in urine following intravenous
administration. Total clearance has been estimated to be approximately 230 ml/h/kg (approximately 300
ml/min).

Renal clearance has been estimated to be approximately 160 ml/h/kg (approximately 210 ml/min), which
is in excess of the glomerular filtration rate. This indicates that active tubular secretion is an important
part of the elimination of tenofovir. Following oral administration the terminal half-life of tenofovir is
approximately 12 to 18 hours.

Studies have established the pathway of active tubular secretion of tenofovir to be influx into proximal
tubule cell by the human organic anion transporters (hOAT) 1 and 3 and efflux into the urine by the
multidrug resistant protein 4 (MRP 4). In vitro studies have determined that neither tenofovir disoproxil

fumarate nor tenofovir are substrates for the CYP450 enzymes.
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Age and gender
Limited data on the pharmacokinetics of tenofovir in women indicate no major gender effect.

Tenofovir exposure achieved in adolescent patients receiving oral daily doses of tenofovir 300 mg was
similar to exposures achieved in adults receiving once-daily doses of tenofovir 300 mg.

Pharmacokinetic studies have not been performed in children or in the elderly (over 65 vears).
Pharmacokinetics have not been specifically studied in different ethnic groups.

Renal impairment

Pharmacokinetic parameters of tenofovir were determined following administration of a single dose of
tenofovir disoproxil fumarate 300 mg to 40 non-HIV, non-HBYV infected patients with varying degrees of
renal impairment defined according to baseline creatinine clearance (CrCl) (normal renal function when
CrCl > 80 ml/min; mild with CrCl = 50-79 ml/min: moderate with CrCl = 30-49 ml/min and severe with
CrCl = 10-29 ml/min). Compared with patients with normal renal function, the mean (%CV) tenofovir
exposure increased from 2,185 (12%) ng-h/ml in subjects with CrCl > 80 ml/min to respectively 3.064
(30%) ng-h/ml, 6,009 (42%) ng-h/ml and 15.985 (45%) ng:h/ml in patients with mild, moderate and
severe renal impairment. The dosing recommendations in patients with renal impairment, with increased
dosing interval, are expected to result in higher peak plasma concentrations and lower C,,, levels in
patients with renal impairment compared with patients with normal renal function. The clinical
implications of this are unknown.

In patients with end-stage renal disease (ESRD) (CrCl < 10 ml/min) requiring haemodialysis, between
dialysis tenofovir concentrations substantially increased over 48 hours achieving a mean C,y, of 1,032
ng/ml and a mean AUCq.gs, Of 42.857 ng-h/ml. It is recommended that the dosing interval for tenofovir
disoproxil fumarate 300 mg is modified in patients with creatinine clearance < 50 ml/min or in patients
who already have ESRD and require dialysis (see section 4.2).

The pharmacokinetics of tenofovir in non-haemodialysis patients with creatinine clearance < 10 ml/min
and in patients with ESRD managed by peritoneal or other forms of dialysis have not been studied.
Hepatic impairment

A single 300 mg dose of tenofovir disoproxil fumarate was administered to non-HIV, non-HBV infected
patients with varying degrees of hepatic impairment defined according to Child-Pugh-Turcotte (CPT)
classification. Tenofovir pharmacokinetic parameters were not substantially altered in subjects with
hepatic impairment suggesting that no dose adjustment is required in these subjects. The mean (%CV)
tenofovir C, and AUC,.. values were 223 (34.8%) ng/ml and 2,050 (50.8%) ng-h/ml, respectively, in
normal subjects compared with 289 (46.0%) ng/ml and 2,31 (43.5%) ng-h/ml in subjects with moderate
hepatic impairment, and 305 (24.8%) ng/ml and 2.740 (44.0%) ng-h/ml in subjects with severe hepatic
impairment.

Intracellular pharmacokinetics
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Tenofovir diphosphate has an intracellular half-life of 10 hours in activated and 50 hours in resting
peripheral blood mononuclear cells (PBMCs).

5.3 Preclinical safety data

Efavirenz

Preclinical data revealed no special hazard for humans other than those observed in clinical studies based
on conventional studies of safety, pharmacology, repeated dose toxicity, and genotoxicity. In reproductive
toxicology studies, malformations were observed in 3 of 20 foctuses/newborns from efavirenz-treated
cynomolgus monkeys given doses resulting in plasma efavirenz concentrations similar to those seen in
humans. Carcinogenicity studies showed an increased incidence of hepatic and pulmonary tumours in
female mice, but not in male mice.

Emiricitabine

Non-clinical data on emtricitabine reveal no special hazard for humans based on conventional studies of
safety pharmacology, repeated dose toxicity and genotoxicity. Emtricitabine did not show any
carcinogenic potential in long-term oral carcinogenicity studies in mice and rats.

Tenofovir

Preclinical studies conducted in rats, dogs and monkeys revealed target organ effects in gastrointestinal
tract, kidney. bone and a decrease in serum phosphate concentration. Bone toxicity was diagnosed as
osteomalacia (monkeys) and reduced bone mineral density (rats and dogs). Findings in the rat and
monkey studies indicated that there was a substance-related decrease in intestinal absorption of phosphate
with potential secondary reduction in bone mineral density. However, no conclusion could be drawn on
the mechanism(s) underlying these toxicities.

Reproductive studies were conducted in rats and rabbits. There were no effects on mating or fertility
parameters or on any pregnancy or foetal parameter. There were no gross foetal alterations of soft or
skeletal tissues. Tenofovir disoproxil fumarate reduced the viability index and weight of pups in peri-post
natal toxicity studies.

Genotoxicity studies have shown that tenofovir disoproxil fumarate was negative in the in vive mouse
bone marrow micronucleus assay but was positive for inducing forward mutations in the in vitro L5178Y
mouse lymphoma cell assay in the presence or absence of S9 metabolic activation. Tenofovir disoproxil
fumarate was positive in the Ames test (strain TA 1535) in two out of three studies, once in the presence
of S9 mix (6.2- to 6.8-fold increase) and once without S9 mix. Tenofovir disoproxil fumarate was also
weakly positive in an in vivo / in vitro unscheduled DNA synthesis test in primary rat hepatocytes.
Tenofovir disoproxil fumarate did not show any carcinogenic potential in a long-term oral carcinogenicity
study in rats. A long-term oral carcinogenicity study in mice showed a low incidence of duodenal

tumours, considered likely related to high local concentrations of tenofovir disoproxil fumarate in the
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gastrointestinal tract at a dose of 600 mg/kg/day. While the mechanism of tumour formation is uncertain.
the findings are unlikely to be of relevance to humans,

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Core tablet: Croscarmellose sodium, Hydroxypropyl cellulose, Lactose monohydrate, Magnesium
stearate, Microcrystalline cellulose and Sodium lauryl sulfate.

Film coat: Iron oxide black, Iron oxide red, Polyethylene glycol, Polyvinyl alcohol (partially hydrolysed),
Talc and Titanium dioxide.

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

36 months in 30’s bottles.

24 months in 100’s bottles

6.4 Special precautions for storage

Do not store above 30°C. Store in the original container.

6.5 Nature and contents of container

30’s HDPE bottle pack

100°s HDPE bottle

Note: Not all packs are marketed

6.6 Instructions for use and handling and disposal

No special requirements.

7. Mfg by

Mylan Laboratories Limited, India.

F-4 & F-12, MIDC, Malegaon, Sinnar, Nashik - 422 113, Maharashtra, India
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