MNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUA TPOAYKT

Emrpunmradun/Tenoposup auzonpokcun Zentiva 200 mg/245 mg ¢punmupanu TadbiaeTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Besika ¢pmnmupana tabnerka cpappika 200 mg emrpunmTabun (emtricitabine) u 245 mg TeHOQOBUD
musonpokcu (tenofovir disoproxil) (exsusanentau Ha 291,5 mg ternodoBup au3onpokcui Gochar wiu

136 mg TeHodoBHD).

3a IBJIHUA CITMCHK HA IIOMOIIHUTE BEIECTBA BIDKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tabnerka

CuHs1, IUIICOBH/IHA, IBOMHOM3IIbKHANA (hUIMHUpaHa TabjieTka 0e3 JeIUTENIHA YepTa, C pa3MepH
npubmm3urenso 19,35 x 9,75 mm.

4, KJIWMHNUYHU JAHHHU
4.1 TepaneBTHYHHU MOKA3AHUSA

Jleuenune Ha HIV-1 nadekuus

Emtpuniutadun/TeHodoBup au3onpokcui Zentiva e Ioka3aH B KOMOMHUPaHa aHTHPETPOBUPYCHA
Tepamus 3a JeUeHHe Ha Bh3pacTHH, nHpekTupanu ¢ HIV-1 (Bx. Touka 5.1).

Emtpunntadun/TeHodoBup qu30mpoKkcui Zentiva € IoKaszaH U 3a JIeYeHUE Ha IOHOLIH, HH(QEKTUPaHU C
HIV-1, ¢ pe3ucTeHTHOCT KbM HYKJICO3HIHA HHXHOUTOpH Ha obpaTHaTa TpanckpunTaza (HUOT) wim
TOKCHYHOCT, U3KITIOYBAIIY BH3MOKHOCTTA 32 YIOTpeba Ha cpeicTBa OT IIbpPBa JIMHUS (BXK. TOUKH 4.2,
44u5.1).

IIpenexcnosumonna npodunakrtuka (ITpEIT)

Emtpunntadun/TenodoBup nu3onpokcuit Zentiva € mokasaH B KOMOMHAIHSA € TO-0€30MacHU
CEKCYyaJIHU NMPAKTUKH 32 MPEACKCIO3NIIMOHHA MPOo(MIIaKTHKA 32 HaMalIsIBaHe Ha PUCKa OT MPUA0OUTa
1o moJyioB eT HIV-1 nHdpekuus npu BUCOKOPUCKOBH Bb3pacTHH M IOHOIIN (BX. Touku 4.2, 4.4 u 5.1).

4.2 Jlo3upoBKa M HAYMH HA NPUJIOKEHHE

Tepanusrta ¢ EmTpuiiutabun/TenodoBup au3onpokcui Zentiva TpsiOBa J1a c€ Ha3HAYH OT JIeKap C OIUT
B sieueHuero Ha HIV undexium.

gOSH[}OBKa

Jleuenue na HIV npu év3pacmuu u ionowu Ha ev3pacm 12 200unu uiu no-eoiemu, ¢ meaio Hau-maiKko
35 kg
EnHa TabneTka BeJJHBXK JHEBHO.

Ipesenyus na HIV npu 6v3pacmuu u 1onowiu Ha ev3pacm 12 200unu unu no-2oiemu, ¢ meaio Hai-
manxo 35 kg
Enna tabneTka BeIHBK JTHEBHO.



EmTpunutabud u TeHOQOBUP JU30TPOKCHII CE TPeJyIaraT KaTo OTACIHH JISKApCTBEHU TPOYKTH 32
neuenue Ha HIV-1 undekims, ako ce Haara npeKparsBaHe WM IPOMSIHA Ha J103aTa Ha €IHa OT
checTaBkuTe Ha EMTpunmradun/TenodoBup muzonpokcun Zentiva. Morsi, HalipaBeTe CIpaBKa ¢
Kpatkara xapakTepucTrka Ha Te3H JIEKAPCTBEHU MIPOIYKTH.

Ako e nponycHarta eaHa g03a Emrpuriuradun/TenodpoBup nu3onpokcui Zentiva B paMkuTe Ha 12 daca
0T 00MUYaiiHOTO BpeMe 3a pueManeTo i, EMTpunnradun/Tenodosup anzonpokcun Zentiva TpsOBa aa
ce TIpueMe Bb3MOXKHO Hail-CKOpo 1 obnuaifHaTa 1030Ba cxema TpsiOBa Jja ce MpOoABIKU. AKO €
nporycHara efHa jo3a EmMtpunuradbun/Tenodoup auzonpokcnn Zentiva ¢ moede ot 12 yaca u Beve
HIOYTH € JIOLIJIO BpeMe 3a Clie/IBallaTa J103a, poIlyCHaTaTa 103a He TpsOBa Jia ce npuema u oOuyaiiHara
JI030Ba cxema TpsiOBa Aa ce MPOIBIIKH.

AKO ce TI0sBY MOBPBINAHE B paMKUTE Ha 1 yac cies mpuema Ha Emtpururadbun/Tenodorup
JU30MpPOKCUI Zentiva, TpsiOBa Ja ce mpuemMe JIpyra TabneTka. AKO ce 0SBU OBPBIIAHE CIIE] II0BEYE OT
1 vac cnen npuema Ha Emtpunnradun/TenodoBup au3onpokcun Zentiva, BTopa jJ103a He TpsiOBa 1a ce
nprema.

CrernuansHy MOoIyJIaAIHA

Iayuenmu 6 cmapuecka ev3pacm
He ce nanara agantupase Ha go3arta (BXK. Touka 5.2).

bvbpeuno yspeocoane
EMTpunutabud v TeHOQOBHUP Ce SMUMUHHPAT Ype3 ObOpEeUHA SKCKPEIUS U CKCIIO3UIIUATA Ha

eMTpHUIUTA0WH U TeHO(OBHUP Ce MOBHUIIIABA TIPU UHAUBUIH ¢ ObOpeyHa AuchYHKIUS (BXK. TOUKH 4.4 1
5.2).

Bw3pacmuu ¢ 6vbpeuno yepesicoane

Emrpunmrabun/Tenodosup auzonpokcuin Zentiva TpsOBa J1a ce mpuiara npu HHAWBUIN ¢ KPEaTHHHHOB
winpwHE (CrCl) < 80 ml/min, camo axo ce mprema, 4e MOTSHIUATHATE TOJI3H HAABUIIABAT
HOTEHIMAIHUTE prcKoBe. Bikre Tabnuna 1.

Ta6auna 1: [IpenopbKky 3a npwiiarane Npu BL3PacTHU ¢ 0bOPevYHO yBpexKIaHe

Jleuenne Ha HIV-1 undexunsn | [penexcno3unuonna

npopuiIakTuKa
Jlexo 660pedHO yBpeKIaHEe OrpannyeHd JaHHA OT OrpaHnyeHy JaHHU OT
(CrCl 50-80 ml/min) KIMHUYHU TIPOYYBAHUS KJIMHAYHU TIPOYyYBaHU
MOIKPEIIST MPUIIATaHETO MOJIKPENST MPUIIATaHETO

BEIHBK JHEBHO (BXK. Touka 4.4). | BEIHBK THEBHO IPH
uHdextupanu ¢ HIV-1
WHIUBUIU C

CrCl 60-80 ml/min. He ce
npernopbrYBa yrnorpeda npu
uHdextupanu ¢ HIV-1
WHIUBUIU C

CrCl < 60 ml/min, Tbii KaTo
HE € MPOYYBaH MPH Ta3u
norynanus (BX. To4uku 4.4

u5.2).




Jleuenne na HIV-1 undexuns

IMpenexcno3uuoHHA
npopuiIakTuKa

YMepeHo 060pedHO yBpEeKIaHe
(CrCl 30-49 ml/min)

[IpenopbkuTe 32 MPUIIOKEHUE
Ha Bceku 48 yaca, ce 6a3upar Ha
MOJIEJIUPaHe Ha
(hapMaKOKMHETUYHH JaHHU NIPU
eIMHUYHA 0332 EMTPULUTAOUH U
TeHO(OBHP TU3OMPOKCHII TIPH
HenH(pexTupanu ¢ HIV
MAIMEHTH C Pa3INYHU CTETICHN
Ha 0BOpeYHO yBpexIaHe (BXK.
Touka 4.4).

He ce npenopbuBa 3a
ynorpeba npu Ta3u
TMOITYJTAIIHS.

Texko 6bOpedHO YBpeKIAHE
(CrCl < 30 ml/min) u manueHT! Ha
XeMOHaIn3a

He ce npenopbuBa, Thii KaTo HE
€ BB3MOXHO J]a C€ TIOCTUTHE
MOAXOMASIIO NOHWKEHUE Ha

He ce npenopbuBa 3a
ynorpeba npu Ta3u
MOMyJIaIK.

n03aTa ¢ KOMOMHHpaHaTa
TabyeTka.

Tleduampuunu nayuenmu ¢ 6vOpeyno yepedicoare
He ce mpenoppuBa 3a yrotpeda mpu HHIWBAIN Ha BB3pacT noj 18 roguau ¢ 060pedHo yBpekmaHne (BxK.
Touka 4.4).

Yeprnodpobuo yepesicoane
He ce Hanara xopekiys Ha J03aTa [IPH MAlUSHTH ¢ YePHOAPOOHO yBpexkaaHe (Bx. Touku 4.4 u 5.2).

Ileouampuuna nonynayus
be3onacHocTTa M e(hUKACHOCTTA HA EMTPHUIIMTAOUH/TEeHOGOBHP TU3OMIPOKCHII TIPH JeTla Ha Bh3PACT 0T

12 ronuHYM HE ca yCTaHOBEHM (BXK. TOYKa 5.2).

HaunH Ha npunoxxkeHue

[Tepopanno npunoxkenue. 3a npenmnountane ¢ Emrpururadun/TenodoBup nu3onpokcun Zentiva na ce
npreMa ¢ XpaHa.

dunmupanara Tabnerka EMrpuiurabun/TeHohoBUp AM30IIPOKCHI Zentiva MOXKe J1a Ce pa3TBOPHU B
oxoio 100 ml Bojia, MOPTOKANIOB WIIHM TPO3/I0B COK, CJIE]] KOETO BEIHATA Ja CE U3ITHE.

4.3 IlpoTMBONOKA3aHUS

CBpBXUYBCTBUTEITHOCT KbM aKTHBHUTE BEIIECTBA WM KbM HAKOE OT TIOMOIIHUTE BEIIECTBA, U30pOCHU
B TOYKa 6.1.

Ymnorpeba 3a mpeaeKCrno3uroHHa MTPO(QUIAKTHKA TIPY HHIUBUAH C HEU3BECTESH WIIH MOJIOKUTEIICH
HIV-1 craryc.

4.4  CpeuuajHu npeaynpe:kIeHUs! U NpeINa3sHu MePKH IPH ynoTpeda

IHammenTtn, ¢ HIV-1 myTtamu

Emtpunntadun/TenodoBup nu3onpokcui Zentiva TpsOBa 1a ce u30srea npy NanueHTy ¢
TPEIIECTBAIN0 aHTHPeTpoBUpyCHO Jeuenue, ¢ HIV-1 ¢ K65R myranus (BK. Touka 5.1).

OO61a crparerus 3a npesennws Ha HIV-1 nndekmus

He Bunaru Emrpuniurabun/TenodoBup au3onpokcui Zentiva ¢ e(eKTHUBEH IIpH IPEBEHIINATA Ha
npunobuBane Ha HIV-1. Bpemero 10 Ha4anoTo Ha MPOTEKUHUATA CiIe]] 3a04YBaHE Ha
eMTpUIUTA0NH/TeHO()OBUP TU30MPOKCUI € HEU3BECTHO.



Emtpuniutadbun/TenodoBup gusonpokcui Zentiva TpssOBa aa ce M3I0JI3Ba 3a MPEACKCIO3UIIMOHHA
npoMITaKTHKA caMO KaTo YacT OT cTpaTerusiTa 3a ooma npeseHius Ha HIV-1 nnadeknus, BkroyBama
W3IIOJI3BaHE Ha JIPYTH MepKu 3a npeBeHims Ha HIV-1 (Hanp. nocnenoBaTenHa u mpaBmiiHa ynorpeda Ha
npe3epBaTuB, mo3Hauus 3a HIV-1 craTtyca, penoBHO u3ciaeaBane 3a Apyru WHOEKITH, IpeaaBaHu 10
TIOJIOB TIBT).

Puck om pesucmenmnocm npu neomxpuma HIV-1 ungexyus

Emtpunutadbun/TeHodoBup qU30MpoKcHI Zentiva TpsiOBa Jia ce M3M0JI3Ba 32 HaMaJIsIBaHE Ha PUCKA OT
npunobusane Ha HIV-1 camo npu nHAMBHAM, 332 KOUTO € MOTBBPACHO, 4e ca HIV orpunatennu (Bx.
touka 4.3). Korato EMTpunuradun/TenodoBup auzonpokcui Zentiva ce U3IoJ3Ba 3a
NpPEICKCIIO3UIIMOHHA TPO(UIIAKTHKA, TPSIOBA J]a ce MPETOTBHPIKIaBa Ha YeCTH WHTEPBAIIH, e
uaauBuauTe ca HIV-1 otpunatensu (Hamp. Haili-Maiko Ha BCEKH 3 Mecela), KaTo Ce H3I0I3Ba
KOMOMHHMpaH aHTUT'€H/aHTUTSIIO TECT.

[punoxen camocrositennHo EMrpunintadbun/TeHodoBrup TU30MPOKCHI Zentiva He TpeICTaBIsBa
IsUT0CTeH pexkuM 3a siederne Ha HIV-1 u npu uamuBuan ¢ Heotkputa HIV-1 urdexmus, kouto
MPUEeMaT CaMO EMTPHUIIMTA0ONH/TCHO(DOBHUP AU30MPOKCHII, Ca Bb3HUKHAIN MyTaI[UK Ha

HIV-1 pesucrenTHoCT.

[Ipu HanMuMe Ha KIMHUYHU CUMITTOMH, CHOTBETCTBAIIM HAa OCTPa BUPYCHA WHEKIUS, U ChMHEHHE 32
ckopoursH (< 1 mecenr) ekcrio3unuu Ha HIV-1, ymotpedarta Ha EmMTpunuradbun/Tenodosup
TU30TIPOKCIIT Zentiva TpsiOBa fa ce OTI0XKY 3a Hal-manko equH mecerl 1 HIV-1 cratycht na ce
MPETIOTBBPAN, TIpeau 3anouBane Ha EMtpunuradun/TenodoBup nuzonpokcun Zentiva 3a
MPEICKCIIO3UIIMOHHA MPO(UIaKTHKA.

3uauumocm na npudvLPIHCAHEMOo KoM Je4eHUemo

EdextuBHOCTTa Ha eMTpUIIMTAOWH/TeHO(DOBUP JTU3OMPOKCII 32 HAMAJISIBAaHE HA PUCKA OT MPpUI0OUBaHe
Ha HIV-1 kopenupa cUITHO ¢ MPUIBPKAHETO KbM JICUEHHETO, KAKTO € JOKa3aHO Ype3 H3MEPHUMUTE HUBA
Ha JIEKapCTBOTO B KpBBTa (BXk. Touka 5.1). Hemadexrupanure ¢ HIV-1 nnausuny TpsoBa na 6b1aT
CHBETBAHU Ha YECTH MHTEPBAJIH Ja CE IMPHIbPKAT CTPUKTHO KbM IPENOPhUNTETHATA THEBHA CXeMa Ha
npunarane Ha Emtpunntadun/TeHodoBup qu3onpokcui Zentiva.

[TammenTu ¢ nabekys ¢ BUpyca Ha xenatut B mim C

Wudexrupanure ¢ HIV 1 nanuentu ¢ xponnuna uHdexius ¢ xenatut B wiu C, iekyBaHH ¢
AHTUPETPOBUPYCHA TEpaIusl, ca C MOBUIICH PUCK 3a PA3BUTUE HA TEKKU U MOTCHIIUAIIHO JICTATHU
HEeXeJlaHU YepHOIAPOOHH peakiuu. JlekapuTe TpsOBa /la ©MAaT NPEIBU ChBPEMEHHUTE HACOKH 3a
nedenne Ha HIV 3a oBnagssaneTo Ha HIV mHbekmmsa mpy narueHTH, KOMHPEKTHPAHU C BUpyca Ha
xernatut B (HBV) unu ¢ Bupyca na xenatut C (HCV).

be3zonacHocTTa U e(huKacHOCTTa HA EMTPUIIUTAOUH/TEeHO(OBHP TU3OMPOKCHUII 32 MPEIEKCIIO3UITMOHHA
npodmrakTrka npu manuesTn ¢ HBV mnmn HCV nadexnus He ca ycTaHOBEHH.

B ciy4aii Ha emHOBpeMeHHa aHTHBUPYCHA Teparnus 3a xenatuT B wim C, MoJisi, BIKTE ChIIO
chOTBeTHUTE KpaTky XapakTepUCTHKH Ha MTPOIYKTA 3a Te3H JICKAPCTBEHH MPOJAYKTH. BUKTE ChINO
,»YTIoTpeba ¢ jJeaumnacBup 1 copocOyBup*, nim codocOyBUp U BEIMATACBUP MO-A0IY.

TenodoBUp AM30NPOKCHII € TIOKa3aH 3a JeueHneTo Ha HBV, a eMTpuiuTabuH € mokasai akTHBHOCT
cpemry HBV BbB (hapmakoanHaMu4dHM Ipoy4BaHusl, HO 6€301aCHOCTTA U €()UKAaCHOCTTA Ha
eMTpHLIUTA0NH/TeHO()OBUP TU30MPOKCUII HE Ca TOYHO YCTAHOBEHHU IPH MALMEHTH C XPOHUYHA
uHdeknms c HBV.

[NpexpatsBanero Ha Tepamusta ¢ EMTpunnTadun/TeHopoBup nu3onpokcnn Zentiva Ipyu NannueHTH,
napexTrpanu ¢ HBV, Moxe 1a e cBbp3aHO ¢ TEKKU OCTpU 000CTpsHMS Ha XernaTuTa. [1pu nanueHTu
undexrupanu ¢ HBV, npu xouto ce npekparu jieuenuero ¢ EMrpururadun/TeHopoBUp AHU30MPOKCHIT
Zentiva, TpsiOBa J1a ce CIeIST BHUMATEIHO KIIMHUYHUTE U Ta00OPaTOPHU MOKa3aTe B MPOABIDKCHUE Ha



MTOHE HAKOJIKO MECeIa CJe/ CIIMpaHe Ha JISYCHUETO. AKO € TIOIXOIAII0, TEPANMsITa Ha XenaTuT B Moxke
Jla ce IoTHOBH. [Ipy manueHTH ¢ HampeIHaIo YepHOAPOOHO 3a00IIIBaHE WIIH ITUPO3a, IPEKPATIBAHETO
Ha JICYCHUETO HE CE MPENophYBa, Thil KATO 00OCTPSIHETO Ha XEMATUTA CIIE]] IPEKpaTsIBaHe Ha
JICYCHUETO MOXKE J1a JIOBEEC IO YSPHOAPOOHA JCKOMITCHCAITVSL.

YepuoapoOHo 3a00s1BaHE

be3omacHocTTa M epUKaCHOCTTA HA eMTPUIIMTAONH/TEHO(OBUP ANZONPOKCHII PH MAIUCHTH C HATUIHU
TEKKU YepHOIPOOHH HAPYIICHUS HE ca ycTaHOBeHH. PapMaKOKMHETHKATa HAa TEHO(QOBHUP EIpoydeHa
NpY TALKMEHTH ¢ YePHOAPOOHO YBpEXKIaHE U HE CEe HaJlara ajanTupane Ha go3ata. apMakOKMHETHKATa
Ha eMTPULUTAONH HE € MPOyUYeHa NPpH MAKEeHTH ¢ YepHOApoOHO yBpekaane. basupaiiku ce Ha
MHHHUMAJIHOTO MeTa0oIM3upaHe Ha eMTPUIUTA0ONH B YepHHS P00 U SITMMUHUPAHETO MY Upe3
OBOpenyTe, € MaJIKO BEPOSITHO Ja C€ HAJOXKM ajanThpaHe Ha go3ata Ha Emtpuuntadun/Tenodosup
JIM30TPOKCHIT Zentiva MpH MalUeHT! ¢ YepHOAPOOHO yBpekaaHe (BxK. Touku 4.2 u 5.2).

Wudpexrupanu ¢ HIV-1 nanueHTy ¢ npeaBapuTeIIHO ChIECTBYBAIlA YePHOAPOOHA TUCHYHKITHUS,
BKJIIOUMTEITHO aKTHBEH XPOHUYEH XEMaTHT, UMaT MOBUIIIEHA YECTOTa Ha HAPYILICHUS Ha YePHOIPOOHATA
(dbyHKIHS IO BpeMe Ha KoMOWHUpaHa anTuperpoBupycHa tepanusi (KAPT) u TpsiOBa na ce mpocienssar
B CHOTBETCTBHE ChC CTaH/IapTHATA MPAKTHKA. AKO MPY TaKWBa MAalMEHTH ce HaOo/1aBa BIOIIaBaHe Ha
4epHOAPOOHOTO 3a00IIsIBaHe, TPsIOBa a ce 0OMUCIIN NPEKbCBAaHEe WM NPEKPATsSBaHE Ha JICUCHHUETO.

Edext BbpXy ObOpEMTE U KOCTUTE OPU BH3PACTHU

Edpexmu evpxy 6v0peyume

EMTpuiinTaObuH 1 TEHOPOBUP CE€ EKCKPETUPAT IMPSAUMHO MPe3 ObOpeLnuTe ype3 KOMOMHALINS OT
rJIoMepyJiHa (GUITpalus 1 akTUBHA TyOyJiHa cekpenus. Mima choOIiieHus 3a Ob0peyHa HeAOCTaThYHOCT,
0BOpeuHO yBpeKJaHe, MOBHUIICHO HUBO Ha KpeaTHHUHA, XUMopochaTeMus: 1 MPOKCHMATHA
TyOyJnonaTus (BKJIIOYUTEIHO CHHAPOM Ha Fanconi) npu npunarane Ha TeHOQOBUP AU30NPOKCUIT (BXK.
Touka 4.8).

Ilpocneosnsane na 6vopeunama Qyukyus

[Ipenu 3amouBane Ha EmTpuiutabun/Ternodorup au3onpokcua Zentiva 3a jiedenuero Ha HIV-1
WHQEKIHS WK 32 yIoTpeda B MpeleKCIo3UIMOHHA TPOPHUIAKTHKA, Ce IPENOPhYBa U3YHCIISIBAHE HA
KPEaTHHUHOBHS KJIMPHHC NPH BCUYKH WHAWBUIH.

[pu unnuBuIM 6e3 puckosu dakTopu 3a OBOpeUHO 3a00IIIBaHE CE MPETOPHUBA MPOCIIEAsIBAHE HA
O0bOpeunaTa GyHKUMS (KPEATHHUHOB KIMPBHC U cepyMHHU dochaTh) cien ABE A0 YETUPH CEIMHULIM Ha
ynoTpeba, ciel TpU Mecena Ha yrnorpeda, a ciiell TOBa Ha BCEKH TPU 10 LIECT Mecella.

[Mpu nHAMBHIM ¢ pUcKOBH (aKkTOpH 3a OBOPEUHO 3a00IIIBaHE CE MPETOPHYUBA IIO-YECTO MPOCIIeISIBaHE
Ha OBOpevHaTa QyHKIHA.

Buxre cw1110 ,, EOHOBpemenno npuiodcenue ¢ Opyeu jekapcmeenu npodyKkmu *“ Io-Jomy.

Tlosedenue 6 3asucumocm om 6vbpeunama @yukyusa npu ungexmupanu ¢ HIV 1 nayuenmu

Axo cepymuute pocdaru ca < 1,5 mg/dl (0,48 mmol/l) uiu KpeaTHHHHOBHUSAT KIMPBHC € HAMaJICH JI0
< 50 ml/min npu nauuenty, nony4asauny EMrpunntadun/TeHodoBup qu3onpokcun Zentiva,
0b0OpeuHaTa QyHKIMS TPSAOBA [1a CE OIIEHW OTHOBO B PAMKHTE Ha €IHA CEIMHUIIA, BKIIFOUBAHKN
W3CIIe/IBaHMs HAa KPhBHATA 3axap, Kalus B KPbBTA M KOHLICHTPAIMATA Ha TIFOKO3aTa B ypUHATA

(Bx. Touka 4.8, npokcuManHa TyOynonarus). [Ipy manuenTy ¢ HamaneH KpeaTHHUHOB KIMPBHC J10

< 50 ml/min wiu HamaneHn HUBa Ha cepymuuTe hocharu mo < 1,0 mg/dl (0,32 mmol/l) tpsidBa na ce
oOMUCITH €BEeHTYyaTHO IpeKbCBaHe Ha JeueHueto ¢ Emrpurutadbun/TeHodoBup au3onpokcui Zentiva.
[MpexwscBane Ha neyenneTo ¢ EMTpunnTadbun/TeHodoBup qu3onpokcun Zentiva TpsaoBa Jia ce 00chan
CBIIO U B CIIy4ail HAa MPOTPECUBHO BIIOLIaBaHe HAa OBOpeuHaTa QyHKIHU, KOraTo HE € yCTaHOBEHa Jpyra
NpUYUHA.

be3onacHocTTa Ha eMTPULIMTAONH/TEHO()OBUP JU30IPOKCHII 110 OTHOIIEHHE Ha ObOpeLUTe € MPoy4BaHa
B MHOTO OTpaHHYeHa cTeneH camo rpu nHpektupanu ¢ HIV-1 nanmentu ¢ yBpenena 0b6peuna



dyHk1us (kpeaTHHHHOB KIHpbHC < 80 ml/min). [Ipu undextupanu ¢ HIV-1 manueHTs ¢ KpeaTHHUHOB
kiupbHC MeXAy 30 u 49 ml/min ce mpenopbrYBa aganTUpaHe Ha J030BUS MHTEpBa (BXK. Touka 4.2).
OrpaHHYeHU JaHHU OT KIMHUYHY POYYBAHMS MPEIIoiarar, e yIbKSHUSIT J030B HHTEPBAJ HE €
ONITUMAJICH U MOJKE J1a IOBE/E /10 OBUIIaBaHE HA TOKCHYHOCTTA M IO €BEHTYaJIHO HeaJeKBaTeH
otroBop. OCBeH TOBA, MIPH €JHO MAJIKO KIIMHUYHO MPOYYBaHE MOArPyIaTa MallMeHTH C KPEaTHHUHOB
KIupbHC MekAy S0 u 60 ml/min, KOUTO ca MoTy4aBaiu TCHO(POBHUP AU3OMPOKCUI B KOMOMHAIIUS C
eMTpUIMTaOuH Ha BCekH 24 yaca, ca uMaiu 2 110 4 IbTH M0-BUCOKA EKCIIO3UIUS Ha TCHOPOBHP U
BJIoNIaBaHe Ha ObOpeuHara QyHkIMs (BXK. Touka 5.2). 3aroBa € He0OX0AMMa BHUMATETHA OLICHKA Ha
CHOTHOIICHUETO IMOJI3a/pUCK, kKorato EMTpuiuradun/TenodoBup au3onpokcui Zentiva ce U3mnoi3pa
NpU MAaLMEHTH ¢ KpeaTHHUHOB KIUpbHC < 60 ml/min 1 660peunata GyHkIMs TpsOBa Aa ce cieau
BHUMaTesHO. OCBEH TOBa, TPsIOBaA Ja ce celd BHUMATEIHO KIMHUYHHUS OTTOBOP OT JICYEHUETO IPU
MaIMeHTH, nonydapand EMTpunintadun/ TenodoBup qu3onpokcuil Zentiva ¢ yIbJIKSH J030B HHTEPBaJ.
He ce npenoprusa ynorpebara Ha EMTprunTabun/Tenodosup nu3onpokcuit Zentiva npy NanyueHTH C
TEXK0 OBOpeyHO yBpexkaaHe (kpeaTHHHHOB KiaupbHC < 30 ml/min) u npu maumeHTy, npyu KOUTO ce
HaJlara XeMoJIajn3a, Thii KaTo He € Bh3MOXHO JIa c€ TIOCTHI'HE TIOJIXO/ISIII0 MOHMKaBaHe Ha J103aTa C
KOMOWHHMpaHHUTE TabNeTKH (BX. TOUkU 4.2 1 5.2).

Tosedenue 6 3asucumocm om 6vbpeunama GyuKyus npu NPeodeKCno3UYUOHHA RPOYUIAKMUKA
Emtpunntadun/TeHohoBHp TU30MPOKCHI HE € Mpoy4BaH npu uHpektupanu ¢ HIV-1 unauBuam c
KpeaTHHHHOB KIHpBHC < 60 ml/min 1 3aToBa He ce MpenophrYBa 3a ynorpeda B Ta3u momyinanus. AKo
cepymuute pocdaru ca < 1,5 mg/dl (0,48 mmol/l) wiu KpeaTHHHHOBUAT KJIMPHHC € HaMaJIeH

10 < 60 ml/min npu HAKON HHAMBUI, Tody4aBaiy EMTpunnTadun/TeHodoBHp TU30MpOKCHI Zentiva 3a
NpPEeAeKCIIO3UIMOHHA POpMIAKTHKa, ObOpeuHaTa GyHKUuUS TpsIOBa 1a ce OLIEHH OTHOBO B PAMKHTE Ha
€/IHa CeMMILIA, BKIIOYBAWKU M3CIEABaHMUS HA KpbBHATA 3aXap, KAJIUS B KPbBTA M KOHIIEHTpALUATA Ha
[II0KO3aTa B yprHATa (BXK. Touka 4.8, npokcuManHa TyOynonatus). [Ipu MHIUBUIN ¢ HaMaJeH
KPEaTHHWHOB KIUPBHC 10 < 60 ml/min wiu HamMajieHn HUBA Ha cepymuuTe hochatu 10 < 1,0 mg/dl
(0,32 mmol/l) TpsiOBa a ce oOMECIH TIPeKbCBaHe Ha yroTpebara Ha Emrpuriurabun/Tenodosup
nmusonpokcun Zentiva. [IpexbeBane Ha ynorpebata Ha Emtpuriuradun/Terodorup TH30mpOKCHIT
Zentiva Tps0Ba 1a ce 00CHIM M B CIIy4ail Ha MPOTPECHBHO BIIOIIIaBaHEe HA ObOpeYHaTa (BYHKIIHSI, KOTaTO
HE € YCTaHOBEHa Apyra IIpUIHHA.

Eghexmu evpxy xocmume

KocTHuTe aHOMamuu KaTo OCTeOMaaIys, KOSTO MOXE JIa CE MPOSIBU KAaTO YIOPUTA WK

BJIOIIABAIIA Ce OOJIKA B KOCTHTE, H KOSTO HEYECTO Tpeipasnonara KbM GpakTypH, MOXKe Jia ca CBbP3aHU
C MHJyIIMpaHa 0T TeHO(GOBUP AU3OMPOKCHI MTPOKCUMaTHA Oh0peuHa TyOymonatus (BxK. Touka 4.8).

AKO ce moo3upar wim ObJaT YCTAHOBEHN KOCTHU aHOMAITNH, TPs0Ba Jja ce mpeanprueMe MoAX0IsIIa
KOHCYJITAIIHS.

Jleuenue na unghexyus c HIV-1

Hab6mogaBaHo € HamansaBaHe Ha KocTHaTa MuHepanHa IrbTHOCT (KMIT) mpu TeHOQoBHp AU30TIPOKCHIT
B PaHIOMHU3HPaHU, KOHTPOJIMPAHH KJIMHUYHU H3MUTBAHUS C IPOABIDKUTEIHOCT 10 144 ceaMuiy npu
undexrupanu ¢ HIV unmu HBV nauuentu. Toa HamansiBane Ha KMII kato 1su1o ce monoOpsiBa ciiex
IpeKpaTsBaHe Ha JICUEHUETO.

B apyru npoyuBanus (IpOCIEKTUBHU U KPBCTOCAHM), n3pa3eHuTe Hamanenus Ha KMII ca
HaOJIr01aBaHU IIPU MALMEHTH, JIEKYBaHU C TEHO(OBUP TU3OIPOKCHII KATO YacT OT CXeMa, ChIbprKalla
yCHIIeH IpoTea3eH nHxuouTop. Karo 11510, ¢ orsien Ha KOCTHUTE aHOMAJIMHU, CBBP3aHU ¢ TEHO(OBUP
JU30IPOKCHUIL, U OTPaHUUYCHUATA HA IBITOCPOYHHTE JAHHU 32 BB3JCHCTBUETO HA TEHO(OBUP
TU30TPOKCHIT BBPXY KOCTHOTO 3/IpaBe U pHUCKa OT (ppakTypH, TpsiOBa a ce 0OMHUCIIN aITepHATHBHA
CXeMa Ha JICYCHHE ITPHU MAIUEHTH ¢ OCTEONOPO3a WM C aHaMHEe3a 3a KOCTHH (PaKTypH.

Ipeoexcnosuyuonna npogunraxmuxa

B knmuanyaM npoyuBanus Ha uHGexTupanu ¢ HIV-1 unauBuam, e HabIr01aBaHO JIEKO MOHMKEHUE Ha
KMII. B egno npoyuBane npu 498 mbke, cpenHara npomMsina B KMIT oT nzxoaHo HUBO 10 ceqmuna 24
Bapupa ot — 0,4% no — 1,0%, karo obxBamia OeapeHara KocT, IphOHaKa, MuiikaTa Ha OeApeHaTa KOCT ’



TpoXaHTepa, IPU MBbXKe, KOUTO ca MOTyJYaBalH eKEAHEBHA MPOPUIAKTHKA C EMTPHIIUTAONH/TEHO(DOBHD
nqu3orpokcui (n = 247) cupsimo miane6o (n = 251).

E(i)CKTI/I BBPXY 6’L6DCLII/ITC 1 KOCTHUTC IIPH NIEAHMATPHUYHATA IMOIYJIallnsig

Mma ceMHEHHS, CBBP3aHU C IBATOCPOUHUTE €PEKTH BHPXY OBOpEIUTe U KOCTUTE Ha TEHO(OBUP
JIU30TIPOKCIII TIO BpeMe Ha JiedeHneTo Ha uHdekus ¢ HIV-1 B mequaTpuvnaTta nomynamus u
J'BJITOCPOYHHUTE SPEKTH Ha EMTPULIUTA0ONH/TEHO(OBUP AU3OMPOKCHI BbPXY OBOPEIUTE U KOCTHTE,
KOTaTO CE MU3MOJI3Ba 32 MPEACKCIIO3UIIMOHHA MPO(UIAKTHKA MPH HeMH(EKTUPAHH IOHOMIH (BXK. TOYKa
5.1). Ome noBeue, 4ye 0OpaTUMOCTTa Ha OBOPEYHATA TOKCHYHOCT CJIE]] TPEKPATsIBaHE HA TCHOPOBHP
JIU30IpoKcu 3a nedeHne Ha HIV-1 unu cinen npekpatsiBane Ha eMTpUIUTAOUH/TeHO()OBUP
JIM30ITPOKCHII 32 MPEEKCIIO3UIIMOHHA IPO(HUITAKTHKA HE MOXe Jia O'bJIc HAITBJIHO YCTaHOBEHA.

[Ipenopbua ce MyNTHAUCIUILTMHAPEH TIOIXO/, 3a Ja Ce MPEleH! ChOTHOIIEHUETO T1013a/PUCK OT
ynorpebata Ha EMtpuriuradun/TenodoBup nuzonpokcun Zentiva 3a jieuenue Ha nadexnus ¢ HIV-1
WIIN 32 MPEJIEKCIO3UIIOHHA IPO(HUIAKTHKA, JIa c€ B3eME PEUICHHUE 3a MOIXOISIIO TPOCIIEISIBAHE 10
BpeMe Ha JICUCHHETO (BKIFOUMTEITHO PEIIeHHUE 3a MMPEKpaTsBaHe Ha JICYSHUETO) U Ja Ce OOMUCITH
HEOOXOJIUMOCTTA OT JOIIBIHUTEIHO JICUCHHE 32 BCEKU OT/ICIICH CITydail.

[Ipu u3nomnsBanero Ha EmTpuunTadun/Tenodoup nuzonpokcu Zentiva 3a NpeaeKCIO3UINOHHA
npoduIaKTHKa TpsOBa ja ce MpaBH NOBTOPHA OLIEGHKA HA MHAMBUIUTE IPU BCSKA BU3UTA, 3a J1a CE
MPOBEPH JIAJIK T€ BCE OIIe 0CTaBaT ¢ BUCOK pucK OT uHpeknus ¢ HIV-1. Pucksbt ot nadexnus ¢ HIV-1
TpsiOBa J1a ce OanaHcupa CIpsIMO Bb3MOXKHOCTTA 32 €()eKTH BhpXy ObOpenuTe U KOCTUTE IpU
IBJITOCpPOYHA yrnoTpeba Ha Emtpuriuradun/Ternodosup nuzonpokcun Zentiva.

Edexmu evpxy 6w0peyume

Nwma cpobimenus 3a Ob0pevHN HeXKETTaHW PEeaKIIiy, OTTOBaPSIIN Ha MPOKCHMalTHa OhOpedHa
tyOynonarus, npu uHPexTupanu ¢ HIV-1 nequatpuyan namuenTy Ha Bb3pacT 2 10 < 12 roguHu B
KIMHAYHOTO npoyuBane GS-US-104-0352 (Bx. Touku 4.8 u 5.1).

Ilpocneosnsane na 6vopeunama Qynkyus

BbrOpeunara ¢pyHkuus (KpeaTHHUHUHOB KIMPBHC B cepyMHH (pocdatn) TpsaOBa a ce OleHU pean
3arouBane Ha EMTpunintadbun/TeHodorup qusonpokcun Zentiva 3a neuenue Ha HIV-1 unum 3a
MIpeIeKCIO3UINOHHA TPO(QIIIAKTHKA U TPsIOBa [1a ce POCIIe/IsBa 10 BpeMe Ha yroTpedaTa, KakTo Ipu
BB3PaCTHHUTE (BXK. IO-TOPE).

Tlosedenue 6 3asucumocm om 6vbpeunama Ppyukyus

Axo e moTBBpIeHO, e cepyMuUT pocdat e < 3,0 mg/dl (0,96 mmol/l) npu nemxuaTpudHu NAUCHTH,
MoJTy4yaBally eMTpUIUTaOuH/TeHooBHp Tnu30npoKcuil, ObOpeuHaTa QyHKIHS TpsOBa Ja ce OLeHN
OTHOBO B PAMKHTE Ha €/{Ha CeIMMIIA, BKIIOYUTEIIHO N3CJICIBAaHNS Ha KPhBHATA 3aXap, KaJus B KPbBTA U
KOHIIEHTpAIMATa Ha TIIF0K03aTa B yprHaTa (BXK. Touka 4.8, mpokcumainHa TyOynonarus). AKo ce
MOJI03UPAT WK Ca YCTAaHOBEHHW OBOPEUHN aHOMAJIMH, TOTaBa TPsIOBa Ja ce HAIpaBU KOHCYJITALHS C
HedpoJIor, 3a Aa ce 00CHIU eBEHTYAIHO NPpeKbCBaHe Ha ynoTtpebara Ha EmTpuuntadun/Tenodosup
nr3orpokcun Zentiva. I[IpekscBane Ha ynorpedara Ha EMTpunintadus/TeHo(GOBUp TU30TIPOKCHIT
Zentiva TpsiOBa Aa ce 00CHIM U B ClTydyail Ha MPOTPECUBHO BIIOIIABaHe Ha ObOpevHaTa QyHKIHMS, KOraTo
HE € yCTaHOBEHA Apyra MPUYHHA.

Eonospemenno npunosicenue u puck om 6v0peuna mokcuuHoCm
[Ipunoxxumu ca ChIUTE TPENOPHKU KAKTO MPH Bh3pacTHUTE (BK. ,,ETHOBpEMEHHO MPUIIOKEHUE HA
JIPYTH JICKAPCTBEHH MPOAYKTH  TIO-TIOJTY).

bvbpeuno yspeocoane

He ce npenopruBa ynorpebara Ha eMTpHUIUTAOUH/TEHO(OBUP AU30MPOKCUI TP MHAUBUIHN Ha Bb3pacT
oA 18 rogwam ¢ O6OpedHO yBpEKIaHe (BXK. ToUka 4.2).

Emtpunutabun/TenodoBup mu3onpokcuit Zentiva He TpsiOBa Jia ce 3aroysa MpH e IuaTpruIHA
HmanueHT ¢ ObOpeyHo yBpexaaHe U TpsOBa Aa ce MPeKpaTy NpH NeANaTPUIHH MallUeHTH, KOUTO ca



pa3BuwiIM OBOPEUHO YBPEXKIaHEe 10 BpeMe Ha yrnoTpedara Ha EmMTpuiintadun/TeHOGOBUD AU3ONPOKCHII
Zentiva.

Edhexmu evpxy xocmume

Ynorpebdara Ha TeHO(DOBUP AU3OMPOKCHI MOXKe J1a puunHu peaykivs Ha KMIL. Edexture Ha
CBBbp3aHHUTE C TeHOPOBUP au3onpokcun mpoMmeHr Ha KMIT BbpXy KOCTHOTO 3/[paBe B AbATOCPOUCH
IUIaH U PUCKa OT ObJeIn QpaKTypH ca HEsICHU (BXK. Touka 5.1).

AKO ce 1Mo1031pat WK OTKPUAT KOCTHH aHOMAJIMY TI0 BpeMe Ha yroTpebara Ha
Emtpuuntadun/TenodoBup nu3onpokcuil Zentiva npyu BCEKH NMeAUaTpUUeH MalUeHT, TpsiOBa 1a ce

HallpaBXu KOHCYJITAllUA ¢ CHAOKPUHOJIOT /U He(i)pOJ'IOF.

Terno u META0OIUTHU napaMeTpu

ITo Bpeme Ha aHTUPETPOBUPYCHA TEepaIHsI MOKE Ja HACTHIIM YBEITMYaBaHE Ha TErJIOTO M HA HUBATa Ha
JUTHINTE U TIIF0KO3aTa B KpbBTa. TaKkuBa MPOMEHH 10 U3BECTHA CTETIEH MOTaT J1a ObJaT CBBpP3aHU C
KOHTpOJIa Ha 3200JIIBaHETO U HaUYMHA Ha )XUBOT. OTHOCHO JIMTTUINTE, B HAKOU CITydan UMa
JIOKa3aTesICTBa 32 e(EeKT Ha JICYCHHETO, JIOKATO OTHOCHO YBEIIMYaBAHETO HA TErJIOTO HSAMA TBBHPIH
JTIOKA3aTeJICTBA, KOUTO JIa CBhP3BaT TOBA C HAKAKBO KOHKPETHO JIeUeHHe. 3a MPOCIeIBaHe HA JIUITHAIUTE
U TJII0K03aTa B KPBBTA Ce MPaBU CIIpaBKa ¢ yCTAHOBEHUTE HAcOKHU 3a neuenue Ha HIV. Jlunuaaure
HapYIICHUs TPAOBA J1a Ce JISKYBAT 10 KIIMHUYHO TTOAXO IS HAYMH.

MuToxoHapuania gucYHKIMS cIel eKCIO3ULus in Utero

Hyxkieo3(T)uaHuTe aHamo31u MoraT Jia MOBJIMSISIT MUTOXOHApHaaHaTa GyHKIMS B pa3jinyHa CTEICH,
KOETO € Hali-100pe u3pa3eHo MMpH CTaBYAWH, AUIAHO3WH U 3UI0BYAHH. FiMa chOOIIeHuS 32
MUTOXOHIpuanta quchyukiws npu HIV oTpunarentu kbpmMayera, KOUTo in UtEro u/wuim cien
paxmaHeTo ca OWIHM U3T0KEHH Ha HYKIICO3UIHU aHaJI03H; B IOBEYETO CIydyau Te Ca C€ OTHACSUIA 32
JIeYCHHE ChC CXEMH, ChIbPKAITH 3uA0By1uH. OCHOBHHUTE HEXETAHH PEaKIINH, 33 KOUTO Ce ChOOIIaBa,
ca XeMaTOJIOTHYHU HapyIIeHusl (AaHEMUsI, HEYTPOIIEHUS ) U METaOOIUTHY HAPYIICHHUS
(xumepnakraTemMus, Xurepiaunaszemus). Te3u cbouTHs yecto ca Ounm npexoaan. Mma peaku
CHOOIIEHHUS 332 HEBPOJIOTUYHH HAPYIICHHUS C KbCHA IIPOsiBa (XUIICPTOHUS, KOHBYJICHU, IPOMEHH B
moBeieHNeTo). [loHacTosIeM He € U3BECTHO JaH MOA00HN HEBPOJIOTUIHHN HAPYIIICHUS Ca TPEXOTHI
WK TOCTOSTHHU. Te3n HaxoIKu TpsiOBa 1a ce MMaT MPEIBHUI TIPH BCSKO JIETe, KOETo iN Utero e Grio
U3JI0KCHO Ha HYKJICO3(T)UIHH aHAJIO3U U IPU KOETO ca HAJHUIIE TEKKHU KIMHIUYHA HAXOIKH C
HEU3BECTHA €THUOJIOTHS, 0COOCHO HEBPOJIOIMYHHN HAXOAKU. Te3 HaXOAKH HE IPOMEHST aKTyaJIHUTE 3a
MOMEHTa HAIlMOHAITHYU MPENOPHKY 3a MPUIIaraHe Ha aHTUPETPOBUPYCHA Tepanusl pu OPEeMEHHU JKEHH C
e npeana3BaHe OT BEPTUKANHO npenaBane Ha HIV.

CuHAPOM Ha MMYHHA pPEAKTHBALIUS

[Ipu uadexrupanu ¢ HIV nanueHTy ¢ Te’KKa HMyHHA HE0CTaThUHOCT Ipu 3armouBane Ha KAPT moxe
Jla ce pa3BUe BH3MAINTENIHA PEAKIUs OT aCHMIITOMATHIHH WK PE3UAYATHNA OTIOPTIOHUCTHYHU
NaTOTeHH U 12 TPUYMHH TEKKU KIMHUYHHI ChCTOSIHUS HJIU BJIOLIaBaHe HA cuMnToMHuTe. OOMKHOBEHO
MOT00HU peaKITNy ce HaOIIoAaBaT Ipe3 IMbPBUTE CEAMUITN WM Mecely oT 3anouBane Ha KAPT.
[Momxoasmy mpuMepy BKIIIOYBAT IUTOMETAIOBUPYCEH PETHHHT, FeHEePATH3NPaHU U/iiHi (GoKaHu
MHKOOaKTepHaIHU WH(EKINH, THEBMOHUS, IpUYMHEHa oT Pneumocystis jirovecii. Beuuku
BB3NATUTEIHA CUMIITOMH TpsIOBa J1a c€ OLEHST U JIa ce MPHIIOKH JICUYeHHE, aKO € HEOOXOANMO.

B ycnoBusita Ha IMyHHO peakTUBHpaHE ce ChOOIaBa ChINO 332 Pa3BUTHE HA ABTOMMYHHH HAPYIICHUS
(xaTo Oonect Ha (Graves ¥ aBTOMMYHEH XEIaTUT); 00aue, BpEMETO /10 HACTBIIBAHETO UM, KOETO Ce
ChOOIIaBa € MO-MIPOMEHJIMBO U TE3H CHOUTHS MOXKeE Ja Ce CIy4daT MHOTO MECELU CJe]] 3all04YBaHe Ha
JICUYCHHETO.

OnopTIOHUCTHYHYA MHPEKIIUHA

[Ipu uadexrupanu ¢ HIV-1 namuentn, nonyyasamu EMrpunuradus/TenooBup au3onpokcui Zentiva
WIH JpyTa aHTHPETPOBUPYCHA TEPaITvsl, MOXKE Jla MPOIBJIKAT J]a CE Pa3BUBAT ONOPTIOHUCTUYHH



UHGEKIUU U IpYyTH yCIoKHeHHs Ha uH(ekiuaTa ¢ HIV u 3aToBa manueHTuTe TpsOBA /1a OCTaHAT IO
BHUMATEITHO KIIMHUYHO HAOIOIEHUE OT JIEKApH C ONKT B JICYCHUETO HA MAIEHTH ChC 3a00IsIBaHUS,
cBbp3anu ¢ HIV.

Ocreonekposa

Brnpeku de eTronorusra ce npuemMa 3a MHOToakTopHa (BKITIOYBAIIA TPUIOKCHHUE Ha
KOPTHUKOCTEPOUIH, KOHCYMAIHsI Ha aJIKOXOJ, TeKKa HIMYHOCYIPECHS, TI0-BHCOK MHJIEKC Ha TeJIeCHa
Maca), ca ChOOIIaBaH! CIy4yan Ha OCTEOHEKPOo3a, 0COOCHO MpH ManueHTH ¢ HanpeaHairo HIV
3aboisiBane w/mim ¢ npoabinkuTenHa ekcriozuius Ha KAPT. [lanuentute TpsiOBa qa ObnatT
MOCHBETBAHU JIa IOTHPCAT KOHCYJITAIUS C JICKap, aKO MOJIydaT OOJIKH B CTABUTE, CKOBAHOCT Ha CTABUTE
WJIN 3aTPYAHCHUEC B ABMXKCHUATA.

EnqHoBpeMeHHO OPIIOKEHNE HA IPYTH JIEKAPCTBEHU MPOIYKTH

Tpsi6Ba na ce u30sirea npuioxeHuero Ha EMrpururadun/TenodpoBup nu3onpokcun Zentiva
€THOBPEMEHHO HJIH CKOPO CJIe/ yoTpeda Ha He(pPOTOKCUYHH JICKAPCTBEHH MPOIYKTH (BXK. Touka 4.5).
AKo emHOBpeMeHHaTa yrmoTpeda ¢ He(ppOTOKCHIHH CPEACTBA HE MOXe Ja ce n3berne, Or0pedHara
(dhyHKIUA TPsAOBa 1a ObJE ClIe/IcHa CSAMUYHO.

Nma chobmenns 3a ciyyan Ha ocTpa ObOpedHa HEAOCTaThUHOCT CJIe]] 3all0YBaHe Ha JIeUeHHE C BUCOKA
J103a WJTU HAKOJIKO HECTEpOHIHU MpoTuBoBh3nanuTeaau cpeactsa (HCIIBC), npu nndexkTrpanu ¢
HIV-1 nanuenTH, nekyBaHu ¢ TeHO()OBHUP TU30NMPOKCHII M ¢ PUCKOBH (akTopH 3a ObOpeuHa
muchynkaus. Ako EMrpunnradun/TenodoBup qu3onpokcui Zentiva ce npuiiara €THOBpEMEHHO €
HCITIBC, 0n0peunara ¢hyHKIHs ChOTBETHO TPsIOBa Ja ObJIe ClICCHA.

Nma cpob1meHns 3a Io-BHCOK PUCK OT 0b0peuHo yBpexaane npu unpexrupanu ¢ HIV-1 nanuentu,
MOJTyYaBalid TeHO(POBUP AUZONPOKCHI B KOMOMHALIMS C IPOTEa3eH HHXUOUTOP, YCUIIEH C PUTOHABUD
iy xobunmcrat. [Ipy Te3u ManeHTH ce N3UCKBa HeTPEKbCHATO clie/icHe Ha ObOpeuHaTa GyHKIUs (BK.
touka 4.5). IIpu nadexrupanu ¢ HIV-1 nanuenty ¢ puckosu $HakTopy Mo OTHOLIEHHE Ha OBOpenuTe,
TpsI0Ba J1a ce MpaBy BHUMATEITHA IPEIeHKa Ha €THOBPEMEHHOTO NPHIOKEHHE HAa TCHO(POBHP
JM30TPOKCHUII C YCHIIEH IIPOTea3eH HHXHUOUTOP,.

EmtpunnTtadun/TeHodosup ausonpokcuit Zentiva He TpsiOBa a ce mpuiiara eIHOBPEMEHHO C IpyTu
JIEKapCTBEHU MPOJYKTH, ChIIbPIKALIA EMTPUIUTAONH, TCHOQOBUD AM30IPOKCHII, TECHOPOBUD
anapeHaMU/I, WK APYTU IUTUIMHOBU aHAJIO3H, KaTO JIJAMUBY/IMH (BXK. Touka 4.5).
Emtpururadun/TerodoBup au3omnpokcui Zentiva He TpsOBa Ja ce mpujiara eTHOBpEMEHHO ¢ aneoBUp
JUIHABOKCHIL.

Ynompeba c neounacsup u cogpocoysup, copocoysup u sennamacsup, unu cogpocoysup, 8enamaceup u
BOKCUNANDEBUD

JlokazaHo e, ye eAHOBPEMEHHOTO MPUJIOKEHUE HA TEHO(OBHUP TU3OMPOKCHUII C
neaumnaceup/copocOyBup, codhocOyBUp/BeIIaTaACBUP, WK COPOCOYBHUP/BENMATACBUP/BOKCHIATIPEBUD
NOBUIIIABA TIa3MeHaTa KOHIEHTPAIHs Ha TeHO(OBHP, 0COOEHO KOTaTo € BKIIOYEH B CXEMa 32 JICUCHUE
Ha HIV, xosTo chabpxka TeHOGOBUP AU30MPOKCHI U (hapMaKOKHHETHUYEH eHXaHcep (PUTOHABUD MU
KOOMIIMCTAT).

be3zonacHocTTa Ha TEeHOGOBUP JU3OMPOKCHI TIPH SAHOBPEMEHHO MPUIIOKEHUE C
neaumnaceup/cohocOyBup, codhocOyBUp/BenaTaCBUP, WK COPOCOYBHUP/BENMATACBUDP/BOKCHIATIPEBUD U
(hapMaKOKMHETHYCH EHXaHCep He € ycTaHOBeHA. [IOTCHIIMATHUAT PUCK | TTON3aTa, CBhP3aHU C
€IHOBPEMEHHOTO MPHUJIOKEHUE TPIOBa J1a ObJIaT MPEleHEHH, 0COOEHO TPU MAIUECHTH C TIOBUIIIEH PHCK
oT 6b0peuna qucyHkus. [lanueHTuTe, KOUTO MpUeMar JieAunacsup/codpocOyBup,
codocOyBup/BenmaracBup, win coGocOyBUp/BeNaTaCBUP/BOKCHUITAIIPEBUP SAHOBPEMEHHO C TCHO(OBUP
nu3ornpokcui u ycmiteH HIV nporeazen naxubutop TpsAOBa ga ObAaT HAOIIOAaBAHHN 32 HEXEITAHH
JIEKapCTBEHU PEAKIVH, CBLP3aHU C TEHOPOBUP JHU3OMPOKCHII.
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Eonospemenno npunosicenue na menoghosup Ouzonpoxcun u OUOAHO3uH
EnHOoBpeMEHHOTO MPUIIOKEHHE HE CE MPerophuBa (BK. Touka 4.5).

Tpolina HYKIIEO3UIHA TEPAIIUS

Mma cpoOIeHns 3a BUCOKA YeCTOTa Ha BUPYCOJIOTHYCH HEYCIIeX M I0sBa HA PE3UCTEHTHOCT B paHEH
craguii npu nHpexktupanu ¢ HIV-1 nanuenTty, korato TeHO(GOBUP AUZONPOKCHI € OMII KOMOMHHPAH C
JTaMUBYAUH 1 a0aKaBUp, KAKTO U C IAMUBYIMH M AUAAHO3UH, TIPH CXeMa Ha MPHII0KEHHE BEIHBK
nHeBHO. ChIecTBYBa roIsIMO CTPYKTYPHO CXOACTBO MEXKY JIAMUBY/IHH M eMTPULIUTAOMH M CXOJICTBA
BbB (papMaKOKWHETHKaTa U papMakoJUHAMHKATa Ha Te3H JBe BeuiecTa. [1o Ta3u npuunHa chunTe
npobieMu MOXe /1a ce HaOnronaBaT pu npuiiokenne Ha EMrpuiiura 6un/TeHoQoBUp AN30TPOKCHIT
Zentiva ¢ TpeTH HyKJICO3HICH aHAJIOT.

CTapquKa BB3pacT

EmMrpuinrabun/TeHO(GOBHUpP AU30NPOKCHII HE € POYYIBAH MPH WHAWBHIM Hal 65-TOIUIIHA Bh3PACT.
WuauBuaute Hax 65-ToqHIIIHA B3PACT € MO-BEPOSATHO Jla UMAT HaMmaieHa Ob0pedyHa (pyHKIIUS; 3aTOBa €
¢ He0OXOIMMO MMOBHUIIIEHO BHUMAaHUE TIPH TpHiIokeHue Ha EMTpunnradbun/TeHODOBHp AN30MPOKCHIT
Zentiva 1pu mo-Bb3pacTHH X0Pa.

Tlomonrau BCIICCTBA

To3u 1ekapcTBEH MPOAYKT ChAbpxkKa HaTpuil, mo-manko ot 1 mmol (23 mg) na tabnerka, T.e.
NPaKTUUECKU HE ChIAbPKa HATPUHL.

45 B3aumoneiicTBHe ¢ IPyrd JIeKAPCTBEHH MPOAYKTH M APYrd (pOpMHU Ha B3auMo/elicTBHE
[IpoyuBanus 3a B3aMMOICHCTBUATA Ca MPOBEKIAHH CAMO MTPH BH3PACTHH.

Toit kaTo EMTpunuradbun/TenodoBup anzonpokcun Zentiva Chabpika eMTPULIUTAONH U TEHOPOBUP
JU30IPOKCHUII, BCHUKH B3aUMOJEHCTBU, KOUTO Ca HACHTU(DHULUKMPAHHU MTOOTAETHO [IPU TE3H BEIIECTBA,
MoXe Ja ce mosBAT U npu Emtpunntabun/Tenodosup musonpokcun Zentiva. [Ipoyusanus 3a
B3aUMOJICHCTBUITA Ca MIPOBEKAAHU CaMO TIPH B3PaCTHHU.

®apMakOKHHETHKATa HA EeMTPUIIUTA0NH U TeHO(OBHP B CTAIIMOHAPHO CHCTOSIHUE OCTaBa HETIPOMEHEHA
NpY eTHOBPEMEHHO MPUIIOKEHUE Ha EMTPUIIMTAOWH U TeHO(OBUP AU30MPOKCUII, B CPABHEHHUE C
OTJICITHOTO IPHUJIaraHe Ha BCEKH JIEKapCTBEH MPOIYKT.

In Vitro u KIMHUYHYE TPOYYBaHUS HAa (hapMAKOKHHETUYHUTE B3aUMOJICHCTBHSI Ca TI0OKa3alu, e
BB3MOXHOCTTA 32 ochlnecTBeHU upe3 CYP450 B3anmoieiicTBUS, BKIIOUBAIIN EMTPHIIUTAOUH 1
TEHO(OBHUP TU3ONPOKCHUIL, C APYTH JIEKAPCTBEHH MIPOAYKTH € MaJKa.

He ce npenopbryuBa eJHOBPEMEHHO IPUIIOKCHHE

Emtpunntadun/TenodoBup nuzonpokcun Zentiva He TpsOBa Aa ce mpujara eJHOBPEMEHHO C APYTH
JIEKapCTBEHU MPOIYKTH, ChABPKAIIN EeMTPUIINTAONH, TCHOPOBHUP TU30IPOKCHII, TEHO(OBHD
anad)eHaMuI, WK IPYTH IUTHINHOBU aHAJIO3H, KaTo JJaMUBYIHH (BXK. Touka 4.4).
Emtpunntadun/TenodoBup nu3onpokcuit Zentiva He TpsiOBa Aa ce mpuiiara eITHOBPEMEHHO ¢ aae(OBUD
JUIHABOKCHIL.

Jluoanosun
He ce npenopbuBa eIHOBpEeMEHHOTO NpuiiokeHre Ha EMTpunntabun/TeHohoBup TU30MPOKCHIT
Zentiva u qumano3ud (Bxk. Touka 4.4 u Tabnura 2).

Jlexapcmeenu npodykmu ¢ 6vOpeyHo enuMUHUpane

Tbi KaTO eMTPULIUTAOMH U TeHO(OBHP CE STUMUHUPAT OCHOBHO OT OBOpeLuTe, eTHOBPEMEHHOTO
npuinoxxenue Ha EmTpunnradbun/TenodoBup mu3onpokcuit Zentiva ¢ JIeKapcTBEHH MPOILYKTH, KOUTO
HamassBaT ObpOpedHara GyHKIUS WIN ce KOHKYpHpAaT 32 akTHBHATa TyOyJIHa cekpenus (Harmp.
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110(OBUP), MOXKE J1a MTOBUIIAT CEPYMHUTE KOHIICHTPAUN Ha eMTPULUTAONH, TeHO(GOBUP H/WIIN HA
€THOBPEMEHHO TPHJIATaHUTE JICKAPCTBEHU TIPOTYKTH.
Tps6Ba na ce n30sTBa NpriaraneTo Ha EMtpunuradun/TenodoBup anzonpokcui Zentiva
€IHOBPEMEHHO WJIM CKOPO cJie]l IpUeM Ha He(pOTOKCHYEH JIEKapCTBEH NPpoAyKT. Hsikou mpumepun
BKJIIOYBAT, HO HE CE OIPaHNYaBAT 10 AaMUHOTIIMKO3UH, aMmporepunyH B, ¢pockapHeT, raHIUKIOBHD,
MICHTAMHIUH, BAHKOMUIIUH, ITUA0(OBUD WIIM HHTEPIICBKUH-2 (BXK. TouKa 4.4).

Jlpyru B3auMoieicTBUSA

BsaumopeiictBust Mmexxy cberaBkute Ha EMtpuiuradun/TenodoBup auzonpokcun Zentiva uim
otaenHa(u) i cbcTaBKa(M), U APYTH JIEKApCTBEHU MPOAYKTH ca n3bpoenu B Tabmuma 2 no-moiy
(moBmmIaBaHeTO € 0TOENA3aHO C ,,T*, MOHKABAHETO C ,,|°, IMIICaTa Ha TIPOMSHA C ,,<>", IBA IIbTH
JHEBHO ¢ ,,b.i.d.“ ¥ equH IBT AHEBHO C ,,q.d.“). Ako e HanuyeH, 90 % AOBEpUTETHUAT UHTEPBAI €

IIOCOYEH B CKOOW.

Tabauua 2: BzaumoneiictBust Mexxny EMTpunuraoun/TenodoBup qusonpokcus Zentiva uian
oTaeqHa(UTe) if ChCTaBKA(M) U IPYTH JIeKAPCTBEHH MPOAYKTH

JlexapcTBeHH NPOAYKTH
10 TepaneBTHYHU 00J1aCTH

EdexTn BbpXxy HUBaTa Ha
JiekapcTBaTa
Cpenna npomsHa Ha AUC, Crax,
Chmin B IPOLIEHTH €
90% noBepHUTEIeH HHTEPBAJI, KO €
HAJIMYeH (MeXaHU3bM)

I[IpenopbKu 0THOCHO
€/IHOBPEMEHHOTO
NpUJI0KeHHe ¢
Emtpunutadus / TenogoBup
au3onpokcua Zentiva
(emTpunmuTaduH 200 mg,
TeHO(OBUP TU30NPOKCHIT
245 mg)

AHTH-UHHO®EKITHO3HHU

AHTHPETPOBUPYCHU

IIpomea3nu unxuoumopu

Artazanasup/Puronasup/
TeHno(hoBUp AU30MPOKCHIT
(300 mg BenHBX THEBHO
/100 mg BemHBK
IHEBHO/245 MQ BemHBK
JTHEBHO)

ATazaHaBup:

AUC: | 25% (| 42 no | 3)
Crax: | 28% (| 50 mo 1 5)
Chmin: | 26% (| 46 o 1 10)

Tenodosup:
AUC: 1 37%
Crax: T 34%
Chin: T 29%

ATazaHaBUp/pUTOHABUD/
eMTpUIIUTAONH

B3aHMO,Z[efICTBH€TO HC € MPOYYBAHO.

He ce mpenopbuBa agantupaHe
Ha J03ata.

[NoBuieHaTa eKCIO3ULMUs Ha
TeHO(OBUP MOXKE Ja
HOTEHIMPA HeXeJTaH!
peaKLum, CBbP3aHH C
TEHO(OBUP BKIFOYUTEITHO
OBOpEeYHN HAPYIICHUS.
brOpeunara ¢pynkuus TpsiOBa
J1a ce clield BHUMATEHO (BXK.
Touka 4.4).

Hapynasup / Puronasup/Te
HOGOBHUP TU30TTPOKCHIT
(300 mg BenHBXK
nHeBHo/100 Mg BeaHBK
nHEeBHO/

245 Mg BeHBK THEBHO)

HapyHnasup:
AUC: &

Chin: &

Tenodosup:
AUC: 1 22%
Chin: 137%

HapynaBup/putonaBup/
eMTpUIIUTAONH

B3aHMO,Z[efICTBH€TO HC € MMPOYYBAHO.

He ce mpenopbuBa agantupane
Ha j03ara.

[loBumienata ekcro3uuus Ha
TeHO(OBHP MOXE J1a
HOTEHIMPA HeXeTTaH!
peaxuu, CBbP3aHu C
TEHO(OBHP BKIIOYUTEIHO
OBOpEYHU HAPYIICHUS.
brOpeunara GpyHkius TpsOBa
Jia ce clield BHUMATEHO (BXK.
Touka 4.4).
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JlekapcTBeHH NPOAYKTH
10 TepaneBTUYHH 00J1aCTH

EdexTn BbpXy HMBaTa HA
JieKapcTBaTa
Cpenna npomsina Ha AUC, Cray,
Chmin B IPOIEHTH C
90% noBepHUTEIeH HHTEPBAJI, KO €
HaJIn4eH (MeXaHu3bM)

IIpenopbKM OTHOCHO
€/IHOBPEMEHHOTO
NpUJI0KeHHe ¢
EmTpnnurtadun / Tenogosup
au3onpokcua Zentiva
(emTpunuTadéuu 200 mg,
TeHO(OBHP AM30MPOKCHIT
245 mg)

Jlonuuasup/
Puronasup/TeHodoBup
JIU30TTPOKCHIT

(400 mg nBa bTH IHEBHO /
100 mg b.i.d /245 mg
BEJHBK JHEBHO)

JlonuuaBup/PutoHaBup:
AUC: &
Crax: ©

Cmin: >

Tenodosup:
AUC: 1 32% (1 25 no 1 38)
Cmax: >

Crin: 1 51% (1 37 110 1 66)

JlonuuaBup/puToHaBUp/
eMTpUIIUTAONH

B3aumoneiicTBUETO HE € TPOYUYBAHO.

He ce mpenopbuBa agantupaHe
Ha no3ata. [loBumenara
€KCIO3ULHS HAa TeHO(OBHP
MOJKe J1a TOTCHIUpa HeXKeTaHn
pEaKINH, CBbP3aHH C
TEHO(OBUD
BKJIIOUUTETHOOBOpEYHU
HapymeHus. bropednara
¢yHkuus TpsOBa 1a ce ciean
BHUMATEITHO (BXK. To4Ka 4.4).

HHUOT

Junanosun/
TeHo(hoBUpP AU3OMPOKCHIT

EHOBpEMEHHOTO MPUIIOKEHHE Ha
TeHO(OBHP TU3OTMPOKCHIT U
numanos3ud somau 1o 40-60%
[IOBUIIABAaHE HA CUCTEMHATA
EKCITO3ULIMS HA JUAAHO3UH, KOETO
MOJKE JIa TIOBUIITH PHCKA OT CBhP3aHU
C TUIaHO3HMH HEXEJTaHW PEaKIHH.

He ce npenoppruBa
€HOBPEMEHHOTO TIPUIIOKCHHC
Ha EMtpunnradbun/Tenodosup
TA30TIPOKCIIT Zentiva u
JIUTaHO3WH (BXK. TOUKa 4.4).
[oBuIiieHaTa CHCTEMHA
EKCIIO3HITUS Ha TWTaHO3HMH
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JlekapcTBeHH NPOAYKTH
10 TepaneBTUYHH 00J1aCTH

EdexTn BbpXy HMBaTa HA
JieKapcTBaTa
Cpenna npomsina Ha AUC, Cray,
Chmin B IPOIEHTH C
90% noBepHUTEIeH HHTEPBAJI, KO €
HaJIn4eH (MeXaHu3bM)

IIpenopbKM OTHOCHO
€/IHOBPEMEHHOTO
NpUJI0KeHHe ¢
EmTpnnurtadun / Tenogosup
au3onpokcua Zentiva
(emTpunuTadéuu 200 mg,
TeHO(OBHP AM30MPOKCHIT
245 mg)

JMunano3un/EMTpuiiurabun

B3aumoneiicTBUETO HE € TPOYUYBaHO.

MOJKE /12 TOBEJIE 10
yBeIMYaBaHE Ha CBBP3AHUTE C
JUIAHO3MH HEXKeJaH!
peakuuu. Uma penku
CHOOIIEHNS 32 TAHKPEATUT U
JIaKTaTHA alu03a, IOHsIKora
C JIETaJIeH U3XOI.
EnHoBpeMeHHOTO
NPUIOKEHUE Ha TEHO(DOBHD
JU30IIPOKCHII ¥ TUJIAaHO3UH B
nmo3a ot 400 mg qHEBHO €
OMIIO CBBP3aHO CHC 3HAYUMO
HamassiBaHe Ha Opos Ha CD4
KJIETKHTE, JTJDKAIIO Ce
BEPOSITHO HA BETPEKIIETHYHO
B3aMMO/ICHCTBHUE, KOSTO
yBEJIMYaBa KOJIMIECTBOTO Ha
dhochopumpanus (T.e.
aKTHUBHUS) TUAAHO3WH.
Hamanenara go3a ot 250 mg
JUJIAHO3WH, TPUII0KEHA
€IHOBPEMEHHO C TepamnusTa ¢
TeHO(OBUP TU30TPOKCHIL, €
CBBbp3aHa ChC CHOOIEHHUS 32
BHCOKa 4eCTOTa Ha
BHPYCOJIOTUYEH HEYCIIEeX B
paMKuTE Ha HIKOJIKO
NPOYYBaHN KOMOMHAIMH 32

JeueHne Ha WHQEKIHS C
HIN/ 1

JlamuBynun/TenodoBup JlamuByTuH: JlamuByuH 1

JU30TPOKCHIT AUC: | 3% (] 8% mo 1 15) Emtpunurabun/Tenodosup
Cmax: | 24% (| 440 | 12) TU30TPOKCHI Zentiva He
Crmin: NC TpsiOBa J1a ce mpuiiarat

SITHOBPEMEHHO (BIK.

Tenodosup: Touka 4.4).
AUC: | 4% (] 1510 1 8)
Crmax: 1 102% (] 96 mo 1 108)
Chin: NC

EdaBupenny/ EdaBupenir: He ce nanara agantupane Ha

TenogoBup AU30MPOKCHIT

AUC: | 4% (L 7m0 | 1)
Chnax: l 4% (l 9 no T 2)
Cmin: NC

Tenodosup:

AUC: | 1% (] 8 1o 1 6)
Cmax: 1 7% (| 6 mo 1 22)
Crmin: NC

Jo03ata Ha eaBUPEHL.
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JlekapcTBeHH NPOAYKTH
10 TepaneBTUYHH 00J1aCTH

EdexTn BbpXy HMBaTa HA
JieKapcTBaTa
Cpenna npomsina Ha AUC, Cray,
Chmin B IPOIEHTH C
90% noBepHUTEIeH HHTEPBAJI, KO €
HaJIn4eH (MeXaHu3bM)

IIpenopbKM OTHOCHO
€/IHOBPEMEHHOTO
NpUJI0KeHHe ¢
EmTpnnurtadun / Tenogosup
au3onpokcua Zentiva
(emTpunuTadéuu 200 mg,
TeHO(OBHP AM30MPOKCHIT
245 mg)

AHTH-UHOEKITHO3HHU

AHTHBHPYCHH CPeCTBA CP

emry Bupyca Ha xenatut B (HBV)

AnedoBup aunuBoKcHI/
TenogoBup AU30MPOKCHIT

AnehoBup AUIHBOKCHIL:
AUC: | 11% (] 14 o | 7)
Cmax: | 7% ({ 13 10 | 0)
Chmin: NC

Tenodosup:

AUC: | 2% (| 5101 0)
Cmax: | 1% ({ 7 mo 1 6)
Chmin: NC

AnedoBup AUIUBOKCHI U
Emtpunntadun/Tenodosup
TIA30TIPOKCHIT Zentiva He
TpsiOBa J1a ce mpuiiarat
€IHOBPEMEHHO (BX.

Touka 4.4).

AHTHBHUPYCHH CPeJCTBA CP

emy Bupyca Ha xenatut C (HCV)

Jlenunaceup/CodocoyBup
(90 mg/400 mg BeaHBX
JTHEBHO) +
ArtazanaBup/PutonaBup
(300 mg BenHBXK
naeBro/100 Mg BemHBK
JIHEBHO) +
Emrpunmrabus/Ternodosup
JIM30TIPOKCHIT

(200 mg/245 mg BemubK
JIHEBHO)!

Jlequnacsup:

AUC: 196% (174 oo 1121)
Crmax: 168% (154 no 184)
Chrin: 1118% (191 mo 1150)

CodocOypup:
AUC: &

Ciax: «

GS-331007%
AUC: &
Chax: ©

Crmin: 1 42% (1 34 110 1 49)

ATtazaHaBup:
AUC: &
Cmax: >

Crin: 1 63% (1 45 110 1 84)

Putonasup:
AUC: &
Crax: ©

Crin: 1 45% (1 27 110 1 64)

EmtpunnTabun:
AUC: &
Cmax: >

Chin: &

Tenodorup:
AUC: &
Cmax: 147% (1 37 mo 1 58)

Crin: 1 47% (1 38 110 1 57)

[NoBuieHnTE TIIA3MEHU
KOHIICHTPAIIMU HA TCHO()OBHP
B pe3yJITaT Ha
€IHOBPEMEHHOTO TPHIIOKEHHE
¢ TeHO()OBHP TU3OTPOKCHI,
JieunacBup/cohocOyBup 1
aTa3aHaBUP/PUTOHABUP MOXKE
Jla IOBUILM HEXKEIIAHUTE
peaKLum, CBbP3aHH C
TEHO(OBUP ITU30IPOKCHII,
BKJIIOUHTENTHO OBOpeuHH
yBpexaanus. besomacHocrra
Ha TeHO(OBHP TU30MPOKCHI
[PH [IPUIOKCHUETO MY
€HOBPEMEHHO C
nenunacBup/codocOyBup u
(hapMakOKMHETHYEH EHXaHCep
(HanmpuMep PUTOHABUP HIIH
KOOWIINCTAT) HE € YCTAHOBEHA.

Kombunanusra tpsaoBa na ce
M3M0J13Ba C IOBUIICHO
BHHMAaHHE U YECTO
mpocieasBane Ha ObOpedHaTa
¢$yHKUUMs, ako HAMA IpyTU
HAJTMYHU aNTepHATUBH (BUKTE
Touka 4.4).
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JlekapcTBeHH NPOAYKTH
10 TepaneBTUYHH 00J1aCTH

EdexTn BbpXy HMBaTa HA

JeKapcTBaTta

Cpenna npomsina Ha AUC, Cray,

Chmin B IPOIEHTH C

90% noBepHUTEIeH HHTEPBAJI, KO €

HaJIn4eH (MeXaHu3bM)

IIpenopbKM OTHOCHO
€/IHOBPEMEHHOTO
NpUJI0KeHHe ¢
EmTpnnurtadun / Tenogosup
au3onpokcua Zentiva
(emTpunuTadéuu 200 mg,
TeHO(OBHP AM30MPOKCHIT
245 mg)

Jlemumacsup/CogocOyBup
(90 mg/400 mg BemHBX
JTHEBHO) +
Hapynasup/PutoHaBup
(800 mg BemmBK
nHeBHO/100 Mg BeaHBK
JTHEBHO) +
Emrpururabun/Ternodosu
P M30MPOKCHIT

(200 mg/245 mg BemHBK

JHEBHO)!

Jlenumacsup:
AUC: &
Crax: ©

Cmin: >

CodocOysup:
AUC: | 27% (| 35 no | 18)
Cmax: l 37% (l, 48 a0 l 25)

GS-3310072
AUC:
Cmax: >

Chin: &

HapyHnaBup:
AUC: &
Chax: ©

Cmin: >

Puronasup:
AUC: &
Cmax: >

Crin: 1 48% (1 34 110 1 63)

EmMTpururabun:
AUC: &
Crax: ©

Cmin: >

Tenodosup:

AUC: 150% (1 42 1o 1 59)
Crax: T 64% (1 54 mo 1 74)
Chin: T 59% (1 49 no 1 70)

IloBuieHUTE TUIIA3MEHU
KOHIICHTpAI[MK Ha TCHO(GOBHP
B pe3yJITar Ha
€IHOBPEMEHHOTO NPUJIOKEHUE
¢ TeHO(GOBHUP AM3OMPOKCHII,
nenunacBup/copocOyBup u
JapyHaBUDP/PUTOHABUD MOXKE
Jla TIOBUIIY HEXEIaHUTE
peaxyu, CBbP3aHu C
TEHO(OBHUP TU3OTIPOKCHIL,
BKITFOUUTENTHO OBOpeuHn
HapyleHus. be3onacHocTTa
Ha TeHO(OBHUP TU3OTIPOKCHIT
NPY TIPUIIOKEHUETO MY
€THOBPEMEHHO C
nenunacBup/copocOyBup u
(hapMaKOKMHETHYEH EHXaHCep
(Hampumep pUTOHABUP WU
KOOWIIMCTAT) HE € YCTAHOBEHA.

Kombunanmsra TpsiOBa n1a ce
W3M0JI3Ba C TIOBUIICHO
BHUMAaHHE U 4€CTO
mpociesBane Ha ObOpedHaTa
(byHKIHS, aKO HIMA IPYTH
HAJIMYHY aNTepHATHBH (BUXKTE
Touka 4.4).
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JlekapcTBeHH NPOAYKTH
10 TepaneBTUYHH 00J1aCTH

EdexTn BbpXy HMBaTa HA
JieKapcTBaTa
Cpenna npomsina Ha AUC, Cray,
Chmin B IPOIEHTH C
90% noBepHUTEIeH HHTEPBAJI, KO €
HaJIn4eH (MeXaHu3bM)

IIpenopbKM OTHOCHO
€/IHOBPEMEHHOTO
NpUJI0KeHHe ¢
EmTpnnurtadun / Tenogosup
au3onpokcua Zentiva
(emTpunuTadéuu 200 mg,
TeHO(OBHP AM30MPOKCHIT
245 mg)

Jlemumacsup/CogocOyBup
(90 mg/400 mg BemHBX
JTHEBHO) +
Edasupenn/Emrpunuradu
o /Tenoposup
JIM30TIPOKCHUIT

(600 mg/200 mg/245 mg

BEJHBK JHEBHO)

Jlenumacsup:

AUC: | 34% (| 41 mo | 25)
Cmax: | 34% (| 41 no 1 25)

Chmin: | 34% (| 43 o 1 24)

CodocOysup:
AUC: &

Cmax: >

GS-3310072
AUC:
Cmax: >

Chin: &

Edasupeni:
AUC: &
Chax: ©

Cmin: >

EmtpunnTabun:
AUC: &
Cmax: >

Chin: &

Tenodorup:

AUC: 198% (1 77 no 1 123)
Cmax: 1T 79% (1 56 mo 1 104)
Cmin: 1 163% (1 137 5o 1 197)

He ce npenopwyBa ajanTtupane
Ha go3ata. [loBuienara
EKCITO3UIUS Ha TCHO(OBUP
MOXe J]a MOTEHIMPA HeXKEeIaHH
peaKIuu, KOUTO ca CBBbP3aHHU C
TEHO(OBHUP TU30IIPOKCHIL,
BKIIIOUHUTEIIHO OBOpEUHI
yBpexxmaanus. brOpednara
¢hyHkuus TpsOBa aa ce
HaOII0/]TaBa CTPUKTHO (BIIKTE
Touka 4.4).
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JlekapcTBeHH NPOAYKTH
10 TepaneBTUYHH 00J1aCTH

EdexTn BbpXy HMBaTa HA
JieKapcTBaTa
Cpenna npomsina Ha AUC, Cray,
Chmin B IPOIEHTH C
90% noBepHUTEIeH HHTEPBAJI, KO €
HaJIn4eH (MeXaHu3bM)

IIpenopbKM OTHOCHO
€/IHOBPEMEHHOTO
NpUJI0KeHHe ¢
EmTpnnurtadun / Tenogosup
au3onpokcua Zentiva
(emTpunuTadéuu 200 mg,
TeHO(OBHP AM30MPOKCHIT
245 mg)

Jlenunaceup/CodocOyBup
(90 mg/400 mg BemHBX
JTHEBHO) +
Emrpunutabun/
Punnusupun/Tenodosup
JIM30TPOKCHIT

(200 mg/25 mg/245 mg

BEJIHEXK JTHEBHO)!

Jleenunacsup:
AUC: &
Chax: ©

Cmin: g

CodocOyBup:
AUC: &

Cmax: g

GS-331007%
AUC: «
Cmax: >

Chin:

Emtpururabus:
AUC: &
Chax: ©

Cmin: g

Punnusupun:
AUC: &
Cmax: >

Chin:

Tenodosup:
AUC: 140% (1 31 no 1 50)
Chax: ©

Crnin: 191% (1 74 10 1 110)

He ce npenopwyuBa ajantupane
Ha go3ata. [loBuienara
EKCITO3UITUS Ha TCHO(OBUP
MOXe J]a MOTEHIMPA HeXKEeIaHH
peaKIu, KOUTO ca CBBbP3aHHU C
TEHO(OBHUP TU30IIPOKCHIL,
BKIIIOUHUTENIHO OBOpEUHI
yBpexxaanus. brOpednara
¢yHkuus TpsOBa aa ce
HaOITI0/JTaBa CTPUKTHO (BIIKTE
Touka 4.4).
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JlekapcTBeHH NPOAYKTH
10 TepaneBTUYHH 00J1aCTH

EdexTn BbpXy HMBaTa HA
JieKapcTBaTa
Cpenna npomsina Ha AUC, Cray,
Chmin B IPOIEHTH C
90% noBepHUTEIeH HHTEPBAJI, KO €
HaJIn4eH (MeXaHu3bM)

IIpenopbKM OTHOCHO
€/IHOBPEMEHHOTO
NpUJI0KeHHe ¢
EmTpnnurtadun / Tenogosup
au3onpokcua Zentiva
(emTpunuTadéuu 200 mg,
TeHO(OBHP AM30MPOKCHIT
245 mg)

Jlenunaceup/CodocOyBup
(90 mg/400 mg BemHBX
JHEBHO) + J[oayTerpaBup
(50 mg BemubBXK qHEBHO) +
Emrpunutabun/Tenodhoup
JIM30TIPOKCHUIT

(200 mg/245 mg BenHBX
JTHEBHO)

CodocOyrup:
AUC: &

Chax: ©

GS-3310072
AUC: &
Chax: ©

Cmin: g

Jlegunacsup:
AUC: «
Cmax: >

Chin: <>

HonyrterpaBup:
AUC: &
Chax: ©

Cmin: g

Emtpunutadun:
AUC: &
Cmax: >

Chin: <>

Tenodosup:

AUC: 1 65% (1 59 not 71)
Chax: T 61% (1 51 ot 72)
Chin: T 115% (1 105 1ot 126)

He ce nanara ajantupane Ha
no3ata. [lopumreHara
EKCIO3UIHSI Ha TEHO(DOBUD
MOJKE Ja MOTeHIINPa
He)XeJlaH! peakilni, KOUTO ca
CBBP3aHH C TEHO(OBHP
JU30IMPOKCHII, BKITFOYUTEIIHO
OBOpeYHH YBPESKTAHHUS.
BrOpeunara ¢pynkuus TpsioBa
Iia ce HaOJoAaBa CTPUKTHO
(BmxTe TOuKa 4.4).
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JlekapcTBeHH NPOAYKTH
10 TepaneBTUYHH 00J1aCTH

EdexTn BbpXy HMBaTa HA

JeKapcTBaTta

Cpenna npomsina Ha AUC, Cray,

Chmin B IPOIEHTH C

90% noBepHUTEIeH HHTEPBAJI, KO €

HaJIn4eH (MeXaHu3bM)

IIpenopbKM OTHOCHO
€/IHOBPEMEHHOTO
NpUJI0KeHHe ¢
EmTpnnurtadun / Tenogosup
au3onpokcua Zentiva
(emTpunuTadéuu 200 mg,
TeHO(OBHP AM30MPOKCHIT
245 mg)

CodocOypup/Bennaracsup
(400 mg/100 mg BeaubXK
JTHEBHO) +
ArtazanaBup/Putonasup
(300 mg BemmBK
neBHO/100 Mg BeqHBX)
ITHEBHO) +
Emrpunutabun/Tenodhosup
JIM30TIPOKCHUIT

(200 mg/245 mg BenHBX
JTHEBHO)

CodocOyrup:
AUC: &

Chax: ©

GS-331007%
AUC: &
Chax: ©

Conin: 1 42% (1 37 110 1 49)

Benmaracsup:

AUC: 1 142% (1 123 no 1 164)
Ciax: T 55% (1 41 o 1 71)
Cmin: 7 301% (1 257 1o 1 350)

ArtanazaBup:
AUC: &
Chax: ©

Crmin: 1 39% (1 20 710 1 61)

Puronasup:
AUC: &
Cmax: >

Conin: 1 29% (1 15 510 1 44)

Emtricitabine:
AUC: &
Chax: ©

Cmin: g

Tenofovir:

AUC: «

Cmax: 1 55% (1 43 mo 1 68)
Cmin: 1 39% (1 31 10 1 48)

[ToBumenuTe miasmMeHu
KOHIICHTPAIH Ha TEHO(MOBUP
B pe3yJITaT Ha
€THOBPEMEHHOTO
MIPUIIOKEHUE Ha TCHO(DOBHP
JHM30TIPOKCHII,
codocOyBup/BeNmaTaCBUp U
aTaHa3aBUP /PUTOHABUD MOXKE
Jla TTOBHIIIAT HEXKEITAHUTE
peaKiuu, CBbP3aHu ¢
TeHO(OBUP AM3OTPOKCHII,
BKJIFOUUTEITHO OBOpEeUHN
yBpexaanus. besomacHoctTa
Ha TCHO(GOBHUP JAU30MPOKCHII
IIpU NIPUIIOKEHUETO MY ChC
codocOyBup/BeNIaTaCBUp U
(hapMaKOKHHETHUYCH
eHxaHcep (Harmpumep
PHUTOHABHP WM KOOUIIMCTAT)
HE € YCTaHOBCHA.

KomOunanusra TpsoBa ia ce
W3I0J13Ba C TOBULICHO
BHUMAaHHUE H 4€CTO
mpociiesaBane Ha ObOpedHara
¢yHkuus (BrxTe Touka 4.4).
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JlekapcTBeHH NPOAYKTH
10 TepaneBTUYHH 00J1aCTH

EdexTn BbpXy HMBaTa HA
JieKkapcTBaTa

Cpenna npomsina Ha AUC, Cray,

Chmin B IPOIEHTH C

90% noBepHUTEIeH HHTEPBAJI, KO €

HaJIn4eH (MeXaHu3bM)

IIpenopbKM OTHOCHO
€/IHOBPEMEHHOTO
NpUJI0KeHHe ¢
EmTpnnurtadun / Tenogosup
au3onpokcua Zentiva
(emTpunuTadéuu 200 mg,
TeHO(OBHP AM30MPOKCHIT
245 mg)

CodocOyeup/BennaracBup
(400 mg/100 mg BemubK
JTHEBHO) +
Hapynasup/PutoHaBup
(800 mg BemmBK
nHeBHO/100 Mg BeaHBK
JTHEBHO) +
Emtpuniutadbun/Tenodosup
JIM30TPOKCHIT
(200 mg/245 mg BemHBX
ITHEBHO)

CodocOyrup:
AUC: | 28% (| 34 no | 20)
Cmax: | 38% (] 46 o | 29)

GS-331007%
AUC: &
Chax: ©

Cmin: g

Benmaracsup:
AUC: &
Cmax: l, 24% (l 35 o l, 11)

Chin:

HapyHnaBup:
AUC: &
Chax: ©

Cmin: g

Puronasup:
AUC: &
Cmax: >

Chin: <>

Emtpururabus:
AUC: &
Chax: ©

Cmin: g

Tenodosup:

AUC: 1 39% (1 33 no 1 44)
Ciax: T 55% (1 45 no 1 66)

Chin: T 52% (1 45 mo 1 59)

[ToBumenuTe miasmMeHu
KOHLICHTPAIIMN Ha TCHO(DOBHUP
B pe3yJTaT Ha
eTHOBPEMEHHOTO
MIPUIIOKEHUE Ha TCHO(DOBHP
JHM30TIPOKCHII,
codocOyBup/BeNmaTaCBUp U
JapyHaBUP/PUTOHABUD MOXKE
J1a TIOBHIIIAT HE)KETaHUTE
pEaKLUH, CBbP3aHH C
TeHO(QOBUP TU30IPOKCHUIL,
BKITIOYHUTEIIHO OBOPEYHU
yBpexxaanus. besomacHoctTa
Ha TCHO(GOBHUP JTU30MPOKCHUIT
IIpU NIpUJIaraHe CbC
cohocOyBHp/BeNIATACBUP H
(apMaKOKHHETHYEH
eHxaHcep (Harmpumep
PUTOHABUP WM KOOUIIMCTAT)
HE € YCTaHOBEHA.

KomOunanusra tpsoBa ia ce
M3M0JI3Ba C MOBUIICHO
BHUMAaHHUE U YECTO
mpociiesaBane Ha ObOpedHara
¢yHkuus (BrxTe Touka 4.4).
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JlekapcTBeHH NPOAYKTH
10 TepaneBTUYHH 00J1aCTH

EdexTn BbpXy HMBaTa HA
JieKkapcTBaTa

Cpenna npomsina Ha AUC, Cray,

Chmin B IPOIEHTH C

90% noBepHUTEIeH HHTEPBAJI, KO €

HaJIn4eH (MeXaHu3bM)

IIpenopbKM OTHOCHO
€/IHOBPEMEHHOTO
NpUJI0KeHHe ¢
EmTpnnurtadun / Tenogosup
au3onpokcua Zentiva
(emTpunuTadéuu 200 mg,
TeHO(OBHP AM30MPOKCHIT
245 mg)

CodocOyeup/BennaracBup
(400 mg/100 mg BemubK
JTHEBHO) +
JlonmaaBup/PuronaBup
(800 mg/200 mg BemubK
JTHEBHO) +
Emtpunnrtadun/Tenodosup
JIM30TPOKCHIT

(200 mg/245 mg BenHbBX
JTHEBHO)

CodocOyrup:
AUC: | 29% (] 36 mo | 22)
Cmax: | 41% (| 51 mo | 29)

GS-331007%
AUC: &
Chax: ©

Cmin: g

Benmaracsup:

AUC: &

Cax: | 30% (| 41 mo | 17)
Chin: 1 63% (1 43 10 1 85)

JlonuuaBup:
AUC: &
Chax: ©

Cmin: g

Puronasup:
AUC: &
Cmax: >

Chin: <>

Emtpururabus:
AUC: &
Chax: ©

Cmin: g

Tenodosup:
AUC: &
Cmax: T 42% (T 27 o T 57)

Chin: <>

IToBumeHuTe MIa3MeHN
KOHLICHTPAIIMN Ha TCHO(DOBHUP
B pe3yJTaT Ha
eTHOBPEMEHHOTO
MIPUIIOKEHUE Ha TCHO(DOBHP
JM30IPOKCHII,
codocOyBup/BeNmaTaCBUp U
JIONIMHABHUP/PUTOHABHP MOXKE
J1a TIOBHIIIAT HE)KETaHUTE
pEaKLUH, CBbP3aHH C
TeHO(QOBUP TU30IPOKCHUIL,
BKITIOYHUTEIIHO OBOPEYHU
yBpexxaanus. besomacHoctTa
Ha TCHO(GOBHUP JTU30MPOKCHUIT
IpH MIPUJIaraHe cbe
cohocOyBHp/BeNIATACBUP H
(apMaKOKHHETHYEH
eHxaHcep (Harmpumep
PUTOHABUP WM KOOUIIMCTAT)
HE € YCTaHOBEHA.

KomOunanusra tpsoBa ia ce
M3M0JI3Ba C MOBUIICHO
BHUMAaHHUE U YECTO
mpociiesaBane Ha ObOpedHara
¢yHkuus (BrxTe Touka 4.4).
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JlekapcTBeHH NPOAYKTH
10 TepaneBTUYHH 00J1aCTH

EdexTn BbpXy HMBaTa HA
JieKapcTBaTa
Cpenna npomsina Ha AUC, Cray,
Chmin B IPOIEHTH C
90% noBepHUTEIeH HHTEPBAJI, KO €
HaJIn4eH (MeXaHu3bM)

IIpenopbKM OTHOCHO
€/IHOBPEMEHHOTO
NpUJI0KeHHe ¢
EmTpnnurtadun / Tenogosup
au3onpokcua Zentiva
(emTpunuTadéuu 200 mg,
TeHO(OBHP AM30MPOKCHIT
245 mg)

CodocOypup/Bennaracsup
(400 mg/100 mg BeaubXK
JTHEBHO) +

Panrerpasup (400 mg b.i.d)
+
Emtpunnrtadun/Tenodosup
JIM30TIPOKCHIT

(200 mg/245 mg BemubK
JTHEBHO)

CodocOyrup:
AUC: &

Chax: ©

GS-331007%
AUC: &
Chax: ©

Cmin: g

Benmaracsup:
AUC: &
Cmax: >

Chin: <>

Panterpasup:
AUC: &
Chax: ©

Cmin: l, 21% (l 58 a0 T 48)

Emtpunutadun:
AUC: &
Cmax: >

Chin: <>

Tenodosup:

AUC: 1 40% (1 34 not 45)
Chax: T 46% (1 39 o 1 54)
Chin: T 70% (1 61 mo 1 79)

He ce nanara ajantupane Ha
no3ata. [lopumreHara
EKCIO3UIHSI Ha TEHO(DOBUD
MOJKE Ja TOTeHIINPa
He)XeJlaH! peakilni, KOUTO ca
CBBP3aHH C TEHO(OBHP
JU30IMPOKCHII, BKITFOYUTEIIHO
OBOpeYHH YBPESKTAHHUS.
BrOpeunara ¢pynkuus TpsioBa
Iia ce HaOJoAaBa CTPUKTHO
(BmxTe TOuKa 4.4).
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JlekapcTBeHH NPOAYKTH
10 TepaneBTUYHH 00J1aCTH

EdexTn BbpXy HMBaTa HA
JieKapcTBaTa
Cpenna npomsina Ha AUC, Cray,
Chmin B IPOIEHTH C
90% noBepHUTEIeH HHTEPBAJI, KO €
HaJIn4eH (MeXaHu3bM)

IIpenopbKM OTHOCHO
€/IHOBPEMEHHOTO
NpUJI0KeHHe ¢
EmTpnnurtadun / Tenogosup
au3onpokcua Zentiva
(emTpunuTadéuu 200 mg,
TeHO(OBHP AM30MPOKCHIT

245 mg)
Codocoysup/Bennaracup | CodocOysup: EnHoBpeMEHHOTO
(400 mg/100 mg BeaubXK AUC: & TPUIIOKEHUE HA
JTHEBHO) + Cmax: 1 38% (1 14 mo 1 67) coocOyBHp/BEeITIATACBHP U

Edasupenn/Emrpunntabun
/TeHo(hOoBHp TU3OMIPOKCHUIT
(600 mg/200 mg/245 mg
BEJHBK JHEBHO)

GS-331007%
AUC: &
Chax: ©

Cmin: g

BenmnaTacsup:

AUC: | 53% (] 61 no | 43)
Cmax: | 47% (] 57 no| 36)
Chin: § 57% (| 64 no | 48)

EdaBupenir:
AUC: &
Chax: ©

Cmin: g

EmTpuriuradus:
AUC: «
Cmax: >

Chin: <>

Tenodosup:

AUC: 1 81% (1 68 1o 1 94)
Chmax: T 77% (1 53 no 1 104)
Chin: T 121% (1 100 mo 1 143)

eaBupeHII ce o9akBa aa
HOHWKU INIAa3MEHHUTE
KOHILIEGHTpAINU Ha
BEJIATACBUP.
EnHoBpeMeHHOTO
NPUIOKEHUE Ha
coocOyBup/BenmaTacBup C
PEXKUMH, ChABPKAIIA
edaBupeHil, HE ce
npenopbyBa.
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JlekapcTBeHH NPOAYKTH
10 TepaneBTUYHH 00J1aCTH

EdexTn BbpXy HMBaTa HA
JieKkapcTBaTa

Cpenna npomsina Ha AUC, Cray,

Chmin B IPOIEHTH C

90% noBepHUTEIeH HHTEPBAJI, KO €

HaJIn4eH (MeXaHu3bM)

IIpenopbKM OTHOCHO
€/IHOBPEMEHHOTO
NpUJI0KeHHe ¢
EmTpnnurtadun / Tenogosup
au3onpokcua Zentiva
(emTpunuTadéuu 200 mg,
TeHO(OBHP AM30MPOKCHIT
245 mg)

CodocOyeup/BennaracBup
(400 mg/100 mg BemubK
ITHEBHO) +
EmTpuiiutabun/Punnusupu
H /Teno(hoBHp TU3OMPOKCHIT
(200 mg/25 mg/245 mg
BEJHBK JHEBHO)

CodocOyrup:
AUC: &

Chax: ©

GS-331007%
AUC: &
Chax: ©

Cmin: g

BenmnaTacsup:
AUC: &
Cmax: >

Chin: <>

Emtpururabus:
AUC: &
Chax: ©

Cmin: g

PunnuBupun:
AUC: &
Cmax: >

Chin: <>

Tenodosup:

AUC: 1 40% (1 34 o 1 46)
Cmax: T 44% (1 33 mo 1 55)

Chin: T 84% (1 76 no 1 92)

He ce npenopnuBa
ajanTUpaHe Ha 103aTa.
[loBuienaTta ekcno3uus Ha
TeHo(oBHUp MOXKE Aa
MOTEHINPa HeXETaH!
peaxiuu, KOUTO ca CBbP3aHH
¢ TeHO(OBHP TU3OTIPOKCHIL,
BKITIOYHUTEIIHO OHOPEYHU
yBpexaanus. brOpeunara
¢byHkuus TpsOBa 1a ce
HaOJI0/1aBa CTPUKTHO (BIDKTE
Touka 4.4).
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JlekapcTBeHH NPOAYKTH
10 TepaneBTUYHH 00J1aCTH

EdexTn BbpXy HMBaTa HA
JieKkapcTBaTa

Cpenna npomsina Ha AUC, Cray,

Chmin B IPOIEHTH C

90% noBepHUTEIeH HHTEPBAJI, KO €

HaJIn4eH (MeXaHu3bM)

IIpenopbKM OTHOCHO
€/IHOBPEMEHHOTO
NpUJI0KeHHe ¢
EmTpnnurtadun / Tenogosup
au3onpokcua Zentiva
(emTpunuTadéuu 200 mg,
TeHO(OBHP AM30MPOKCHIT
245 mg)

Codocoysup/BenmaracBup/
Boxcunanpesup

(400 mg/100 mg/100 mg+10
0 mg Beaubk AHEBHO)® +
Hapynasup (800 mg
BEJHBK JHEBHO) +
Putonasup (100 mg BenHbx
JTHEBHO) +
Emrpunmrabun/Tenodosup
JIM30TIPOKCHIT

(200 mg/245 mg BemubK
JTHEBHO)

CodocOyrup:
AUC: &
Cmax: | 30%
Cmin: N/A

GS-331007%
AUC: &
Cmax:<—’

Cmin: N/A

Bennaracsup:
AUC: &
Chax: «

Cmin: g

BOKCI/IJ'IaHpeBI/IpI
AUC: 1 143%
Crmax:T 72%
Cminl T 300%

HapyHnaBup:
AUC: &
Chax: ©

Cmin: l, 34%

Puronasup:
AUC: 1 45%
Cax: T 60%

Cmin: g

Emtpurutabus:
AUC: «

Chax: ©

Chin: &

Tenodosup:
AUC: 1 39%
Cmax: T 48%
Chin: T47%

IToBumeHuTe MIa3MeHN
KOHIIEHTpAIMK Ha TeHO(HOBUD
B pe3yJITaT Ha
€IHOBPEMEHHOTO
MIPUIIOKEHUE Ha TCHO(DOBHP
JM30IPOKCHII,
codocOyBup/BenmaTacBUp/BO
KCUJIAIIPEBUD U
JapyHaBUP/PUTOHABUD MOXKeE
Jla IOBULIAT HEXEJTAaHUTE
peaKiuy, CBbP3aHu C
TeHO(QOBUP TU30TPOKCHII,
BKIIIOYHUTEIIHO OBOpEUHU
yBpexaanus. bezonacHocrra
Ha TeHO(OBHP TU3OTPOKCHIT
MIPY TIPUJIATaHE ChC
cothocOyBHp/BeNIaATACBUP/BO
KCHJIAIIPEBUP U
(hapMaKOKHHETHYCH
eHxaHcep (Harmpumep
PUTOHABUP WM KOOUIIMCTAT)
HE € yCTaHOBEHa.

KomOunanusara TpsoBa aa ce
M3I10JI3Ba C ITIOBUIIIEHO
BHHUMAaHHE U YECTO
mpocensBane Ha ObOpeuHaTa
¢dbyukmms (BrwkTe Touka 4.4).
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JlekapcTBeHH NPOAYKTH
10 TepaneBTUYHH 00J1aCTH

EdexTn BbpXy HMBaTa HA
JieKapcTBaTa
Cpenna npomsina Ha AUC, Cray,
Chmin B IPOIEHTH C
90% noBepHUTEIeH HHTEPBAJI, KO €
HaJIn4eH (MeXaHu3bM)

IIpenopbKM OTHOCHO
€/IHOBPEMEHHOTO
NpUJI0KeHHe ¢
EmTpnnurtadun / Tenogosup
au3onpokcua Zentiva
(emTpunuTadéuu 200 mg,
TeHO(OBHP AM30MPOKCHIT
245 mg)

Cmax: l, 5% (l 11 o T 1)
Cmin: NC

CodocOysup CodocOyrup: He ce mpenopruBa
(400 mg Benubxk aueBHO) + | AUC: < ajJlarTHpaHe Ha J03aTa.
Edasupenu/Emrpurmuradu | Crax: | 19% (| 40 mo 1 10)
o /Tenoposup
JIA30IPOKCHUIT GS-3310072
(600 mg/200 mg/245 mg AUC: «
BEJHBK JTHEBHO) Cmax: { 23% (] 30 1o 1 16)

Edasupenu:

AUC: &

Cmax: >

Chin: <>

EmTpuriutabun:

AUC: &

Chax: ©

Chin: &

Tenodosup:

AUC: &

Cmax: 1 25% (1 8 mo 1 45)

Chin: <>
PuGasupun/Tenodosup PuGasupuH: He ce nanara agantupase Ha
JU30IPOKCUI AUC: 1 26% (1 20 no 1 32) J03aTa Ha pUOaBUPYH.

AHTHBHPYCHH CpPeJICTBA CPelLy XeprecHH BUPYCH

damIMKI0OBUD/
EmMtpurnuradbun

DaMIUKIOBHUD:

AUC: | 9% (| 16 mo | 1)
Chmax: | 7% (| 22 mo 1 11)
Chmin: NC

EmTpuriuradun:

AUC: | 7% (| 13m0 | 1)
Cmax: | 11% (1 20 10 1 1)
Cmin: NC

He ce nanara agantupane Ha
J103aTa Ha (aMIMKIIOBHD.

AHTHMHKO0AKTEPUATHHU CPeJCTBa

Pudpammurimn/
TeHohoBUp AU3ONPOKCHIT

Tenodosup:

AUC: | 12% (| 16 o | 8)
Chax: | 16% (] 22 o | 10)
Chin: | 15% (] 12 10 | 9)

He ce nanara aZlaliTUpaHe Ha
Jo3arta.

27




JlekapcTBeHH NPOAYKTH
10 TepaneBTUYHH 00J1aCTH

EdexTn BbpXy HMBaTa HA
JieKapcTBaTa
Cpenna npomsina Ha AUC, Cray,
Chmin B IPOIEHTH C
90% noBepHUTEIeH HHTEPBAJI, KO €
HaJIn4eH (MeXaHu3bM)

IIpenopbKM OTHOCHO
€/IHOBPEMEHHOTO
NpUJI0KeHHe ¢
EmTpnnurtadun / Tenogosup
au3onpokcua Zentiva
(emTpunuTadéuu 200 mg,
TeHO(OBHP AM30MPOKCHIT
245 mg)

ITEPOPA/THU KOHTPALIEIITUBH

Hoprectumat/ETiann Hoprectumar: He ce nanara agantupase Ha
ectpanuon/Tenodosup AUC: | 4% (| 32 no 1 34) J103aTa Ha
JIA30MPOKCUIT Cmax: | 5% (] 27 mo 1 24) HOPTreCTUMAT/CTHHUJICCTPAIN
Cmin: NC OJL.
Erununectpanuon:
AUC: | 4% (1 9 1m0 1 0)
Cmax: | 6% ({ 13 mo 1 0)
Crmin: § 2% (| 9 mo 1 6)
HMYHOCYIIPECOPH

Taxpomumyc/Terodhosup

Takponumyc:

He ce nanara agantupane Ha

Cmax: T 5% (l 3 a0 T 14)
Cmin: NC

Ju3onporcu/ AUC:14% (| 3m0111) Jlo3aTa Ha TaKpOJIMMYC.
Emrpurmrabun Cmax: 13% (1 31019)

Chmin: NC

EmTpuriutadu:

AUC: [ 5% (|9mo | 1)

Cmax: { 11% (] 17 o | 5)

Cmin: NC

Tenodosup:

AUC:16% (| 1 mo 1 13)

Cmax: 113% (1 1 mo 1 27)

Chmin: NC
HAPKOTHYHH AHAJITETHI[H
Mertanon/TenodoBup MeTtanoH: He ce nanara agantupase Ha
JTU30TPOKCHUIT AUC: 15% (] 2 mo 1 13) J103aTa Ha METAJIOH.

NC = He e U34HCIICHO.
N/A = HEenpHUII0KUMO

! Jlanuu, mosTy4eHy OT €IHOBPEMEHHO IIPUJIOKEHHE ¢ JeaunacBup/codocbysup. Pasnenenoro
nprioxeHue (mpe3 12 gaca eIHo OT APYro) IPeI0CTaBs CXOAHN PE3YITaTH.
2 TIpeobnagaBamuaT DUPKyIMpa] MeTaboauT Ha copocOyBHUp.

3 HpOBeZ[CHO € MMpOYy4YBaHC C JOIMIBJIHUTCIHU 100 Mg BOKCUJIATIPEBUP 32 NIOCTUI'aHE Ha CKCIIO3UIMUTE HA

BOKCHJIATIPEBHP, KOUTO Ca OYaKBaHU MPH NManueHTH, uadexkrupanu ¢ HCV.

4.6

BpemenHocT

@epTHINTET, ) PEMEHHOCT U KbpMeHe

Tlomsam oGem nanHM 3a OpeMeHHU KeHH (3a n3xozaa Ha osede ot 1 000 ciryuas Ha OpeMeHHOCT) He
mokasBat May)opMaluy Wik peraaHa/HeoHaTaaIHa TOKCUYHOCT, CBbP3aHa C eMTPHIIUTAOMH U
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TeHo(oBHp qu3onpokcui. [IpoyuBanusITa IpH )KUBOTHN C EMTPULIUTAONH U TCHO()OBHP JH30TPOKCHIT
HE TIOKa3BaT PEMPOIyKTUBHA TOKCHIHOCT (BX. To4ka 5.3). 3aToBa, ynorpedara Ha
Emtpunntadun/TenodoBup nu3onpokcuit Zentiva Moxke 1a ce OOMHCIH IO BpeMe Ha OpeMEHHOCT, aKo
e Heo0X0AUMO.

Kspmene
YcTaHOBEHO €, ue eMTPUIMTA0WH U TEHOPOBUP Ce EKCKPEeTUpaT B KbpMata. MiMa HeroctaThuHa
uHpopMaIms 3a epeKTUTe Ha eMTPULIIUTAOMH U TEHO(GOBHP MPH HOBOPOACHU/KbpMaueTa. 3aToOBa,

Emtpunutadun/TenodoBup nuzonpokcun Zentiva He TpsOBa Aa ce U3IM03Ba B IEPUOIA HA KbPMEHE.

3a na ce n3berue npeaasade Ha HIV Ha kbpMaueTo, ce npenopbuBa skeHu, uHdexkrupanu ¢ HIV, na He
KbpPMAIT.

deprunurer

JluricBaT JaHHUW OT MPOYYBaHUS IPHU XOpa 3a ePeKTa Ha eMTPULIUTAONH/TeHO()OBUP AUZOTPOKCHII.
[IpoyuBanwusiTa MpH )KUBOTHU HE TIOKA3BaT BPEIHU ¢(PEKTH HA EMTPUIIUTAOWH WA TEHOPOBUD
JTU30TIPOKCHUIT BEPXY (hepTHUIINTETA.

4.7 EdexTu BBpXy cioco0HOCTTA 32 opupaHe U padoTa ¢ MALIUHA

Hsma npoyuBanus 3a eekTuTe BbpXY CIOCOOHOCTTA 32 Iodupane u padoTa ¢ MalIMHA. BBB Bcekn
ciydail ”HAMBUANTE TPsiOBa a ObAAT MPeayIpeaeHH, Ye nMa ChOOILECHHS 3a 3aMasiHOCT 110 BpeMe Ha
JICYCHHE, KAKTO C EMTPHUIIMTA0MH, TaKa U ¢ TCHO(MOBUP JU3OMPOKCHII.

4.8 Hexenanm jiekapcTBeHH peaKLUH

O0600mmenre Ha npodriia Ha 6€30HaCHOCT

Ungpexyus ¢ HIV-1

Haii-gecto cho0ImaBaHNTe HEXKETAHHU PEAKIMU, CIUTAHH 32 BE3MOXKHO WIIH BEPOSITHO CBBP3aHH C
eMTpHUIUTa0WH H/min TeHodoBup au3onpokcni, ca ownu rajgene (12%) u quapus (7%) npu emxHo
OTBOPEHO, PAaHJIOMH3UPAHO KIIMHUYHO Tpoy4yBaHe npu Bb3pacTau (GS-01-934, Bxk. Touka 5.1).
IMpodnrbT Ha Ge30mMaCHOCT HA EMTPUINTAONH M TEHO(OBUP ANZOMPOKCHII IPH TOBA MIPOYYBAHE € OHII
CHOTBETEH Ha MPEIUIIHUS OITUT C TE3U CPEJCTBA, KOTaTo BCSKO €HO OT TSIX € MPUIIaraHo ¢ Ipyru
AHTHPETPOBUPYCHHU CPEJICTBA.

IIpedexcno3uyuonna npogunaxmuxa

He ca ycranoBeHr Apyru HeKeJlaHH PEaKLMU HA eMTPULUTA0MH/TeHO(DOBUD AU30NPOKCHII IIPH JBE
paHIOMU3HpaHy Manebo-KoHTpoaupanu npoyusanus (iPrEx, Partners PrEP), B xouto 2 830
HenH(pexTupanu ¢ HIV-1 Bp3pacTHH ca moiryyaBaiu eMTPUIIHTAOUH/TCHOPOBUP AU30TPOKCHI BEIHBK
JTHEBHO 3a TIPEJIeKCIIO3UIMOHHA npodmnakTuka. [lanuenTure ca Ounm npociesaBaHd ChOTBETHO B
MPOIBIDKEHNE Ha Nepuo ¢ MeanaHa 71 ceqmuny u 87 cenmuiy. Hali-uectara He)xenaHa peaxiysl, 3a
KOSITO ce choO0I1aBa B rpynara Ha JIeYeHUE C eMTPUIIUTA0HH/TEHO(POBUP JU3O0MPOKCHI B TPOYYBAHE
iPrEx, e rimaBo6omue (1%).

TabauyHo 0000IIEHNE HA HEKEITAHNUTE PEAKIIUNA

[o nony B Tabauua 3 ca n30pOeHN HEXETAHUTE PEAKLUH, 32 KOUTO CE IIpHUeMa, e € MOHE Bb3MOXKHO 2
ca CBBP3aHU C JICYCHUETO ChC ChCTABKUTE HA EMTPULIUTA0NH/TeHO(POBHUP JU3OMPOKCHI HaOII0AaBaH!
IIPH KJIMHUYHU IPOYYBaHUS U IPU OCTMAPKETHHIOBHS ONMUT Npu uH(pektupanu ¢ HIV-1 nanuentw,
MOJIPE/ICHU 110 CUCTEMO-OpPTaHHU KJIacoBe U uecToTa. [Ipu BCAKO rpynupaHe B 3aBUCUMOCT OT
YecToTaTa, HeXKEJIAHUTE JISKAPCTBEHH PEaKLUK ce U30pOosiBaT B HU3XO I Pej [0 OTHOLICHUE Ha
TSIXHATa CEPUO3HOCT. YecTOTUTE UM ce OnpeAessIT KaTo MHOro dectH (> 1/10), uectu (= 1/100 no

< 1/10), mewectu (> 1/1 000 mo < 1/100) wmm peaxu (> 1/10 000 mo < 1/1 000).
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Tabauna 3: Tadau4uHo 00001IeHNe HA HeKeJIAHUTE P€aKkuu, CBbp3aHU € OTAC/JIHUTE CHbCTABKH HA

eMTPUIUTAONH/TeHO(OBUP AU3ONPOKCHI, 0A3MPAHO HA ONUTA OT KJINHUYHU

NPOYYBAHUS H

NMOCTMAPKETUHIOBUSA ONIUT

YecToTa

EMTpuuMTAOUH

TenogoBUp TU3ONPOKCHIT

Hapywenus na kpvema u 1

uM¢Hama cucmema

Yect

HEYTPOIICHUS

Heuectn

aHEeMUS?

Hapywenus na umynnama cucmema

Yect

ajiepruyHa peaxius

Hapywenus na memabonuzma u xparernemo

MHoro yectu xunodocharemus’
Yectu XUTEPTIUKEMUs,

XUIEPTPHUTIIUIEPUAECMHUS
Heuectn XUIOKAIMEMHUS
Penxu JIaKTaTHA aluI03a

THcuxuunu napywenus

Yectu

0Oe3CchHHE,
[ATOJIOTMYHU ChHUIIA

Hapywenus na nepsnama cucmema

MHoro yectu rJ1aBo0oHe 3aMastHOCT
Yectn 3aMastHOCT rimaBobonme
Cmomawmno-upesHu napyuieHus
MHoro gectn Tapusi, Japusl,
rajicHe MOBPBIIIAHE,
rajicHe
Yectun MOBHIIIEHO HUBO HAa aMMJIa3aTa, abmoMuHaHa 00JIKa,
BKITFOUHTEITHO TIOBUIIICHO HUBO HA | pa3ayBaHe Ha Kopema,
MaHKpeaTHyHaTa aMuiasa, (hnaryneHus
MOBUIIIEHO HUBO HA CEpyMHATa
TIasa,
MOBPBIIIAHE,
abmoMuHaiHa 00JIKa,
JIUCTICTICHS
Heuectn MaHKPEaTUT
Xenamobunuapnu napywenus
Yectu MOBHIIIEHA CEPYMHA acrapTar MOBUILICHU HHUBA HA
amuHoTpancgepasa (AST) n/wim TpaHCaMUHAa3UTE
MOBHUIIIEHA CEPYMHA aJlaHWH
amuHOTpaHchepaza (ALT),
XUnepOmInpyonHeMust
Penxu YepHOAPOOHA CTeaTo3a,

XCIIaTuT

Hapywenua na xoocama u

NOOKONCHAMA MBKAH

MHoro uectu

0o0puB
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YecrtoTa EmTpunuTadéun TenogoBup Au30NpPOKCHT

Yectn BE3UKYJ00YyI03eH 00pHB,
MyCTYJI03€H O0PHUB,
MaKyJIOTIaITyJI03¢H O0PHB,
00puB,

CBHpPOEK,

ypTHKapus,

IpOMSHA Ha I[BETa Ha KO)Kara
(moBHIIEHa MUTMeHTAIHSs)?

Heuectn aHTHOEIEM®
Penxu AHTHOEIEM
Hapywenus na MycKyHo-ckeiemnama Cucmema u CoeOUHUMeIHama nmovkam
MHoro uecTu IIOBUILIEHO HMBO HA KPEATHH-
KMHa3aTa
HaMaJleHa KOCTHATa MUHEpaJlHa
UecTtu
IUTBTHOCT
Heuectn pabmomuonmsal,
MyCKyJIHa clabocT!
Penxu ocreomananys (IIPOsBSBAIIA CE

¢ OOJIKH B KOCTHUTE M HEUECTO
JornpuHacsia 3a ¢ppakrypu)l,3,
MHOTIATHUS

Hapywenus na 6vopeyume u nuxounume nomuiya

Heuectu NOBUIIICHO HMBO Ha KPEaTHHUHA,
NPOTCHHYPHS,

MIPOKCHMaTHa ObOpeuHa
TyOyJonarus,

BKJIFOYMTEITHO CHHIIPOM Ha
Fanconi

Penxu 0BpOpedYHa HEMOCTATHYHOCT
(ocTpa u XpoHUYHA),

ocTpa TyOyJiHa HEKpo3a,
HehpuT (BKJI. OCTBP
WHTEepCTUIIHANICH HepuT)3,
HeporeHeH 0e3BKyCceH AuadeT

Obwu Hapyuenus u egpekmu Ha MACMOMO HA NPULONCEHUE

Mmnoro gyectu aCTCHUA

Yectn 0oIKa,
acTEHHS

! Tasu Hexenana peakius MOKe Ja ce IPOSBU KaTo CIeACTBUE OT NPOKCHMaHa Ob0peuna
TyOynonatus. [Ipuema ce, 4e He € MPUIUHHO CBbp3aHa ¢ TEHO(OBUP AU3OMPOKCHIT IIPH JIUIICA HA TOBA
CHCTOSIHUE.

2 [Ipu npuyiarase Ha EMTPULUMTAOMH IPU NEeAUATPUYHY TALMEHTH aHEMHUATA € OUila 4ecTa, a IPOMSIHATA
Ha [BETa Ha KoXaTa (MMOBUIIICHA ITMTMEHTAIINS) - MHOTO YeCTa.

% Ta3u HexeNaHa Peaklys € OTKPHTA B IEPUO/IA HA OCTMAPKETHHIOBO HAOIIOICHHE, HO HE €
HaOJI0/1aBaHa B PAHAOMU3UPAHN KOHTPOIUPAHH KITHHUYHU TPOYYBAHUS MTPU BH3PACTHHU U B
KIMHWYHY Tpoy4uBaHus mpu aena ¢ HIV, Ha eMTpUIIMTa0uH WK B pAaHIOMHU3UPAHH KOHTPOIUPAHU
KJIMHUYHY TIPOYYBAHUS, WIH PH [IPOrpamMara 3a pasiupeH J0CThII 10 TCHO(GOBUP AU30TPOKCHIL.
Kateropusrta 1o 4ecToTa ¢ OlleHeHa OT CTATUCTUYECKO M3YKCIIeH e, 0a3upaHo Ha OOMHst Opoi
MaIMeHTH, TIOTyYaBalld EMTPUIIUTAONH B PAaHIOMHU3UPAHN KOHTPOJIUPAHY KITHHUYHU TPOYYBAHHS
(n=1 563) unu TeHOGOBUP AU3OMPOKCII B PAHIOMU3UPAHH KOHTPOIUPAHU KIMHUYHK TPOYIBAHUS U
mporpamMara 3a pasmmpen gocteir (N=7 319).
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Onrcanve Ha N30paHN HEXKETAHU PEaKITHH

bvbpeuno yspeocoane

[IpenopbuBa ce cieneHe Ha ObOpeuHaTa QyHKIHS, Thil KATO EeMTPHUIIMTA0MH/TEHOPOBUP TU30IPOKCHUIT
MOXKe Jla TPHYMHN 0B0peuHo yBpexaane (Bxk. Touka 4.4). IIpokcumantara 660peuna TyOyaonaTus
0OVMKHOBEHO M34e3Ba WU CE MO00PABa ClIe]] MPEKPaTsBaHE Ha TepauiTa ¢ TCHO(POBUP TU30TPOKCHUIL.
Bonpeku ToBa, pu Hikon nHGekTHpanu ¢ HIV-1 manuenTn HaMaasiBaHETO HA KPeaTHHUHOBUS
KJIMPBHC HE M34Ye3Ba HAITBJIHO, BBIIPEKU IPEKPATIBAHETO HA TEpaIUATa ¢ TCHO()OBUP AM3OMPOKCHIL.
[TaruenTHTe C pUCK OT OBOPEYHO yBpEXKAaHE (KaTO MAMEHTH ¢ PUCKOBU (DaKTOPH 110 OTHOIIIEHUE Ha
O0BOpenuTe Ha M3XOHO HUBO, HanpeaHano HIV 3abonsaBane wim nayieHTy, mory4aBanii
€HOBPEMEHHO He(DPOTOKCHUYHH JIEKapCTBa) Ca C MOBHUIIICH PUCK Ja HE MOJyJaT IThJIHO Bh3CTAHOBSABAHE
Ha ObOpevHarta GyHKIHS, BHIPEKH MPEKPATIBAHETO HA TEPANHATA C TEHO(POBUP TUZOMPOKCHII (BIK.
Touka 4.4).

Jlakmammna ayuoosa

[Tonyyenu ca cpoOLICHNS 3a CIy4an Ha JIAKTaTHA aliA03a MPH TEHO(QOBUP JU30MPOKCHIT
CaMOCTOSITETTHO MJIM B KOMOWHAIUS C IPYTH aHTHUPETPOBUPYCHHU cpeacTsa. [Ipu manuenTure c
npezapasnoiaramy GakTopy, KaTo HalueHTUTE ¢ IEKOMIIEHCHPAHO YepHOAPOOHO 3a00IIsIBaHE, UITH MPH
NAIMEHTH ChC ChIIBTCTBAILO NPUJIAraHy JIEKApCTBa, 32 KOUTO € U3BECTHO, Ye HHAYLMPAT JIAKTaTHA
aua03a, IMa MOBUIIIEH PUCK 3a MOJyYaBaHEe HA TEXKa JIAKTaTHA alli103a, BKIIOUYUTEIHO C JeTaleH
U3XO0J1, TIO BpeMe Ha JieueHHe ¢ TeHO(OBHP TU3OMPOKCHIL.

Memaborumnu napamempu
ITo Bpeme Ha aHTHPETPOBUPYCHA TEpAIKsl MOKE J1a HACTBIIN YBEIMYaBaHe Ha TEIJI0TO U Ha HUBATa Ha
JIMITUIATE | TII0KO3aTa B KPBBTA (BK. ToUKa 4.4).

Cunopom na UMyHHA peakmueayus

[Tpu nadextupanu ¢ HIV manuenTy ¢ Te)xka IMyHHA HEOCTaThUHOCT npu 3ano4yBane Ha KAPT moxke
Jla ce pa3BUe BB3NANMTENHA PEaKIUsl OT ACHMIITOMATHYHH WIN PE3UAYaIHU ONOPTIOHUCTUYHI
nHpeknnu. Cpo0IaBa ce ChIIo 3a pa3BUTHE Ha aBTOMMYHHH HapymieHus (kaTo 6onect Ha Graves
aBTOMMYHEH X€IaTuT); o0aue, BpeMETO 0 HACTHIIBAHETO UM, KOETO Ce ChOOIaBa € MO-IIPOMEHIINBO U
TE3H CHOMTHUSI MOXKE JIa C€ CIy4aT MHOTO MECEIH CIIe]l 3all0YBaHe Ha JICYCHUETO (BXK. Touka 4.4).

Ocmeonexposa

Cpo01aBanu ca ciry4an Ha OCTEOHEKpO3a, 0COOCHO MPH MAIMEHTH ¢ OOLIONPUETH PUCKOBH (DaKTOPH,
HanpeaHano HIV 3abomnsBane nnn npoabsmmkutenna excriosumms Ha KAPT. Yecrorara M He € H3BECTHA
(Bx. Touka 4.4).

[lennarpuyna nmomyJanus

OreHkara Ha HeXKeJlaHUTE Peakiuy, CBbP3aHU C EMTPULIMTA0UH, CE€ OCHOBAaBa Ha OIUTA OT TPU
neaAnaTpuuHu npoyusanus (n = 169), kpaero undexrupanu ¢ HIV nenuatpuynu nanueHTu 6e3
npeaBaputenana Tepanus (n = 123) u ¢ npenmecTsamo Jieuenue (n = 46) Ha Bb3pacT OT 4 Mecena 10

18 ronuHM, ca 6WM JIEKYBaH! C EMTPUIIUTAONH B KOMOMHAIHS C JPYT'H aHTUPETPOBUPYCHHU CPEICTBA.
B nonbiHeHne KbM HEXEJaHUTE Peakluy, ChOOILCHH IIPU Bb3PacTHY, B KJIMHUYHUTE IPOYYBAHUS NIPU
neuaTpUYHH MAUEeHTH M0-49eCTO ca Bb3HUKBaIu aHemus (9,5%) 1 nmpoMsiHa Ha IBeTa HA KOXKaTa
(31,8%), oTkoNIKOTO TIPH BB3pAcTHHUTE (BXK. Touka 4.8 TabmuuHO 00001IEeHNE HA HEKEIIAHUTE PEAKIIHH).

OneHkara Ha HeXeJlaHUTE PeaKkluy, CBbP3aHU C TEHOPOBUD AU30MPOKCHII, CE OCHOBaBAa Ha JIBE
pannomusupanu m3nutBanus (nmpoyuBanus GS-US 104-0321 u GS-US-104-0352) npu

184 undexrupanu ¢ HIV-1 neauatpuynu mamuenTty (Ha Bb3pact 2 1o < 18 rogunmn), kourto ca
TOJTYYHJIH JICYCHHE ¢ TEHOPOBUP AU30NpOKCcHI (n = 93) wim mnanebo/akTiuBeH kommapatop (n = 91), B
KOMOUWHAIHS C IPYTH aHTUPETPOBUPYCHH CPEICTBA B MPOABIDKEHNE Ha 48 ceamuriu (Bxk. Touka 5.1).
Hexenanute peakuun, HaOnoqaBaH! NPH IEAUATPUYHH MALUECHTH, TOTYYHIH JIEUSHHE C TEHOPOBUP
JIM30TIPOKCHII, Ca ChOTBETCTBANIM Ha TE3H, HAONIOIaBaH! B KIIMHUYHHUTE TIPOYYBaHHsI HA TEHO(DOBHP
JIM30TIPOKCHII TTPH BB3pacTHH (BK. Touka 4.8 TabinuuHO 0000IIeHrEe Ha HEKETAaHUTE PEeakiuy u 5.1).
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HmMa cpobienus 3a peaykuus Ha KMIT npu neauarpuunu manpenTy. [pu nadexrtupanu ¢ HIV-1
roHow| (Ha Be3pacT 12 no < 18 ronunn), KMII z-ckopoBete, HaOIr01aBaHK IPY YYaCTHULIH,
NOJTy4aBajid TEHO(POBUP AU30NPOKCHII, Ca OWIIM MO-HUCKH OT Te3H, HAaONI0JaBaH! IIPH YYaCTHHLIH,
noayvaBaiu miane6o. Ipu unpexrupann ¢ HIV-1 gena (ua Bp3pacrt 2 g0 15 rogumun), KMII
Z-CKOpOBeTe, HaOMI0JaBaHy P YYaCTHHIM, IPEMUHAIH Ha JICYCHHE ¢ TEHO(OBUP AN3OMPOKCHIL, Ca
OWJIHM MO-HUCKH OT TE3H, HAOJII0JaBaHU IPH YUYACTHUIHM, OCTAaHAJIM Ha TAXHATa CXeMa Ha JIeueHHe,
CHABPIKAIA CTAaBYIUH WU 3UI0BYIUH (BXK. Touku 4.4 1 5.1).

B npoyusane GS-US-104-0352, 89 undexrupanu ¢ HIV-1 neauarpuyay naumeHTy Ha Bb3PacT €
MenuaHa 7 TOAMHY (auana3oH 2 10 15 roanHu), ca OuiM ¢ eKCIo3ULUs Ha TEHOQOBUP AU30IPOKCHI 32
nepuoj ¢ meauana 331 ceqmuni. Ocem ot 89-te marment (9%) ca mpekpaTuiy TepanusiTa ¢
M3MUTBAHOTO JICKApCTBO MOPaAN HEXKeJlaHU ChbOUTHS, CBBP3aHu ¢ ObOpenure. [letnMa yqacTHHIN
(5,6%) ca umanu 1aGOpPaTOPHU HAXOAKHU, KIMHUYHO ChOTBETCTBAIIM HA TIPOKCUMaHa ObOpeuHa
TyOynonaTus, 4-Ma OT KOUTO ca MPEKPaTUIIX TepanusTa ¢ TeHo(oBup nu3onpokcui. CenMunaa
MAIMCHTH ca MMaJI U3MEPEHH CTOMHOCTH Ha CKOpocTTa Ha riomepyiiHa puntparus (GFR) mexmy 70 u
90 ml/min/1,73 m?. Or Tsx, 3-Ma NaLUEHTH ca UMAIIH KIMHAYHO 3HAYUMO MOHMKEHUE HA M3MEPEHATa
ckopocT Ha riomepyiHa grrrparus (GFR) mo Bpeme Ha TepanmsiTa, KOETO C€ € MMOJA00PHIIO e
CTIIMpaHe Ha JICYSHUETO C TEHO(POBUP JU3OMPOKCHIL.

I[I)VFI/I CricyaJIHy MOoNyJaaln

Hnoueuou c 6vopeuno yspesxcoane

Tpit KaTO TeHO(OBHUP TUZOMPOKCUI MOXKE Aa MPEAU3BHKA HEPPOTOKCHYHOCT, CE MPENopbUYBa
BHUMATEITHO CJIe/IcHe Ha ObOpeuHaTa GyHKIUS IPH BCHYKU BB3PACTHU ¢ OBOPEYHO yBpEKIaHE,
nonydaBaiiy Emtpuiiutabun/Tenodopup auzonpokcui Zentiva (Bx. Touku 4.2, 4.4 u 5.2). He ce
npenopbyBa ynorpedata Ha EmTpunntadbun/TenodoBup nuzonpokcwi Zentiva npu HHIMBUAN Ha
BB3pacT nox 18 rogunu ¢ 6p0pedHo yBpexxaane (BkK. Touku 4.2 u 4.4).

Hayuenmu, xounpexmupanu ¢ HIV/HBV unu HCV

[IpodurbT Ha HEXETaHUTE PEAKLUHN HA eMTPULUTAOMH U TEHO(GOBUP JU3OMPOKCHI IPH OTPaHUYEH
opoii uadekrupanu ¢ HIV mammentu B mpoyuBane GS-01-934, kouro ca 6wim konHdpexTupanu ¢ HBV
(n=13) w1 unu HCV (n=26) ¢ 0w cXOCH ¢ TO3HU, Ha0F01aBaH Npy NarueHTy, nudekrupanu ¢ HIV
0e3 kouHdexuus. Bernpekn ToBa, KakTo OM TPsIOBAJIO ja C€ OYaKBa B Ta3H IpyIla MAEHTH, I0-4ECTO ca
ce noBumasany HuBata Ha AST u ALT B cpaBHeHue ¢ oOmiara rpyna nanueHTd, nagpextupanu ¢ HIV.

Obocmpsane na xenamuma cied npeKpamsgane Ha ieyeHuemo
[Ipu undexrupanu ¢ HBV nanuenTty, e uMa KIMHUYHY U Ta00paTOPHU NaHHM 32 XEHAaTUT CIIe]

HpeKpaTsIBaHe Ha JIeueHHEeTo (BXK. Touka 4.4).

CrpoO11aBaHe Ha HOA03UPAHU HEXKEJIAHN PEAKIINU

Cp0011aBaHETO HA MOI03UPAHU HEXKEIAHU PEaKIIMU CIIe] pa3pellaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BakKHO. ToBa MMO3BOJIsBA Ja PO IBIDKH HAOIIOICHUETO Ha ChOTHOIIICHUETO I0JI33/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIIMAIMCTH CE M3UCKBA J1a CHOOIIaBaT BCAKA IMMOA03UpaHa
HEe)KeJlaHa PeaKiys ype3 HallMOHaIHa CUCTeMa 3a ChoOIaBane, mocodyeHa B [Ipuiokenue V.

4.9 Ilpepo3upane

B cnyuaun Ha npeno3upane, ChCTOSHUETO Ha UHAMBH A TPSOBA J1a Ce CIICN 3a IPU3HALM Ha
WHTOKCHKAIus (BX. Touka 4.8) 1, ako ce Hajara, Jia ce MPOoBe/Ie CTaHAAPTHO MOIBPIKAIIO JICUCHHE.
o 30% ot no3ata Ha eMTpuIMTadbuH 1 okojo 10% ot jmo3aTa Ha TEHOMOBHUP MOXKE JIa C€ OTCTPAHSAT
ype3 xemoauanu3a. He e u3BecTHo, 1ainu eMTpUIMTa0UH WM TEHOQOBUP MOXKE Ja CE OTCTPaHSAT Upe3
MIEPUTOHEATHA TUAITN3A.
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5. ®APMAKOJIOTUYHA CBOMCTBA
51 d@apmakoaMHAMMYHU CBOIiCTBA

dapmakoTepaneBTHYHA rPpyna: AHTUBHPYCEH MPOAYKT 3a CUCTEMHA YyIOTpeOa; aHTUBUPYCHHU MPOAYKTH
3a nedenue Ha uHdpekuuu ¢ HIV, komounanuu, ATC koxa: JOSARO3

MexaHu3bM Ha JIENCTBUE

EmTpunnTabus npeacrasisiBa HyKJICO3UICH aHAJIOT Ha UIMTHANHA. TeHO(OBHP TU3OMPOKCHUII CE
KOHBEpTHpa IN VIVO 710 TeHO(POBUP — HYKIICO3UIeH MOHO(pOChaTeH (HyKICOTH/ICH) aHAJIOT Ha aJCHO3HH
MoHOGochar. /IBeTe BemecTsa eMTPULIUTAONH U TEHO(GOBUP MMAT CHeU(UIHO AefiCTBIE BBPXY
YOBEIIKMsI BUPYC Ha MMyHHaTta HepoctarbyHocT (HIV-1 u HIV-2) u Bupyca Ha xenarur B.

EmtpunnTabun u renodosup ce pochopuinpat oT KIEThYHUTE EH3UMH J0 ChOTBETHO EMTPUIIUTA0HH
tpudochar u TenopoBup audocdar. In Vitro mpoyuBaHus Mokas3par, 4e ¥ EMTPHUIUTAOUH U TEHODOBUP
Morar Aa 0bAaT HalrbJIHO (OoChHOPUITUPAHH, KOTATO c€ KOMOMHUPAT 3a€THO B KJIETKUTE. EMTpuuTabun
tpudocdar u TeHopoBup AudocPHaT KOHKYPEHTHO HHXUOUPAT OOpaTHATa TpaHcKpunTaza Ha HIV-1,
KOeTo BoJiu J10 npekbeBaHe Ha JIHK-Bepurara.

U emrpunutabun tpudochat u renodoup audocdat npeacrapissar cnadbu naxuouropu Ha JJHK-
HoJIMMepa3uTe mpu 003aifiHUIM 1 HSIMa T0KAa3aTeCTBa 32 TOKCHYHOCT BhPXY MUTOXOHAPHUTE IN Vitro
Wi in vivo.

AHTHBHpPYCHA aKTUBHOCT iN Vitro

IIpu xoMOHHMpaHe Ha EMTPULINTAOUH 1 TeHO(OBHP iN Vitro e HabI0MaBaHa CHHEPTUYHA AaHTHBHPYCHA
aKTUBHOCT. B KOMOMHMpPaHU IPOYYBAHUS C MTPOTEa3HU HHXUOUTOPH, C HYKJICO3UIHU U HE-HYKJICO3UTHH
aHAJIO3HU MHXUOUTOPY Ha oOpaTHaTa TpaHCcKpunTaza Ha HIV ca HaGmoaBanu aquTHBHE 70
CUHEPIUYHU €PEKTH.

PesuctenTHOCT

In vitro

In vitro u npu Haxou naumenTH, nHpekTupanu ¢ HIV-1 ce HaOIr0aBa PE3UCTEHTHOCT, KOSITO CC TBIDKH
Ha pa3putue Ha M184V/I myTarus 3a eMTpuiuTaduH, win Ha K65SR myTarus 3a reHodoBup.
Pe3ucreHTHUTE KbM eMTPUIIMTA0UH BUpycH ¢ M184V/I MyTanus ca ©Majid KpbCTOCAHA PE3UCTEHTHOCT
KBbM JIAMHUBYIMH, HO Ca 3ala3Wid TAXHATA YyBCTBUTEIHOCT KbM ITUAAHO3MH, CTaBYAHH, TEHO()OBHP H
3ugoByanH. K65R MyTanusta Mmoxe Ja ce celneKkTupa oT abakaBUp MM JUIAHO3UH U BOJH IO PEAYKLHUS
Ha YYBCTBUTEIHOCTTA KBbM TE3H CPEJICTBA M KbM JIAMHBYJIMH, EMTPUIIUTA0WH 1 TeHOQoBup. Tpsdsa na
ce n305rBa NpuiIaraHeTo Ha TeHoQoBup Auzonpoxcui npu nauueHtu ¢ HIV-1, Hocuren Ha K65R
myTanuara. Ocsen ToBa, K70E 3amecTBaneTo B oOpaTtHaTa TpaHckpunTasza Ha HIV-1 e cenekrupano ot
TeHO(OBHP U BOJH JIO HUCKO HUBO Ha HaMalleHa YyBCTBUTEIHOCT KbM abaKkaBUp, eMTPUIIUTAONH,
namuByuH 1 TeHodoBup. HIV-1, koiiTo excripecupa TpH WK MOBEYE MyTallUH, CBBP3aHH C
tumuanHOBH aHano3u (TAMs - thymydine associated mutations), Bkirousantu wia M41L, wiun L210W
MyTalus Ha oOpaTHaTa TPaHCKPUIITAa3a, OKa3Ba Mo-cjiada YyBCTBUTEIHOCT KbM TEHO(QOBUD
JTU30TPOKCHIL

In Vivo - zevenue na HIV 1 B oTBOpeHO paHaoMu3upaHo KianHUYHO npoyuBane (GS-01-934) npu

nanueHTH 0e3 MpeJBapuTeIHa aHTUPETPOBUPYCHA TEparusi € OMUII0 H3BBPILEHO FTeHOTHITU3UPaHE Ha

wrazmern HIV-1 u3onaru ot Benuku manuenTty ¢ norespaeHa HIV PHK > 400 korust/ml npe3 cenmuru

48, 96 unu 144 unu KpbM MOMEHTA HA CIIUPAHE HA JIEKAPCTBOTO HA PAHEH €Tall OT npoyyBaHeTo. Kbm

ceamuna 144:

. Myranusata M184V/I ce e pazsuia mipu 2/19 (10,5%) oT aHaTH3UpaHUTE H30JIaTH OT MAIlMEHTH B
rpymnara ¢ eMTpUIUTA0H/TeHO(DOBHp An3onpokcit/ehasupeni u mpu 10/29 (34,5%) ot
aHAM3UPAHUTE U30JIATH OT rpyIaTa ¢ JJAMHUBYAWH/3UI0BYIUH/edaBupeHI] (p-croinocT < 0,05,
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ToueH Tect Ha Fisher, cpaBHsBaIl rpynaTa Ha JieUueHHE C EMTPUIMTAONH/TEHO()OBHUP
JM30TIPOKCHII C Ta3W HA JICYCHUE C JIAMUBYIMH/3UIOBYIUH CPE/l BCHUKH MALUEHTH).

. Huto enun ot ananusupanute Bupycu He € umain K65R nwnn K70E mytanusra.

. I'enotunna pe3ucteHTHOCT KbM edaBupent, ocHoBHO K103N myranumsra, ce € HosBUIIa IPH
Bupycure ot 13/19 (68%) maruenTu B rpymnara ¢ eMTPUIIMTA0UH/TEHOPOBUD
JIU30TIPOKCHIT/eaBUpeHIl U Tpu BUpycure oT 21/29 (72%) nanueHT B CpaBHUTEIHATA TPyIIA.

In Vivo - npedexcnosuyuonna npogunaxmuxa

[Inazmenn npo6u OT 2 KIMHWYHY NTpoy4uBaHus Ha nHpexktupanu ¢ HIV-1 manuentu, iPrEx u Partners
PrEP, ca 6unu ananusupanu 3a 4 HIV-1 BapuanTtu, ekcripecupalid aMUHOKHCEIUHHNA CYyOCTUTY UM
(t.e. K65R, K70E, M184V 1 M184I), KoMTO MOTEHMATHO NPUAABAT PE3UCTEHTHOCT KbM TEHO(OBHUP
WIM eMTpULIUTa0NH. B ximanuHOTO nipoyuBane iPrEx ne ca otkputn HIV-1 BapuanTu, ekcripecupaiin
K65R, K70E, M184V nnu M 1841, o BpemeTo Ha CepOKOHBEPCHS Cpejl NaMEHTUTE, KOUTO ca OmiIn
undexrupanu ¢ HIV-1 crnexn Bkimousane B mpoyusaneTo. [Ipu 3 ot 10 manueHTH, KOUTO ca UMK OCTpa
undexknus ¢ HIV npu BxirouBanero B npoyusaneTo, M 1841 u M 184V myranmu ca orkputu B HIV Ha 2
OT 2 manyeHTa B rpynara Ha JICYCHUE C eMTPHIIUTA0ONH/TeHO(OBHUP TU3OMPOKCHI 1 1 OT 8 marueHTH B
wiane0o rpymnara.

B ximmnnuHOTO nipoyuBane Partners PrEP e ca otkputu HIV-1 Bapuantu, excripecupamu K65R, K70E,
M184V umn M184I o BpemMeTo Ha CEpOKOHBEPCHS Cpe[ MALUEHTH, KOUTO ca Omin HH)EKTUPAHH C
HIV-1 no Bpeme Ha npoyuBaneTo. [Ipu 2 ot 14 manuenTn, kouto ca umanu octpa HIV urdexnus npu
BKJIIOUBaHETO B MpoyyBaHeTo, K65R myranmsra e 6una orkpura B HIV Ha 1 or 5 mauuenTtu B rpynara
Ha JIeYeHHne C TeHOPOBHUP MU30NpoKcuiI 245 mg, a M 184V myranmsta (CBbp3aHa C pE3UCTEHTHOCT KbM
emTpuruTabun) e 6una orkputa B HIV Ha 1 oT 3 manueHTH B rpynara Ha JIeYeHHE C
eMTpUIUTAOWH/TeHO(POBUP TU30TPOKCHUIL.

Kinuuuau pangu

Jeuenue na HIV-1 ungexyus

B otBOpeHo pannomuzupano kimHHYHO npoyuBane (GS-01-934) Bp3pacTHU ManyeHTH, MHOEKTHPAHU C
HIV-1 u 6e3 npeaBapuTeaHa aHTUPETPOBUPYCHA TEpamys, ca MOJTy4YaBalld WK €JHOKPATEeH THEBEH
[IPHEM Ha eMTPHULMTA0NH, TCHO(OBUP AU3OMPOKCHI U edaBupeHil (n = 255), wiu GpukcupaHaTa
KOMOWHAIUS OT JIJAMHUBYJIMH U 3UIOBY/IVIH, IIPUJIaraHa JiBa IbTH JHEBHO U e(haBUPEHI] BEHBXK JTHEBHO
(n =254). [TatiueHTHTE B IPYNUTE HA JICYCHUE C EMTPUIUTAOMH U TEHO(OBUP AUZOMPOKCHII Ca
MOJIy4aBaji eMTPULINTA0NH/TEHO(MOBUP JU3OMPOKCHI M ehaBUPEHII OT ceamuiia 96 o ceamuiia 144,
Ha n3x0oaH0 HUBO paHIOMHU3HUPAHUTE TPYIH ca MU CXOJHHN Meauany Ha trazmena HIV-1 PHK (5,02
u 5,00 logio komust/ml) u cxonen 6poit na CD4 knetkure (233 u 241 xnetkn/mm?). [TbpBudHaTa Kpaiina
TOYKa 32 e()UKACHOCT B TOBA MPOyYBaHe € Omila JOCTUTAaHE U MOATbP)KaHEe Ha TOKa3aHU KOHLEHTPAaLuU
Ha HIV-1 PHK < 400 konus/ml B npoabipkeHue Ha 48 ceamMuii. BTOpu4HUAT aHaau3 Ha eUKacHOCTTa
cien 144 cenMuiiy BKITIOYBA JieNia HA manueHTH ¢ kKoHrenTpanuu Ha HIV-1 PHK < 400 unun

< 50 konust/ml 1 mpomsHa Ha O6post Ha CD4 kaeTkuTe CpsAMo N3XOAHOTO HUBO.

JlanHuTe 3a MbpBUYHATA KpaiiHa TO4Yka Ha 48-aTa ceMumIla IOKa3BaT, ye KOMOWHAIIUATA HA
eMTpULIUTaOWH, TEHO(POBHUP TU30MPOKCHII U ehaBUPEHI] IMa MO-TOJIsIMa aHTUBUPYCHA e(DUKACHOCT, B
CpaBHEHHUE C (PUKCHUpaHaTa KOMOMHALIMS OT JIAMUBY/IMH, 3UI0BYIUH U e(paBUPEHII, KAKTO € I0KA3aHO B
TaOmnuiia 4. JlaHHKMTE 3a BTOPUYHUTE KpaliHU TOYKH Ha ceaMulia 144 oo ca nokazanu B Tabnuma 4.
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Tab6auna 4: /lannu 3a epukacHocTTa Ha cenmunu 48 u 144 ot npoyusane GS-01-934, npu koero
eMTPUIUTAOHH, TEHO(OBHP AU30NPOKCHII H epaBUPeHI] ca OWJIH MPUJIAraHd Ha
nauuenTy ¢ uHdexuus ¢ HIV-1 6e3 npeamecTpama aHTUPETPOBHUPYCHA Tepanust

GS-01-934 GS-01-934
48 cexMuIM JeveHmne 144 cenmuum JieueHue
Emtpuunradbun + | JlamuBynun + |EmTtpunurabun + | JlamuByau +
TeHo(hoBHUp 3UIOBYJHH + TeHO(OBHP 3UJOBYAHH +
JU30TIPOKCHII + eaBupeHII JU30TIPOKCHUI + ehaBUpEHII
e(haBUpeHII eaBUpeHIT™
HIV-1 PHK 84% (206/244) | 73% (177/243) | 71% (161/227) |58% (133/229
<400 kormmus/ml (TLOVR)
p-CcTOMHOCT 0,002** 0,004**
% npomsita (95% JI) 11% (4% mo 19%) 13% (4% mno 22%)
HIV-1 PHK 80% (194/244) | 70% (171/243) | 64% (146/227) [56% (130/231)
< 50 xommus/ml (TLOVR)
p-cTOMHOCT 0,021** 0,082**
% npomsina (95% JIN) 9% (2% mo 17%) 8% (-1% mo 17%)
Cpenna mpomsiHa Ha Opost +190 +158 +312 +271
Ha CD4 kiieTKkuTe CrpsiMo
M3XOJTHOTO HUBO
(xnetku/mm3)
p-cTOMHOCT 0,0022 0,089?
IIpomsHa 32 (9% mo 55) 41 (4% mo 79)
(95% 111)

* [lanueHTH, NOTyYaBaIld EMTPUIIMTAONH, TCHO(QOBUD JU3OMPOKCIUT U e(haBUPEHII, Ca IMOTy4aBaIn
eMTpHIUTa0H/TeHO(OBUP TU30MPOKCUI TUTIOC epaBUpeHI] OT ceamunia 96 no 144.
** P-croifnoctTa € Ha 6a3a Ha Cochran-Mantel-Haenszel tecta, crparudurmpan 3a 6poit CD4 kireTku
Ha U3XOJIHO HUBO.
TLOVR=Bpeme no 3ary6a na BuponorudeH orrosop (Time to Loss of Virologic Response)
2 Van Elteren Tect
B pannomusupano kiauHngHO npoyusane (M02-418), 190 Bbp3pacTHH O6€3 HpeIIIecTBaIlo
AHTUPETPOBUPYCHO JICUCHUE Ca OWIM JICKYBaHH BETHBXK JTHEBHO C EMTPUIIUTAOWH U TeHO(OBUP
JIU30TIPOKCHII, B KOMOWHAIIUS C JIOMMHABUP/PUTOHABUD BEJIHBK WK JIBA BTH JHEBHO. [Ipe3 ceqmuna
48, 70% u 64% ot manmenTute ca umanu HIV-1 PHK < 50 xonust/ml, cChOTBETHO ¢ €AHOKPATEH U
JIBYKpaTeH JTHEBEH NpUeM Ha JonmuHaBup/puToHaBup. Cpennute npoMeHu B Opost Ha CD4 kneTkuTe oT
M3XOJIHMTE HUBA ca Ouim choTBeTHO +185 ketkn/mm? u +196 kneTkn/mm?,
OrpaHu4eHUAT KIIMHUYCH ONMT NpH naiuenTu, konndexkrupanu ¢ HIV u HBV, npeamnonara, ye
JICYCHUETO C EMTPUIIMTA0NH WM TeHO(DOBUP TU3OMPOKCHII B KOMOWHUPAaHATA aHTUPETPOBUPYCHA
Tepanus 3a KouTpoaupane Ha nHdexuusara ¢ HIV Boau no peaykuus na HBV JJHK (cboTBeTHO
penykims 3 10g10 v pexykims 4 10 5 10g10) (Bk. Touka 4.4).

IIpeoexcnosuyuonna npogunaxmuxa

B npoyusanero iPrEx (CO-US-104-0288) ¢ HanpaBeHa OLICHKA Ha eMTPUIIUTA0UH/TEHO(DOBHP
Ju3orpokcu win mianedo npu 2 499 undexrupanu ¢ HIV mbxe (Mu TpaHCCEKCyallHH KEHHU), KOUTO
ca IMaJIi CeKCyaJleH KOHTaKT C MBKE U 332 KOUTO CE € CMATAJIO, e ca C BUCOK pUCK 3a nHpekuusa ¢ HIV.
[NanuenTuTe ca mpocieeH: B POIbIKeHUe Ha 4 237 4oBEeKOTOIUHH. V3X0THUTE XapaKTEPUCTHKH ca
0006mienu B Tabnuma 5.
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Ta6auna 5: IIpoyyena momyJiamus ot npoyuane CO-US-104-0288 (iPrEx)

IInanedo | EmTpnumuTadun/TeHodoBup
(n=1248) JAU30NPOKCHIT
(n=1251)

Bw3pacr (roa.), cpeano (CO) 27 (8,5) 27 (8,6)
Paca, N (%)

UYepHokoxu/adppoaMepukaHin 97 (8) 117 (9)

benu 208 (17) 223 (18)

CMmeceHa/npyru 878 (70) 849 (68)

AsuaTim 65 (5) 62 (5)
Hcnancku/naTuHo eTHu4yecku npousxon, N (%) 906 (73) 900 (72)
CekcyaJiHM pUCKOBH (DAKTOPH NPH CKPMHUHTA

Bpoii maprabopu (k1) mpe3 npeaummante 12 cenmury 18 (43) 18 (35)

cpenno (CO)

URAI npe3 npeaumante 12 cenmunm, N (%) 753 (60) 732 (59)

URALI ¢ HIV+ (nnm ¢ Hen3BeCTeH cTaTyc) 1009 (81) 992 (79)

naptHpop(ka) npe3 nocaennute 6 mecena, N (%)

VuacTre B KOMEpCHAIIEH CEKC TIPe3 MOCIEIHUTE 510 (41) 517 (41)

6 mecera, N (%)

Ussecten(na) HIV+ maptHhop(Ka) mpe3 32 (3) 23 (2)

mocieaante 6 mecera, N (%)

PeaktuBna cepymHa rpo6a 3a cudmuc, N (%) 162/1 239 164/1 240 (13)

(13)

Wudexuus ¢ Bupyca Ha ooukHOBeHus xeprec tun 2| 430/1 243 458/1 241 (37)

B cepyma, N (%) (35)

IMonoxwrenHa mpoda 3a JIEBKOLUTHA eCTepasa B 22 (2) 23 (2)

ypunata, N (%)

URAI = anaiiHO CHOLIIGHHE B POJIsATa HA MPUEMHUK Oe3 nmpeanasHu cpeactsa (Unprotected receptive anal
intercourse)

Yecrorure Ha HIV cepokoHBepcust, 00110 U B MOATpyINaTa Ha ChOOLIABAINTE aHATHO CHOLICHHUE B
poJsiTa Ha MpUEMHHK Oe3 Mpeana3Hu CpeAcTBa, ca nmokaszanu B Tabmuna 6. E¢ukacHocTTa KOpenupa
CTPOTO C IPUIBP)KAHETO KbM JIEUEHUETO, KAKTO € OLIEHEHO OT OTKPUBAHETO HA IUIa3MEHUTE WIN
MHTpAIeTyIapHUTE HUBA Ha JIGKapCTBOTO B €IHO MPOYyYBaHe ,,ciiydaii-koHTpona” (Tabnuma 7).

Ta6auna 6: E¢puxacnoct B npoyuBane CO-US-104-0288 (iPrEx)

EmTpunnradun/renoposup | P-croiinocT™

ILiane6o JAM30IPOKCHII o
mITT ananu3
CepoxonBepcun/N 83/1 217 | 48/1 224
HamansBane Ha OTHOCHTENHUS PUCK 0 0 AO0 0,002
(95% JTH)° 42% (18%; 60%)
URAI B pamkute Ha 12 ceqmunm npeau ckpuaudra, mITT ananu3
CepoxonBepcun/N 72/753 | 34/732
HamansBane Ha OTHOCHTENHUS PUCK 0 0 AQO 0,0349
(95% JTH)° 52% (28%; 68%)

2 P-ctoiiHocTtu ot log-rank Tecra. P-croitHocTute 3a URAI ce oTHacAT 10 HyleBaTa XHUIIOTe3a, Ye
ehHUKacHOCTTa Ce pa3inyaBa Mexay mnpocioiikure Ha moarpymnata (URAI, 6e3 URAI).

® OTHOCHTENHO HaMallsIBaHEe Ha pUcKa, u34uciaeHo 3a mITT, 6a3upaHo Ha HACTHIIMIATA CEPOKOHBEPCHUS,
T.€. Bb3HMKHAJIA CJIE/] U3XOIHO HUBO JI0 IThPBaTa BU3UTA CIIE/ JICUCHUETO (Tpubmu3uTenHo 1 mecelr
CJIe TTOCIIETHOTO pa3aBaHe Ha IPOYYBaHOTO JIEKAPCTBO).
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Tadauua 7: EGuKkacHOCT U NPUABbPKAHe KbM JiedeHueTo B mpoyuBane CO—US—-104—0288 (iPrEx,
aHAJIM3 HA CHOTBETCTBAIIM cJIy4aii-koHTpoaa (matched case-control))

HamansiBaHe Ha

OTHOCHTEJHUSA
OTtkpuro Heorkpuro pUCK (IByCTPaHHO

Koxopra JIEKAPCTBO | JIEKAPCTBO 95% JIN)?

HIV-nmonoxutenHu nauueHTu 4 (8%) 44 (92%) 94% (78%; 99%)

HIV-orpunarennu maMeHT Che 63 (44%) 81 (56%) —
ChOTBETCTBAIIM KOHTPOJIH
4 HamaJiiBaHETO Ha OTHOCHTEJIHUS PUCK, H3YHUCIICHO OT HACThIMIaTa (CJIe U3XOIHO HUBO)
CEPOKOHBEPCHS OT IBOMHOCIICIIUS MIEPUOJT Ha JICUECHHE U TIPe3 8-CEIMHYHUS MEPUOJT Ha IPOCIIEIsIBaHE.
Camo mpoOH OT MAIMEeHTH, PAHAOMHU3UPAHH J1a TI0JyYaBaT EMTPUIIUTAONH/TEHO(POBHP THU30IMPOKCHI,
ca OWJIM OIIEHEHH 3a OTKPUBAEMH IUIa3MCHU MJIM HHTpAIIETyIapHA HUBA HA TEHO(POBHUP
nuzonpokcui-JI1.

B xnmanyHOTO npoyusane Partners PrEP (CO-US-104-0380) ca orieneHn eMTpuIiTabiH/TeHO()OBHP
JU30IIPOKCHIL, TEHO(GOBHP AU30MPOoKcHI 245 mg v mnanebo npu 4 758 nndextupanu ¢ HIV
nauueHTH oT Kenns wim Yranja B cepoJUCKOPIAaHTHH XETEPOCEKCYalIH! JBOWKU. Y YaCTHULIUTE ca
npociieieH: B Ipoibibkenue Ha 7 830 yoBekoronuHu. M3xoMHUTE XapaKTEPUCTHKH ca 0000IIeHY B
Tabnuma 8.

Taéauna 8: [Ipoyuena nonmynamus ot npoyusane CO—US—104—0380 (Partners PrEP)

Tenodosup | EMTpuuuTadus /
JAM30MPOKCHII TeHoGoBHDP
Ilnaneoo 245 mg JHU30MPOKCHUIT
(n=1584) (n=1584) (n=1579)
Bw3pacr (roa.), menuana (Q1, Q3) 34 (28; 40) 33 (28; 39) 33 (28; 40)
IToJ, N (%)
MBKKH 963 (61) 986 (62) 1013 (64)
Kencku 621 (39) 598 (38) 566 (36)
Knw4yoBu xapakTepucTuKHU Ha ABoiikaTa, N (%) wiu mequnana (Q1, Q3)
OmbiKeHa//KEeHEH 3a MapTHHOP(Ka), 1552 (98) 1543 (97) 1540 (98)
yJacTBami(a) B IpOyIBaHETO
T'oaMHU CHBMECTEH KHBOT C 7,1 (3,0; 14,0) 7,0 (3,0; 13,5) 7,1 (3,0; 14,0)
napTHhOpa(KaTa)
loguHM OTKAKTO TUCKOPAAHTHUST 0,4 (0,1; 2,0) 0,5(0,1; 2,0) 0,4 (0,1; 2,0)
CTarTyc ce 3Hae

Yecrorara Ha HIV cepokonBepcust e mokazana B Tabmuma 9. Uecrotara na HIV-1 cepokonBepcus npu
mbkeTe e ouna 0,24/100 4oBEeKOroJUHM NPH EKCIIO3ULKS Ha eMTPUIUTA0NH/TeHO()OBHUP TU30MPOKCHUIL,
a yecrorara Ha HIV-1 cepokonBepcus mpu xeuute ¢ ouna 0,95/100 4oBeKOTOAUHHU MPHU SKCIIO3ULIUS Ha
emTpuunuTabun/TeHodoBup nuzonpokcui. E¢ukacHOCTTa KOpenupa cTporo ¢ NpUABPKAHETO KbM
JICUCHUETO, KAKTO € OMJIO OLICHEHO Ype3 OTKPUBAHE Ha MIa3MEHNUTE WM MHTPALETyJIapHUTEe HUBA Ha
JIEKapCTBOTO U € OMI1a 0-BUCOKA CpeJl yYaCTHHUIIUTE B MTOANPOYIBAHETO, KOUTO aKTHBHO ca OniH
CHhBETBaHM JIa C€ MPHUIbPKAT KbM JICUCHUETO U KaKTO € rmoka3ano B Tabiwuma 10.
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Ta6auna 9: Edpuxacuoct B mpoyuBane CO-US-104-0380 (Partners PrEP)

Tenogosup eMTpUIUTAOHH/
AU30MPOKCHII TeHO(OBHP
Ilnane6o 245 mg JU30MPOKCHUIT

CepoxonBepcun/N* 52/1 578 17/1 579 13/1 576
Yecrora Ha 100 4oBEKOrOoAUHU 1,99 (1,49; 0,65 (0,38; 1,05) | 0,50 (0,27; 0,85)
(95% J1N) 2,62)

OTHOCHTEITHO HAaMaJIsIBAHE Ha PUCKA — 67% (44%; 81%) | 75% (55%; 87%)

(95% 1)

* HamansiBaHe Ha OTHOCUTEIIHUS pUCK, n3urciieHo 3a mITT koxopTa Ha 6a3ara Ha HacThIIIATA (CIIET
M3XO0JTHO HUBO) CepOKOHBepcHsi. CpaBHEHUSATA 32 TPYNUTE HA aKTUBHO JICUCHHE B IPOYUYBAHETO Ca
HaIlpaBeHHU CIIPSIMO IIIareoo.

Ta6auna 10: E¢pukacHocT u npuabp:kaHe KbM JedeHneTo B npoyuBane CO-US-104-0380
(Partners PrEP)

Bpoii ¢ oTkpuT TeHOPOBUP/001IL H3uncaen puck 3a HIV-1
Opoii npodu (%) NMPOTEKIHUSITA: OTKPUT CIPAMO
KonuyecTBeHO HEOTKPUT TeHOoGoBHP
onpeeisiHe Ha HamansiBane Ha
MPOYy4YBAHOTO OTHOCUTEJTHUS
JIEKapCTBO Cayuaii Koxopta puck (95% AN) | p-croiiHoCT
I'pyna Ha sieuenue ¢
OTC/reHodoBup 3/12 (25%) 375/465 (81%) 90% (56%; 98%) 0,002
JA300POKCHUI *
I'pyna Ha neuenue ¢
TEHO(DOBHP 6/17 (35%) 363/437 (83%) 86% (67%; 95%) < 0,001
JHA30IPOKCHN’
Y4yacTHUIM B IOANPOYYBAHETO 32
NPUAbLPKAHE KbM JIeYeHHeTOo"
TenodoBup
AU30NMPOKCHT 245 Mg +
IMonnpoyuBane 3a Emtpunuraéun/ HamansiBane Ha
NpUIbpKAHE KbM TeHoGoBHD OTHOCHTEJHUSA
JIeYeHHETO Ilnanedo JAM30IPOKCHII puck (95% AN) | p-cToiiHoCT
Cepoxonsepcun/NP g’/é(yo:)l 0/745 (0%) 1001033()%;%’ < 0,001

o | p— 9 —

2 ,Cnyuait” = manuent ¢ HIV cepokonsepcus; ,,Koxopra” = 100 ciyyaiiHo moa0paHu y4acTHHUIM OT
BCsIKa OT IPYIIMTE Ha JICYCHUE C TCHOPOBHUP IU30NPOKCHIT 245 mg u eMTpuiuTabus/ TeHo(GoBUp
nuzonpokcui. Camo mpobu ot ,,Ciyyaii” u ,,KoxopTa” OT y4acTHULIM, paHAOMHU3UPAHH Ja MOTydaBaT
WA TEHO(QOBUDP JU30TPOKCHI 245 mg, WA eMTPULIIUTAONH/ TEHOQOBUD AU30IPOKCHII, Ca OIICHSBAaHH
3a OTKpHBAaEMHU IIJIa3MEHU HUBA Ha TCHO(OBUP.

® VyacTHULMTE B TIOANPOYYBAHETO Ca GHIIN MOJIOKEHN HA AKTUBEH MOHUTOPHHT 3a TIPUIbPIKAHE KbM
JIeYEHHETO, HAIIP. JOMALIHU TOCeIeHus 0e3 MpeaynpeXAeHre 1 MpeOposBaHe HA TA0JIETKUTE, KAKTO
Y 1aBaHEe Ha CHBETH 3a MOA0OpsBaHE Ha MPUIBPKAHETO KbM CXeMara Ha MPHIOKEHUE Ha

MMPOY4YBAHOTO JICKAPCTBO.

IlenuaTpuyHa nomyJaamnus

BesonacHocTTa M ehUKACHOCTTA HA EMTPUIIMTAONH/TEHO(MOBHP AU3OMPOKCHIT TIPH JIeIa Ha Bb3pacT MO
12 romuHu HE ca YCTAaHOBEHHU.

Jleuenue na ungpexyus ¢ HIV-1 6 neduampuunama nonynayus

He ca npoBexaanu npoyyBaHus ¢ eMTPULIMTAONH/TEHO(QOBUP AUZONPOKCHI IIPH NeIUaTPUYHATA
nomynanus ¢ uapexys ¢ HIV-1.
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KiunuuHata epUKacHOCT M O€30MaCHOCT Ha eMTPULIMTA0MH/TeHOPOBUP TU30IPOKCHUII Ca YCTAaHOBEHU
OT MPOBEJICHY MTPOYYBAHUS C EMTPUIIMTAONH U TCHO(GOBHP JTU30MPOKCHII, MPIJIATaH!u CaMOCTOSTEITHO.

IIpoyusanus ¢ emmpuyumadbun

[Tpu xppMadeTa u ena, no-rojieMu ot 4 Mecela, Py MOBEYETO MAIUEHTH, TPHEMAIU eMTPUITUTAONH €
JIOCTUTHATA WM TIO/UThPrKaHa TbiHa cynpecus Ha uiasmenara HIV-1 PHK B nmpogpmkenne Ha

48 ceamunu (pu 89% e nocturnata kouuenTpaiusa < 400 xorus/ml, a pu 77% e nocTurHara
koHieHTparus < 50 korwus/ml).

Ipoyusanusa ¢ menogosup ousonpoxcun

B nmpoyuBane GS-US-104-0321, 87 uadekrupanu ¢ HIV-1 manuenTy ¢ npeaBapuTeHO JeUeHNE Ha
BB3pacT 12 1o < 18 ronunu, ca OuaH JeKyBaHH ¢ TEHO()OBHP AU3ONPOKCHI (n = 45) uiu maneo

(n =42), B xoMOuHaNuUs ¢ ONTUMH3UPaHO 0CHOBHO Jeuyenue (OOJ]) B mpoabipkeHue Ha 48 ceaMuIiu.
[Mopanu orpannyeHust Ha POYYBAHETO, HE € JEMOHCTPUPAHA MO-TOJISIMA T10J13a OT TeHO(OBHUP
JIU30TIPOKCHIT CIIPSIMO I1arie00 Bb3 ocHOBa Ha riasMenute Ha HIV-1 PHK HuBa ot cenmuna 24.
Brnpeku ToBa ce 04akBa o132 3a IOHOIIECKaTa MOIMyJIAKsl Bb3 OCHOBA HAa EKCTPAIIOIALMs Ha TaHHUTE
3a BB3PACTHU M CPABHUTETHU (hapMaKOKHHETHYHH JaHHH (BK. TOUKa 5.2).

[pu manmeHTH, NOXYYUIN JIeYeHNE ¢ TEHO(GOBHP JU30NPOKCII WM 11anebo, cpeaaust KMIT z-ckop
3a mymOaiHaTa 00JIacT Ha TphOHAaYHMS CTHIIO € O cboTBeTHO -1,004 1 -0,809, a KMII z-ckopsT 32
1stoTo Ts10: -0,866 u -0,584 Ha n3xonHo HUBO. CpeHNUTE IPOMEHHU Ha ceamulia 48 (kpaii Ha 1BOITHO-
cisimarta ¢aza) ca 6mnu -0,215 u -0,165 KMII z-cxop 3a mym0anaara o6macT Ha TpbOHAYHUS CTHIIO H -
0,254 u -0,179 KMII z-cxop 3a I5II0TO TS0, CHOTBETHO 3a TPYMHTE Ha JIeUeHUE ¢ TEHO(MOBUP
Jqu3oIpokcu  miane6o. CpenHara ckopoct Ha yBenuuaBane Ha KMIT e mo-manka B rpymara Ha
JiedeHne ¢ TeHO(OBHUP JU3OMPOKCHII B CpaBHEHHE ¢ manebo rpynara. Ha ceqmuna 48 niectiMa roHOIIN
B rpyIiaTa Ha JIe4eHHe ¢ TeHO(OBHP AU3ONPOKCHI U €IHH IOHOMIA B IUIAe0o TpyraTa ca UMain
3HauynTenHa 3aryoa Ha KMII B mymbanHara obnact Ha rppOHauHus cTHI0 (onpeaesneHa kato > 4%
3ary0a). Cpen 28 maryeHTy, moxy4aBany 96-ce/MHUYHO JIeueHUE ¢ TeHO(GOBUP Au3onpokcui, KMII
Z-CKOpBT ce e moHmKuI ¢ -0,341 3a mymbamHaTa obnact Ha TppOHaYHMS CTHI0 1 -0,458 32 1sUT0TO THITO.

B npoyuBane GS-US-104-0352, 97 maumeHTy ¢ NpeABapUTEIHO JeUeHKE, HA Bb3pacT 2 10 < 12 ronuHu
ChC CTA0MITHA BUPYCOJIOTHYHA CYIPECHs], C PIKUMH Ha JICUCHUE, ChIIbPKAIIU CTABYIHH UK
3UJIOBYIUH, ca O PaHJOMU3UPAHY WIIH JIa IPEMUHAT OT JICYCHUE ChC CTABY/IMH WU 3UIOBYIMH Ha
JIeueHUe ¢ TeHO(POBUP TU30MPOKCHII (n = 48), WK Aa MPOABIKAT C MbPBOHAYAIHATA CH CXEMa Ha
neuenue (n = 49) 3a 48 ceqmuin. Ha ceamuria 48, 83% oT manueHTUTE B TpyIaTa Ha JEUCHHE C
TeHO(OBHP TU30NPOKCHI U 92% OT MaMeHTUTE B TPyIaTa Ha JIeYeHNE ChC CTaBYAMH WIIH 3UIOBYIUH,
ca umanu HIV-1 PHK konnenrpaiuu < 400 komusa/ml. Pasiukara B CbOTHOIIIEHHUETO Ha MMAIUCHTHTE,
KOUTO ca moaabprxanu kKoHnenrpanuu < 400 korus/ml Ha cenmuna 48, e Onia MOBIMsAHA TJIaBHO OT TO-
rojeMusi Opoil MarreHTH, KOUTO ca CIPENH JICYSHUETO B TPyIaTa Ha JieueHHe C TCHO(MOBHP
nu3orpokcuit. Criest M3KITI0UBaHe Ha JIUTICBaNuTe JaHHU 91% OT nmanueHTuTe B rpyIiaTa Ha JICUeHHE C
TeHO(OBUP TU30NPOKCHIT U 94% OT MAlMEHTUTE B TPyIaTa Ha JICYSHUE ChC CTABYIMH WIH 3UJJOBYIUH
ca umanu HIV-1 PHK konnentparmu < 400 konus/ml Ha cenmuria 48.

Nma crobmenus 3a peaykuust Ha KMIT npu neanatpuunu nanuenty. [Ipy manuenTy, noayduin
JiedyeHne ¢ TeHO(GOBUP JU3OMPOKCHI WM CTaBYAMH WM 3UJ0BYauH, cpeaausat KMII z-ckop 3a
mymbaHaTa o01acT Ha TpBEOHAYHMS CTHIO € O choTBeTHO -1,034 1 -0,498, a cpenausat KMII z-ckop
3a msutoTo Tsw10: -0,471 u -0,386 Ha m3xoaHO HUBO. CpeaHuTe MPOMEeHH Ha ceamuiia 48 (kpait Ha
pangoMusupanara ¢asa) ca o6unu 0,032 u 0,087 8 KMII z-ckopa 3a 1ymbannaTta o0iact Ha TpbOHaYHHS
ctw10 1 -0,184 1 -0,027 B KMII Z-ckopa 3a Is10TO TSU10, ChOTBETHO 3a TPYIHUTE HA JICUCHHE C
TeHO(OBHP TU3OTIPOKCUIT M CTaBYAHMH U 3u10ByIMH. CpellHaTa CKOPOCT Ha KOCTHO HapacTBaHe Ha
nymbanHaTta obJacT Ha TpbOHaYHMA CTHJIO Ha cenqmuna 48 e Ona cxolHa IpY Tpynara Ha JeUeHHUE C
TeHO(OBHUP ITU3OMPOKCHII M TPyTIaTa Ha JICYeHHE ChC CTABYIMH WX 3uI0BYIHH. KOCTHOTO HapacTBaHe
3a ISUI0TO TS0 € OMIIO TI0-MAaJIKO B rpymaTa Ha JIeYeHHe ¢ TeHO(OBHP AU30MPOKCHII, B CPABHEHHE C
rpyrnaTa Ha JieueHHe ChC CTABYIUH WM 3WI0BYIMH. EJIMH y4acTHUK Ha JiedeHue ¢ TeHO(OBHp
JIU30TPOKCII € uMall (> 4%) 3aryba Ha KMII B mym0OanHaTa 0o0nactT Ha rppOHAYHUS CTHIO HA CeMUIla
48, a HUTO €UH YYaCTHUK Ha JICUeHHE ChC CTaBYIUH WM 3UI0BYIUH HE € MMal TakaBa 3aryba. KMII z-
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CKOpBT ce e moHrmkmI ¢ -0,012 3a mymbamHarta o6acT Ha rpbOHAYHES CTHIO ¢ -0,338 32 1s710TO TS0
pu 64-IMarta YIaCTHHIIH, JIEKyBaHU ¢ TeHO(OBUP Au30mpoKcui 3a 96 ceamuru. KMII z-ckoposeTe He
ca KOPUTHPaHU CIPSIMO BUCOYMHATA U TETJIOTO.

B mpoyusane GS-US-104-0352, 84 ot 89 nexuarpuunn naruenTr (9%) ¢ eKCIIO3UIMs Ha TEHO(MOBHP
JU30IIPOKCHUII Ca IPEKPATWIN TepanusiTa ¢ U3MUTBAHOTO JIEKAPCTBO MOPay HEXXEJIaHU ChOUTHS,
cBbp3anu ¢ OvOpennTte. [letnma yuactaum (5,6%) ca uManu 1a00paTOpHU HAXOIKHU, KITMHUYHO
CHOTBETCTBAIIIM Ha MPOKCHMaIHa Ob0peyHa TyOynonarus, 4-Ma OT KOUTO ca IPEKPATHIIN TepanusTa ¢
TeHO(OBHP TU3OMIPOKCHUII (MEIMaHa Ha MePHOo/Ia Ha SKCIIO3UIIHS Ha TeHO(OBHP TU3OMPOKCHUIL:

331 ceqmuim).

IIpedexcno3uyuonna npouiakmuxa 6 neOUampuyHama NONyIayus

Ouaksa ce 6e30MacHOCTTa U ePUKACHOCTTAa HAa EMTPULMTAO0NH/TCHOQOBUP AU3OIPOKCHI 32
NPEACKCIIO3UIMOHHA MPO(MIAKTHKA MIPH IOHOLIH, KOUTO C€ MPUIbPKAT KbM €KEIHEBHO MpUIIaraHe, Aa
ca molo0HM Ha TE3W MPH Bh3PACTHH Ha CHIOTO HUBO HA MPHUIBPKAHE KbM JICUCHHETO. Bh3MOXKHUTE
edeKTH BbpXy OBOpennTe U KOCTUTE NP JBITOCPOYHA YIOoTpeda Ha eMTPUIIUTAOUH/TCHO(POBUD
JIM30IIPOKCHIT 32 MPEACKCIO3UIIMOHHA MPO(UIAKTUKA TIPU FOHOIIN He ca SICHH (BXK. Touka 4.4).

5.2 DapMaKOKMHETHYHHU CBOHCTBA

AOGcopbuus

BuoexBuBaneHTHOCTTA Ha eAHa pUIMHUpaHa TableTKa eMTPULIUTA0NH/TeHOGOBUP AU30NPOKCHI pocdat
c eqHa TBbpAa Karncyna eMmTpuuutadun 200 mg u enHa GunMupana TabaeTka TeHOQOBUP AU30MPOKCHI
245 mg e ycTaHOBEeHa Clie/l IpUJIaraHe Ha eIHOKpaTHA J103a MPH 3JpaBy HHAMBUIM Ha riaaHo. Ciex
MEePOPATHOTO MPUIIOKEHHE Ha eMTPUIIUTAONH/TEHO(DOBUP JTU30TPOKCHIT HA 3/IPaBH UHIUBHIN
eMTpUIIUTAOH ¥ TEHO(POBUP TU3OMPOKCHII CE pe30pOUpaT OBP30 U TCHODOBUP AU3OMPOKCHI CC
KOHBEpTHpa A0 TeHOo(oBUp. MaKkCUMaIHHUTE CEPYMHU KOHUEHTPALWU HA eMTPULIUTAOMH 1 TEHO(POBUD
ce HaOmoaaBar B pamkute Ha 0,5 10 3,0 yaca pu nmpueM Ha riaaHo. [IpuaoxkeHnero Ha
eMTpUIHUTaOuH/TeHO(OBUP TU30MPOKCUII C XpaHa BOAX A0 3a0aBsiHe JOCTUTAHETO Ha MaKCUMaJIHa
KOHIIEHTpaLMsI Ha TEHO(OBHP C OKOJIO TPH YETBBPTH Yaca 1 10 nosuinasade Ha AUC u Cmax 3a
TeHO(OBUP CHOTBETHO ¢ 0K0JI0 35% u 15%, Korato ce mpueMa C Jieka Wi 0orara Ha Ma3HUHHU XpaHa, B
CpaBHEHHE C MPUIOKEHUETO Ha IIIaJHO. 3a Jia ce ONTUMH3Kpa abcopOImsaTa Ha TeHO(OBUp, ce
MPernopbyUBa EMTPULUTAONH/TEHO(POBUP AU3ONPOKCHI [a Ce MPHEeMa 3a MPEANOYUTAHE C XpaHa.

Paznpenenenue

Cren MHTPABEHO3HO MPUJIOKEHHE 00EMBT Ha pa3npeesicHHe Ha EMTPUIIUTAONH U TEHO(DOBUD €
c¢boTBeTHO 0KOJ10 1,4 1/kg 1 800 ml/kg. Cren nepopaHo NPUIOKEHHUE Ha EeMTPULIMTAOUH HITH
TeHO(OBHP TU3OMPOKCHUIT TECE PA3NpPEACISIT MOYTH B LIEIHs OPraHU3bM. IN Vitro cBbp3BaHEeTO HA
EMTPHUIIUTAOWH C YOBCUIKH MJIa3MEHU MPOTEHHU ¢ < 4% U € He3aBUCUMO OT KOHIICHTpAIUATA B
uatepsana 0,02 - o 200 pg/ml. In vitro cBsp3BaHeTO Ha TEHOPOBHUD C IIA3MEHU WM CEPYMHHU
MIPOTEHHHM € TI0-HUCKO, ChOTBETHO OT 0,7 1 7,2% 3a KoHILeHTpalusa Ha TeHodoBup B rpanuiure 0,01 10
25 pg/ml.

Buorpanchopmarus

MeTabonu3MbT Ha EeMTPULMTA0HH € orpannieH. buotpancopmanusaTa Ha eMTPUIUTAOWH BKIIIOYBA
OKCHJIAIINS Ha THOJIOBaTa rpyna jo 3'-cyndokcumau quactepomep (mpubmmsnutenrHo 9% ot no3ara) u
KOHIOTHPaHe C MIIOKYpPOHOBa KucenrHa 10 2'-O-rimokyponun (mpubmumsutenno 4% ot nosata). In vitro
NPOYYBaHUS ca YCTAHOBHIIH, Y€ HUTO TEHO(OBUP JTU3OMPOKCHI, HUTO TeHO(OBHP ca CyOCTpaTH 3a
CYP450 ensumure. Huto emTpurmrabut, HUTO TeHO(MOBUP HHXHOHpAT iN Vitro JekapcTBeHns
MeTaboIN3bM, OCHIIECTBEH OT OCHOBHUTE M30(popmu Ha yoBemkus CYP450, Brirouenu B
ounotpanchopmanusTa Ha JekapcTBara. ChII0 Taka EMTPULUTA0ONH HE HHXUOUpa ypUINH-5'-
IuQochorIoKypoHuI TpaHcdepasara, €H3UM, OTTOBAPSI 3a INIIOKYPOHUPAHETO.
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Enumunupane

EmTpunnTabuH ce eKCKpeTHpa OCHOBHO OT ObOpeLuTe KaTo Isi1aTa IpUIokKeHa J103a Ce OTKPHBA B
ypuHata (mpubnusutento 86%) u dhexanuute (mpudnuzutenHo 14%).

Tpunazmecer nponeHTa ot o0ImaTa 103a eMTPUIMTA0NH Ce OTKPHBA B ypHHATa KaTO TPH META0O0IHTA.
CHCTEMHUST KIIMPBHC Ha eMTpuLuTadbuH ¢ cpearo 307 ml/min. Ciex nepopaaiHo IpUIOKEHHE,
SIMMUHALUOHHUSAT TOIYKUBOT Ha eMTpUINTaOuH e npubausurenHo 10 yaca.

TeHodoBUp ce eKCKpeTHpa MPEJUMHO OT OBOpennTe Ype3 GUITpairs U aKTUBEH TyOYJIeH TPaHCIIOPT,
kato okoso 70-80% oT mpuiiokeHaTa HHTPaBEHO3HO J103a C€ €KCKPETHPa HEIPOMEHEHA C ypHHATa.
Buaumusat kimprHC Ha TeHo(hoBHP € cpeano okoio 307 ml/min. BrOpeuHusT KIMPBHC ce OLeHsIBa Ha
okoJ10 210 ml/min, koeTo HaJBHIIABA TTIOMepyTHaTa GunTpanus. ToBa Mmoka3ea, 4e akTHBHATA TyOyJTHA
CEKpeLys € BaKHa YacT OT eMMMHHUPAaHEeTO Ha TeHohoBup. Clen nepopaiHo NPHIOKEHNE
CIIMMUHALUOHHUAT TOIYKUBOT Ha TeHO(OBUP € okoJo 12 o 18 yaca.

Crapuecka Bbp3pacT

He ca npoBexnanu GpapMakOKUHETUYHU NMPOYYBAHHS 33 EMTPHIUTAOWH WM TeHODOBHP (MPHUIOKEH
KaTo TeHO(OBUP IU30MPOKCHII) IIPU XOpa B CTapuecka Bh3pacT (Hax 65 roauHu).

Tlon
DapMaKOKMHETUKUTE Ha EMTPUITUTAOUH M TEHO(OBUP Ca CXOIHU TPU MBKE U KEHHU.

ETHnuecka npuHaIIEKHOCT

He ca ycTaHoBeHU KIMHUYHO 3HAYMMH Pa3Nu4nsi BbB (PapMaKOKHHETHKATa Ha eMTPUIIUTa0ONH B
3aBUCHMOCT OT €THUYECKATa MPUHAIIC)KHOCT. DapMakOKWHETHKATA HA TCHO(POBHP (IIPIIIOKEH KATO
TEHO(OBUP TU30MPOKCIIT) HE € CHeIU()UIHO MPOyUYeHA MTPY Pa3INIHU €THUICCKH TPYTIH.

[lenuarpuyna nonyJanus

He ca mpoBexnann GpapMakOKHHETHYHH NPOYYBAHUS C EMTPUINTAONH/TEHO()OBHUP AUZOTIPOKCHI IIPU
Jletia ¥ roHomw (Ha BB3pacT moj 18 roguam). @apMakoKHHETHKATa Ha TEHO(POBHP B CTAITMOHAPHO
CBCTOSIHUE € oLeHeHa npH 8§ nHdextupanu ¢ HIV-1 nauuenTn roHomm (Ha B3pact 12 1o < 18 roaunn)
¢ tenecHo Terno > 35 Kg u pu 23 undekrupanu ¢ HIV-1 nena Ha Bb3pact 2 10 < 12 roxuHu.
ITocTurHaTara eKCIO3MLKUS Ha TCHO(GOBHP MPU TE3H MEIUATPUIHH MANNESHTH, TOJIy4YaBalliy IepopaIHi
JHEBHU 1034 TeHO(hOoBUD au3onpokcui 245 mg wim 6,5 mg/kg no makcumainna nosa 245 mg, e 6una
CXOJIHA C EKCTIIO3UIHATA, IOCTUTHATA NIPU Bb3PACcTHH, MOJTYy4aBally 1034 TEHO(OBHUP TU3OMPOKCHIT
245 mg Beaubxk qHEBHO. He ca npoBexxnanu papMakOKHHETHYHH TPOYYBaHUS ¢ TEHOQOBUD
JU30IIPOKCHII TIPH JIela IO 2 TOJUHU.

Haii-o0mmo, papmMakokuHeTHKaTa HA EMTPULIMTAOMH MPH KbpMaveTa, AeLa 1 IOHOIIHN (Bb3pacT OT

4 mecerna 10 18 ToquHM) € CXOHA € Ta3u MPH BH3PACTHH.

Ouaksa ce hapMaKOKMHETUKATa HA EMTPULIMTAONH U TeHOPOBUD (IPUIIOKEH KaTO TEHO(POBUD
JU30TIPOKCHIT) Na € cxoaHa nipu nHpektupanu ¢ HIV-1 u HenH(pekTHpaHu IOHOIIH B3 OCHOBA Ha
CXOJIHUTE EKCTIO3UIMH Ha eMTPUIIUTA0WH 1 TeHOQoBUp Npu uHpekTupanu ¢ HIV-1 oHomu u
BB3PACTHH, KAKTO ¥ HA CXOAHUTE €KCIIO3ULIMU HA eMTPULIUTA0NH U TeHO()OBUP NMPHU UHPEKTUPAHU C
HIV-1 u sHenndexTrpann Bb3pacTHH.

Bu0peuno yBpexaane

Vma orpanndenn ¢papMakOKHHETHYHH JaHHH 332 EMTPULUTAONH U TEHO(DOBUP, PUIOKCHU
€THOBPEMEHHO KaTO OTAEHH JIEKAPCTBEHHU MPOTYKTH WM KaToO eMTPUIIMTa0NH/TeHO()OBHD
JU30IPOKCHUII TP YYACTHULH ¢ OBOpeuHo yBpexkaane. ©apMaKOKWHETHYHUTE MApaMEeTPH OCHOBHO ca
OWIM yCTaHOBEHHU Clle]] MpujlaraHe Ha eAHOKpaTHH 1034 eMTpunutadun 200 mg nnu TeHooBup
nu3onpokcui 245 mg npu yuactHunu, HemHpekTupanu ¢ HIV ¢ pasnuuHo no creneH 0b0pedHo
yBpexaane. CteneHTa Ha ObOPEYHOTO YBpEXKIaHE € ONpeAeIeHa B 3aBUCUMOCT OT U3XOJHUS
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kpearnanHoB knupbHE (CrCl - creatinine clearance) (mopmanua 666peuna ¢yukius CrCl > 80 ml/min;
nexo yspexxaane CrCl =50 - 79 ml/min; ymepeno yepexaane CrCl = 30 - 49 ml/min u TexKo
yBpexxaane CrCl = 10 - 29 ml/min).

Cpennara croitHocT (% CV — BapuanuoneH KoeHUIneHT) Ha eKCIIO3UIINS Ha eMTPHUIINTAONH ce €
nosumia ot 12 (25%) pgeh/ml npu y4gactauim ¢ HopMaiHa 6b0pedna GpyHkius, cboTBeTHO 10 20
(6%) pgeh/ml, 25 (23%) pgeh/ml u 34 (6%) pgeh/ml npu yyacTHHIM € JIEKO, yMEPEHO U TEKKO
OBOpEeYHO yBpEXKIaHE.

Cpennata croiiHocT (% CV) Ha ekcrio3unus Ha TeHo(hoBup ce e nosuimia ot 2 185 (12%) ngeh/ml npu
YUYaCTHHIM C HOpMaiHa ObOpeuHa GyHKIwms, choTBeTHO 10 3 064 (30%) ngeh/ml, 6 009 (42%) ngeh/ml
u 15 985 (45%) ngeh/ml npu y4aCTHHUIM C JIEKO, YMEPEHO M TEKKO OBOPEUHO YBpEXKIaHE.

[loBuIIEHUAT 1O30B HHTEPBAI HAa EMTPULUTAOUH/TeHOPOBUP AU30NPOKCHI pu HHpekTupanu ¢ HIV-1
HALUEHTH C yMepeHo ObOpedHo yBpeKJaHe ce 0UaKBa 1a AOBEJE 10 M0-BUCOKH IMKOBHU IIa3MEHH
KOHIICHTpAIMY ¥ Mo-Hicku Cmin HUBA B CPABHEHUE C YYACTHHIIUTE C HOpMalIHA ObOpedHa (hYHKITUS.

[pu yyactHunum ¢ KpaeH ctaauii Ha 660peuna HegoctarbuHoct (KCBH), npu kouto ce Hanara
XEMOJIMaJIN3a, CKCIIOHWPAHETO Ha BEIIECTBATA 3HAUUTEIIHO CE€ € MOBUIIUIIO B TIEPUOJIA MEKITY
oTenHuTe quanu3au ceancu 10 53 (19%) pgeh/ml 3a emrpurrabun B pamkute Ha 72 4aca u jo 42 857
(29%) ngeh/ml 3a TenooBup B pamkuTe Ha 48 yaca.

IIpoBeneHo € ManKo KIMHUYHO MPOYYBAHE 32 OIICHKA Ha 0€30MaCHOCTTA, AHTUBUPYCHATA AKTHBHOCT U
(hapMakOKHMHETHKATa Ha TCHO(POBUP JU3OMPOKCHI B KOMOWHAINSA C EMTPUIIMTAOWH TPH UHPEKTUPAHU C
HIV yuactauiu ¢ 660peuno yBpexaane. [loarpynara y4acTHUIM ¢ U3XOJICH KPEATUHUHOB KIMPBHC
Mexay 50 u 60 ml/min, noy4yaBainy eIHOKpaTHA JHEBHA /1033, Ca UMaJH 2 10 4 I'bTH [TOBUIIIABAHE HA
EKCITO3UINATA Ha TeHO(OBHP U BIIOIIABaHEe HAa ObOpedYHaTa (yHKITHSL.

Hsma mpoyuBanust 3a papMakOKHHETHKATa HA eMTPULIUTA0NH U TeHO(OBUD (PUIIOKEH KAaTO
TeHO(OBUP TU3OMPOKCHIT) IPH TETUATPUIHH TTAIIMEHTH ¢ OBOpedHOo yBpekaane. JInmcBaT naHHu, Bb3

OCHOBA Ha KOWTO Ja ObJIaT HAIpaBeHH MPETOPHKH 3a Ao3upane (Bk. Touku 4.2 u 4.4).

YepHOApOOHO YBpEKIAHE

Hsma mpoyuBanus 3a papMakOKHHETHKATA HA €MTPHIUTA0MH/TEHO(MOBUP JU3OMPOKCHI TIPH YIACTHUIIH
C YepHOAPOOHO YBPEKIAHE.

dapMaKOKMHETHKATa HA eMTPULUTA0NH Npu HenHpekTupanu ¢ HBV manuenTu ¢ pazinuyHa cTeneH Ha
4epHOIpOOHA HEJOCTaTHYHOCT He € mpoydeHa. Hali-o0mo hapMakoKMHETHKATa Ha eMTPULUTAONH IPU
nauueHTH, nHdextupanu ¢ HBV, e cxonna ¢ Tasu npu 3apasu 1 npu uaextupanu ¢ HIV nanuenTw.

IIpn yuactaumm HenHdextupanu ¢ HIV, HO ¢ paznuyHO 10 cTeneH 4epHOoIpOOHO YBpEXKIaHe,
ompeeneHo 1o knacudukanusata Ha Child-Pugh-Turcotte (CPT), e 6una npuitokeHa eIHOKpATHA 1032
ot 245 mg teHodoBup au3onpokcui. He ca yctaHOBeHH ChIIECTBEHH IPOMEHH BHB
(bapMakoKHHETHKATa Ha TCHO(OBUD NPH MAIUEHTUTE C YEPHOAPOOHO yBpPEkKAaHEe, KOSTO MpPE/Ioara,
ye MpH TaKMBa MHIUBUIN HE c€ Haylara agantupane Ha no3ata. Cpeanute croiiHocTH (% CV) 3a Chax 1
AUC,_ ., 3a TeHO(oBHUp ca OMIH NTPY HOPMAIHU HHAMBUAM ChOTBETHO 223 (34,8%) ng/ml u 2 050
(50,8%) ngeh/ml, cpaBueHo ¢ 289 (46,0%) ng/ml u 2 310 (43,5%) ngeh/ml npu yyacTHUIM C yMEPEHO
yepHoIpoOHO yBpexaane u 305 (24,8%) ng/ml u 2 740 (44,0%) ngeh/ml npu y4acTHHIIU C TEKKO
4epHOIPOOHO YBPEKIaHE.

5.3 IpeakJUHNYHA TaHHH 32 6€30MACHOCT

EmTpurnrabun

HexnuangHATE JaHHYW 33 EMTPUIINTA0MH HE TIOKa3BaT 0COOCH PHCK 3a Xopa Ha 0aszara Ha
KOHBEHITMOHATHUTE (PapMaKOJIOTHYHY ITPOYYBaHUs 32 0€30MaCHOCT, TOKCUYHOCT IIPU MHOTOKPATHO
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nmpujiaraHe, TCHOTOKCUYHOCT, KAPIUUHOTICHEH IMOTCHI AT XU PEIIPOAYKTHUBHA TOKCUYHOCT U TOKCUYHOCT
3a Pa3BUTUCTO.

TCHO(bOBI/ID JAHU30IPOKCHUIT

Hexnuanunute (papMakoJoruyHy MIPOYUIBaHUSA 3a O€30IIaCHOCT 3a TEHO(OBUP AU30IPOKCUI HE
MOKa3BaT 0COOCH PHCK 3a Xopa. Pesynrarure oT M3MUTBaHUATA 32 TOKCUYHOCT IPH MHOTOKPATHO
IIPHUJIATaHe TP IIbXOBE, KydeTa U MaliMyHH IIPH HABA HAa €KCIIO3HIUSA, I0-TOJIEMHU WM PABHU HA
HHBATa Ha KJIMHUYHA EKCIIO3ULIUA U C Bb3MOXKHO 3HAUEHHE 3a KJIMHUYHATA ynoTpe0a, BKIOYBAT
TOKCHYHOCT 32 OBOpennTe u KOCTUTE U MMOH)KaBaHE HA CEPYMHHUTE KOHIEHTpaLuu Ha (ocdartute.
TokcH4HOCTTA 32 KOCTUTE € TMarHOCTHLIHPaHa KaTo ocTeoMananus (mpu MaiiMyHu) 1 HamaneHa KMIT
(pu TuTEXOBE M Ky4eTa). TOKCHYHOCTTa 32 KOCTHTE TPU MIIaJH Bb3PACTHH IUTHXOBE U KyUeTa ce €
NPOSIBUJIA TIPHU €KCTIO3UIUH > 5- BT €KCIO3UIUUTE MPH NIeIUaTPUYHH WIK Bb3PACTHU ITALlUCHTH;
TOKCHYHOCT 32 KOCTUTE C€ € MPOSABMIA NPpU HHOEKTUPAHU MalIMyHH B IOHOIIECKA Bb3pacT IPHU MHOTO
BUCOKH €KCIIO3UIIMH CJIEJT TIOJIKOKHO TpHitoxkeHne (> 40-rbTH eKCIIO3UIHATA TIPH MAIIUEHTH).
PesynraruTe OT npoy4BaHHATA C IIIHXOBE U MaMYyHHU TIOKa3BaT, Y€ UMa HamMaJieHa MHTECTHHATHA
abcopbuus Ha PpochaT U eBeHTyanHa BropuuHa peaykius Ha KMII, cBbp3anu cbCc chCTaBKUTE.

Ipoy4BaHHsATa 32 TEHOTOKCHYHOCT MTOKA3BAT MMOJIOKUTEIHN PE3YJITATH MPH iN VItro TecTa ¢ MU
AUM(OMHH KIICTKH, HEETHO3HAYHH PE3YJITATH IPH SI1H OT I[AMOBETE, U3MOJ3BaHH B TecTa Ha EiiMc n
cnabo mosoxkutenHu pesynaratu npu eaud UDS (unscheduled DNA synthesis — cunresa na JIHK u3BbH
S-(hazara) TeCT BBPXY MbPBUYHU XEMATOIUTH OT MIBX. ToM e 0w, 00aye, oTpUIaTeseH IpH in Vivo
MHKPOHYKJICAPeH TECT Ha MHIINA KOCTEH MO3bK.

IIpoyuBaHusTa 32 KaHIIEPOTEHHOCT € MEPOPATHO MPUIIOKEHHE MPU TUTHXOBE U MUIIIKY MIOKa3BaT CaMo
HUCKa 4eCTOTa Ha TyOJCHATHU TYMOPH MPU M3KIIIOUYUTETHO BUCOKA /1032 IIPH MUIIKHA. Majko BEpOSITHO
€ Te3W TYMOPH Jia ca OT 3Ha4eHHE MPHU XOopa.

IIpoyuBaHus 3a penpoayKTHBHA TOKCHYHOCT MPH TUIXOBE M 3aMIIM HE MOKa3BaT e()eKT BHPXY
yuTOCBaHETO, PepPTUIHTETA, OPEMEHHOCTTA HITH IMapaMeTpHUTe Ha 1ioa. TeHo(poBUp TU30MPOKCHI,
obade, € HAMAJIWII HHAEKCa Ha KM3HEHOCTTA U TeJIECHaTa Maca Ha KyTpeTara Iy poy4BaHe 3a IMepu- U
MOCTaHaTaJIHA TOKCHYHOCT NPY TOKCHUYHH 32 MaiKarta JI03H.

KoMmOuHaIms 0T eMTpUIIMTA0ONH U TEHO(GOBUP JU30IPOKCHUII

M3nuTBanus 3a TeHOTOKCUYHOCT X TOKCHYHOCT IIpY MHOT'OKPATHO IIpujIaraHe B IPOABIXKCHHUE HAa €AVH
MECEI NI ITO-MAJIKO C KOM6I/IH3LII/I}I OT TC3HU JABC CbCTABKH HC IIOKA3BaT BJIOIIABAaHC HA
TOKCHUKOJIOTHYHUTEC e(l)eKTI/I B CpaBHCHUC C ABCTC CbCTABKU IMOOTACIHO.

6. DAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk HAa NIOMOIIHHUTE BELIeCTBA

Slnpo Ha TabneTkaTa

MukpokpucTaiHa 1eiyno3a
Kpockapmenosa Hatpuit

Tank

XuapohoOeH KOJOUICH CUITHIIUEB JHUOKCHT
Marnesues creapar

DuIMOBO MOKPUTHE

TlonmMBUHUIOB AJIKOXOJT

TuTaHoB TMOKCH]T

Makporon

Tank

Wunurokapmun amymunues jak (E 132)
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6.2 HecbBMecTHMOCTH
Henpunoxumo
6.3 Cpok Ha roaHocT

2 TOIMHA
Cren mbpBOHAYAIHO OTBApsIHE Ja ce chxpansBa moy 30°C.

6.4 CrneuuaJHM ycJI0BHUS HA CbXpaHeHUe

To3u ekapcTBEH MPOAYKT HE M3UCKBA CICHUAIHI TEMIIEPaTypHH yCIOBUS Ha cbxpaHenue. Jla ce
ChXpaHsIBa B OpUTMHAIIHATA ONIAKOBKA, 3a JIa c€ MpeAra3y OT Biara.

3a ycloBuUsATa Ha ChXpaHEHHE CIIE/l TbPBOHAYAIHO OTBapSIHE HA JIGKAPCTBEHUS MPOILYKT BUKTE TOUKA
6.3.

6.5 Bwuau chabp:kaHue HA OMAKOBKaTa

Bytunka ot nonuernien ¢ Bucoka mibTHOcT (HDPE), che 3ammreHa ot gena noJMnponuieHoBa
Kara4yka ¥ HHAYKIIMOHHO 3aredaTBaHe (C aryMHUHHEBO Goino), chabpkamia 30 hunMmupaHu TadIeTK U
CUJIMKareln 3a norireinade Ha Bnarata (B HDPE omakoBka).

[Ipennarar ce ciieAHUTE OMAKOBKU!

Kapronenu kytun, cpappkaiu 1 6ytunka ¢ 30 punMupanu TabaeTKu ¥ KAPTOHEHU KYTUH, ChIbPIKAIIH
90 (3 6yTunku o 30) pramMupanu TabIETKH.

He Bcuuku BUIOBE ONaKOBKH MOrat Aa ObAaT IMyCHATH B IIpoaaxoa.

6.6 CrhenuajaHu NpeIna3Hu MePKHU NMPH U3XBHPJIsiHEe U padoTa

Hewusnon3sanusr JICKAPCTBCH MPOAYKT WIN OTHAABYHUTC MAaTCPpUAJIU OT HETO Tp516Ba Aa CC U3XBBPJIAT B
CbOTBCTCTBHUC C MCCTHUTC N3HMCKBAHUA.

ByTI/IJ'IKI/ITe CC OTBApAT YpPE3 HATUCK HAJO0JIY Ha 3allIUTCHATA OT ACHA KalladyKa U 3aBbPTAHC O6paTHO Ha

JaCOBHHMKOBATa CTPEJIKA.

7. INPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

Zentiva, k.s.

U Kabelovny 130

102 37 Prague 10

Yemka pemyOnmka

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/16/1148/001

EU/1/16/1148/002

9. JATA HA ITbPBO PABPEINIABAHE/ITIOJHOBABAHE HA PASPEHLIEHUETO 3A
YIIOTPEBA

[aTta Ha iepBO pa3pemaBane: 9 HoemBpu 2016 T.
Jlara Ha nocieaHo nogHoBsBaHe: 16 romm 2021 r.
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10. [JATA HA AKTYAJIU3UPAHE HA TEKCTA

IToapoOHa uHOpMaLKs 3a TO3M JICKAPCTBEH IMPOAYKT € IMPeI0CTaBeHa Ha yeOcalita Ha EBponeiickara
areHIws 1o JiekapcraaTa https://www.ema.europa.eu.
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INPUJIOKEHHUE 11

MMPOU3BOUTEJ (M), OTTOBOPEH(HU) 3A OCBOBOKJABAHE HA
MAPTUIU

YCJIOBUA NN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

APYI'N YCJIOBUA U UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUA NN OTPAHUYEHUS 3A BE3OITACHA 1 E@OEKTUBHA
YHOTPEBA HA JIEKAPCTBEHUA ITPOAYKT
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A.  NIPOU3BOIUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOXJIABAHE HA ITAPTUIU

Nme n aapec Ha HDOI/IBBOI[I/ITCJ'I}I( I/ITC), OTFOBODCH(HI/I) 3a OCB060)K}_'[aBaHe Ha MMapTUANUTC
S.C. Zentiva S.A.
50 Theodor Pallady Blvd.

Bucharest 032266
PymbHus

b. YCJI0OBHMA NWIN OIT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHHUSAT MPOYKT C€ OTITyCKa IO OTPaHUIEHO JieKapcko nmpeanucanne (Bx. [punoxenwne I:
Kparka xapakrepucTuka Ha IpoayKTa, Touka 4.2).

B. JAPYI'UM YCJIOBUSI U UBUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJu3npaHu aokjaanau 3a 6ezonacuoct (IIAIB)

WznckBanmsrta 3a nonasane Ha [IAJIb 3a To3u slekapcTBEH MPOAYKT ca MOCOUYEHH B CIIMCHKA C
pedepentHute natu Ha EBponerickus cpio3 (EURD cnucek), npeasuaes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIE/IBAIH aKTyaJIM3allH, TTyOJIUKYBaHH Ha €BPOICHCKHS
yeOmnopTain 3a JeKapcTBa.

. YCJI0OBUs NI OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TIPOAYKT

. Ilnau 3a ynpaJjenue Ha pucka (ITYP)

IMputexarenst Ha pasperieHreTo 3a ynorpeda (ITPY) tpsOBa 1a U3BBPIIBA H3UCKBAHUTE ACHHOCTH U
JIeCTBUS, CBbP3aHU C TPOCiIesiBaHe Ha JIeKapcTBeHaTa 6e301acHOCT, mocoueHu B 000penus [1YP,
npezactaBed B Moayn 1.8.2 Ha Pa3pemennero 3a ynorpeda, KakTo ¥ MPpYU BCHYKHU CIIeIBAIIN
ChIVIACYBaHU aKkTyanusauuu Ha [TYP.

Axtyanmsupas [TVP tpa6Ba na ce mopasa:

. 10 UcKaHe Ha EBporelickaTa areHuus o JIEKapcTBaTa;

. BHHAru, KOraTo ce U3MeHs CUCTeMaTa 3a YIIPaBJIeHUE Ha PUCKa, 0COOEHO B pe3yiTar Ha
nojy4aBaHe Ha HOBa HH(POPMALHUS, KOSITO MOXKE /1a I0BeJIe 10 3HAYHMH MPOMEHH B
CHOTHOILEHUETO MOJI3a/PUCK, WK CIIE JOCTUT'AaHE HAa BaXKEH eTall (BbB BPb3Ka € IPOCIeIsIBaHe
Ha JIeKapCTBeHaTa 0€3011aCHOCT WM CBEXIaHE Ha PUCKA 10 MUHUMYM).

® I[OH"[)JIHHTCJ'IHI/I MEPKH 32 CBCKAaHE HA PUCKA 10 MUHUMYM

[Ipurexarensat Ha pa3pemenuero 3a ynorpeda ([IPY) me rapantupa, ye BCUYKH JieKapu, KOUTO CE
OuaKBa Jia MpeAnucBat/usnoi3par EMmrpururadun/TenodoBup nu3onpokcui Zentiva npy Bb3pacTHU H
FOHOIIY 32 Tpeaekcno3uimonna npodmiraktuka (ITpEIT), ca cHabmenu ¢ maker 3a 00ydeHHe Ha JIEKapH,
chIbpkant Kparkara xapakTepucTrka Ha MPOIYKTA U MOIXOAsIIa 00yduTeHa Oponrypa, KakTo e
OTIMCAHO MO-APOOHO MO-0TY

. OO6yuurenna 6pomrypa ,,IIpEIT” 3a npennucBamuTe, o3ariaBeHa ‘BaxHa nHbopMaIys 3a
Oe3omacHoCT, peIHa3HayeHa 3a npennucammte Emtpunnradbun/Tenodosup auzonpokcut
Zentiva, oTHOCHO ynotpe6ara Ha EMTpunnradun/TenodoBup auzonpokcun Zentiva 3a
MoKa3aHueTo ,,[Ipeaexkcrnosuiinonna npodunakruka (IpEIT)”.

o Kontpomnen muct ,,IIpEIT”3a npeanucammre
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OO6yuurenna 6pomrypa ,,[IpEIT” 3a muaAMBHAA B pUCK, O3aTIaBeHa ,,BakHa mHpOpMAIUs 3a
Emtpuniutadun/TeHodhoBup Au30npokcui Zentiva 3a HamallsBaHE Ha PUCKa OT MOJIy4aBaHe Ha
MHQEKIHA ¢ YoBemKH uMyHoaeduuuren supyc (HIV)”

Hanowmusama xapra ,, IIpEIT”

Oo0yunTenna 6pomypa ,,IIpEIl” 3a npennucBammure:

Hanomusiae Ha kimtouoBara nH(popManus 3a 6€30macHOCT OTHOCHO yHoTpebaTta Ha
Emtpuninradun/Tenodosup nuzomnpokcun Zentiva 3a [IpEIT nmpu Bb3pacTHU 1 FOHOIIH
Hanowmusiae Ha akTopuTte, KOUTO MOMarar 3a WJIeHTHHUIIPAHE Ha UHJIUBUIIUTE C BUCOK PUCK OT
npunobusane Ha HIV-1

Hanowmusize Ha prcka oT pa3BUTHE Ha JIeKapcTBeHa pesucrteHTHocT Ha HIV-1 npu
HeAnarHoctuipanu, nadpexrupanu ¢ HIV-1 uaausuan

[Ipenocrass nHpopMaLus 3a NpuAbpKaHe KbM CXeMaTa Ha JieueHue, u3ciensanusra 3a HIV,
0b0peunus, koctHust © HBV craryc.

KonTposen aucr ,,IIpEII” 3a npennucBamure:

Hamomasams 3a OHCHKHTC/HaBaHe Ha CBbBCTH IIPU ITbPBOHAYAIHATA BU3WUTA U I10 BpEMC Ha
IMPOCJICAABAHCTO.

OO0yuurtenna opoumrypa ,,IIpEII” 3a nHAuBHIA B PUCK (2 ce MPeOCTABA OT MeAULNHCKHUS
cnenuaaunct (MC):

HanmomusiHus 32 ToBa KakBo TpsiOBa /1a 3Hae MHIWBUIBT, IPEAU U [0 BpeMe Ha IIpueMa Ha
Emrpunmrabun/TenohoBup an3onpokcmi Zentiva 3a HaMaJsiBaHe Ha PHCKa OT HOJTydaBaHe Ha
HIV undexmus

HamomHsiHe Ha Ba)KHOCTTa Ha CTPUKTHOTO MPUABPIKAHE KbM MPEMOPbUMTEIHATA CXeMa Ha
npuiarase

[IpenocTass na(DopMaIus kKak Aa ce npuema EMrpunntadbun/TenodoBup quzonpokcun Zentiva
[penocrass nHGOpMAaLUs 32 BB3MOXKHATE HEXKETAHU PEAKIHN

[MpenocTaBs nHPOpMAaIHs Kak Aa ce chbxpansBa EMtpunuradbun/TenopoBup AU30npoKCHII
Zentiva

Hanmomusima kapra 3a IIpEIl 3a naauBuaa B puck (1a ce npexocrass ot MC):

HanomusiHus 3a IMPpUABPIKAHC KbM CXEMaATa Ha Ipujiarale
HamomnsiHe 3a cna3BaHe Ha TJIaHUPAaHUTE KIMHUYHU BU3SUTH.
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MNPUJIOKEHHE |11

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUUYHATA OITAKOBKA U ITbPBUYHATA
OITAKOBKA

JAHHU BBPXY BYTUJIKATA U KAPTOHEHATA OITAKOBKA /

‘ 1. NME HA JJEKAPCTBEHUA ITPOAYKT

Emrpunnradun/Tenodosup ausonpokcun Zentiva 200 mg/245 mg ¢punmupanu TabIeTKu
eMTpHLUUTA0WH/TeHO()OBUP TU30TPOKCHUIT

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska ¢punmupana tabnerka cpappika 200 mg eMTpuunTaOuH 1 245 Mg TeHOPOBUP AUZOTPOKCHIT
(exBuBaneHTHH Ha 291,5 mg TeHodoBup AM3onporcui Gocdar unu 136 mg renodosup).

‘ 3. CIIUCBK HA ITIOMOIIHUTE BEILIECTBA

‘ 4, JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

®dunMupana TadaeTKa

30 ¢unmupanu TabIETKH
90 (3 6ytuiku ¢ o 30) hunMHupaHu TabIeTKH

‘ 5. HAYUH HA ITPUJIOKEHUE U I'bT(MIIA) HA BBBEXKXJIAHE

TlepopanHo npuiioxeHue
IIpenu ynoTtpeba npoyerere INCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEHUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:
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‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla ce cpXpaHsiBa B OpUTHHAIHATA OMAKOBKA, 32 J1a Ce MPE/a3H OT Biara.
Crenn mbpBOHAYATHO OTBApsIHE Ja ce chxpansBa mox 30°C.

10. CHELHUAJIHU ITPEANTASHU MEPKHU INPU U3XBBPJISAHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME 1 AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Zentiva, k.s.

U Kabelovny 130
102 37 Prague 10
Yemka peryOimka

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/16/1148/001 30 ¢hunmupasu TabaeTKH
EU/1/16/1148/002 90 (3x30) ¢unmupanu TabIeTKu

13. TAPTHUJAEH HOMEP

ITaptunen Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

Emrpunnradun/Tenodosup musonpokcui Zentiva [camo BbpXy BTOPHYHATA OITAKOBKA]

‘ 17.  YHUKAJIEH WIEHTUH®UKATOP — IBYU3MEPEH BAPKO/|

JIByr3MepeH 0apKojI ¢ BKIFOUCH YHUKAJICH HACHTH(UKATOP. [caMO BbPXY BTOpUYHATA OTAKOBKa]

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC [camo0 BBEpXY BTOpHUYHATa OMAKOBKA]
SN [camo BbpXY BTOpHYHATA OMAKOBKa]
NN [camo BbpXy BTOpHUYHATA OMAKOBKa]
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b. IHCTOBKA
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JlncroBka: undopmanus 3a norpeduTeNs

Emrpummnradun/Tenodosup nuzonpoxcena Zentiva 200 mg/245 mg ¢puamupanu TadaeTkn

eMTpUIUTa0MH/TeHO()OBUP TU30TPOKCUIT
(emtricitabine/tenofovir disoproxil)

HqueTeTe BHUMATEJIHO LslJIaTa JIMCTOBKA, IIPEIM Aa 3alI0OYHETE 1a rpueMaTe ToBa
JIEKapCTBO, Thil KaTO TH CbABbPiKa BakHa 3a Bac I/IH(l)OpMaIII/lﬂ.

3ama3ere Ta3u IMCTOBKA. Moke Jla C€ HAJIOXKH 1a A IMPOYETETE OTHOBO.

Axo0 nmaTte HIKaKBU AOI'BJIHUTCIIHA BBIIPOCH, nonuTanTe Bamms JICKap Wi q)apMaueBT.

Topa JICKApCTBO € NpCANNCAHO JIMYHO Ha Bac. He ro HpeOTCTLHBaﬁTe Ha Apyru xopa. To moxe
Ja UM HaBp€an, HE3aBUCUMO Y€ ITPU3HAINUTE HA TAXHOTO 3a00JIgBaHe ca CBIINUTEC KAaTO Bammure.
Axo MOJIYYUTC HAKAKBU HCXKCIIAHU PCAKIIUU, YBEAOMCTC Bamms JICKap Wi (l)apMaI_ICBT. Toga
BKJIFOYBAa U BCUYKHU Bb3MOXXHH HCIKCIAaHU PCAKIINHU, HCOIMTMCAHU B Ta3U JINCTOBKA. Bmxre Touka 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKA

SN E

Kakso npescrasisBa Emtpuitnradbun/TeHodoBup qu3onpokcui Zentiva u 3a KakBo ce W3M0JI3Ba
KaxkBo TpsiOBa na 3Haete, npenu na npuemere EmTpunuradun/TeHodosup musonpokcun Zentiva
Kak na npuemare Emrpururabun/TernodoBup au3onpokcui Zentiva

BB3MOKHU HEXENIaHN PEaKIuH

Kak na cpxpansBate EMTpunntadun/TenopoBup auzonpokcun Zentiva

ChIpprkaHre Ha OTIAKOBKATA U TOMBIHUTEIHA HHPOPMANUs

Kaxkso npeacraBiasasa EmTpunutradun/Tenogosup nusonpokceni Zentiva u 3a KakBo ce
U310J13Ba

Emtpunutadun/TenodoBup auzonpoxcui Zentiva cbAbpKa IBe aAKTHBHU CbCTABKH,
emmpuyumabun 1 mernoghosup ouzonpoxcun. VI nBete mpeCcTaBIsIBaT aHmMupemposupyCcHu JIeKapcTBa,
KOWTO C€ M3MOI3BaT 3a JieueHne Ha nHpeknns ¢ XVB. EmTpuiiutabuH e Hykieo3uden unxubumop Ha
0OpamHama mpancKpunmasa, a TCHOPOBUP HYKACOMUOEH UHXUOUMOP HA 0OpamHama
mparnckpunmasa. Q6o neete rpynu ca no3naru kato HUOT u aeiictBat upe3 HapymaBaHe
HOPMAJTHOTO JAEWCTBHE Ha €AMH €H3UM (00paTHa TPaHCKPHUIITa3a), KOMTO € OT ChIIIECTBEHO 3HAYCHHE 3a
CaMOBB3IPOM3BEKAAHETO HA BUPYCA.

Emtpunuradun/TenodoBup au3onpoxcuii Zentiva ce u3mos3Ba 3a jJedyeHue Ha WHpeKIus ¢
yoBemkus umyHonepuuuted Bupyc tun I (XUB-1), npu Bb3pacTHm.

HN3non3sa ce u 3a jeyenue Ha XU B npu ronomm Ha BB3pact ot 12 10 nox 18 rogunu, ¢
TerJ10 Haii-Masko 35 Kg, iexyBanu npenu ¢ apyru jgekapctsa 3a XMB, kouto Beue He ca
e(heKTHBHH, WU ca MPEeIN3BUKAIIN HEYKETaH PEeaKIINH.

. 3a neyenne Ha nHpexuus ¢ XMB Emtpuuntadun/Tenodosup nuzonpokcun Zentiva
BUHAry Tpsi0Ba J1a ce mpuiiara 3aeiHo C IPyTH JIEKapCTBa.
. Emrpunurabun/Tenohosup ausonpokcun Zentiva Moske 1a ce Ipuiiara BMeCTo

CMTpI/I]_[I/ITa6I/IH n TeHO(l)OBI/Ip JAU30IPOKCUII, U3TTOJI3BAHU IMOOTACTIHO B CHIIUTE JO3U.

ToBa sexkapcTBO He BOAM 10 u3jekyBaHe Ha XUB undexuusrTa. Jlokato npuemare
Emtpuiutadun/Tenodorup au3onpokcui Zentiva, mpu Bac Bce oie Moxe 1a ce pa3BUAT HHPEKIUH
WM Apyru 00necTH, CBbp3anu ¢ nHpeknuara ¢ X1B.
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. Emtpunntadun/Tenoposup auzonpokcuia Zentiva ce n3noJi3pa 4 3a HaMajIABaHe HA PUCKA
oT nosyyaBaHe Ha uHpexknus ¢ XUB-1 npu Bb3pacTHU U IOHOIIN HA Bb3pacT oT 12 10 noa

18 ronunm, ¢ Ter;ao Haii-maako 35 Kg, korato ce nprema exXeIHEBHO, 3a¢THO C T0-0e30IacHA
CEKCyaJIHU MPaKTUKU:

Bwxkre TouKa 2 3a CIIMCHK € MPEANa3HH MEPKHU, KOUTO TpsiOBa aa ce B3eMaT cpeiny nadekius ¢ XVB.

2. KaxkBo TpsiOBa 1a 3HaeTe, npeau 1a npueMere EMTpuunTadun/TenodgoBup 1u3onpoxkcui
Zentiva

He npuemaiite EMTpunuradun/TenogoBup quszonpoxcun Zentiva 3a nedenne Ha XUB nin 3a

HaMaJIABaHe HA PUCKa OT 3apa3sBaHe ¢ XUB,

. aKo cTe aJepru4Hu KbM eMTPULUTAONH, TCHOGOBUP, TECHOPOBUP AM3OMPOKCHI WX KbM HAKOS
OT OCTaHAJHTE ChCTABKH Ha TOBA JIEKapcTBO (M30pOEHH B TOUKa 6).

- AKO TOBa ce 0THacH 3a Bac, He3a0aBHO yYBEaAOMETE Bamus JeKap.

IIpenn na npuemere EMTpuumnTadun/Tenogosup auzonpoxcuna Zentiva 3a HaMaJsiBaHe HA PUCKa
ot 3apa3siBane ¢ X1UB:

Emtpunntadun/TenodoBup nu3onpokcun Zentiva MoXke caMo Jja MIOMOTHE 3a HaMmaslsiBaHe Ha Bamms
puck ot 3apa3siBane ¢ XVIB, npeau na cte nadekTupany.

. TpsoBa na cre XUB orpnnaTe/Hu mpean 1a 3ano4HeTe Ja MpueMare
EmTpunutadun/Tenodosup nuzonpokcui Zentiva, 3a 1a ce HAMAJIM PHCKA OT 3apa3siBaHe C
XMUB. Tpsa6Ba 1a Bu Obae HanpaBeH TeCT, 3a J1a € CUTYPHO, Y€ BCE Olle HIMaTe MHQEKIHSI ¢
XUB. He npuemaiite EMmTpuniutadus/TeHohoBHp TU30MPOKCHI Zentiva 3a HaMalsiBaHe Ha
Bamms puck, ako He € TOTBbpAEHO, ue cre XMB orpunarennu. Xopata, kouto umatr X1B,
TpsioBa na nprieMat Emtpunutabun/Tenodosup nu3onpokcui Zentiva B KOMOWHAIINS C PYTH
JIeKapCTBa.

. MHoro TectoBe 3a XU B Mo:ke 1a He MOKAKaT CKOPOIIHAa UHGeKknus. AKO IOTydnTe
TPUITONIOA00HO 3a00JIsIBaHE, TO MOXKE JIa 03HAYaBa, ue HaCKopo cte Omnu uHdpektupanu ¢ XUB.
ToBa Moe aa ca npusHaiy Ha nHpeknus ¢ XM1B:

. YMOPSIEMOCT

. MOBHILIEHA TEMIIEPaTypa

. 0OJIKM B MYCKYJIUTE U CTABUTE

. rjaBo0oJIHe

. MOBPBIIIAHE WIIN JTHAPHSI

. o0puB

. HOIITHU M3HOTSIBAaHUS

. yBeIUYCHH JTUM(HU BH3JIHM HA BpaTa UK B CITA0MHUTE

YBeagomere Bammus Jiekap 3a BCsikO TpUNONog00Ho 3a00/1siBaHe - B Mecella IPex 3all0YBaHeTo Ha
Emtpururadun/TerodoBup au3ompokcni Zentiva WM 10 BCsAKa Bpeme, JOKaTO IpreMare
Emtpururadun/TerodoBup au3omnpokcnn Zentiva.

IIpenynpesxaeHust U MpeanasHu MEPKA

Joxaro npuemate EMTpuuntadnn/TenodoBup nu3onpokcua Zentiva 3a HamasisiBaHe Ha pucKa

ot 3apa3saBaHe ¢ XNUB:

. 3a na HamaJuTe pucka 3a cede cu, npueMaiite EMrpuniutradun/TeHodoBup 1M30MPOKCHIT
Zentiva BceKH [IeH, a He CAMO KOI'aTo cMsTATe, Ye cTe OUJIM U3J102KeHH HA PUCK OT
undexuus ¢ XUB. He nponyckaiite Hukaksu 1o3u EMTpuniuradun/ TeHOGOBUP AU30MPOKCHIT
Zentiva u He cipaiTe npuema My. [IpormyckaneTo Ha 1031 MOKe /1a yBennaH Barmust puck ia
nonyunte nHpekmms ¢ XVB.

. PenoBHo ce uzcineasaiite 3a XIB.
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Ako cmsTare, de cte unpextupanu ¢ XMB, He3abaBHo yBenomeTe Bamus nexap. Moxke na Bu
OblIaT HAIIpaBEHH MTOBEYE U3CIICBAHUS, 32 Jla € CUTYPHO, 4e Bce ome cte XVB orpunarensu.

Camo npuemanero Ha EMTpunntadun/Tenodosup auzonpoxcuia Zentiva Mozke 1a He cipe
3apa3siBaHeTo Bu ¢ XHB.

. Bunaru npaktukyBaiite Oe3omaceH cekc. M3mnon3Baiite mpe3epBaTHBY 3a HaMaJsiBaHE Ha
KOHTAKTa ChC CliepMa, BarMHAJIHH TEYHOCTH UJIH KPbB.

. He cnioaensiite TM4HA BElIH, 110 KOUTO MOXKE J1a ©Ma KPbB HIIM TEJICCHU TEYHOCTH, KaTo
YETKU 32 3601 WM HOXK4YeTa 3a OpbCHEHE.

. He cnogensiite u He N3MON3BaliTe MOBTOPHO WTIIM WIIM IPYTH MPUCTIOCOOTICHHS 32
MOCTaBSHE Ha MHXKCKIIUU WU MPUIIOKEHUE Ha JICKapCTRa.

. Wscnenpaiite ce 3a Ipyru mpenaBaHy 1o MOJIOB BT WHPEKIINH, KATO CH(IITUC U TOHOpPES!.

Tesu nndexnun ynecussat napextupaneto Bu ¢ XVB.

ITonuTaiite Bamus nekap, ako UMaTe HIKAKBU JOIIBIHUTEIHU BBIIPOCH OTHOCHO TOBA KaK Ja ce€
npeanasute ot 3apassBaHe ¢ XMB unu pasnpoctpanenue Ha XWB cpen npyru xopa.

Joxato npuemate EMTpuunTadun/TenodgoBup ausonpokcua Zentiva 3a seyenne Ha XUB uian 3a
HAMAJIIBAHe HA PUCKAa OT 3apa3siBaHe ¢ XU B:

Emtpunnntadun/Tenodosup nuzonpoxcuia Zentiva Moske 1a 3acerne 0b0penure Bu. [Ipenn
U 110 BpeMe Ha JICUeHHETO, Bammst nekap Moke ja Ha3Hauu KPbBHH W3CIIEBAHNUS 32 U3MEPBaHe
Ha zeiiHocTTa Ha 6B0pennTe Bu. Kaxkere na Bamms nekap, ako cte nmanu uin umare 0b0peuHu
3a00IIIBaHMs, WK aKO W3CJIEIBAaHMS Ca MOKa3ailu 0h0peuHu mpoOIeMH.
Emtpunntadun/TeHodoBup qu3onpokcui Zentiva He TpsOBa 1a ce JaBa Ha IOHOIIH ChC
ChIIECTBYBAIM ObOpeuHHn npobiemu. Ako uMare ObOpednn npodiemu, BammsaT nexap Moxe aa
Bu moceBeTBa na cripere npuema Ha EmTpuinradun/Ternodosup au3ompokcmi Zentiva miu, ako
Beue nmare XMB, na npuemare Emtpurnuradun/Ternodosup au3omnpokcni Zentiva no-psako. He
ce mpenopbuBa ynorpedara Ha EmTpuiiutadun/Tenodhorup au3onpokcua Zentiva, ako uMaTe
TeXKO ObOpedHo 3a00IIBaHe MK CTE HA THAJIH3A.

Kaxere Ha Bamms Jekap, ako cTpajgarte 0T 0CTeoNnopo3a, iMaTe aHaMHe3a 32 CYyNBAHHSA HA
KOCTH MJIM NP00JIeMH ¢ KOCTHTe.

KoctHu npo6iemu (MposBABAIKM Ce KaTO YIIOPUTA WK BJIOIIaBaIla ce O0Ka B KOCTUTE U
MIOHSIKOTA BOJICIIY JIO CUYIIBAHUS) MOTAT ChIIO JIa CE MPOSBIBAT U MIOPAJIU YBPEKIAaHE HA
TyOyJIHUTE KJICTKU Ha ObOpermTe (BrkTe Touka 4, Bb3MOXKHH Hexenanu peakimn). Kaxere Ha
Bamus ntekap, ako umare 00JIKa B KOCTUTE WIIM CUYTIBAHHUS HA KOCTHTE.

TeHohoBUp TU3OMPOKCIUT MOXKE CHIIO TaKa Jia MPUYHUHU 3ary0a Ha KocTHa Maca. Haii-
u3pa3eHa KOCTHA 3ary0a e HaOIro/1aBaHa B KJIMHUYHY [TPOYYBaHUs, KOTATO TAIIMEHTUTE ca
nexyBaHu 3a XVB ¢ TeHO(hOBHp AM30MPOKCHI B KOMOHHALIMS C YCUJICH ITPOTea3eH HHXUOUTOP.

Karo 510 e(i)eKTI/ITe Ha TeHO(i)OBI/Ip AU30IPOKCUIT BbPXY ABJITOCPOYHOTO KOCTHO 3APABC U
61311eu11/151 PHUCK OT CUYIIBAHUSA IIPU BB3PACTHU U NEAUATPUYIHHA MAIMUCHTH HE Ca OLICHCHU.

Kaskere Ha Bamus Jiekap ako B MUHAJIOTO €Te MMAJIM WM UMaTe YePHOAPOOHO
3a00JIsIBaHe, BKJI. XeMATHT. PHUCKBT OT TEXKHU U OTEHIINATHO CMBPTOHOCHH YE€PHOAPOOHU
YCIIOKHEHUS € TMOBUIIICH NPU HanueHTH, nHpexktupanu ¢ XMB, KouTo UMaT 1 4epHOIPOOHO
3aboinsaBane (BKJI. XpoHHueH xenatuT B mim C), U ca eKyBaHU ¢ aHTHPETPOBUPYCHHU JIEKAPCTBA.
Axo umare xernatut B wnu C, Bammst iekap BHUMATETHO 11Ie TIPElieH KOs € Haii-1o0paTa
TepaneBTUYHa cxeMa 3a Bac.

TpsoBa 1a 3HaeTe Bamus uHpeKknno3eH cTaTyc M0 OTHOLIEHHE HA BUPYca HA XenaTuT B
(XBB), ipeu 1a 3anounere npuem Ha EMtpurmrabun/Tenoposup ausonpokcun Zentiva. AKo
umare XBbB, nma cepro3eH puck OT 4epHOIPOOHHU MPOOIEMH, KOTaTo CIpeTe premMa Ha
Emtpururadun/Terodoup au3onpokcui Zentiva, He3aBHCUMO JTaik nMaTe nin Himate XUB.
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BaxxHo e aa He ciupaTe npueMa Ha EMTpunintadun/TeHodoBup qusonpokcui Zentiva 6e3 1a Te
yBeaoMuu Bamus nekap: BikTe Touka 3, He cnimpaiite mpuema Ha EMTpuniutadbun/TeHodoBup
JU30IPOKCHI Zentiva.

. Kaskere Ha Bamus jexap, ako cte Ha nmoBeue 0T 65 roqunn. KomOnHanusTa oT eMTpULUTa0ONH
¥ TeHO(OBHP JU30MPOKCUII HE € TIPOyYBaHA MTPU MAIMEHTH HaJ| 65-TOIUIITHA BB3PACT.

Jlena u roHOIIH
Emtpururabun/Ternodorup au3ompokcui Zentiva He TpsiOBa Ja ce npujara Ipu aenua mnoj 12-roauiixa
BB3pacT.

Jpyru nekapcrBa 1 EMTpunuraéun/TenodoBup quszonpokcuia Zentiva

He npuemaiite EmTpuuuradun/TenodoBup au3onpoxcui Zentiva, ako Beye npueMare Apyru
JIeKapCTBa, ChAbPrKAIIU cheTaBkuTe Ha EMTpunmTadun/TenodoBup ausonpokcuin Zentiva
(eMTpULUTaOMH U TEHO(OBHUP TU3OMPOKCHUII), HIIM KOETO U J1a € APYTO aHTUBUPYCHO JIEKAPCTBO,
ChIbpKaIIo TeHO(QOBHp anadeHaMull, TAMUBYIWH HIIH a1e(hOBUP TUTTHBOKCHIL.

IIpuem Ha EMTpunuTadnn/TenodgoBup 1u3onpokcu Zentiva ¢ Apyru JekapcrBa, KOUTO MOraT
Aa yBpeasart 6b0pennte Bu: ocobeHo BaxxHO € 1a yBegomute Bamms jgekap, ako mpuemate HsIKoe OT
TE€3HU JIeKapCTBa, BKIIOUBAIIN

. AMUHOTJIMKO3KIH (32 GakTepHaniHu HHPEKIN).

. amdorepurn B (3a reOMYHN HHPEKINH).

. dockapHert (3a BUPYCHU HH(EKIINH).

. TaHIUKIOBHUP (32 BUPYCHU HH(DEKIINH).

. neHTaMuInH (3a HH)EKIHH).

. BaHKOMHIIHH (32 OaKkTepHaniHu HH(EKINH).

. UHTEPJICBKUH-2 (3a JIeueHHe Ha paK).

. 110G 0oBUp (32 BUPYCHU HHPEKIINH).

. HecTepouiHu poTrBoBb3nanuTe Hu cpeactsa (HCIIBC, 3a obnekyaBane Ha KOCTHH U

MYCKYJTHU OOJIKH).

AKO IpreMaTe Ipyro aHTUBHPYCHO JIEKapCTBO, HAPEUEHO MpoTea3eH HHXHOUTOP 3a ieueHne Ha XUB,
Bamusar nekap Moe Ja Ha3HaYu KPbBHU U3CIEABAaHMS, 32 Ja IPOCIEeId BHUMATEIHO 6L6peqHaTa Bu

(hyHKIHS.

Ba:xHo e cbIo 12 KaxkeTe Ha Bamust jgekap, ako B3emare JieaunacBup/copocOyBup,
coocOyBup/Benmaracsup, win cohocOyBUp/BEIIaTACBHP/BOKCUIAIPEBUP 32 JICUCHUE HA MH(EKIUS C
xematut C.

IIpuem Ha EMTpruuTadnn/Tenodosup nuzonpokceni Zentiva ¢ Ipyru JeKapcTBa, ChbAbp:KaH
auaaHo3uH (3a jJeyenue Ha XUB undexnusn): [Ipuemst Ha EMTpunuradun/ TeHoGoBUpP TU30TTPOKCHIT
Zentiva ¢ IpyTH aHTUBUPYCHH JIEKapCTBa, KOUTO ChABPKAT IUIAHO3HWH, MOXKE J1a TIOBUIIIM HUBATa Ha
JIUIaHO3MH B KPBbBTA U MOKe J1a Hamanu Opost Ha CD4 xietkute. Mma peaxu choOmeHus 3a
Bb3NaJICHUE Ha 3aJCTOMAIIIHATA XKJIE3a U JIAKTaTHA allu03a (M3JHUIIBK HAa MJIeYHa KHCEeJIMHA B KPBBTA),
KOSITO TTOHSIKOTa MMPUYMHSABA CMBPT, KOTaTo €THOBPEMEHHO Ca MPHUEMaHH JIEKapCTBa, ChAbPKaAIIH
TeHO(OBHP TU3OMPOKCUII M AUJAHO3WH. BamusaT nexkap BHUMATEITHO 11 0OMHUCIN fanu aa Bu nexysa ¢
KoMOMHaNus OT TeHO(OBHP U AUAAHO3HH.

HNudopmupaiite Bamms nekap, ako mpueMarte HIKOe OT Te3u JiekapcTBa. Mubopmupaiite Bammus nexap
win (hapMarieBT, ako MprueMare, HaCKOpPO CTE MPUEMaTH WIH € Bh3MOXKHO Jla pueMare Apyru

JIeKapCcTBa.

Emtpunnradun/Tenodosup quzonpokcna Zentiva ¢ XxpaHa 1 HAMATKH
Korato e Bb3MoxkHO, EMTprnTadun/TenodoBup nusonpokcun Zentiva TpsiOBa 1a ce mpuema ¢ XpaHa.
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BpeMeHnHoCT U KbpMeHe
AKo cTe OpeMeHHA WU KbPMHTE, CMATATE, U€ MOKE J1a CTE OpeMeHHa WM IJIaHupaTe OpeMEHHOCT,
MoChBETBalTE ce ¢ Bamms nekap wim ¢apmaneBT npeau yrnorpedaTa Ha TOBa JIEKapCTBO.

AKO 110 BpeMe Ha OpeMeHHOCTTa cTe nprueManu EMrpuiintadun/TeHodoBup ausonpokcui Zentiva
BammsT nekap Moke J1a Ha3HAYM PEJOBHU KPHBHH M3CIICIBAHIS, KAKTO M IPYTH TUATHOCTHIHU
U3CIICIBAHNUS, 32 JIa CJIeU pa3BUTUETO Ha AeTeTo Bu. [lpu neua, unuro maiiku ca npuemanu HUOT mo
BpeMe Ha OpEMEHHOCTTAa, IoJI3aTa OT 3ammuTaTa cpenty XMB e mo-ronsma oT pucka OT HeXETaH!
peaKImm.

. HepneiiTe 1a KbpMuTe MO BpemMe Ha JiedeHne ¢ EMTpunmnTadéun/Tenogosup qu3onpoxcui
Zentiva. ToBa ce Hanara, 3aI10TO aKTUBHUTE BEILIECTBA HA TOBA JIEKAPCTBO CE OTIEIIAT C
YOBEIIKaTa KbpMa.

. He ce npenopruBa kbpMeHe npu sxeHu, kouto ca HIV-nonoxurennu, Tt kato HIV nndexnusra
MO2Ke J1a ce npezazae Ha 6ebeTo upes KbpMaTa.

. AKO KbpMHTE WIIM CMSTATE 1a KbpMHTE, TPA0Ba 1a 00ChaUTe TOBA ¢ Bamus 1ekap Bb3MOKHO
Hal-CKopo.

Ilopupane u padoTa ¢ MAIIIMHU

Emtpuuntadun/TenodoBup nu3onpokcu Zentiva MOXXe 12 IPUUMHH 3aMassHOCT. AKO IOYyBCTBATe
3aMastHOCT JokaTo npuemare Emtpurutabun/TerodhoBup au3onpokcun Zentiva, He modupaiite u He
U3II0JI3BaiiTe HUKAKBY MHCTPYMEHTH WJIM MaIlliHU.

Emrpununradéun/TenodoBup auzonpokcuia Zentiva cbIbpka HATPUil
ToBa iekapcTBO ChIbpIKA HATPHH, MO-MaIko oT 1 mmol (23 mg) Ha TabneTka, T.e. MPAKTUYSCKU HE
ChABbpKa HATPUH.

3. Kak na npuemare EMTpunuraéun/TenogoBup ausonpoxcui Zentiva

. Bunaru npuemMaiite TOBa JIeKaAPCTBO, TOYHO KaKkTO Bu e kazan Bammus nexap. Axo He cTe
CUTYPHH B HEIlo, nonurtaite Bamus nexap i gapmaiieBr.

Ipenopbuntesnnara no3a Emrpunuraéun/Tenodosup ausonpoxcui Zentiva 3a sedenue na XUB

e

. Bb3pacTHu: eqHa TabneTka BCEKH JICH, KOTaTo € Bb3MOXKHO, C XpaHa.

. FOnouu Ha Bb3pact 12 10 mox 18 rogunm, ¢ Tersio Haii-maaxo 35 Kg: eana TabieTka Bcekn
JICH, KOTaTo € Bh3MOXHO C XpaHa.

IIpenopbuntennara no3a EMrpunuradun/Tenodosup auzonpoxcui Zentiva 3a HamaJisiBaHe Ha

pucka ot 3apa3siBane ¢ XHUB e

. Bb3pacTHu: eqHa TabeTKa BCEKH JIEH, KOTaTo € BB3MOKHO C XpaHa.

. FOnomm na Bs3pact 12 10 nox 18 rogmuu, ¢ Teryio Haii-maako 35 Kg: eqHa TabneTka BCeKu
JIeH, KOraTo € Bb3MOXHO C XpaHa.

AKO umare mpo0JIeM C MPETThIIAHeTO, MOXKE JIa Pa3TPOIIUTE TablieTKaTa C BphbX4YETO Ha CyIeHa
nbkuia. Pazobpkaiite mpaxa B okosio 100 ml (mo10BUH yaliia) Bojia, MIOPTOKAIOB HIIM IPO3/I0B COK U T'O
H3NUITE BeaAHAra.

. Bunaru npuemaiite npenopb4anara Bu or Bamus jiekap no3a. Taka ce rapantupa nbJiHa
e(EKTHBHOCT Ha JIEKapCTBOTO M JIa CE HAMalll PUCKA OT Pa3BUTHE HA PE3UCTEHTHOCT KbM
nedeHnueto. He nmpomensiiTe no3ara, ocBeH ako He Bu e npenopsuano ot Bamwst nexap.

. Axo ce nekyBarte 3a uHpekuus ¢ XVB,Bamwmst nekap e npeanuine Emrpuiinradbun /Tenodosup
JU30IIPOKCHUII Zentiva ¢ IPYrH aHTUPETPOBUPYCHU JieKapcTBa. MoOJIsI BUKTE JTCTOBKHUTE C
nHopMaLus 3a MalUeHTa Ha JPyTrUTe aHTUPETPOBUPYCHH JIEKapCTBa 3a YKa3aHUE Kak TpsAOBa 1a
npueMaTte Te3H JIeKapcTBa.
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. Axo npuemate EMTpuniutadus /TenodoBup qu3onpokcu Zentiva 3a HamaJjisiBaHe Ha
pucka ot 3apa3siane ¢ XUB, B3umaiite EMTprunTabun /TenodgoBup ausonpokcuia Zentiva
BCEKH JIeH, HE CaMO KOraTo cMsTaTe, 4ye cTe OMIIN M3JI0KEeHU Ha puck oT uHpekuus ¢ XMB.

AKO MMaTe HJKaKBH BBIIPOCH, CBBP3aHU C TOBA KaK Jia ce MpeAmna3nuTe ot 3apassBane ¢ XMB
pasnpoctpanenue Ha XMB cpen npyru xopa, nonuraite Bammus nekap.

AKO cTe mpueJu moBeye oT HeodxoauMaTa 103a EMrpunuradun/TenodoBup 1u30NpoKCcHI
Zentiva

AKko ciyvaiiHo cte npuenu no3a Emrpunuradus/TenodoBup qusonpokcun Zentiva, o-rojsiMa ot
NpenopbUYUTENHATA, OOBPHETE C€ 32 ChBET KbM Barmust iekap uin Haif-OMU3KHUs IIEHTHP 3a CIeNIHa
IIOMOIII. BSGMGTC C Bac 6yTI/IJ'IKaTa C Ta6J'IeTKI/ITe, 3a 1a OMUHICTEC IMO-JICCHO KAKBO JICKAPCTBO IMPpUCMATEC.

AKO cTe NpOoNyCHAJIN eJHA /1032
BaxxHo e aa He nponyckare 103a EMrpunuradun/TenodoBup au3onpokcun Zentiva.

. AKo 3a0eJieskuTe B paMKuTe Ha 12 yaca OT BpeMeTO, KoraTo 00M4aiHO MprUeMare
Emtpunintadun/TeHodoBup qu30MpoKkcHi Zentiva, mpueMeTre TadbleTKara, 3a MpeAnovnuTaHe ¢
XpaHa Bb3MOXHO Haii-ckopo. Ciiest ToBa mpreMeTe cieBamiara 103a B 00M4aiiHoTo 3a Bac
BpEMe.

. Ako 3a0esie:knte 12 niau noBeye yaca cjiell BpeMETo, B KOETO O0MYaifHO mIpuemare
Emrpunmrabun/TenodoBup au3zonpokcun Zentiva, 3a0paBeTe 3a mporrycHarara 103a. Mzyakaiite
U [IpUeMeTe ClIe/IBaIlaTa J103a, 3a IpeINovYnTaHe ¢ XpaHa, B 00M4JaifHoTo 3a Bac Bpeme.

AKO noBBpHETE MO-MAJKO 0T 1 yac ciaen npuema Ha Emrpunuraéun/TenodoBup nusonpokcus

Zentiva, B3emere apyra Tabnerka. He e HeoOXoauMo /1a mpremare apyra TablieTka, ako CTe TIOBbpPHAIN

cien oBede oT 1 wac cire npuema Ha Emrpunmradbun/ TenodoBup muzonpokcun Zentiva.

He cnimpaiite npuema na EMTpuuntadun/TenodoBup nusonpokcua Zentiva

. Axo B3uMate EmMrpunutabun/TenodoBup qu3onpokcui Zentiva 3a JedeHue Ha MHPEKITUS C
XMUB, criupaHeTo Ha IpUeMa Ha TablIeTKUTe MOXKe Ja HaMali e()eKTUBHOCTTA Ha TepanusiTa
cpemy XHWB, npenoppyana ot Bamus nekap.

. Axo npuemarte EMTpunutadun/TenogoBup qusonpoxcuia Zentiva 3a HaMajsiBaHe HA PUCKa
ot 3apazsBane ¢ XHUB, ne cnmpaiite npuema Ha EMtpunntadun/TeHohOBUP TU30MPOKCHIT
Zentiva u He Tpoityckaiite qo3u. CrimpaneTto Ha ynotpebaTta Ha Emtpunntabun/Tenodosup
JU30IIPOKCHII Zentiva WilM IPOoIyCKaHEeTO Ha 031 MOXKe Aa yBeiandar Bammus puck ot
nonydaBaHe Ha nHpekus ¢ XNB.

He cnupaiite npuema Ha EMTpunutadoun/TenodoBup ausonpokcuia Zentiva, 6e3 1a cre ce
nocbBeTBaNu ¢ Bamus aexap.

. Axo umate xenatut B, e 0c00€HO BaXKHO J]a HE CITUpATE JICYCHUETO C
Emrpurmurabun/TerodoBup nu3onpokcui Zentiva mpeau aa ce mochBeTBaTe ¢ Bamms nekap.
BB3MOoXkHO € criesi criupaHe Ha JICYSHUETO J1a CE HAJIOkKAT KPhBHU M3CIICBAHUS B ITPOIBIDKCHHC
Ha HIKOJIKO Mecela. [Ipu HIKOM NMaIMeHTH ¢ HaNPeIHAJIO YEPHOAPOOHO 3a00JIIBaHE HITH IIHPO3a
CIIMpaHe Ha JCYSHUETO He ce MPernopbuBa, Thi KaTO MOXKE Jia JIOBEJIE /IO BIOIIABAHE HA XeIaTUuTa
Bu, xoeTo Moxe Ja € )KHBOTO3acTpaliaBamnio.

Yeenomere Bamus iekap He3a0aBHO 32 HOBH WJIM HEOOMYAWHHM TIPOSIBY CJIEIT KaTO CIIPETE
JIEYeHNETO, 0COOEHO MPOSBH, KOWUTO CBBP3BaTe ¢ MH(EKIusATa ¢ XenaTuT B.

AKO UMaTe HIKaKBH JIOTBIHUTEITHA BBIIPOCH, CBBP3aHH C YIIOTpeOaTa Ha TOBA JIEKAPCTBO, MOJIS
nonuTaite Bamms nekap wnm Gapmanest.
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4, Bb3M0OKHU HeKeJTaHU pPe€aKuumn

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKC [1a TPCAN3BHUKA HCIKCIAaHU PCAaKIIUH, BBIIPCKU Y€ HC
BCCKH T' TIOJTy4aBa.

Bb3MOKHM CepHO3HU HEKeJaHU peaKkMu:

. JlakTaTHaTa anua03a (M3TUIIBK HA MIICYHA KUCEIMHA B KPHBTA) MPECTABIISIBA PSI/IKA, HO
HOTEHI[MATHO )KMBOTO3aCcTpalllaBalia He)ellaHa peakis. JlakTaTHaTa aiua03a Bb3HUKBA 110-
YeCTO MPH KEHH, 0COOEHO aKo ca ¢ HaJHOPMEHO TErJI0, U MPU X0pa ¢ YePHOIPOOHO 3a00IIsIBaHe.
Cremnute MOXe 1a ca MPU3HAIM Ha JIAKTaTHA alu103a;

. 3aIBJIO0YEHO, YUECTCHO JUIIIaHE,

. CHHIIMBOCT,

. HepasImoyiokenue (rajgeHe), mpuioliaBane (MOBPbINAHE),

. 0O0JIKM B cTOMaxa.
AKO cMsITaTe, Ye MOKe 1a HMaTe JIAKTaTHA alu103a, TPAOBA He3a0aBHO /1a MOJIyYHTe JeKapcKa
IOMOIIL.
. Hsakakpu npu3HaOM Ha Bh3najeHue U uHPeknust. [Ipy HIKOM NAIUEHTH ¢ HANpeaHa a

undexnus ¢ XUB (CITMH) u ¢ anamHe3a 3a ONOPTIOHUCTUYHN MHQEKINU (MHEKINH, KOUTO
BB3HUKBAT IIPU XOpa ChC ci1aba MIMyHHA CHCTEMa), IPU3HANUTE ¥ CUMIITOMHTE Ha Bb3MAJIEHHE OT
HpeUIITHA THPEKIMN MOXKE Ja Ce TOSBSIT CKOPO CJIeJI 3allouBaHe Ha JieueHneTo cpemry XMB.
Cuwra ce, 4e Te3H CUMIITOMH C€ ABJDKAT Ha M0JO0peHNE B MMyHHUS OTTOBOP Ha OpraHu3Ma,
MI03BOJISIBAIIO HA OpraHu3Ma J1a ce 00pu ¢ MH(EKIIMHUTE, KOUTO MOXE J1a Ca ChIIECTBYBAIU 0e3
SIBHU CUMITTOMH.

d Moxe Jla HACTBHIIAT U aBTOMMYHHU HAPYUICHUA, KOTaTO MMYHHAaTa CUCTEMA aTaKyBa 3/JpaBa ThbKaH
Ha OpTaHM3Ma, CIIe/] KaTo 3alovYHeTe Ja MpreMare JIeKkapcTsa 3a JedeHue Ha nHdpekmus ¢ XVB.
ABTOMMYHHHTE 3a00JIIBaHUS MOXE JJa Bb3HUKHAT MHOT'O MECEIIM CJIE HA4aJIOTO HA JICYEHUETO.
BHumagaiite 3a HKaKBU CHMITOMH Ha HH(QEKIUS WIH APYTH CUMIITOMH, KaTo:

*  MyCKyJHA cllaboCT,

e cyabocrT, 3a104Balla B pbLETE U KpaKaTa 1 IPEMUHABAIIA HArope KbM TAJI0TO,

. ChbpleONeHE, TpelepeHe WK CBPbXaKTHBHOCT.
Axko 3a0enexxuTe Te3u WM HIKAKBU APYTH CUMIITOMH Ha BB3MaJCHUE WIH UH(EKIus, TpsiOBa
He3a0aBHO Jja MOIYIHTE JICKapCKa IIOMOLLI.

Bb3MOKHM HeKeJTaHHu peaknum:

MHOro0 4eCTH HesKeJIaHH peakuuu (Moxe j1a 3acernar noseue ot 1 ua 10 mgymm):

. Juapusi, IOBPbIaHe, TaJIeHe,
. 3aMasiHOCT, IJIaBO0OJIHE,

. 00puB,

. YyBCTBO 32 c1a0oCT.

W3zcnensanusaTa MoXke J1a MOKaKaT ChILO:
. HamaJleHH HUBa Ha (ocdaTure B KpbBTa,
. MTOBULICHO HUBO Ha KpeaTWH-KWHA3aTa.

YecTH HexKeTaHH peakiuu (Moke 1a 3acerrar a0 1 ma 10 mgyimm):

. 0oikH, OOJIKH B CTOMAaxa,

. 6e3cpHUE, HEOOWYAHN CHHUIIA,

. XPaHOCMMJIATESIHHU MPOOJIEMHU C HEIIPUATHO YyBCTBO CJIE]] XpaHEHE, YCEIllaHe 3a pa3yBaHe Ha
KOpeMma, OT/ISJISTHE Ha ra3oBe,

. 00OpHBH (BKJI. YePBEHH TOYKH WM NIETHA, IOHAKOTa C YIUTBTHSABAaHE M OTOK Ha KOXKaTa), KOUTO

MOXE€ Jia Ca IPpHU3HAK Ha aJICPTUYHU PCAKIIUH, C’bp6e)K, IIPOMEHU B IIBETA HA KOXKaTa
BKJIFOUYUTCIIHO ITIOsIBA HA ThbMHU II€THA 110 KOXKaTa,

. JPYTH aJleprUuIHU PEaKIiu, KaTO XPUITOBE, OTOIU WJIH 3aMasiHOCT,

. 3ary0a Ha KOCTHa Maca
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I/I3CJ'IC,I[BaHI/I$I MOXKE Ja ITIOKa>»XaT ChIIO0:

HaMaJIsiBaHe Oposi Ha OENTUTE KPhBHU KIICTKU (HAMaJICHHUAT OpOi Oeiii KPBBHH KIETKH MOXE J1a
Bwu HanpaBu mo-noaaTIIMBY HA HHPEKIINN),

MOBHUIIIaBaHE HA TPUTIIHAIEPUINTE (MACTHH KHCEJIWHH ), JKITHYKATA WITH 3aXapTa B KPHBTA,
MPOOJIEMU C YepHUS P00 U 3aJICTOMAITHATA JKIIe3a.

HeuecTn Hexesann peakuun (Moxe ja 3acersar o 1 Ha 100 qyrm):

0oka B KOpema, IpUYMHEHA OT Bb3MaJIeHUE Ha 3a/ICTOMAIIHATA JKJIe3a,

OTOK Ha JINLETO, YCTHUTE, €3UKa WU I'bPIIOTO,

aHeMus (HUCHK Opoii Ha YepBEHNUTE KPHBHH KIICTKH),

paspyliaBaHe Ha MyCKYJIHa ThKaH, MyCKYJHH OOJKH WM MyCKYyJIHa CJIa00CT, KOUTO € Bb3MOKHO
Jia ce MPOSIBAT MOPAAH YBPEKIaHE Ha TyOyIHUTE KIETKU Ha ObOpenuTe,

W3cnenpanus MoXKe Ja IMOKaXKaT ChIIO:

IIOHMKEHUE Ha KaJlKs B KPBBTA,
MOBUIIABAHE HA KPEaTUHUHA B KPHBTA,
IIPOMEHH B ypUHATA.

Penxu Hexenanu peakuun (Moxe ja 3acersar 1o 1 va 1 000 qyrim):

JIaKTaTHA aIuo3a (BIKTE ,,Bb3MOKHU CEPHO3HU HEKETaHU PEaKITHH ),

3aTIBCTSBAHE HAa YEPHUS APOO,

BJITO OL[BETABAHE HA KOXKATa WM 04nTe, ChbpOex mim 00JIKa B KOpeMa, IPUIMHEHH OT
4epHOAPOOHO BH3MAJICHHUE,

BB3NaJIcHHE Ha OBbOpenuTe, MOBUIICHO OT/EIsTHE HA YpUHA U YyBCTBO 3a Xax/aa, 0bOpeuHa
HEJ0CTaThYHOCT, YBpPEXKIaHe Ha TYOYTHUTE KIETKH Ha OBOpernuTe,

OMEKBaHe Ha KOCTHTE (C OOJKH B KOCTUTE, MTOHIKOTA BOJEIIO 10 (ppakTypm),

0onku B Ipp0Oa, NpuurHEeHH OT OBOpeyHn mpodIeMu.

YBpexaaHeTo Ha TyOyITHUTE KIIETKH Ha ObOpernnTe Moxe 1a Obe CBhP3aHo C pa3pyliaBaHe Ha
MYCKYJIHA ThKaH, OMEKBaHE Ha KOCTHTE (C OOJIKHM B KOCTHTE M MOHSAKOTa BOACLIO 10 ppakTypn),
MYCKYJIHU OOJIKH, MyCKYJIHa c1a00CT ¥ MOHMKEHHE Ha KaJus Win GocdaTuTe B KPbBTA.

AKo 3a0eJ1e5KUTe HAKOS OT HesKeJaHUTe peakunu, N30poeHu NMo-rope, Wiy aKo HAKOS OT
He/KeJJAHUTE PeaKliu CTaHe CepHo3HA, YBeaoMeTe Bamus Jiekap uiam papmaneBT.

CrenHuTe HeXElaHH PEaKIUK ca ¢ HeM3BECTHA YeCTOTa.

. [IpoGnemu ¢ koctute. Hikou manueHTH, mprueManiy KOMOMHUPaHU aHTUPETPOBUPYCHU
nekapcTBa, karo Emrpurntadbun/TenodoBup au3ompokrcui Zentiva, MOXe 1a pa3BHST
3a00JIsIBaHE Ha KOCTUTE, HAPEUEHO OCTEOHEKPO3a (YMHUpaHe Ha KOCTHA ThKaH, MPUYNHEHO OT
3ary0a Ha KpbBOCHA0IsIBAHETO Ha KOCTTa). [IpreMbT Ha TO3M BHI JICKAPCTBO 32 JBJITO BpEME,
MIPUEMBT Ha KOPTHKOCTEPOUIU, ITMEHETO Ha aJIKOXOJI, MHOTO c1abaTa UMyHHA CUCTEMa U
HATHOPMEHOTO TETJI0 MOXKE JIa ca HIKOW OT MHOTOTO PHCKOBH (DaKTOpH 3a pa3BUTHE HA TOBA
3aboisBane. [Ipu3HanuTe Ha OCTEOHEKPO3a ca:

. CKOBAaHOCT Ha CTaBUTE,
. 0ok B cTaBuTe (0COOCHO B Ta300eIpeHNTE, KOJICHHUTE U PAMEHHHUTE),
. 3aTpyaHEHHE B ABIKECHUATA.

AKo 3a0eJ1esKkMTe HAKOM OT Te3u CHMIITOMH, yBenoMeTe Bamms jekap.

ITo Bpeme Ha neuenue 3a XMB Moxe Jja HACThIIM YBEJIMYaBaHE Ha TETJIOTO M HA HUBATA HA JIMMIUAUTE U

[JIIOKO03aTa B KpbBTa. TOBa OTYACTH € CBBP3aHO C Bb3CTAHOBSIBAHETO HA 3JPABETO M HAYMHA HA KUBOT, a
110 OTHOIIEHUE Ha JUMUANTE B KPbBTA MOHSIKOTA € CBbP3aHO U ChC caMuTe Jekapcrsa 3a XMB. Bamusr
JIeKap 1€ HaMpaBU U3CIICABAHUS 32 TE3H MPOMEHHU.
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I[pyrn pP€aKuvM Nnpu aeua

. Jeria, Ha KOWTO Ce 1aBa eMTPHUITUTAOMH, MHOTO Y€CTO TOJTydaBaT MPOMEHH B IIBETA HA KOXKATa,
BKJIFOUHTEIIHO
. MMosIBa Ha ThMHH IIETHA 110 KOKaTa.

. Jlemara 4yecto UMaT HUCHK OpOi HA YEPBEHUTE KPbBHH KICTKH (aHEMHUSI),
. TOBa MOJKE JIa IPUYWHN yMOpa WX HEAOCTUT Ha BB3AyX HA JIETETO.

AKo 3a0eJ1e5KkMTe HAKOM OT Te3u CHMIITOMH, yBefoMeTe Bamms sekap.

Cho011aBaHe HA HesKeJIAaHH pPeakIuu

AKO MONTyuHnTe HAKAKBU HEXEJIaH! JISKapCTBEHH peaky, yBeaomere Bamus nekap uinu gpapmanesT.
ToBa BK/IIOYBA BCUYKHM B3MOYKHHM HEONMCAHH B Ta3H JMCTOBKA HEXENAaHU peakunu. MoxeTe ChIIo J1a
ChOOIINTE HEXKENAHH PEaKINU JUPEKTHO Ype3 HAlMOHATHATA CHCTEMa 32 ChOOIIaBaHe, IIOCOYCHA B
[punoxenue V. Karo chobmaBare HexxenaHU peakLul, MOXKETE J1a 1aJeTe CBOs IPUHOC 32 MOJIyYaBaHe
Ha 1oBeye HH(POPMAaLUs OTHOCHO 0€30MIaCHOCTTA HA TOBA JIEKApCTBO.

5. Kak na cexpansiBate EMrpunuraéun/Tenogoup quzonpokcuna Zentiva
Jla ce cpxpaHsiBa Ha MACTO, HEAOCTBHITHO 3a JIETa.

He u3znon3Baiite TOBa JIEKapCTBO CJE]l CPOKaA HAa TOTHOCT, OTOENA3aH BbpXY OyTHIIKAaTa M KapTOHEHATa
omakoBKa cief ,,[ 'omen 10:“. CpoKbsT Ha TOAHOCT OTTOBApSI HA MTOCIIEIHUS JIEH OT MTOCOYSHUS MECEIT.

ToBa jekapcTBO HE N3MCKBA CIIEIMATHU TEMIIEPATypHH YCIIOBUS Ha ChXpaHeHue. Jla ce chXpaHsaBa B
OpUTMHANTHATA OMAKOBKa, 32 J]a ce MpeJlnas3y OT Biara.
Cren mppBOHAYAIHO OTBApsIHE Ja ce chxpanssa o 30°C.

He u3xBbpIisiiTe nekapcTBaTa B KaHAIM3aLUUATa WM B KOHTEHHepa 3a JoMamHu otnaasiy. [lonuraiite
Bamms ¢apmareBT kak 1a U3XBBPIATE JIEKapcTBaTa, KOUTO Bede HE U3Moi3Bare. Te3n MEepKH Iie
CIIOMOTHAT 3a OIa3BaHe Ha OKOJIHATA cpefa.

6. Cun)pmalme Ha OonMaKOBKaTa M JOIIbJHUTEC/IHA I/IH(l)OpMaIII/Iﬂ

KakBo cbabpxa EMTpunuTadun/TenogoBup au3onpokcni Zentiva

. AKTHBHHUTE BelllecTBA ca eMTPUIIMTAOWH U TeHOQOBUp An3onpokcui pocdat. Beska
(unmupana tadetka cpabpxka 200 mg eMmTpunuTabuH U 245 mg TeHOGOBUP AM3OMPOKCHI
(exBuBanenTHU Ha 291,5 mg TeHOpoBHpP MU3OTPOKCHI (hocdat miu 136 mg TeHoOBHUD).

. Jpyrure cbCcTaBKH ca:
Snpo Ha TabneTkaTra: MUKPOKPUCTAITHA MIETYII03a, KPOCKapMENN03a HaTpuil, Talk, XuapododeH
KOJIOMJIEH CHIINLIMEB JUOKCH]I, MAalrHE3UEB cTeapart.
®UIMOBO MOKPUTHUE: TIOTMBUHUIIOB aIKOXOJI, THTAHOB AMOKCHJI, MaKpOTOJl, TaJK, HHIUTOKapMHUH
anmymunues nak (E 132).

Kaxk m3rne:xxna EMmrpunnradun/TenodoBup nusonpoxcuia Zentiva 1 KakBo ChbAbPKa ONAKOBKAaTa
Ounmupanute Tabnetku Emrpunuradbun/Tenodosup nusonpokcun Zentiva 200 mg/245 mg ca cunw,
SITUTICOBUIHY, TBOMHON3ITBKHAIN (DMIIMHpAaHU TaOJIeTKH Oe3 AeIHUTeIHa YepTa, C pa3MepH
mpubmm3uTenHo 19,35 x 9,75 mm.

CpIbpkaHre Ha OTTAKOBKATA!

Kapronena onakoBka, ceappixama 1 6ytuika mo 30 ¢hunmupanu TabIeTKH M KApTOHEHU OITaKOBKH,
cbhabppkany 3 OyTriku o 30 punmupanu TabieTKy.

He Bcuuky BHOBE OMaKOBKH MOTar jAa ObAaT MyCHATH B POAax0a.

OTtBopeTe OyTHIIKUTE Upe3 HATHUCKaHe Ha oOe30maceHara 3a Jera Kanavka HaIooy U 51 3aBbpPTETe
00paTHO Ha YaCOBHUKOBATA CTPEJIKA.
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Bcesika OyTrika chIbpiKa CyIIATEN CHIIMKAres, KOHTO TpsOBa 1a ce Ibp KU B OyTHIIKaTa, 3a Aa
npenmnaspa Bammre Tabnetku. CyImMTEISIT CHIIMKAreN y MOCTaBEeH B OT/IEITHO callle U He TPpsOBa Ja ce
MOTIIBINA.

IIpuTe:kaTesn Ha pa3penieHUETO 3a ynoTpeda
Zentiva, k.s.
U Kabelovny 130

102 37 Prague 10
Yemrka pemy0Omuka

IIponsBoauTe

S.C. Zentiva S.A.

50 Theodor Pallady Blvd.
Bucharest 032266

PymbHus

3a AombIHKUTENIHA HHPOPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
NPECTaBUTEN HAa MPUTEKATENs HA Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien Lietuva

Zentiva, k.s. Zentiva, k.s.

Tél/Tel: +32 (78) 700 112 Tel: +370 52152025
PV-Belgium@zentiva.com PV-Lithuania@zentiva.com
Bouarapus Luxembourg/Luxemburg
Zentiva, k.s. Zentiva, k.s.

Ten: +35924417136 Tél/Tel: +352 208 82330
PV-Bulgaria@zentiva.com PV-Luxembourg@zentiva.com
Ceska republika Magyarorszag

Zentiva, k.s. Zentiva Pharma Kft.

Tel: +420 267 241 111 Tel.: +36 1 299 1058
PV-Czech-Republic@zentiva.com PV-Hungary@zentiva.com
Danmark Malta

Zentiva Denmark ApS Zentiva, k.s.

TIf.: +45 787 68 400 Tel: +356 2034 1796
PV-Denmark@zentiva.com PV-Malta@zentiva.com
Deutschland Nederland

Zentiva Pharma GmbH Zentiva, k.s.

Tel: +49 (0) 800 53 53 010 Tel: +31 202 253 638
PV-Germany@zentiva.com PV-Netherlands@zentiva.com
Eesti Norge

Zentiva, k.s. Zentiva Denmark ApS
Tel: +372 52 70308 TIf: +45 787 68 400
PV-Estonia@zentiva.com PV-Norway@zentiva.com
EALGda Osterreich

Zentiva, k.s. Zentiva, k.s.

TnA: +30 211 198 7510 Tel: +43 720 778 877
PV-Greece@zentiva.com PV-Austria@zentiva.com
Espaiia Polska

Zentiva Spain S.L.U. Zentiva Polska Sp. z 0.0.
Tel: +34 671 365 828 Tel: + 48 22 37592 00
PV-Spain@zentiva.com PV-Poland@zentiva.com
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France

Zentiva France

Tel: +33 (0) 800 089 219
PV-France@zentiva.com

Hrvatska

Zentiva d.o.0.

Tel: +385 1 6641 830
PV-Croatia@zentiva.com

Ireland

Zentiva, k.s.

Tel: +353 818 882 243
PV-Ireland@zentiva.com

island

Zentiva Denmark ApS
Simi: +354 539 5025
PV-Iceland@zentiva.com

Italia

Zentiva ltalia S.r.l.
Tel: +39 800081631
PV-Italy@zentiva.com

Kvnpog

Zentiva, k.s.

TnA: +30 211 198 7510
PV-Cyprus@zentiva.com

Latvija
Zentiva, k.s.

Tel: +371 67893939
PV-Latvia@zentiva.com

Portugal

Zentiva Portugal, Lda

Tel: +351210601360
PV-Portugal@zentiva.com

Roméania

ZENTIVA S.A.

Tel: +4 021.304.7597
PV-Romania@zentiva.com

Slovenija

Zentiva, k.s.

Tel: +386 360 00 408
PV-Slovenia@zentiva.com

Slovenska republika
Zentiva, a.s.

Tel: +421 2 3918 3010
PV-Slovakia@zentiva.com

Suomi/Finland

Zentiva Denmark ApS
Puh/Tel: +358 942 598 648
PV-Finland@zentiva.com

Sverige

Zentiva Denmark ApS
Tel: +46 840 838 822
PV-Sweden@zentiva.com

I[ara Ha MOCJICAHO MpepasrjaeKaaHe Ha JUCTOBKaTa

IToapoOHa uHOpMaLKs 3a TOBA JIEKapCTBO € MpeocTaBeHa Ha yeOcaiiTa Ha EBpornelickara areHIus 1mo

nekapcTeara: https://www.ema.europa.eu.
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