NPUJIOXKEHHUE |

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

Combivir 150 mg/300 mg ¢unmupanu TabaeTKu

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika punmupana tabierka chappka 150 mg namusynun (lamivudine) u 300 mg 3umgoByaus
(zidovudine).

IHomMomHo(n) BemecTBo(a) ¢ U3BECTHO JIENHCTBUE

Besika Tabnerka 150 mg/300 mg ceaspika 0,945 mg Hatpuid.

3a MBJIHUA CHUCHK Ha IMOMOIIHUTE BElleCTBA BHKTE TOUKa 6.1.

3. JJEKAPCTBEHA ®OPMA

Ounmupana Tabnerka

benu o mourn 6enm punmmupanu TadneTku, ¢ popmara Ha Karcyia, IeTUTelIHa 4epTa U TpaBupaH
Haamuc “GXFC3” Ha naBeTe CTpaHu.

4. KJIMHUYHU JAHHU

4.1 TepaneBTHYHU MOKA3AHUS

Combivir e mokaszaH 3a KOMOMHHPAHO AHTHPETPOBUPYCHO JIeUCHHE HA MHPEKIIMS C YOBEIIKHS
umyHoneduuured Bupyc (Human Immunodeficiency Virus-HIV) (Bx. Touka 4.2).

4.2  Jlo3MpOBKA M HAYMH HA MPUJIOKEHHE

JledenueTo TpsaOBa 1a Ob/e 3aII0YHATO OT JIeKap ¢ omuT B Jiedernero Ha HIV nHbeknusra.

Combivir moxe n1a ce mpueMa ¢ Wiu 6e3 XpaHa.

C 1nien ocurypsiBaHe NpuJIaraHeTo Ha Is1aTa 103a Hall-1o0pe e TabiaeTkaTa(uTe) 1a ce morabiar oe3

Jla ce pa3Tpoinasar. [Ipy manueHTHTe, KOUTO HE MOTaT Jia MOTJIBINAT Ta0NEeTKH, TaOJCTKUTE MOXKE J1a
ce pasTpolasar 1 aa 0b1aT 100aBIHA KbM MaJIKO KOJIMUECTRBO MOJYTBbPAa XpaHa UK TEYHOCT, KaTo

BCHYKO TOBa TPsi0Ba /1a ObJie preTo He3abaBHO (BXk. Touka 5.2).

Buspactan u roHOmM ¢ Terno Hai-manko 30 kg

[penopbunrennara no3a Combivir e eana tabieTka JBa IbTH JHEBHO.

Jemna ¢ tersmo Mexay 21 kg u 30 kg

IpenopbunTtenHara nepopaina go3a Combivir e moaoBuH TableTKa CyTPHH | eIHA Iisi1a TabieTka
BeUep.

Hena ¢ terso ot 14 kg 1o 21 kg

ITpenopbunTenHaTa mepopaida go3a Combivir e momoBuH TabeTka Ba IbTH JHEBHO.



CxemMarta Ha IIpHIOXKeHHe Tpu Aena ¢ Terio 14-30 kg ce 6a3umpa 0CHOBHO Ha (hapMaKOKMHETHIHOTO
MOJIENTUPaHe U € MOJKPeTieHa OT JaHHUTE OT KIIMHIUYHH U3MUTBAHUS, TIPU KOUTO Ca U3MOI3BaHH
OTJICITHUTE ChCTABKH JJAMHUBYHMH U 3UJ0BYAUH. MOXe a HacThIH (DapMaKOKHHETUYHA
CBPBXEKCITO3UIIMSI HA 3U0BY/IMH U TOBA J1aBa OCHOBAHKE 32 BHUMATEITHO MPOCIIC/IBaHEe HA
0e30macHOCTTa IIPH TE3M MalreHTH. AKO TIpH marenTH ¢ Terio ot 21-30 Kg ce mostBu cTomarHo-
YpeBHA HEMOHOCUMOCT, KATO OIUT 3a TIOJ00psBaHe Ha TOHOCUMOCTTA MOXeE Ja Ce U3I0JI3Ba
aJTepHaTHBHA CXEMa C MPUEM Ha TIOJIOBHH TalOJIeTKa TPY ITbTH THEBHO.

He ce mpenoppuBa ynorpedara na Combivir npu nena ¢ Terso o 14 Kg, Thil Kato He MOXKeE 11a ce
HAIrpaBy MMOIXO/IsIa KOPEKIIKS Ha 103aTa B ChOTBETCTBUE C TEJIECHOTO TETIIO Ha jeTeTo. [Ipu TakuBa
HalUEeHTH JIEKAPCTBEHUTE MPOILYKTH, ChIbPIKAIIM JIAMUBY/IHH M 3UI0BYAUH TPsAOBa 1a Obaar
U3II0JI3BaHM TIOOT/ETHO, CHIUIACHO MPEMIOPHKUTE 3a TPEAMCBAHE U JO3UPAHE Ha T€3U MPOAYKTH. 3a
TE3M MALMEHTH U 3a MAIMEHTH, KOUTO HE MOTaT Jia MPETTbINAT Ta0JETKUTE, ChIIECTBYBAT JIAMHUBY IUH
Y 3U0BY/IMH 10J1 popMara Ha MEpOPaTHU Pa3TBOPH.

B ciy4aunTe, mpu KOUTO ce Hajlara JICYCHUETO C €HA OT aKTHBHHUTE chcTaBki Ha Combivir na ce
IMPEKpaTH WK Aa CC HaMaJIi no3aTa, CbIICCTBYBAT OTACIIHU IIpENIapaTyu Ha JIAMUBYJIUH U 3UJOBYJUH

nox hoopMaTa Ha TaOJIETKH/KATICYIIN U IEPOPATTHA PA3TBOPH.

Br0Opeuno yBpexaane

KoHnenTpanuure Ha JaMUBY/JMH M 3UI0BY/IMH CE OBHUILIABAT IIPH MALMEHTH C OBOPEYHO yBpEKIaHEe
nopajan HamajaeHus KIupbHC (BK. Touka 4.4). [Topaau Ta3u npuyrHa ce npenopbyBa, MaHEHTHTE C
TE)KKa CTEeNeH Ha ObOpevYHO yBpexkaaHe (kpeaTHHUHOB KiaupbHC < 30 ml/min), mpu KouTto e
HeoOXoIuMa MPOMSIHA Ha J103aTa, 1a IpHeMaT JaMUBYIMH 1 3UI0BYIMH NOOTAeNHO. Jlekapute TpsiOBa
Ja HarIpaBsT CIIpaBKa B I/IH(I)OpMaHI/ISITa 3a NpeaANKMCBaHC HAa TE3U JICKAPCTBCHU ITPOAYKTH.

YepHoaApoOHO YBpEXKIaHe

OrpaHn4eHuTe JaHHU [IPU HALMEHTH C HUPO3a MIPEIoarar, 4ye Mpyu HauueHTUTe ¢ YePHOIPOOHO
yBpEeXKJIaHe MOXe Jia ce HabJI0AaBa aKkyMyJIUpaHe Ha 3UJ0BYINH, JbDKAILO C€ HA HAMAJICHO
TIIOKypoHUpaHe. JlaHHUTe, TOMy4YeH! TPH MaleHTH ¢ yMepeHa JI0 TeXKa CTETleH Ha YePHOAPOOHO
yBpEeXJIaHe, TOKa3BaT ye (papMaKOKMHETHUKATa Ha JAMUBYIUH HE CE TIOBJIMSABA 3HAYUTEIHO OT
yepHOApoOHaTa nucyHKIM. Bhnpeku ToBa, Thii KaTO MOJKE J1a c€ HAaJI0KH IPOMSHA Ha 103aTa Ha
3UJIOBYIUH, TIPU MAIUEHTH C TEKKO YePHOAPOOHO HAPYIICHHUE CE MPETNOPHUBA JIAMHUBYIUH H
3UJIOBYIUH Ja ce TpreMaT MooT/enHo. JlekapuTe TpsOBa Jja HaNpaBsT clpaBka B HHGopManusiTa 3a
MIPEIITUCBaHE HA TE3H JIEKAPCTBEHU IPOIYKTH.

AﬂaHTI/IDaHe Ha J03aTa IIpH ManueHTHU ¢ HEXKCIIaHU XEMATOJOTMYHHU PCaKIINN

Moske J1a ce HAJTOXKH IIPOMSIHA Ha J103aTa Ha 3U0BYIMH, aKO HUBOTO Ha XEMOTJIOOHWHA Ce TIOHKHU 10T
9 g/dl miu 5,59 mmol/l, umu ako Gpost Ha HeyTpodumute cnague mox 1,0 X 1091 (Bx. Touku 4.3 u
4.4). Twit kaTo He € BB3MOKHO TaKOBa aJaNTHpaHe Ha go3uposkara mpu Combivir, TpsOBa 1a ce
U3II0JI3BAT [IPOYKTUTE, ChABPIKAIIY JIAMUBYANH U 3UI0BY/IMH MOOTACITHO. 3a TE3U JICKapCTBEHU
NPOJIYKTH JIeKapuTe TPsOBa J]a HAMPABAT CIpaBKa ¢ HHPOPMAIIUATA 32 TAXHOTO MPEANUCBAHE.

I[OBI/IDaHC OpHu DalnrMCHTH B HAITpE€AHalla Bb3pacT

Hsama cnenuduanu naHHT, HO MIPH Ta3W Bh3pacToOBa rpyIia ce MPernophyBa CIEUAIHO BHUMaHUE
NopaJii CBbP3aHUTE C Bb3pacTTa IPOMEHH, KaTo HamajieHa ObOpeuHa QyHKIHA U IPOMEHHU B
X€MaTOJIOTMYHUTE IIOKA3aTeNH.

4.3 IIpoTuBOomOKAa3aHUS

CBp’bX‘IYBCTBHTeHHOCT KBbM aKTUBHHUTEC BCUICCTBA HJIN HAKOC OT ITIOMOIIIHUTEC BCIICCTBA, I/I36poeHI/I B
TO4Ka 6.1.



3U0BY/IMH € IPOTHUBOIIOKA3aH MPY MAIMEHTH ¢ A0HOPMAITHO HUCHK Opoit HeyTpoh i
(< 0,75 x 10%1) unu ¢ abHOpMATHO HUCKY HUBA Ha Xemornoouna (< 7,5 g/dl mmu 4,65 mmol/l).
Crnenosatenno Combivir € IpOTHBOIIOKAa3aH P T€3H MaUeHTH (BXK. Touka 4.4).

4.4 ChneuuajaHu mpeaynpesaeHus U NpeAna3Hyd MepKH NP4 ynorpeda

B T03u paznen ca BKIIOYCHU CHCIMATHUTES PEYTPESIKICHIS U CIICIIHATHUTES TIPENa3Hu MEPKHU 32
yHoTpeda, OTHACAIIN Ce KaKTO J0 JIAMUBYMH, TaKa W J0 3UI0BYAHH. HaMa nombiHUTETHHA
OpeanasHi MEPKU WM IPEIyPEKICHHUS 32 KOMOUHUpaHus poaykT Combivir.

[Tpu HEOOXOTUMOCT OT IPOMSIHA B JI03aTa, CE MPETIOPhYUBa JAMHUBYIMH U 3UJOBYMH Jia CE U3IOJI3BAT
KaTo OT/AETHH JIEKapCTBEHU MPOIYKTH (BXK. Touka 4.2). B Te3un cirydaun nekapsT TpsOBa a HanpaBu
CIIpaBKa C JIeKapcTBeHaTa HH(GOPMAITUS 32 BCCKU €TUH OT TAX.

EnnoBpemenHaTa ynorpe0a Ha CTaByIMH M 3UIOBYIMH TpsiOBa fa ce n30srea (Bk. Touka 4.5).

OnopTIOHUCTHYHYU MHDEKIUU

[Marenture, npuemainy COmMbivir win apyra aHTUPETPOBUPYCHA TEPAIIUsl, MOTAT J1a HPOABIDKABAT Ja
pa3BUBAT ONMOPTIOHUCTUYHHU MHPEKIMU U ApyTH ycinoxHenus Ha HIV undekuusta. [lopagu tazu
NpUYHMHA MTAUCHTUTE TPSOBA Aa OCTaHAT 10/ BHUMATEIHO KJIMHUYHO HAOJIIOIEHUE OT JIEKAPH C OTHT
B nedeHunero Ha HIV nadexknmsara.

XeMaTOJIOTUYHU HEXKEIAaHM JICKAPCTBCHU PEaKIIMU

ITpu nmanueHTuTe, IEKyBaHU ChC 3UIOBYAMH, MOKE J1a CE PA3BUAT aHEMHUsI, HEYTPOIICHUS U
neBKoIieHHs (OOMKHOBEHO BTOPUYHO B pe3yJITaT Ha HeyTporeHusTa). Haii-uecto Te3un Hexxenanu
e()eKTH ce OMUCBAT MPH NPHEM Ha BUCOKHU 1031 3unoBynuH (1200-1500 mg/24 h) u npu nanueHTy,
KOMTO NPEH JICUYCHUETO ca OMIIM ¢ MalTbK KOCTHOMO3BUEH Pe3epB, 0COOCHO B HANpeIHal CTaAui Ha
HIV Gonecrra. [1o Ta3u npuunHa, o Bpeme Ha yiedenue ¢ Combivir, TpsiOBa BHUMATEHO J1a ce
MpOCIeIIBaT XeMaTOJIOTHYHUTE MToKa3aTend (BxK. Touka 4.3). Te3u xeMaToJoruyHu eeKTH
OOMKHOBEHO He ce HabJI0AaBaT MO-PaHo OT YETUPH JI0 LIECT CEAMULH OT HA4aIOTO Ha JICYEHHUETO.
ITpu nmanumenTy ¢ ¢ HanpeaHaizo cumntoMarnyao HIV 3aboisBane, 0OMKHOBEHO ce MPenopbyuBa
MPOBEKIAHETO Ha KPbBHU M3CJICIBAHHS Hali-MaJIKO HA BCEKH JBE CEIMUIIM TIPE3 ITbPBHUTE TPH Mecena
Ha JICYUEHUETO U HAl-MaJIKO eUH ITBT MECEYHO CJIEe]] TOBA.

[Tpu maruenture ¢ Havano HIV 3abomnsBane HexeTaHUTE XeMaTOJIOTUYHU PEAKITUHN He ca 4ecTH. B
3aBHCHMOCT OT OOIIIOTO ChCTOSIHUE HA TTAIMEHTa, KPBBHUTE U3CIIEABAHMS MOXeE Ja Ce MPOBEKIAT TI0-
PSJIKO, HAaNPUMEpP Ha BCEKH eIMH JI0 Tpu Mecena. ChIo Taka, MOXe Jia Ce HANOXKHU MPOMSIHA Ha
JIO3MPOBKATa HA 3UIOBYIVH, IIPH MMOSBA Ha TE)KKA aHEMUS WIH MHEIOCYTIPECHS 1O BpeMe Ha
neuerrero ¢ Combivir, uiy TIpu MaIMEHTH ¢ HAJTMYHA TPEIH JEUYCHUETO KOMITPOMEHTHpAHa KOCTHO-
Mo3buHa GyHKIHs, Harp. xemoraooud < 9 g/dl (5,59 mmol/l) unu Gpoii Ha HeyTpoduute < 1,0 X
10%1 (3. Touka 4.2). Thii KaTo He € BE3MOKHO aJanTHpaHe Ha no3upoBkara Ha Combivir, Tps6Ba 1a
Ce M3MOJI3BAT JIAMHUBY/IMH ¥ 3UI0OBYIUH KaTO OTJCIHH JICKAPCTBEHHU MPOAYKTH. 32 TE3H MPOIYKTH
JeKapuTe TPsAOBA Ja HAPABST CIpaBKa ¢ HHPOPMAIHITA 3a TAXHOTO MPEIITHCBaHE.

ITankpearur

Crnydyau Ha pa3BUTHE Ha TAHKPEATHUT IMIPH MAIIMEHTH, JIEKYBaHU C JAMHUBYIUH U 3UJOBYAHH, Ca
HaOronaBanu psiako. He e sicHo oOaue fanu Te3u cirydau ce IbJDKAT Ha aHTUPETPOBUPYCHOTO
JieueHHe WM HA OCHOBHOTO 3a0ossBane. Jleuennero ¢ Combivir TpsaOBa Jia ce mpeycTaHOBH
He3a0aBHO NPY T0sBa HA KIIMHUYHY CUMIITOMH WITH Ta00OpaTOpHU JJAaHHH, MTPEJIIoaraiii NaHKpeaTuT.



JlakTaTHa anumgo3a

[pu npuiosxeHre Ha 3UIOBYIMH ca ChOOIIABaHK CITyYaH Ha JIAKTATHA all|103a, MPUApyKeHa
0OMKHOBEHO OT XenaToMerajus U YepHoIpoOHa cTearo3a. PaHHHTE cuMnTOMH (CHMOTOMAaTHYHA
XHUIEpIaKTaTeMusl) BKIIOUBAT JOOPOKauyeCTBEHH CUMIITOMHU OT CTPaHa Ha TaCTPOWHTECTHHATHUS
TpakT (TazieHe, MOBPBIIaHe U KOpeMHa 00Jka), 00110 HEPa3moIoKeHne, 3aryda Ha areTuT, 3aryba Ha
TErJI0, peCIUPaTOPHA CUMITTOMH (Yy4eCTEHO W/MIIH ABI00KO AWIIAHE) UIIM HEBPOJIOTUYHU CUMITOMHU
(BKJIFOUMTETHO IBUTATENHA C1a00CT).

JlakTaTHaTa anyI03a € CBbp3aHa C BUCOKAa CMBPTHOCT U MOXe J1a ObJie MPUIPYKEHa OT MaHKPEaTHT,
yepHOApoOHa WK OBOpeyHa HeTOCTATHYHOCT.

JlakTaTrHaTa anrgo3a OOMKHOBEHO ce HAOJI0IaBa ClIel HIKOIKO MECELA JICUECHHE.

JleuenneTo chc 3UAOBYIHMH TPSIOBA Aa ce MPEKpaTy NpH YCTaHOBABAaHE HA CHMIITOMATHYHA
XHUIEpJIaKTaTeMHs 1 MeTabOJIUTHA/TaKTaTHA allu03a, IPOrPECUBHA XENaTOMEraaus Win Obp30
MIOKaYBaHE Ha HUBAaTa Ha aMUHOTpaHc(epasuTe.

3um0oBYAMH TPAOBA J1a ce Mpulara ¢ NOBUIICHO BHUMAHKE ITPH BCHYKH MAMEHTH (0COOCHO MPH JKeHU
ChC 3aTIBCTSABAHE) C XETATOMET M, XSTIaTUT WIN IPYTH U3BECTHH PUCKOBH (DAaKTOPH 3a pa3BUTHE HA
4epHOPOOHO 3a00JIsIBaHE U YEPHOAPOOHA cTeaTo3a (BKIIOUUTEIHO HAKOH JIEKapCTBEHH MPOIYKTH U
ankoxon). [launenture, konHdektupanu ¢ xenatut C u neKkyBanu ¢ anda uaTepdhepoH U pudbaBUpPHH,
MOTaT J1a IPE/ICTAaBIABAT IPyIa ChC CIICIU(PHUYCH PUCK.

[larmenTrTe C MMOBUIIEH PUCK € HEOOXOANMO J1a CE MIPOCIEIBAT BHUMATEIHO.

Muroxonapuanga auchyHKIUA CIeq eKCIIo3uums in utero

Hykrneo3uaHute v HyKJICOTHHUTE aHAIO3U MOTAT Jia OBJIHSIAT METOXOHApHATHATA QYHKIHS B
pas3inyHa CTETeH, KOETO € MO-U3Pa3eHo NpHU CTaBYIUH, AUIAHO3UH U 3UJ0BYANH. MiMa choOIIeHns 3a
MHUTOXOHIpUanHa aucdyHkuus npu HIV orpunarentun kbpmadera, KOUTo in Utero u/umu ciex
paskaaHeTo ca OMJIM U3JI0XKEHH Ha HYKJICO3UIHU aHAJIO3M; B TIOBEUETO CIIyyaH Te Ca C€ OTHACSIIM 32
JIeYCHHE ChC CXEMH, ChABPIKAIIM 3U10BYANH. OCHOBHHUTE HEXEJaHU PEaKLUH, 32 KOUTO Ce ChOoOIIaBa,
ca XeMaToJIOTMYHH HapyUIeHus (AaHEMHUs1, HEYTPOIICHUS) U META0OIMTHH HapyLICHUS
(xumepnakraTeMus, Xunepannazemus). Te3u cbOuTHs YecTo ca 6mnu npexoauu. Mma peaxu
CHOOIIEHNS 32 HEBPOJIOTUYHHU HAPYIICHH C KbCHA MPOsBA (XUIIEPTOHMUS, KOHBYJICUH, IPOMEHHU B
noBeneHneTo). [loHacTosmem He € U3BECTHO AU MOAOOHN HEBPOJIOTMYHHU HAPYIIEHHS Ca PEXOIHH
WIH TIOCTOSTHHU. Te3u OTKpHUTHS TPsIOBa J1a ce UMAT MPEIBUJI IIPH BCIKO JIETe, KOETO iN Utero e omio
W3JI0’KEHO Ha HYKJICO3HUIHU M HYKJIEOTHIHU aHAJIO3H U IIPU KOETO Ca HAIMIIE TEKKH KIMHUYHU
HaXOJIKH C HEM3BECTHA €THOJIOTUS, 0COOEHO HEBPOJIOTMYHH HaXOJIKU. Te3U OTKPUTHA HE IPOMEHSAT
aKTyaJIHUTE 32 MOMEHTAa HallMOHAJIHU MPENOPHKH 3a MpHIaraHe Ha aHTHPETPOBUPYCHA TEparus MPH
OpeMeHHU KeHH ¢ IIeJT IIpeana3BaHe OT BEpPTUKAIHO npeaaBane Ha HIV.

Jlumoarpodus

JleyeHmneTo ChC 3UIOBY/IMH CE CBBP3Ba ChC 3ary0da Ha MOJAKO)KHA MAacTHA ThKaH, KOETO CE CBhP3Ba C
MHTOXOHJIpUAITHA TOKCHYHOCT. YecToTaTa 1 TeXKECTTa Ha JIMIoaTpo(dusTa ca CBbp3aHH C
KyMyJlaTUBHaTa excro3unus. Tasu 3ary0a Ha MacTHa ThKaH, KOSTO € Hail-BUIUMA TI0 JIMLETO,
KpalHUITMUTE U XBJIOOIUTE, MOXKE J1a He € o0paTuMa NpH MMpeMHHABaHEe KbM Teparnus 03 3uA0BYIHH.
[Manuenture TpsiOBa 1a ce OICHSABAT PEAOBHO 3a MPH3HAIM Ha JIMTIOATPO(HS 110 BpeMe Ha Teparnus ChC
3UAOBYAMH U TIPOAYKTH, Chbprkanty 3ugpoByaud (Combivir u Trizivir). Ilpu ceMHEHHE 32 pa3BUTHE
Ha JIMnoatpodus TpsOBa a ce Ha3HAYM aJTEPHATUBHO JICYCHUE.




Terno u MeTabOIUTHHU ITApAMETPH

[To Bpeme Ha aHTUPETPOBUPYCHA TEpaHs MOKE Ja HACTHIIN yBEIMYaBaHE HA TETJIOTO U HA HUBAaTa HA
JUTHUIUTE | TJIF0KO3aTa B KpbBTa. TakuBa MPOMEHU JI0 U3BECTHA CTEIICH MOTaT Jia ObJIaT CBhP3aHU C
KOHTpOJIa Ha 3200IIIBaHeTO W HadYMHA Ha )XUBOT. OTHOCHO JINTTUINTE, B HAKOU CITydan MMa
JTIOKA3aTeNICTBA 32 €EeKT Ha JICUCHHETO, JOKATO OTHOCHO YBEIMYaBaHETO HA TETIOTO, HAMA TBBPAH
JTOKa3aTesICTBa, KOUTO JIa CBHP3BAT TOBA C HIKAKBO KOHKPETHO JICUEHHUE. 3a MPOCeAsIBaHe Ha
JUTHAINTE | TIIFOKO3aTa B KPHBTa CE MPaBH CIIpaBKa C YCTAHOBEHUTE HACOKH 3a JedueHue Ha HIV.
JlunuaauTe HapyIIeHns TPIOBa 1a ce JIEKyBaT 110 KIIMHUYHO TTOAXO/IAIN HAUlH.

CI/IHHDOM Ha UMYHHAaTa pCaKTHBAIIUA

B HauganoTo Ha npuiaraneTo Ha KoMOuHUpaHa antuperpoBupycna Tepanus (CART) mpu HIV-
WH(QEKTUPAHU MALUEHTH C TEKBbK UMYHEH NeQUIIUT, MOXKE Ja Ce MMOSIBH BH3NATUTEIHA PEaKsi KbM
0€3CUMITTOMHH WJIM OCTaTHYHU OTIOPTIOHUCTUYHH MATOTCHHU U TOBA J1a IPUIMHH CEPHO3HO BIIOIIABAHE
Ha KJIMHUYHOTO ChCTOSHHE MM OTS)KHsBaHEe Ha cMMITOMUTE. OOMKHOBEHO TaKMBa PEAKIMN ca OMIIn
HaOJIr01aBaHM MIPE3 MbPBUTE HAKOJIKO CEIMHIIN MM MECELH OT 3a04YBaHEeTO HA KOMOMHUpaHaTa
antuperpoupycHa Tepamus (CART). TakiBa MpHMEpPH ca IATOMETATIOBUPYCEH PETHHUT,
TeHePATM3UPAHU W/WITN OTHUIIIHN MUKOOAKTEepHATHN HHPEKIUH U THEBMOHUS, TIPHYMHEHA OT
Pneumocystis jirovecii (1ecto napuuana PCP). Benuky Bb3NATUTEIHA CUMITTOMH TpsiOBa 1a ObaaT
OLICHSIBAaHM M KOTATO € He0OXOAMMO Jla ce Ha3HavyaBa jeyeHue. [Ipu nposiBu Ha UMYHHA PeaKTHBAIHS
ce choOIIaBa 1 3a pa3BUTHE Ha aBTOUMYHHH HapyiieHus (kato 6onect Ha Graves u aBTOUMyHEH
xenartur). Bee mak, ch001aBaHOTO BpeMe Ha T0siBa Ha 3a00JISIBAHETO € Pa3InuHO U Te3U ChOUTHS
MOJKE J]a Ce MOSBIT MHOTO MECEIIH CJIE] 3alI0UBaHe Ha JICUYCHHUETO.

YepuoapoOHO 3a00I1s1BaHE

B ciyyaute, npu KOMTO JJaMUBYIMH C€ TIpUjIara ¢IHOBpeMeHHO 3a jieueHue Ha HIV u undekium,
MpUYUHEHH OT BHUpyca Ha xenatut B (HBV), nombmauTenna nadopmanus 3a npruioxeHneTo Ha
JUMUBYIUH TIpH JICYCHUE HA XenaTuT B nHdpeknuara e HamMyHa B KpaTkara XapakTepUCTHKa Ha
nposykra Zeffix.

He e ycranoBena Oe3omacHOCTTa M €()UKACHOCTTA Ha 3UIOBYIUH IPH MAIMEHTH ChC CHITBTCTBAIIO
3HAYUTEITHO YBPEKAaHE HA YePHOIPoOHATA QYHKIIHS.

[TaumenTute ¢ xpoHudeH xenatut B unu C, u nexkyBann ¢ KOMOMHHUpaHa aHTUPETPOBUPYCHA Tepanus,
ca ¢ TIOBHUIIIEH PUCK 3a TEKKU U MOTEHIMATHO (haTalTHU HeKeNnaH! e()eKTH OT CTpaHa Ha YepHHS Jpo0.
B ciryuaii ye ce npunara eJHOBpEMEHHO ITPOTHBOBUPYCHO JieueHre Ha xenatut B u C, Mo,
NOTHPCETE ChIIO ChOTBETHA MH(OPMAIHA 32 JIEKAPCTBEHNUTE MPOAYKTH, KOUTO CE U3IOI3BAT.

[peycranoBsiBane Ha npuema Ha Combivir npu nanuenty, Ko-uapextupanu ¢ HBV, nanara
MIEPUOIUYHO TPOCTICABaHe Ha YePHOAPOOHHUTE (DYHKIIMOHATHH TECTOBE U MAPKEPHUTE 3 PETLTUKALIHS
Ha BUpyca Ha xenatut B (HBV) B nponbmkeHne Ha 4 Mecena, Thid KaTo MPEyCTAaHOBSBAHETO HA
npreMa Ha JJAaMHUBYJIMH MOJKE JIa JIOBEJIe /IO eK3ariepOalus Ha XenaruTa.

[Ipu nauyeHTHTE € BeUe CHIIESCTBYBAIIA YEPHOAPOOHA TUCPYHKIMS, BKIFOUUTEITHO C XPOHUYEH
AKTUBEH XEIaTHT, OTKIIOHEHHUATA B YepHOAPOOHUTE (PYHKIIMOHAITHN TECTOBE IO BpeMe Ha
KOMOMHHpaHa aHTHPETPOBUPYCHA Teparus ca mo-uectr. YepHoaApoOHNTE PyHKIIMOHAITHU TECTOBE
TpsiOBa J1a ce MpOoCieasIBaT ChIVIACHO CTAaHAAPTHATA MpaKTHKa. AKO UMa JaHHH 3a BJIOIIaBaHE Ha
YepHOAPOOHOTO 3a00IIsIBaHE MPY TaKUBA MALMEHTH, TPAOBa Ja ce 00CHkKAa MPEKbCBaHE MIIN
MIPEeyCTaHOBSBaHE Ha JICUEHUETO.

HaHI/IeHTI/I, KOI/IHd)eKTI/IDaHI/I C BUpyCa Ha XCIaTUT C

EnHoBpemenHata ynorpeda Ha puOaBHPHH M 3UI0BYANH HE CE MPENOPhUBa MOPAIN TTOBHUIIICHUS PUCK
oT aHemus (BXK. Touka 4.5).



OcreonHekposa

Brnpeku ue eTronorusra ce npruema 3a MHOro(pakTopHa (BKIFOUBAIA TPUIOKECHUE HA
KOPTUKOCTEPOU]I, KOHCYMaIlrs Ha aJTIKOXOJI, T&)KKAa UMYHOCYIIPECHs, TIO-BUCOK MHCKC Ha TelleCHa
Maca), ca Ch00IIaBaHM CIIy4ad Ha OCTEOHEKPO3a, 0COOCHO MPH MalreHTH ¢ Hanpearano HIV
3a00JsIBaHE W/HMJIH C TIPOJIBIDKUTEITHA EKCTIO3UIHS HA KOMOMHUPaHa aHTHPETPOBUPYCHA TEPAITUs
(KAPT). IMaumenTute TpsiOBa 1a ObAT MOCHBETBAHH JIa MOTHPCAT KOHCYIITAIHS C JIEKap, aKo MOIydaT
0OJIKH B CTaBUTE, CKOBAHOCT HA CTABUTE WJIM 3aTPyTHCHUE B JIBIDKCHUATA.

Combivir e Tps6Ba 1a ce nmpreMa ¢ APYTH JEKAPCTBEHHU MPOAYKTH, ChIbPIKAIIN JJAMUBYIUH HITH
eMTPULINTAONH.

He ce mpenopbuBa KOMOMHUpAHE Ha JIAMHUBYTHH C KIaapuoOuH (Bx. Touka 4.5).

[IpunoxxeHue Ipy NaUEeHTH C YMEPEHAa CTCIICH Ha 6’b6De‘lHO YBPCKIAHC

[1pu marnueHTy ¢ KpeaTHHUHOB KIUPBHC Mexxay 30 u 49 ml/min, npuemariu Combivir, moxe 1a uma
1,6 no 3,3 mpTH Mo-BUcOKa excro3utius Ha taMuByAuH (AUC) B cpaBHEHHE C MAIUEHTH C
KPeaTHHUHOB KIUPBHC =50 ml/min. Hsima nanHM oTHOCHO Ge30macHOCTTa OT PaHAOMHU3HUPaHH,
KOHTPOJIMPAaHU M3MHUTBAHMS, cpaBHsBay COMbIVir ¢ oTaeHnTe My ChCTABKH TIPH MAI[MEHTH C
KpEaTMHUHOB KIUPBHC Mex 1y 30 1 49 ml/min, KOMTO MMOJTy4aBaT JJAMUBYIMH C aJlaniTHpaHa jao3a. B
OPUTHHAITHOTO U3MHMTBAHE 3a pa3peliaBaHe 3a ynorpeda Ha JaMHUBYAWH B KOMOWHAIIUS ChC 3UIOBYANH
NI0-BHCOKAaTa eKCIIO3MIMS Ha JJAMUBY/AUH € OMiia CBBbp3aHa ¢ I0-BHCOKA YECTOTa HA XeMaTOJIOrMYHA
TOKCHYHOCT (HEYTPOIICHUS M aHEMHS1), BBIIPEKH Y€ MPEKpaTsIBaHe NOPAJAN HEYTPOIICHNS HIIH aHEMHS
ce € HATOXKMIO 1pH <1% OT y4acTHHUIMTE 3a BCSKA OT TsAX. MoxXe /1a BB3HUKHAT JIPYTH CBBP3aHH C
JaMUBYIMH HEXeJIaH! ChOUTHS (KaTO CTOMAIIHO-YPEBHH U YEPHOAPOOHU HAPYILICHHS).

[TaneHTH ¢ MOCTOSHEH KPEaTHHUHOB KIHPBHC Mexkay 30 u 49 ml/min, kouto noiayuasar Combivir,
TpsiOBa 1a ObJAT MPOCIIEIIBAHH 32 CBbP3aHHU C JIAMUBY/IMHA HEXETaHH CHOUTHSI, 0COOCHO
XEMAaTOoJIOrMYHa TOKCHYHOCT. AKO C€ pa3BHe HOBA MIIH CE€ BIIOIIH ChIIECTBYBAIIA HEYTPOIICHHS WITH
aHeMHs1, KOPEKIHs Ha 7103aTa Ha JIAMUBY/IMH € NIOKa3aHa CIope MPOoayKToBaTa nH(opMaius Ha
JIEKapCTBEHMUS MPOIYKT, KATO Ta3u KOPEKIIMSA Ha J03aTa He MOKe J1a ce mocturae ¢ Combivir.
[TpuembT HAa Combivir TpsidBa 1a ce mpeKpaTH U OTACITHUTE ChCTaBKU TPSIOBA Jia ce M3MO03BaT 3a
U3rpaXKIaHe Ha cCXeMarTa Ha JICUCHHE.

[Tomontxu BCIICCTBA

Hampuu
ToBa JIeKapCcTBO ChIbpIKa MO-Manko ot 1 mmol vatpuii (23 mg) Ha TabeTka, T.€. MOXKE J1a Ce Kaxe,
Ye MPaKTUYECKH HE ChIbPiKa HATPUH.

45 BzamMmopeiicTBHe ¢ IPYTHU JeKapCTBEHM MPOAYKTH M APYTrH (POpMH Ha B3auMojeiicTBHe

Combivir ceappika TaMUBYIMH ¥ 3UAOBYAMH U BCHYKH B3aMMOJICHCTBHUS, YCTAHOBEHH NPH TSAX
HOOT/ACIHO MoraT Aa ObaaT HabmoxaBanu pu Combivir. Kimmanyan npoy4BaHus ca oka3aliy, 4e
HSMa KIMHAYHO 3HAYMMHU B3aWMOJEHUCTBUS MEXIY JTAMUBYAUH U 3UIOBY IVH.

3unoByauH ce Metabonuzupa ocHoBHO oT UGT en3umuTe. EMHOBPEMEHHOTO MPUIIOKEHHE C
MHIYKTOpU Wiu nHxuouTopr Ha UGT eH3umuTe MOXKE 12 MPOMEHH €KCIIO3ULIMATA Ha 3UI0BYANH.
JlamuByIuH ce enMMUHHUpa 1pe3 0b0penuTe. AKTHBHATa ObOpeUHa eKCKpEelHs Ha JTaMUBYJMH B
ypuHaTa ce Mexuupa oT TpaHcnoprepu Ha oprannyHu katuonu (OCT). ExnoBpemeHHOTO
NpUIoKeHUe Ha TaMuByuH ¢ nHXHOuTOpr Ha OCT min HeppOTOKCHIHY JIeKapCcTBa MOXKE J1a
MOBHUIIIH €KCTIO3UIUSITA Ha JIAMUBYTIVH.

JlaMuBYTMH 1 3UABYIUH HE CE META0ONIM3UPAT 3HAUUMO OT HUTOXPOM Paso eH3UMUTE (KaKBUTO ca
CYP 3A4, CYP 2C9 unu CYP 2D6), auro nHXMOMpAT WM HHAYLHPAT Ta3u EH3UMHA CHCTEMA.



[Mopanu ToBa, Ma MaJIka BEPOSITHOCT 32 B3aMMOJICHCTBUS C aHTUPETPOBUPYCHU MPOTEA3HU
HHXUOUTOPH, HEHYKJICO3UIH U APYTH JIEKAPCTBEHH MPOIYKTH, KOUTO CE METa0OIM3UPAT OT OCHOBHHU

eH3UMHM Ha P50 cucTemara.

IIpoy4uBanus 3a B3aNMOIECHCTBUATA Ca IPOBEXKIAHN CaMO TP Bb3pacTHH. JlaIEeHUST 1MO-I0Ty CITUCHK
He TpsI0Ba J1a ce IMpreMa 3a u3depraTelieH, HO € MPECTABUTEIICH 3a MPOYIBAHNTE KIIACOBE.

JlekapcTBa M0 TepaneBTUYHA
obJact

B3aumopaeiicteue

IIpomsina Ha cpegHaTa
reoMeTpu4Ha croiinoct (%0)
(BB3MOKEH MEXAHH3BM)

IIpenopbka 0THOCHO
eTHOBpEeMeHeH MpueM

AHTUPETPOBUPYCHMU JIEKAPCTBEHU ITPOAYKTH

Hunanosun/JlaMmuBy nuH

Hsama npoyuBanus 3a
JIEKapCTBEHU
B3aUMOJICHCTBHSIL.

Jwunano3un/3un0ByAnH

Hsama npoyuBanus 3a
JIEKapCTBEHU
B3auUMOJICHCTBHUA.

He e neobxomnMo xopurupade Ha
Jo3ara

CraByaus/JlamuBy1uH

Hama npoyuBanus 3a
JIEKapCTBEHU
B3aUMO/CICTBHUA.

CraByauH/3u10BY TUH

In vitro anraroHU3sMBT Ha
antu-HIV akTuBHOCTTA
MEX]y CTaByIUH U
3UJIOBYIUH MOKE Ja IOBEIE
0 HaMasieHa e(pUKACHOCT Ha
JIBETE JICKAPCTBA.

He ce npenopbruBa KOMOHMHUpPAHE.

MPOTUBOUH®EKIIMO3HU
MPOAYKTH

AroBakBoH/JlaMuByTMH

Hama npoyuBanus 3a
JIEKApCTBEHU
B3auUMOJICHCTBHUA.

AroBakBon/3unoByaus (750 mg
JIBa TBTH JHEBHO C
xpana/200 Mg Tpu IbTH JHEBHO)

3unoBynua AUC 133%
AtoBaxBoH AUC <

ToH KaTO HAIMYHUTE NAaHHU Ca
OTpaHWYEHU, KIIMHIYHATA
3HAYUMOCT HE € U3BECTHA.

Knapurpomuiun/JlaMuBy nux

Hsama npoyuBanus 3a
JIEKapCTBEHU
B3aMMOJEHCTBUSL.

Knapurpomutun/ 3ugoByanH
(500 mg nxBa mbTH
nuaeBHo/100 Mg Ha Bceku 4 Jaca)

SunoByaun AUC $12%

Otnenno npuioxkenne na Combivir
Y KJIAPUTPOMHUIIMH C MHTEPBAJI OT
Hal-MaJIko 2 Jaca.

TpumeTonpum/cynpamerokcazon
(Ko-tprmoxca3zon)/JlaMuBy TuH
(160 mg/800 mQ BeHDBkK JTHEBHO
3a 5 nan/300 Mg exHOKpaTHA
J1032)

Jlamusymun: AUC T 40%
Tpumeronpum: <>
Cyngameroxcazon: <>

(naxuOMpane Ha
TpaHCIIOPTEpa HAa OpPraHUYHA
KaTHOHH)

He e He0OX01MMO KOpHUTHpaHe Ha
no3ara Ha Combivir, ocsen ako
MaAeHTHT UMa OBOPETHO
yBpexaane (Bx. Touka 4.2).

Koraro ce Hanara CIHOBPEMECHHO
IMPUIIOKCHHUEC C KO-TPUMOKCA30JI,




TpumeTonpum/cyndameTokcaso
(Ko-tprmMoxca3om)/3uaoByauH

Hsama npoyuBanus 3a
JIEKapCTBEHU
B3aUMOICIHCTBHUA.

NalMeHTHTE TPIOBa Ja ce
MPOCIIeIABAT KIMHUYHO. Brcoku
031
TpuMeTonpum/cynhaMeToKcaso 3a
JieuyeHHe Ha THEBMOHUS,
nprarHeHa oT Pneumocystis
jirovecii (PCP), u 3a
TOKCOIUIa3MO03a HE ca MPOyYBaHH U
TpsOBa Aa ce n30srBar.

NPOTUBOI'bBUYHU CPEJICTBA

Onykonazon/JlaMuBy nnH

Hama npoyuBanus 3a
JIEKapCTBEHU
B3aUMO/ICICTBHUA.

dykoHa3071/3UA0BY TUH
(400 mg Benubxk nHEBHO/200 MQ
TPH ITBTH THEBHO)

3unoBynun AUC T74%

(naxubupane va UGT )

Tt KaTO HAIMIHUTE JAHHU ca
OTpaHHYCHH, KJIMHHYHATA
3HAYMMOCT He € n3BecTHa. Ja ce
CJeNu 3a TMPU3HAIY Ha TOKCHYHOCT
Ha 3u10ByAuH (BX. Touka 4.8).

AHTUMUKOBAKTEPUAJIHU CPEJACTBA

Pudpamnums/JlamuBy nmun

Hsama npoyuBanus 3a
JIEKApCTBEHU
B3aMMOJCHCTBHSL.

Pudammunun/3ua0By iuH
(600 mg BeaHBK THEBHO/
200 mg Tpu IBTH JHEBHO)

3unoByaua AUC $48%

(nanykumst Ha UGT )

Hsma mocTaThuHO JaHHHU, 32 1A CC
penopbya KOpUrupaHe Ha 103ata.

AHTHUKOHBYJICAHTH

®enobapouTan/JlaMuByauH

Hama npoyuBanus 3a
JIEKapCTBEHU
B3aUMOJICICTBHUA.

®denobapouTan/3un0ByaNH

Hama npoyuBanus 3a
JIEKApCTBEHU
B3auUMOJICHCTBHUA.

IMorenuuan 3a caabo
[MOHM)KaBaHEe HA IUIa3MEHNUTE
KOHIICHTPAI[MH Ha 3UJI0BYIUH
nopaav naayknus Ha UGT .

Hsma mocTaThuHo JaHHM, 32 1A ce
npenopbhya KOPUTHPaHEe Ha J03aTa.

Oenuronn/JlamMmuBy TuH Hsama npoyuBanus 3a Ha ce npocnenssat
JIEKapCTBEHU KOHIICHTPAIMHUTE HA PEHUTOUH.
B3aUMOJICICTBHUA.
DeHnTonH/3uA0BYAUH ®ennrons AUC TV
Banmpoesa Hsama npoyuBanus 3a TBH KaTO HAIMYHUTE TaHHU Cca
kucenuHa/JlamuBy nuH JIeKapCTBEHU OrpaHuy4eHH, KIMHUYHATA
B3aMMOJEHCTBUSI. 3HaYMMOCT HE € U3BECTHA.
Banmpoesa 3unoByaua AUC T80% [la ce npocnezsiBa 3a Ipu3HaLU HA
KHCeInHa/3U10BYANH TOKCHYHOCT Ha 3U/I0BYIUH (BK.
(250 mg wim 500 mg Tpu bTH (naxubupane vHa UGT ) Touka 4.8).

naesro/ 100 mg Tpu mbTH
JTHEBHO )

AHTUXUCTAMMUMHU (AHTAT

OHUCTHU HA H1 XUCTAMUWHOBUTE PELEIITOPH)

Panutunus/JlamuByiuH

Hsama npoyuBanus 3a
JIEKapCTBEHU
B3aUMOJICHCTBHUA.

Knuanuno 3Haunmun
B3aNMOJICHCTBHSA Ca MAJIKO

BEepOATHU. PaHUTHIUH ce

He e HeoOxoauMo KOopUrHpane Ha
Jo3ara.
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eIMMHUHUPA CaMO YaCTUIHO
oT OBOpeyHaTa cucTema 3a
TPAHCIOPT HA OPTaHUYHU
KaTHOHH.

PanutuanH/3u10By TMH

Hsama npoyuBanus 3a
JIEKapCTBEHU
B3auUMO/ICHCTBHUA.

Humernnun/JlaMuBy iuH

Hsama npoyuBanus 3a
JIEKapCTBEHU
B3aHMOJEHUCTBUS.

Kauanaao 3HaYnMH
B3aMOJCHCTBHUS Ca MAJIKO
BeposaTHU. [[umeruaus ce
SIMMHUHUPA CaMO YaCTUIHO
oT OpOpeuHaTa cucTema 3a
TPaAHCTIOPT HA OPTaHUYHU
KAaTHUOHH.

HumeTunuu/3u10BY TUH

Hsama npoyuBanus 3a
JIEKapCTBEHU
B3aUMO/ICIHCTBHUA.

He e HeoOxoauMo KOopHUTHpaHe Ha
no3aTa.

OUTOTOKCHUYHU CPEACTBA

Knagpubun/JlamMmuBy s

Hsama npoyuBanus 3a
JIEKapCTBEHU
B3aUMO/ICIHCTBHUA.

In vitro namuByauH
WHXUOUPA BHTPEKICTHYHOTO
dochopuupane Ha
kinaapuouH. ToBa BoHU 10
MOTSHITMAJICH PUCK OT 3aryoa
Ha e()UKACHOCTTA Ha
KIQJAPUOWH TIPH
KOMOWHHpaHEe B KIMHUYHU
ycnoBud. Hskou KIMHUYHA
JIAaHHU CHIIIO ca B MOJKpera
Ha BB3MOXKHO
B3aUMO/ICHCTBUE MEXKTY
JIAMUBYJIMH W KJIaJPUOUH.

[Topanu TOBa, HE ce IPENOPbUBA
€THOBPEMEHHOTO MPUIIOKEHUE Ha
JaMUBYAMH U KJIAJAPUOUH (BXK.
Touka 4.4).

OIMUOUIU

Meraon/JlaMuBY THH

Hama npoyuBanus 3a
JIEKapCTBEHU
B3aUMOJICHCTBHUA.

MeTtanon/3un0By IUH
(30 mo 90 mg BexHBK
nueBHo/200 mQ Ha Bceku 4 yaca)

3unoByaua AUC T43%
Metamon AUC <

TBi KaTO HATMIHUTE JAHHU ca
OTpaHUYECHU, KIMHUYHATA
3HAYUMOCT HE € U3BECTHA.

Ja ce npocnenssa 3a mpu3HaIM HA
TOKCHYHOCT Ha 3UJIOBYAUH (BXK.
Touka 4.8).

Manko BCPOATHO € [1a CC HaJlara
IMpoMsAHa Ha J03aTa IIpu 1mo-rojisiMa
qacT OT MAaOUCHTUTE, ITIOHJIKOIa
MOXKE Ja C€ HAJIO0XHN O6paTHO
TUTPUPAHC HA 103aTa HA MCTA/I0OHA.

YPUKO3YPUYHU CPEACTBA

[MpoGenenma/JlaMuByauH

Hsama npoyuBanus 3a
JIEKApCTBEHU
B3aMMOJEHCTBUS.

KnuanyHata 3Ha4MMOCT HE € ICHa
Mopagy OrPaHUYEHOTO KOJIMYECTBO
HaJIUYHU JTaHHU.
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[IpoGenenny/3un0ByIMH
(500 mg ueTupu mbTH
nHeBHO/2MQ/Kg Tpu mbTH
JTHEBHO)

BunoByaun AUC 17106%

(naxubupane na VI'T)

Jla ce mpocrenisiBa 3a MpU3HALN Ha
TOKCHYHOCT Ha 3U/I0BYIUH (BK.
Touka 4.8).

JIPYTH

PastBop Ha copburor (3,2 g,
10,2 g, 13,4 g)/JlamuByniuH

Enunandna 103a JaMUBYIMH
nepopaieH pazrsop 300 mg

JlamuByuH:
AUC | 14%; 32%; 36%
Crmax ¥ 28%; 52%, 55%.

Korato e Bp3MOXKHO TpsIOBa 1a ce
M305TBa MPOIBIIKUTEITHO
€THOBPEMCHHO TPWJIOKCHUE Ha
Combivir ¢ nekapcTBeHHU MPOIYKTH,
ChIbPIKAIIH COPOUTOI WITH IPYTH
OCMOTHUYHO-/ICMCTBAILIN
TOJIMBAJICHTHH aJTKOXOJIH WITH

ANKOXOJIH, TPOU3BOJTHH HA
MOHO3aXapuau (Hamp. KCHIIUTOI,
MaHHTOJI, TAKTUTOJ, MAJITHUTON).
KoraTo nponbmxurento
€IHOBPEMCHHO MPUIIOKEHHE HE
MOJe J1a ce u30erHe, TpsOBa aa ce
0OMUCITH [TO-9€CTO MPOCIC/sIBAHE
Ha BUpYycHH ToBap Ha HIV-1.

ChKparnieHus: T=HOBI/IH1aBaHe; ~L=HOHI/I)KaBaHC; <> = 0e3 3HaunmMa npomsHa, AUC=riomnt mox
KpUBaTa KOHIIEHTpaIUs crpsiMo Bpeme; Cna=MakcuMaliHa HaOJIr01aBaHa KOHIICHTPALIUS;
CL/F=npuBHIcH nepopasicH KIUPHHC

CrobimaBa ce 3a ek3anepOalys Ha aHEMUs, IbJDKAIIA ce Ha pUOABUPUH, KOTATO 3UIOBY/IMH € 4acT OT
cxema, U3MMoJI3BaHa 3a iedernne Ha HIV, BpIIpekn 4e TOUHUIT MEXaHU3bM HE € N3SICHEH.
EnnoBpemenHara ynorpeba Ha puOaBUPHH M 3UAOBYIUH HE C€ MPENOphyBa MOPaaH yBETHUCHHS PUCK
or aneMus (Bx. Touka 4.4).

Ako ToBa Beue ¢ (akT, TpsAOBa Jla ce 0OMHUCIIH 3aMsIiHA Ha 3UI0BYIMH B KoMOuHUpaHata APT cxema.
ToBa € 0cOO0EHO Ba)KHO IMPH MAIUCHTH C aHAMHE3a 332 aHEMHMSI, UHAYI[UPaHa OT 3UJI0BYIMH.

PuckbT OT pa3BuTHE Ha HEXeEJlaHU JIEKAPCTBEHU PEAaKIMK KbM 3UJO0BYANH HapacTBa MpU
€IHOBPEMEHHO JICUeHHE, 0COOCHO MPH OCTPO JIEUEHHE, C TOTEHIINAIHO He()POTOKCUUHH HIIN
MHEJIOCYNIPECUBHY JIEKAPCTBEHHU NMPOAYKTH (HAIpP. CUCTEMHO NPHIOKEH NEHTAMHUIUH, AAIICOH,
NUPUMETAMHH, KO-TPUMOKCa30J1, aM(pOTEpULMH, (IyLUTO3MH, TAaHIUKIOBUP, UHTEPGEPOH,
BUHKPUCTHH, BHHOJIACTHH M JOKCOPYOHIMH). [Ipr HE0OX0IMMOCT OT €IHOBpEMEHEH ITPHEM Ha
Combivir ¢ HsKOH OT Te3H JIeKapCTBEHH MPOAYKTH, TPsIOBa [1a Ce 1MoJarat JOMbJIHUTEIHHI IPHKH 32
npocinensBaHe Ha ObOpeyHaTa PyHKIMA U XeMaTOJIOTMYHHUTE MTapaMeTpH, U aKo € He0OX0IUMO /103aTa
Ha HSKOM OT TSX TpsiOBa ja Obe HaMaleHa.

OrpanudeHuTe JaHHYU OT KIIMHUYHU MPOYYBaHMs HE NTOKa3BaT 3HAYMMO MTOBHUIIIaBaHE Ha PUCKa OT
HEKEJIaHH JIEKaPCTBEHU PEaKLMU KbM 3UI0BYIUH IIPU €THOBPEMEHHOTO MY NPHIIOKEHUE C KO-
TPUMOKCa30J (BIK HHGOpMAaLUATa [I0-TOPe OTHOCHO B3aMMOICHCTBUETO MEKAY JJAMHUBYIUH H KO-
TPUMOKCA30:1), IEHTAMUINH aep030Jl, TUPUMETAMIH 1 allHKIOBHP MPH T03UTE, N3IIOJI3BAHH 32
npodHUIaKTHKA.

4.6 @epTHANTET, OPEMEHHOCT H KbpMeHe

bpemennoct

Karo 001110 npaBuiio, KOrato ce peiasa jia ce M3I0JI3BaT aHTUPETPOBUPYCHHU CPEJICTBA 3a JICUCHUE Ha
uHpeknus ¢ HIV npu OpeMeHHN KEeHH U CHOTBETHO 3a HaMaJIsiBAaHE HA PUCKA OT BEPTHKAIIHA
tparcmucus Ha HIV Ha HOBOpOIeHOTO, IO/ BHUMaHKE TPsOBA J1a ce B3eMaT JaHHUTE TPY )KUBOTHH,
KaKTO U KJIMHUYHUS OIMT IIPU OpeMEHHHM *KeHH. B To3u ciiydait 3u10ByIuH, IpUIarad npu OpeMeHHH
JKEHU C TIOCIIS/IBAIIO JICUEHIE Ha HOBOPOACHUTE KbpMaUeTa, € MoKa3al HaMasiIBAaHe Ha YeCTOTaTa Ha
npenaBane Ha HIV ot maiikara Ha mnoga. ['oisiMo KOM4ecTBO TaHHU OT OPEeMEHHU JKEHU, IPUEMAIIU
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JIAMUBYIUH WJIU 3UI0BYIMH, HE IIOKa3BaT MajiopmaTrBHa TOKCHUHOCT (tioBeue oT 3 000 ciyuas Ha
EKCTIO3HIIUS MIPe3 MbPBHUS TPUMECTHP 3a BCAKO OT aKTUBHUTE BelecTBa, oT Kouto Hax 2 000 ciydas ca
BKJTFOUBAJIM €KCIIO3UITUS U HA JABETE aKTUBHH BEIIECTBA, TAMUBYIUH U 3UIOBYAMH). PUCKBT 3a
MaihopMaTHBHA TOKCHYHOCT MIPH XOpa € MaIbK Bb3 OCHOBA Ha CIIOMEHATHS TOJIsIM 00eM JTaHHH.

AxTtuBHuTE BemecTBa B Combivir Morat ga nHXuOuUpar kierbunara JJHK perumkarus, Kato B €IHO
MPOyYBaHe MPH )KUBOTHU € TIOKAa3aHO, Y€ 3U0BYIMH € TPAHCILIAICHTAPCH KapIIMHOTCH (BXK. TOUKa
5.3). KiimanuHara 3Ha4MMOCT Ha T€3H OTKPHUTHUS HE € H3BECTHA.

I[1pu marnueHTUTe, KOUTO UMAT KO-UH(MEKIUs XEMaTUT U Ca Ha JIEYEHHE C JIEKaPCTBEHH MTPOTYKTH,
ChIBPIKAIIM JJAMHUBYTHH, kKato Combivir, mpu 3a0pemMeHsiBane, TPOBa J1a ce MMa MPEIBUT
BB3MOXKHOCTTA 3a PEIE/IMB Ha XEMaTHTa PH CIIMpaHe Ha IPHEMa Ha JIAMHUBY IHH.

Muroxonapuansa aucyHkuus: In Vitro u in vivo e yctaHoBeHO, Ye HYKJICO3HIHUTE U
HYKJICOTUIHUTE aHATO03W MPUUUHSBAT PA3IMYHO 110 CTENICH YBPEKAaHE Ha MUTOXOHAPUHTE.
Cro0ImaBanu ca ciryvad Ha METOXOHApHanHa auchynknus npu HIV-HeratuBHU KbpMaueTa,
U3JI0KCHU Ha CHCTBUETO HA HYKJICO3UIHH aHAIO3H N UtEro u/uiu mocTHATAIHO (BX. TOUKa 4.4).

Kospmene

JlaMuBYTUH 1 3UIOBYIMH CE EKCKPETUPAT B KbpPMaTa B KOHLIEHTPALMU OJIM3KH JO CEPYMHHUTE.

B®b3 ocHoBa Ha nanHu 3a noBeue ot 200 aABo¥KM Maiika/nere, iekyBanu 3a HIV, cepymuure
KOHLIEHTpALMX Ha JJaMUBYJHMH IPU KbpMadeTa Ha Maiky, jekyBanu 3a HIV, ca muoro Hucku (< 4% ot
CepyMHHTE KOHIICHTPAIMH IIPU MaiiKaTa) U MPOrpEeCHBHO HAMAJISBAT /10 HEYCTAaHOBUMH HHBA, KOTaTO
KbpMaueTaTa JOCTUTHAT 24-ceqMUYHa Bh3pacT. JIuIcBaT JaHHu 3a 0e30MacHOCT Ha JTAMUBYIUH MPU
NpUIoKeHue npu 6edeTa Mo TpUMecevHa Bb3pacT.

Cren npueM Ha eauHM4YHA 103a 0T 200 mg 3ua0BYAMH IIpH KeHu, nHpekTupanu ¢ HIV, cpennara
KOHIICHTpAIHs Ha 3UJOBYIMH B KbpMaTa € 1moi00Ha Ha Ta3! B cepyma.

[IpenopruBa ce maiiku, nabekTupanu ¢ HIV, 1a He kbpMHT, 32 11a ce n3berne npenasade Ha HIV Ha
KbpMayero.

Deprunurer

Hwuto 3unoByauH, HUTO TaMUBYAMH Ca MOKa3aJl JaHHU 3a BJIOIIaBaHEe HA GEPTHINTETA B IPOYYBAHUS
IPY MBXKH U )KEHCKH IUTbX0Be. HsiMa naHHu 3a BAMSHUETO UM BbPXY (DEepTUINTETA IPH KEHH.

[Tpu MBxkeTe 3UNTOBYMH HE € TTOKa3all Bb3/IeHCTBHE BEPXY Opost, MOpdoIorusiTa u MoIBUKHOCTTA Ha
CIIEPMAaTO30UIUTE.

4.7 EdexTu BbpXy crioco0HOCTTA 32 mogupaHe U padoTa ¢ MAIIUHA

Hsama npoyuBanus 3a eekTuTe BHPXY CIOCOOHOCTTA 3a I0¢upaHe ¥ padboTa ¢ MaIlluHU.

4.8 HexelaHu JeKaPCTBEHH peaKuu

IIpu neuenue Ha HIV unHdekusTa ¢ TaMUBYIMH ¥ 3UIOBY/IUH MOOTICITHO WX B KOMOMHALINS C&
ChOOIIABAT HEXKETAHU Peakiuy. [Ipu MHOTO OT TSX HE € SICHO JIaJIM Ca CBbP3aHu C JIAMUBYIMH,
3UJIOBY/IMH WU C TOJSMOTO pa3Ho0Opa3ue JISKApCTBEHH MPOAYKTH, IpUIaraHu 3a Jedenue va HIV
OonectTa, WK ca pe3yJITaT Ha MPOTUYaHe HA OCHOBHOTO 3a00JIsIBaHE.

Toii kato Combivir csappika TaMUBYINH U 3UAOBYIUH, BUIBT U TEKECTTA HA HEKEITAHUTE PEAKIINH,

CBBbpP3aHU C BCAKA OT TC3U CbCTABKU, MOXKE J1a C€ OUaKBarT. Hsama J0Ka3aTcCJICTBa 3a JOIIbJIHUTCIIHA
TOKCHUYHOCT CJIC] €AHOBPEMCHHO IMPUJIIOKCHHUE HAa IBETE CbCTABKU.
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[Tpu npunoxeHne Ha 3UJOBYIHMH CE ONKCBAT CIydau, HOHIKOra (aTajiHy, IPHU KOUTO C€ pa3BHBA
JaKTaTHA anugo3a. OOMKHOBEHO TE ca CBBP3aHMU C TeXKKa XEMaTOMETalus U 4epHOIpoOHa cTeaTo3a
(BXk. Touka 4.4).

JleueHneTo Che 3UTOBY/IMH CE CBBP3Ba ChC 3aryba Ha IMOJIKOKHA MacTHA ThKaH, KOETO € MO-BUIUMO
10 JIMIIETO, KpaHuIuTe 1 Xbadouute. [larmenrure, npuemarinu Combivir, TpssoBa peoBHO 1a ObaaT
MIPETJICKIAHN U MIUTAHU 3a MPU3HAIM Ha JTUIT0aTpodusi. AKO c€ yCTaHOBH Pa3BUTHUE Ha JIUITOATPOdus,
neuerrero ¢ Combivir He TpsOBa 1a ce mpoabkasa (BK. Touka 4.4).

1o Bpeme Ha aHTUPETPOBUPYCHA TEPAIIUSI MOXKE /14 HACTHIIM YBEJIMUaBaHE Ha TEIJI0TO M HA HUBATa Ha
JUIHUINTE U TJII0K03aTa B KPbBTa (BXK. Touka 4.4).

B Hayan0To Ha MpHIaraHeTo Ha KOMOWHHpaHa anTuperpoBupycHa tepanus (CART) mpu
HIV-undexTupanu nanueHTH ¢ TeKbK UIMYyHEH AS(UIINUT, MOXKE J]a CE TIOSIBH Bh3MATUTEIIHA PEaKIUI
KbM 0€3CHUMIITOMHHM MJIM OCTaTh4YHU OMOPTIOHUCTHYHU UH(eKImu. [Ipu nposBu Ha ©MyHHA
peakTHBAIKs ce ChOOIaBa U 3a pa3BUTHE Ha aBTOMMYHHH HapyiieHus (kato 6onect Ha Graves u
aBTOMMYHEH Xenartur). Bee nmak, cho0IaBaHoTO BpeMe Ha TOsiBa Ha 3a00JISIBAHETO € Pa3InyHO U TE3H
CHOUTHS MOXeE Ja CE MOSIBIT MHOTO MECEIIH CJIE/T 3all0YBaHe Ha JIedeHneTo (BXk. Touka 4.4).

CpoOmmaBanu ca cirydan Ha OCTEOHEKp03a, 0COOEHO TPH MAIIMEHTH C OOIONPUETH PHUCKOBH (haKTOpH,
Hanpennano HIV 3abonsBane nim npoabipkutenna ekcrio3unus Ha CART. Uecrorara um He €
u3BecTHa (BXK. Touka 4.4).

JlamuByauH

Hexenanure peakiunu, pasriie:KIaHu KaTo Bb3MOXKHO CBbP3aHH C JICYCHHETO ¢a H30POSHH IM0-I0ITy B
3aBHCHMOCT OT TEJIECHATa CHCTEMa, BU/Ia OPTaH 1 abCONFOTHATA 4eCTOTa. YeCTOTUTE Ce OTIPe/IeIsT
kaTo MHOTO yectH (> 1/10), wectu (> 1/100 mo < 1/10), veuectu (> 1/1 000 mo < 1/100), penku

(> 1/10 000 o < 1/1 000), muoro peaxu (< 1/10 000). ITpu Besiko rpyIHPaHE MO Y€CTOTA HEKEITAHUTE
peaKIiy ca MPEACTaBeH: B HU3XO/IAI PEJl [0 OTHOIIIEHHE Ha TEKECTTa.

Hapyuienus Ha KpbBTa ¥ JuMdHATa CUCTEMA

Heuecmu: HeyTtponienus u anemus (IIOHSKOTa TEXKH), TPOMOOLIUTOTIEHUS
Mnoeo peoxu: N3onupaHa ana3usi Ha YepBEHUS! KPBBEH pej

Hapymenns Ha MeTaboJM3Ma M XpaHEHETO

Mmnoeo peoxu: JlakraTHa anumo3a

Hapymennsa Ha HepBHAaTa cucTEMa

Yecmu: I'maBoboue, 6e3chbHIE
MHnoeo peoku: TlepudepHa HeBpomaTus (MU TAPECTE3NN)

P CCIMpaTOpHU, 'PHAHM U MCAWACTHUHATHHU HAPYIICHUA

Yecmu: Kauuidila, CMMITOMH OT CTpaHa Ha Hoca

CTOMaH_IHO-‘lDeBHI/I HapyIICHUA

Yecmu: TaneHe, moBpbIane, KopeMHa 00JIKa WK CHa3MH, THAPUS
Peoxu: TlankpeatuT, mokayBaHe CTOWHOCTUTE HA CEpyMHATa aMuUiIa3a
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XenaTo-OMIIMapHHU HAPYIIICHUS

Heuecmu: TlpexonHo moka4yBaHe cToitHocTHTE Ha yepHOapoOHuTe eH3nmu (ACAT, AJIAT)
Peoxu: Xenatut

Hapymenns Ha Ko)kaTa ¥ MMOJKOKHATA THKAH

Yecmu. OOpUB, aTOnEINs
Peoku: Aurnoenem

Hapyiienns Ha MyCKYJIHO-CKeJIeTHATa CUCTeMa M CheAMHUTEIHATA ThKaH

Yecmu: ApTpanrvst, MyCKYJTHH CMYIIICHHUS
Peoxu: PabgoMmuonnsa

OO0 HapyeHnns 1 eeKTH Ha MSICTOTO Ha IPHUIIOKEHNE

Yecmu: YMopa, HEpa3oI0KEeHUE, TPECKA
3ua0ByIMH

[IpodhuabT Ha HeXENaHUTE PeaKINY IIPH FOHOIIN € TIO00eH Ha TO3H MpH Bh3pacTHUTE. Haii-
CEPUO3HUTE HEXKEIaHU PEaKIMU BKIFOUBAT aHEMHUs (KOSITO MOXKE J1a HAJIOKH KPBBOIPEIIMBaHE),
HCYTPOIICHUA U JICBKOIICHUS. Tes3u PCaKIuun CC MPOABABAT IMO-YCCTO IPHU ITO-BUCOKH 03U

(1200-1 500 mg nHeBHO) U mpu marueHTy ¢ Hanpeanana HIV 6onect (mo-crennanto, Korato npeau
JIEYCHUETO KOCTHOMO3BYHHAT PE3EPB € MATBK), 1 OCOOCHO MpH ManueHTu ¢ 0poit Ha CD4 xietkute
< 100/mm? (Bx. Touka 4.4).

YecroTara Ha HEYTPOIIEHUATA CHIIIO CE MMOBHUINABA TIPU MAIIMEHTUTE, YUHUTO Opoii Ha HeyTpodumuTe 1
HHBa Ha XeMOTJIOOMHA U CEpyMHUS BUTaMUH B12 ca HUCKH Mpeiu HA4ajaoTo Ha JICYCHUETO ChC
3UJ0BY/IMH.

HesxenanuTe peakiuu, pasriex/1aHu KaTo Bb3MOKHO CBBP3aHH C JICYSCHUETO ca M30POCHH IM0-101Ty B
3aBUCHMOCT OT TeJIeCHaTa CHcTeMa, BU/ia Ha opraHa rpyma u abcostoTHarta yectora. Yectorure ce
ompeensar karo Muoro gectu (> 1/10); wectu(> 1/100 mo < 1/10); veuectu (> 1/1 000 mo < 1/100);
penxu (> 1/10 000 mo < 1/1 000); muoro peaku (< 1/10 000). ITpu BCsIKO rpynupaHe B 3aBUCHMOCT OT
YecToTaTa, HeXKENIAaHUTE JISKAPCTBEHH PEaKIUK ce U30pOosiBaT B HU3XOJISII peJi 10 OTHOIICHUE Ha
TEKECTTA.

Hapyuienus Ha KpbBTa ¥ JuMdHATa CUCTEMA

Yecmu . AHeMHUsl, HEYTPOIICHUS U JIEBKOTICHHSI

Heuecmu: TpoMOOIMTONICHHUSI U TAHIIUTONIEHHS (C KOCTHOMO3bYHA XHUITOTLIA3HSI)
Peoku: N3onvpana amuia3us Ha 9epBEHHS KPBBEH pel

MHnozo pedxu: AntacTuuHa aHEMUS

Hapymenwns Ha MeTaboJIM3Ma U XPaHCHETO

Peoxu: JlaktaTHa aluna03a Mpu JIMIca Ha XUIOKCEMUS, aHOPCKCUA

TlcuxuyHu HapyIIeHUA

Peoku: TpeBoxxHOCT U feTIpecus

14



Hapymenns Ha HEpBHATa CHCTEMA

Mnozo yvecmu: I'maBobonue
Yecmu: 3aMassHOCT
Peoxu: beschHue, mapecTesns, ChHIMBOCT, 3ary0a Ha OCTpOTaTa Ha MUCIICHETO, ThPYOBE

C’I)DHC‘IHI/I HapYIICHUA

Peoxu: KapnrnomuonaTus

PecniupaTopHu, IpbIHU U MEAUACTUHAIHU HAPYIIICHUS

Heuecmu: 3amyx
Peoku: Kanmuma

CroMalHo-4YpEBHN HAPYILIEHUS

Mnozo yvecmu: I'aneue

Yecmu: TloBpbinane, kKopeMHa 00JIKa U TUAPHS

Heuecmu: ®natynenuus

Peoxu: TTurmeHTanuu mo JIMraBuiaTa Ha ycTHaTa KyXuHa, IPOMEHEH BKyC U quctiencus. [lankpeaTur.

Xenaro-OWimapHu HapyIIeHUs

Yecmu: 1loBulIeHN CTOWHOCTH Ha YepHOIPOOHHUTE €H3UMH U OMITUPYOHHA B KPHBTa
Peoku: Hapymenus B uepHOapoOHaTa (DYHKITHS, KATO TEKKA XETIATOMETallNs ChC CTeaTro3a

Hapyiienus Ha Ko)kaTa M IOJKOKHATa ThKaH

Heuecmu: O6puB u cppOex
Peoku: TTurMeHTaIyu 1Mo HOKTUTE U KOXKaTa, YPTUKAPHSI U U3OTSIBAHE

HaDVH_IeHPISI Ha MYCKYJHO-CKCJICTHATA CUCTEMA U CbCAMHUTCIHATA ThKaH

Yecmu:. Muanrus
Heuecmu:. Muonarus

Hapynrenns Ha Op0pernTe ¥ MUKOYHNUTE IBTHIIA

Peoxu: Yecto ypunupane

Hapyuenns Ha BE3IPOU3BOJIMTENHATA CUCTEMA U I'bpaTa

Peoku: I'maexomMacTus

O6H_II/I HApyIICHUA U ed)eKTI/I Ha MACTOTO HAa IPHUJIOKCHUEC

Yecmu: HepaznonoxeHue
Heuecmu: ®ebpunurert, reHepain3upana 00JIKa 1 aCTeHUs
Peoxu: Brpucane, 60iika B I'bp/IUTE U TPUIIONOI00EH CHHIPOM

Hanuunute nanHu oT mane00-KOHTPOIMPAHN UIMTUTBAHUS U OTKPUTH KIMHUYHY U3ITATBAHUSL
MOKA3BaT, Y€ YeCTOTaTa Ha TaJIeHeTO U PYTHTE YeCTO ChOOIaBaHN HEXKENAHN KIMHUYHY e(DeKTH
MOCJIEJI0OBATEIHO HaMaJIsiBa C TEUEHUE HAa BPEMETO IPE3 IIbPBUTE HAKOJIKO CEIMUIIM HA JICUEHUETO ChC
3UJIOBYIUH.
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Cpo0111aBane Ha MOA03UPAHN HEKETAHHN PEAKITHH

Cpo0IIaBaHeTo Ha MOIO3UPAHU HEIKEIIAHU PEaKIIMU CIIe] pa3pelaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BaKHO. TOBa IMO3BOJIsBA Ja MPOIBJKHM HAOIIOICHUETO Ha ChOTHOIIICHUETO IMOJI33/PUCK 32
neKapcTBeHUs MpoaAyKT. OT MEAUIMHCKUTE CTICIUAIMCTH C€ M3MCKBA J]a ChOOIIaBaT BCAKA
[I0I03UPaHa HeXKEIaHa Peakiys Ype3 HAIMOHAIHA CUCTEMa 3a ChOOIaBaHe, MOCOYCHA B

punoxenne V.

4.9 Ilpemo3upane

OnuthT B ipeposupaneto Ha Combivir e orpanuden. He ca ycTaHOBSBaHH CIIEIU(DUIHA CHMITTOMH
CJIeZl OCTPO MpeA03upaHe ChC 3UAOBYINH M JAMHUBYIHH, PA3INIHHA OT N30pOEHUTE HEXKETIaHH e(DEKTH.

B cirydaii Ha npeno3upaHe nanveHTHT TPsIOBa J1a ce HaOI0JaBa 3a TOKCUYHH MPOsiBH (BK. Touka 4.8.)
Y aKo € He00XOIUMO J1a ce MPUIIOKHU CTaHJAPTHOTO NOAIBPIKAIIO JieueHne. T'hil KaTo TaMUBYIUH
MOXeE J]a c€ TUATU3UPA, TIPH JICUCHUETO Ha IPEA03UPaHE MOXKE Jja C€ MPHIIOKH MPOIBIIKUTEIHA
XEMOJNANN3a, BBIIPEKU Y€ TO3H aCHEKT HE € MPOYydeH. XeMOoAnaIn3aTa i NepuTOHea HaTa quajinsa,
W3TIISKIa UMAT OrpaHrueH eeKT 3a eNMMUHUPAHE Ha 3UI0BY/IMH, HO MOJ00PSIBAT CTUMHHUPAHETO
Ha [IIOKYPOHHUPaHUs MeTaboauT. 3a moBeyue MoAPOOHOCTH JIEKapUTe MOraT Aa HalpassT CIIPaBKa ¢
MH(pOpMaLUATa 3a IPEeIIICBaHe HA JIAMUBYAUH U 3UJOBYIUH.

5. ®APMAKOJIOTMYHHA CBOMCTBA
5.1 d@apmakonMHAMMYHU CBOIiCTBa

dapmakoTepaneBTUYHA IPyIIa

AnTUBUpYCHU cpencTBa 3a nedenne Ha HIV undexmnun, komobunamuu, ATC xox: JOSARO1

JlaMuBYTUH 1 3UIOBYJIMH Ca HYKJICO3UHU aHaI03u, akTuBHE cperry HIV. OcBen ToBa naMuBYAHH €
aKTHBEH U cpelly Bupyca Ha xenatut B (HBV). U nBere nexapcTBeHM BelecTBa ce METa0oIu3nupar
BBTPEKJIETHYHO /10 TEXHUTE aKTUBHU META0O0JIMTH, KOUTO Ca CbOTBETHO JAMUBYIUH 5’ -Tprdocdar
(TP) u 3unoByauH 5’- TP. TeXHUSIT OCHOBEH MEXaHM3bM Ha JICHCTBHE € IPEKbCBAHETO HA BepHUrara Ha
oOpatnara Tpanckpumnuus Ha HIV. JlamuBynun- TP u 3unoByaun- TP npuTexaBar cenekTHBHA
HHXHOMpaIa akTUBHOCT cpeily pervukarusta Ha HIV-1 u HIV-2 in vitro. JlamuBy s € akTHBEH U
Cpelly pe3UCTEHTHU Ha 3UJ0BYINH KIMHUYHM n30atu Ha HIV. He ca HaOmonaBaHy aHTarOHUCTHYHH
edekTH in Vitro ¢ JaMUBYIMH U IPYyTH POYYBaHU aHTHUPETPOBUPYCHU cpezicTBa (abakaBup,
JIMAaHO3MH 1 HeBHupamnuH). He ca HaOr0/[aBaHn aHTaroHUCTUYHH eheKTH iN VItro cbe 3uI0BYANH U
JPYTHU POyYBaHH aHTHPETPOBUPYCHH cpeacTBa (abakaBup, TUIaHO3UH U alda HHTEPHEPOH).

HIV-1 pe3ucTeHTHOCTTa KbM JIAMUBYJIUH € CBbp3aHa ¢ pa3BuTueTo Ha M184V amuHOKMCenTMHHA
NpOMsiHA B OJIM30CT [0 aKTHBHUS LEHTHP Ha BUPYCHAaTa 0OpaTHA TpaHCKpHNTa3a. To31 BapuaHT ce
NosBsIBa KakTo iN Vitro, Taka u npu HIV-1 nHdektupanu nanueHTy, JeKyBaHU ¢ aHTHPETPOBUPYCHA
Tepanusl, BKIrouBania JamMmuByauH. M184V myTtaHTuTe IpOSIBSIBAT 3HAYUTEITHO ITO-MaJIKa
YyBCTBUTEITHOCT KbM JIAMUBY/IMH U OTCIa0CHA BUPYCHA PEIUIMKAaTHBHA CIIOCOOHOCT N Vitro.
W3cnenBanusTa in Vitro mokaspar, 4e pe3UCTCHTHH Ha 3UI0BYIMH BUPYCHH M30JIaTH MOTAT Jia CTaHaT
YYBCTBHUTEHH KbM 3UJOBYAMH, KOTaTO EAHOBPEMEHHO Pa3BUAT PE3UCTEHTHOCT KbM JTaMUBYIuH. He e
YCTaHOBEHO KIIMHMYHOTO 3HAUEHUE HA TE3 JaHHU.

In vitro qaHHKMTE HACOYBAT KBM MPEIIIOIIOKESHUETO, Y€ MPOIbDKABAHETO HA MIPHUEMa Ha JIAMUBYIUH
KaTO 4acT OT aHTHPETPOBUPYCHUS PEXKUM, BBIIpeKH pazsuTueTo Ha M184V, Moxe na ocurypu
OCTaThbuHA AaHTHPETPOBUPYCHA aKTUBHOCT (BEPOSITHO MOPaI YBPEKAAHE Ha CHCTOSIHUETO HAa BUPYCA).
KimHu4HOTO 3HaUYeHKE Ha T€3M HaXOJAKH HE € YCTAaHOBEHO. BChIHOCT, HAMTMYHNUTE KIMHUYHY JaHHU
ca MHOTO OT'PaHWYEHH U MPaBSAT HEBB3MO)KHO BCSIKO HAZEKIHO 3aKIIOUEHHE TI0 TO3H BhIIpOC. BB
BCEKM CIy4ail 3all0YBaHETO Ha Tepanus C HyKJICO3UTHU HHXUOUTOpH Ha 0OpaTHaTa TPaHCKPHUITa3a
(nucleoside analogue reverse-transcriptase inhibitors, NRTIS), kbM KOUTO UMa 4yBCTBUTEIHOCT,
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TpsiOBa BUHATH J1a O'bJIe TIPEAMOYNTAHO TP/ OJUThPXKAHE HA JICUCHHUETO C JIAMUBY/IMH. 3aTOBa
MOIIBPIKAHETO Ha JICYCHUETO C JIAMUBYIMH, BbIIpEKH mosBata Ha M184V MmyTtanus, TpsOBa 1a ce
oOMHCIIS caMo TpH cily4au, Korato Hsima apyru aktuBHE NRTI.

Kpbcrocanara pesuctenTHOCT, puunHena ot M184V RT, e orpanndeHa B rpynara Ha
AHTHPETPOBUPYCHUTE JIEKAPCTBA, NHXUOUTOPHU HA 0OpaTHATA TPAHCKPUTITAa3a. 3UTOBY/IMH U CTaBYIVH
3ama3BaT aHTUPETPOBUPYCHOTO CU ACHCTBUE CPEIly Pe3UCTeHTHH KbM JamuByauH HIV-1. AbakaBup
3arma3Ba aHTUPETPOBUPYCHOTO CH JEHCTBHE Cpelly pe3rucTeHTHH KbM JamuByauH HIV-1, camo ¢
M184V mytauus. M184V RT myTtanTuTe mposBsBar < 4-KpaTHO HaMaJeHHE Ha YyBCTBUTEIHOCTTA
KbM JHUAaH03uH. He ¢ ycTaHOBEHO KIIMHUYHOTO 3HAYCHUE Ha Te3H AaHHH. IN VItro uscieaanusra 3a
YyBCTBHUTEJHOCT HE Ca CTAaHJAPTH3UPAHH U PE3YIATATUTE MOTaT 1a BApUpaT B 3aBUCHMOCT OT
METO/I0JIOTHYHH (pakTopH.

In vitro ntaMuBYTIMH 1MOKa3Ba HUCKA IUTOTOKCUYHOCT KbM HEepUpEepHUTE TUMPOIUTH B KPHBTA, KbM
3penuTe TMMQPOLUTH U MOHOIIUTO-MaKpoQareaqTHy KJICThUHU JUHAN U KbM pelnla pPoAoHaYaTHH
KJIETKHU B KOCTHHUS MO3BK. Pe3nCTEeHTHOCTTa KBM TUMUAWHOBUTEC aHAJIO3U (KaK'I)BTO € 3I/IILOBYILI/IH) €
no0pe XxapakTepu3upaHa U ce MPUYMHABA OT CTHIIATOBUIHO aKyMyJIUpPaHe Ha J10 MIECT crieu(uIHn
MyTaluu B oOpaTHaTa TpaHckpunTaza Ha HIV B xonmonn 41, 67, 70, 210, 215 u 219. Bupycure
npuaoouBaT PeHOTUITHA PE3UCTEHTHOCT KbM TUMHUIMHOBUTE aHAJIO3H Ype3 KOMOMHAIIMS OT MyTaluu
B KOJIOHU 41 1 215 min upe3 akyMynanus Ha Hali-MaJKo YETUPH OT IIECTTe MyTaluu. Te3u THMUIUH
aHaJIOTOBU MYyTaLlMHU caMH o ceOe cH He MPEAU3BUKBAT BUCOKO HUBO Ha KPBCTOCAHA PE3UCTEHTHOCT
KBbM HAKOH OT Apyrute HyKiIeo3uau. ToBa MO3BOIIsIBA MTOCIIE/IBAIIA YIIOTpeOa Ha HAKOHM OT JpyrUTe
WHXHOUTOPH Ha OOpaTHATa TPAHCKPHUIITA3a.

JIBe ocobeHOCTH HAa MyTallMUTE, BOACLIH A0 MYJITH-JIEKapCTBEHA PE3UCTEHTHOCT, IbpBaTa
XapakTepHu3upalla ce ¢ MyTaluu B oOpaTHaTa Tpanckpunrasa Ha HIV B xomonu 62, 75, 77, 116 u 151
W BTOpaTa, CBbp3aHa ¢ T69S MmyTanus 3aeHO ¢ BKIIIOUBaHe 6-0a30Ba JBOWKA HA CHIOTO MSICTO,
JIOBEXIAT 10 (DEHOTHUITHA PE3UCTESHTHOCT KbM AZT, KakTO M KbM OCTAHAJIUTE HYKJICO3HUTHU
WHXUOUTOPH Ha oOpaTHATa TPaHCKpHUIITa3a. Te3u ABe 0OCOOSHOCTH Ha MyTallUUTE, CBbP3aHH C
MYJITHHYKIICO3U/THATA PE3UCTEHTHOCT CHITHO OTpaHUYaBaT ObJCIINTE TEPAIIEBTUYHA Bh3MOKHOCTH.

Knuanuen oour

B kIMHWYHM M3NUTBAHUS € YCTAHOBEHO, Y€ KOMOMHALMATA JIAMUBYAMH ChC 3UIOBYANH HaMalsBa
HIV-1 BupycHoTo HaToBapBaHe 1 noBumiasa Opost Ha CD4 kierkure. OKOHYATEIHUTE JaHHHU OT
KIMHAYHUTE W3MTUTBAHUS MTOKA3BaT, Y€ JIAMUBY/IMH B KOMOMHAIMSI ChC 3UOBYIUH 3HAYUTEITHO
HamajsiBa pUCcKa OT IporpecupaHe Ha 00JecTTa U CMBPTHOCTTA.

JlaMuBYTUH 1 3UIOBYJIMH Ca NIMPOKO M3IOJI3BaHU KAaTO YacT OT aHTUPETPOBUPYCHA KOMOMHHUPaHA
Tepanus ¢ IPYTH aHTUPETPOBUPYCHU cpencTBa oT chinus kiaac (NRTIS) unu ot paznuyanm kiracoBe
(mpoTtea3Hn HHXUOUTOPHU, HE-HYKIICO3UAHN MHXHOMTOPH Ha 00paTHATAa TPAHCKPHIITA3a).

YcraHoBeHa € e(hUKaCHOCT Ha aHTHPETPOBUPYCHA TEPaIMsl, ChbCTOALIA CE OT HIKOJIKO JIEKapCTBa, BKII.
JaMUBYJIUH, ITPY NALUEHTH, KOUTO NPEAN TOBA HE Ca JIEKYBaHU C aHTUPETPOBUPYCHU IPOAYKTH, U
npu nanuentd ¢ M184V myranTau mamose Ha HIV.

PesynaTtu OT KIMHUYHY U3NKUTBaHMS IIOKA3BaT, Ye KOMOWHAIMATA HA JIAMUBY/ANH ChC 3UJIOBYANH
3a0aBs MosiBaTa Ha U30JIaTH, PE3UCTEHTHU KbM 3UO0BYIUH, IIPH JIUIIA, KOUTO IPEIU TOBA HE ca
JIEKYBaHU C aHTUPETPOBUPYCHH MPOAYKTH. [Ipu nuia, mpreManiv JJaAMUBYAHH ¥ 3UJI0BYIUH, C WK 0e3
€IHOBPEMEHHO MPUIOKEHNE Ha JOIIbJIHUTEIHA aHTUPETPOBUPYCHA Tepanus, 1 KOUTO BEYe ca ¢
M184V myTaHnTeH BUpYC, CHLIO € YCTAHOBEHO 3a0aBsHe B M0ABaTa HA MyTallUUTE, BOACLIH 10
PE3UCTEHTHOCT KbM 3u0BYAuH 1 ctaByauH (Thymidine Analogue Mutations, TAMS).

Bps3akara mesxy in Vitro uysctButensoctTa Ha HIV KbM TaMUBYAMH M 3UIOBYIVH, U KIMHHYHUS
OTrOBOp KbM Teparvsi, BKIIOYBAIA JIJAMHUBYIMH/ 3UIOBYINH, IPOABIDKABA Jia ObJie IPOYYBaHA.
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VYcraHoBeHa e epUKacHOCT Ha Tepanys ¢ JJaMUBYIUH B 1032 100 My BeAHBK THEBHO NPH Bb3PacTHH
ManueHTy ¢ Xxpoununa HBV undekius (3a moapoOHH JaHHHU OT KIMHUYHUATE M3IMTBAHUS, BHK
nekapcTBeHata nHpopmanus Ha Zeffix). 3a neuennero Ha HIV uHpekumsaTa € ycTaHOBEHO, Y€ caMo
nHeBHa 103a oT 300 My naMuByIMH (B KOMOMHAIMS ¢ IPYTH aHTUPETPOBUPYCHH areHTH) € euKacHa.

JlamuBynuH He e mpoy4uBaH crieranzo npu HIV mannenTn, ko-uadexrupanu ¢ HBV.

5.2 dapMaKkoKHHETHYHH CBOHCTBA

AOGcopouus

JlaMUBYIMH U 3UJI0OBY/IMH C€ pe30pOupar 100pe B CTOMAIIHO-YPEBHHS TPAKT. BHOHAINYHOCTTA Ha
TIEPOPAITHUS JTAMUBY/IUH MPH Bb3pacTHHU € HopMastHO Mexay 80 u 85 %, a Ha 3unoBynuH ¢ 60-70 %.

Enno m3nutBane Ha OMOeKBUBAIEHTHOCTTA cpaBHABa Combivir ¢ mamuByauH 150 mg u 3u10BYIUH
300 mg TabneTKu, MpueMaHu eTHOBpeMeHHO. EQeKThT Ha XpaHaTa BbpXY CKOPOCTTa M CTENEHTa Ha
pe3opOuusITa chiio ca u3ciaenani. Combivir mokassa, ue € OnoekBUBajieHTeH Ha 150 mg maMuBYTMH
u 300 mg 3uI0BYAMH, IpUEMaHH MMOOTACITHO B TabJeTHa (hopMa Ha TIIaTHO.

Crnien npuitoxXeHue Ha eTHOKpaTHa 1o3a Combivir npu 3apaBu 1o0poBosu cpeanure (CV)
croitHocTH Ha Cmax Ha JJAMHBYIMH U 3U0BY/IMH ca choTBeTHO 1,6 ug/ml (32 %) u 2,0 ug/ml (40 %).
CootBercrBamure croiiHoctd Ha AUC ca 6,1 pug h/ml (20 %) u 2,4 pug h/ml (29 %) cpoTBeTHO.
CpenuuTe CTOMHOCTH Ha tmax HA TAMUBYAUH U 3UAOBYAUH ca choTBeTHO 0,75 (0,50-2,00) yaca u 0,50
(0,25-2,00) waca. Crenenra (AUC.) Ha pe3opOisita Ha JAMUBYAUH U 3HI0OBY/IMH M OLICHKUTE HA
SIMMUHALMOHHUSI OJYKUBOT e MpriiokeHneTo Ha Combivir ¢ XpaHa ca CXOAHHU C MPUIOKEHHETO
Ha TJaJTHO, BBIIPEKH Ye CKopocTTa Ha pe3opOius (Cmax, tmax) € 3a0aBeHa. Ha ocHOBaTa Ha Te3u TaHHU
Combivir Mo>xe a ce mpuiara ¢ wim 0e3 XpaHa.

[IpunaraneTo Ha pa3TPOIISHH TAOJIETKU ¢ MAJIKO KOJIMYECTBO MOITYyTBBPAA XpaHa WM TEUHOCT HE Ce
OYaKBa J1a OKake BIMSHHE BbPXY KaueCTBOTO Ha JIEKAPCTBOTO U 3aTOBA HE CE OYAKBa J]a IPOMEHU
knuHAYHUS edekT. ToBa 3akitoUeHre ce OCHOBaBa Ha PU3MKOXUMUYHUTE U (PapMaKOKWHETUIHUTE
JTAaHHY, TTPUEeMaiKy, 4e MaueHThT pa3tpomasa u npexBspiist 100 % ot tabneTkaTa 1 He3a0aBHO 5
HOTJTBIIA.

Pasnpenenenue

WzcnenBanusTa BbpXY JJAMUBYAVH U 3UIOBYINH, BEBEJICHN HHTPABEHO3HO MTOKA3BAT, Y€ CPEIHHST
sBeH 00eM Ha pasmpejenenue e chotBeTHo 1,3 u 1,6 /kg. dapmakoknHeTHKATa HA JIAMHUBY/HH B
00xBaTa Ha TepaeBTUYHATA JO3UPOBKA € TUHEHHA M MEIUKAMEHTHT IMOKa3Ba OTPAaHUYCHO CBHP3BaHE
C OCHOBHHUSI TUIA3MEH MPOTEHH - anoymuH (< 36 % cepymen andymuH in Vitro). CBbp3BaHeTo Ha
3UJAOBYJUH C IJ1a3MeHUs npoTeuH € oT 34 1o 38 %. B3aumonelicTBusTa, BKIIOUBAIIN U3MECTBAHE OT
MSICTOTO Ha CBBbpP3BaHe, He ce ouakBat npu Combivir.

JanHuTe nokasBar, ye JaMUBYIUH U 3UI0BYAHH IPOHMKBAT B LICHTpaHATAa HEPBHA CHCTEMA U
JOCTHUraT epedpocnuHanHaTa TeqHocT. CpeTHUTE ChOTHOUICHUS! MKy KOHIIEHTpAIlUUTe Ha
JAMUBYJUH U 3UJOBYIHMH B IIepeOpOCTIMHATIHATA TEYHOCT U cepyma, 2-4 Jaca cie/l IepopaTHo
NpUIOKEeHUe ca choTBeTHO pubmu3utento 0,12 u 0,5. PeanHaTa crerneH Ha MPOHUKBAaHETO HA
JaMUBYIIMH U Bpb3KaTa My ¢ KIMHUYHATA €(PUKACHOCT HE Ca U3BECTHHU.

Buorpanchopmarus

MeTaboau3MBbT Ha JJAMUBY/KH € Ype3 BTOPOCTEIICHEH BT HA eMMHUHUpaHe. JlaMUByAMH ce OTaemns
NpEeIMMHO HEPOMEHEH upe3 ObOpedHa eKcKpelys. BeposiTHocTTa 32 METaOOIMTHH JIEKAPCTBEHH
B3aUMOJICHCTBUS C JIAMUBYAMH € HUCKa ropaau cinadusi yepHoapoOeH MetabonusbM (5-10 %) u
HHUCKAaTa CTENeH Ha CBBbP3BaHE C IUIA3MEHHUTE OCNITHIIN.
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5-TJIFOKOPOHUIBT HA 3UIOBYIUH € OCHOBHUSIT META0OJIUT B IJIa3MaTa U YpUHATA, BB3JIM3aIIl Ha OKOJIO
50-80 % ot npuoxeHaTa 7103a, eTMMUHUpPaHa IOCPEACTBOM ObOpevHaTa eKCpelys. 3 -aMUHO-3 -
JICOKCUTHMUANH € UACHTHU(DUITUPAH KATO METa0OIUT Ha 3UOBYIUH CIIe]] HHTPABCHO3HO MPUIIOKEHHE.

EnumMunupane

Y CTaHOBEHUSAT eIMMUHALIMOHEH MTOMYKUBOT Ha JIaMUBYAMH € oT 18 o 19 waca. Cpeguust cuctemMeH
KJIMPBHC Ha JTaMuBYIUH ¢ npubmsutenno 0,32 I/h/kg, mpeaumuo upe3 penanna exckperms (> 70 %) ¢
MOMOIIITa HAa OPraHUYHATa KATHOHHA TPAHCIIOPTHA cucTeMa. V3MMTBaHUATA [IPH MAIUEHTH C
HapymeHa 0p0pedHa QyHKIKS TTOKa3BaT, Ye eNMMUHUPAHETO Ha JJAMUBYIUH CE MOBIUIBA OT
muchyHkimsaTa Ha Os0penuTe. [Ipu manuenTy ¢ kiupbHC Ha kpeatnHuHa < 30 ml/min ce Hanara
HamaJsBaHe Ha JO3UPOBKaTa (BX. Touka 4.2).

OT M3NUTBAaHUATA CHC 3UAOBYANH, IPHIIOKEH HHTPABEHO3HO, CE YCTAHOBSIBA CPEICH TEPMHUHAICH
IUIa3MEH eJIMMHUHAIIMOHEH NOTYKUBOT 1,1 "yaca u cpeneH cucremen kiupbHC 1,6 I/h/kg. brOpeunust
KJIMPBHC Ha 3uI0BYIUH ce otieHsBa Ha 0,34 1/h/kg, koeTo moka3sa riomepyiHa GUATPALUs U AKTUBHA
TyOynHa cexpenus oT Ob0perure. KoHIeHTparuTe Ha 3UI0BYIMH CE TIOBHUIIABAT IIPH MAIIHEHTH C
HanpenHana ObOpeyHa HelOCTaTHYHOCT.

dapMakoKHMHETHKA IIPH Jela

[Tpu neua Ha BB3pacT Haj 5-6 Mecena (hapMakOKUHETHUHUST MPOQHI HA 3UAOBYAMH € MOJ00CH Ha
TO3H NP BB3PACTHHU. 3UIOBYAUH ce pe30pOupa Jo00pe B uepBara u Mpu BCHYKH JI030BU HUBA,
NPOYYBAaHU NP BB3PACTHH U Jiena, OnoHann4yHocTTa € Mexxay 60-74 %, cpeano 65 %. Husoto Ha
CSSmax € 4,45 uM (1,19 pg/ml) cnex no3a or 120 My 3unoByauH (B pa3reop)/M? TeecHa HOBBPXHOCT
u 7,7 uM (2,06 pg/ml) nmpu 180 mg/m? Tenecna nosspxHoct. [pu aena mo3a ot 180 mg/m? uetnpu
IBTH JTHEBHO BOJM 70 cucTeMHa ekcrosunus (24-gacosa AUC 40,0 h uM wu 10,7 h ug/ml), mogo6na
Ha Ta3u npu 200 Mg wect mbTH AHEBHO npH Bh3pacThH (40,7 h uM wim 10,9 h pg/ml).

[Ina3menara dapMakOKHHETHKA HA 3UIOBY/IMH € OlleHs1BaHa npu 1mecT HIV-undextupanu nena Ha
BB3pacT oT 2 10 13 rogunu, nokarto ca mpuemain 120 mg/m? 3ugoByqMH TpH IIETH JHEBHO M OTHOBO
cien npemuHaBane Ha 180 mg/m2 nBa mbTU aHEeBHO. CucreMHaTa ekcriosuius (qHeBHa AUC 1 Cmax) B
TIa3Mara B pe3yJTaT Ha cXeMaTa Ha IPWIOKEHUE JIBa ITbTH THEBHO M3IJIeXK/1a EKBUBAJICHTHA HA Ta3H
TIpH ChIlata o0Ia JHEBHA 1034, pa3/aeiieHa Ha Tpu npueMa [Bergshoeff, 2004].

B 001 muHun hapMakOKHHETHKATA Ha JIAMUBYIHH TIPH MEUATPUYHH TAIMEHTH € MoJ00Ha Ha Ta3u
npu Bb3pacTHU. Obaue, abcoaroTHaTa OMOHATTMYHOCT (MPUOIM3UTENHO 55-65 %) e HaMaseHa npu
Jeria Ha B3pacT noj 12 roguau. OCcBeH TOBa, CTOMHOCTUTE Ha CUCTEMHHUSI KIIMPBHHC Ca MO-BUCOKH IIPU
MO-MaJIKH Jiela 1 HAMAJISBAT C Bh3PACTTa, TOOJIMKABAUKH C€ IO CTOWHOCTHUTE MPH Bh3PACTHH OKOJIO
12-ropunina Bb3pact. [lopaau Te3u pa3iuKy NPenophbUHTEIHATA /1032 JIAMUBY/IMH TIPH Jiera (Ha
BB3PACT HaJl TPU MECEIa U ¢ TeJleCHO Terio mo-mainko ot 30 Kg) e 4 mg/kg nea meti nHeBHO. Tasu
no3a Boau 110 cpenra AUCo.12 B tnanasona ot npubimsurento 3 800 no 5 300 ng h/ml. Ckoporrau
HaXOJIKM TIOKa3BaT, 4e EKCIO3UIHTA IPH Jella Ha Bb3pacT < 6 TOJUHM MOXKe Aa Obae HaMajeHa C
okouo 30 %, cpaBHEHA C IPYTH BB3pacToBH rpymu. [1o TO31 BBIIPOC c€ 09aKBAT AOMIBITHUTEITHN
JaHHW. HannyauTe MOHACTOSINEM JIAHHK He TIOKa3BaT JIAMHUBY/IHH JIa € IT0-MaJIKO e(hUKACeH NIPU Ta3H
BB3pacToBa Ipyna.

dapMakOKMHETHKA IO BpEME Ha 6DCM6HHOCT

dapMaKkOKWHETUKUTE Ha JIAMUBYIMH ¥ 3UI0OBY/IMH NPU OPEMEHHU ca MMOJI00HU Ha TE3H MPH HE
OpeMeHHM JKEHHU.

5.3 IlpeakIMHUYHHU JaHHU 32 0€30MACHOCT

Knuandao 3HaUYNMUTE e(l)eKTI/I Ha JJaMUBYJIWH U 3UWJOBYIHH B KOMGI/IHaHI/IH Cca aHEMMUs, HCYTPOIICHUSA U
JICBKOIICHHU.
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MyTareHHOCT ¥ KapIIMHOT€HHOCT

Huto namuByIuH, HUTO 3UJOBYAMH Ca MyTarcHHU NP H3CIEABAHMS BbPXY OaKTEPUHU, HO KAKTO
JPYTH HYKJICO3UIHHU aHAIO3M, Te HHXUOUpat kierbunara JJHK peruukanus npu uscaeasanus in vitro
pu 003aHAIN, KaTO HAIIPUMEP TIPH TECT C MUIITH JTUM(OM.

JlaMuBYTUH He MOKa3Ba FTeHOTOKCHYHOCT MPH U3MUTBAHUS iN VIVO MPH J03UPOBKH, KOUTO JaBatT
TTa3Menn KoHneHTparyn 10 40-50 mbTH Mo-BIUCOKH OT KIIMHUYHUTE IJIa3MEHN HUBA. 3UOBYAHH
MOKa3Ba KIIACTOTEHEH e(eKT MPU MUKPOHYKIICAPHO M3CIIEABAHE IPH MHOTOKPATHO TIEPOPATTHO
npuiioKeHue rnpu Mumiku. HaGmronasa ce, chino Taka, ye nepudepHuTe KPhbBHU TUMQOIIUTH Ha
MaIKMeHTH ChC CHHIAPOM Ha npuaoduraTa umyHHa HemoctarbunocT (CITMH), nekyBanu cbe
3HJIOBY/INH, CHIIBPKAT MTO-BHCOK OPOI XpOMO30OMHH Pa3KbCBaHUSI.

ITunoTHO MpoyuBaHe € Mmokas3ano, 4ye 3uA0BYINH ce HHKopropupa B aapenara JJHK Ha neBkonuture
IIpY BB3PACTHU, BKIIFOYUTEIIHO OPEMEHHH KEeHH, IPUEMAIY 3UI0BYANH 3a JIeUeHUE Ha HHPEKIHUs C
HIV-1 unu 3a nmpeana3zBane OT BUpyCHA TPAHCMUCHS OT MaiKaTa KbM JAETETO. 3UIOBYINH Ce
unkopropupa u B JIHK Ha 1eBKOoLUTH OT KpBB Ha MbITHATA BPBB PH HOBOPOJIEHH OT MAaNKH,
JIEKyBaHU CbC 3Un0BYIUH. [IpoBeneHO € mpoy4BaHe Ha TpaHCIUIALEHTapHaTa TeHOTOKCHYHOCT pH
MaiiMyHH, CpaBHsBALIO €EKTUTE Ha MPHUIIOKEH CAMOCTOSTEIHO 3UJOBYINH U KOMOMHALUS OT
3UJOBYJMH U JIAMUBYAMH MIPU €KCIIO3UIM, EKBUBAJIEHTHA Ha Ta3| NpH xopata. [IpoyuBaneTo e
IoKaszajo, ue (beTyCI/ITe, TIIOJJIOXKEHU in utero Ha IEeHCTBUETO Ha KOM6I/IHauHﬂTa, ca C MOBUIIICHO HUBO
Ha MHKOpHOpUpaHe Ha Hykieo3uanute aHano3u B JJHK npu MHoxxecTBO OT opranute um. Ilpu Tsx e
HaOJIF0IaBaHO U MO-TOJISIMO CKbCSBAaHE HA TEJIOMEPUTE B CPaBHEHHUE C eTycHTe, MOAIOKEHH CaMo Ha
JeHCcTBUETO Ha 3UIOBYANH. KTMHUYHOTO 3HaUeHHe Ha Te3u (paKkTh He € U3ICHEHO.

KaHIieporeHHAAT IOTEHIMAT Ha KOMOMHAIIMATA OT JIAMUBY/IMH ¥ 3UIOBYIUH HE € IPOYYBaH.

IIpoxbmxUTENHN N3NIUTBAHNS 34 KAHLEPOINEHHOCT IIPU IIEPOPATIHO MPUIIOKEHUE HA JIAMUBYIUH IIPH
IIbXOBE U MUILIKYU HE MOKA3BaT KAHIIEPOT€HEH MOTEHIUAIL

IIpoBenenu n3cnenBaHrs IPYU MUIIKH U TUTBXOBE 33 KaHIIEPOTEHHOCT CJIE] TepopajieH MPUEM Ha
3UJOBY/IMH, YCTAHOBSBAT CJIE[ IBJIBI IEPHOJ OT BPEME pa3BUTHE HAa BarMHAJIHY €IHUTEIHU TymMopu. B
pe3yaTaT OT Te3U JJaHHU ca MPOBEJICHH U3CJICABAHUS HA TeHe3aTa Ha MHTPaBaruHaIHUTE TyMOPH.
Jloxa3Ba ce xumnoresaTa, 4ye pa3BUTHETO Ha BATHHAJIIHU TYMOPH € B PE3YJTaT OT MPOABIDKUTENHATA
€KCIIO3MLMS Ha eNuTeNa Ha BIArajIMIIeTO HAa BUCOKHM 1031 HeMeTaOoIM3UpaH 3UI0BYIMH B ypUHATA
npu rpuzaun. [lpu nBata mona Ha 1BaTa U3CIEABAHM BUJIA HE CE yCTAHOBSBAT JPYTd TYMODH,
CBBP3aHM ChC 3UIOBYIUH.

ITpy MMIIKH ca IPOBEJCHN JIBE U3CJEABaHU 3a TpaHCIIalleHTapHa KaHeporenHocT. [Ipu exHo ot
u3cieaBanuATa, IposeacHo oT Harmonanaus Oukosnornden Mucturyt na CAIL] (US National Cancer
Institute), ce mpuara 3uI0ByIMH B MaKCUMaJIHA TOHOCKMA 1032 TIPH OPEMEHHU MUIIKU MEXIy 12 u
18 rectanmonen neH. Eqna ronuHa cien pakaaHeTo, Py HOKOJIEHUETO Ha JIEKYBaHH ¢ Hal-BHCOKH
no3u Mumky (420 mg/kg TenecHo Terno), ce ycTaHOBSBa MOBUIIABaHE OpOsi HA TyMOPHUTE Ha Oenust
Jpo0, uepHUst Ipod U HKEHCKUTE MOJIOBU OPTaHH.

[Ipu BTOpOTO MpOBENEHO M3CIIeIBaHE Ha MHIIKH € puiarad 3uaoByauH B 1o3u 40 mg/kg ot 10
TECTAIlMOHEH JIeH B MPOAbIDKeHNe Ha 24 mecena. B pe3ynrar ot Tepanusita ce yCTaHOBABA KbCHO
pa3BUTHE HA EMUTEITHU BariHAJIHU TyMOpH. YecToTara ¥ BpeMETO Ha pa3BUTHE HA TE3U ChCTOSIHUA ca
NnoJ00HM Ha YCTAaHOBEHHUTE IPH U3CIIEIBAHUATA 38 KAHLEPOTeHHOCT clie]l iepopajieH npueM. 1o Tasu
NPUYHHA, TPU BTOPOTO M3CIE/IBaHE Ce JI0Ka3Ba, Ye 3WI0BYHH HsIMa e(pEeKT Ha TPaHCIUIAIlCHTapeH
KaHIIEPOr€HEH (aKTop.

Ot Te3u JaHHU MOXKE J1a C€ NPCAIOJJIO0KH, Y€ MOTCHIMAJIHATA KIIMHWUYHA 110J13a HaJABUIIIaBa
KapOQUHOICHHHA PUCK IIPU XO0pPa, BBIIPEKU Y€ KIIMHUYHOTO 3HAYCHUE HA TE3U PE3YJITATH HE € N3BECTHO.

IIpu uznuTBanus 3a penpoayKTUBHA TOKCUYHOCT € YCTAHOBEHO, Y€ JAMUBYAUH MIPEIU3BUKBA
MTOBHIIIABAHE YECTOTATa Ha CIlydanTe Ha paHHA eMOpPHOHAIHA CMBPT MPH 3aiIH [TPH OTHOCUTETHO
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HUCKH CUCTEMHH E€KCIIO3UINH, CPAaBHEHH C TE3U MpH Xopa. He ca ycraHOBEeHH OJJOOHU JTaHHU MTPU
TUTBXOBE JIOPH NP MHOTO BUCOKH CHCTEMHH €KCITO3UIMHU. 3UIOBYAMH MMa TI0J00HO JeHCTBHE MPU
JIBaTa BUJIa, HO CaMO TP MHOTO BUCOKH CUCTEMHHM €KCIIO3UIMK. B n3ciaenBanus npu )KUBOTHU HIMA
JIAHHY 32 TEPaTOTCHHOCT Ha JJAMHUBYJIMH B JIO3H, TOKCHYHH 32 MaliKkata. 3UJOBYHH, TIPUIOKECH MIPH
TUTHXOBE B JIO3W, TOKCHYHH 32 MaliKkaTa, 10 BpeMe Ha OpraHoreHe3ara BOJIH JI0 TIOBUIIICHA YeCTOTa Ha
Mandopmanuute. Hama manau 3a detanan MandopMamue Mpy IPHIOKEHIE Ha HUCKH JTO3H.

6. OAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk HAa IOMOIIHHUTE BelLIeCTBA

Sapo Ha Tabnerkara

MukpokpucTanna nenyiosa (E460),
HatpueB HUIIECTEH TTIMKOJIAT,
Komounen cunuiueB THOKCHI,
Marne3sueB creapaT

DuiIMoOBO HOKpUTHE HA TabJIeTKaTA

Xwurnpomerosa (E464),

Turanos auokcun (E171),

Maxporo: 400,

[omucopbar 80

6.2 HecnBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

2 TOIUHU

6.4 CnenuaJHM ycJ10BHUS CbXpaHeHHe

[a He ce cvxpanssa Hax 30°C.

6.5 Bwuxu chabp:kaHNe HA ONAKOBKATA

OnakoBKH, ChABPIKAIIY HEMPO3HAYHH OJIUCTEPH OT MONUBUHHIXIOpU/ Posno. OmakoBKHy,
ChIbprKaly Os1a OyTHITKA OT ToJIMeTHIIEH ¢ Bucoka mibTHOCT (HDPE) che 3ammuTeHa ot jera
3amymanka. Bceku Bua onakoBka chabpxa 60 puamMupanu TabNeTKH.

6.6 CnenuajJHu npeanasHu MePKH NPH U3XBbPJIsIHE

Hsama CIICIMaJIH U3 CKBAHUS 3a U3XBBPJIAHE.

Hewnsnonspanusr JICKAPCTBCH NPOAYKT WIN OTIIAABYHUTC MAaTCPpUAJIU OT HETO TpH6Ba Aa CC U3XBBPJIAT
B CbOTBECTCTBUEC C MCCTHUTC N3UCKBaHMU.
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7. IPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

ViiV Healthcare BV

Van Asch van Wijckstraat 55H

3811 LP Amersfoort

Hunepnannus

8. HOMEPA HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/98/058/001

EU/1/98/058/002

9. JATA HA ITbPBO PASPEIIABAHE/TIOTHOBSIBAHE HA PASPELHIEHUETO 3A
YIHOTPEBA

Hata Ha mbpBO pa3pewmaBane: 18 mapt 1998 1.

[JaTa Ha mogHOBSIBaHE Ha pa3pelmieHueTo 3a yrnorpebda: 13 ¢pespyapu 2008 .

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

MM/ITIT

[Hompo6Ha nH(bDOpMAaIUs 32 TO3M JIEKAPCTBEH MPOIYKT € pejocTaBeHa Ha yeOcaiita Ha EBporetickara
areHIus 1o Jiekapcerpata http://www.ema.europa.eu
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HPUJIOKEHUE I1

MMPON3BOINTEJ(M), OTTOBOPEH(HM) 3A
OCBOBOKJIABAHE HA IAPTHIN

YCJIOBUA NJIN OTPAHUYEHMUSA 3A TOCTABKA U
YIIOTPEBA

APYI'U YCJIIOBUSA U U3BNCKBAHUSA HA PASPEHIEHUETO 3A
YIHOTPEBA

YCJOBUA NJIN OT'PAHUYEHUS 3A BE3OITACHA "
EDOEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A.  NIPOU3BOIUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOXJIABAHE HA ITAPTUIN

HmMe u aapec Ha HDOI/I3BOI[I/IT6J'I$1(I/ITC), OTFOBODeH(HI/I) 3a OCBO60)KHaBaHe Ha MapTuauTe

Delpharm Poznan Spotka Akcyjna
ul. Grunwaldzka 189

60-322 Poznan
ITosmra

b. YCJOBUs WJIN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlekapCTBEHUAT MPOAYKT CE OTIYCKa MO OrPaHUUCHO JIeKapcKo nmpeanucanue (Bx. [Ipunoxenue I
Kpatka xapakTepucTika Ha IPOyKTa, Touka 4.2).

B. JAPYI'U YCJIOBUSI U UBUCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
. IMepuoanyHu aKTyaJIM3upaHu JoKIaau 3a 6ezonacuoct (ITAJIB)

W3uckBanusra 3a nogaBane Ha [TAJIB 3a To3u 1eKapCTBEH MPOAYKT Ca OCOYEHH B CIHCHKA C
pedepentaute natu Ha EBporetickus cpro3 (EURD cnmcek), npeasuner B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIE/IBAIIH aKTyaJIM3allH, TTyOJIMKYBaHH Ha €BPOICHCKUS
yeOropTa 3a JeKapcTBa.

.  YCJI0OBUA UJIN OTPAHUYEHUS 3A BE3OITACHA 1 E@EKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS TIPOAYKT

. Ilnan 3a ynpaBienue Ha pucka (ITYP)

[putexaressar Ha paspeienuero 3a ynorpeda ([TPY) TpsoBa 1a n3BbpiiBa H3UCKBAaHUTE ISHHOCTH U
JeHCTBUS, CBBP3aHU C IPOCIIEsIBaHE Ha JIeKapcTBeHaTa 0€30IacHOCT, ocoueHH B ogoopenus 11YP,
npezcraBed B Moayn 1.8.2 Ha pa3penieHueTo 3a ynorpeda, KakTo U BbB BCHUKH CIIE/IBAIH 0JI00pPEHH
akTyanu3auuu Ha [TYP.

Axryanusupan [IYP TpsiOBa na ce mogasa:

® 10 UCKaHe Ha EBpornelickara areHIus 1o JeKapcTBaTa,

e BHHAruW, KOraTo ce U3MEHs CUCTeMaTa 3a YIPaBJICHUE Ha PUCKa, 0COOEHO B pe3yiTaT Ha
MoJly4aBaHe Ha HOBa HH(OpMaIIrsi, KOSTO MOXe Ja JIOBeJIe 10 3HAYMMU IPOMEHH B
CHOTHOILICHUETO TOJI3a/PUCK, WK CIIe]T IOCTUTaHe Ha BayKeH eTar (BbB Bpb3Ka ¢
npocIie/siBaHe Ha JIeKapcTBeHaTa 0e30MacHOCT WM CBEKIAaHE Ha PUCKA 0 MUHUMYM).
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MNPUJIOKEHHUE |11

JAHHU BBPXY OITAKOBKATA N JIMCTOBKATA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA U
II'bPBUYHATA OITAKOBKA

KAPTOHEHA KYTHUA

| 1. NME HA JJEKAPCTBEHUA NPOAYKT

Combivir 150 mg/300 mg ¢punmupanu TabaeTKn
JIAMUBYIUH/3UI0BY THH

[2. OBSIBIBAHE HA AKTUBHOTO(UTE) BELIECTBO(A)

Bcesika punvupana tabneTka chabpika
namuByauH 150 mg
sunoByauH 300 mg

| 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

| 4. JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJTHA OITAKOBKA

60 ¢puimMupanu TabICTKH
TabneTku ¢ AeNUTEIHA YepTa

| 5. HAYUH HA TIPUJIATAHE U ITBT(MIIA) HA BBBEKJIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.

IlepopanHo npuiioxeHue

6. CHELOUAJIHO NPEAYHPEXIEHUE, YE TEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CBbXPAHSABA HA MSICTO JAJIEYE OT IIOI'VIEAA U JOCET'A HA JTEITA

)la CC CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a ACHa.

| 7. JAPYI'U CHEHUAJIHU NPEAYHOPEXJIEHUSA, AKO E HEOBXOJIUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA 'OAHOCT

T'onen no:

| 9. CIHEHMAJIHHU YCJIOBUS HA CbXPAHEHUE

[a He ce cvxpanssa Hax 30°C.
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10. CHELHUAJIHU IMPEANTIASHU MEPKHU INTPU U3XBBPJIISTHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3NCKBAT TAKHBA

| 11. HMME M AJIPEC HA IIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

ViiV Healthcare BV

Van Asch van Wijckstraat 55H
3811 LP Amersfoort
Hunepnannus

| 12.  HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

EU/1/98/058/002

| 13. TAPTMJEH HOMEP

[Taptunen Ne

| 14. HAYMH HA OTIIYCKAHE

.HCKapCTBCHI/IﬂT MMPOAYKT C€ OTIIYCKa I10 JICKAPCKO NpCAIINCaHUuC.

| 15. YKA3AHUNA 3A YIIOTPEBA

| 16. MH®OPMAIIMSI HA BPAIJIOBA A3BYKA

combivir

‘ 17.  YHUKAJIEH UIAEHTU®UKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoa ¢ BKJIOYEH YHUKAJIEH HACHTU(DHUKATOD

‘ 18. YHHUKAJIEH UAEHTUO®UKATOP — JAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA "
II'BPBUYHATA OITAKOBKA

ETUKET HA BYTUJIKATA

| 1. NME HA JJEKAPCTBEHUA NPOAYKT

Combivir 150 mg/300 mg ¢punmupanu TabaeTKn
JIAMUBY IMH/3UI0BY TUH

(2. OBSIBIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcesika punmupana tabnerka chabpxKa
namuByauH 150 mg
3upoByauH 300 mg

| 3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

60 ¢punmupann TabIeTKH
Tabnerka c AenUTENHA YepTa

| 5. HAYMH HA TIPUWJIATAHE U TbT(MILA) HA BBBEKJIAHE

IIpenun ynorpeba npoyereTe JIMCTOBKATA.

IlepopaiiHo npuIIOKEHHE

6. CIIEHUAJIHO TPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
A CE CBbXPAHSBA HA MSCTO JAJIEYE OT HOIJIEJA U TOCET'A HA JIEITA

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

| 7. JAPYI'U CHELHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJIUMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA TTOAHOCT

T'onen mo:

| 9. CHELUAJIHU YCJIOBUS HA CbXPAHEHUE

[a ne ce cexpanssa Hag 30°C.
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10. CHELHUAJIHU ITPEANTASHU MEPKHU IMPU U3XBBHPJISAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3NCKBAT TAKHBA

| 11. HMME M AJIPEC HA IIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

ViiV Healthcare BV

Van Asch van Wijckstraat 55H
3811 LP Amersfoort
Hunepnannus

| 12.  HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

EU/1/98/058/002

| 13. TAPTMJEH HOMEP

[Taptunen Ne

| 14. HAYMH HA OTIIYCKAHE

.HCKapCTBCHI/IﬂT MMPOAYKT C€ OTIIYCKa I10 JICKAPCKO NpCAIINCaHUuC.

| 15. YKA3AHUNA 3A YIIOTPEBA

| 16. MH®OPMAIIMSI HA BPAIJIOBA A3BYKA

‘ 17. YHUKAJIEH UIEHTUO®UKATOP — IBYUSMEPEH BAPKO/{

‘ 18. YHHUKAJIEH UAEHTUOPUKATOP — JAHHU 3A UETEHE OT XOPA
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JAHHH, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs HA BJIMCTEPUTE

| 1.

NME HA JJEKAPCTBEHUA NPOAYKT

Combivir 150 mg/300 mg ¢punmupanu TabaeTKn
JIAMUBYIUH/3UI0BY THH

| 2.

OBSBSIBAHE HA AKTUBHOTO(MTE) BEIHIECTBO(A)

Bcesika punvupana tabneTka chabpika
namuByauH 150 mg
sunoByauH 300 mg

| 3.

CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

| 4.

JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJTHA OITAKOBKA

60 ¢puimMupanu TabICTKH
TabneTku ¢ nenmuTelHa YepTa

| 5.

HAYUH HA TIPUJIATAHE U ITBT(MIIA) HA BBBEKJIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.

IlepopanHo npuiioxeHue

6.

CHELOUAJIHO NPEAYHPEXIEHUE, YE TEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CBbXPAHSABA HA MSICTO JAJIEYE OT IIOI'VIEAA U JOCET'A HA JTEITA

)la CC CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a ACHa.

| 7.

JAPYI'U CHEHUAJIHU NPEAYHOPEXJIEHUSA, AKO E HEOBXOJIUMO

| 8.

JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

| 9.

CIHEHMAJIHHU YCJIOBUS HA CbXPAHEHUE

[a He ce cvxpanssa Hax 30°C.
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10. CHELHUAJIHU IMPEANTIASHU MEPKHU INTPU U3XBBPJIISTHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

| 11. HMME M AJIPEC HA IIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

ViiV Healthcare BV

Van Asch van Wijckstraat 55H
3811 LP Amersfoort
Hunepnannus

| 12.  HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

EU/1/98/058/001

| 13. TAPTMJEH HOMEP

[Taptunen Ne

| 14. HAYMH HA OTIIYCKAHE

.HCKapCTBCHI/IﬂT MMPOAYKT C€ OTIIYCKa I10 JICKAPCKO NpCAIINCaHUuC.

| 15. YKA3AHUNA 3A YIIOTPEBA

| 16. MH®OPMAIIMSI HA BPAIJIOBA A3BYKA

combivir

‘ 17.  YHUKAJIEH UIAEHTU®UKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoa ¢ BKJIOYEH YHUKAJIEH HACHTU(DHUKATOD

‘ 18. YHHUKAJIEH UAEHTUO®UKATOP — JAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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| MUHHUMYM JAHHH, KOUTO TPABBA JIA CbABPKAT BJIMCTEPUTE U JIEHTUTE |

|1. MIME HA JIEKAPCTBEHMS ITPOAYKT |

Combivir 150 mg/300 mg Tabierku
JaMUBYAUH/3UI0BY THH

| 2. NME HA ITIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

ViiV Healthcare BV

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

| 4. IHAPTUJAEH HOMEP

IMaptunen Ne

|5.  JIPYIO
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b. IUCTOBKA
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JlncroBka: undopmanus 3a norpeduTeNs

Combivir 150 mg/300 mg ¢puamupanu TadaeTKu
JIAMHBYAUH/3UA0BY THH
(lamivudine/zidovudine)

IIpoyeTeTe BHMMATEIHO LSLJIATA JMCTOBKA MPeIH 1a 3all0YHETe /12 pUeMaTe TOBA JIEKAPCTBO,
Thil KaTO TH ChAbPKA BaxHa 3a Bac ungopmanus.

— 3amaszere Ta3u JECTOBKA. MOXKe Ja ce HAJIOXKH J1a 51 IPOYETETe OTHOBO.

— AKo uMaTe HAKaKBY JOIBIHUTEIHH BHIIPOCH, MONUTaiTe Bamms nekap mim dpapManesT.

— Toga nekapcTBo € npeanucaHo au4HO Ha Bac. He ro npeorcTbnBaiite Ha apyru xopa. To Moxe 1a
UM HaBpEI¥, HE3aBUCUMO Y€ MPU3HAIMTE Ha TAXHOTO 3a00JIsBaHe ca ChIUTE KaTo Bammmwre.

— AKO mosy4nTe HIKaKBU HEXEJIaHU JICKAPCTBEHU PEaKIUH, yBenoMeTe Bamus nekap uiu
¢dapmarnieBT. ToBa BKJIFOUBA M BCUYKH Bh3MOKHH HEXEJIaHHU PEAKI[UK, HEOIMCAHH B Ta3U JINCTOBKA.
Buxre Touka 4.

Kakso ChIbPiKa Ta3H JUCTOBKA.

Kaxkso nipencrasisisa Combivir u 3a kakBo ce u3mos3ea
KakBo Tpsi6Ba 1a 3Haete, npeau Aa npuemere Combivir

Kaxk ga mpuemare Combivir

BB3MOXKHU HEKEIAaHU PEaKIIuK

Kak ma cexpansisare Combivir

ChIbprkaHue Ha OMIAKOBKATA U IOMBJIHUTEIHA HHPOPMAIIUS

Uk wd P

1. Kakso npeacraBasiBa Combivir u 3a kakBo ce u3nosa3Ba

Combivir ce u3mon3Ba 3a jjeyeHue HA HHPEKI U, IPUYUHEHA OT YOBEUIKUSI UMYHOAePUIIUTEH
Bupyc (XUB) npu Bp3pacTHH M Aena.

Combivir cbappika Be aKTHBHU BEIIIECTBA, KOUTO CE€ M3IONI3BAT 3a jieueHune Ha XVB unpekimsTa:
JTaMUBYIWH ¥ 3UA0BYIUH. VM 1BeTe mpuHAAIEKAT KbM IrpyliaTa Ha aHTUPETPOBUPYCHUTE JICKAPCTBA,
HAPECUCHHU HYKACO3UOHU AHAIO3U UHXUOUmMopu Ha oopamuama mpanckpunmasa (HUOT).

Combivir He u3exyBa HambIHO XMB uHpekIpsTa: TONH HaMaIsiBa KOJIUYECTBOTO HA BUPYCa BbB
Barust opranusbsM u o OJIbpKa Ha HUCKO HUBO. ChINO Taka, yBeauuasa 0pos Ha CD4 knetkure B
KpbBTa. CD4 kieTkute ca BUJ OelH KPbBHU KJIETKH, KOUTO UTPAsT BayKHA POJIS 3a MOAIBpPKAHE Ha
MMYHHATa CHCTEMa B ChCTOSIHUE J1a MOXKe J1a ce 00pH ¢ MH(EKIUHUTE.

He Bceku otroBaps Ha neqenuero ¢ Combivir mo exun u chiim HaunH. BamusaT gekap 1ie mpocieasna
e(eKTUBHOCTTA OT JICUCHHUETO.

2. KakBo Tpsi6Ba 1a 3HaeTe, npeau aa npuemere Combivir

He npuemaiite Combivir:

®  aKo CTe aJIeprUYHH KbM JIAMHUBY/IMH WM 3UA0BYIUH, HITH KbM HSAKOSI OT OCTAHAIUTE
ChCTAaBKU Ha TOBA JIeKapcTBO (M30pOEHH B TOUKA 6)

®  aKO UMaTe MHOI0 MAJIbK OGpOii YepBeHH KPbBHHU KJIETKHU (areMus) WM MHOTO MATBK
Opoii 0eJu KPHBHU KJIETKH (Heymponenus).

O0bpHeTe ce KbM Bamms jekyBai Jekap, ako cMATate, 4e HIKOe OT TOPEU30POCHUTE Ce
oTHacs 10 Bac.
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O0bpHeTe cienMaIHO BHUMAaHHe TP ynorpedara va Combivir

Hsxou xopa, npuemariin Combivir wiu apyru KoOMOMHUpaHH Tepanuu 3a jJedenne Ha XVB, ca
W3JI0’KEHU HA TIOBHIIICH PUCK OT Pa3BUTHE HA CEPUO3HU HEXKETaHH peakiuu. TpsoBa 1a nmo3HaBare
JIOTIBIIHUTEITHUTE PUCKOBE:
®  aKo HAKOra CTe MMajH 3a00JIiBaHe HA YepHUs APo0, BKIounTeHO XenatuT B win C (ako
umare xenatuT B, He TpssOBa 1a npeknseBare jgedenuero ¢ Combivir 6e3 ykazanust ot
Barmmms ekap, Thii KaTO XEIaTUTHT MOKE J1a Ce TIOSBU OTHOBO).
e aKo UMare 3a0oJiAiBaHe HA OLOpenuTe
®  aKO CTE ChC 3HAYMTEITHO HAJHOPMEHO TerJyio (0COOEHO aKo CTe KCHA)

Oo0bpHeTe ce kbM Bamus JiekyBaii Jiekap, ako HAKOe 0T OCOYEeHUTeE NMO0-rope TBbPAeHHUs
ce oTHacs 10 Bac. Bammsr jexap 1ie mpeneHu 1aiu akTHBHUTE BEIIECTBA ca MOIXOISIIHN 32
Bac. Jlokato nmpuemare JekapcTBOTO, MOXE Jia C€ HaloXu J1a Bu ce mpaBAT TONbIHUTETHU
W3CJIC/IBaHNS, BKIFOYUTEITHO ¥ KPBBHU M3CJICABaHYsI. 3a MOBeYe WH(POpMAIIHsI BIXKTE TOUKa 4.

Ha0nronasaiiTe ce 3a HosiBa Ha Ba’KHH CHMIITOMH

Hsxou xopa, npremainy ekapcTsa 3a euenue Ha XM B nHdekuus, pa3BuBar Apyru ChCTOSIHUS,
KOUTO MOraT Jia ca cepuo3Hu. Tps0Ba Ja mo3HaBaTe BaKHUTE MPU3HAIM U CUMIITOMH, 32 KOUTO Ja ce
HaOuro1aBate, qokato npuemate Combivir.

IIpouerere unopmanusTa B ,,/Ipyru Bb3MO:KHU HEKeJIaAHHU PeakMyd HA KOMOMHMPAHATA
Tepanud 3a XUB” B Touka 4 Ha Ta3M JIMCTOBKA.

Opyru gexaperBa u Combivir

Mousi, nungopmupaiite Bamus jexap win ¢papManeBT, ako pueMare WIKM HACKOPO CTe
npueMany APYry JeKapceTBa, BKIYUTETHO OUIKOBH JIEKapCTBa WM APYTH JEKApCTBa, KOUTO CTE CH
Kynuiu 0e3 perenTa.

He 3a0papsiite ma kaxxete Ha Bamms nekap wnu ¢apMarieBT, ako 3allogHeTe Ja MpreMare HIKOe HOBO
JIEKapCTBO, JOKATO ce JekyBare ¢ Combivir.

M36poennTe mo-10.1y JeKapcTBa He TPsIOBA 1a ce mpuarat exHoBpemMenno ¢ Combivir:

e pYrH JIEKAPCTBEHU MPOIYKTH, ChIBPKALIU JIAMUBYIUH, KOUTO CE€ U3IOJI3BAT 32 JICUCHUE
Ha XU B undexnus win Ha xenatut B nndexuus

e  eMTpHUIUTaOWH, KOWTO c€ M3Moi3Ba 3a JieueHue Ha XUB nndexumus

e CTaByJWH KOWTO ce M3MoJi3Ba 3a JieueHne Ha XU B nndpexkuus

e puOaBUPUH WM MHKEKIIMOHCH TaHIIMKIOBUD, KOWTO CE M3I10JI3Ba 32 JICUCHUE Ha BUPYCHHU
UHpexruun

®  BHCOKH JI03M OT aHTUOUOTHKA KO-TPUMOKCA30JI

e KJagpuOWH, U3MOI3BAH 3a JICUCHUE HA KOCMATOKJIETHYHA JTeBKEMHU.

yBe,Z[OMETe Bamus JIEKap, ako CTE Ha JICYEHUE C HAKOEC OT IIOCOUYCHUTE ITO-TOPE JIEKAPCTBA.

Hsixou JiekapcTBa MOTaT /1a MOBHIIAT PHCKA OT Pa3BUTHE HA HeKeJIAHN PeaKIHU WM /1a TH
Bjaomar. TakuBa jiekapcTBa ca:
® HATPHUEB BAIIPOAT 3a JICUCHHE HA eMHJIeTICHUST

uHTep(EpPOH 3a JIeYeHHe Ha BUPYCHH HHPEKIUU
MUPUMETAMUH 3a JICYCHUE Ha MAJIAPUs U PYTH Napa3uTHA HHPEKIINU
JIATICOH 3a PO IIAKTHKA HA ITHEBMOHMS U 32 JICUCHHUE HA KOKHU HH(EKIHK
GbiryKoHa30J1 WK (QIIYIIUTO3MH 32 JIeYeHHE Ha IbOMYHH HH(EKIMHN KaTo KaHAnIa
MCHTAMU/IMH WK aTOBAKBOH 32 JICYCHHE Ha Mapa3uTHU WHPEKIIUH KaTO THEBMOHUSI,
npuuuHeHa ot Pneumocystis jirovecii (vecto HapuyaHa MHEBMOIMCTHA ITHEBMOHUS
(PCP))
e amdoTepuIMH WK KO-TPUMOKCA30J 3 JICUCHNE HAa TOMYHN H aKTepHATHU HHPEKIUH
e npoOCHeNH 3a JICYCHNE Ha MOJATPa ¥ CXOHH ChCTOSIHUS, KaKTO U MPHIOKEHHETO My C

HSKOM aHTHOMOTHILIM 3a 3aCUJIBaHE Ha eeKTa UM
e MeTajJ0H, H3IOJI3BaH KaToO 3aMeCTHTEJI HA XePOHHA
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® BUHKPHCTUH, BUHOJACTHH WU JTOKCOPYOUIIMH 3a JICUCHUE HA paK
YBenoMete Bamms Jekap, ako IpreMare HIKOE OT TIOCOYCHHTE ITO-TOPE JIEKapCTRa.
Hsxou nexkapcerBa B3aumoaeiicrsat ¢ Combivir

TakuBa nekapcTBa ca:
* KJAPUTPOMUIMH, aHTUOUOTHUK

aKo TpueMaTe KIapUTPOMHUIINH, TIPHEMETE T03aTa Hai-MaJlko 2 Jaca IpeIy WK e MprueM Ha
Combivir.

L (l)eﬂl/ITOI/IH 3a JICYCHHC Ha CNMUJICIICUS

YBenomere Bamns jekap, ako npuemare penntonH. Moxke aa ce Haoxxu Bammst nekap na
Bu npocnensisa, nokaro npuemare Combivir.

e JexapcTBa (OOMKHOBEHO B Te4HA (OpMA), ChIBPKAIIN COPOMTOJI U IPYTH 3aXapHH
AJIKOXOJIH (KaTo KCHINTOJ, MAaHUTOJI, TAKTUTOJ WIA MaJTHTON), aKO CE MPHUeMaT PeAOBHO.

YBenomere Bamus jgexkap wiu papmManeBT, aKo OpUEMATE HAKOE OT TE€3H JIEKapCTBA.

Bpemennoct
Ako cTe OpeMeHHa, 3a0peMeHeeTe Wi IJIaHupaTe 1a 3adpeMeHeeTe, TpsOBa /1a YBEJIOMUTE 3a TOBA
Barms nekap, 3a 1a 00ChaAUTe MOJI3UTE U pUCKoBeTe oT nmpuema Ha Combivir 3a Bac u 3a nereto Bu.

Combivir u momo6HKITE Ha HETO JIEKAPCTBA MOTAT JIa MIPUUYNHAT HE)KEIAaHW PEAKIIUH MTPHU HEPOICHUTE
6ebeTa. AKO 110 BpeMe Ha OpeMeHHOCTTa cTe mpremManu Combivir, Bammmsr nexap Moxke 1a Ha3HAYH
PEIIOBHU KPHBHH U3CIEBAHNUS, KAKTO U APYTH JUATHOCTUYHU M3CICIBAHMUS, 32 JIa CIICIU PA3BUTHETO
Ha nereto Bu. Ilpu nena, unuto maiiku ca mpuemann HUOT mo Bpeme Ha OpeMEHHOCTTA, IMo3aTa OT
3amurara cpemty XMB e no-rosisiMa OT pyucKa OT HEXKEJIAHU PEAKLUY.

KbpMmene
He ce npenopbuBa KspMeHe Tpy skeHd, kouto ca HIV-nonoxkurennu, it kato HIV nndexnmsata
MOJKe J1a ce mpezazae Ha 6e0eTo upe3 KbpMaTa.

MaJko KOJIMYeCTBO OT CheTaBkuTe Ha COMDIVir MoXke ChIIO [a MPEeMHUHE B KbpMaTa.

AKO KbpMHUTE WM CMSTATE Ja KbpMUTE, TPAOBa Aa 00chaAUTe TOBa ¢ Bamus jgexkap Bb3MOXKHO
Hali-CKOPo.

Ilopupane u padora ¢ MAILIMHU

Combivir moske 1a npeIn3BUKa 3aMaiiBaHe ¥ MMa JPYTH HEKEIAHN PEaKIIUK, KOUTO MOTaT Jia
HaMaJIAT OjuTelHocTTa BH.

He modupaiite u He padoTeTe ¢ MAIIMHM, OCBEH aKO CE€ YyBCTBaTe A00pe.
Combivir cbabpika HaTpwmi
e ToBa nekapcTBO ChIbPKa MO-MaKo oT | mmol Hatpwuii (23 mg) Ha TabieTka, T.e. MOXKe Ja
ce Kake, 9e MPAKTHYECKH HE ChABPKa HATPHIA.

3. Kaxk na mpuemate Combivir

Bunarn npuemaiiTe TOBa JJeKapCTBO TOYHO KakTo Bu e kazan BamusaT Jiekap win (papManesT.
AKO He cTe CUTYPHH B HEIIO, MonuTanTe Bamus iexap uiau dpapmarienT.

[Mormpmaiite Tabnetkute Combivir ¢ manko Boga. Combivir MoXke Ja ce pruemMa Che 1 0e3 XpaHa.
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AKO HEe MOXKETe J1a TIOTJThIIATE TAOJETKUTE TIEIH, MOXKE J1a TH Pa3TPOIINUTE U CMECHUTE C MaJIKO
KOJIMYECTBO XpaHa WM HAITUTKA, U Jia IPUEeMETe I1sU1aTa J103a He3a0aBHO.

Iopabp:xaiiTe MOCTOSIHEH KOHTAKT ¢ Bamus gexap

Combivir momara 3a mogabpskade Ha Bamero 3abossiBane moa KoHTpos. TpsiOBa 1a ro mpuemare
BCEKH JICH, 3a Jla ce IIpe/NasuTe OT BIIONIaBaHe Ha 3a0oisBaHeTo. Bee ome Moxke na pa3Buere npyru
WH(EKIUY WU 3a00Js1BaHus, CBbp3anu ¢ X1 B nngexnusra.

Monnbp:kaiiTe KoHTaKT ¢ Bamms jgexap u He cimpaiiTe mpuema na Combivir 6e3 na cre ce
NoChBeTBaIM ¢ Bamus nekap.

Kouako n1a npuemare

Bo3pacTHu u 1oHomH ¢ TeaecHo Teryio 30 Kg min moseue:
OoOnuaiinara mo3a Combivir e eqna Tadjerka 1Ba ILTH JHEBHO.

[TpuematiTe TabNeTKHUTE TIO €IHO U CHIIO BpEME, KATO OCTABSATE HHTEPBAJ OT MPUOTU3NTENHO 12 yaca
MEXIY IPUEMHUTE.

Hena ¢ TesiecHo Tersio mexay 21 u 30 kg

O6wuuaitHata HavainHa 103a Combivir ¢ mosoBun Tabierka (Y2), mpreTa CyTpUH, U ¢IHA IsU1a
TabJeTKa, mprera Beyep.

JHena ¢ TesiecHo Tersio mexay 14 u 21 kg

O6wnyaiinara HavanHa qo3a Combivir e momoun Tabnetka (¥2), mpueTa CyTpUH, U MIOJIOBHH TableTKa
(%2), npuera Beuep.

IIpu nenara ¢ TenecHo terio mox 14 Kg, namuByun u 3unoBynuH (chcraBkute Ha COmbivir) TpsoBa
Ja ce mpreMar IMOOT/IEITHO.

AKO cTe npHeJH MmoBevye 0T HeodxoaumaTa q103a Combivir

AKo ciy4aiiHO TIpueMeTe npekaieHo Bucoka qo3a Combivir, yBenomere Bamwist nekap uim
dapmaneBT, i norspcere bbp3a momonr 3a chBeET.

AKo cTe nmpomycHa u 1a npuemere Combivir

Axo IMPOMYCHETE J1a MPUEMETE HAKOA J03a OT JICKAPpCTBOTO, MPUEMETE s BE€AHAra CJeJ KaTto Cu
CIIOMHUTC U MMPOABILDKETC IMIPUCMA KAKTO IIPEAU. He B3emaiite ,Z[BOI\/'IHa [03a, 3a 1a KOMIICHCHUPATC
npoimycHarata 103a.

4. Bb3MOKHU He:KeJIaHU peakunu

IIo Bpeme Ha sieuenue Ha XIVIB Moe 1a HaCThIIM yBEJIMYAaBAHE HA TEIVIOTO U Ha HUBATA Ha JIMIIUJNATE
U TIII0KO3aTa B KpbBTA. TOBa OTYACTH € CBHP3aHO C BH3CTAHOBSIBAHETO Ha 3/IpaBETO M HAYMHA HA
JKHABOT, a [10 OTHOLICHHUE HA JTUIIUANTE B KPBBTA IIOHAKOId € CBBP3aHO U CbC CAMUTE JIEKAPCTBA 32
XWB. BamusT jiekap e HanpaBy U3CJIECIBAHMS 3a TE3U IPOMEHHU.

Jleuenne ¢ Combivir yecto npuunHsBa 3aryba Ha MaCTHA ThKaH 110 KpakaTa, PhIETE U JIUIETO
(munoarpodus). Tazu 3aryba Ha MaCTHA ThKaH HE € HAITBJIHO 00paTUMa CJIe]l IPEeyCTaHOBsIBaHE Ha
JICYEHUETO ChC 3UIOBYIMH. Bamusr jgekap 1ie mpocieasasa 3a CUMITOMH Ha unoarpodus. Kaxere Ha
Bamus nekap, ako 3a0enexxure 3aryba Ha MaCTHa ThKaH 110 Kpakara, phlleTe Win JIeTo cu. [Ipu
HACTBIIBaHE Ha TE3M MPHU3HAIM, JledenneTo ¢ Combivir TpsOBa ma ce npeycranosu u 1a Bu ce HazHaun
Jpyro neueHue 3a XVB.
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Kakro Bcuuku JICKapCTBA, TOBA JICKAPCTBO MOXKE J1a IIPEAN3BHUKA HEXKECIIaHNU pCaKIH, BBIIPEKU Y€ HE
BCCKM I'l IIOJTy4aBa.

I1pu neyenuero Ha XMB uHpEKIMATa HE BUHATH € BB3MOYKHO JIa C€ YCTAHOBH JIAJIH HACTBITHIINTE
HEKEJIaHU peakinu ce appkatr Ha Combivir, Ha ocTaHaIuTe JIeKapcTBa, KOUTO IIPUEMATE TI0 ChIIOTO
Bpeme nin Ha XIB 3a0omnsaBanero. Ilopaau ToBa e MHOr0 Ba:KHO /a2 yBeAoMsBaTe Bamus iexap
3a BCHYKH IPOMEHH B 3IPaBOCJI0BHOTO Bu cheTosiHue.

3aeqHo ¢ H30poeHUTE MO-10J1y HeKeJaHU peakuuu npu npuem Ha Combivir, npu npuem Ha
KoMOWHHMpaHa Tepanus 3a Jeuenne Ha XV B, Morar aa ce pa3BUsT APYTH CHCTOSHUSL.
BaxHo e 1a mpouetere nHpopManusATa MO-A0JIy B Ta3H TOUKa ,,/Ipyru Bb3MOKHHU HEXETaHU
peaknuu Ha KOMOMHMpaHaTa Tepanus 3a X1B”.

MHOro 4ecTH HeXKeJIaHU peakuuu

Te morar ga 3acernar nmosede ot 1 Ha 10 mamueHTH:
e riaaBoOoHe
e TajicHE.

YecTH HEXKeTAHH PeaKIUU

Te morar na 3acersar a0 1 Ha 10 manueHTu:
® TIOBpBIIAHE

IHapus

CTOMAIIHH OOJKH

JIMIICA Ha aTleTHT

3aMastHOCT

yMopa, JITICa Ha CHePTHs

Tpecka (ITOBHUIIIEHA TeMITEpaTypa)

001110 Hepa3IOIOKEHNE

TPYJIHO 3acuBaHe (0e3cvhue)

MyCKyJTHa 00JIKa U TUCKOMGOPT

cTaBHa OoJKa

KallIia

pa3zpa3HeH WM Tedal] HOC

KOXEH 00puB

koconan (aroneyus).

YecTu HEKETaHU PEAKIIMK, KOMTO MOTAT J1a Ce MPOSIBAT B KPBBHUTE U3CJICIBAHNUSA, Ca:
®  HHUCHK Opoii Ha YepBEHHUTE KPbBHU KICTKH (aHeMus) WM HUCHK Opoii Ha OennTe KphBHU
KJIETKHU (Heymponenust Vv 1e6KONEeHUSL)
® [OBWIIABAHE HA HUBATA HA YECPHOJIPOOHUTE CH3IUMH
e TIOBHIIaBaHE Ha KOJMYECTBOTO Ha Ou1upyobura (BEIECTBO, IPOU3BEXKIAHO B YSPHUS IPOO)
B KpbBTa, KOETO MOJKE J1a IPUIAJIC )KbJIT LBAT Ha KoxkaTa Bu.

HeuvecTu HelkeJaHU peaKnuu
Te morar na 3acersar a0 1 va 100 nauuenTu:

* 3amyx
e rasoBe (¢ramynenyus)
e cBpOexK

®  MYCKYJIHA C1a0ocCT.

Heuectu HexxemaHU peakIiuy, KOUTO MOTAT Jia CE MPOSBAT B KPHBHUTE U3CIICABAHUS, Ca:
e HamalsBaHE HAa OpOS HA KJIETKUTE, y4acTBAIlld B ChCUPBAHETO HA KPHBTa
(mpomboyumonenus) Wi Ha BCHYKU KPbBHH KJICTKH (nAHyumonenust).
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Penku Heke1aHM peakuu
Te morat ga 3acernar a0 1 na 1 000 nanuenTy:
e CcepHO3HA AIEPTrUYHA PEaKIns, BOJICIIA JIO ITOIyBaHEe Ha JIUIETO, €3UKa HITU I'bPIIOTO, KOETO
MOJKE Jia IPEeIM3BHUKA 3aTPYTHEHHE B T'bJITAHETO UJIH JTUIIAHETO
e 4epHOJPOOHM HAPYIICHHS, KATO XKBITCHUIA, YBEITHMUYCH HITH Ma3eH YepeH po0, Bb3MajicHue
(xenamum)

e JIaKTaTHA anujo03a (MOBHIIEHO KOJIMYECTBO MIICYHA KHCEIMHA B KPBBTA; BUXKTE Cle/BaIlara
TOYKa ,,J[pyru Bb3MOKHU HE)KETAHU PEaklny Ha KOMOWHHUpaHarta Tepanus 3a X1B”)
Bb3MaJICHUE Ha TTAHKpeaca (nankpeamum)

Ooska B 00J1aCTTa Ha TPBAHUS KOIII; 3a00JIIBaHe HA ChPIACYHUSI MYCKYJ (KapOuoMuonamust)
NPHUIAIBIH (2bprose)

ycelane 3a MOJATUCHATOCT MITH TPEBOXKHOCT, HEBh3MOXKHOCT 32 KOHIICHTPUPAHE, ChHINBOCT
HapyIIeHO XpaHOCMUIIaHe, HapyIlIaBaHe Ha BKyca

MPOMCHH B IIBETA HA HOKTHUTE, KOKATa HJIH JINTABHUIIATa BHB BHTPEIIHOCTTA HA yCTaTa
TPUTIONOIO0HN CUMITTOMH — BTPHCAHE U M3MOTSIBAHE

ycelane 3a MpaByJKaHe 10 KoXarta

YYBCTBO Ha CJIA0OCT B KPAWHUIIUTE

pa3KbCBaHE HA MYCKYJTHA ThKaH

W3TPBIIBAHE

MO-4€CTO YPUHUPAHE

YBENIMYaBaHE HA TbPANUTE MPH MBIKE.

PC,I[KI/I HEXEJIaHU pEAKIINHU, KOUTO MOXKE Jia CC MPOABAT IIPU KPBbBHUTE U3CJIEABAaHMSA, Ca:
¢ [IOBHUIIIaBaHC Ha HMBATa HAa CH3UM, HAPpCYCH aMujia3a
® HCBB3MOXHOCT Ha KOCTHUA MO3BK [a MPOMU3BEKIa HOBU YCPBCHU KPBbBHU KIICTKU (l{ucma
aniasusl Ha YepeeHume KpbeHU K/leﬂ’ﬂ('u).

MHOro pelKH HeKeJIaH! peaknun
Te morat ga 3acersar a0 1 aa 10 000 manuenTu:

MHOrO0 psiiKa HeKellaHa PEAKIIUs, KOATO MOKE J1a C€ MPOSBU B KDHBHHUTE U3CJIEABAHUS, €:
®  HEBB3MOXKHOCT Ha KOCTHHSI MO3bK JIa IIPOU3BEIK/Ia HOBH YEPBEHH WM O€IH KPBBHU KIIETKH
(annacmuuna anemus).

AKO pa3BHeTe HeKeJIaH! Peakinu

AKO HSKOS OT HEKEJTAHUTE JICKAPCTBEHH PEAKIIMU CTaHE CEPUO3HA HITH 00E3MOKOUTEITHA, HITH
3a0eNeKnUTe IPYry, HEOMMUCAHU B Ta3U JINCTOBKA HEKETAHU peakiuy, yBeaoMere Bammst
Jiekap win ¢papMaieBT.

JApyru Bb3MOKHM HeKeJaHU PpeaKliyd Ha KoMOMHMpaHaTa Tepanus 3a XUB

KomOunupanara Tepamnusi, kato tasu ¢ Combivir, moxxe na nosese 10 pa3BUTHE HA JIPYTH
3a0oJs1BaHMs IO BpeMe Ha JeueHnero Ha XVB.

CTapn nm])emnm MoraTt ia ¢c€ paspusit 0THOBO

Xopara ¢ Hanpennaita XUB undexims (CITMH) umar ciaba uMyHHA CHCTEMa M TIPH TAX
BEPOSITHOCTTA 34 Pa3BUTUE HA CEPHO3HU MHPEKIMH (ONOPTIOHUCTUYHN HH(EKLUH) € MTO-TOJIIMA.
Koraro Te3u xopa 3an04HaT jJeueHune, Te MOXKe J1a YCTAHOBSIT, Y€ CTapHU CKPUTH HHPEKIHH ce
pa3BHBaT OTHOBO, KaTO MPUUYMHSBAT IPU3HALM U CUMIITOMU Ha Bb3NaJIeHUE. Te31 CUMIITOMHI
Hal-BEpPOSITHO Cc€ MPUUYUHSIBAT OT 3aCHJIBAHETO HA NMyHHATa CUCTEMa Ha OpraHu3Ma, Taka 4e TSI0TO
3aroyBa Jia ce 60py ¢ Te3u HHPEKIHH.

OcBeH ONOPTIOHUCTUYHYI HH(EKIHH, CIIe]] KaTo 3all0YHeTe /1a IIpUeMaTe JeKapcTBa 3a JiedueHHe Ha
XUWB nnpekusiTa, MOTaT 1a ce pa3BUAT U aBTOMMYHHH HapyIIeHHs (ChCTOSHHUE, KOETO CE Pa3BUBa,

KOrato MMyHHaTa CUCTEMaA aTaKyBa 3/IpaBU TbKaHU Ha TSIJ'IOTO). ABTOI/IMyHHI/ITC HapyHmieHusA MOorat aa
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Ce Pa3BUAT MHOTO MECEIH CJIE]] 3all0YBaHe Ha JIEYCHUETO. AKO 3a0eIeKNUTe HIKAKBA CHMIITOMH Ha
UH(EKIHS WM APYTH CUMIITOMH KaTO MYCKYJIHa CJaboCT, C1aboCT, KOSTO 3aIll04Ba OT PBIIETE U
KpakKaTa U MPEMHHaBa KbM TSJIOTO, ChpLIEOUEHE, TPEMOP MITH MOBHUILICHA AKTUBHOCT, MOJISI
nHpopMupaiiTe He3abaBHO Bammust siexap, 3a 1a ce MOThPCH NOAXO/IAIIO JeYCHHE.

Axo nipu Bac ce mposiBiT cumntToMu Ha nHQEKIus, 1okato npuemare Combivir:

YBenomete Bamus jexkyBain Jiekap He3abaBHo. He mpremaiitTe npyru JexapcTsa 3a
nH(pEeKIrsATa 6€3 1a CTe Ce MOChBETBAIN ¢ Bammms ekap.

JlakTaTHaTa anuao3a e pPAAKa, HO CCPUO3HA HEXKEJIaHa peaKlus

Hskon xopa, mpuemariin COmbivir pa3BuBat chCTOsIHIE, HAPEUEHO JaKTaTHA aIMI03a, IPUAPYIKEHA
OT yBENWYeH YepeH Apoo.

JlakTaTHata anuao3a ce NpUYMHABA OT HATPYIIBAaHE HA MJICYHA KHCEIMHA B OpraHu3Ma. T e psaKo
CBCTOSIHUE. AKO ce MOsIBY, OOUKHOBEHO C€ Pa3BHUBa HAKOJIKO MECela ClIe/l 3all04YBaHe Ha JICYCHUETO.
Moske 11a e )KUBOTO3acTpallaBamia, KaTo BOJH 10 HEJOCTATHYHOCT Ha BHTPEIIHUTE OPTaHH.
JlakTaTHaTa anuI03a ce pa3BUBa C MO-TOJSIMA BEPOSTHOCT IIPU XOPa, KOUTO UMAT YEPHOIPOOHO
3a00IsIBaHe, WK TIPU XOpa ChC 3aTTBCTABAHE (3HAYUTEITHO HAJHOPMEHO TETII0), 0COOEHO KEHH.

Ipu3HanuTe HA JJAKTATHA all/103a BKJIIOYBAT:
IBIIOOKO, OBP30, 3aTPYAHEHO JUIIAHE
CHHJIUBOCT

M3TPBIIBAHE WM CIA00CT Ha KpalHUINTE
rajicHe, IOBpBIaHe

cToMarHa 0oka.

ITo Bpeme Ha neuenuero Bu, Bamusr nexap we Bu npocneassa 3a mpu3Haly Ha JIaKTaTHA allu03a.
AKO UMaTe HSIKOH OT U30POEHHUTE IO-TOPEe CUMIITOMH, WM HAKAKBHU IPYTH CUMIITOMH, KouTo Bu
NPUTECHSBAT:

Oo0bpHeTe ce KbM Bamms jexkap Bb3MOKHO Haii-CKOpPO.

Mo:ke 1a nmarte l'lpOﬁJ'leMI/I C KOCTUTEC

Ipu HsIKOM XOpa, KOUTO MprueMaT KoMOnHMUpaHa Tepamnus 3a XVMB, ce pa3BuBa 3a00sBaHe, HAPEUCHO
ocreoHekpo3a. [Ipu ToBa 3a00sBaHe YacT OT KOCTHATa ThKaH yMUPa NOPagy HaMaJIeHO
KpbBOCHa0/1sIBaHe Ha KOCTTa. BeposTHOCTTa 32 pa3BuTHE HA TOBA 3a00JIsIBaHE € I0-BUCOKA MIPH
MAI[MEeHTHUTE!

e  aKo ca IpueMaid KOMOMHHMpaHa Tepamnus 3a MO-MPOABKUTENIEH IIEPHOJ OT BpeMe
aKo MpueMat ¥ MPOTHUBOBB3MAIUTEIHH JIEKAPCTBA, HAPEUEHN KOPTUKOCTEPOUIH
aKO KOHCYMHpAT aJIKOXOJI
aKo UMYHHATa UM CHCTEMa € MHOTO cjiaba
aKo ca ¢ HaJHOPMEHO TETJIO.

Ipu3HaUUTE HA 0OCTEOHEKPO3a BKJIOYBAT:
® CKOBaHOCT Ha CTaBHTE
e Ooika (ocoOeHO B Ta300eqpeHaTa CTaBa, KOJISHOTO WIIK PAMOTO)
®  3aTPYJHEHO NPHIBHKBAHE.

AKko 3a0eexXnuTe HAKOH OT Te3H CUMIITOMH:

Yeenomere Bamust jexap.
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I[pyl"l/l P€AKIIMHA, KOUTO MOrart /ia ¢¢ NIPOABAT NIPU KPbBHUTE Bu uscaeaBanus

Kombunupanara tepanust 3a XMB mosxe na nosene u 110:
e TIOBHIICHM HWBA HAa MIICYHA KHUCEJIMHA B KPBBTA, KOETO B PEKU CIy4al MOXKE Ja JOBEIE 10
pa3BUTHE HA JIAKTATHA alA03a.

Cpo0maBaHe HA HesKeJIAHU PeaKIIuu

AKO TOJTyYuTe HIKAKBU HEKEJaHH JIEKapCTBCHH PEaKIiy, yBeJoMeTe Baius nekap uim GpapmanesT.
ToBa BKJIFOUBA BCUYKH Bb3MOKHH HEOTMCAHH B Ta3W JINCTOBKA HEXKEJIAHU peakiuu. MoxkeTe ChIo Ja
CHOOLINTE HEXENAaHU PEeaKMK AUPEKTHO Ype3 HallMOHAIHATA CUCTEMa 3a ChOoOIIaBaHe, MOCOYeHa B
[punoxenune V. Karo cro0maBare HexkenaHU PeakLuy, MOXETE J1a 1aAeTe CBOS IPUHOC 32
MOJTyYaBaHe Ha ToBede HHGOpMAIIHS OTHOCHO 0€301MacHOCTTa Ha TOBA JICKAPCTBO.

5. Kak na cexpanssare Combivir

Jla ce chXpaHsiBa Ha MSICTO, HEJOCTBITHO 32 JIeTia.

He u3nosn3Baiite ToBa JIeKapCTBO ClIE/l CPOKa Ha TOJJHOCT, OTOEIISI3aH BhPXY KapTOHEHATa OMAaKOBKA.
[a He ce cpxpansasa Hax 30°C.

He u3xBbprasTe nekapcTBaTa B KaHAIM3ALMATA WK B KOHTEHHEpa 3a foMaliHy otnaabuu. [lonuraiite
Bamms dapmanieBT kKak Ja U3XbPIATE JeKapCcTBaTa, KOUTO Bede He U3Mo3Bare. Te3n MepKu 1me
CIIOMOTHAT 32 OIla3BaHE Ha OKOJIHATA Cpeaa.

6. Cbm)pmalme Ha OnMaKoOBKaTa M JO0II'bJHUTEC/IHA HH(l)OpMaIIHﬂ

Kakso cbabp:xa Combivir
AxrtuBHuTe BeriectBa B Combivir ca naMuByinH 1 3U10BYAKH. J[pyruTe ChCTaBKU ca:
®  50po Ha mabaemkama: MAKPOKPHUCTAITHA 11e)TyJI03a, HATPUEB HUILIECTEH TiuKouat (0e3
[JIyTEH), MarHe3MeB CTeapar, KOJOUICH CHITUIIUEB THOKCHT
®  uimoso nokpumue na madremkama: XUMPOMeno3a, THTAHOB AUOKCH, Makporon 400 u
noscopoar 80.

Kaxk m3raeskaa Combivir u kakBo chbIbpka 0MaKOBKATA

Combivir ¢punmupanu TabeTKu ce npejyiara B ONaKOBKU, ChIbPIKaIF OJUCTEPH UK OYTHIIKH ChC
3alIMTeHa OT Jiela 3amymainka. Beceku By onakoBka chabpxa 60 ¢unmupanu tadnetku. Te ca Genn
710 TouTH Oenu TabaeTKy ¢ popMa Ha Karcylia 1 JISTUTeNHA YepTa U ca MApKUPAHH OT JIBETE CTPAaHH C
xox GXFC3.

IIpuTesxkaTes HA pa3pelIeHUETO 32 YNOTpeda U MPOU3BOAUTE

IIponsBoauTen IIpurtexxkaTes Ha pa3pelIeHHETO
3a ynoTpeoda

Delpharm Poznan Spotka ViiV Healthcare BV

Akcyjna Van Asch van Wijckstraat 55H
ul. Grunwaldzka 189 3811 LP Amersfoort

60-322 Poznan Hunepnannus

ITonma
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3a JOBIHATENHA HHPOPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI CBBPXKETE CE C JIOKATHHS
MIPE/ICTABUTEN Ha MIPUTEXKATENS Ha Pa3pelIeHneTo 3a yrnorpeoa:

Belgié/Belgique/Belgien Lietuva
ViiV Healthcare srl/bv ViiV Healthcare BV
Tél/Tel: + 32 (0) 10 85 65 00 Tel: + 370 80000334
Bouarapus Luxembourg/Luxemburg
ViiV Healthcare BV ViiV Healthcare srl/bv
Ten.: + 359 80018205 Belgique/Belgien
Teél/Tel: + 32 (0) 10 85 65 00
Ceska republika Magyarorszag
GlaxoSmithKline s.r.o. ViiV Healthcare BV
Tel: + 420 222 001 111 Tel.: + 36 80088309
cz.info@gsk.com
Danmark Malta
GlaxoSmithKline Pharma A/S ViiV Healthcare BV
TIf: + 4536 3591 00 Tel: + 356 80065004
dk-info@gsk.com
Deutschland Nederland
ViiV Healthcare GmbH ViiV Healthcare BV
Tel.: + 49 (0)89 203 0038-10 Tel: + 31 (0)33 2081199
viiv.med.info@viivhealthcare.com
Eesti Norge
ViiV Healthcare BV GlaxoSmithKline AS
Tel: + 372 8002640 TIf: + 4722 70 20 00
EMLGOa Osterreich
GlaxoSmithKline Movorpécmnn A.E.B.E. GlaxoSmithKline Pharma GmbH
TnA: + 30 210 68 82 100 Tel: + 43 (0)1 970750
at.info@gsk.com
Espafia Polska
Laboratorios ViiV Healthcare, S.L. GSK Services Sp. z 0.0.
Tel: +34 900 923 501 Tel.: + 48 (0)22 576 9000
es-ci@viivhealthcare.com
France Portugal
ViiV Healthcare SAS VIIVHIV HEALTHCARE, UNIPESSOAL, LDA.
Tél: + 33 (0)1 39 17 6969 Tel: + 351 21 094 08 01
Infomed@viivhealthcare.com viiv.fi.pt@viivhealthcare.com
Hrvatska Romania
ViiV Healthcare BV ViiV Healthcare BV
Tel: + 385 800787089 Tel: + 40 800672524
Ireland Slovenija
GlaxoSmithKline (Ireland) Limited ViiV Healthcare BV
Tel: + 353 (0)1 4955000 Tel: + 386 80688869
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island
Vistor hf.
Simi: +354 535 7000

Italia
ViiV Healthcare S. r.l.
Tel: + 39 (0)45 7741600

Kvbmpog
ViiV Healthcare BV
TnA: + 357 80070017

Latvija
ViiV Healthcare BV
Tel: + 371 80205045

Slovenské republika
ViiV Healthcare BV
Tel: + 421 800500589

Suomi/Finland
GlaxoSmithKline Oy
Puh/Tel: + 358 (0)10 30 30 30

Sverige
GlaxoSmithKline AB
Tel: + 46 (0)8 638 93 00
info.produkt@gsk.com

United Kingdom (Northern Ireland)
ViiV Healthcare BV

Tel: + 44 (0)800 221441
customercontactuk@gsk.com

JlaTta Ha mocyieqHO mpepa3rJjexaane Ha aucropkata {MM/I'TTT?}

INonpoOHa nH(poOpMaIUs 3a TOBA JICKAPCTBO € MPe0CTaBeHa Ha yeO calita Ha EBponeiickaTra areHuus

o JiekapcrBara http://www.ema.europa.eu
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