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1. HUME HA JIEKAPCTBEHHUSA ITPOJAYKT 2 1-09- 012

Perposup 10 mg/ml nepopasnen pasrBop

Retrovir 10 mg/ml oral solution

2. KAYECTBEH M KOJIMYECTBEH CBCTAB

Bceku 1 ml or pasteopa ceaspxka 10 mg 3unoByuH (zidovudine).

[ToMOIIHK BEIIECTBA C H3BECTHO ACHCTBHC:

XuporeHupaH rIKO3eH CHpoIl (ManTHTONoB pa3Teop) 0,64 g/ml
Harpues 6ensoar (E211) 2 mg/ml

I[Tponunenrmukon (E1520) 9,6 mg/ml

3a MBJIHHUA CIIHCHK HA IOMOLIHHTE BEMIECTBA BHIKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

[lepopaneH pa3TBOp.

[po3pauen 61e10XKBIT ICPOPATIEH PAa3TBOP, C apOMAT Ha Aroaa, 6e3 3axap.

OnakoBKaTa ChIbPIKa CIPUHIIOBKA 3a IIEPOPAIIHO 103UpaHe, KoATo TpabBa na Ob/ie mocTaBeHa B
OyTunkara npeau ynorpeoda.

4., KJIHMHWUYHHU JAHHH

4.1. TepaneBTHYHH NMOKA3AHHSA

Ilepopanuute dopmu Ha PerpoBup B koMOMHALMA ¢ IPYTH AHTHPETPOBHPYCHH NPOAYKTH €a MOKa3aHH
3a evenne Ha MHBEKUUs, IPUYMHEHA OT YOBCIIKKA HMyHoaedumTeH Bupyc (HIV) npu aena u
BB3PAcTHH.

Perposup ce uznonssa npu HIV-nosutusuu 6peMernn sxkeru (cien 14-ra recralHoOHHa CEMULIA) 33
npenoTBpaTaBane npeaasaeto Ha HIV ot MaiikaTa Ha miofa u 3a MbpBUYHA npouiakruka va HIV
HHPEKIHS NPH HOBOPOJICHH.

4.2, Io3MpPOBKA U HAYHH HA NPHJIOKEHHE

PerpoBup TpabBa Ja ce MPENKCBa OT JeKapH ¢ onuT B nedenneTo Ha HIV undexuns.

Jlo3uposxa npu 6b3pacmuu u 10HOuU ¢ meaecHo mezno nav-vwanko 30 kg:

O6uuaiinaTa NpenopbrYHTENHA 103a Ha PeTpoBHp B KOMOMHALNA C APYTH aHTHPETPOBHPYCHH
npoayktH e 250 mg unu 300 mg 1Ba NbTH THEBHO.

ot 100 mg.
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Jeya ¢ menecro mezno nati-manxo 9 kg u noo 30 kg:
I[Ipenopbumtennara noza Perposup e 0,9 ml/kg (9 mg/kg) nea nbTH JHEBHO B KOMOMHALMA C NPYTH
AHTHPETPOBHPYCHH [POAYKTH (HanpHMep 3a feTe ¢ Terio 15 kg e Heobxommma aosa ot 13,5 ml ot
HEpOpAIHYS Pa3TEOP ABA ITETH AHEBHO). MakcHManHaTa fo3a He Tpabsa 1a Hagshmasa 300 mg
(30 ml) ABa BTH AHEBHO.

Heya ¢ menecrno mezno nai-manko 4 kg u noo 9 kg:
IpenopbunTtennara goza Perpornp e 1,2 mikg (12 mg/kg) /Ba MBTH HEBHO B KOMOHHALWMS ¢ IPYTH
AHTHPETPOBHPYCHH TIPOXYKTH (HAIPHMED 38 HOBOPOAEHO ¢ Terno 5 kg ¢ Heobxomuma fo3a o1 6 ml 0T

NIEPOPATHHA PAa3TBOP ABA ULTH JHEBHO).

HanvuauTe JaHAY HE ¢a JOCTATHYHH, 3 Ja C€ HANpaBaT crelH(pHIRY IPEIOPHKH 32 JO3UpaHe IIpH
nena ¢ Tenecro Terno noa 4 kg (BKTe mo-10iy OpeAaBaHe Ha BHPYCa OT MaiKaTa Ha IU10/ia ¥ To9Ka

5.2).

Jlo3uposxa 3a npedomspamagane npedasanemo Ha BUpyca om Matikama nd niodq.
IIpenopbunTentata Ao3a Perpopup npu Gpemennn (cien 14 recrannonna cenmuua) € 500 mg/24h
(100 mg 5 meTH JHEBHO) 1IEPOPATHO, A0 3aNO4BaHE HA paxaHeTo. I1o Bpeme Ha H3TOHBAHETO H
pazIanHeTo TpabBa fa ce NPUIOKH HHTpaBeHo3HO Perposup 2 mg/kg TemecHo Terno 3a 1 gac,
TOCTIEABAHO OT NMPOABKHTENHAE MHTpaBeno3Ha HAQY3us oT 1 mg/kg/h 10 KIaMupaHe Ha THIHATA

BPBB.

Ha nosopozennTe ce npunara Perposup nepopanex pasreop B ao3a 0,2 ml/kg (2 mg/kg) TenecHo
TET0, Ha BceKH 6 uaca, KaTo Ce 3armo4uBa B PaMKUTE Ha 12 yaca cesl paxaaueTo H ¢ POABINKaBa A0
6-cemMu9Ha BB3PaAcT.

IIpu H3YUCIABARE HA JO3ATE 33 HOBOPO/JEHNH, TPAGBA MHOIO A2 ce BHHMABA, HOPalH MAIKHTE
ofeMH OT EPOPAIHEA Pa3TBOP, KOHTO ¢A HeoOXoNMMH 3a TAX. 3a yICCHARBAHE Ha TOTHOCTTA IIPH
N03HpaHe, TpA6Ba 1a ce M3N0/138a CIIPHHLIOBKA ¢ IOAXOMAII pasMep ¢ Aenenus ot 0,1 ml, 3a 71a ce

OCHIYPH TOYHO IEPOPAIHO JO3HPAHE IIPH HOBOPOICHHUTE.

IIpuMepH 3a npenopbKH 3a AO3APAHE NPH HOBOPOA¢HH HA PeTPOBHP NepopaJieH pasTBop 3a
npenoTEpaTABaHe HA mpeaasaneTo HA HIV oT Maiikara Ha nioja.

TeaecHO TErno O0m cbem Ha Kouko yecTo Jlo3a na 3ugosyauMA | O0ma gHeBHA

HA HOBOPOACHOTO | A03aTa B TpadBa na ce B MAJIATpaMH (mMg) | A03a Ha

B KHIOTpaMH MHJIMTHTPH (ml) npHeMa BCAKa 2 mg/kg/no3a 3HAOBYAHH B

(kg) 0,2 ml’kg JA03a (3a 24 gaca) MHJIATPAMH
(mg)

2,0kg 0,4 ml 4 11TH 4 mg 16 mg

5,0kg 1,0 ml 4 mpTH 10 mg 40 mg

TIpH HERB3IMOXKHOCT 3a TICPOPATHO MPHIIOXKEHHE, MOXKE /ia Ce HasHa4X HHTPaBeHo3HO PeTpoBup B 1032
1,5 mg/kg undysrorHo 3a 30 MMHYTH, Ha BCekH 6 daca.

B ciyuaii Ha ILTAHKPAHO [€33POBO CEHEHHME, MPHIIATaHETo Ha HHdYy3uaTa TpAORa fa 3amoune 4 4aca
HpeAn onepanuaTa. B ciTyvaii Ha TBXIMBA PO/IOB2 ASHHOCT, IPHJIAraHeTo HA nH}py3mATa TpAOBA Ja

§bJie CITPAHO H Ja ce Bb300HOBH TIEPOPAIHOTO NPUIOKEHHE Ha PeTpoBHp.




Ipomenu 8 do3uposxama NPy RAYUERML C XEMAMOOZULHU HENCERANY PeaKyu:

Ipy manMenTH, NPH KOMTO HUBOTO Ha XeMOrTobuHa win 6pos Ha HeyTpohMIHTE cIafHe 0
KTHHEYHO 3HAYMMHE CTOMHOCTH, TpAOBa Aa ce 00CHAM 2aMAHA HA 3HI0BYAMH. Tpabsa fa ce H3Kmoyar
IPYTH MOTEHIMANHA IPHIMHH 32 aHEMHA WM HEYTponeHus. LIpH minca Ha aNnTepHATHEHO JeeHne
TpaGBa Aa ce 00GCHIM HAMAIABAHE HA 103aTa WM CIIMPAHE Ha JIEYCHUETO © Petposup (Bx. TOUKkH 4.3 1
44).

Jozuposxa npu nayuermu 8 CIMApYecKkd 8b3pacm:

He ca npoBexIany H3cHeiBaHAA Ha (apMAKOKHHETHKATA Ha 3HAOBYIHH NPH NaNHUEHTH HA BE3pacT
HaJ 65 rogMHH M HAMAa HAMHYHH crnelndiarn fauHy. Bee mak, Thil KaTo B Ta3H RB3PAcTOBa Ipyna ce
TpenophuBa CIEHHATHO BHIMAHHE TI0pay Bh3PacToBO 00YCIOBCHOTO HAMATIABAHE HA O0peuHaTa
dYHKIMS ¥ IPOMCHH Ha XEMATOIOrHYHHTE TIAPAMETPH, C¢ NPETiOpEBa HAO/MONEHHE Ha NALMCHTHTS
TpeqH | 10 BpeMe Ha JICYEHHETO ¢ PeTpoBHp.

Hozuposxa npu 6v6peuno yapexcoane:

TIpenopbyHTENHaTa 1032 IPH MALEEHTH C TEKKO Gu6peuno yspeskane (KpeaTHHUHOB KIHPBHC

< 10 ml/min) v npy naupenTy ¢ 65GpETHO YBPEKAHC B KPASH CTaINA Ha MOJUTEPXKAIIA XCMOHAITH3a
HIH ICpHTOHeanHa auanusa e 100 mg Ha Beeku 6 fo 8 waca (300-400 mg IHEBHO). KimmHA9EMAT
OTTOROP H IIPOMEHUTE B XEMaTOJIOTHYHHATE MOKA3aTeNM MOKE /12 HATIOKAT NOCTCABaIla [IPOMAHA Ha
no3aTa (BK. TOUKa 5.2).

Hozuposka npu 4epHoopobro yepescoane:

JlasHNATE IPH MAITAEHTH C MPO3a [OJCKA3BAT, 9€ MOXE [1a HACTBITH KyMY/IHPAHE Ha 3NAOBYMH NPH
TIALUEHTH ¢ YePHOIPOOHO yBPEXAAHE TIOPATH HAMAIICHOTO TTIFOKYPOHApaLe. MoXe /1a € HalOXKH
HaMaJsIBaHe Ha J03aTa, HO IOpaiy ro/sMara BapHabHIHOCT Ha CKCIIOZHIMHTE HA 3HIOBYIMH IPH
HAIJHEHTH C YMEPEHO JI0 TEXKO YepHOIpoOHO 3a00/1ABAHC, HE MOTAT JIa C€ HATIPARAT TOWHY
npenopbKH. [Ipn HEBBE3MOKHOCT 32 IIPOC/IEAABAHE Ha MITA3MCHHTC HHBA HA 3UNOBY/IHH, CC
npenopbusa HabAIACHHE HA MAlBEHTA 32 IIPOSEH Ha HEMOHOCHMOCT, KaTo pasBHTHE Ha
XeMATONOrMYHH HeXKEIIaHH PCAKINH (2HeMud, ICBKOTICHNA, HEY TPOTICHH) H HaMaidBale Ha Ao3ata
W/WIIN yReNMdaBaHE HA HHTEPBaa MEKIY MpHEMHTE (BXK. TOUKa 4.4).

4.3. IIpornBONOKA3IAHMS

IlpunoskeAreTo HA PeTpOBHp € MPOTHBOMOKA3aHO MPH NALMeHTH CbC CBPBXYYBCTBHTCIHOCT KbM
3H/I0BYAMH WIH KbM HAKOE OT IOMOIIHATE BEIECTBA, U30poeHy B TouKa 6.1.

Perpopup He Tps6Ba /a ce TMPHIAra Npy NalKEHTH ¢ HeoduYaiHO HHCHK Gpoii HeyTpodunu (noa
0,75 % 10°/1) v npw HeobuyAHO HACKO HIUBO HA XeMornobuna (nox 7,5 g/dl unu 4,65 mmol/1).

PeTpoBHp € IPOTHBONOKA3aH [IPH HOBOPOJIEHH € XMIICPOHIIHPY OHHEMHA, M3MCKBALIA JICICHHE,
pasnnuHO OT POTOTEpanyA, HIM ¢ HUBA HA TPAHCAMHHA3ATA, YBCIMYCHH MOBEYE OT IET IBTH HAZ
roprarta TpaHHila Ha HOpMAaTa. -

4.4, CHeuHaJH¥ TpeIyNpexIeHAs U NPeAna3HA MepKH NPH ynoTpeda
Perporup He Bony 10 H3NekyBane Ha HIV mrdexmuara win CTIHH. [TanneaTHTe, NpHEMallyu
PeTpoBHp ¥ ApyTa aHTHPETPOBHPYCHA TEPAIKS MOTAT Aa NPOABL/DKAT l1a pa3BHBAT ONOPTIOHHCTHYHH

HHeKIHN ¥ Apyru ycnoxHerus Ha HIV naexmmsTa.

EnnoBpeMeHHATa yroTpeda Ha pu(aMIHIME HIH CTaBYMH CBC SHAOBYIMH TpaGBa na ce H3bArBa
{m:x. TO4UKa 4.5).




Xemamonozuunu nexceaany peaxyu.

TIpu manmenTH, JeKyBaHu ¢ PeTpoBHp MOTaT /la C€ 09aKBaT aHeMHA (OOMKHOBEHO ce HaOmoNasa cien
6 CEIMMITH OT NEUeHHeTO, HO MOHAKOTA H II0-PaHo), HeyTponeHns (0GUKHOBEHO ce Habmonasa crel
4 ceMUITH OT JICUEHAETO, HO TIOHAKOra ¥ NO-PAaHo) U NSBKONCHHA (OOMKHOBEHO BCIECTBHE Ha
HeyTponenuaTa). Te ce HaGOABAT NO-4eCTO IpH BHCOKH f03d (1 200-1 500 mg ITHEBHO} H IpH
NALHCHTH ¢ GeNeH KOCTHO-MO3bYUEH Pe3eps TIpeM icuenHeTo, ocobeno npy Hanpeanano HIV
zabomnsBane (B .TOUKa 4.8).

XeMaTOnorHuHUTE NapaMeTpy TpabBa 1a ¢¢ NPOoCHeAIBaT BEUMATENHO. [Ipn manueHTuTe ¢
Hanpegnano cuMnromatnaso HIV 3a6onaeane 0OMKHOBCHO Ce TperopbuBa KPhbBHHTE H3CAEABAHUA
Ja 6B1aT H3BbPHIBAHM HAH-MANKO Ha BCEKH JIBE CCIMHITH TIpe3 IBPBUTE TPH MECELA OT NEYCHUETO H
Hall-MaIKo BEIHBK MECEUHO cle TOBA. B 3aBHCHMOCT 0T OOLIOTO CHCTOSHHE Ha IAHCHTA,
A3cICABAHMATA HA KPhBHATA KAPTHHA MOTAT Ja C& M3BBPILURAT NO-PAIKO, HATPAMED Ha BCCKH

1-3 Meceua.

TIpn cnianase Ha xemornoGuHa Mexay 7,5 g/dl (4,65 mmol/l) u 9 g/d1 (5,59 mmol/l) uam ako 6posT Ha
HeyTpodunmTte cnagne mexay 0,75 x 10°/1u 1,0 x 10°/1, mueBHaTa 033 MOXKE J1a C€ HAMAJH, JOKATO
HAMA JAHHH 33 Bb3CTAHOBABaHE QYHKUMUTE HA KOCTHUA MO3BK. Bb3CTAHOBABAHETO CE YNCCHABA M
upe3 KPaTKo CIMPaRe Ha TeYeHHeTo 3a 2 10 4 ceamuny. Br3craHoBsBaHe (YHKIMHTC HA KOCTHIS
MO3BK 0GMKHOBEHO HACTBHIIEA B PAMKMTE Ha 2 CEIMHIIH, CTIEX KOETO MOXKE J1a C& 3aTlI09HE OTHOBO
Tepanmus ¢ Perposup npu Hamamesy fo3u. [Ipn nampenTy ¢ TexKa aHeMus, KOPHTHPAHCTO HA 03aTa
He BUHATH H3KITIOYBa HeoOXOIHMOCTTa OT TpaHchy3uH (BXK. Touka 4.3).

Jaxmamua ayuoosa; TIpu NpAAOKEHHE HA 3UI0BYIMH ca ChoOIIABAHN CITyJaH Ha JIAKTATHA allH103a8,
0OMKHOBEHO KOMOWHHMpaHa ¢ XemaTOMETaIns ¥ 9epHoApoOHa cTeaTo3a. PaHHUTE CHMITOMH
(CHMITOMATHYHA XHIEPIAKTATCMHA) BKITIOYBAT JOGPOKATCCTRBEHH CHMIITOMH OT CTpaHa Ha
XPaHOCMIUTATENHATA CHCTEMa (TaficHe, NOBpBIlane U xopeMHa Goxka), HeCTIeHH(pHIHO
HEpA3IONOKEHHE, 3aryba HA aNeTHT, 3aryba Ha TErNo, pecIHPATOPHE CUMITOMY (YUECTEHO By
JTBJIGOKO AMIIAHE) KM HEBPOJOTHIHA CHMOTOMH (BKIOTHTENHO KBHIATCIHA C1abocT).

JIakTaTHATA AM03a € CBBP3aHa ¢ BHCOKA CMBPTHOCT H MOXE Jia 6b/ie NPHAPY)KEHA OT MAHKPEaTHT,
gepHOAPOOHA HEOCTATHYHOCT WK GBOpEUHA HENOCTATBYHOCT.

JlakTaTHaTa anKa03a 00MKHOBEHO CE HaOMIOOaBa CAE HAKOJKO MECEIa AeaeHne,

JlegenueTo che 3UAOBYAMH TPAORa fa c& NPEKPATH NPH YCTaHOBABAHC HA CHMITOMATHYHA
XHOEPIAKTaTEMAA ¥ MeTabONIMTHA/IAKTATHA aLMI034, IPOTPECHPAINA XEIATOMCTAIIHSA, Hiil 65p30
[IOKavuBaHE HA HHBATA HA aMHHOTpaHC(epasHTe.

3uaoRyAMH TpsGBa Ja ce MPHIAra ¢ NOBHUICHO BHHMAHHE NPH BCHUKH NAMEHTH (0COOCHO NPH KEHH
CBC 3aTNBCTABAHE) C XENATOMETAIHS, XETIATHT WIH APYTH H3BECTHH PUCKOBH (DAKTOPH 3a PA3BHTHE HA
gepHONPoOHO 3a60/MBaHE U YCPHOAPOOHA CTEATO3a (BKIIOMHTENHO HAKOH IEKAPCTBEHU IIPOXYKTH H
anmkoxon). [TanuenTHTe, KoMHbekTHpamy ¢ xenatuT C 1 eKyBayy ¢ anda mutepdepon H pubaBHpHH,
MOTaT Ja IPeACTARIIABAT IPYNa CbC CreMuduEeH pucK.

ITaeRTATE ¢ IOBHIIEH PHCK € HeoOX0IHMO Ja ce npoCICAABAT BHUMATCITHO.

Mumoxondpuanna Gucynxyus cred excnosuyua in utero: HyKiieo3HAHATE U HYKICOTHIHATE
AHAJIO3W MOTAT Jia HOBIMAAT MHTOXOHAPHAIHATA QYHKUHMA B PA3IH9HA CTCICH, KOSTO € O-H3PasCHO
TIpH CTABYMH, IM/IAHO3KH U 3un0ByIHH. FiMa ChOOImIenHs 3a MUTOXOHPHANHA JUCQYHKIIMA NP

HIV oTpuuaTETHYN KEpMAUeTa, KOUTO in utero M/UiK CIIET pakIaHeTo ca OHIN M3T0K in T?*‘\';
HYKJICO3MAHH aHAIO3H, B TIOBEUETO CIy4aH T¢ ¢4 C¢ OTHACAIM 32 JICYCHHE ChC CXE =




3upmosyauH. OCHOBHHTE HEKETIAHN PEaKiyi, 33 KOHTO C¢ Ch0BIIaRa, ca XEMATONIOTHYHH HapyIIeHHs
(aHeMus, HeyTpOTICHs) K MeTaCoNNTHY HAPYTIEHNs (XUIEPIaKTaTeMH, xunepnunazeMus). Tean
cr6uTHs ecTo ¢a GHIM npexonH#. ViMa pekd choOmeHHs 3a HEBPONOTHYHH HapyIICHHA ¢ KBCHA
TIpoABA (XMIICPTOHHS, KOHBYICHH, IPOMEAH B TIOBEJIEHHETO). | I0HACTOAIIEM HC € H3BECTHO NamH
T07106HY HEBPONOTHYHHA HAPYIEHNUS CA IPEXOHH MM MOCTOAHHY. Te3H OTKPHTHA TPAOBa 5a CE HMAaT
IPEIBHJL IIPH BCAKO JIETE, KOETO int utero € G0 H3N0KEHO Ha HYKIS03HAHH M HYKIICOTHIHY aHATO3H
¥ TIpH KOETO ¢a HAJIMIIE TEKKH KTHHHYHA HAXOJKH C HEH3BECTHA CTHONOTHA, 0COOEHO HeBPOIOTHIHH
Haxoaxy. Te3u OTKpUTHA He NIPOMEHAT AKTYANHHUTE 33 MOMEHTA HAl[HOHATHH NPEIOPBKH 38
MpHIIArase Ha AHTUPETPOBAPYCHA TEpamus NpH GPEMEHHHY KeHH ¢ 1CT peAua3BaHe OT BEPTHKAIHO
npenasane Ha HIV.

Jhunoampogus. JlevenneTo che 3UA0BYMH C€ CBLP3Ba ChC 3ary0a Ha NOKOXKHA MaCTHA TBK2H, KOSTO
ce CBBP3BA C MHTOXOHAPUAIHA TOKCHIHOCT. YeCTOTaTa M TEXECTTa Ha JIMT0ATPO(HsTa Ca CBBPIALH C
KyMy/laTHBHATA €KCIO3HIKA. Ta3H 3ary6a Ha MacTHa ThKaH, KOATO € HaH-BHAMMA N0 JIULIETO,
KpalHMIMTE M XBIGOINTE, MOXKE /1a He ¢ 0GPaTHMA NIPH NPEMHHABAHE KBM TCPAIHA 0e3 3LIOBRYIMH.
TlanseHTHTE TPA6Ba 1a CC OUEHABAT PEJOBHO 38 MPH3HAIM HA JIMNOATPO(HS 110 BpeMe Ha TCPAIHA CHC
3UZOBYAHMH H IIPOAYKTH, Chbpxkamy 3unoyauH (Combivir i Trizivir). [Ipn cbMHCHHE 33 pa3BHTHE
Ha mumoarpodud TpaGBa Na ce HA3HAYM ATTEPHATHBHO NEICHHE.

Tezno u memabonumuu napamempu. 1o BpeMe Ha aHTHPETPOBHPYCHA TEPAMA MOXKE N]a HACTBIH
yBeNMuaRaHe HA TEIIOTO H HA HHBATA HA NMIMIMTC M IIIOK03aTa B KPbBTA. TakuBa mpoMeHH 10
H3BECTHA CTENeH MoraT fa 6baT CBEp3aHy ¢ KOHTpona Ha 3abonsapaHeTo H HAYHHA Ha JKHBOT.
OTHOCHO NUNMIHTE, B HAKOH CIIy4ay HMa A0KA3aTENCTBa 33 ¢EKT Ha IEICHHUETO, JOKATO OTHOCHO
yBEIMYaBAaHETO HA TCIMIOTO, HAMa TBBPIH JAOKA3ATE/ICTBA, KOHTO fa CBBP3BaT TOBA C HAKAKBO
KOHKPETHO JieueHHe. 3a IPOC/ICIABaHe Ha JTMINANTC i [VIFOK03aTa B KPhBTa CE MPaBy CIIPaBKa ¢
YCTAHOBCHHUTE HACOKH 3a euerme Ha HIV. JInmunawte Rapymenus TpabBa 1a ce NeKysaT Io
KJIMHIYHO TIOIXO/AIN HAYHH.

Yeproopotino 3aborssane: KIIMPBHCHRT Ha 3HAOBYAHH IPH NAlMECHTH C JICKO qepHOApoOHO
yepexaase 6e3 uuposa [Child-Pugh cxop 5-6] € nonoGer Ha HaGMONABAHMA NPH 30PABH LA, 33TOBA
HE ce Hajara MpoMsHa Ha fosarta. [Ipy IaKenTH ¢ YMEPEHO J10 TEXKO YCPHONPOGHO yBpexkIaHe
[Child-Pugh ckop 7-15] He MOrar ia ce HanMpaBaT cremupUIHY NPETIOPEKH 32 JOIUPAHE NOPATH
FONsAMaTa BapHaOWIHOCT HAa €KCTIO3MIMHUTE Ha 3HIOBY/IMH. 3aT0Ba ynoTpebaTa Ha 3UI0BYIHH NPH
TA3M IPYIIA NAIHEHTH HE CC PEIIOPHYBA.

Mauuentn ¢ xporudgen xenatut B win C 1 ICKyBaHH ¢ KOMOWHHpaHa aHTHPCTPOBUPYCHA TEpanus, ca
¢ MOBMIIEH PHCK 38 T&XXKH M MOTECHITHATHO (aTAIHY HEXKelaHH PeakIliy OT CTPaHa Ha JCPHHA apob. B
CIy9aii, ue ce TIPHIara EAHOBPEMEHHO IPOTHBOBHPYCHO ICIEHHE HA XCIIATUT B u C, monsa nMaiite
TIPE/IBHA CHIIO CHOTBETHATA MPOAYKTORA MH(OPMALIHA 33 JICKAPCTBEHHTE MPOAYKTH, KOUTO C€
H3II0M3BAT.

[MamgenTty ¢ Beue CHIIECTRYRAMO YepHOAPOOHO HapYIIEHHE, BKIIOTHTENHO XPOHMICH AKTHBCH
XETATHT, HMAT JORHIICHA YECTOTA HA NATOIOTHYHNA NPOMEHH B 4epHOApoOHaTa GYHKIHA IO BpEME HA
KOMOMHHMpaHa aHTHPETPOBNPYCHA Teparmis 1 TpaAdBa 1a ObaT MPOCIEATBARH CIIOPEA CTAHAAPTHATA
IPAaKTHK3. AKO MMa JaHHH 3a BAOIIABAHC HA YEPHOAPOGHOTO 3a60/ABaHe NPH TAKHBA TALKCHTH,
Tpsbea fxa ce OGMHCIM NPEKECBAHE HIH NPEYCTAHOBABANC HA JICICHHUCTO (BX. TOUuKa 4.2).

Cundpom na umynna peaxmusayus: Ipu HIV-unbexTupanu nalienTH ¢ TCKKa HMyHHa
HEZOCTATHYHOCT 10 BPEMETO Ha 3amouBaHe Ha KOMOMHUpaHa aHTupeTpoBnpycHa Tepanus (KAPT),
MOYXE 713 BE3HHKHE BH3IMANHTE/HA PEAKIHA KbM aCHMITTOMHH M/IH OCTaThYHH ONOPTHOHHCTHYHA
TMATOTSHY, KOKATO AA IPHIHHA CCPHOIHY KIMHWIHY CHCTONHIA UK BIOMIARANHE HA CUMIITOMUTE.
OGHKHOBEHO TE3H PEAKINH ce HaOMOoaBAT B IbPBHTC HAKONKO CeAMHLM HIH MECETIA O
Ha KAPT. TaknBa NpHMCpH ¢a HATOMETATOBHPYCEH PETHHHAT, TCHEPATHIUPAHH W,




MHKOGaKTEpHATHE HH}EKIMA H THEBMOHMS, IPHYMHEHA OT Preumocystis Jirovecii. BcHukH
CHMITTOMH Ha Bh3NajeHue TpAGBa [ ce OLeHAT U Ja Ce 3al09HE JISICHHE, KOTaTo € geobxomumo. B
VCIIOBHATA HA IMYHHO PEaKTHBHPaHE ¢ Cho0masa ChIO 33 Pa3BUTHC HA ABTONMYHHH HApYIICHHASL
(xato Gonect Ha Graves M aBTOMMYHEH X€TIATHT), obage cLOOIIABAHOTO BpeMe A0 HAYAIOTO HM
BApHpa ¥ T€ MOKE 12 HACTBIIAT MHOI'C MECELH CIIE]L 3aI0IBAHC Ha JICICHHETO.

TanuesTHTe TpAOBa Aa GHIAT MPEAYIpEkKIABAHH OTHOCHO CIHOBDEMEHHATA ynoTpeGa Ha PeTpoBup ©
TIeKAPCTBATA, KOUTO [IOJI3BAT 6e3 JICKAPCKO MpeAnucaHne (Bx. TouKa 4.5).

Vuompeba npu nayuenmu 6 CRIGPHECKA 8b3PACI 1 NPU NAYUERTHU C OvOpeunu ur 4epHoopobHu
YyépexcOania: BAXKTE Touka 4.2.

Ocmeonexposa: BENPexy He eTHONOTMATa C¢ MPHEMa 33 MHOTO(PAKTOPHA (BKIHOTBALIA MPHIOKEHHE
Ha KOPTHKOCTEPOW/H, KOHCYMAINA Ha ATKOXOL, TEXKA HMYHOCYHPECHS, [10-BUCOK MHAEKC Ha TCCCHA
Maca), ca ChoOIMaBaHH CITy9aHn Ha OCTEOHEKPO3a, 0COGEHO 1IPY NAIHEHTH C HAPENHATO HIV
3a60/SBaHE W/HIH ¢ TPOABDKATEHE CKCIIO3HIHS Ha KOMOWHVpAHa aHTHPETPOBUPYCHA TCPaIKs
(KAPT). Ilanuertute TpA6Ba 1a GBIAT NOCEBETBAHH 13 MOTHPCAT KOHCYITAIMA C IEKAP, aKo MOJTy4dar
GOJIKH B CTABUTE, CKOBAHOCT HA CTaBHTE WIM 3aTPYAHEHHE B IBFOKEHHATA,

Hayuenmu cvc convmemeawa ungexyus ¢ xenamum C supyc: He ce npenopryBa eTHOBPEMEHHOTO
TpHIOKeHHE Ha pAGABMPHH CBC 3MAOBYKH MOPAIH MOBHIICH PUCK OT PA3BHTHE HA AHCMHI (K.
Touka 4.5).

TTomownu eewgecmaa:

XHIpOreHMpaH TIIOK03eH CHPOTI (MaITHTONIOR pasTBop): [TanuenTH ¢ peke HACneACTBCHH npobneMH
Ha HEMOHOCHMOCT XbM (pyKTO3a HE TpsAOBa 13 NpHEMaT TOBa ICKAPCTBO.

Hatpues Genzoar: [TloBuniaBase Ha croiiHocTHTE Ha GIIIMPYOHH B KPBBTa, BCICACTBHE Ha
H3MECTBAHETO MY OT MACTOTO Ha CBELP3BaHe ¢ alOyMHH, MOXE /1a BJIOIIH HEOHATATHATA K BITCHHLA,
KOETO MOKe 1 HOBEAE [0 PA3BMTHE Ha KEPHUKTED (HATPYNBAHE HA HEKOHIOTHPAH GHIHpYOuH B
MO3BYHATA THKAH).

Harpuii: To3u nekapcTBeH NPOAYKT ChABPKA [I0-MAIKS OT 1 mmol warpnii (23 mg) Ha 03082
¢IMHMIIA, T.€. MOXKE 13 C€ KaKeE, 3¢ NPAKTHIECKH HE CHIBPKA HATPHIL

TIpomvnenrHKon: EXHOBPEMEHHOTO IIPUITOKEHHE C KOKTO H ia € cyOcrpaT Ha
ANKOXOIIEXHPOreHA3aTa, KATO CTAHON, MOXE [ia NPHYHHH CCPHO3HH HEXXC/IAHH PEaKLH [IpH
HOBOPOJECHH.

4.5. BaammomeiicTBHe C APYTH JeKAPCTBEHH NPOAYKTH H IPYTH GOPMH Ha B3auMoJeiicTBAE
OrpaHy9eHy JaHHA [PEIONALar, 9e SAHOBPEMEHHATA YIOTPeba Ha 3UIOBYAHH © pabaMIHIHH
namansiea AUC (IIomra noj KpyBaTa Ha IIa3MEeHaTa KOHLIEHTPALIHA) Ha 3HIOBYHH C 48% t 34%.
Tora Moxke /13 JOBEIE NO YACTHYHA WM IMBIHA 3ary6a Ha e(pHKaCHOCTTA Ha 3UIOBYIMH.

EnuoBpeMeHHaTa yrorpeda Ha pudaMnunus H 3U0BYAUH TPAOBa Jia ce n304rpa {ex. Touka 4.4).

KoMOMHaiysTa Ha 3UA0BY/IHH ChC CTABY/IMH € aHTATOHHCTHUHA in vitro. EAHOBpeMeHHaTa ymoTpeba
Ha CTaBYHH ChC 3UTOBYIUH Tpa0Ba Aa ce U30sATRa (BXK. TOUKA 4.4).

XeMAaTONOTMYHA TOKCHIHOCT.




TIpy eTHOBPEMEHHO IPIUIOKEHNE ¢ TAMHBY/IMH ¢ HabMOaBaHO YMEPEHO yBEMHIABaHE Ha Conax (28%)
32 3MTORY/HH, 10KaTO obmara excnosunus (AUC) se ce IpoMeHs CHIICCTEEHO. 3HAOBYAMH HE
HOBMHsABA (apMAaKOKHHETHKATA HA IAMEBYIHH.

Tpu nedcHEe ¢ PeTpoBHp, NpH HAKOM NIAIMEHTH Ca YCTAHOBCHH HHCKH ITa3MEHH HHBA Ha (eHuTONH,
JIOKATO TpH eMH Bonen ca HaGMI0TABAHH BHCOKH HuBa. Te31 HaG/O/ICHHA TIPETIONAraT, 4e
IIa3MeHHTE HUBa Ha GCHHTOMH TpAGBa 1a ce IPOCHe/ISBaT BHUMATETHO NPH NAlMEHTH, TPHEMALIH
€IHOBPEMEHHO JIBETE JIEKapCTBa.

Amosaxor: 3HAOBYIMH HE TIOKA3Ba MOBNHABaHE HA (PaPMaKOKMHCTHKATA Ha aT0BaxoH. Bee maxk,
¢apMaKOKHHCTHIHHTE JaHHH TIOKA3BaT, Y€ ATOBAXOH HAMAMIABA CTEIICHTA Ha MeTab0JIH3bBM Ha
3UOBYHMHA A0 HETOBHA [THOKYPORHpaH MeTabomuT (AUC Ha SHIOBYIMH B CTALIMOHAPHO CHCTOAHHC €
LOBHIIEHO ¢ 33 %, @ MMKOBATA Ila3MeHa KOHIEHTpaLms Ha TTIOKYPOHHPAHHs MeTabonuT ¢ HaManeHa
¢ 19 %). IMpu no3u Ha 3uA0BYUEH 0T 500 wan 600 Mg/AHEBHO ¢ MA/IKO BEPOATHO TPH-CEAMHHCH
CBHITBTCTBAI KyPC Ha IEICHAE ¢ aTOBaXOH 3a JICUEHUE HA OCTPA MHEBMOIHCTHA THEBMOHNA (PCP) na
noBeIe N0 TOBUIICHA YECTOTA HA HEXKCIIAHY AeKapCTBCHH PEaKiii NI0PaIH [0-BHCOKH TIa3MCHH
KOHIICGHTpalMH Ha 3un08yAiH. [Ipy manueHTH Ha MPOXB/DKUTEIRA TEPAIU ¢ ATOBAXOH
TpocnegBaHeTo Tpabpa 12 € C NOBHICHO BHHMAHHE.

EauospeMennata ynorpefa Ha 3UI0BYIHH C BANNPOEBA KUCEMMHA, (IyKOHA30/I WIM METAZIOH MOKa3ka
ypempaapane Ha AUC, CbC CHOTBCTCTBAIIO HAMAIABAHE HA TCXHHA KIMPEBHE. Thi KaTo Ca HaTHIHA
camo orpanHueHA GakTy, KIMAMYHATA 3HAYHMOCT Ha Te3K NaHHH € HEACHA, HO aK0 SHIOBY/HH CC
WM3MO/13BA SAHOBPEMEHHO C BANIPOCBA KMCENHHA, (IIyKOHA30M WM MCTAIIOH, NALMEHTHTE TpibBa fa
§BAT BHAMATENHO TPOCIICAABAHH 33 IOTERHNAIHAE TOKCHYHOCT Ha SHAOBY IWH.

CrobInaBa ce 3a ck3anepbaips Ha aHeMs, JbIDKANIa c€ Ha pUOaBHPHH, KOTaTo 3HIOBYAMH € 9aCT OT
CXeMa, H3M0/13Bana 3a nevenue Ha HIV, BBIPEKH Y€ TOIHIAT MCXAHH3BM HE € H3ACHEH.
EfzoBpeMeHHATa yIoTpeba Ha puCaBHPHHE H 3WI0BYIMH HE CC IPENOPHIBA NOpajH yBEIMICH PECK OT
aneMust (BX. TouKa 4.4). AKo TOBa Bede ¢ YCTaHOBEHO, TpAGBa fa ce OOMHMCIH 3aMsHa Ha SHIOBY\HH B
KoMGHHMpPaHaTa aHTHPETPOBHpYcHa Tepamns. Tosa ¢ 0cobeHO BaKHO MPH NAITHEHTH ¢ AHAMHE3A 33
aHEMHS, MHAYLHPAHA OT 3HI0BYIHH.

ENHOBpeMERHOTO JIeUeHHE, 0COGEHO IPH UHTEH3HBHA TEPANHA, C TIOTEHIHAIHO He(POTOKCHYHH HIH
MHENOCYIIPCCHRHE EKapeTBa (Hamp. IIPH CHCTEMHO IPHIOKEHHE Ha NEHTAMUIMH, NATICOH,
MHPUMETaMMH, KO-TPUMOKCA3011, aM(OTEPHITHE, (IyIHTO3MH, TAHIHKIOBHD, HHTEP(EPOH,
BHHKPHCTHH, BHHOJIACTHH H JOKCOpPYGHIHH) MOKE CHIIO /(3 YBEIIYH PHCKA OT HEXeAaHH PeaKiii
KbM 3HIOBYIMH. AKO € He0BX0AMMO EAHOBPEMEHHO JIEIEHHE ¢ HAKOE OT TC3H JICKApCTBa, TO TOrasa
TpsGBa Aa ce 0GbPHE AOMBIHUTENHO BHUMAHHE OPY KOHTPOTIMPAHETO HA OnOpeunaTa GyHKIHA U
XEMATOJJOTHIHHTE IIapaMETPH H, aKO ¢ HeoOX0AMMO, I03UPOBKaTa Ha €HO UIH HA TIOBEYE OT
JeKapcTBaTa TpadBa 1a 6be HamallcHa.

OrpaHMYeHH JAaHHH OT KIMHMYHY M3IHTRAHMA He 110Ka3BaT 3HATHTCIIHO YECIIHICH PHUCK OT HOXKCTaHH
peaKIIiyi KbM 3HI0BY/IMH, IPHEMaH €THOBPEMEHHO ¢ KO-TPMMOKCa30li, aCPO30IHA topma Ha

TEeHTAMHIMH, MHPHMCTAMHH H alUKJIOBHD B npocbnnalcm'mn JO3H.

KnapuTpoMHI¥H TablleTKY HaMansaBa pe30pOLusTa Ha SHIOBY JUH. Tosa Moxe J1a ce H3berue upes
paszieNsHe IPHEMATE Ha 3WI0BYIHH H KIAPHTPOMHLIVH HaH-MaJIkO C ABa Haca.

4.6, ®epTHIHTET, OpeMeHHOCT H KbpMEHE

Epemennocm
Karo 061110 npaBmiio, KOTaTo ce pelllaBa Ja Ce H3M0M3BaT aHTHPETPOBHPYCHH CPE




HIV undexuns npu 6peMEHHH jKCHM M ChOTBETHO 33 HAMAJLIBaHe Ha PHCKA OT BEPTHKANHA
Tpascmuchs Ha HIV Ha HOBOpOAEHOTO, O/ BHUMaHHE TpsaOBa 1 ¢¢ B3EMAT JAHHHTC IIPH JKHBOTHU
(BX. T04Ka 5.3), KAKTO H K/MHUTHNA OIIMT NPH OpeMEHHY Xeru. B T03u ciyqail 3u0By IHH, Upraras
npy GpeMEHHH KeHH ¢ IOCHEBAIIO JCUCHHE Ha HOBOPOICHHTE KbPMAYeTa, € [I0Ka3a)l HaMALABAHC Ha
gectoTaTa Ha npenapale Ha HIV ot malikara Ha nnoaa.

FoiaM KOAHHecTBO AaHHM 0T GpeMensn xeHH (mopede or 3 000 cnydas Ha EKCTIO3ULIHA OPE3 IbPBHS
TpuMecTBp U nosede oT 3 000 cmywas Ha CKCHIO3UIK PE3 BTOPHA H TPCTHA TPEMECTEP) HE TIOKA3BAT
MaI(opMaTHBHA TOKCHIHOCT. PETpOBMp MoXKe Jla C¢ H3MOM3Ba 110 BPEME Ha OpeMEeHHOCT IIpH
KIMHAYHA HeoDX0IUMOCT. PHCKBT OT MATKDOPMAIIHH NPH X0Pa € MaJIKo BEPOATEH B3 OCHOBA HA
CTIOMEHATHA TONAM 00eM JaHHH.

3HAOBYIHH € CEBP3aH C OTKPHTHS 32 PENPOAYKTHBHA TOKCHIHOCT B IIPOYHBaHHA PN KMBOTHH (BX.
TouKa 5.3). AKTUBHHTE ChCTABKH HA PeTpOBHD MOTaT a HHXHOMPAT KIeThYHATA JHK
peniuKangs H B €HO NPOYMBaHE NPHA XHBOTHH € NIOKA3aHO, ¢ 3UT0BY/IHH €
TpaRCIVIaNeRTapeH Kapnuaored. KnuHmaHaTa 3HAYMMOCT HA TC3H OTKPUTHS HE & H3BCCTHA.
YCTaHOBEHO € TIPEMHHABAHE NIPE3 MIIALCHTATAa Ha 3MNOBYJMH IIPH XOpa.

MutoxouapUanHa JUChYHKUESA: i Vifro U in vivo € YCTaHOBCHO, 9¢ HYKACOSHIHATE H HYKJICOTHAHUTC
AHAJIO3H TPHYHHABAT PA3THYHO MO CTCHCH YBPEXAaHE HA MHTOXOHAPHHTE. Crofmapan ca caydJan
Ha MATOXOE/ApHATHA muchynKnma pu HIV-oTpHIATENHN KbPMaUeTa, H310KCHH Ha NCHCTRHETO Fa
HYKJICO3H/IHH aBAN03H iN Wlero /WM NOCTHATATHO (BXK. TOUKa 4.43.

Depmunumem

3MNORY/IMH HE HAMANABA DePTHINTETA IIPH [THXOBE OT MBAKKH WIH KEHCKH 10T, NPHEMAITH
nepopanto 103 10 450 mg/kg/nresno. Hama nanuu 3a edexT Ha PeTpoBUp BHpPXY QepTHIHTETA HPH
xetute, TIpH MBXETe HsiMa AaHuy PETpOBHp 1a MPOMEHS Opost, MOPHONOTHATA HIIN MOJBIIKHOCTTA
Ha CIICPMATO30HAUTE.

Kopmene

Cnen mpueM Ha ¢IMAMYHA 1033 oT 200 mg 3UN0BYAUE [IPH KEHH, ungekrapann ¢ HIV, cpennara
KOHLIEHTPAIMS HA 3UAOBYIMH B KbPMATa € Mojo0Ha Ha TasH B CEpyMa. IpenopryBa cc MaHKH,
uapexrupann ¢ HIV, 1a ve kepMAT, 32 Aa c¢ u30erHe mpenapane Ha HIV na xnpMaueTo.

4.7. EdexTH BLPXY criocofHocTTa 32 ModApane u paboTa ¢ MAUINHA

He ca npoBexIaHK H3CTeABaHAA, IPOYHBAIIM BIMSHUETO HA PeTpoBUp BEPXY crioco0HOCTTA 33
moctupane WK pabora ¢ Mamze. O GapMaKonOrHYHHTE TaHHM HA ICKapPCTBOTO HE MOFAT fa ce
npeABHAAT BpedHH ¢EKTH BHPXY Te3d AeHHOCTH. BEOpexH TOBA, KIMHUYHUAT CTATYC HA NAIMCHTa U
npoQHITET HA HOXEAHNUTE ICKAPCTBEHH PCAKIIHM HA PeTpoBUp 6u TpaOBaNo Aa ce HMAaT IPEABH,
KOTaTO Ce 0BCHKIAT CTIOCOOHOCTTA 33 mIodHupaHe WIH paboTa ¢ MAIIHHY.

4.8. Hexenadu JIeKAPCTECHH PeAKIAX

[MpoduITHT Ha HEKEIAHUTE PEAKIMY € II0T00€H PH Bb3PacTHH H JIENA. Haii-cepuosHuTe HEXCTaHH
PCaKIIMHK BKIIKOYBAT aHeMus (koaTo O MOrna /ja H3HCKBa KPbBOIPCIHRAHE), HEYTPOTIEHHA H
neBkoncHHS. Te HACTHIBAT IO-9ECTO [IPH 110-BHCOKK f03upoBKH (1 200-1 500 mg/nHesHO) U 1IpH
NauueHTH ¢ Hanpeanano HIV 3abonasate (ocobeno npu OeaeH KOCTHO-MO3BYEH PE3EPB NPEAH
JICYEHAETO) H TI0-CTIENMANHO MpH NanuesTH ¢ 6poii Ha CD4+ kileTkuTe mo-MadbK OT 100/mm?. Moxe
A Ce HAJIOV HaMaysiBaHe Ha JI03aTa WM OPEKpaTsABAHC Ha IEUEHHETO (BXK. TOIKa 4.4).

YecToTaTa Ha HEYTPOINCHHSA CE YBEIHUABA CHINO NPH TE3H NAIKUEHTH, IPH KOUTO 6po
HeyTpodHINTE K HABATA HA XeMOIMIOGHHA 1 cepyMHus BuTamuH B12 ca OuIH HAC



J¢uenueTo ¢ Perposup.
CrenurTe chOHTHS ca ZOKJAABAHY IPH [ALMEHTH, ICKyBaHK ¢ Perposnp.

HexeaHWTe PEAKIHH, KOKTO CE CTMTAT 32 TIOHES BE3MOXKHO CEBP3aHH C JIEIEHHETO, ¢4 H30POCHH I10-
JIOTY TIO CHCTEMO-OPraHeH KiIac # abCOMOTHA YeCTOTa. 1eCTOTHTE ¢a ONpEEneHH KaTo: MHOTO HeCTH
(=1/10), zectn (>21/100 no <1/10), rewectr (=1/1 000 xo <1/100), penxu (>1/10 000 oo <1/1 000) u
muOro peakH (<1/10 000).

HapywmeHns Aa KPLBTA H JHM{pHATA CHCTEMA

Yecmuy: aHeMHA, HEYTPOIICHHA B JIEBKOIICHN:A

Heyecmu: TAHIMTOTICHNA ¢ KOCTHOMO3BYHA XHIIOILIA3HA, TPOMOOLMTONEHS
Pedxu:. M30NHpaHa alLIA3Hs Ha 9EPBCHHTE KPLBHHU KICTKH

Mruozo pedxu: alIaCTHIHA aHEMHUA

HapyuieHHsA HA MeTa001M3Ma H XpAHEHETO
Pedxu; naKkTaTHa aliHA03a IPH OTCHCTBHE Ha XHIIOKCEMHUS, aHOPEKCHA

TcHXHYAA HAPYIEHAA
Peoxu: 6e3m0K0HCTEO B AenpecHd

HapyueHua Ha HEPBHATA CHCTEMA

Mnuozo ywecmu: TI1ap0OOIHE

Upcmie: 3aMaiiBaHe

Pedxu: ThpuoBe, 3aryba Ha OCTPOTATd HA MHCACHETO, CHHIHBOCT, NapECTesNd, bescrHHE

Conpae4HH HApYLICHAS
Pedxu: xapTHOMHKOIIATHA

PecniupaTopHH, TPLAHHE H METHACTHHA/IHM HADYIICHHS !
Heuecmu, DTUCITHES
Peory: xanmmuna

CToMaNIHO-4YpeBHA HAPYIICHHA

Mruoezo yecmu: TajicHe

Yecnu: OBPBIIAHE, AHapHs ¥ KopeMHa §omka

Heuecmu: ¢pnaryncHums

Pedxu: nankpeatnt. [IurMenTanuy 10 TUraBUIaTa B3 yCTHATA KyXHHA, HAPYIICHHE HA BKYCOBHTS
BBLINPHATHA H JHCIICICHA.

XenaToOHIAAPHHE HADYIICHUSA
Yecmu: TIOBUIICHH CTOMHOCTH Ha YEPHOAPOGHUTE SH3NMH 1 OHIHpyOHH B KPBBTA
Pedxu: 4epHONPOOHH HApYIIEHHH, KATO TEXKA XeNaTOMETAIHA CbC CTeaTo3a

Hapymedns Aa K03KaTa B NOIKOKHATA ThKAH
Heyecmu: 00pHB H cBhpOex
Pedxu: ypTHKApHs, IMTMEHTALK HA HOKTHTE M KOXKATa H U3I0TABaHE

Hapymenus Ha MYCKYJIHO-CKENCTHATA CHCTEMA K Che/IHHUTEJHATA ThKAH
Lecmi: MUAJITHA
Hevechmu: MAOTIATHA




Hapyumenna Ha (b0penATe H MHKOYHATE MBTHINA
Peoxu: 9ecTo ypHHHDAHE

HapyimeHns Ha Bb3NPOM3BOAMTEIHATA CHCTEMA H IbPAATA
Pedwcu: rraexoMacTH

O6mu napywenus 4 eGeKTH HA MACTOTO HA TIPHIOKEHAE

Yecmu: HEPAONOKEHHE

Hevecmu: acTeHHA, TIOBHIIEHA TEMIIEpATypa B reHepanasnpana 6onxa

Peoxu: rpeaua Gonka B rpunonoao0en CHHAPOM, BTPHCAHE

HagMusHTe JaHHU OT MIALEH0-KOHTPOIHMPaHH B OTBOPEHH IPOYYBAHAA MTOKA3BAT, 4€ ECTOTATa HA
MosABA HA FageHe, KAKTO H Ha JIPYTHTE YeCTO JOKIABIHH HEXKEIAHH PCAKIHH 3HAYHTETHO HaMaigRa
Cne mEPBUTE CEAMMIM Ha IpHeM Ha PeTpORMD.

Hexes1anA JleKapCTBEHH PeaKIHA NPH NpAjioxenne Ha PeTpoBAp c uen npeaoTBpaTiBaHe
npexasanero Ha HIV ot maiikara na njona:

B exHo miane6o KOHTPOIHPARO V3IHTRAHE, KIHHHIHHTE HEXCTaHH cBOMTHA 1 TabopaTopHHTE
OTKJIOHCHHS Ca noio0HN B rpymuTe, NeKyBanu ¢ Perpoup u mnane6o. Bee nak uMa TeHACHIMA
NieKaTa i yMEPEHA aHeMHs ia C¢ HaOoaBa N0-4eCTO PeiH PAKIAHETO NIPH XKCHUTE, ICKYBAHH CBC
SHIOBYAHMH.

Ilo BpeMe Ha CHIIOTO H3MMTBAHE ¢ YCTAHOBEHO, M€ XeMOTTOOHHOBUTE KOHICHTPALKY DK
HOBOpOJEHH, eKyBaHH ¢ PeTpoBHp, ca 0-HHCKY B CPABHEHHC C 1ane6o, HO TOBA HE € HANATaJo
xemoTpaHcdy3us. AHEMHATa 0T3By4asa 6 CEAMHLUH CJICH CITMPAHE Ha JCICHHUCTO C PetposHp.
JlpyTHTe KIMHAYHO TPOABEHH HEXENAHY PeaKUiH H OTKIOHCHHA B 1a60paTopHKTE IOKA3ATENH Ca
nonoGHE B rpymuTe, nekysanu ¢ Perposup u mnauebo. KbeHE MOCHENCTBHS OT TCPAIHATA C Petpoenp
in utero M BEPXY HOBOPOJAEHOTO HE Ca YCTAHORGHH.

IIpu mpHNOXEHHE HA 3MAOBYTHE ca crO0NIABAHM CIIyYaH HA NAKTATHA AlAN034, TOHAKOTA C taranes
w3x0J1, OBGUKHOBEHO Te Ca CBBP3aHH ¢ TEXKKA XeNaTOMeranua i 4epHoapo0Ha ¢Tearosa (BK. ToIKa
4.4).

JleueHHeTO CBC RUAOBYIHH CE CBBP3Ba ChC 3aryfa Ha MOAKOKHA MACTHA THKaH, KOETO € I0-BUANMO
110 THLETo, KpaitannuTe U xpaGouwTe. [lanpenTure, npuemaiiy Perposup, TpadBa peIoBHO Ja 6bAaT
NperiexiaHy B THTAHH 33 IPH3HANH Ha THMoaTpodus. AKO ¢¢ yCTaHOBH PasBHTHE Ha AHTOoAaTPOdpH,
neuenneTo ¢ Perpopup He TpaOBa 1a ce mpoabpkapa (R, TouKa 4.4).

Tlo BpeMe Ha aHTHPETPOBHPYCHA TCPALIMA MOXE [ HACTBIIM YBENHIaBAHE HA TEINOTO H HA HUBATA HA
THMMARTE H TIOK03aTa B KPHBETA (BXK. Touka 4.4).

Hpu HIV-nAQeKTHpaHn NALUMEHTH ¢ TEXbK HMyHEH Ne(UIHUT TIPH 3al04BaHe HA KOMOHEHpaHA
aATHpeTpoBupycHa Tepamus (KAPT), Moxe na ce N0ABH BB3MAINTENHA PEAaKIA KbM
ACHMIITOMATHYHH AT OCTATHYHH OTIOPTIOHHCTHIHY HEbexH. Crobliasa ce CHINO 32 PAIBUTUC HA
aBTOMMyHHH 3a6oysaBanms (KaTo Gonect Ha Graves M aBTOHMYHEH xenatut). Cho0maBaHOTO BpeMe Ha
nosBa obade e MEOIO Pas/MIHO U Te3u CbONTHA MOXKE Na Ce TIOSRAT MHOTO MECEIH CTIE/l 3an0HBaue
Ha nedenneTo (rx, Touka 4.4).

CroGIaBaHH ca cy¥al Ha OCTEOHEKPO3d, 0COOEHO PH MALMEHTH ¢ 0BIIONPHETH PHCKOBH baxTopw,
nanpeasaro HIV 3abomsiBane WK IpOABIKHTEIHA €KCIO3HINA HA KOMOMHMpaHa aHTHPETPOBHPYCHA
tepannus (KAPT). UecToTata MM He € H3BECTHA (BX. TOUKa 4.4).

Cro0mabane Ha NOJ03VMPAHY HEKENAHN PEaKii
Cpo6naBaHeTo Ha MOJO3UPAHH HEXXENAHH Peak[HH Cle/i paspelllaBaHe 3a ynorp
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npoAykT e BaxHO. ToBa mo3Bo/fABa A3 POXBDKH HAGMOJIEHHETO HA CHOTHOIIEHHETO [OI33/PHCK 3a
NeKapcTBEHHA TNPOAYKT. OT MCIAMIMHCKHTE CHENHaNUCTH CC M3HCKBA Ja cBO0IaBAT BCAKA
MOKO3HPAHA HEKEIIAHA PeaKius Ha:

HsmbIHATENMA ATSHIA 110 IEKapCTBATa
yn. ,,Jamsn Ipyes” Ne 8

1303 Codun

Ten.: +359 2 890 34 17

yebcaiiT: www.bda.bg

4.9. Hpenosupane

Cumnmomy u npusnayi.
Ip¥ 0CTPO TIpEIC3HpaHE Ha JHOOBY,IHH HE CA YCTAHOBEHH CICHU(HIHA CHMIITOME HIIM NPH3HALK,
QCBEH Hsﬁpoenm*e KaTo HEXCIIaHAa pea.KHHI’L

Jleuenue:

[TanmenTtrTe ha ce HabNIoaBaT 3a NPOsBH HA TOKCHIHOCT (BiK. TOUKA 4.8), KATO MOXE Ja Ce Ha3HaM
NOAXOIAIA TOATBKANIG TEPaTTHA,

XeMoIMalIK3aTa ¥ IEPHTOHEAIHATA IHATH3A HMAT OTPAaHHYEHO 3HAYCHHUC 32 CIIMMHUHMPAHETO Ha
3HAOBY/IHMH, HO YAECHABAT CIMMHHHAPAHETO Ha TIKYPOHHPAHMs METAGOTHT.

[To-HATATHIIHOTO JcYeHHe Tpsa0Ba Ja € crnope]] KMHHHYHHTE MOKa3aHud HIH CIIOpe]] NPENOPEKHTE Ha
HanuoHanHvs TOXCHKOTIOTHYEH LIEHTED, 4K0 TAKbB ¢ HanWHeH.

5, @®APMAKOJOTHYHH CBOMCTBA
5.1. < apMaxkoIMHAMHYHH CBOHCTBA
(dapMaxoTepaneBTHIHa TPYTIA: HykieosuacH ananor, ATC kox: JOSA FO1

Mexanuswem Ha Oeticmeue
3UIOBY/IHH € AHTHBHPYCHO CPECTBO, KOSTO € BUCOKOAKTHBHO B YCIOBHSA i1 Vifro CTIpAMO
PETPOBHPYCH, BRIKYHUTETHO YOBCIIKHSA umyHozedumuren supyc (HIV).

3uN0ByAHH ce Bochopuaupa B 3ApaBy M HEPEKTHPanH KieTku 10 MoHodocdar (MP) ot kreThunara
THMEUEKHHEA3a. [Tocieasamo Gocdoprnpane Ha 3uaosyauH-MP 1o qudocdar (DP) u tpudochar
(TP) ce Karanu3Mpa CLOTBETHO OT KIETBIHHTC THMHIMIATKHHA3A 1 HecHeIA(GHIHN KHHA3H.

Juposyaun-TP ¢ eHOBpEMEHEO HHXMGUTOP | cy{cTpar Ha BUPYCHATA obparua Tpasckpunrasa. [lo-
HATATBIINOTO POpMHpaHe Ha npo-upycha JIHK seprra € 610KHPaHO 0T BRIFOYBAHETO HA
3ua0ByAME-MP BBEE BEPHIaTa C MOCACABALIO IPEKBCBAHE HA BEPATATA,

KouxypeHTHOTO HHXHOHpaHe Ha BHPYCHATA 00paTHa TpaHCKpHITAa3a OT sugosyauH-TP e okono 100
HbTH HO-BECOKO, OTKOMKOTO 32 Knertunata J(HK a-nonuMepasa.

Kaunuuna eupyconozusn

Bphb3kara Mex 1y 9yBcTBHTENHOCTTA Ha HIV KbM 3HIOBYIMH B YCIOBUA in vitro 1 KNIHHHYHUA
OTTOBOP KbM JICUEHHETO Bee Oiile ¢ 06eKT Ba npoydBaHus. TecTOBCTC 33 TYBCTBUTEIHOCT B yCIOBHA
in vilro He ca CTAaHAApTHSAPaHH, KaTO PCIyNTATHTE MOTAT /1a BApHPaT, B 3aBHCHMOCT OT
METOAOIOTHIHUTE GaKTOpPH.
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Ot naupEeHETH Ha TIpOThDKHTCIIHA Tepamms ¢ PeTpoBup ca H30IMPaHH [AMOBE C TIOHIDKEHA
HyBCTBUTEMHOCT KbM 3MIOBY/MH in vitro. JlaHHHTE I0Ka38aT, 9€ YECTOTATA M CTENEHTA HA saryGa Ha
IyBCTBHTERHOCT in Vitro, ca MHOTO IO-HHCKH IIPH NIEYESHUE B HAYATHHTE CTaIHH Ha 3abonapauneTo.

TMon3aTa 0T MOHOTEPAINHSA ChC 3UAOBYAMH Ce OTPAHHMYARa OT 0TC/Ia0BaHETO Ha TyBCTBHTEMHOCTTA H
Pa3sBUTHETO HA 3MAOBYIMH-PE3NCTEHTHN niamoBe. [Ipy KIHHIIHY TpOyIBaHuA, KpaiHuTE Pe3yNTaTH
TI0KA3BaT, 9€ 3U0BYIHH, 0c00EHO B KOMOMHAIHS ¢ TAMHUBYAHH, 3 CBII0 H ¢ JTUIAHO3HH HITH
SaIIMHTA6HHE, BOIH 10 3HATATENHO HAMAIIBAHE HA PHCKA OT NPOTPecHpane Ha 3abOMABAHETO B
CMBPTHOCT. YioTpe6aTa Ha NPoTea3eH HEXHOHUTOP B KOMOHHAIMA ChC 3UAOBYIMH ¥ JIAMMBY IHH,
paskpuBa JONBIHHTENHA 033 32 3aIbpkaHe MIPOIPECHPAHETO Ha 3a00/1ABaHETO B YBEIIMYABARE
HpEeXUBAEMOCTTA, B CpaBHeHUe ¢ ynoTpebaTa Ha ABOHHATa KoMOuHAIIHMS.

AHTHpeTpOBHpYCHATa eUKACHOCT i# Vitro Ha KOMOUHALMATE OT aHTHPETPOBHPYCHH areHTH
TIpOBIDKaBa jia ce nacnenea. KIMHHYRY W in vilro IPOYIBARKA HA 3UI0BYIHH B KOMOHHAIHA ¢
NAMMBY/IHH TIOKa3BaT, Y¢ 3HAOBY/IHH-PEUCTEHTHHTE aMOBE Ha BHPYCa CTaBaT 3HI0BY MH-
qyCTBHTENHH, KOTATO SAHOBPEMEHHO PA3BHAT PEIUCTCHTHOCT KbM JIAMUBY AMH. Kminuanu
J0Ka3aTeCTBA COYaT, 4e KOMOMHALMATA TaMHBY/IME ChC 3UJ0BYIMH 320384 pa3BHTHETO Ha
PE3UCTEHTHH LIAMOBE Ha BHPYCA KbM 3I0BYAHH NPH NAIHCHTH, HENEKYBAHH A0 MOMCHTA ¢

AHTUPETPORHPYCHA TEPALMA.

He ca Ha6M0aBaHK AHTArOHHCTHYHHE e(CKTH iR Vifro ChC 3UNOBYINH H APYTH NPOYYBAHH
aHTHPETPOBHPYCHH cpeicTea (abakaBup, AMAAHO3HH, TaMYBYIHH 1 anda uHTEpdhEepoH).

Pe3iCTEeHTHOCTTA KbM THMH/IMHOBH aHaN03H (S4KH OT KOHTO € 3HAOBY/IMH) ¢ fo0pe
OXapaKTepH3HpaHa H 00CHIEHA Ype3 CTENATOBHIHO HATPYNBAHE HA 11O IIECT coeuudHYHH MYTALIHH
ra HIV oGpaTnara Tpanckprirtasa mpu konoem 41, 67,70, 210, 215 1 219. Bupycute nipuaoOnBat
{eHOTHITHA PEIHUCTEHTHOCT KbM THMHAKHOBHTE AHAJI03H Upe3 KOMOMHHPaHEe HAa MYTAllUH IPH KOIOHH
4] 1 215 WIH 9pe3 HATPYNBAHETO Ha NOHE 4 OT MECTTe MyTauu. Tesy MyTalua OT THMHIMHOBH
AHATIO3H CAMOCTOATENHO He IPHYMHABAT BUCOKA KPhCTOCAHA PE3HCTEHTHOCT KBM HHKOH OT IPYTHTE
HYKIICO3H/IH, TIO3BOIABAMKY NOCIEBAIIA YIIOTpeba Ha BCEKH OT IPYTHTe 0100pcHH MHXHOUTOPH Ha
o0paTHaTa TPAHCKPHIITA34.

JIBa MoieNa Ha MyTauuK, IPSTHIBHKBAIH MY ITHICKapCTBEHA PE3HCTEHTHOCT — ITBPBUAT,
XdpaKTepHInpaH ¢ MyTaui B HIV o6parnara Tpasckpunrasa fpu kogoru 62, 75, 77, 116 u151,a
BTOpHAT — BKMIOUBam T69S8-MyTallHs UTHOC 6-Ta OCHOBHA OBOHKA, BMBLKHATA Ha CBHIIOTO MACTO,
NOBeXIAT A0 (PEHOTHIIHA PEIHCTEHTHOCT KbM 3M0BYAMH, KAKTO H KBM JAPYTHTE PETHCTPHPAHK
HYKIEO3M/IHE HHXHOuTOpH Ha 06paTHaTa TPaHCKPHITa3a. BCekH OT Te3u 1Ba MOZIENA Ha MyTallHH,
NCBEIKIAWM KO MYITHEYKISO3HIHA PEIMCTEHTHOCT, OTPAHKYaBa CHIIHO OBbICIHUTE TEPATeBTIIHI
BL3MOKHOCTH.

B kmmanyHo pamurBaie US ACTG(O76 PerpoBHp MoKa3ea ¢(PeKTHEHOCT B HAMAABAHE CTCIEHTA HA
npenaranero ua HIV-1 or Maiikata na miona (23% crenen Ha HHQEKTHPAHE 3a naane6o cnpamo 8%
33 3HIOBY/IMH), KoraTo ce punara (100 mg 5 neru aHeBHO) Ha HIV-nosHTHBEH OpemeHHHU KeHH (0T
14-34 recTallHOHHA CeAMULA) M HA TEXHHTE HOBOPOXeHH fena (2mg/kg Ha 6 yaca) 10 6-ceIMUTHA
Bb3pacT. B no-kpatkotpaiiso m3nureane 1998 Thailand CDC, ¢ ycranOBeRO He, ynorpebara camo Ha
nepopanHa Tepanus ¢ Perposup (300 mg 2 nbTH AHEBHO) OT 36 recTaMOHHA CEAMHULA 110 PAXKIAHETO,
CBIIIO HAMANABA CTENEeHTA HA Mpenaraneto Ha HIV ot Maiikata Ra mona (19% ctenen Ha
undexTHpane 3a wianebo cupaMo 9% 3a 3upoBYAHH). Te3n TaBHA H PE3yNTaTHTE OT nyGaHKyBaHO
M3[IATBAHE, CPABHABAINO CXEMMTE HA H3II0N3BAHE Ha 3HAOBYHMH 33 IPENOTBPATABAHE NPEABAHETO HA
HIV ot MaiikaTa Ha I10/1a, TIOKa3BaT, 9e KpaTKOTO NCYCHIE Ha MalKaTta (0T 36 recTalHOHHa
CeIMHIA) € IO-MAIKO e(heKTHBHO B CPABHCHHE C MO-NPONBIDKHTERHOTO ICHEHHe (or 14-34
TeCTAIMOHHA CeIMHMIIA) 33 HAMAJIABAHE HA NepUHATANHATO IpefasaHe Ha HIV.
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5.2. MapMaKkoKkHHETHYHH CBOHCTBa
Br3pacTHH:

Abcopbyus

3unoByaRH ce pesopbrpa xobpe B yeprata ¢ GuoranmanocT 60-70 % mpH BCHYKH H3CICIBAHH 103H.
TIpy H3nuTBaHE 33 GHOCKBHBANECHTHOCT CPEIHATE PABHOBECHH CTOMHOCTH (1 CV%) na C[ss]max,
C[ss]min 1 AUC[ss] rpu 16 namueHTH, IoMy4aBamiy 3uI0syAuH Tabnerky 300 mg ABa TETH JHEBHO,
ca GHIIH choTReTHO 8,57 (54%) pmol/l (2,29 pg/ml); 0,08 (96%) pmo/1 (0,02 pg/ml) u

8,39 (40%) h-pmol/l (2,24 h-pug/ml).

Pasnpedenenue

CpeHHMAT TEPMHHATEH IUIA3MEH MONYKNBOT Clie/l HHTPABCHOZHO MPHIIOKEHHE HA Petpoeupe 1,1h,
cpenumaT wmpeac 27,1 ml/minkg w obem Ha pasnpenencnre 1,6 kg, [Ipu Bp3pacTHI CPEIHOTO
CHOTHOHICHHE MEXK/IY KOALUEHTPALMKTE HA 3HIORY/IHH B IMKBOD H N71a3mMa 2 0 4 9aca C/Ie]l pueMa €
npubmisurenso 0,5. JIaHHHTC COYAT, 9€ 3MI0BYMH [IPCMHHARA IPE3 MIALICHTATA, OTKPHBA CC B
AMHHMOTHYHATA TEUHOCT W (eTannara KpbB. Haqpdme Ha 3WAOBYIMH ¢ YCTAHOBEHO K B CIICPMATa H
KBpMaTa.

CBEP3IBAHETO ¢ ILTa3MERNTE NPOTCHHH € CPABHUTEIHO HUCKO (34 - 38 %) U IEKapCTBEHH
B3aMMOJICHCTBHMA, CBLP3aHH ¢ H3MECTBAHE OT MACTOTO HA CBBP3BAHE HE CC 0YAKBAT.

Buompancdopmanus

3uIOBYIHH C€ eMMMUHHPA TIaBHO Ype3 CBhP3BAHE B UepHUA AP0 10 HEAKTHBEH MeTaboauT
(rokypomms). [aBauaT METaGONTHT Ha 3UI0BYIMH B IUIA3MATa H YPHHATA € 5’ -T/IFOKYPOHHAL. Toit
npeacTapnsea okono 50-80 % ot npuertara 1032 U C€ EKCKPETHPA ¢ ypHHATA. 3'-aMHHO-3 -J€OKCH-
taMEIMH (AMT) € npyr MerabonHT Ha 3HAOBYAMH K CC OTKPHBA CHEJ| HHTPABCHOZHO NPHIOKCHHE.

Enumunupane
B306pednusT KIMpEHC Ha 3HI0BY/IHH HaJBHIIABA TOSH HA KPEATHHHHA, KOCTO ¢ Gener 3a 3HaYNTENTHA
TyOyIHA CCKpEIHS.

IlenquaTpu4Ha HOMYIAIAA:

Abcopbyus

Ipu mena Ha BE3pacT Hap 5-6 Mecena PpapMakoKMHETHIHUAT NPOGHI Ha 3UTOBY/IMH € mogoOen Ha
1034 [IpH BB3PacTHI. 3U0BYAMH ce pesopbupa 1o0pe B uepBaTa H Npy BCHIKH U3CICABAHM 03K HM3
GuonammuHocT 60-74 %, cpenso 65 %. Husata Ha C[ss]max ca 4,45 umol/l (1,19 ug/ml), npu no03a
120 mg/m? Petposup pazrsop u 7,7 pmol/l (2,06 pg/ml), npu 180 mg/m’”. osu or 180 mg/m?,
MOPHIIOKEHH 4 ITBTH JHCBHO MPH AELa, 10Ka3BaT nonobHa cucreMHa excnosmmms (24 h AUC

40,0 h-pmol/l mnu 10,7 h-pg/ml} kato xosu o1 200 mg, DPHIOKCHH 6 THTH JTHEBHO NPH BB3PACTHHE
(40,7 h-pmol/l unm 10,9 h-pg/ml).

Paznpedenenue
TIpH HETPABCHO3HO IPHIIMKCHHE CPEIHHAT TEPMHUBAICH IUIA3MEH TONYXHUBOT H oBOHAT KIHPEHC ca
¢hOTBeTHO 1,5 vaca 1 30,9 ml/min/kg.

TIpw iena CPEAHOTO CHOTHOUICHHE MEX/TY KOHUEHTPALHHTE HA 3HI0OBYIHH B JIHKBOP M IL1a3Ma ¢
0,52 - 0,85, onpeneneno no BpeMme Ha nepopanya Tepanus 0,5 - 4 yaca crest npuema, H 0,87,
ompeJeNeHo 1o BpeMe Ha MHTPABCHO3HA Tepanus 1-5 Jaca Clell eAHo9acoBa undyzus. Lo Bpeme Ha
NIPOALIDKMTEHA HHTPABEHO3HA HH(Y3HA CHOTHOIICHHETO Ha CPEIHHTC PABHOBECHH (ste
KOHLEHTPALHH B JTHKBOp/IIa3Ma ¢ (,24.
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Buompancopmayun
I'naBen MeTaGONHT € 5'-THOKYPOHHA. Cllell HHTPAaBEHO3HO NPANICKCHHE B YPHHATA C& OTKPHBAT
Hempomener: 29 % OT npHeTaTa 1033, a 45 % ce CKCKPCTHpaT [oJ (opMaTa Ha TAIOKYPOHM.

Emnunmunupane
Bu0peanusT KIHPEHC Ha 3UA0BYIHH 3HAYMTE/IHO HA/IBHIIIABA TO3M HAa KPEaTHHHHA, KOCTO & Gener 3a
SHAYHTENHA TyOy/IHa CCKPELH.

Hanuauure naHHY 33 GapMakOKMHETHKATA Ha 3HIOBYIMH NpH HOBOpoaeHnu 1 6ebeTa MoKasBar
HAMAJICHO TVIIOKYPOHHPAHE, KOSTO BOAH A0 MOBHIIEHA GHOHANATHOCT, 3a08BeH KIHPHRHC H YXB/DKEH
NoMyxHBOT TIpH Gebeta mox 14-aHeBHa Bb3pacT. CIIeK Ta3H BE3PacT (papMaKOKHHETHKATA € nonoGHa
Ha Ta3H NPH Bh3PacTHH.

BpemennocT:

TipoBeneny ca npoyuBanus BEPXY (apMaKOKHHETHKATA Ha 3MAOBYIHH TIPH % OpemMcHEY IO BpEME Ha
TpeTus TpUMECTHD Ha GpemenHoCTTa. He ce nokasBa KyMy/AHpaHE HA JICKApCTBOTO ¢ HANpEABaHE Ha
GpeMenHocTTa. PapMaKoKHHETHKATA € I0A06Ha Ha Tasu npu HeGpemennn Br3pacTHH. Tl KaTo
IMIOBYJHH IPEMHHABA TACHBHO XeMaTomaneHTapHata 6apuepa, IWIasMeHHITE KOHICHTPALHHE Ha
3HOBYMH B [UT0Ja TPH PHXIAHETO ca Gy NPAaKTHICCKH CIHAKSY ¢ TC3H B IIia3MaTa Ha Maifkata
TIpH paXkKoaHeTo.

Crapuecka BBIpacT:
Hsama crenndHYnE JaHHY OTHOCHO (papMakoKMHETHKATa Ha 3UTOBYIHH NPH NALUKCHTH B CTapUecKa
BB3pAcT.

bBnipeune yepeknane:

TTpH namuenTH ¢ TEXKO 6E0peYHO YBpeXaaHe KIHPBHCHT HA SHAOBYHH ClIe[ [IEPOPAIIHO
npunoxenue e O npubnusuTenHo 50 % oT IOKIAABAHKA NPH 3/PaBY JIHIIA ¢ HOPMAJIHA On0petna
dyHKumA. XeMoIuau3aTa i IEPHTOHEAIHATa JHANH3a HAMAT 0COGCH ¢eKT BEPXY EJTMMHHMPAHETO
Ha 3MIOBYAHH, HO YCKOPABAT CIHMHHHPAHETO HA IIIOKYPOHHPAHHS MeTabomuT (Bx. To'Ka 4.2).

YepHoapoOHO YBpeKIaHE:
JlasHuTe 33 HapMAKOKMHETHKATA HA 3MJOBYAHMH NPH NAIHEHTH ¢ YCPHOAPOOHO YBpEXIaHe ca
orpanngen (Bx. To4ka 4.2).

5.3. [lpeaxanHUYHH AaHHHA 32 Ge30mACHOCT

Mymazennocm
IIpu mpoBeIeHHs Ames TeCT HE €€ YCTAHOBSBA MYTareHHOCT. 3UIOBYIHH MPOABIBa CMadu MyTareHHH
CROIICTBA B M3CHCABAHMSA B MMIIA JHM(OMHA KICeTbYHA NTMHNA H TIPH H3CIeABaHE in? VilFo 3a KICTHYHA
Tpanc@opmanys. KiracroreHuH edexTn ca HaGI0IaBaHH IIPH HOBEIIKH mHEMGOLMTH in Vilro H B
MHKPOHYKJI€YC H3CICIBaHHA IPH MHOTOKPATHA NEpOpaiHa 4034 [IPH WIHX0EC H MHILKH in vivo.
LIATOTEHETHIHOTO HACTENBANE i Vivo IPY WTBXOBC HE TOKa3Ba XpoMosomuw npomeny. [iposencso ¢
uacnenpane Ha MuMGoumTH oT nepudepna kpsb Ha 11 Goaru o1 CIIMH. YcTanosasa ce MOBHMICHA
9ECTOTa Ha XPOMO3OMHH abepallui py IeKyBarH ¢ PerpoHp, B cpaserue ¢ HenekyBany. [TuiotHo
H3MATBAHE € MOKA3AI0, Y¢ SHAOBYAMH c¢ BKIOTBa B Anpenara JJHK Ha nepxouMTHTE ITpW BB3PACTHH,
BKJTIOYHTEITHO TIPH GpeMeHH# JKeHH, PHeMallH 31I0BY/IVH 33 JieueHne Ha HIV-1 HH(peKIys WIH 33
IIPENOTRpATABAHE OPEAABAHETO Ha BHPYCA OT MaiikaTa Ha JIeTeT0. 3HI0BYIMH CC BKII09IBA CRIIO Taka
8 JIHK Ha neBKONMTHTE OT KphBTa Ha ITEITHATA BPBB IPpH GebeTa, POICHH OT IEKYBAHU ChC 3UAOBYHH
Majikn, TPaRCILTALEHTAPHO H3LMHTBAHE 33 TCHOTOKCHIHOCT, IPOBE/ICHO NIPH MAHMYHH, CHIIOCTAB
3HOBY/IHH, IIPHJIATSH KATO MOHOTEpanus, ¢ KOMOMHALAATa OT 3UAOBYIHH H JAMHUBYHH TIDH
eKCTO3HINSA, CKBUBATICHTHA HA Ta3H IIpH Xopara. Pe3ynrature OT H3NHTBAaHETO I10KA3BAT




HykneosuaHATe aHaxo3u B JJHK B MHOKECTBO Oprany Ha MI0/A, KaKTO H ¢ 0-TOMAMO CKBCABAHE Ha
TEIOMEPHTE B CPaBHEHHE ChC 3aPOJHMIINTE, CKCIIOHHPAHH HA MOHOTCPAINA CBC 3HOBY IHH.
KmuuudH0TO 3HaYCHHE HA TC3H HAXOAKH HE € HISCHEHO.

Kanyepozenunocm

IIpu npoy<Banys ¢ MHIIKH M TBXOBE ¢ NEPOPATHO IIPHIOKEHHE C€ YCTAHOBSBAT KbCHO pasBHBAIIH
ce BaruHAIHY enuTenuu TyMopH. [locrensaino npoy9deaHe 3a KaHICPOICHHOCT ¢ HHTpaBar HHAIHO
OPWIOKESHNE € TIOTBBPANAO XUIOTE3aTa, Y€ BarHHAIHUTE CONTENHN TYMODH, C€ JBDKAT Ha
NPOABIDKUTENHATA IOKATTHA EKCTIO3HIIMA HA BATHHANHHA CTIMTET HA BUCOKH KOHUEHTpAlHH Ha
HeMeTaboMM3HpaH 3HA0BYIHH, OTAeNeH ¢ ypuHata. He ca HabimogaBaHH IPYTH JICKAPCTBEHOCBBP3AHH
TYMOPH IIPH JBaTa 1ona Ha ABaTa OHONOTrAYHHA BHJAA.

TTpoBeeHH ca 2 TPRHCIUIANCHTAPHH IPOYYBAHKS [0 OTHOLICHKE HA KAHIEPOTEHE3aTa IPH MHIIIKH.
IIpu exno ot Tax Ha US National Cancer Institute, 3H0BY/IHH € IPHJIOKCH B MAKCHMATHO
IOHOCHMATA 1032 Ha OPEMEHHH MAIIKY Mexy 12 u 18 rectanuoner fed. [IpH NOKONCHACTO,
HOAJIOKEHO Ha Hall-BHCOKATa 1034 OT 420 mg/kg remecHa Maca 1 roiMua cnes pakJaHeTo, Ce
yCTaHOBABA HapacTBaHe 6pos Ha TyMopute Ha Genute apobose, geprus APOD H KCHCKATA NONOBA
cHCTEeMA.

[Ips BTOpOTO MPOYYRAHE € IPUAATaH 3HI0BYANH Ha MHIIKH B 1034 A0 40 mg/kg B IpOXBIDKEHHE HA
24 Mecena Kato ce 3anoune ot 10 recraiinoneH aeH. CRBp3aHHTE ¢ JICUCHACTO HAXOIKH CE
OTPAHMYABAT 0 KHCHO PAIBWBAIIM CC BATMHATHH CIIMTEIIHM TyMOPH, KOMTO ce Habmoaasat
nono0Ha 9ecTOTa H BpeMe Ha HACTBIIBAHE, KAKTO W TIPH CTAHAAPTHOTO H3CTICABAHE 32
KaHIIEPOTEHHOCT 1IpH nepopareH npueM. Taka, ToBa BTOpO NpOy4BaHe NOKA3Ba, ¢ SHAOBYIMH HE
AeficTBa KaTo TPaHCILIALEHTAPEH KaRIEPOTeHEH aKTop.

3aKIIOYEHHETO €, 9€ PE3yATaTHTE OT IBPBOTO NPOYIBAHE NPEICTABAT XHIOTETHIHHA PUCK 33
TPAHCILIALEHTAPHA KAHIEPOreHHOCT, J0KATO HaMANABAHCTO Ha PHCKA OT yTCPOILTALEHTapHa
madexuus ¢ HIV Ha RenH(EKTHPaHO jeTe 9pe3 NPHIOKCHHE Ha 3HAOBYIUH MO BpeMe Ha OpeMCHHOCT
¢ mo0pe moKa3aHo.

Penpocyxmusna MoKcuinocm

TIpoyusanus npyu GpeMeHsH MTEXORE W 3aHUM, ONYUABANM LECPOPATHO SHAOBY UK B 1031 110 450 u
500 mg/kg/nen, peCeKTHBHO, 110 BpEME HA IVIABHHA NCPUOJ Ha OPraHOTEHE3ATA, HE N0Ka3BaT JaHHH
3a TEpaTOreHHOCT. Bee nak e HabMmoAaBaHO CTATHCTHYECKH 3HAYHMO YBENIMYABAHE Ha CITYHAHTe HA
(peTamna pe3opOiHs IPH TLIBXOBE, TToNywabank 150 no 450 mg/kg/Aen u nipH 3aiii, NOTyIaBany
500 mg/kg/nen.

OTAeNHO NpOy4YBaHe, AOKIANBAHO BHOCHEACTBHE, YCTAHOBABA, Ye IPH ILTBX0BE, OMY4aBaly 1033 OT
3 000 mg/kg/mex - 1033, MHOTO G/IM3KA JI0 MEAMAKATA HA NEPOpANHATA NeTanHa 1033 (3 683 mg/kg),
ce HaGMIoaaBaT SBHU TIPH3HALM HA TOKCHYHOCT IPM MAHKATA H YBENHYAaB3aHE HAa YECTOTATA Ha
Mandopmanmn npy mnona. HiMa JaHHM 34 TEPATOTEHHOCT 0 BpeME Ha CBHIIOTO NPOYYBAHE, KOraTo ¢a
HANON3BaHH ITO-HACKH Ko3# (600 mg/kg/neH Hnn 10-MaIKo).

6. GAPMANEBTUIYHH JAHHHA

6.1. ChnHcbK HA IOMOIIHHTE BellleCTBA
XuApOTEHHpPAH IMIOKO3EH CHPOII (MANTHTOIOB PasTBOp)
I'munepon

JIMMOHEHA KHCCIHHA
Harpues Genzoar (E211)
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3axapHH-HATpHH

Ecenuus srona (ceaepxka nponrneHrmHkoNn (E1520))
Ecenuma Gana 3axap (chospxa npomwicHraukon (E1520))
INperucTena Boga

6.2. HecnBMecTHMOCTH

Tlopajw nHica Ha IPOYIBAHHA 38 CHBMECTHMOCT, TO3H JIEKAPCTBEH NPOAYKT HE TPAGBA J1a C€ CMECBA C
IPYTH JIEKapCTBEHH TPOIYKTH.

6.3. Cpox sa roggoct

2 rogHHH.

Ja ce u3xBLpIM | Mecell cIeH IPBOTO OTBapsHe Ha OyTuikara.
6.4. CoennajHa vCI0BHS 34 ChXPAHEHHE

Ja ce chxpansBa npy Temneparypa nox 30°C. Crxpanspaiite GyTrKaTa B OPUrHHAIHATA KAPTOHEHA
OITIAKOBKA.

6.5. Bna n chABLpKAHAE HA ONAKOBKATA

200 ml GyTHKa OT TBMHO CTBKIIO, ¢ Kanauka C HO/IHETUIEHOB YITBTHHTEN. B onlakoskara ¢
BITIOMEHA CHPHHTIOBKA 32 Iepopankio gosupase ot 1 mlumm 10 ml, ¢ apanrop, koiro Tpabra fna ce
OCTABH B TBPIOTO HA GyTHIKATA Opely yioTpeta.

He BcHHKH BHAOBE OIIAKOBKH MOrar Ja OnjaT IMyCHATH Ha [a3apa.

6.6. Cheumajinu HPEINAZHE MepKu UPH A3XBLPIAHE H paboTa

Hsma crnenmMansHy H3HCKBAHMS 38 H3XBEPIAHE.

7. IIPUTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

ViiV Healthcare BV

Van Asch van Wijckstraat 55H

3811 LP Amersfoort

Hunepnanana

8. HOMEP HA PAZPEINIEHHETO 3A YIIOTPEBA

Ne 20020587

9, JIATA HA ITHPBO PA3SPELIABAHE/TIOJTHOBSBAHE HA PASPELHIEHHUETO 3A
VIIOTPEBA

Jata na mepBo paspemasane: 17 madi 1994 .
Jlata Ha mocyenHo noAHoBABaHe: 06 nexemBpu 2007 r.
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10. JATA HA AKTYAJHM3UPAHE HA TEKCTA

30/06/2022
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