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PerpoBup 100 mg kancyms, TBpaH
Retrovir 100 mg capsules, hard

2. KAYECTBEH M KOJTHYECTBEH CBCTAB "~ 10

Bcika kancyna Perposup ¢saepxa 100 mg 3unoByauH (zidovudine).
3a IBHUA CIIMCHK HA TIOMOIIHKHTE BEINECTRA BHIKTE TOUKA 6.1,

3. JIEKAPCTBEHA ©®OPMA

Kancyna, TBbpAa.

Tebpan KEeNATHHOBYH KancCyiH, ¢ MaToBo Osino MokpuTHE, MaMnioBaHAn ¢ - SY JU”.

4. KJIMHAYHHU JAHHM

4.1. TepameBTHYHH NOKAIAHHA

Iepopananre fopmu Ha PeTporHp B koMOuHALIHA ¢ APYTH AHTHPETPOBAPYCHH IIPOJAYKTH €A MOKa3aHH
3a JICYCHHE Ha MHQEKIMA, NPHIHHEHA OT YOBEIIKHA HMyHOAepHIHTCH Bupyc (HIV) upH neua n

BB3PACTHH.

Perporup ce usnonssa npu HIV-no3utueaH GpeMenHn xenH (cnex 14-1a recTALMOHHA CEIMHIIA) 34
npenoTBparsiBane npenasanero Ha HIV or maiikata Ha mioaa o 3a IrepBH4Ha npodwunakTuxka Ha HIV

HH(QEKIHA IIPH HOBOPOZICHH.

4.2. Jlo3upoBKka H HAYHH HA NPHIOKECHHE

Perpoeup Tpa6Ba za ce mpeanucBa OT JNeKapH ¢ OnHT B jiedeHHeTo Ha HIV nAadexuus.
Perposup ce npennara u ol ¢gopMarta Ha nepopajieH pa3TBop.

Hozuposxa npu ev3pacmuy u I0ROWU ¢ MeaecrHo mezio Hau-manxo 30 kg:

O0uyaifiaTa npenopbauTenta no3a Ha PerpoBup B koMOHHAIMSA C APpYTH aHTHPETPOBHPYCHH
npoaykTH € 250 mg mmu 300 mg aBa meTH IHEBHO.

Lozupoexa npu deya:

Heya ¢ menecno mezano nao 21 kg u noo 30 kg:
Ilpenopranrennara no3a Petposup € aBe kancyiu ot 100 mg asa IbTH AHEBHO B KOMOHHAIIHIL C

APYTH AaHTHPETPOBHPYCHHU IIPOAYKTH.




Heya ¢ meaecrno mezno nau-manixo 8 kg unoo 14 kg:
ITpenoppunTenHaTa no3a 3uJ0BYAHH € €1Ha Kancyhaa or 100 mg asa mbTH THEBHO.

HanwaHHTE NaHAH HE Ca JOCTaThYHH, 33 Ja C€ HAMPARAT CHCH(pHYHM IPENOPHKH 32 JOZHPAHS NPH

neua ¢ renecHo rerno non 4 kg (Buwkre no-xony npefasane Ha BEPyca OT MaHKaTa Ha i0Aa ¥ TOUKa
3.2).

Tenecno Cyrpan Beuep JAnesna
Terjao 103a

(kg) (mg)
8—-13 eaHa kancyna or 100 mg emqHa Karicyna ot 100 mg 200

14 - 21 eqHa Kancyna ot 100 mg iBe kancyaH oT 100 mg 300

22 - 30 nse xancyiu ot 100 mg Ase Karncynu ot 100 mg 400

3a mosHpaHe mpH Aclia ¢ TeJIECHO Termo mox 8 kg i 3a Jena ¢ TemecHo Terio Hag 8 kg, Ho KOHTO He
MOTAT Ja NONTBIIAT KANCYJIH, ce MpHiaara nepopaieH pasrsop (Bwkre KXII Ha Perposup 10 mg/ml
epopajicH pa3TBOp).

Ho3uposka 3a npeoomepamsasane npeodeanemo Ha SUPyca om Mauxamd Ha niooa:
IIpenopraurennara q03a PerpoBup npu OpeMenny, ciexn 14 recranuonia ceamuua € 500 mg/24h
(100 mg 5 mpTH AHEBHO) NIEPOPATIHO, 0 3AMOYBaHE HA paxkaaHETo. [1o BpeMe Ha H3TOHBAHETO H
paxIaHeTO TpAOBa Ja ce npwioXH unTpaBeno3Ho Perposup 2 mg/kg TenecHo Tero 3a 1 gac,

TOCEABAHO OT NPOALJDKHTENHA HHTPaBEHO3HA HHY3H4 oT ! mg/kg/h 1o knamMmHMpaHe Ha DBIIHATA
BPEB.

Ha nopopoaenuTe ce mpuiara Petpoeup nepopaneH pa3rsop B go3a 0,2 mlkg (2 mg/kg) renecno
TETJIO, Ha BCEKH 6 9aca, KaTo c€ 3am04Ba B paMKuTe Ha 12 yaca cien paXkXaHETO H CC MPOTBIDKaBa 10
6-CeAMHIHA BB3PacT.

IIpn myuncisiBane Ha J03WTE 32 HOBOPOACHH, TPAGBA MHOTO 14 ce BHHMAaBA, NOPaAH MAJKHTE
00eMH 0T DEPOPAIHHA PASTBOP, KOHTO €2 HeoOX0AHMH 32 TAX. 32 yICCHABAHE HA TOYHOCTTA NPH
A03upaHe, TpAOBa Aa Ce H3MON3BAa CIPHHLIOBKA ¢ NOAXOAAM pasmep ¢ genenus or 0,1 ml, 3a na ce

OCHTYPH TOIHO NepOpalHO A03HpaHe Irpy HoBopoaeHuTe (BrokTe KXII na Perpopnp 10 mg/ml
HepopascH pa3TBoOp).

[Ipy HERB3MOKHOCT 34 IIEPOPAIHO NIPHIOKEHHE, MOXE 4 C€ Ha3HAYH HHTpaBeHO3HO PeTpoBHp B 1032
1,5 mg/kg undyanonHo 3a 30 MuHYTH, Ha BCEKH 6 1aca.

B cnydaii Ha IIaHUPAHO NE3aPORO CeUCHHE, MPHIATAHETO Ha HH(Y3HaTa Tpa6Ba A3 3ano4yHe 4 9aca
npend onepauuATa. B ciydaii Ha mexuBa ponosa JciHOCT, MpHIaraneTo Ha HHPy3HATa TpsOBa 1a
OBae crpgHO K A2 ¢ Bb300HOBH NEPOpaTHOTO NpHIOKEeHHE Ha PeTpoBHp.

Hpomenu 6 003uposrama npu NAYUEHMU C XeMAMONOSULKRY HEeXCEAaHU DeaKyuy.

[Tpy nanueHTH, IpH KOUTO HABOTO Ha XxeMornoOuHa win Opos Ha HEYTPOPHINTE CNIamHe 10
KIHHAYHO 3HAYUMH CTOMHOCTH, TpAOBa Ja ce o0CHAH 3aMIHa Ha 3MAOBYAMH. TpsOBa ma ce H3KMo4ar
JPYTH MOTCHUHAIHY MPHIMHHY 32 8HEMUS HIH HeyTpOIleHH. 11pH unca Ha anTepHAaTHBHO JICYCHHE

TpsA0Ba ga ce 06ChIH HaAMAMIABAHE HA Z103ATa HIIH CIIHPAHE Ha JeYeHHETO ¢ PeTpoBHp (BXK. TOUKH 4.3 H
4.4).




Lozuposxa npu nayuenmuy 8 Cmapyecka 8u3pacm:

He ca nmporexxnanu u3cicasaHua Ha PapMaKOKHHETUKATA HAa 3HAOBYIHH NPH MAlHEHTH Ha B3pacT
Haj 65 roauHEN ¥ HIMA HATHYHY criemupHYHA JaRHK. Bee 118K, Thi KaT0 B Ta3H BL3PacToBa Ipymna ce
Mpenopb4Ba CHCIHATHO BHUMaHKE MOPaJH BE3pacToBO 00yCIOBCHOTO HaMalsBaHEe Ha OpOpednara
GyHKIMA ¥ IPOMEHN HA XEMATOIOTHIHKHTE NAPAaMETPH, CC NPENnophuBsa HaOMOACHHUE Ha MALMCHTHTE
IPCAH H II0 BpeME HA JICUCHHETO ¢ PeTpoBHP.

Zlozupoexa npu 6vbpevno yepescoare:

[Ipenopruurennara 103a OpH MALMEHTH ¢ TEXKO 660peyno yBpexIaHe (KPEATHHHHOB KIMPBHC

< 10 ml/min) u npu nanueHTH ¢ OHOPEIHO YBPCHKAAHE B KpacH CTaAHi Ha ITOAABPIKAIIA XEMOIHAINA3a
WJIH NeprToHeannaa Juamn3a € 100 mg Ha Bceku 6 g0 8 gaca (300-400 mg nHeBHO). KITHHHIHHST
OTTOBOP H IIPOMECHHTE B XCMATOJIOTHIHHUTE MOKA3aTEMH MOKE Ja HAJIOXKAT MOCaeABania mpoMsIHa Ha
ao3ata (Bk. TOIKa 5.2).

Llozuposxa npu ueproOpobro yspeacoane:

HJaHHUTC npA TAanMEHTH C [PO3a MOACKA3BAaT, Y€ MOXKE Jja HAaCTHIIA KYMYJIHpaHe Ha 3HAOBYJHH IIpH
NAHEHTH ¢ 9EPHOAPOOHO YBPEXKAaHE NOpadHd HaAMaJIEHOTO IVIIOKYPOHHpaHe. Moxxe ia ce HaloKH
HaMaJISBaHE Ha J03aTa, HO MOPAJIH IroJIsIMaTa BApHAOWIHOCT Ha €KCIIO3HLIHMTE Ha 3HAOBYAHH IIPH

- TMIAUAEHTH ¢ YMEPEHO 0 TCHKKO YepHOAPOOHO 3ab0/iBaHe, HE MOTAT A C€ HallpaBAT TOYHH
npenopsKA. [Ipy HEBB3MOXHOCT 3a MpocieasIBaHe HAa IUIA3MCHHTE HHBA Ha 3UAOBY/IHH, C€
NPENOpBYBa HAa0MOJEeHHUE HA TAIIMEHTA 33 NPOABU HA HEIMIOHOCHMOCT, KATO PA3BHTHE Ha
XEMaTOJIOTHYHH HEXKCNaHH peakLuH (aHEMHS, JICBKOIIEHNA, HEYTPOIICHHS ) H HAaMa/IBaHe Ha A03aTa
H/HAH YBEIHYABAHE HA HHTEPBaAJa MCKIY nNpHeMHATE (BK. TO9Ka 4.4).

4.3. IlporHnBOnmOKA3AHHAA

Ilpunoxennero Ha PeTpoBHp € NPOTHBONIOKA3aHO OPH MALHEHTH ChC CBPBXYYBCTBHTEIIHOCT KBM
3HAOBYIHH HIH KbM HIKOE 0T IOMOIIHUTE BENICCTBA, H30pocHH B Touka 6.1.

PerpoBup ne Tpabra Aa ce npuiara IpH NailHEHTH ¢ HeoOHIaiHO HMCEK Opoil HeyTpodund (ox
0,75 x 10°/1) wiu npa HeoOHYaHO HECKO HABO Ha XeMornoouHa (o 7,5 g/dl wam 4,65 mmol/l).

PeTpOBHp € IIPOTHUBOIIOKA3aH NPH HOBOPOACHH ¢ XUIICpOHMHpyOHHEMHUS, H3HCKBALIA JICUCHHE,
pa3nudHO 0T (POTOTEpANH, HIIH ¢ HHBAa Ha TPAHCAMHHA3aTa, YBEJIHYCHH MMOBeYe OT NET IIBTH HaX
TOpHAaTa rpaHHLa Ha HOpMarTa.

4.4. Cpenuanau NpeAynpeAIeHNA H NPeANAZHA MEPKH NPH YHOTpeda

PerpoBHp He Boau a0 uinekyBane Ha HIV unpexkmuara wm CIIAH. [lanueHTHTE, IPHEMATIH
PeTpoBHp 1 pyra aHTHPETPOBHPYCHA TSPANHSL MOTAT J3 NPOXEIKAT Ia Pa3BUBAT ONOPTIOHHCTHIHA
MHGpEKIHH H ApYTH YeaokHeHHT Ha HIV undexnuara.

EnnospeMenHara ynotpeba Ha pupaMIUIHH WIH CTaBYJHH ChC 3SHIOBYIHH TpsAOBa Na ce u3bsarea
(BX. To4dka 4.5).

AeMaMOROZUURY HEJCENAHU PEAKYUN.
[Ipn nammentH, nexyBanu ¢ PeTpoBHp Morar Aa ce o9akBar aHeMHd (OOMKHOBEHO ¢€ HabIIoaBa ciex
6 ceAMMIIM OT JICIEHHETO, HO NOHAKOTA H MMO-paHo), HeyTpoeHna (00UKHOBEHO ce Habmoasa cnen
4 ceMHIM OT ACYECHHETO, HO NIOHAKOTa H ITO-PaHO) M JIEBKOICHHA {OOHKHOBCHO BCACACTBHE HA
HEYTPOIICHUATA). Te ce Habmogapar mo-1ecto npH BHCOKH 71031 (1 200-1 500 mg nHeBHO) M DK
NalreHTH ¢ OEACH KOCTHO-MOIBYCH Pe3epB MPeaH JCUCHNETO, OCOOCHO TIpY HANPE/HJAL ..“ 9 7
3abonaBane (BxK.TO9Ka 4.8). '




XeMaTOJIOTHIHUTE ApaMETPH TpaOBa 1a ce MpocaeAIBaT BHUMAaTeaHO, [IpH naumeHTHTE C
HanpeaHano cuMoroMaTnaHo HIV 3abomaBane 0OHKHOBEHO C€ PETIOPHUIBa KPEBHUTE H3CIIEABEHHA
na 6bJaT U3BLPIIBAHE HAl-MaJIKO HA BCEKH JBE CEAMHIIM [IPE3 ITbPBHTE TPH MECEHa OT JICYCHHETO H
HaU-MaJIKO BSHBX MECCUYHO clIe/ ToBa. B 3aBUCHMOCT 0T 00IIOTO CHCTOAHHE HA NALHEHTA,
H3CJICABAHHATA Ha KPbBHATA KAPTHHA MOTAT Aa C€ U3BHPILBAT NO-P4IK0, HalpUMEp Ha BCEKH

1-3 Meceta.

[Ipu cnanane Ha xeMorjao6uHa Mexay 7,5 g/dl (4,65 mmol/l) u 9 g/dl (5,59 mmol/l) wiu ako OposAT Ha
HeyTpodHmuTe cnagae Mexay 0,75x10°/1 u 1,0x10°/1, nHeBHATA 1032 MOXE Ja C€ HAMAJH, JOKATO
HsIMa JaHHH 33 Bb3CTAHOBABAHE (PYHKIIHUTE Ha KOCTHHA MO3BK. BBE3CTaAHOBSIBAHETO C€ YICCHABA U
gpe3 KPaTKO CIHMPAHE Ha JICYeHHeTo 3a 2 10 4 cenqMHIE. Br3cTaHoBaBaHe QYHKIUMKTE Ha KOCTHHA
MO3BbK OOMKHOBEHO HACTHIIBA B pAMKHTE Ha 2 CCIMHIIH, Cli¢] KOSTO MOXKE J1a CE 3an09He OTHOBO
Tepanus ¢ Perposup npu Hamanenu no3u. [Ipn nanuenTH ¢ TeXKa aHeMusi, KOPHTHPAHETO Ha 103aTa
HE BUHAI'H M3KTIOYBA HEOOXOMHMOCTTA OT TpaHCPY3HH (Bik. TOuUKa 4.3).

Jlaxmamna ayuoosa: [Ipu npunoxeHne Ha 3MAOBYAHH ca ChOOMIABaHH CIY93H Ha JAKTaTHA aI[UA03a,
O0OMKHOBEHO KOMOMHHpPaHA C XEMaTOMETANIHA H 9¢pHOApoOHa cTeaTo3a. PaHHHTE CHMITTOME
(CHMITOMaTHYHA XHITEP/IAKTATEMMS ) BKMIOYBAT JOOPOKAYCCTBEHH CHMIITOMH OT CTPAaHA HA
XpaHOCMMIIATEIIHATA CHCTEMA (TaZcHe, IOBPhRIaHE ¥ KopeMBa 0oJKa), HeCIeLHPHIHO
HEPa3NMONOXKEHHE, 3ary0a Ha aleTHT, 3ary0a Ha TEerIo, peCIMPaTOPHH CHMITTOMY (YJECTCHO H/HITH
ABI0OKO JHIIaHE ) HIH HEBPOJOrHYHH CHMITOMH (BKJIIOUHTEHO JBHraTe/IHa cnabocT).

JlakraTHaTa anMA03a € CBbP3aHa ¢ BHCOKA CMBPTHOCT H MOXKE /14 ObJie MPHAPY)KEHaA OT MAHKPCATHT,
JepHOAPOOHA HEAOCTATHIHOCT WK OROPEIHA HEAOCTATHYHOCT.

JlakTaTHaTa apUa03a ODMKHOBEHO ce HabIgapa cieJ HAKOIKO Mecella JICUCHHE.

JIedeHHETO ChC 3HAOBYARH TPAGBa [a CE IIPEKpaTH IIPH YCTAHOBABAHE HA CHMITTOMaTHIHA
XMAMEPIAKTaTeMHs H MeTaBOITHTHA/TAKTATHA AIK 033, NPOrpecHpania XernaToMerainis, HiH 65p30
IOKa4YBaHe Ha HUBATA HA aMHHOTpaHC(pepasuTe.

3uoBYIHH TpAOBa a ce NpHiara ¢ OBHINIEHO BHUMAHKE [IPH BCHYKH ITALIAEHTH (0CO0EHO NPH XKEeHA
ChC 3aTIBCTABAHE) C XCATOMETANMA, XENATHT IWIM APYTH H3BECTHH PHCKOBH (PaKTOPH 34 PA3BHTHE HA
yepHOApOOHO 3a00ngBane ¥ YEpHOAPOOHA cTeaTo3a (BKIIOYUTEIHO HAKOH JICKAPCTBCHH NIPONYKTH H
ankoxon). [TanuenTure, kouadexTHpanu ¢ Xxenatut C ¥ nekyBanu ¢ anda naTepPpepon u pubaBHPHH,
MOrarT Ja NpeICTaBIMBAT IPYNA ChC CHCHU(PHICH PUCK.

IaiueHTHTE C IOBHIIEH PHCK € HEOOXOAHMO Ja ¢€ MpOCIeAIBAT BHHMATEIHO.,

Mumoxonopuanna oucyuxyua caed excnozuyua in utero: HyKneosuaHUTE H HyKICOTHIHHTE
aHAJIO3H MOraT Ja [MOBIHAAT MHTOXOHAPHATHATA (PYHKI(US B pa3sNM4YHA CTEIEH, KOSTO € MMO-H3Pa3eHo
IIPA CTaBYAMH, TUIAHO3HH H 3HAOBYAHH, ViMa cho0mennsd 3a METOXOHAPHATHA AHCPYHKLHS IpH
HIV orpuOaTeNHA KEpMadeTa, KOUTO iR dfero W/WIH CIIS] paKIaHeTo ca OMIIM H3NMOKCHH Ha
HYKJICO3HJIHH AHAJIO3H; B IIOBCYETO CAYYaHU T€ Ca C€ OTHACAIIM 3 JICYCHHE ChC CXEMH, ChABPKAIIH
3nA0ByIHH. OCHOBHUTE HEXKEIIAHH PEAKITHH, 32 KOUTO CE ChoOIIaBa, ¢ca XEMaTOJOrHIHH HapyIICHHA
(aneMus1, HeYTPOTIEHMSA ) 1 MeTabOMHTHH HapyTIeHus (XHIepIaKTaTeMus, XHIICPIHIIA3eMHA). Te3H
chOHTHA YecTo ca O nmpexoand. Uma peaxn ¢ro0meHHs 32 HEBPOJIOTHYHH HAPYIICHHSA C KBCHA
NposABa (XMIICPTOHHA, KOHBYJICHH, IPOMCHH B moBeAcHUCTO). IIoHacToAmEM HE € H3IBECTHO JallH
oA00HH HEBPOJIOTUYIHH HAPYIICHHS ¢a MPCXOIHH HIH MOCTOAHHM. Te3H OTKpHTHA TpA0Ba Ia ce HMat
TIpCABHJ NPH BCAKO [ETE, KOETO in uiero € OWII0 H3TI0XKEHO Ha HYKNCO3ZHAHA H HYKJICOTH/IHILAHAI03H
H IIPH KOETO ca HAJHIE TEKKH KIHHWYHH HAXOKH ¢ HEH3BEeCTHA €THOJIOrns, ocode // J‘W- ¥
HaxOAKH. Te3H OTKPHTHA HE IPOMCEHAT aKTYAITHHTE 32 MOMEHTA HAHOHAJIHH TIpe /r b\

NpHJIaraHe Ha aHTHPCTPOBHPYCHA TEPANHSA IIPH OPEMEHHH XKEHH ¢ IEN IPCATIasBAACOY BLY
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npeaaBane Ha HIV.

Junoampocgus: JledeHrero CBC 3UAOBYANH ¢ CBEP3BA ChC 3aryda Ha 10K0XHA MaCTHA ThKaH, KOSTO
CE CBBP3Ba ¢ MUTOXOHJIPHANHA TOKCHYHOCT. YecTOTaTa 1 TEKECTTa Ha JIMIoaTpo(HATa Ca CBbP3aHH C
KyMyJIaTHBHATa €Kcno3uimsd. Taszu 3aryba Ha MacTHA ThbKaH, KOSTO € HaH-BHAWMA IO JIMIETO,
KpaHHUIHTE U XpA601HTE, MOXKE Aa HE € 00paTHMa [IPH NpeMHHABaHE KbM TEpalHd 0€3 3UIOBYAUH.
[TanmenTure TpAdBa a ce OLEHARAT PEAOBHO 33 NPH3HAIIM Ha MHI0ATPOdHA 1O BPEME Ha TEPAITHA CbC
3UNOBYIUH U NPOAYKTH, ChAbpxanm 3uaoByaul (Combivir H Trizivir). IIpu ceMHEHHE 32 pASBHTHE
HA nunoarpodus TpAOBa ja ce Ha3HaUM ANTCPHATHBHO JICUCHUE.

Tezno u memaboaumuu napamvempu: 110 Bpeme Ha aHTHPETPOBHPYCHA TEPANMA MOXKE [a HaCTHIH
yBEIIHYaBaHe Ha TErI0TO H HA HHBATa Ha JIMMMOKUTE M IIIOK03aTa B KpeBTa. TakHBa MPpOMEHH A0
H3BECTHA CTEIICH MOTAT Ja ObaaT CBBbp3aHH C KOHTPOMAA Ha 3a00/1BaHETO H HATHHA HA KHBOT.
OTHOCHO JIMITMANTE, B HAKOH CIy9al HMa JOKA3aTENICTBA 33 €(PEKT Ha JIEICHHETO, JOKaTO OTHOCHO
YBEIH4IABAHETO HA TETIOTO, HAMA TBBPIH NOKa3aTEACTBa, KOHTO Ja CBhP3BAT TOBA C HAKAKBO
KOHKPETHO JIEYCHHE. 3a IPOC/ICAABAHE HA MHITHAMTE H IIIIOKO34aTa B KPBBTA CC MPABH CIIPABKa C
YCTAaHOBCHHTE HACOKH 3a jicdeHHe Ha HIV, JInnunuure HapymeHus Tpa0Ba Ja ce JICKyBarT Mo
KIHHNIHO MOAXOIALL HATHH.

Ueproopobro 3abonsgane: KIApbHCHT HA 3MA0BYIHH NPH AHEHTH C 1€KO 9epHOAPOOHO
yBpexaane 6e3 mupo3za [Child-Pugh cxop 5-6] e nogoben na nabmomapanus pH 31paBH JIHIA, 3aTOBa
He c¢ Hajlara mpoMAHA Ha A03ata. Ilpu nallMeHTH ¢ YMEpEeHo JI0 TEXKKO YCpHOAPOOHO YBPEKIAHE
(Child-Pugh ckop 7-15] ue Morar na ce Hanpasar clieHH(HYHE NPETIOPbKH 3a JOSHPAHE ITOpaJH
rojaMaTa BapraOUITHOCT Ha €KCIO3HIMHUTE HAa 3UA0BYAHH. 3aToBa ynorpedara Ha 3HI0BYAHH IIPH
Ta3H rpyna NalHCHTH HE ce IPEIophYBa.

[TammcHTH ¢ XpoHUYeH XenaTHT B win C v nekyBaHM ¢ KOMOHHHpaHa aHTHPETPOBHPYCHA Tepamnus, Ca
C TMOBHIIICH PHCK 33 TEXKH 1 NOTEHIHATHO (aTanHH HEXKENAHH PEaKiHH OT CTpaHa Ha YepHuUd Jpod. B
CIIy4aH, 9¢ ce mpHiIara fHOBPEMEHHO NMPOTHROBAPYCHO JedeHHe Ha XenaTuT B u C, Mo uMaKTe
NIpEABH/l CHINO CHOTBETHATA NMPOAYKTOBA HHPOpMALHA 32 ICKAPCTBEHHUTE IIPOAYKTH, KOHUTO €€
H3MOJ3BAT. | '

[TaumeHTH ¢ Beue CHIIECTBYBAIO YePHOAPOOHO HAPYIIEHHE, BKIIOYATEIHO XPOHHYCH aKTHBEH
X€MaTHT, HMAT [IOBHUIICHA Y¢CTOTa Ha MATONIONHYHH MPOMEHH B YepHOApoOHaTa GyHKIHA 0 BpEME Ha
KOMOHHHpPaHa aHTHPETPOBHPYCHA TepanA H TpaOBa A2 ObAAT mpocleAIBaHH CIIOpe/ CTaHAaPTHATA
IPaKTHKA. AKO HMa JIaHHH 3a BJIONIABAHE Ha YepHOAPOOHOTO 3a00/1s1BaHe NPH TAKHBA ITAIHCHTH,
TpabBa Na ce 0OMHCIIM NpEKbCBaHE WITH MPEYCTAHOBABAHE HA JICYEHHETO (BX. TOUKA 4.2).

Cunopom na umyrna peaxmusayusn: [Ipu HIV-undexrHpany NanHeHTH ¢ TEKKa HMYHHA
HEJOCTaTHYHOCT IO BPEMETO Ha 3amo9BaHe Ha KOMOHHHpaHa aHTHpeTpoBHpYcHa Tepamua (KAPT),
MOKE [1a Bh3HHKHE BB3[IANHTEIHA PeaKlia KbM aCHMIOTOMHH HIH OCTATHYHH OIOPTIOHHCTHIHH
[IaTOr¢HH, KOATO A NPHYHHH CCPHO3HY KJIHHHYHH CHCTOSHHAA HJIH BJIOIIABAHE HA CHMIITOMHTE.
OOHKHOBEHO TE€3H PEAKI[HH C€ HaOMI01aBaT B TLPBHTE HAKOMKO CEIMHIIH HIIH MECEa OT 3an0IBAHE
Ha KAPT. Takupa npuMepH ca HHTOMETaJIOBUPYCEH PCTHHHT, TCHCPAIH3UPAaHU W/HIH OrHHIHH
MuKkoOakTepuany HHQEKITNY B THEBMOHNS, TpHINHEHA 0T Pneumocystis jirovecii. Bewaxn
CHMIITOMH Ha BH3MAJICHHE TPAOBa 71a CE OIICHAT M JIa C€ 3all09HE JICUEHHE, KoraTo € HeobxonuMo. B
YCIOBHATA Ha UMYHHO PCaKTHBHPAHE ¢¢ ChO0MIaBa ChINO 3a Pa3BUTHE HA aBTOMMYHHH HapyIICHHA
(kato Donect Ha (Graves u aBTOHMYHEH X€MaTHT), 00ade cHo0MaBaHOTO BpEME 0 HAYAIOTO HM
BapUpa H T€ MOKE Ja HACTHIIIT MHOIO MECCIIH CJICK 3aN09YBAHE HA JICUCHHETO.

[TanuenTuTe TpadBa na 6bpHAT OpeAyIIpEKAaBaHA OTHOCHO €THOBPEMEHHATa YIIOTPE
NEeKapcTBaTa, KOMTO NoN3BaT 0e3 nekapCko mpeamucanie (Bx. Todka 4.5).



Vnompeba npu nayuenmu ¢ cmapuecka 8v3pacm u npu nayuenmy ¢ 6v6peynu win yeproOpobuu
YEpeNCOanus. BUKTE TO4YKa 4.2.

Ocmeonexposa: BBIpeKH 4e €THOIIOTUATA C€ MpHEMa 3a MHOTO(AKTOpHA ( BKIIIOIBAIE NMPHAOKCHHC
Ha KOPTHKOCTEPOHH, KOHCYMaLlUA HA AMKOXOJ, TEKKa HMYHOCYNPECHA, NO-BHCOK HHAEKC Ha TCICCHA
Maca), ca CbOOIaBaHH CIYIAaH HA OCTCOHEKPO3a, 0COOEHO IIpH MaltueHTH ¢ Hanpeanano HIV
3a00/IBaHE H/HIIH ¢ MPOXBIDKHTEITHA SKCITO3HITHS HA KOMOHHMPAHA AHTUPCTPOBHPYCHA TP
{(KAPT). IlauueraTHTE TpsAOBa Aa OBAAT NOCHBETBAHH Ja TOTHPCAT KOHCYITAIHA C JIEKap, aKo Nomy4at
OOJIKH B CTABHTE, CKOBAHOCT HA CTABHTEC HIIH 3aTPYAHCHHE B IBHXCHHATA.

Hayuermu coc convmemeaiya unghexyus ¢ xenamum C eupyc: He ce npenoprypa eAHOBPEMCHHOTO
NPUIOKEHUE Ha, PHOABVPUH CHC 3MIOBYAHH NOPaAH MOBUIICH PHCK OT PA3BUTHC Ha aBEMHA (BXK.
TO9Ka 4.5).

Homowynu sewyecmea: Harpwii: To3H NeKapcTBEH IPOAYKT CHOLPXKA MO-MANKO OT 1 mmol HaTpui
(23 mg) Ha mo30Ba CAMHUIIA, T.€. MOXKE JIa CE KaXKe, Ue MPAaKTHYECKH HE ChAbpXKa HAaTPHH.

4.5. BiammogeHCTBHE C APYI'H JIEKAPCTBEHH NPOAYKTH | IpYrd (pOPMH HA B3IaHMOACHCTBHE

OrpaHu4cHH JaHHH NPERNONararT, 4e eAHOBPEMEHHATa ynioTpeda Ha 3UIOBYIHH ¢ pU(AMITHIIHH
HaMmanasa AUC (mnonira noa KpHBaTa Ha IUIA3MEHATa KOHUCHTPAHA) Ha 3HAOBYAHH ¢ 48% + 34%.
ToBa MOXe€ Ja [OBEAE A0 YaCTHYIHA MIH ITbjiHa 3aryba Ha edHKacHOCTTa Ha 3HIOBY/THH.
ExHoBpeMeHHaTa ynoTpeOa Ha prdaMITHIMH H 3HAOBYIHH Tpabsa aa ce H3baraa (Bx. Touka 4.4).

KoMOHHALHATA Ha 3HAOBYAMH ChC CTABY/AHH € AHTaTOHHCTHYHA in vitro. EqHospeMeHHaTa ynorpeba
Ha CTaBYJMH CbC 3HAOBYIHMH TpAOBa Ja ce H30sarBa (BK. To9Ka 4.4).

[Tpobenenun ysenuaasa AUC Ha supoByaud ¢b¢e 106 % (B muana3ona or 100 go 170 %).

[laupenTHTE, TPpHEMAIH BETE NCKAPCTBa, TPsOBaA Aa OhaaT HAOAKOJaBAHN BHUMATEIHO 32 NPOABH Ha
X€MaTOJIOTHIHA TOKCHIHOCT.

IIpH eXHOBPEMEHHO NPHIIOKEHHE C NAMHBYAMH ¢ HaOMIOaBaHO yMepeHO yBenydaBaHe Ha Cmax (28 %)
3a 3HAOBYIHH, TOKaTo obmara excrmo3anig (AUC) He ce npoMeHs ChIIECTBEHO, 3UAOBY/THH HE
NOBNMUARA PApPMaKOKMHCTHKATA Ha IAMUBY AWH.

[Ipu negenue ¢ PeTpoBUp, IPH HAKOH NALHEHTH ¢a YCTAHOBEHH HACKH M/IA3MEHH HUBA Ha QCHHTOMH,
JOKaTO IMpH equH O0omeH ca HaGmoAaBaH! BHCOKH HABA. Te3H HAOMIOACHAS NPEATIONIaraT, ¢
IUTA3MEHHTE HUBA HA (CHUTOMH TpAOBa 13 c¢ MPOoCyIeAsIBAT BHUMATEHO MPH NAUMECHTH, IPHEMAIIIH
COHOBPEMCHHO ABETE NEKAPCTBA.

Amosaxon: 3UTOBYHH HE [TOKA3BA NOBIHABAHE Ha (PapMAaKOKHHETHKATA HA aTOBaXoH. Bee mak,
QapMaKOKHHETHYHATE JAHHH MIOKA3BAT, 9¢ ATOBAXOH HAMAlABa CTCNCHTa Ha MeTabonH3bM Ha
3HJOBYZHH 10 HETOBHA IMIOKypoHupaH Metabonur (AUC Ha 3u00BYIMH B CTRIIMOHAPHO CHCTOAHHE €
IOBMINEHO ¢ 33%, a IIMKOBaTa ITa3MeHa KOHIECHTPAlHs Ha TIOKYPOHHpAHHs METa0O0IHT € HAMAJICHA
¢ 19%). Ilpu no3n Ha 3un0BYIMH ot 500 mm 600 mg/nHeBHO € MAJTKO BEPOATHO TPHCEAMHYICH
CBHITBTCTBALL KypC Ha JICUYCHHE C aTOBAXOH 32 NICUEHHE Ha 0CTpa MHEBMouucTHA MHeeMonud (PCP) na
JOBE/E IO NOBHUINEHA 9ECTOTA HA HEXENAHH NEKapCTBCHHU PEAKIMH NTOPaAH M0-BHCOKH ILIA3MCHH
KOHIICHTpAIlMH Ha 3HAOBY/AMH. IIpH nalHenTH Ha NPONBIDKUTENHA TEPAIHA C aTOBAXOH
npocacaaBaHeTo TpAOBa A3 € ¢ MOBHOICHO BHHMAHHE.

EnHoBpeMeHHATa yroTpeda Ha 3UOBYAMH C BANNPOCRA KUCEMHHA, PIyKOHa301 ,--e Ao BOKA3BEA
yBenmmgaBane Ha AUC, ¢bC chOTBETCTBANIO HAMAJSIBAHE HA TEXHHUS KITHPHHC, ,,_ oEi iy
CaMO OTpaHHYeHH (PakTH, KIIHHMYHATA 3HAYHMOCT Ha TC¢3H AaHHH € HESICHA, HO




A3NON3Ba CAHOBPEMEHHO ¢ BAMPOSBa KHCENMHHA, (PIYKOHA30/ WIH METAAOH, MallHCHTHTE TPA0Ba 13
OBAT BHUMATEMHO ITPOCIECIABAHU 33 MOTCHI[HAIHA TOKCHIHOCT HA 3WIOBYIHH.

CpobmiaBa ce 3a ex3anepOanua Ha aHeMHs, IHJDKaIIA ce Ha pubaBHpHH, KOTaTo 3HIOBYAHH € 9acT 0T
CXcMa, M3M0N3BaHa 3a neucHue Ha HIV, BBIIpekn 1€ TOMHHAT MEXaHHU3bM He € H3ACHEH,
EnnoBpeMeHHara ynoTpebda Ha puOaBUpHH U 3UI0BYAWH HE CE IPENOPHYBa NNOPAdH YBCITHUICH PHCK OT
aHeMuA (BK. TodKa 4.4). Ako TOBa Bede € YCTaHOBCHO, TpAOBA 1a c¢ 0OMHCIIH 3aMAHA Ha 3HJIOBYJIHH B
KOMOHHHpaHaTa aHTHPETPOBUPYCHa TepanHsi. Tosa € 0cODeHO BaAKHO IPH NANHCHTH ¢ aHAMHE3a 3a
AHCMHA, MHAYLIHPAHA OT 3HAOBYAHH.

EasOBpeMEHHOTO f€dcHHE, 0cOOEHO IPH HHTEH3HBHA TEPANHA, ¢ MOTEHIHATHO HEPPOTOKCHIHH HIH
MHEIOCYTIPECHBHH JIEKapCTBa (HAIp. M CHCTEMHO NPHIIOXKCHHE Ha NIEHTAMHIHH, JNaliCOH,
NUPAMETAMHH, KO-TPHMOKCa30J1, aM(pOTEPHITHH, (QIYIIMTO34H, TAHITHKJIOBHDP, HHTEPPEPOH,
BHHKPUCTHH, BHHOMACTHH H JOKCOPYOMIIMH) MOXE CHINO Ja YBENHYHA PHCKA OT HEXENaHH PEaKIHH
KbM 3HJ0BYAHH. AKO € HCOGX0MMO €IHOBPEMEHHO JICYCHHE C HAKOE OT TE3H JICKAPCTBa, TO TOTaBa
Tpabsa fa ce o0BpHE AONBAHKTEIHO BHHMAHKME MPH KOHTpONIHpaHeTo Ha On0penaTa pyHKIns 1
XEMAaTOJIOTHYHUTE NAPAMETPH H, aK0 € HE0OX0AMMO, JO3UPOBKATAa Ha CIHO HIIH Ha TMOBEYE OT
JIeKapcTBaTa TpadBa Ja Obac HaManeHa.

OrpandeHH AAHHH OT KIIHHHYIHY H3NHTBAHHA HE MOKa3BaT 3HAYMTEIIHO YBEIHYECH PHCK OT HEXKETIaHH
PEaKIHK KbM 3HAOBYIUH, OPHEMAH €IHOBPEMEHHO C KO-TPHMOKCA30, acpo30iHa ¢opMa Ha
[CHTAMHANH, THPUMETAMHH H AHKJIOBHP B NPOQHIAKTHIHHA JO3H.

KnapuTpoMHIIHH TabAeTKH HaMaIaBa pe30pOIHaTa Ha 3uI0BYAHH. TORa MOXKeE Jia c€ H30ETHE 9pe3
pasgensgHe MPHEMUTE HAa 3HAOBYIHMH U KJIAPATPOMHLIME HAal-MalIKo ¢ ABa Jaca.

4.6. PepTHIHTET, OPEMEHAOCT H KbPMEHE

bpemennocm

Karo 06mio npaBmilo, KOraro ce pemiaea J1a ¢¢ H3IMOJI3BAT aHTHPESTPOBUPYCHH CPEICTBA 32 JICICHHE Ha
HIV undexunsa npu OpeMeHHH XEHH H CHOTBETHO 332 HAMAJIABAHC Ha PHCKa OT BEPTHKAIHA
TpancMucHA Ha HIV Ha HOBOpOAEeHOTO, 11O BHUMAaHHME TPsIOBa Oa ¢& B3CMAT JAHHHTE IIPH KHBOTHH
(BK. TOUKa 3.3), KaKTO H KIMHHIHUAT ONUT OpH GpeMeHHH keHU. B 1034 ciaydai SUAOBYHMH,
NpHJIarad Opy OpEeMEHHH X¢HH C MOC/ICABAIIO JICYCHHE Ha HOBOPOACHHUTE KbPMAYETa, € ITOKA3aN
HAMAJIZBAHE Ha 9CCTOTATA Ha npegasane HA HIV or malikaTta Ha mioaa.

I'onsaM KonmH4vecTBO JaHHHK OT OpemenHn xeHH (mosede or 3 000 ciryuas Ha eKCHO3HIMA ITPE3 [THPBUA
TPAMECTHP M moBeye OT 3 000 cmydas Ha excno3unms npes BTOPHs M TPETHA TPHMECTBP) HE ITOKA3BAT
Man(opMaTHBHA TOKCHIHOCT. PeTpoBup MOXe Ia ce H3MO/I3Ba 110 BpeMe Ha OpeMEHHOCT IPH
KITHHUIHE HEO0XoAUMOCT, PUCKET OT ManopManuy IpH X0pa € MAJIKO BEPOATCH BE3 OCHOBS Ha
CIIOMCHATHA TOJIAM 00€M JaHHH.

3UZOBYIHH € CBBP3aH C OTKPHTHA 338 PEIPOAYKTHBHA TOKCHYHOCT B IIPOYIBaHHA NPH KHBOTHH (BX,
TOUKa 5.3). AKTHBHHTE ChbcTaBKH Ha PeTpoBup Morar aa Huxubupar kierp4nara JHK
pPEeIVIHKAaNAs H B ¢{HO IPOYYBAKNE IPH XHBOTHH € ITOKA3AHO, Y€ 3HOBY/HH €
TPAHCILIAIENTapeH KapuuHoreH. KnuHudHaTa 3HaYMMOCT Ha TE3H OTKPHTHS HE € H3BECTHA.
YCTaHOBSHO € IPEMHEHABARE NPE3 IIAleHTaTa Ha 3HAOBYHH IIPH XO0pa.

Muroxonapuanna JMCOYHKUHA: in Vitro H in vivo € YCTAHOBEHO, Y€ HYKICOSUAHUTE H HYKJICOTHIHHUTE
aHaNO3H MPHYHHABAT PA3JIHYHO N0 CTENCH YBPSKAaHE HA MHTOXOHAPHHTE. CHODIaBaHH Ca ClIy49an
HA MHTOXOHApUanHa ZHchyHkima npd HIV-orpanarenin xppMadeta, HIIOKEHA Ha 1

HYKJICO3HIHU AHAIO3MU in ulero WHITH OCTHATANHO (BXK. Touka 4.4).




Depmunumem

3HAOBYIHH HC HAMANABA (hEPTHIIMTETA MPH IUTEXOBE OT MBKKH HIH KCHCKH I10J1, IIPHEMAIIH
nepopanao go3u A0 450 mg/kg/nnesno. Hama manmu 3a edekt Ha PerpoBup BupXy QepTUNHTETA IPH
xeHure. IIpa MpxeTe nama 1anHu PeTpoBup 1a npomens 6pos, MopdonorusTa AIH HOABHKHOCTTA
Ha CIIEPMATO30UINTE.

Kvpmene

Cren IpHeM Ha €JHHHYHA 1033 0T 200 mg 3unoBy/IHH NpH ¢HH, nHpekTapans ¢ HIV, cpennara
KOHLICHTpALHs Ha 3HIOBYAMH B KbPMATa € NI000Ha Ha Ta3H B cepyMa. IlpemopruBa ce MadKH,
nHGexkTHpanu ¢ HIV, na e kepMAT, 3a 7a ce H30erHe npegaBaHe Ha HIV Ha kppMadeTo.

4.7. Ed¢eKTH BLPXY CHOCOGHOCTTA 32 miodHpane 1 padoTa ¢ MAIIAHA

He ca mpoBexaHn H3cneIBaHHA, POYIBAINH BIHAHHETO Ha PeTpoBHp BEpXY crlocOOHOCTTA 34
modgupane wim pabora ¢ MammHA. OT GapMakONOTHIHHTE JAHHU Ha JIEKapCTBOTO HE MOT'aT Jia C€
NpEABUIST BpeAHH €PEKTH BBPXY Te3u JeHHOCTH. BBIIpexn TORa, KMHHHYHMAT CTATYC Ha NAIHCHTA H
npodHIBT Ha HEKE/IAHHTE ICKAPCTBEHH peakinu Ha Perporup Ou TpadBasio na ce HMAT mpeABHUI,
Koraro ce ob¢cexzaT cCnocoOHOCTTa 3a mopHpane UK paboTa ¢ MAalIHHH.

4.8. Hexenann JeKApPCTBEHH peaKiiaH

IIpoduneT Ha HEeXENAHUTE PEAKIHHE € noAo0eH MpH BB3PACTHH H Jcia. Hail-CepHO3HHUTE HEXCIaHH
PEaKIHK BKJIKUBAT AaHEMUS (KOATO OH MOTJIa 1a H3HCKBA KpHBONPEIIHBAHE), HEYTPONCHHA H
JIEBKONECHHA. T¢ HaCTBIBAT NI0-9ECTO IIPH NT0-BHCOKH J03HpOoBKH (1 200 - 1 500 mg/aen) u npH
nanueHTH ¢ Hanpennano HIV 3abonseane (ocobeHo mpu 6e1€H KOCTHO-MO3BYEH pe3epB MPCAH
JIEICHAETO) M IO-CTICHHANHO MPH NauMerT! ¢ 6poit Ha CD4+ knetkute no-mMamek ot 100/mm’. Moxe
I3 C€ HANOXKH HAMaNABAHE Ha H03aTa HAH MpeKpariBaHe Ha A¢dcHAeTo (BXK. TouKka 4.4).

YecroTata Ha HEYTPONECHHS CE YBEIHIABa CHII0 MPH TE3H MALMEHTH, IIPH KOUTO OpoAT Ha
HEYTpo(WINTE M HHBATa Ha XeMOTHO0HMHAA M cepyMHHS BUTaMHH B); ca OMIIM HACKH B HA9aJIOTO Ha
nedeHueTo ¢ PerposHp.

Cnenaure CHOATHA Ca NOKNANBaHHU MPH HAIHEHTH, IEKYBaHH ¢ PeTpoBHD.

HesxenanuTe peakijnH, KOUTO C€ CYHTAT 3a IIOHE Bh3MOXHO CBBP3aHH ¢ JICYCHHETO, & H3OPOCHH IO-
JOITy IO CHCTEMO-OPTaHEH KJIAC ¥ a0ConIoTHA YecToTa. YecTOTHTE Ca ONpeaeNieHH KaTo: MHOTO ECTH
(=1/10), wectn (>1/100 mo <1/10), Hewectu (>1/1 000 xo <1/100), penxu (=1/10 060 xo <1/1 000) n
MHOTO peak (<1/10 000).

HapymieHHs HA KPHBTA H JJHM(QHATA CHCTEMA

Yecmu: aneMusi, HEYTPOIICHHA H JIEBKOIICHHA

Hevecmu: NaHIMTONICHHA ¢ KOCTHOMO3b9HA XHIIOIUIA3HA, TPOMOOIHTONEHHA
Peoxu: nzonupana alUlasHa Ha YCPBEHHATE KPBBHH KICTKU

Mnozo pedxu. annacTHYHA aHEMHA

Hapymesust aa MeTa00IH3MA H XpaHEHETO
Pedxu: nakraTHa aly103a NPH OTCHCTBHE HA XUNOKCEMHA, aHOPEKCHA

IIcHXAYHA HAPpYIICHHSA
Peoxu: 6e310KOUCTBO H Aenpecs




HapyiiieHAd HA HEPBHATA CHCTEMA

Mnozo yecmu: rnaBobonme

Yecmu: 3amaHBaHe

Pedxu: repuoBe, 3ary0a Ha OCTpPOTaTa Ha MHCIIEHETO, CHH/IMBOCT, MAPECTe3nHA, 0€3CHHHE

ChpaeyHHE HApYIICHHAA
Peoxu: KapauOMHONATHS

PecnApATOPHY, TPHLAHA H MEIHACTHHAJIHA HAPYIIICHHSA
Hevecmu, macnHes

Peoxu: xanumna

CroMaInHO-YpeBHH HAPYIIEHHS

Mruozo vecmu: rafieHe

Uecmu: NOBPBILAHE, JHAPHA H KOPEMHa O0JIKa

Hevecmu: pnatyneHIms

Peoxu: nankpeaTHT. IIMTMEHTAIIHH MO IMTABUIIATA HA yCTHATA KYXHHA, HAPYIICHHE Ha BKYCOBHTE
BBEINPHATHA U JUCIICTICHS.

XenaToOHIHAPHH HAPYILICHASA
Yecmu. mOBHIIEHH CTOHHOCTH Ha YepHOAPOOHHTE €H3HMH H OMIHPYOHH B KPBBTa
Peoxu: veproapOOHE HAPYIICHUS, KATO TEKKA XCIMATOMETaIUs CBC CTEATO3a

HapyiieBHs HA KOXKATA H NOJKOXKHATA ThKaH
Hevuecmu: obpuB H CrplOex
Peoxu: ypTHKapHi, MUTMEHTAIAA HA HOKTHTE H KOXKaTa U U3NOTABaHe

Hapyimienas Ha MYCKYJIHO-CKEJICTHATA CHCTEMA H CHheAHHATETHATA ThKAH
Yecmu: MUaITHA
Heuecmu: MAONIaTHA

Hapyuiendsa Ha Ob0penATe H THKOYHNTE NBTHINA
Peoxu: 4eCTO YpHHHPAHE

HapylieHHA HA BEINPOHIBOAUTEAHATA CHCTEMA B I'bpaarTa
Peoxu: THHEKOMACTHS

O0mu HAPpYIIIEHAA H ¢(PEKTH HA MACTOTO HA NIPAJI0XKEHHE
Hecmu: HEPa3NOIOKECHUES

Hewecmu: acTcHHs, OBHINICHAa TEMIICpATypa U reHepanu3upana 6olka
Pedxu: TppaHa 00JIKa H TPHIIONIONOOEH CHHIPOM, BTPHCAHE

Hamaanaure 1aHHN OT IWIAHE00-KOHTPOIHPAHH H OTBOPEHH NPOYYBAHHS [TOKA3BAT, 9€ 9CCTOTATa HA
NoABa Ha raficHe, KAKTO H Ha JIPYTUTE 9eCTO AOKIAABAHH HEXKEIIAHHW PCAKI[HH, 3HATUMTCIIHO HaMallaBa
CHEN ITBPBUTE CEAMHIM Ha IPHEM HA PeTpoBHp.

HexenaHH JIeKAPCTBEHH PEaKIAH NPH NPRIGKeHAe Ha PeTpOoBHDP ¢ Hea APeAOTBPATABAHE
npeaasaHeTo Ha HIV or MaiikaTa na mioaa:

B enHo nnane6o KOHTPONHPAHO H3MKMTBAHE, KIIHHHMYHHTE HEXKEIAHH ChOHTHA B J1a0OpaTORHUTE
OTKJIOHCHH: ca IOJOOHH B IPYIIHTE, NeKyBaHu ¢ PeTpoBup H mnanebo. Bee nak nMaFCHAG
JIEKaTa B YMEPEHA aHEMHA J1a C€ HaOoasa No-4ecTo NpelH PaXIaHETO MPH XK§ ‘u/ i,
3HAOBYIHH.



[To BpeMe Ha CHILOTO H3NMHTBAHE € YCTAHOBEHO, 7€ XeMOTTTOOHHOBHTE KOHICHTPAlHH ITPH
HOBOpPOZCHY, IeKyBaHH ¢ PeTpoBup, ca mo-HHCKH B CPaBHEHHE C IUIanebo, HO TOBA HE € Haarajo
XeMOTpaucy3us. AHCMHUATA OT3BydaBa 6 ce/IMHIH CIIE] CIHPAHE HA JICHCHHUETO © PerpoBup.
JipyrHTe KIMHAYHO NPOSBEHH HEKENIAHH PEaKIHi H OTKIOHEHH B TA00paTOPHHTE NOKA3aTE/H Ca
nozoOHHU B rpynHTe, JekysaHH ¢ Perporrp H miuanebo. KbCHH NOCISACTBHA OT TEPAIIHATA C PerpoBHp
in ufero 1 BBEPXY HOBOPOJCHOTO HE A YCTAHOBCHH.

[Tpu UPHIIOKEHUE HA 3HIOBYIHH ca CbOOMmaBaHH CIy9aH Ha MaKTaTHA allH03a, IOHAKOTa C darancH
u3xof. OGHKHOBEHO TE ca CBHP3AHN ¢ TEKKA XETATOMETanui ¥ JepHOAPoOHa CTeaTo3a (BXK.
TouKa 4.4).

JleueHHETO ChC 3HACBY/IMH C& CBBP3Ba Che 3aryfa Ha OAKKHA MAaCTHA THKaH, KOCTO € I10-BHINMO
[0 THLETO, KpaHHUALHATE B XbI6omare. [TamueHTHTe, NpAeMamu Perposup, Tps0Ba peoBHO Na OpHaT
NperieKJaHd 1 MUTaHH 3a DPU3HAIM Ha naunoatpodua. AKO €€ YCTAHOBH DasBHTHE Ha JTHIIOATPOGHA,
neuennero ¢ Perpopup He TpabBa na ce mpoabDKaBa (BX. TOUKa 4.4).

[lo BpeMe HA AHTHPETPOBUPYCHA TEPATIUA MOXKE /1a HACTBIIH YBEIMYaBaHE HA TEIVIOTO H Ha HMBATA Ha
JIMIMIATE ¥ TIIOK03aTa B KPbBTa (BK. TOUKa 4.4).

ITpy HIV-undexTHpatn NaHeHTH ¢ TEKBK KMyHEH AS)HIMT IPH 3aN04BaHC Ha xoMOuHHpana
aaTuperposupycHa Tepamus (KAPT), Moxe j1a ce MOsBA Bb3NAIHTENHA PCaKIHA KM
ACHMIITOMATHIHH HIIH OCTaThYHH ONOPTIOHHCTHIHH HAQeknHH, Cro0IMapa CC CBINO 32 Pa3BUTHC HA
aBTOMMYHHH 3abongBanus (KaTo DonecT Ha (Graves K aBTOMMYHCH xenatHt). Cr00MIaBaHOTO BpEME HA
mosaBa 06aqe € MHOTO PasIH{HO H TE3H ChbOHTHS MOKE Ja C€ MOABAT MHOT'O MECCIH CIIE/ 3aM10TUBaHC
Ha NeyeHneTo (BX. T04Ka 4.4).

CrobImaBani ca cnydal Ha OCTEOHEKPO3a, 0COOESHO PH MAHEHTH ¢ 00MONPHETH PHCKOBH dhaKTOpH,
ranpeanano HIV 3a6oaBaHe WM MPOIBILKHTENHA EKCIIO3NIHA HA KOMOHHUPAaHA AHTHPETPOBHPYCHA
repamus (KAPT). YecToTara HM He € H3BECTHA (BXK. TO9KA 4.4).

Crollasane Ha NOAOIWPaHY HEXCIIAHY PEAKIHU
Cpo0laBaHeTo Ha MOAO3HPAHH HEXCIIAHH PEAKIHH CJICH paspelIaBaHe 3a ynoTpeba Ha IeKapCTBCHHA

IIPOAYKT ¢ BaKHO. TOBa MO3BOIBA [1a IPOIb/DKH HAOMIOACHHCTO Ha CHOTHOLICHNETO IIOJI3a/PHCK 34
nexapcTBeHAd npoayKT. OT MEAHITHHCKHTE CIICHHAIHCTH C6 H3HCKBA Ja cr0o0OmaBar BCAKa
NOAO3HPaHa HEXENaHa PEaKIHA Ha:

H3mpJIHATEMHA arcHIHs 110 JICKapcTBaTa

yiI. ,.,Jamsau I'pyes™ Ne 8

1303 Codus

Ten.: +359 2 890 34 17

yeOcaiiT: www.bda.bg

49. IIpepoznpane

Cumnmomu u npusnayu.

IIpu oCTpo NpeNo3HpaHe Ha 3UAOBYAHH HE Ca YCTAHOBEHH CTICLH(pUTHH CHMITTOMH HITH IIPA3HALA,
OCBEH H30POCHHUTE KaTO HEXCJIAHH PEAKITHH.

Jevenue:
[launeHTHTE 2 Ce HaOMoaaBaT 3a MPOsSBH Ha TOKCHYHOCT (B3K. TouKa 4.8), KaTO MOXKE Jia CC HasHaH
HOAXOAAI0A NOAThPXKAILA TEPAmus.

XeMOAHAIH34Ta H IEPHTOHCANHATA JHAIH3A HMAT OI'PaHHYCHO 3HAYICHHE 38 CJIH
3HAOBYIMH, HO YIIECHABAT €IMMHHMPAHETO HA IIIOKYPOHHPaHHs METabONHT.
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[To-HATaTHIIHOTO JIcHeHHe TPsOBa Aa € CIoPeA KIHHHIHHTE MOKA3AHHA WIH CIIOPE]l MPEIOPBKHUTE Ha
HanpnosanHus TOKCHKONOTHYEH LEHTHP, aKO TaKbB ¢ HAJIHICH.

5. ®APMAKOJIOTHYHU CBONCTBA
5.1. dPapMaxoIHHaAMHYHH CBOHCTBA

dapMaKoTepaeBTHYHA IPyna: HyKieosuacH ananor, ATC kox: JOSA FOl

Mexanuzom na oeticmsue
31UA0BYIHMH ¢ AHTHBHPYCHO CPEICTBO, KOETO € BHCOKOAKTHBHO B YCJIOBHSA i1 Vifro CIIpAMO
PETPOBHPYCH, BKIIOIHTENHO JOBCIIKHS MMyHOACHHIMTEH BHPYC (HIV).

3unosysus ce pochopunupa B 3Apasy ¥ HHPCKTHPAHA KICTKA A0 monodocdar (MP) or knersanara
TuMHIHEKHEA3a. [Tocneasamo docdoprnupane Ha suaosyxus-MP 1o mugocdar (DP) 1 Tpudochat
(TP) ce xaramu3Hpa CHOTBETHO OT KACThYHATC THMUIHIATKHHA3a H HecIelH(pUIHA KHHa3H,

308y auE-TP € eHOBpeMEeHHO HHXHOKTOP H cy6CTPaT Ha BUPYCHATA 00paTHa TPaHCKPHITA3a.
TTo-HaTaTbmHoTO opMHupane Ha mpo-BupycHa JJHK Bepura e 61okupano 0T BKIKOMBAHETO HA
3unoByAMH-MP BLB BEpHTaTa C NOCHEABAMO MPEKhCBAHe HA BEPHTaTa. KOHKYPEHTHOTO HEXHOHpaHE
Ha BUpYyCHaTa OOpaTHa TPaHCKPHIITa3a OT 3AA0OBYAHH-1P ¢ OKoJI0 100 rpTH MO-BHCOKO, OTKOJIKOTO 33
wierhunata JHK o-nonMepasa.

Knunwuna eupyconozus

Bpp3kara Mexay 9yBCTBATENHOCTTa Ha HIV KbM 3HI0BYHH B YCITOBHA in vitro 1 KTHHUIHHA
OTrOBOP KM JICICHHETO BCE OIS € OOCKT HA NPOy9IBAHHA. TecToBeTE 3a TyBCTBUTEIHOCT B yCIOBHHA
in vitro He ca CTAHJAPTHINPAHH, KATO PE3YATATHTC MOTaT Aa BapHpaT, B 3aBHCAMOCT OT
METONOIOTHUHHUTE (PaKTOPH.

OT MAIMERTH Ha NPOAL/DKHTENHA Tepanus ¢ PeTpoBHp ca H30JHPaHH MaMOBE C IMTOHHKCHA
qYBCTBHTEIHOCT KbM SHIOBYIHH i vifro. JlaHHHMTE MOKA3BaT, 9€ YECTOTaTa H CTCICHTA HA 3ary0a Ha
qyBCTBUIEIHOCT M Vilro, Ca MHOTO [I0-HHCKH IIPH NeYECHHE B HAYAIHHTE CTaIHH Ha 3a60NBaHETO.

[To:132Ta OT MOHOTEPATIMA CBC 3MIOBY/IMH ¢ OTPaHNYaABa OT OTCHAOBAHETO HA TYBCTBUTCIHOCTTA B
Pa3sBMUTHETO HA 3HJOBYIHH-PE3HCTCHTHH mAMOBE. 11pH KTHHHIHH POy IBaHHA, KpaHHHTE Pe3yITaTH
II0Ka3BaT, 9¢ 3HAOBYAHH, 0c00eHO B KOMORHAIMA C NAMHBY/IHH, a CBII0 H ¢ TUAAHO3HH HIIH
sayHTa0HH, BOIM 10 3HAYMTEIHO HAMAIIBAHE HAa PHCKA OT MPOTPECcHpaHe Ha 3a00J1BaHETO H
cMBPTHOCT. YorpeGara Ha mporeaseH HHXHOHTOp B KOMOHHAIHA CBC SHAOBY/IHH H JTAMHBY/THH,
Pa3KpUBA JOTHIHUTEIHA NOM34A 34 3aXbPKAHE IPOTPECHPAHETO HA 3200NABAHETO ¥ YBENHIABAHC
PEXKHBIEMOCTTE, B CPaBHEHHE ¢ ynoTpebara Ha JABOHHATA KOMOHHAIIHA.

AHTHpPETPOBHPYCHATA eUKACHOCT in vitro Ha KOMOHHALIHUTE OT AaHTHPCTPOBHUPYCHH arcHTH
MpoAb/KaBa a ce H3cHeaBsa. KiMMHHIHM M in vifro IpOy<BaHUA HA 3UNOBYJIHH B KOMOHHAIHA C
JIAMHMBY/JHH II0Ka3BaT, Y€ 3MA0BYAHH-PEIHCTCHTHUTS [AMOBE Ha BHPYCa CTaBaT 3HIOBY/IHH-
qyCTBHTENHH, KOTATO €HOBPEMEHHO PA3BUAT PE3UCTEHTHOCT KbM JIAMHBYAHH. KIMHWIHH
NOKA3aTENCTRA COUaT, ue KoMOUHAIMATA TAMUBYAHH CBC 3UOBYIMH 3a0aBd PAIBUTHETO HA
PE3UCTEHTHH I[AMOBE Ha BHPYCa KbM 3HIOBYIHH MPH NAIHECHTH, HEJICKYBAHH A0 MOMEHTA C
aHTHPETPOBHPYCHA TEPAIHA.

He ca HabmoaapaHH aHTarOHUCTHIHH e(GEKTH in Vitro ChC 3HAOBYAMH H APYTH MPpOyIBaHH
AHTHDPETPOBHPYCHH CPEICTB2 (abaKaBUp, AMAAHO3HH, NTAMHBY/IMH U anda HaTEpEPOH).




oXapaKTepusHpaHa U 06chAcHa Ype3 CTHIATIOBUAHO HATPYTIBAHE HA N0 WIECT criefH(PpHIHHA MYTalHH
na HIV ofpaTHaTa TpAHCKpHIITa3a npH KofouH 41, 67, 70, 210, 215 u 219. Bupycure npUAOOHBAT
(hEHOTHITHA PE3HCTEHTHOCT KbM THMHIHHOBHTE aHANIO3H Ype3 KOMOHHHpaHe Ha MyTallHH NIPH KOJIOHH
41 u 215 M 9pe3 HATPYIBAHETO HA IOHE 4 OT LICCTTE MyTalHH. Te3d MyTallHH 0T THMHIHHOBH
AHANO3M CAMOCTOATETHO HE NMPUYHHABAT BHCOKA XPBHCTOCaHA PE3UCTEHTHOCT KbM HUKON OT APYTHTC

HYKIEO3H/IH, MI03BOJIABAMKH NOCTIE/BalIA YOTpeDa Ha BCCKH OT JPYTHTE onoGpenH HHXHOHTOpHU Ha
oOpaTHATa TPAHCKPHIITA34.

JIBa MOZIENIA HA MYTAIHH, IPEAAIBHKBAIIN MYITHICKAPCTBEHA PEIHCTEHTHOCT — ITBPBHAT,
xapakTepasnpas ¢ MyTanuH B HIV obparHaTa TpaHCKpPHIITa3a NpH KOAOHH 62,75,77,116 n 151, a
BTOPHAT — BKIIoUBant T69S-MyTauus moc 6-Ta OCHOBHA JBOHKA, BMBKHATA Ha CHILOTO MACTO,
OBEXIAT A0 PEHOTHITHA PEIUCTEHTHOCT KBM 3HOBY/IMH, KAaKTO H KbM JPYIHTC PETHCTPHpali
HYK/ICO3HIHH HHXHOHTOPH Ha oOpaTHaTa TPaHCKpHNTa3a. BeekH OT T63W ABA MOJIENA Ha MyTalliH,

JOBSKIAMM 10 MYJITHHYKJIICO3HAHA PE3UCTCHTHOCT, orpaHH4dBa CHIIHO 349171005 §X= TCpancBTHHHHA
BL3IMOXKHOCTH.

B kmaaruHO nanuTBaie US ACTGO76 Perposup noKa3Ba e(pEKTHBHOCT B HAMAABAHE CTCIICHTA HA
npegaBaneto Ha HIV-1 ot Maiikara Ha wiona (23% creneH Ha HHEKTHpAHE 3a wianebo capsmo 8 %
33 SHAOBYIMH), KoraTo ce npwiara (100 mg 5 mp1H HeBr0) Ha HIV-T03UTHBHH OpemMeHnm KenH (0T
14-34 recTaIMOHHA celMANLA) ¥ HA TeXHHTE HOBOpoaeHH Aeua (2 mg/kg Ha 6 daca) 1o 6-ccaAMHYHA
BB3pacT. B mo-kpaTkoTpaiito H3mHTEaHe 1998 Thailand CDC, e ycTaHOBEHO 9€, ynoTpebara caMo Ha
nepopamsa Tepamis ¢ Perpoerp (300 mg 2 meTH AHEBHO) OT 36 recTanMoHHa CeIMHIIA 10 paxaaHeTo,
CHIIO HAMATISRA CTENERTA Ha npeararero va HIV ot maiikara wa nuona (19% crened Ha
uadexTHpane 3a mane6o cupamo 9% 3a 3unoByqHH). 1€3H JaHHH H PE3y/ITATHTE OT MyONMKyBaHO
H3ATBAHE, CPaBHABAINO CXEMHTE Ha M3MON3BAHE HA 3HAOBYIMH 32 NPCIOTBPATABAHE MIPCIaBaHETO Ha
HIV oT MaiikaTa Ha IUIOZA, TIOKA3BAT, Y€ KPAaTKOTO JIedeHne Ra MalikaTa (0T 36 recTanmonHa
CCIMHIIA) € 0-MaJIKO €(PEKTHBHO B CPABHEHHE ¢ MO-TIPOJIBLKHTE/IHOTO JICICHHC (ot 14-34
recTallHOHHA CEJMHLA) 33 HaMaNgBaHEe Ha MEpHHATAIHATO NpeAapane Ha HIV.

8.2. @OapMaKOXUHCTHYHH CROACTBA

Bon3pacTHn:

Abcopbyus

3u0BY/IMH ce pe3opbupa Jo6pe B yepBara ¢ 6uonanwaHocT 60-70 % mpH BCHIKH H3CJICIABAHA I03H.
[Ipu H3NHTRaHE 33 GHOCKBHBAJICHTHOCT CPEHNTE PABHOBECHH CTOHHOCTH (u CV%) na C[ss)max,
Clss]min u AUC[ss] npu 16 naimenTy, nonyvasaiity 3unosyaun rabnetky 300 mg Asa mbTA JHCBHO,
ca 6mu crorBeTHO 8,57 (54%) pmol/l (2,29 pg/ml); 0,08 (96%) pmol/1 (0,02 pg/ml) u

8,39 (40%) h-umol/1 (2,24 h-pg/ml).

Pasnpeodenenue
CpeaHusT TEPMHHANICH IDTa3MEH NIONYXHBOT Ci€J HHTPABCHO3HO MPHJIOKCHHE HA Perposup € 1,1 h,
cpemuuaT kmupbHC 27,1 ml/min/kg u 06eM Ha pasnpeaencHue 1,6 Vkg.

[Tpu BB3pacTHH CPEAHOTO CHOTHOMECHHE MEKIY KOHICHTPALHHTE HA 3HI0BYHH B TMKEOP H ia3Ma 2
no 4 daca cien npueMa e npubnnsurendo 0,5, JlagaATe cOYaT, 9¢ SHAOBY/IHH IIPEMHHABA npe3
ILNANEHTATa, OTKPHBA CE B aMHAOTHYHATA TEIHOCT M (eTanHaTa KpbB. HamAe Ha 3UIOBY/IHH €
YCTAHOBEHO U B CIIEPMATA H KEPMATA.

CBBLP3BAaHETO C IIA3MEHKTE NPOTCHHHA € CPABHHUTEIIHO HUCKO (34 - 38 %) H JIeKapCTBECHH




Buompancgopmayua

3HI0BYAHMH CE€ SNHMHHHPA IIABHO 9pe3 CBbP3BaHe B UePHHSA Ap06 10 HCAKTHBEH METa00IUT
(rmoxypoHH.). [TTaBHUAT META0OIHT HA IWAOBYAMH B [NIA3MATA U YpHHATA € 5 -TmoKyporul. ToH
npeacrapiaaea okoao 50-80 % ot npHeraTa 1033 M C€ EKCKPETHpa ¢ YpHHAaTa. 3 -aMHHO-3 -

aeokcuTHMHAUH (AMT) ¢ apyr Merabonur Ha 3SHNOBYAHH M CE€ OTKPHBA CJIEA HHTPABCHO3HO
MPUIIOKCHUE.

Enumunupane
PrOpeaHHST KIMPHHC Ha 3HACBYIUH HANBHIIABA TO3H Ha KPCATHHIHA, KOETO ¢ Oener 3a 3HAYUTEIHA
TyOyJIHa CEKpeHA.

Heauarpuana NOMYyIANMN:

Abcopbyun

IIpu nena Ha BL3PACT Hax 5-6 Mecena hapMakOKHHETHIHHST NPOodHI Ha 3UAOBYIMH € NI0JI00CH Ha
TO3H NPH Bb3PAcTHH. 3HAOBYIHH Ce pe3opOHpa nodpe B uepBaTa H IpHY BCHYKH H3CJICIBAHH JIO3H HMa
buonammaHOCT 60-74 %, cpendo 65 %. Hurarta na C[ss]max ca 4,45 umol/l (1,19 pg/ml), npu no3a
120 mg/m? Perposup pazreop u 7,7 pmol/ (2,06 pg/mi), mpu 180 mg/m?. Jlosu ot 180 mg/m’,
NPHIOKEHH 4 ITbTH JHEBHO NPH J€Na, I0KAa3BaT Mo00Ha cucTeMHa excrno3uius (24 h AUC

40,0 h-pumol/l wim 10,7 h-pg/ml) karo go3u or 200 mg, npunoxeHu 6 MbTH NHEBHO IIPA BH3paCTHH

(40,70 h-pmol/l wau 10,90 h-ug/ml).

Paznpeoenenue

[Tpn MHTPABEHO3HO NPHIGKEHHE CPEIHHUAT TEPMHUHANEH TDIAa3MEH MOMYKHBOT H OOIHAT KITMPBHC ca
cboTBeTHO 1,5 "aca u 30,9 mi/min/kg.

[Ipu nena cpeaAHOTO ChOTHOMICHHE MEKAY KOHUCHTPALMKUTE HA 3HAOBY/THH B JIHKEOD H IJ1asMa ¢
0,52 - 0,85, ompeaeneHo Mo BpeMe Ha nepopaida Tepamus 0,5 - 4 gaca cnen npuemMa, H 0,87,
OnpecNEHO MO BpEME Ha MHTpaBeHO3Ha Tepaltus 1-5 gaca ciel enHodacosa HHOY3HA. Ilo BpeMe Ha
NPOABIDKATEHA HHTPaBEHO3HA HE(Y3HS CHOTHOMIEHHETO Ha CPEXHATE paBHOBECHH (Steady-state)
KOHLCHTPALHH B JIMKBOp/IU1a3Ma ¢ 0,24,

Buompancgopmayun
['naBen meTabonut € 5 -rimokypoHHI. (el HHTPaBEHO3HO NPHIOKEHHE B YPHHATA CC OTKPHBAT
HenpoMmeHeRH 29% oT npueTara no3a, a 45% ce exckperupat noj ¢opMara Ha TMOKYPOHUA.

Enumunupane

BPLOpeUHHAT KIHPHHC Ha 3MAOBY/HH 3HAYMTEIHO HAABMIIARA TO3H Ha KPCaTHHHHA, KOETO € Oener 3a
3HAYUTENIHA TYOY/IHA CEKPELHS.

Hanuuuute gaHad 3a GapMaKOKHHETHKATA HA 3HIOBYAHH IPH HOBOPOACHH W 0ebeTa HoKa3sat
HAMAJIEHO TIIOKYPOHUpaHE, KOSTO BOIH 10 MOBHIICHA SHOHANTUYHOCT, 3a0aBEH KIIMPHHC M YIABJDKCH

MOAYXUBOT Iipu 6eGera mox 14-nHeBua Bu3pact. Cnel Ta3u Bh3pacT GapMaKOKHHETHKATA € HON0OHA
Ha TA3H OPH BHIPACTHHU.

bpeMenHoCT:
[IporemeHu ca mpOYIBAHKMS BEPXY PapMakOKHHETHKATA Ha 3MIOBYIMH nipn 8 OpeMeBHM MO BPEME Ha
TPETHA TPEMECTEHP Ha OpeMeHHOCTTa. He ce qoka3sa KyMyaHMpaHe HA JIEKapCTBOTO ¢ HAMIPSABAHE Ha
6pemennocTTa. QapMaKOKHHETHKATA € nofoOHa Ha Ta3u npH HeGpeMeHHH BB3pacTHU. ThH KaTo
3JUNOBYAMH peMMHaBa IaCHBHO XEMATOINANCHTapHAaTa Dapuepa, IIasMEHUTE KOHLCHTPAllMH Ha
3AOOBYIHH B IUTOAA IIPH pAKIAHETO €A OMIM NMPAaKTHYECKH €HAKBH C TE3H B IUIA3MATa Ha-Marats
[PH paXXIaHETO. P,gt\'\u”ﬂ o
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Crapuecka Bp3pact:

Hsma cneimdHYHE JaHHH 0THOCHO (JapMAKOKMHETHKATA HA 3HAORYIMH NPW NAUMCHTH B CTAPUCCKA
BB3pacT.

brOpeuno yBpexaane:

Ilpu manueHTH ¢ TEXKO OBOpEeYHO YEpEXKAAHE KIHPBHCHT HA 3HAOBYIHUH CJIET IIEPOPATHO
npuioxenne ¢ 6un npubnusarento 50 % oT moKNaBaHWA IPH 3APAaBH THNA ¢ HOpManHa OB0peTHa
byrkima. XeMoquAI#3aTa H NEPUTOHEATHATA JHANH3A HAMAT 0CO0CH eeKT BEpXY CITHMHHHPAHETO
Ha JWAOBYIHH, HO YCKOPABAT CNMMMHHPAHETO HA ITIOKYpOHHpaHus MeTabonuT (BX. T04UKa 4.2).

YepaoapoOno yepexnane:
HanuuTe 3a papMaKOKHHETHKATAa HA 3HIORY/THH IIPH MAMEHTH C 9EPHOAPOOHO YRPSKIAHS Ca
OrpaHH4CHH (BX. TOYKA 4.2).

5.3. IlpeaxkaaEAYHHA JAHHH 3a Ge3onacHoCT

Mymaeennocm

ITpu npoBeacHus Ames TeCT He CE¢ YCTAHOBABa MyTarcHHOCT. 3HAOBYIHH NpOsBABA CadH MyTarcHHH
CBOMCTBA B M3CHCABaHHA B MHIILA JIMM(POMHA KICTHYHA JIHHHA H IIPH H3CACABAHE in vifro 3a KNeTHYHA
tpauchopmanug. Knacrorenan edexrn ca Hab/moaaBaHH MpH YOBSIUKH JIAMQPOLHTH in Vilro H B
MHKPOHYKJICYC H3C/I€IBAHAA IPH MHOTOKPATHA NIEpOpalTHa 034 MPH IUThXOBE H MHIIKH in Vivo.
[{iTOTEHETHYHOTO M3CAEABANE i Vivo IIPH IUTEX0BE HE IOKA3B4A XPOMO30MHYU NpoMeHU. [IpoBeaeHO €
u3cneABane Ha TMMQPomuTH OT neprudepHa kpbB Ha 11 6oaan ot CIIMH. YceraHosdBa ce NOBHIICHA
geCTOTA HA XPOMO3OMHY alepauun npu nekysanu ¢ PeTpoBup, B cpaBHeHHE ¢ HENCKyBaHH. I1HI0THO
M3MHTBAHE ¢ NT0Ka3aNo, 9¢ 3HI0BYAHH ce BKAYBa B AnpeHaTa JJHK Ha 1eBKOLMTATE IPH Bb3PacTHH,
BKJIIOYHTENHO NIpH DpeMeHHH XeHH, IIpHEeMAalllH 3UN0BYIHH 3a leueHue Ha HIV-1 HHpeKiHa Wi 3a
NpeNOTBPATABAHE NPEAaBaHCTO HA BHPYCA OT MalKaTa Ha JIETETO. 3HAOBY/IHH C€ BKIHOYBA ChIIO TAKA
B JIHK Ha neBKOIMTHTE OT KPLBTA HA ITHIIHATA BPBB IIpH 0cbeTa, poaeHH 0T JIEKYBAHH CBC 3HAOBYIHH
Maiiky. TpancrNalieHTapHO M3NUMTBAHE 32 TEHOTOKCHIHOCT, OPOBEICHO ITPU MAMYHH, CBIIOCTABA
SHAOBYIHH, PHJIATaH KATO MOHOTEpANud, ¢ KOMOMHAINATA OT 3UIOBYAHH H JAMHBYIHH IIPH
CKCIO3HIHA, CKBHBAJICHTHA HA Ta3H [IpH Xoparta. Pesynrarnre 0T H3MHTBAHETO [IOKA3BAT, ue
3apOJHINHTE, HINOKEHH Ha KOMOUHANMATA if1 utero, ¢a ¢ MO-BUCOKA CTENEH HA HHKOPHOPUPAHE Ha
HYKJICO3HAHHUTE aHaI03H B JJHK B MHOXECTBO OpraHi Ha MNo44a, KaKTo H ¢ N0-TOJSIMO CKbCABAHE Ha
TEINOMEPHTE B CPABHCHKE CHC 3aPOAMNINTE, CKCTIOHHPaHX Ha MOHOTEpann ChC 3HA0BYAHUH.
KHHHYHOTO 3HA9eHHE HA TE3H HAXONKH HE € U3ICHEHO.

Kanyepozennocm

[Ipu mpoy9IBaHHs ¢ MHIIKH H ILTBXOBE C MEPOPANHO NPHIOKEHHE C¢ YCTAHOBABAT KHCHO Pa3BHBALIH
Ce BarHHANHM euTeaHy TyMOpH. [locneasanio mpoyvuBate 3a KaHIICPOreHHOCT ¢ HHTPABArHHAJIHO
IMPHJIOXKECHHE € NOTBEPAIIO XHIIOTE3aTa, 9¢ BArHHATHATE €MHTENHH TYMOPH, €€ hIDKaAT Ha
NPOABIDKUTCIHATA TOKATHA CKCIIO3HIIHA HA BarMHAIHHS ¢MTE) HA BUCOKH KOHIICHTPAUUH HA
HeMceTaboMM3upaH 3UAOBYAHH, OTACNEH ¢ ypuHaTa. He ca HabmogapaHu Apyri JeKapCcTBCHOCBBP3aHH
TYMOPH NPH ABATa I10J1a2 Ha ABaTa OMOJOTHYHH BHAA.

[Ipoeenenn ca 2 TpaHCIIALCHTAPHH NPOYYBAHHS MO OTHOLICHAE HAa KaHIEPOrcHe3arTa [Py MHIIKH.
1Tpu enuo ot Tax Ha US National Cancer Institute, 3u10ByIHH € IPHIOKEH B MAKCHMAIHO
NOHOCHMATa J03a Ha OpeMcHHM MHIIIKH Mexxay 12 u 18 recramdoned AeH. IIpH noKoJeHHETO,
MOANOKEHO HA Hal-BHCOKaTa 1o3a oT 420 mg/kg TenecHa Maca, 1 rOIHHA el POKAAHETO CE

YyCTAHOBABA HapacTRaHe Opos Ha TyMopuTe Ha Genute ApodoBe, YepHHs Apod H KEHCKATa NOJIOBA
CHUCTEMA.

IIpn BTOpOTO NpOYyYBaHE € PWIATraH 3UAOBYAHH Ha MULIKH B 1034 J10 40 mg/kg B
24 Mecena Kato ce 3anoyHe oT 10 recrammoneH JeH. CBbp3aHHATE C JICHEHHETO He
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OrpaHUYaBAT A0 KHCHO Pa3BHBANIH CC BATHHANHK COIMTENHY TYMOPH, KOHTO Ce HADNIOJABAT ¢
noao0Ha 9eCTOTa M BPEME Ha HACTBIIBAHE, KAKTO H NPU CTAHAAPTHOTO H3CICABaHE 3a
KAHIEPOreHHOCT NpH NEpopalieH mMprHeM. Taka, ToBa BTOPO IPOoy4BaHe A0Ka3Ba, 9¢ 3HIOBYIHH HC
JEeHCTBA KaTo TPaHCIUIALIEHTAPEH KaHLIEPOT€HEH QAKTOP.

3aKIIO9CHHETO €, 9€ PEIYNTATHTE OT IEPBOTO NPOYUBAHE MPEACTABAT XUIOTCTHUHHA PHUCK 33
TpaHCIUIAIICHTapHA KaHIEPOI'€HHOCT, JOKATO HAMAIABAHECTO HA PHCKA OT YTEpOIUIALlCHTAPHA
nHpexims ¢ HIV na senndexTupano nere ypes NprIoKeHHUE Ha 3MAOBYHH 110 BpEME HA OpEeMEHHOCT
e zo0pe A0Ka3aHo.

Penpooykmugrna moxciunocm

IIpoyuBanus npu OpeMEHHH ILTHXOBE M 3aifliy, ONYYaBAIH MIEPOPATHO 31I0BYIUH B H03H 10 450 H
500 mg/kg/nen, pecnekTHBHO, IO BpEME Ha TIABHHA IIEPHOI Ha OpraHorcHe3ara, He MOKa3BaT JaHHH
33 TCPATOTEHROCT. Bee nak ¢ HabmoZaBaHo CTATHCTHICCKH 3HAYHMO YBE/IHIaBaHE Ha CIIYYaHTe HA
¢eTansa pe3opOua Mpu IWILX0BE, noydasand 150 1o 450 mg/kg/neH 1 npu 3adly, MOMyIABAITH

500 mg/ke/zew.

OrtnenHo npoydBaHe, JOKIAABAHO BIIOCACACTBHE, YCTAHOBABA, Y€ [IPH ILTEXOBE, MOMYIaBaIH 1034 OT
3 000 mg/ke/nen - no3a, Muoro GamlKa 1o MeAMaHATa Ha TIEpOpanHaTa eTanHa no3a (3 683 mg/kg),
ce HaOIIoaaBaT ABHH IIPHU3HALUM Ha TOKCHYHOCT IIPH MalKaTa ¥ YBCIIHYaBaHE Ha YeCTOTaTa Ha
ManopMaluu npy mwiona. Hama ganay 3a TepaTOr€HHOCT IO BpeME Ha ChIIOTO NPOYYBAHE, KOTaTo Ca
H3MOI3BAHH NO-HUCKH A03H (600 mg/kg/aeH win no-Majiko).

6. PAPMAINIEBTHYHH JAHHH
6.1, CnHCHK Ha NOMOIHATE BEIONEeCTBa

Aopo na xancyrama.
IlapeBH4HO HUIECTE
MHuKkpoKpHCTalTHA LIeNy103a
HaTpues rumecTeH riMkonar
Marne3nes creapar

Kancyma obsusxa;
E17] TiTaHOB DHOKCH]
AenarnH

Macmuno.

Capsugel code 10A1 Black wm Capsugel code 10A2 Black
(CBIOBpXKAT YepeH XKeneseH okcua E172)

6.2. HechbBMECTHMOCTH

He ca ycTaHOBEHH.

6.3. Cpox HA rogHOCT

5 TOOUHKA
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6.4. CoemHanu¥ yc10BHA HA ChXPAHCHHE

Jla ce cpXpansBa 1pH TeMneparypa nox 30°C.

Jla ce chxpanfaBa B OpHIHHANHATA OMIAKOBKA.

6.5. Bua B chABpKaHHE HA OMAKOBKATA

Onakoska ¢ omucrepu ot PVC/anyMuanueBo gonuo, ceappxkama 100 kancynm.
6.6. CroenuajHy DpeANa3HH MEPKH NPH H3XBLPJIAHE H pafoTa

HaMma cnenuaiay H3HCKBaHHUA 3a H3XBHPJIIHE.

7. MNPUTEXATEJI HA PAJPEIIEHHUETO 3A YIIOTPEBA
Vi1V Healthcare BV

Van Asch van Wijckstraat 55H
3811 LP Amersfoort

Hunepnangus

8. HOMEP HA PASPEIIIEHHUETO 3A YITOTPEBA

Ne 20020588

9, JATA HA [THPBO PAIPENIABAHE/TIOAHOBSIBAHE HA PASPEIIEHHMUETO 3A
YIIOTPEBA

JlaTa Ha repBO paspemapane: 28 anpun 1988 r.
Jlata g2 nocaeauo noguonasane: (6 nekemspu 2007 r.

10. JOATA HA AKTYAJIMIUPAHE HA TEKCTA

11/2023
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