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Roferon-A 4.5 MIU/1 ml
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Roferon-A 4.5 MIU/Iml ce npeanara BbB (IakOHM KaTO rOTOB Pa3TBOP 33 HHXKEKTHpaHE.
BC;GKH thrakon chabpxa 4.5 MIU (MUTHOHa MEXIAYHAPOAHH €AMHWLM) UHTEPHEPOH anda-
2a B 1 ml (4.5 MIU/1 ml).

*Crpabpra obeM ¢ 10% no-ronam ot oTOens3aHus BbPXY CTHKETa,

3.

JJEKAPCTBEHA ®OPMA

@nakonH, ChABPKALIN PA3TBOP 32 HEXKEKTHPAHE.

4.

4.1.

KJINMHAYHHA JAHHA

JleueOHN noKazaBgHsA

Roferon-A e mrokasaH 3a JieyeHHe Ha:

D

2)

3)

4)

3)

6)

Kocmatoriersuna JeBKEMUA.

Tlauwentd che CITAH ¢ nporpecupaty, acuMnroMarHues capkom Ha Kanoun, KouTo ca
¢ 6poit Ha CD4 kieTkute Haj 250/mm’. Manko Bepostno e nauuenty cse CIIHH u
6poii Ha CD4 xieTkute noj 250/mm’ uiH ¢ aHaMHe3a 38 OMOPTIOHHCTHYHH MH(EKLMH,
WIH KOHCTHTYLHOHANHM CHUMOTOMH Ja OTTOBOPAT Ha JISUCHHE C Roferon-A u nmopanu
TOBa TAKOBA JICUEHHe He CeZBa A Ce NpOoBerkaa npy Tax.(emx 4.2. JlosHpoBKa 1 HAYKHH
Ha YIPHIIOKEHHE).

Xponuuna (a3a Ha XPOHHYHA MHEJIOrEHHA NeBKeMHS, TTONMKHTENHA 34 Ounanenguiicka
xpomMosoma. Roferon-A He npe/CcTaBNsBa ANTEPHATHBHO JICUEHHE 32 HALHCHTH C XML,
xouto uMmar HLA-BAeHTHYeH pOAHHHA M NPH KOHWTO e Iianupa WiH ¢ BE3MOXHA B
6baelle ATOreHHa KOCTHO-MO3BYHA TpaHCUIaHTauuA. Bee owe He € H3BECTHO JJOKOMKO
Roferon-A MOXe ja ce npueMe 3a JI¢UEHHE C TEPANEBTHYEH NOTCHUHAT IpH TasH
HHIHKALUA.

Koxen T-knersyen mumdom. HHTEpgepoH anga-2a (Roferon-A) moxe na OBlie aKTHBEH
TIPH MALHEHTH, KOWTO ¢a ¢ NPOorpecupaiilo 3a00/118aHe W KOHTO Ca pedpakrephu Ha' WK
HEMOAXOHALLH 32 KOHBEHUHOHANHO NeveHHe.

BrapacTHH HAMHEHTH C XHCTOJOTHYHO ROKA3aH XPOHHMEH Xernartht B, kouTC HMAaT
MAapKep¥ 3a BUPYCHA PETUIHKALMA, T. €. Ca ONOKHTEIHH 32 HBV-ITHK unu HBeAg.

Bb3pacTHH NALMEHTH C XHCTOJIOTHYHO [JOKa3aH XPOHHYEH XCNatTHT C, KouTO ca
HosokuTe Hd 32 HCV aprturena uny HCV PHK u uMmar NoBHINEHH CTOHHOCTH Ha
anaupH amuHoTpancgepaza (ALT) Ges uepnonpobHa NEKOMIIEHCALHS.

EdexruBHOCTTa Ha HHTEpepoH alta-2a MPH JieHeHHE HA XEITATHT C ce yBenuuapa NpH
komGumnpane ¢ ribavirin. Roferon-A Tps0Ba ma ce npiara CamOCTOATE/IHO OCHOBHO
(P HEMOHOCHMOCT HIIH MPOTHBOTIOKA3aHHA KbM ribavirin.
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7y DonukynapeH He-XOMKKHHOB THMPOM.
8) Hanpennan 6u0peuHo-KIETEYEH KAPLIMHOM.

9) TlaumentH cbe 3mokadecTBeH menanom II craaumii no AJCC (nebenuua Ha Tymopa MO
Bpecnoy Hap 1.5 mm, Ge3 3acaraHe Ha MHM{QHH BB3AH M KOKHO PasnpOCTPaHEHHE),
kouTo ca 6e3 nposBH Ha 3a00NABAHETO CNEX onepauHs.

4.2. Nozupoeka H HAYHH Ha IpPUJIOKEeHHE

1. KOCMATOKJIETBIHA JEBKEMIA
Ha=zanua go3upoBKa:

Tpu Munuona IU KHEBHO, HHIKEKTUPAHH NOAKOKHO WIH MYCKYTHO B NIPOAbIXKEHHE Ha 16-24
ceIMHLY. AKO Ce MOABH HEMOHOCHMOCT TpaAGBa fa ce HaMany HEBHATa 03a A0 1.5 Munuona
[U, v cxemara Ha JiedeHHe J1a ce IIPOMEHH O TPH MbTH ceaAMHuyH0. Moxe aa ce Hahoxat u
JIBETE NIPOMEHH.

Iopabpsxana JO3HPUBKA:

Tpu munuoHa IU HHXEKTHPAHH MOAKOKHO WAM MYCKYNHO TPH NBTH CEAMHYHO. AKO ce
TIOSIBH  HENOHOCHMMOCT, fo3ata Tpabea fa Gbje HamaneHa A0 1.5 munvona IU Tpu neTH
CEAMUYHO.

HpoabKHTEIHOCT HA JICUEHNETO:

TlaumenTute TpaOBa Na 6baat NekyBaHH npHOMH3UTENHO 6 Mecela NpeaH JIeKapaT Ja B3eMe
peleHne Jlai JIeYeHUeTo 1a NPOABMKH MpY NAMEeHTH, KOMTO OTroBapsaT, Wau la Obne
TpeKpaTeHo MpY IIAUMEHTH, KOUTO He OTrosapaT. Ilaument ca OHAM JiekyBaHH [0 20
nocnefioBaTenHy Mecena. ONTHMANHATA NPOLBIDKMTENHOCT Ha neuenue ¢ Roferon-A npu
KOCMaTOKNAETHYHA AEBKEMHA BCE OLLE HE & TOYHO ONpeAeseHa.

3abesnerxKas

ITpu naupenTu ¢ TpomGouuToneHus (6poii Ha TpoMGouuTHTe MOX 50 X 10%/]), kakTo M pH
Mal{eHTH ¢ PHCK OT KbpBeHe, C& NPenopbyBa NOAKOKHO PHIOKEHHE.

Munumanuarta edekThpHa 1032 Ha Roferon-A npH kocMaTOK/IEThYHA JISBKeMHS BCE OILE HE €
YCT2HOBEHA.

2. CIIUH-CBBP3AH CAPKOM HA KAITONIHA

Roferon-A e nokasas npu fedeHue Ha naupenTa ¢se CIIHMH nporpecnpam. aCHMITTOMATHYCH
capkom na Kanouwm, kouto ca ¢ Gpoit Ha CD4 wieTkure Haj 250/mm’. Manko BeposTHO €
namyent cee CIIAH u 6poft Ha CD4 knerkure TOA 250/mm® wam ¢ aHamHesa 3a
ONOPTIOHUCTHYHHY KH(EKIHA, Wi KOHCTHTYLMOHANHH CHMNTOMM J1a OTFOBOPAT Ha JICUSHUS
¢ Roferon-A u nopaiy ToBa TakoBa jieYeHHe HE Clefipa Ja ce npopexcia. OnTumanHarta
cxXeMa Ha JleueHHe BCE Olle He & OnpeleneHa.

Roferon-A He ciedBa ja ce MpPHAAra eJHOBPeMEHHO ¢ MpoTeasnu unxuburopu. C
askmouenne Ha zidovudine nunceaT jnaWHM 3a Ge3BpeNHOCT OTHOCHO KOMOGHHauMsATA
Roferon-A u uHxubHTOpH Ha 0OpaTHATA TPAHCKPHUIITA3A.

Hauanna go3upoBKa:




[lpu nauuenty Ha u Haj 18 roguun Roferon-A TpaGea na 6b€ HHKEKTHPAH TOAKOXKHO HAH
MYCKYHAHO, KaTo HQ3aTa ce MOBHIHM 0 Hali-Manko 18 munnona IU AHEBHO ¥ MO BBE3MOMKHOCT
ce focTHrHe R0 A03a 36 mumioHa IU nueBwo, npu 0612 APOABIKHTENHOCT HA IEYEHHETO
10-12 ceamuum. Iipenopruba ce mokauBaHeTO Ha O3aTa 12 CTaBa MO CAELHATA CXeMa:

Jen 1-3: 3 munuona I nuesno
Hen 4-6: 9 muwmona IU nHeBHO
Hen 7-9: 18 munvona IU nueBHO - NPY MOHOCHMOCT A CE NIOBHILH J0:

Hen 10-84: 36 munrona [U guerno.
Hoanepxamwa A03HPOBKA:

Roferon-A TtpaGea ma 6bae HIDKEKTHPaH MOXKOMKHO WIH MYCKYAHO TPH AbTH CEAMHYHO JO
MaKCHMallHa OHOCHMA OT MalMeHTa 1038, KOATO He MOXKe Aa Haaxebhpng 36 munvoHa IU.

IMaumnenTute cre CITHH-cebp3an capkom Ha Karnoluw, sekysanu ¢ 3 Mundora IU Roferon-A
JHEBHO MOKa3BaT no-ciiad OTIFOBOP OT JICKYBaHHTE C NnpenopryBaHaTa JO3HPOBKA. )

HpOﬂbIﬂKHTEJ’iHOCT Ha JeYCHHeTO:

3a xa MOKe Aa Ce OMPEASTH CTENEHTA Ha NOBIHABAHE OT MPOBEXAAHOTO NeueHne, Tpadea na
ce IpOoCNeligBa eBOMIOUUATA Ha KoxHuTe Ne3nu. [TaupeHTute TpaOBa ga ObOAT AeKyBaHH
Hait-manko 10 ceaMuny, 3a npenopsdBaHe He NO-MANKO OT 12 CeAMHUH, NpefH JeKapaTr Aa
B3eMe pellleHHe Jany JISYeHHEeTo Ja HPOABIDKH HpM NalUeHTH, KOHUTO OTIOBapAT, MIH ha
OBHe NpeKkpaTeHC IPH MAlMEeHTH, KOHTC He OTroBapiT Ha IMPOBEXAAHOTO JIEYCHHME.
OOHKHOBEHO ITEPBHTE Oele3n Ha MORMHABAHE OT NPOBSKAAHOTO JedeHHe ce HabaloAaBaT
cren 3 Mecela AevyeHue. [IpHaaraHo e JeHeHHe ¢ MPOARDKUTENHOCT 0 20 MocIea0BaTeN M
Mecera. AKO HMa OTFOBOp Ha NPOBEXAAHOTO JleveHHe, TO TpgOBa fja IPONBIKH HaH-Manko
JIO THIHOTO H34e3BaHe Ha Tymopa. ONTHMANHATA NPONBIKUTERHOCT Ha eyenHe ¢ Roferon-
A npu CIIHH-cBbp3an capkoM Ha Kanou Bce olue He € onpefenena.

3adenexKa:

Uecro chen npeycTaHOBaBaHe Ha neueHuero ¢ Roferon-A  nesumre xapakTepHsHpaiiu
capkoma Ha Karnouis ce nosesBaT OTHOBO.

3. XPOHHYHA MUEJIOI'EHHA JEBKEMIA

Roferon-A ¢ noxasaH 3a JieyeHHe Ha MaUMeHTH B XpOHHYHA (ba3a Ha XPOHHYHa MHENOreHHa
NeBKeMHd, TIONOXKHTENHM 3a Quuanenpus-xpomosoma. Roferon-A ne npejcrasnssa
aNTepHATHBHO JieyeHHe 3a nauuenTy ¢ XMJI, xouro nmar HLA-HASHTHYEH pOAHMHA K HPH
KOWTO ce MIaHKHpPa Wi € BB3MOKHA B OBJCLLe aNnoreHHa KOCTHO-MO3bYHA TPaHCTUTAaHTAUMA.

C Roferon-A ce IOCTHIAT XeMATOMOrHYHH peMucHY npH 60% OT mauueHTHTE B XPOHHYHA
daza na XMJI, He3aBHCHMO OT JIEYESHHETO IIPOBEXIAHO MpeAd ToBa. JBe TpeTH OT Te3H
MALHEHTH €& ¢ NBJIeH XeMATOJIOrHUeH OTTrOBOp, KATO TO3HU edekT ¢e IOCTHra He MO-KBCHO OT
18 Mecena cnea HAYAMOTO HA JIEUEHHETO.

32 pasuKa OT UHTOTOXCHYHATA XMMHOTepanus, Hrepdepon anda-2a Moxe na AoBelie 1O
cTaGuneH, NpoAb/bKaBall LWTOreHeTHYeH OTroop nosede ot 40 meceua. Bee owe He €
M3BeCTHO Jokonko Roferon-A Moxke fa ce npHeMe 3a JIeueHUe ¢ TepaneBTHYEH NMOTEHUHAN

pH Taszd HHIHKALHA.

HJossnpoBxa:
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CX€Ma Ha NOBHIIABAHE Ha JHO3aTa:

Jen 1-3: 3 mumuona [U aHeBHO
Jen 4-6: 6 munuona [U axesHO
Jlen 7-84: 9 munuona JU aHesHO

HpOﬂBH}KHTBJIHOCT H2 JICYUCHHETO:

IMauunenTrTe TpAOBa fa OBbNAT NeKyBaHW Hal-manko 8 ceamuliM, 3a MpeAnoYUTaHe noxe 12
CeAMHLIE, MPEefH JISKapAT [a B3EME pelleHHe AaiH JIeHeHHETO fa NMPOABIKY [IPH MalHUeHTH,
KOHMTO C€ [OBAMABAT, HIH Ja 6bJie IpeKpaTeHo MpH NaUMEHTH, IPH KOHTO HAMA NPOMEHH B
XeMaToNnorHyHHTe napaMeTpy. IlanueHTHTE, KOUTO OTrOBapsT, TpsOBa fa ObLaT NeKyBaHH KO
[IOCTHTaHe Ha TBJIEH XeMaTONOTHHEH OTIOBOD MM Haii-mHoro 18 Mecena. BecH4YKH nanHeHTH
C MBJIHO XEMATONOrHYHO NOBNHABaHE TPSOBA Ja NPOABIUKAT JEeHeHHeTo ci ¢ 9 minHona IU
nueBHO (ONTHManHoO nevenue) wiw 9 muwmona IU Tpy neTH ceIMHYHO (MHHHMAIHO
JIeveHHe), 32 Oa C& NOCTHFHE LMTOTEHETHYEeH OTIOBOP 3a MAKCHMANHO KpaTKO BpeEMe.
OnTuMansaTa NpONBIKUTEIHOCT Ha JNeveHueto ¢ Roferon-A npH XpOHHYHA MHEROreHHa
JIEBKEMHS BCE OLUE HE € ONpefeNeHa, HE3aBHCHMO OT (PaxTa, 4e LHTOrSHETHYEH orrosop
Moke Oa 6pae Habno/lapai ABE FONUHH CAEX HAYal0TO Ha JIEYeHUETO.

Besppennocrra, eeKTHBHOCTTa M ONTHMANHATA 03upoBKa Ha Roferon-A npw neua ¢ XMJI
BCE OLLE He ca ONpeJeIcHH,

4, KOXEH T-KJIETBUYEH JJUMPDPOM (KTKJ)

Hurepdepon anga-2a (Roferon-A) moxe ma ce OKaxe aKTHBEH NpH NALUMEHTH C
porpecHBeH KoskeH T-KIeThbueH HUMQOM, NPH KOWTO KOHBEHLHMOHaNHata Tepanui € 6e3
pe3yIITaT Wi € HEMOAXOAIA.

OnTHManyara JO3HPOBKA HE € OlIpeacsIcHa.

Hauanna go3npoBKa:

Ilpu nanuentyd Ha H Hag 18 roguun Roferon-A Tpabea ga 6wae HIKEKTHPaH TOMKOXKHO HilH
MYCKYAHO KaTo ce moctureie Ao 18 mumuona IU zHeBHO npu oflla NPOIB/KUTENIHOCT HA
TO3M MepHo. Ha jiedeHue 12 ceaMuuu. [IpenopesuBaHaTa cxeMa Ha NOBHUIABAHE HA [103aT4 €

cleaHaTa:

Jus 1-3: 3 munuona [U nuesHo
Hau 4-6: 9 munuona IU axeBHO
Jun 7-84: 18 munuona IU agHesHO

Hoansprkama AO3HPOBKa:

Roferon-A tpsbBa ga 6bAe HMHXEKTHpaH NOAKOXKHO HMIIE MYCKYAHO TPH MBTH CEAMHYHO B
MaKCHMATHA [IOHOCHMA 32 NALHENTa 51033, KOATO He TpsbBa na Haaxespms 18 munuona IU.

IIpoab/rxuTEeIHOCT HA JICUeHHETO:

Iauuentute Tpabea Na 6p0aT JEKYBaHH He No-Manko oT § cenqMHiLM, 32 NpenouHTane HOHE
12 cepmui, npedH NekapAT Ja B3eMe pEHIeHHe [OANH JIEYSHHETO Ja NPORBMXH IIpH
NaiHeHTH, KOMTO OTrOBapAT, HIH Aa ObAe NpeKpaTeHo MpH MauydeHTH, KOWTO HE OTroBapaT
Hd NPOBEKNAHOTO HAeyeHne. MHHHMMaNHaTa nNPOABLMKMTEAHOCT Ha JEHEHHETO IPH
NOBJHABAIIH ce NauueHTH TpAOBa na Obae 12 mecela, 3a Ja ce€ MOCTHIHE MAKCHM HZ}:\f—‘f‘—g::m
BEPOATHOCT 32 MB/IHO MOBAHABAHE HAH CE YBENHYM BEPOATHOCTTA 3a MOAXBPHIHS i{a"—;.“’
TepaneBTH4HUA edexT. [IpoBekaaHo e NedeHne ¢ npoabIKKTENHOCT A0 40 nocney ﬁQTE’JJIHH. 4, 4




mecenra. ONTHMaNHATA NPONBKHTENHOCT Ha JedenHero ¢ Roferon-A  npu koxen T-
KJIETBYCH JIHMQOM BCE OlLlE HE € TOYHO OrpejeNeHa.

3abenexka:

OBexTHBHO MOBIMABAHE Ha Tymopa He ce Ha0momasa npu npuOmmurenHo 40% or
naupenrute ¢ KTKJL Yactuuno mopnuaBsaHe ce Habnofapa Ao 3 Mecell OT 3aflOYBAHE HA
JFISUEHHETO, a MLJIHO NOBIHABANE Ko 6 MeceHs, He3aBHCUMO OT TOB4, He MOHAKOra MOXe Na ce
HAJIOXKH JISUEHUETO ia NPOABIKH NoBede oT 12 Meceila 0 [IOCTHraHe Ha MaKCHMAJIHO a00bp
TepaneBTHYEeH OTFOBOP.

5. XPOHWYEH XEIIATHAT B
Roferon-A e mokasad 3a jieYeHHE Ha BB3PACTHH NallWEHTH € XHCTOAOFWYHO [OKa3aH

XPOHHYEH XenaTHT B, KOWTO HMAT MapkepH Ha BUPYCH2 PEMUIHKALMA, T. €. [IOJIOKHTENHH 33
HBV-THK unn HBeAg.

IIpenopbyBana Jo3HPOBKA:

OnTHManHATa CXEMa HA JIeueHHE Bee OLle He e onpepeneHa, OGHKHOBEHO ce mpuiara 2.5 10
5.0 munuona IU/m® TeNlecHa MOBBPXHOCT, NIOAKOXKHO, TPU IMHTH CEAMHUHO B NPONLILKEHHE
Ha 4 [o 6 Mecela.

Jozata cinexnpa na 6pe YTOUHEHa CIIOpeA TOHOCHMOCTTA Ha nanyenTa. Axo cief 3-4 mecela
jedeHue He ce HaGnoaasa nofaoGpeHye, TPAOBA R4 C€ NMPELCHH Jald JISHEHHETO Ja 6nae

MPEYCTAHOBEHO.
Jena: Ilpu fena ¢ xpoHuyeH xenatut B ca Sunu npunaranu Ges onacuoct a0 10 Munzona

[U/m”. B cuioT0 BpeMe ApOBEHAAHOTO JeYeHHE & 610 HeeerkTHBHO.

6. XPOHHYEHR XEIHATHT C

ROFERON-A B KOMBHHAIIHNS C RIBAVIRIN

HANUEHTH C PENHIUAB

Roferon-A ce nipunara B xombusanms ¢ ribavirin mpH BL3paCTHH NALMEHTH C XPOHHYEH
xenatHT C, KOWTO Hpe/iH TOBA Ca OTTOBOPHIIH HA MOHOTEpanus ¢ HuTepdepoH anda, Ho cnell
npeKpaTABaHe Ha JIeYEHHETO Ca PelMIHBHPANH.

Hozupane:

Roferon-A: 4.5 MIU 3 MHTH CEOMHYHO, FIOAKOKHO WITH MYCKYJIHO, B npom,nxceune Ha 6
Mecena.

Josupane na ribavirin:

Io3a ribavirin: 1000 mg no 1200 mg/nen B ABe pasfencHy 03U (EAuH BT CYTPUH {10 BpeMe
Ha 3aKyCKa U efliiH IIBT C BeuepaTa), Mona nposepete Kpatkara XapakrepHcTHKka Ha ribavirin
32 AOTILIHHTESHY OAPOBHOCTH OTHOCHO I03MPAHETO K HAYKHA HA TIPUIIoIKeHHe Ha ribavirin.

HEJEKYBAHY NANTWMEHTH

EdextusHoctra Ha untepdepoH anda-2a npu jeuenmue Ha xematut C ce ysenﬂqasiggpw S
i LA
",

xomGuHupate ¢ ribavirin. Roferon-A cneasa Aa ce mpunara camOCTOSTENHO OCHOBHQ. PH™- "
HEMOHOCHMOCT MAW NPOTHBOIIOKa3aHHUA KBM ribavirin. N




Hosupane:

Roferon-A: 3 go 4.5 MIU 3 npTH ceiMHYHO, HOAKOKHO HilH MYCKYJIHO, B HPOXB/DKEHHE Ha
He no-Maliko ot 6 meceua. Jleuennero TpAOBa Aa MpOABLIGKH OLIE 6 Mecela NpH MALHEHTH,
KOUTO ca oTphnatensu 3a HCV PHK na miecTus Mecer i ca 3apa3seHH ¢ reHOTHII 1, ¢ BHCOKO
BHPYCHO HATOBAPBAHE MPENiH JCHEHHETO.

Hosupane na ribavirin: ok no-rope.

Ilpn yzu/kaBaneTo Ha cpoka Ha seyeHHE HO 12 Mecena cjefBa ma ce B3eMaT Mpej BHI H
JIPYTH OTpHLIATENTHH TIPOrHOCTHYHM (dakTopu (BB3pacT Hax 40 roaHHH, MEXKM TNOA, MOCTOBA
dubposa).

IMaunentn Ge3 BUpyconormyeH OTroBop c¢leg 6 meceua or newennero (HCV-PHK nox
JONHaTa I'PaHHIA Ha OTKpHBaHE) OOHKHOBEHO HE MOTAT Aa Pa3sBHAT TpaeH BHPYCONOrHUEH
otropop (HCV-PHK nox ponHaTa rpaHHlA Ha OTKpUBaHe 6 Mecela CAel NpeyCTaHOBABAHE
Ha JIEUEHHETO).

Mouotepanus ¢ Roferon-A

Roferon-A MOHOTEpailHa ce NMpHAara OCHOBHO NPH HEMOHOCHMOCT MAM NPOTHBOIOKA3aHUA
KBM ribavirin.

Hauanua nosupoBxa:

Roferon-A cnenpa ga ce npuiera B aoza 3 go 6 MIU, noaxoxkHo HAM MYCKYJHO, 3 IFBTH
CEAMHYHO, B NPOABLIDKEHHe Ha 6 Mecella KaTO HHAYKLIMOHHO JIeYeHHe, aK0 NOHOCHMOCTTA Ha
nmauWeHTa MO3B0ABa ToBa. IIpH NauHMeHTH, KOMTO HE OTTOBOPAT HA JIEYEHHETO TPH L0
YeTHpY Mecella CiIel HayanoTto, TpgOBa Ja c¢ MMa NMpeBMA NPEKPATABAHE Ha JIEUEHHETO ¢
Roferon-A.

Homaspixalna fo3upoBKa:

Yaupentnte, Npu KOHTO crofiHocTuTe Ha ALT ce nopmanusupar wunu HCV-PHK cnanue
HOA TPaHMLATA HA OTKPHBaHe, TpAGBA Ja MPONBIKAT C MOAXBKAINO JIUEHHE B Ao3a 3
MIU Roferon-A, 3 meTH cenqMuuuo, B NPOABDKEHHE Ha oule 6 Mecella MM roBevye 32
KOHCONMAMPaHe Ha WHIHKMA 0TroBop. OnTuMmanHata MPOALIKHTENHOCT Ha JIEYCHHETO BCe
OlIE HE € YCTAHOBEHa, HO Ce MPEerophyBa JeUeHHe 3a He o-Manko oT 12 Mecena.

Babenexxa: IonamaTa YactT OT MAUMEHTHTE ¢ PEeLHAHE CilIed aKGKBATHO JIEYEHHE CaMo C
Roferon-A npasst peuyuBa B paMKHTE Ha YETHPH Mecella ciell Kpas Ha IeHeHUeTo.

7. OOJHKYJSPEH HE-XOUKHIHOB THMPOM

Hsnon3saH kaTo JOMBIHMTENHO JeueHue kbM nposexkaaha CHOP-nogo6Ha XxHMHOTEpans,
Roferon-A ymehxaBa nepuosia, fpe3 KOHTO HaMa NPOABH WiIM MporpecHpane Ha osecTTa
TIpM NAlHEHTH ¢ aBaHcUpan (C BUCOKO TYMODHO HaTOBapBaHe) (ONMKYJapeH He-XO4KHHOB
auMdoM. CHILEBPEMEHHO eeKTHBHOCTTA HA AONBAHUTENHOTO IEYEHME ¢ HHTep(hepoH anpa-
2a NO OTHOLIEGHHE ABLArOCPOYHATA NPEKMBAEMOCT Ha Te3W MAUMEHTH BCe OLUE HE €

onpegencHa,

ITpenophtBaHa AO3NPOBKA:
Roferon-A TpsbBa na ce mnpunara ¢AHOBPEMEHHO ¢ KOHBEHLHOHANHA XHMHOTEpanus

(nanipumep koMbuuauus or cyclophosphamide, prednisone, vincristine u doxorublcm) B
cxema 6 mmiHona IU/m’, oKo)HO WK MyCKymHO oT AeH 22 [0 AeH 26 Ha BCekH (28—,JIHSBGH‘

ﬁ
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8. HAIIPETHAJ BBEPEYHOKJIETHYEH KAPITMHOM

Jleuenuero ¢ Roferon-A B koMGuHauus ¢ vinblastin urayuHpa oflia yecToTa Ha OTrOBOP OT
npubnusutento  17-26%, sabass passutHero Ha Oomecrta u  yAwn/xasa  obmara
NIPEKUBAEMOCT MPH NALHUEHTH ¢ HanpenHan Ob0peuHOKIETBHEH KADIUHHOM.

IIpenopruBana Jo3NpPoBKA:

Roferon-A Tpabsa ma ce HMIXKEKTHpa MOAKOXKHO WK MYCKYMHO B mo3a 3 munuona IU, Tpu
NETH CeEMHYHO B MPOB/KEHHE Ha eHa ceaMuLa, 9 MunuoHa IU, TpH mBTH ceaMEHYHO mpe3
cnepsamara ceamuna ¥ 18 munuona IU Tpu nbTH ceMHYHO cief Topa. ENHOBpeMeHHO
CHefBa Jla ce NpHara BeHo3Ho vinblastine chraacHo Yka3zaHWATA Ha NPOH3BOAMTEINS, B 034
0.1 mg/kg BeAHBXK Ha BCEKH 3 CEAMMIIH.

Axo Roferon-A e pmozupoeka 18 mmnmmona IU Tpu nwrH ceaMuysHO He ce roxacs Zobpe,
Jo3ara MOke Ha Opjie HamaneHa Ha 9 munuona U Tpy sTH CEAMUYHO.

JleueHueTo cleARa Na APOXBIDKH 32 MHHHMYM TPH Mecella, MaKCHMaTHO 3a 12 Meceua UM
A0 pasBHTHETC Ha nporpecHpamio safongeane. ITauueHTHTE, KOWTO MOCTHUIHAT {IbjIeH
OTFOBOP MOFAT Aa NPEYCTAHOBAT JEUEeHHMETO CH TPH MeCeUa Cref YCTaHOBABAHETO Ha
OTroOBOpA.

9. XUPYPTH'HO NPEMAXHAT MAJIMIHEH MEJAHOM

JlonmbnuTeNnHO NeydeHue ¢ Hucka jgo3a Roferon-A ynbmkaa Ge3cHMITOMHUTE TEPHOAH MPH
nanueHTH 6e3 HONANHK WIK OTAANEYEHH METACTa3y Cllef peseKuus Ha MenaHoma (nebenuHa

Ha Tymopa Haz 1.5 mm).
IIpenopruBana 03HPOBKA:

Roferon-A Ttpa6Ba Aa ce MIDKEKTHpa TONKOKHO MIIH MYCKYIHO B fo3a 3 munuona IU tpu
NBTH CeaMHUYHO, B NPONEDKeHNe Ha 18 Mecena, KaTo TepanusTa CNeABa Aa 3alodHe He TIo-
KBCHO OT IIECT CEAMHIM CIIeft ONepaluaTa. AKo ce pa3BHe HeNOHOCHMOCT, fo3aTa Tpabea ma
6bae HamaneHa Ha 1.5 munuosa U, Tpu MbTH ceaMHUYHO.

4.3  IlpornBonoxa3aHMs
Roferon-A e npoTHBONOKa3aks NpH NauMeHTH ¢

1) Anamuesa 3a CBPBXHYBCTBHMTENHOCT KbM pekomOuHanTeH uuTepdepon anda-Za uan
HAKOH OT KOMAIOHEHTHTE Ha Npenapara,

2) TManMeHTH ¢ TEKKO-NPeAX0KAANo copAeyHo 3abonaBaHe, HAY ¢ aHaMHe3a 33 CLPACUHO
sa6onapare. He e HaGmofaBaH NpsSK KapAMOTOKCHYEH e(peKT, HO € BEpOATHO OCTPHTE,
CaMOOTPAHMHYABAIM Ce TOKCHYHH CHCTOSHMA (HANp. BHCOKA TeMIIEpaTypa, Tpecka),
HaGmIOKaBaHM 4ecTo NpH mpunarane Ha Roferon-A, ma ca B cheTosHMe Aa 06OCTPAT
TIpeIX 0K IalH ChpAeyHH 3ab0aBanus,

3) Texka 666peyna, vepHoapobGHa HAM MHEIOMIHA JHCOYHKIMS,

4) HexoHtponupyeMH rhpuoBe WiUIN yBpeneHa yHKIus Ha LEHTpanHaTa HEPBHA CUCTeMa
(mik Paspnen 4.4),

5) XpoHHUEH XEnaTHT C HATIPENHANO, AEKOMIEHCHpaHO HepHonpobHO sabonsaBaHe HITH
IIMpO32a HA YepHHs Apoo,

6} XpoHHYEH XeraTHT, KOHTO HACKOPO & OHJ JIeKyB2aH ¢ HMYHOCYNPECHBHY CPEACTBa,

7} BeuwsunosusT ankoxon, kolito e nomoluna cbcraBka Ha Roferon-A,  pasrsop 3a
MHKEKTHPAHE ¢e CBBP3BA, B PEAKH CAyYaH, C NOTEHUHANHO (aranHu TOKCHHHY /gsner—:qumh%
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He TpaGBa Jia ce MpUAara npyd HOBOPOAESHH H MAIKH Aclld.

Kom6unupano nedenue ¢ ribavirin: pux cewio uadopmauusTa 3a ribavirin, ako nutephepoH
anda-2a e 6blle npunarad B koMBHHALWA ¢ ribavirin ipu natMeHTH ¢ XpoundeH xenatut C.

4.4  ChoempajHu NpeAlazHH MepKH

Roferon-A Tpafea na Oble npunaraH Moj| KOHTpona Ha KeanudHuMpal jexap, ¢ OMHT B
JIEHEHHETO Ha CBhOTBETHaTa HHAMKauua. [IpaBHAHO moOBeAeHHE npHM M[pOBEXKIAHE HA
IEUEHHETO H OBNARABAHE HA YCIOMXHEHHATA € BB3MOXHO CAMO NPH HanWuMe Ha afeKBaTHH
IWarHOCTHYHY M Ne4eOHU CPeacTBa.

IManmenture TpabBa fa 6b1aT HRGOPMHPAHY HE CAMO 32 [10/13aTa OT MPOBEXKARHOTO ACUCHHE,
HO H 32 BB3MOKHOCTTA OT I0ABA HA HEXKEJIaHH peaKiluH,

IIpu neka go ymepena 6h0peyna, yepHOAPOGHA WITH MHENOKHA AHMChYHKUMA TpadBa la ce
OCHTYPH MOCTOSHHO MPOCTeASBaHE Ha Ta3u (yHKLMA.

B penxu cayyan ce npeanonara, ve HHrepdepon anda npuynHasa 06ocTpaHe Ha MOAIeKAIIO
aBTOMMYHHO 3a60NgBaHe NPH NALMEHTH ¢ XenaTHT. CNef0BaTeNHO e4eHHETO Ha NalMeHTH C
XernaTHT, KOWTO MMaT aHaMHe3a 3a aBTOUMYHHO 3a00JisBaHe, Ce/iBa Aa CTaBa BHHUMATE/IHO.
Ako B monobeH clyuail HacTeIM BrloOlLlaBaHe Ha yepHoApoOHaTa (yHKUMA, NALHEHTHTE
CReBa 4a Ce M3CMeABaT 32 aBTOMMYHHH anTuTeaa. [Ipu Hy:xAa jieuenneto cneapa na 6bie
NIPEYCTAHOBEHO,

[IpenopbyBa ce NP BCHYKM MALMEHTH BHHMATENHO NEPHOAMYHO Aa C€e MPOCNENsBa HEPBHO-
TICHXMYHATA AefiHOCT. Makap M paaxo, Npu HAKOW AauueHTH , Nekysanu ¢ Roferon-A ce
HaGMIONABA MOSBA Ha CYMUMIHH Hamepenus. B Takusa cnyday nedeHuero ¢ Roferon-A

TpabBa Ia c& NpeKpaTH.

OcobeHo BumMatenHo TpaGsa ma ce npunara Roferon-A npu MamleHTH € TEXKKA
MHENIOCYNPECHH, Thil KaTO MeJMKaMeHTHT MMa CynpecHseH €(peKT BhpXY KOCTHHA MO3BK,
KOETO BORH N0 HaManapaHe Opos Ma GenHTe XPBBHH KJIETKH M 0COOEHO Ha rPaHyJIOLHUTHTE,
6pos Ha TPOMGOLHTATE M, NIO-PAHKO — [0 HAMANZBAHE KOHLEHTPAUMATa HA XeMOTI00HHA.
ToBa cbh37aBa NORMIUEH PUCK OT HHGEKIIHA H KPbBOM3NMBE. BaXHO € TakuBa MALMEHTH Aa ce
MpocieAsBaT OTGIM30 KATO AKTHBHO C& CHAERH 3a [104BaTa Ha CHMNTOMH CBBP3aHH C Te3H
CBHCTOAHMS, a MPel K NEPHOAMYHO MO BpeMe Ha Neduenue ¢ Roferon-A na ce mpaeu meHa

KpBBHA KapTHHA.

[pu TpaHcnnanTiipany nauuenty (Hanp. 6u6peyHa MK KOCTHO-MO3BUHR TPAHCTIIAHTALH)
TeparneBTHYHATa HMYHOCYTIpeCHs Moxe fa 6bae orcnabena, Toi KaTo HHTEPHEPOHHTE UMAT
X HMYHOCTHMYJIMPALLIO AHCTRYE.

B penaxy cnyuan npusioxeHueTo Ha anda nuTepdepoH Boau Ao 0GOCTpAHE MM NPOBOKHPAHE
Ha IcopHazHe.

Psazxo TpH Neuense ¢ anda HHTepQepoH ce chobuiasa 3a TeKO 4epHOAPODHO YBpEeKAaHE 1
4yepHOAPOOHa HEAOCTATBUHOCT.

XunepriuKkemus ce Hab/IOaaBa pAIKO PR NaLHeHTH, nekysanH ¢ Roferon-A. ITpu sohuxy
HAlLKEHTH, KOUTO MMAT CHMTOMM Ha XMNEpriIMKeMHus e HeoOXONMMO Mpocnenisate HHBOIO
Ha KpbBHATA 3axap U pefoBHo HaGmonenue. Ilpu nnaGerHo GomHM MOME 1a ce HAJIOMNH:
npoMsHa B aHTHAHaOeTHATA Tepanus. - B
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Knunuuyno npossena apTouMyHHa Gonect ce HabniofaBa TpH NieyeHHe C HHTepGepoH Mo-
4eCTO NMPH MHAMBHAW [PeApas3nofiokeHH KbM Pa3sBHTHE HAa aBTOMMYHHO HapylneHue, Paaxo
ce cpoDllaBa 22 MofBa HA aBTOMMYHHM (EHOMEHM Karo BacKYJMT, apTpPUT, XeMOJIMTHUHa
aHeMH#, TUPOMIHA RUC(YHKUMA M CHHAPOM Ha JAYIYC epHTeMATOfec NpH MNalHeHTH
sexypanH ¢ Roferon-A. Ilpy nauueHTH C aBTOMMYHHO HapyIUEHHe WM C KIIMHHYHA aHaMHe3a
33 TaKOBa, CE MPenophyYBa KOHTPON Ha CHMITTOMATHKATA MPenoNaralla nogobHo HapymeHue
KaKTO M Onpe/iensHe HUBOTO Ha apToaHTHTenata H TSH.

Roferon-A He ce npenopbuBa NpH Jella, ThH Karo BCe Olle HIMA AOCTATBYHO KaHHH 34
Ge3BpenHOCTTa U €)eKTHBHOCTTA Ha [penapaTa B Ta3H BB3PACTORA rpyra.

Bce owe He e noka3zaHa e)EKTHBHOCT NPH NALMEHTH ¢ XpoHH4YeH xenaTuT B unu C, kouTo ca
Ha XeMoJManu3a MM ¢ Xemo(unua, Wix ca ¢ KO-MHGEKUHS ¢ YOBELIKH UMYyHOASGHUUHUTEH

BHpYC.

KoMbunupano neuenye ¢ ribavirin: Bux coio uHGopmauuaTa 32 ribavirin, ako uHTepdepoH
anda-2a me 6bA€ npunarad B komOunauus ¢ ribavirin npd nauMenTH ¢ XxpoundeH Xenarut C.

IlpenopsyBa ce& NEpHOAMHHC HEBPONCHXMATPHYHO HaONIONeHHe Ha BCHYKH MalHeHTH. B
PeIKH ciy4yay Ca ONMCAHH ONUTH 3a camoyOuicreo. B Te3m ciyuau Tepanuara Tpabea xa
Ople NpHycTaHOBEHA.

4.5  BzaumopgeiicTBHe ¢ APYTH JekapcTBa U APYTH GOpPMH Ha
BIAHMOXeHiCTRHE

TeH kato anda HHATEpPEPOHUTE NPOMEHST KIETLYHHS Meralonu3bM, CHILECTBYBA
NOTEHIHan 3a TpoMAHa Ha JAeHCTBHETO Ha JAPYrd MeIukaMeHTd. B manko npoyuypaHe e
ycraHopeHo, uye Roferon-A Bnuse supxy crield(pHUHE MHKPO3OMANHH €H3HMHH CUCTEMH.
Knuuu4HOoTO 3HAUSHHE Ha TE3H pe3yTaTH € HEACHO.

Anda-uHTepdepoOHHTE MOraT fJa TOBJHAXT M HA OKUCTUTETHUTE MeTabONIHTHYU MpPOLECH;
TORa TpsbBa Ja ce WMa NpexBufl, KOrarto ce M3MMCBa CLIPOBOXKAAILO JIEUYeHHE C
MEIUKaMEHTH, MeTalOoNH3HpaHU 1o TO3M mbT. [[o MOMeHTa HiAMa crneundHyHa HHOOPMALIHA
B Ta3H NOCOKa.

Fima aanuu 3a HamansgBaHe KIHpbHCA Ha Teo(UIKMHA NpH npunokenue Ha Roferon-A.

Tl karo Roferon-A Moxe Da noenuse na QyBKUMHTE HAa LEHTpPaiHaTa HepPBHZ CUCTEMA,
€[IHOBPEMEHHOTO MpPUNIOXKEHHEe Ha LGHTPaiHO JeHcTBAlUM MEIHKaMEeHTH MOe Ja
TpeAM3BHKA HIKOM R3auMojelicTaua. HabmiomaBa ce HapacTBaHe Ha HEBPOTOKCUYHHTE,
XEMATOTOKCHYHHTE MAH KApAHOTOKCHHUHUTE e(beKTH HA HAKOM MENHKAMEHTH IpPH JieyeHue
€IHOBPEMEHHO WM MPeAXOXKIAILQ NPHIATaHeTO Ha HHTep(epOoHH.

KomGuuupano neuenue ¢ Ribavirin: Bix cbito nHopmaunsTa 3a ribavirin, ako untepdepon
anta-2a we 6uae npuaarad B komGuHalks ¢ ribavirin NpH NaLHEHTH ¢ XpoHHyeH xenaTut C.

4.6 BpemeHHOCT H KbpMeHe

Ipy neuyenne ¢ Roferon-A Mbxere ¥ xkewuTe TpabGpa fga B3emaT edexTUBHU
MpOTHBO3a4aThUHY MepkH. [Ipu 6pementocT Roferon-A Tpa6ea na Gbae npusaran ¢amo, ako
nonzara 3a malKara ONpaBfaBa NOTEHUMATHKA DWCK 3a nnoza. Hesasucumo OT TOBa, 4e
ONUTHTE C JKUBOTHM TIOKa3BaT, ye Roferon-A He e TeparoreHeH, BL3MOXKHOCTTA [a C& YBpEAH
mioaa npu GpemenHocT he Moxe Aa Gbae uskmouvena. IIpu npunarane Ha OpeMeHHHM
MafiMyHH Ha J03M MHOTOKDATHO Ha[IBHIIABALLY NPEMOPBUBAHUTE B KIHHHYHATA npammca,;
ce Habmopasa abOpPTHBEH eeKT B HAYaNOTO K cpeflaTa Ha OpeMeHHoCTTa. o




He e usBecTHO namu MemuKaMeHTHT Ce eKCKPeTHpa ¢ KbpMaTta mpu xeHu. Tpsabpa na ce
B3E€ME pelUCHHE BANH J1a e NPeyCTAHOBH KbPMEHETO HITH ISUEHHETO C MEAHKAMEHTR, KATO Ce
B3IEME HPENBHA 3HAYCKHETO Ha NPOBSKAAHOTO JIEHEHHE 3a Malikara.

KomOunupano nedenve ¢ ribavirin: B capimo uHpopmaLuaTa 3a ribavirin, ako untepdepon
anca-2a ye 6pae Npunarak B komGunatus ¢ ribavirin npu nanuewy ¢ XpounueH xenarur C.

4.7  BaugHue BbLPXY CN0coGHOCTTA 32 MIOgHPaHEe H paboTa ¢ MAINHH

B 3aBHCHMOCT OT I03aTa 4 CXeMaTa Ha JiedeHue, KAKTO U B 3aBHCHMOCT OT HHAMBHAYAHATA
TICHOCHMOCT Ha mManienta, Roferon-A Moxe Aa moBnuse ckopocTra Ha peaxuuure. Tosa
MOJKE Ja OKa)KE BNMAHHE BBPXY MOBEASHHETO IIPH OIpeAeNeHH offepaliiH KaTo IoduipaHe,
paboTa c MalllMHK ¥ Ap.

4.8  HexenaHM 1eKapCcTBEHH PEAKIHH

HznoxeHara Tyx HMHQOpMalMsA BBB BpPh3KA HEXKEJAHHTE PEaKUMM Ha MeAHKAMeHTa &
AOJy4eHa NIpH NpocliefsBate JIeYeHHETO Ha NAalMeHTH ¢ HaH-pa3sHoo0pasHH 3J10KAUECTBEHH
3abonssanus. YecTo Te ca Guty pedpakTepHH HA MPEAXOMAALIOTO JIEYEHHE W B HATIPEAHAN
crafuii Ha sabonasatero. Habnionarany ca v NaUMEHTH ¢ XPOHMUEH XEMaTHT B H XpoHHueH
xenatuy C. [lo-rofiamara 4acT OT MaUMEHTHTE ¢ KAPLITHOM CA MOAYYHAH 3HAYUTEMHO [10-
BHCOKH JIO3H OT Cera Npenopb4BaHHTE H ¢ TOBA HAaBAPHO Moxe fa ObHe o6gcHeHa BUCOKATA
4eCTOT2 H TEeXKECT Ha HabmonaBaHHTE HeXeMaHH peakUMd OpM Ta3sd Fpyna NaiueHTH B
cpaBHeHHe ¢ OOJHHTE C XPOHHMYEH XeNnaruT B, npH KOMTO HeXeNaHHTe peakuuu ca
06HKHOBEHO NPEXOAHH H NALHEHTHTE Ce BL3CTaHOBABAT 0 1-2 CeMUIM clef| TPUKIOYBAHE
Ha JIEYEHHETO.

O6mu camuromu: lloseueto OT nauHeHTHTe C& OMIZKBAT OT NOABA Ha TPHIICHONOGHM
CHMIITOMH KAaro YMoOpa, BHCOKAa TeMilepaTypa, Tpecka, 3aryba Ha amneTuT, MHAIrus,
rnapobonue, apTpainTHs M MINMOTABaHe, 1€3M OCTPO pasBHIM Ce HEXENaHM peaKIHu
OOHKHOBEHO MOraT Aa ObMar peAyLHPAaHH WIH OTCTPAHEHH NP AEYEHHE C NApalleTamol,
Kato OOMKHOBEHO MMAT CKAOHHOCT KbM 3aTHXBaHe ¢ NpPONB/DKABAHE HA JIEYEHHETO HWIH
Haman#BaHe na po3ara. Ilpw npoabmiuTenHo nedeHHe Moxe Aa ce Habmopasa netapris,
cnabocT K ymopa.

Cromawno-upesen Tpakr: Okxono fABe TpeTH OT GONHUTE C paKk MMaT aHOpekcus, a
[ONOBHHATA - rafeHe. [1o-panxo ce cbobuiasa 3a NospbUIaHe, IPOMsHA Ha BKyCa, CbXHeHe Ha
ycrara, saryba Ha Tersio, AMapHs u Jieka o yMmepeHa kopeMHa Oosxka. Psako uma cbobuenus
3a 3anek, nOJlyBaHe Ha KOpeMa, XHIIePMOTHIHMTET WM AapeHe B CTOMaxa, a NpH eAMHHYHH
cly4au - 33 peakTHBHpaHe Ha NENTHYHA A3Ba H CTOMALIHO-YPEBHH KPBBOU3NHBH, KOMTO HE ca
KHBOTO3aCTpAIlABALIH, KaKTO H o0paThMma MaHKpEeaTH4YHA peaKlws T.. YBElM4YEHHE Ha
aMunasa/ iunasa ¢ Wik 6e3 xopemHa 60Ka B MHOTO peIKH CIIyYay.

IIpomana ma 4yepnonpoGuaTa ¢ynxnnsa: OOHKHOBEHO Ce M3pa3faBa B MOBHLIABaHE HA
CI'OT, no cpmo M Ha ankajiHara Qocdarasa, JIIX v GuanpyOuua, KaTo Hal-4ecTo He ce
Hajlara npoMsHa Ha JieueHueTo. B peaku ciydan ce ¢bobuiaBa 2a pa3BHTHe Ha Xenatar. IIpu
NalHeHTH ¢ XeNaTUT B npomsHara B TpaHcaMMHa3uTe OOMKHOBEHO € CHMTHAN 3a noaoGpeHue
B KIHHHYHOTO CBCTOSIHHUE.

HenTpanna mepsHa cHeTema: Pagko ce cpobiuaRa 3a 3aMaliBaHe CBETOBBPTENK, 3PUTENHH
HapylUeHHs, HaMaJleHH WHTENeKTYaNHH cnocobHocTH, AecHO 3alpaBgHe, JAenpecHs,
CHHIMBOCT, OGBPKBAHE, MOBEJEHUECKH NPOMEHH, KATO OE3MOKOHCTBO M HEPBHOCT, -
HApYUIEHHs HA CBHA. PANKO MMa JaHHM 33 CYHUHIHO NOSGAEHME, TEXKa Coﬂlﬁ:(j_{"??!ﬁ@fi‘:?{ 3




KOHBYJICHH, KOMa, Lepe0poBackynapHH ABJIEHHS, [PEXOJHA HMIOTEHTHOCT M HCXeMHYHa
peTHHONAaTHA.

Hepndepna Hepena cucrema: B equHU4HY Ciiy4aH ce HAGTIONARAT IAPECTEIHH, CKOBaHOCT,
HEeBpOMaTHs, Chpbesx U Tpemop.

CohpaeuHocsaoBa H Auxartenna cicrema: Hapylweuus ce uabmonapar NpH OKONO efmHa
nera ot 6onHuTe ¢ pak. Mspassapar ce B MPEXOAHH SNH30[M HA XHOOTOHHUS WITH XHIEpPTOHHS,
OTOK, UHAHO32, ADHTMHH, NANNHTaUMH H GONKa B IrbpauTe. Paxo ce c»06u1aBa 3a Kalnuua u
neka pucnues. Mva peftiu cxobimenus 3a Genoapo6en oTok, NHEBMOHMUS, 3aCTOHHA ChpasYHA
HE0CTATBYHOCT, KapAHOPeCIHpaTOPeH apecT H MHOKap/en uH(papkT. ChpAeUHOCHIOBUTE
CMYIIEHHA C€ CPEWaT MHOI0 PAAKO NPH NAUHEHTH ¢ XenaTHr B.

Koxa 1 murasuun: Crobiiasa ce 3a PEAKH cNy4au Ha peakTHBHpaHe Ha nabualieH Xeprhec,
o0pus, CopOeI, CyXOTa Ha KOKaTa H THTABHLHTE, prHOpER H enHcTakcHe, Tlpu okono exHa
neTa 0T MAUMCHTHTE Ce chobiuaBa 3a Jleka OO yMepeHa aiionellds, HO OIUIAKBaHHATA
NpeMHHABAT C NpeKpaTABaHe Ha JIEYEHHETO. YBENHUCHHAT KOCOMak MOXKeE A2 NPOABIDKH IO
HAKOJIKO CEAMHLIH CJICH NPHKIIOYBAHE HA NEYeHHETO.

bnbpeus n oTgenmrenHa cucrema: B pemku ciydan ce HaGniogasa HENOCTATBYHOCT Ha
60peuHata ¢pyHkuma. HiMa ChOBIMEHUA 32 ENEKTPONHTHH HapyLLeHKs, OGHKHOBEHO 3a8/HO ©
aHOPEKCHA WM NEXHApAaTallkd. YBPExIAHHATA Ce M3Pa3nBaT Hafi-Beue B NPOTEHHYPUS M
nopyIIaBaHe 6pos Ha KNETKHTE B cefiuMeHTa. Paako ce cvobiaea 3a nokausaHe Ha BUN,
CEPYMHHA KPEaTHHWH W NHKOYHATA KvcenuHa. Pamko ce cpobuiasar caydau Ha ocTpa
On6peuna HeNOCTATBUHOCT, MPEAMMHO TIPH KAPUHMHOMHO GONHY ¢ OBOpeuno 3abongsane W/
MITH KOMOGHHKpDaHO fleueHHe ¢ He(MPOTOKCHYHM CPEACTBA, KATO AOMBIHUTENEH PHCKOB
(akrop.

Xemonoernyna cmcrema: [Ipu oxono exHa Tpera A0 enHa BTOpa OT RNAUHEHTHTEe ce
HalNoaBa NIPeXoHa JIEBKONICHHA, HO TOBA PAAKO Hallara HaMansgBaHe Ha nosuposkara. Ipu
nanuestH 6e3 MHenocynpecHs No-paako ce chobHlapa 3a TpoMOOLUTONIEHHS, & CHIDKABAHE
Ha XeMOINOOHHA M XeMaTOKpHTa ca pafKo cpeiiand. Ilpu maumenTtH ¢ MHEIOCYIIpechd,
TPOMOOIUTONEHHA U HaMadeH XeMOrnobHH ce YCTAHOBABAT I0-4eCT0. BE3CTaHOBIBAHETO HA
SHAYMTENHO OTK/IOHEHHTE XEeMaTONIOrHYHH NapaMeTpH A0 HHBA , NPEAXOHIANIH JISUEHHETO
obukHOBEHO cTaBa 3a 7-10 nHu cnen npekpaTiBaHe Ha JexeHuneTo ¢ Roferon-A .

EHnoxpuHEH HapymeHus: [Ipy OKONO NOJOBHMHATA OT INALMEHTHTE ce CHOOWIABAa 33
HECBHIIECTBCHa XHIOKAIUHEMHA, PAfko ce HabmoJaBa XHNEPrNIMKEMHs NpH MALMeHTH,
nekypanH ¢ Roferon-A.

Mozke N1a C& NOABY peaKUns Ha MACTOTO Ha MHKEKTRPAHE,

Anta-uHTephepon anTHTENA: B HAKOM UHOMBHAK CNEJ XOMOMOKHO TPETUPAHE MOFaT Aa
Ce pa3BHAT aHTHIIPOTEHHOBH HEYTpanM3upally aHTHTeNa. B Tasy Bph3ka € BL3MOKHO B 4acT
OT NAaUMEHTHTE fia Ce PasBUAT AHTHTENA CPelly BCHUKH MHTephepOHH, HE3ABHCHMO JalH ca
€CTECTBCHH MJIM PeKOMOMHAHTHH. B OTHeNHM KINHWYHE CLCTOSHMA (PaK, CHCTEMEH JYIYC
€pHTEeMaTOZEC, Xeprec 30CTEp) NpH NMALMEHTH, KOMTO HUKOTa He ca OMAM TpeTHPaHH C
GK30reHHH HHTEP(pEepOHH MOraT Ja Ce pPa3BHAT COHTAHHO AHTHTENA Cpellly HOBELUKU
neskouuTapen uurepdepon.

pu xiIMHWYHM weneTBanms ¢ nuogmiusupad  Roferon-A  cexpanspan npu  25°C
HeyTpanusupallly anturena keM Roferon-A ce nabmiogasar npyn npubnusutento efHa nera
ot nauueHThre. Ilpn nanmentn ¢ xenatut C, pazsuny nogobuu HEYTpaIH3Upaly aHTHTEN ;.
Ce yCTaHOBABA CKAOHHOCT KBM 3arybBaHe B XOAa Ha HEYeHHETO Ha npenﬁab;}}rgsf@?z},

e 3 . - e
ChUIECTBYBALA CIOCOBGHOCT 32 OTrOBOp KbM Npunarad Roferon-A. Tosa ﬂane%ﬂé .g‘”-hogs@\ﬁz \
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TI0-paHO B CPABHEHHE C NALMEHTH, NPH KOMTO HEYTPAJH3HDALIH aHTHTENA HE Ca Ce pasBIITH.
Hama naruu 3a ADYTH KIHHUHU OCHSACTBHR CEBP3AHN C HANHUHETO HA AHTHTENTA cpetty
Roferon-A. Knuuianoto suHavenne na mapoGaTsaHeTo Ha TAKHBA AHTHTENA BoE oule He ¢
ACHO.

Bee oue Hama paHny 32 nossara na HEYTPAIH3HPAIUY aHTHTENA NPH KIHHHYHH H3NHTBAHHS
¢ nrodunnsupan Roferon-A unn Roferon-A PasTBOp 3a HHXEKUHH, ChbXpaHsBaHH npu 4°C.
Ilpy Mozen Ha MHINKY . OTHOCHTENHATA HMMYHOP€HHOCT Ha nHo(HAH3dpan Roferon-A
HapaCTba ¢ BPEMETO, KOTATO MaTepHalIBT € ChXpaHABaH npH 25°C. IToxo6Ho nokaypane Ha
HMYHOr€HHOCTTa HE Ce HabmojaBa NP NONMKEHHE, Ye avodumuzupaHuaT Roferon-A e
ChXpaHsABAH MPH NPENOPBYBAHKTE YCIIOBHS 34 ChXpaHeHHe, a HMEeHHO npH 4°C.

Kombunupano neuenie ¢ ribavirin: ik chiuo uH(popManuaTa 3a ribavirin, ako unTepdepo
anda-2a we 6be npunaran B koMGUHAUMS ¢ ribavirin NMpH MAUKEHTH C XpPOHHUEH xenaTuT C,

4.9  Ilpeposmpane

Hama parHY 3a npefosupane, HO YeCTOTO NpUMTarase Ha BUCOKH 03K HHTEpDEpOH Moxe Aa
CTane nputnHa 3a pasBuTHe Ha ABMOOKA JETAPrHsA, YMOpa, MpocTpauus M koma. Takusa
NalHeHTH TpAGBa Aa GbAT XOCTUTATH3HPAHH 32 HAGMIOACHHS U IPOBEAARHE HA [OIXOIALLO
NIOANBPKALLC NIeHeH e,

Hauuenty ¢ Texky peakuuy ksm Roferon-A o6HKHOBEHO ce BE3CTAHOBABAT J0 HAKOJIKO JHH
CII®) TpEyCTaHOBABAHE HA FEUEHHETO NpPU NONOKCHHE, Y€ MOAYYaT HEOBXOMUMOTO
HoANbpaallo JieueHne. Koma e 6una Habmopaea npu 0.4% oT nauuenTuTe ¢ KapIHHOM ItpH
NPOBEXAaHE Ha KIHHHYHH H3NMTBAHUS.

5. DPAPMAKOJOI'MYHT TAHHU
5.1  ®dapmaxopuHAMMYHH cBoiicTBA

dapmakoTepancsTHYHA Kﬂacmbmcéuuﬂ: Wmynoctiamynant/uroxuu
ATC xon LO3AB04

Yeranoreno e, ye Roferon-A npurexasa MHOrO OT XapaKTepHCTHKHTE HA TaKa HAPEHEHHTE
PENIapaTH OT eCTECTBEH MOBELIKH al(a-uHTeppepoH. AHTHEHPYCHUsT edekT Ha Roferon-A
CE OCLUIeCTBABA 4Pe3 NEJYLHpPaHe B KIIETKHTE Ha PE3UCTEHTHOCT KbM BHPYCHM HHMEKLMH U
Upe3 MOIynHpaHe Ha e()eKTOpHATA 4acT Ha MMYHHATA CHCTEMa 32 HEyTpajii3MpaHe Ha
BUPYCHTE WIH €NMMHAUPAHe Ha WH(EKTHPAHHTE C BHPYCH KIeTKH. OCHOBHUST MEXAHHZBM
Ha NpOTHBOTYMOpHO AeficTeie Ha Roferon-A Bce omle He e H3acken. B cbioTo Bpeme ca
OnHCaHM HAKOH NPOMEHH B YOBEIUKH TYMOPHH KJIeTKH, TpeTHpaHu ¢ Roferon-A B HT 29
KIeTKH ce HabmogaBa 3HauMTenHo penyuupare na JHK, PHK u GenThunata cuuTesa.
Ycranoseno e, e Roferon-A uma in vitro antunponngepatussa akrussocT CpeLLy pasiHyHH
TYMOpPM TIpH 40BEKa, KaTO MOTHCKA PacTe A HA HAKOH YOBENIKH TYMOPHH TPHCAIKH BBPXY
TOJIH MULIKK. H3BecTeH 6poii HOBEIIKY TyMOPHH KNETBYHH JIRHUM HOTYYeHH i vivo BBPXY
HMYHOKOMIIDOMETHPEHH ONH MHIUKH C2 TECTYBaHH 3a BBH3NPHEMHHBOCT KbM Roferon-A.
AnTunponudepartHsHaTa akTHEHOCT Ha Roferon-A e 6una npoyyeHa in vivo npu peguua
TYMOpH, B TOBa HHCNIO: MYKOUZEH KapuMHOM Ha I'bPAATA, afCHOKAPUMHOM Ha LEKYMa,
KapUEHOM Ha 1ebenoto uepBo W KapuuHOM Ha npocratata, CTemewTa  Ha
AHTHIIPONK(EPATHBHA AKTHBHOCT € pasJIHyHa,

3a pasnuka OT APYTH HOBEIIKH TMpPOTCHHY, MHOTO OT edekraTe Ha unTepdepoH anda-2a ca
YaCTHYHO MM HAIB/IHO MIOTHCHATH MpPH TeCTYBaHe B APYTH XHBOTHHCKH BHAOBE. B CBHILOTO .. »
- o P g
BpEME, ¥ MaHMYHH Pe3yC, NpeBapUTENHO TPETHPaHH ¢ HHTephepoH anda-2a, ce Hgnyuupg?ég%\\
) ' RT3 A e T
» ._{‘_- e
: o

3HAMNUTEIIHA AKTHBHOCT Cpellly BakKCHHHS BUPYC, ";;"‘{1.3 >’
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Xpounden xenatur C:

Tepanesruunarta edextusHocT Ha HHTepdepoH anda-2a, caMOCTOATENHO MAH B KOMGHHALNS
¢ ribavirin, ¢ cpaBHeHa npu mBoiHO-cnano PaHAOMH3HPAHO IUIMHHYHO H3MHTBAHE IIpH
HEJIEKyBARH M PeUMAMBHPANH MALMEHTH C BHPYCONIOTMYHO, OMOXHMHYHO M XMCTOJNOIHUHO
AokymeHTHpaH xporuden XernaTut C. [llect mecelia ciiel Kpas Ha IEYEHHETO OCTHIA TpaeH
GrioxumuYeH U BUPYCONOrHYEH OTrOBOp €NHOBPEMEHHO ¢ XMCTONIOTHYHO rnofobpenye.

Ipy nauuenTy ¢ peHuauB ce HAGMIONABA CTATHCTHYECKH 3HAUHMO JIECEeTKPaTHO HapacTRaHe
(or 4% mHa 43%; p<0.01) no orHOmeHHe Ha TpaiHUA BUDPYCOJIOTH4YEH U GHOXHMuYeH
OTroBOp. BiaronpHATHHAT NpohHN Ha KOMGHHMPAHOTO NeueHue ce OTpassABa H B YECTOTATA
Ha 0Trosop no otHowenue wa HCV renotnna mim msxommoro supycuoro HaTOBapBaHe,
Hesapucumo or ToBa, 4e npu nauuenta ¢ HCV renornn-1 yectorara Ha TpaEeH OTTOBOP & Mo-
HHUCKa B CpaBHEHWE C Tazm B obwara momynauus (npuGrusurenno 30% cpemy 0% npu
MOHOTEpanus), OTHOCHTENHATA 110132 OT KOMGMHMpaHeTO Ha untepepon anda-2a c
ribavirin e ocobeHo M3paseHo npu Tasu rpyna nauueHtd. OcBeH TOBA APH KOMOMHUpaHO
Jeyenue ce Habnoaasa no-noGbp XHCTOAOIMYEH OTroBOp.

Honobuu Gnaronpusathu pesynraTi ce HabGnoAaratT u NpH MaNKo Npoy4BaHe C HeNeKyBaHu
MPEAK TOBA NALMEHTH, HAKOUTO € NpHiIoKeHa KOMOMHHpPaHa Tepanua OT HHTEPGhEPOH anga-
2a (3 MIU 3 neTH cepmuuHO) # ribavirin,

Honbnuurenna unpopMauus 3a bapMakoquHAMHYEMTE CBONCTBA MOMETE Ja HaMmepure B
HOKYMeHTauusATa 3a ribavirin,

3.2  PapmMakoKHHETHYHH CBoiicTBa

CepyMHNTE KOHLEMTpPauUHH Ha unTepdepon anda-2a mokasBarT ToNAMO BETPEBMAOEO
pasHoObpasMe EIHOBPEMEHHO MPH 3APABH MEAMBHIY H [IAIIHEHTH C JHCEMHHHPAH KAPLMHOM.
®apmakokuHeTHKaTa Ha Roferon-A npu ;xuBoTHH (MailiMyHu, Kyyeta 4 MuIIKY) € nofoGHa
Ha Habmonasanata npH yoseka. PapMakoKUHETHKATA Ha Roferon-A NpPH 4OBEK & AWHelna B
AO30BHA fuanazoH 3 muanoHa 10 198 munnona IU. Chen senosna HHDY3MA Ha 36 MHIHOHA
U nipu 3apasu goGposonuy spemero za Tnony-euMyHypane Ha UHTepdepon anda-2a e 3.7
7o 8.5 naca (cpexHo 5.1 uaca), o6eMbT Ha pasnpenesaeHue Npu ChCTOSHUE HA paBHOBECHE
Bapupa oT 0.233 no 0.748 l/kg (cpenno: 0.400 Vkg) u obwmsr KJIHpBHC e 2.14-3,62
ml/min/kg (cpemno 2,79 ml/min/kg). Cren MYCKYJHO MPHAMKEHHE HA 36 mMunuoHa [U
BBPXOBHTE CEPYMHH KOHUEHTpaLuu Bapupat oT 1500 go 2580 pg/ml (cpeano: 2020 pg/ml)
TNpH CPeAHO BpeMme 3a NOCTHraHe HA BBPXOBa CTOHHOCT OT 3.8 uaca, a crea MOAKOIKHO
npunoxerne Ha 36 Munnona IU ot 1250 ao 2320 pg/ml (cpemno: 1730 pg/ml) mpu cpeano
BpEMe 3a ZOCTHIaHE Ha BRPXOBa ¢ToHHOCT oT 7.3 uaca

CruiecTBenara yact oT nip3ara, abcopbupana cefl MyCKyTHO HITH HOAKOMKHO HH)XXEKTHpaHe,
HagsHIaga $0%.

DapMaKOKHHETHKATA HA UHTepepoH anda-2a cien MYCKYJIHO NMPHWIOKEHHE HA eAHHHYHH
DO3M TIpH NAUMEeHTH ¢ AHCEMMHHPAH KapuMHOM HAM XpOHWHEeH XenaTHT B e nonofHa Ha
Habnmonasanara npu supasu aobSposonuu. Habnionasa ce HApacTBAHE HA CEPYMHMTE
KOHUEHTPaLHH ce HabliojaBa NPONOPLUMOHANHO HA TIPHIIAraHATE 03K ClEx HHXXEKTHpaHe Ha
SAMHUYHY 03K 10 198 munuona IU. He ce ycranossasaT pasmuxy B PasipeneneHHeTo WK
OTRENAHETO Ha HHTepepon anda-2a HEIABUCHMO AANH C€ NPHIATa ABA [TBTH KHEBHO {0.5-36
munnona [U), eguH nbT pueBHo (1-54 munuona TU) wuam Tpu ety cemmuuno (i-136
munuouna IU) npu npoanmKHTENHOCT Ha nekyenueto 10 28 anu. OCHOBEH IThT 34 OTAensHe Ha
Roferon-A e §u6peunust xkatabonusbm. [Ipuema ce, ue poMATa HA MKBYHATA EKCKPEUHs ':a}'{;;@f,‘;q\‘
4ePHOAPOGHUAT MEeTaBONM3BM NpU OTHENIHETO Ha Roferon-A e BTOPOCTENEHHA. ./ ; 9
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Cnex Myckynuo mpwioxenue na Roferon-A emMH WM 1OBeye IBTH IHEBHO npn
NPOABIKHTENHOCT Ha JICYEHHeTO A0 28 fAHM, NpPU HAKOH MAUKEHTH C HMCEMUHMDAH
KapUHHOM c€ AOCTHIaT MiIa3sMEHH BBPXOBH KOHUEHTPaLMH ABA N0 YCTHPH NBTH MO-BHCOKH
OT Hab/OjaBaHNTE e/l NPHIIOIKeHHe Ha eRUHUYHA 1034, [IPOYYBAHETO Ha PA3AUYHM CXeMH
Mokassa, € MPU MHOTOKDPATHO NO3MpaHe HE CE€ MOCTUFAT NPOMEHM B NAPAMETPHTE Ha
pasnpeneneHue WM OTALSNAHE.

Honpauutenta uHpopMaums 3a (GapMakOKMHETHKATA MOKETE Ja HaMepHTe B KpaTkata
XapakTepHCTHKa Ha npoaykTa (SmPC).Ribavirin.

5.3 IpexxaaaHYHE Aanpy 32 Gesonacnoct

Tlopanu BuiOBaTa CIELHUUHOCT HA YOBEIUKHS uurepdepoH, ¢ Roferon-A ca nposenenu
OrpaHieHH TOKCHKOMOTHYHK npoy4eanus. Ocrpara IapeHTepaliHa TOKCHYHOCT Ha Roferon-
A e 6una npoyyeHa APH MHMKH, IUTBXOBE, 3aiily nopyeta B Aozu mo 30 mumnona IU/kg
BeHO3HO 1 500 MunuoHa [U/kg MyckynHo. B HRKOH OT mpoyueHHTe BUIOBE He Ce HAOMOAaRa
CBBP3aHa C NEYEHHETO CMBPTHOCT, HE3aBHCHMO OT HauHHA Ha NpunoxeHHe Ha Roferon-A.
Ilpn  no3M, MHOTOKPATHO HAAXBBPISINM INPENOPHUBAHATA KIHHHYHA fo3a He ca
HaOmONaBaHN 3HAYMMH HEXCENAHH PEaKuMH C H3KNIOuEHHE Ha abopTupalll eekT NpH
OpeMeHHH MaliMYHU pedyc B HAa4YANOTO MWK CpeJaTa Ha GPEMEHHOCTTA M TPAH3MTOPHHU
HapyWIeHHS HA MEHCTPYalHHA LHKBA, BKAIOYHTENHO YIBIKABAHE HA MEHCTpYATHHTE
nepuoaM Mpu HeGpeMeHHH MaliMyHN. 3HAYEHHETO Ha Te3u HaXOAKM 3a XOpaTa NpefCcTOH Aa
Obae onpenencHo.

ExcnepumenTanto He ca Gunu HaGmonaBany MyTareHHy edexTy npuunneHH oT Roferon-A.

MombaHuTenHa HHGOpPMALMA 33 NPEAKIMHMYHMTE JaHHM 33 Ge3BPEJHOCT MOXeTe Oa
HaMEPHTE B KPaTKaTa XapaKTepHCTHKA Ha NpoAykTa (SmPC).Ribavirin

6.  ®APMAIIEBTHYEM JAHHU
6.1 CHHC’LK HA NIOMOIITHUTE BeMECTBA H TeXHHTE KOJIHYECTBA

Ammonium acetate —0,77 mg.

Sodium Chloride -7,21 mg.

Benzyl alcochol  -10,0 mg.

Polysorbate 80  -0,2 mg.

Acetic acid PHS5-Q.8.(0,15-0,30 mg.)

Sodium Hydroxide ad PH 5Q.S.(0-15pg.)

Water for Injection-Q.S.ad.1,0 ml(approx.985,5mg)

6.2 HecneMecTuMmocTH

He ca H3BECTHU.

6.3. Cpok Ha rognoct

2 ronunu (npu 2 - 8°C).

6.4 Crnexnajing NpeAnazHn MepKH NPH ChbXpanenue
CoxpansasaiiTe crpuHLOBKHTE IIpH TeMmepartypa mexcay +2 u +8° C. [TaszeTe or aupexTHa
ceernuHa. He 3ampazssaiite |,

PasTeopbT 3a urcekTipane 4,5 MIU/1ml e 3a eanokpaTHo mpuioskeHue.

6.5 JaHHH 33 OIAKOBK
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-Dnakonu 2 ml gaunm cmorio ,6ymunosa zymena IANYHANKG  AAMUHUDARHA
cFPE, anymunueea  xanauxa. Bcexu  chnaron cvovpauca Iml  pasmeop 3a
undicexmupane. Hiicexyuonen nabop/lcnpusnoska ot 2 mluria 3a MyckynHa HEXEKUHA
» |Mria 3a moakoxHa Hipkekuus/ MoraT a 6baat NPHIIOXEHH KM MPOAYKTA.

6.6 Ipenopuku npu ynorpeda
IIpenopwupa ce npunaranero na Roferon —A PasTBOP 3 HHKEKIHH Ja CTaBa ¢

nnacTMacoOBH CIIPHHLIOBKH.

TIHPHUTEXATEJI HA PASPEINEHHETO 3A YIIOTPEBA U INPOU3BOAUTEJ
F. Hoffmann — La Roche Ltd., CH-4070, Basel, Switzerland

HOMEP HA PA3SPEIIEHMETO 3A YIIOTPEBA - YI-70
JATA HA YIBPBA PETHCTPAIIHS — 10.04.1996 r-

© 9

10. AATA HA (YACTHYHA) KOPEKITHS HA TEKCTA — m. asryer 2000°r.
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