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L HAMMEHOBAHHE HA JEKAPCTBEHHS HPOAYKT

Roferon-A 3 MIU/Q.5 ml
IIpenBapuTeNIHO HANBAHEHY CIPHHIOBKH, CHEBPKAINH HIKSKIHOHEH Pa3TBOP

2, KAYECTBEH H KOJITHYECTBEH CHCTAB

Roferon-A ce nocTaBA B NPEIBAPHTEINHO HAIBIHEHH CIPHHIIOBKY KATO HEXEKIHOHEH PA3TBOP, TOTOB 32
ynorpeba. Beska npemBapHTeNnHO HAmBJHEHA CHPHHIOBKA CRIBPXKA 3 MMIHONA MEXAYHADOXHH
enuuniy interferon alfa-2a B 0.5 mununurpa* (3 MIU/0.5 ml).

*Cranpika 06eMeH HITHINEK

PexomGunanTen naTepdepoH anpa-2a, npousBeeH upes FeHHO HKeHepeTso oT Escherichia coli.
3a moMCIHATE Belllectsa BIX 6.1,

3. JEKAPCTBEHA ®OPMA

WmkexIHOHSH pa3TBOP B HPSABAPUTENHO HATLIHEHMN CIPHHIIOBRIL.

PastBOpET € npo3pavuen u 6e3lBeTed 10 GICHOKBIT.

4. KJIUHITHA NAHHHA
4.1. TepaneBTHYHH NOKA3AHIA
Roferon-A e roxasal 3a JeueHHe Ha;

- KocmaroxnerryHa IeBKEMHA.

- Haupments cvc CIIMH ¢ nporpecupain, GescummoroMen capkom Ha Kaposi ¢ Opoit ga CD4
> 250/mm’.

- XpoHnuna daza Ha XPOHWYHA MHENOFeHHA NEBKEMHS, MoNoxuTenHa 3a Ounanenduiicka
xpoMosoma. Jleuernero ¢ Roferon-A He e anrepHaTiBa 3a manuentd ¢ CML, xonto AMar
pomHHHa ¢ muentHyHa HLA u mpH koHTe ce IUIaHHApa WM € BR3MOMKHA anoreHHa
TPAHCIUTAHTALMS HA KOCTEH MO3BK B Onmsko Objewie. Bee ome He € H3BECTHO JaiH
Roferon-A Moke Ha ce cumTa 34 JieYeHHe ¢ IIOTEHI[HAN 3a RA3JIEKYBaHe IIpH TOBa
HOKa3aHue.

- Koxen T-knersueH muMbom. Hurepdepon anda-2a (Roferon-A) Mmoxke ma meifctea npH
HallMeHTH ¢ [OporpecHpamie 3a0oigBaHe, pedpakTepHW HIH HENOAXOOAIH 32
KOHBEHIHOHAIHO JCUEHHE.

~ DB®3pacTHM nanweHNTH C XHCTONOTMYHO JOKasaH XPOHHYEH XemaTHT B ¢ mapkepu 2a
BHPYCH2 pellIHKanus, T.e. Oonun, moaoxutenyu 328 HBV JTHK unu HBeAg,

- Bw®3pacTHH manueHTH ¢ XMCTOJIOrHYHO JOKa3aH XPOHH4EH xenaTHT C, MONOKHTENHH 32
HCV antarena mwu HCV PHK ¢ mopunieHa cepyMHa ananmy amuHoTpadcdepasa (ALT)
Oe3 uepHOMPOOHA SEKOMISHCALNAL

Edexruenoctra Ha wntepdepon anda-2a npm ne
yBeNHMYaBa INpy KOMOWHHpaHe ¢ puGaBHPHH.
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CaMOCTOATENIHO MPEAMMHO B Cnydail Ha HENOHOCHMOCT HAM NPOTHBOTIOKA3aHHE Ha
pubaBUpHH.

- QONHKyIIpeH HEXOIKKHHOB THM(OM.

- Hanpepnuan 656peuHo-KNeTEYEH KApIHHOM,

- [Manuentn cse 3moxadecrser Menanom Il craauit no AJCC (zeGennna Ha Tymopa Ha Breslow >
1.5 mm, Ges zacsrame Ha JuMQEH Bb3EN HIM KOXHO pAasNpoCTpaHeHue), 6e3 mpospa Ha
3a00MABAHETO CIEJ] ONEepALlHA,

4.2,  JIo3HpOBKAa H METOJl HA HPHIOKEHHE

He Bcuwku xoHUeHrpanuu Ha Roferon-A Moxe Ja ce W3MOM3BAT 34 BCAKO OT HOKA3aHHATA, CIIOMEHATH B
pasmen 4.1. Tepanesrnynu mnokasaHad., IIpejnucaHuTe KOHLEHTpAlWH TpAGBA Aa CHOTBETCTBAT HA
MpenopbYBaHATA 4034 33 BCAKO OTASHHO NOKa3aHHe,

- KOCMATOKJAETBYHA JEBKEMMWA
Haganna gosa:

Tpu munnona IU aHeBHO, HHXEKTHPAHH MONKOXHO B NpOABMKeHHe Ha 16-24 cenmuuy. [1pu passutHe
Ha HEMOHOCHMOCT AHEBHaTa jJo3a TpAdBa Aa ce HaMamu xo 1.5 munuoHa IU HAM Xa ce MHXKEKTHpPA TPH
ITBTH CSAMHYHO MK H ABETE.

IMogaepsrama xos3a;

Tpu mumuona IU AHeBHO, HIDKEKTHPAHM IIOJKOXKHO TpPH OBTH CeZMHYHO. IIpH paseuTHE Ha
HEeMOHOCHMOCT Zo3ara Tp#6Ba Aa ce HaMany 1o 1.5 mamuona IU TpH IBTH cemqMuIYHO,

IIpoaERATEAHOCT HA JTeIeHRETO!

ITanuenTuTe TpAGRa Na ce JeKyBaT B HPOABIDKEHHE Ha NpHONU3UTENHO HIECT Mecela IpeIH JIeKapaT Ja
pelld Jald Ja IPOXBIDKH JEHeHHETO INpPH OTrOBapalld NAHUEHTH HIH A2 TO IPEYCTraHoBd INpH
HETIOBIMABAINY ce HAlHEHTH. BonHu ca 61N NeKyBaHH B npoAbkeHHe Ha 20 nocnefoBaTenay Meceld.
OuriManHaTa IpONBIDKHTENHOCT Ha JNeueHHeTo ¢ Roferon-A Ha KOCMAaToKieThUHa JNEBKEMHME HE €
OTIpefiEIIeHa.

MunpmanHata edexTHBHa Jo3a Ha Roferon-A mpy kocMaTokIeTsuHa IeBKEMIS He € YCTaHOBeHa.
- CAPKOM HA KAPOSI ITPH CITHH

Roferon-A ¢ nokasan 3a neuexne Ha manuentn cbe CIIHH ¢ mporpecupait, Ge3sCHMITOMEH capkoM Ha
Kaposi ¢ 6poit na CD4 > 250/mm°. BepoatroctTa naummerty cse CITMH ¢ 6poit ka CD4 < 250/mm”
Gonnm ¢ aHaMHe3a 33 OMOPTIOHNCTHYHH HH(MEKLNH Wi KOHCTHTYNHOHAIHA CHMIITOMH A2 OTrOBOPAT Ha
nedenuneto ¢ Roferon-A e manxa ¥ mopaxnu ToBa Te He TpabBa fa ce JeKysatT, ONTHMAaJIHaTA A03a OIIE He
€ YCTaHOBeHa.

Roferon-A me TpabBa nga ce mpusara eIHOBpeMEHHO C MpoTeasHu nuxuOutopH., Hama mampu 3a
GesomacHoCT 3a komGuHaumiTa Roferon-A ¢ HEXUGHTOPH Ha 06paTHATA TPAHCKPHIITA3A, C H3KIIOYEHHE

Ha zidovudine.

Havanna gosa:




Roferon-A Tpatea Ia ce HHKEKTHPA MOAKOXKHO, KATO JI034TA ¢& YBeNMuY 0 Hali-Manko 18 mmmona IU
JHEBHO, 10 BE3MOKHOCT 10 36 munuoHa IU gueBHO B npoAsmkeHue Ha o0mo 10 fo 12 cepmuny npu 18-
FONHOINY MANMEHTH HIH [0-BE3pacTHH. [IpermophuBaHaTa ¢xeMa Ha MMOBHILEHHE Ha fO2aTa & KakTo
clensa;

nen 1-3 3 munuona IU gHeBHO

Oed 4-6 9 vanyona IU gaesdo

IeH 7-9 18 Mumrona U gHeRHO H, IpU MOHOCAMOCT, C& YBeNHYasa J0:
nen 10-84 36 mumrora IU nHegHO

Noaaspxama no3a:

Roferon-A Tpa6Ba Aa ce HEXEKTHPA OAKOXKHO TPH METH CEAMHYHO B MAKCHMAJIHATA 033, TIOHOCHMA 32
nanyeHTa, Ho He npepuiasama 36 munuosa IU.

IManuent cwc CIIMH u csc capkoM Ha Kaposi, nekysanu ¢ 3 mMunuona [U Roferon-A jueBHo, ca
TIOKas3ay 1o-cinab OTroBOp B CpaBHEHHE ¢ DONHHTE, JISKYRAHH ¢ IIPENopEYBaHATa 4052,

IMpoabaaxuTennocT Ha Te9EHAETO;

Epomonusara Ha snesunre tpabea Na ce NOKYMEHTHpA, 32 JAa Ce ONpPESHENH OTroBOpa KbM IJIEMEHHETO.
ITauneHTHTe TpabBa fa ce JieKyBaT B HPOAB/DKeHHe Ha MUEAMYM 10 cenMmuiy, 3a pernoph4BaHe He MO-
Manko 12 cexMmIy, MpeXH NeKapaT Na pellM Jamu Ja NPOoNsJLKH JCUSHNETO IPH OTroBapsIUH NAlHeHTH
WM A3 TO NPEeyCTAHOBY IIPH HEMOBIHABAINM Ce NalMeHTH. BonHHTe OOMKHOBEHO NOKA3BaT JaHHH 33
OTTOBOp CNEA NpHONHM3HTENHO TPH Mecela Ha NedeHHe. llanmeHTHTe ca Omin Nexysauu xo 20
nocneaoBatTeNHy Mecemu. Ilp mosBa Ha OTroBop, NedeHHeTo TpAbba Aa NMPOABIKH Hai-Manko 10
H34€3BaHETO Ha Tymopa. OnTHMaNHAaTa IPOABDKHTENHOCT Ha JeuerHneTo ¢ Roferon-A mpu capkom Ha
Kaposi, cebpaan ¢be CITHH, He e onpeneneHa.

3adenmexKa:

Ilpu npeycranoBsBaHe Ha NeverueTo ¢ Roferon-A nesuure, XapakTepHH 3a capkoMa Ha Kaposi, decto ce
IOSBABAT OTHOBO.

- XPOHNYHA MHUEJOI'EHHA JEBKEMHA

Roferon-A e moxazan 3a jeveHye Ha MAIHEHTH B XPOHHYHAA (pasa Ha XPOHHYHA MUETOTeHHA JICBKEMHI,
IonoxHTeNHa 32 Qunagenduiicka xpoMozoMa, Jleuennero ¢ Roferon-A He e anTepHaTHBa 32 HAHEHTH €
CML, xoHTO uMar poaHuHa ¢ uaentugua HLA w npu xorTo ce NNaHHpa HIM € BE3MOXKHA AJOreHHA
TPaHCIUIAHTALKSA Ha KOCTEH MO3BK B OnH3K0 OBJele.

Roferon-A Boau no xematonorudHa pemucua np 60% ot maruentate ¢ xpoHuuHa ¢asza Ha CML,
HE33BHCHMO OT MPemUINHOTO JeueHue, JiBe TpeTH OT Te3d GONHU Ca MONYYHIH ITBIEH XEMATONOrHIcH
OTroBOp, KOHTO ce e mogsun Ao 18 Mecela cllel HAYaNOTO Ha IeYeHHETO.

3a pasnHKa OT LHTOTOKCHYHATA XHMHOTepanMd, HHTepdepoH anda-2a MoXe A3 NPEIU3BUKA
MPOABIDKHTENEH IUTOreHeTHYeH oTroBop cielf 40 meceua. Bee oule He e usBectno mamu Roferon-A

MOXE Ja C& CYHTA 32 JISYCHHE C ITOTCHIIHAN 32 H3NIEKYBAHE IIPH TOBA IIOKa3aHAES,

Josapopka:




IIpenoprusa ce Roferon-A na ce miXxekTHpa NOIKOXKHO B NPOIBIDKEHME Ha 8 Ao 12 cemMunu ma 18-
FOIMUINY N2HEHTH WK [I0-Bb3pacThH. IIpemopruBanaTa cxeMa Ha JO3MpAHE € KAKTO CIeABa:

nen 1-3 3 muummona IU gueBHO
nen 4-6 6 munmuona JU anesno
nen 7-84 9 mynmoxa IU guesHoO

IIPO)I'I:JI}KHTCJIHOCT Ha ACHCHHETO:

[Nauuenrure Tpabea Aa ce MEKyBaT B NPOAB/DKEHHE HAa MUHHMYM 8 CEAMHOW, 34 NMPENOpBYBAHe Haki-
Manko 12 cepmMuuM, TpeHH NEKApAT Aa pelH Aaid Aa NMPOABIDKM JICUCHHETO NpPH HNOBIHABAINM Ce
NalHeHTH WM A IO NPeyCTAHOBH IpH NauueHTH (e3 NpOMEHY B XEMATONOFMYHHUTE TOKA3aTENH.
OtropapainuTe naupenTH TpAGBa Aa ce AeKyBaT IO MOCTUTAHE Ha I'bJISH XEMATONOTHYEH OTFOBOD HITH 10
Hati-mMHoro 18 Mmecena. Bemuykn GoneM ¢ I'BIEH XeMATONOTHYEH OTTOBOp TpabBa Aa IpOABKAT
neyenueto ¢ 9 munuona IU gaerHo (onTHManHo) iy ¢ 9 Munuona IU Tpu I6TH ceAMUYHO (MUHUMYM),
32 Ja Ce IOCTHIHE LHTOTCHETHYEH OTroBOP 3a BBE3MOKHO Hali-KpaTko BpeMe. OnrHManHata
HPOIOBIKHTENHOCT Ha JeyeHneTo ¢ Roferon-A npu xpoHMYHA MHeNOTeHHA JIEBKEMHA HE € ONpeleNeHa,
BBIPEKH Y& IHTOTEHETHYEH OTTOROP € G HablioNaBal ABe FORHHH ClIel HAYAOTO HA JIEYSHHETO,

besonacHocTTa, edeKTMBHOCTT2 M ONTHMaNHaTa No3a Ha Roferon-A mpu mema ¢ CML Bee ome He ca
YCTaHOBEHH,

- KOKEH T-KJETHYEH JUM®OM (CTCL)

HaTepdepon anda-2a (Roferon-A) moxe fa feficTra NpH MallMeHTH ¢ NporpecHpauy koxen T-knerryen
mMboM, pepaKTepHE HIH BeMOAXONAIIH 38 KONBEHIHOHAIHO JISYEHHUE.

OrnruMmanHara f03a He € YCTaHOBSHa.
Hauanana no3a:
Roferon-A TpabBa J1a ce HHXKEKTHpA [IOJKOXKHO, KATO J03aTa ce YBeNHYH [0 Hali-Manko 18 mumuona U

JHCBHO B NTPOABIIKCHHEC Ha obume 12 cemMuuu npu 18-rogymuy MANEEHTH HIH HO-BB3PACTHH.
HpenopquaHaTa CXeMa Ha IIOBHIICHME Ha J03aTa € KaKTO ClicaBa:

nen 1-3 3 mamuona IU gresno
el 4-6 9 minona IU aresno
neu 7-84 18 munuona IU gyeBHO
Hopspacalna nosa:

Roferon-A Tpa6ea jfa ce HHXEKTHPA MOAKOXKHO TPH TBTH CEAMHYHO B MAKCHMAITHATA 038, IOHOCHMA 32
NalHeHTa, HO He NpepnilaBama 18 Mummona IU.

HpO}I’bJDRHTeJIHOCT HA JICYCHHETO:

IManmenTute TpAbBa Aa ce JeKyBaT B NPOXbIDKEHHE Ha MUHIMYM 8 ceaMHULI, a 3a MpeNophYBaHe Hali-
Manko 12 ceaMuIH, Npeay JIeKapAT a pellid Tand Ja NpOXBIDKA JCUeHACTO IIPH OTIOBAPAIIA MANMESHTH
HIIM Aa IO MPEYCTAHORY MIPH HelTOBRIBALIY ¢& HalHeHTH. MuHHMATHATA TPOFBIDKATENHOCT HA fleveHye
Ha OTroBapsIlH mauueHTH Tpabea na Ovne 12 Mecera, 3a Aa ce JOCTH gigmakcg\anﬂa BEPOSTHOCT 32
I'BJIHO TIOBNHABAHE H Ja ce moZo6pH IIaHCHT 3a MOMYUaBaHEe Ha npommiig\mp%e&o r\op HNaunentute
ca Ounu nexyBanu Ao 40 mocneAOBaTeNHH Meceld. OnTHMATHAT 6

Roferon-A mpu koxern T-kiersueH numMboM He e onmpeneneHa.




Hpeaynpexnense:

Ipn npubmmzutenno 40% ot mamuentate ¢ CTCL He ¢ HabmomaBaHo OGEKTHRHO TOBNHABAHE HA
Tymopa. YacTuden oTropop oOHKHOBEHO ce otbenssBa Ko 3 Mecela, a IIBIEH OTLOBOP — 10 6 Mecena,
BBIIPEKH e TMOoHAKOra MOXe Aa € HeoOXOMHMOo MoBeUe OT efHa FOAMHY, 33 Ja ¢ MOCTHIHE HaH-NoGBp
OTTOBOP.

- XPOHHYEH XEIIATHT B

Roferon-A e moxazaH 3a jleyeHHEe HA BB3PACTHH MALMHMEHTH ¢ XHCTONOMHYHO JOKA32H XPOHHYEH XeIaTHT
B ¢ MapkepH 3a BHpYCHA pelIKalus, T.e. GonHy, nonoxutennn 3a HBV THK unu HBeAg.

IlpenopeKn 3a go3upane:

OnTamanHaTa cxeMa Ha JISHeHHE BCE Olie He e YCTaHoBeHa. [lozata 0OMKHOBEHO € B paMKHTe HA 2.5
muauona JU o 5.0 muniona 1U/m? renecna moBEPXHOCT, HEKEKTUPARA IOAKOKHEO TPH IIBTH CEAMHYHO
33 EpHOA Ha 4 mo 6 Mecela,

Ho3zata MOXe na ¢e KOPHIHpa CIOpel NMOHOCHMMOCTTA Ha NalueHTa KbM JieKapeTBoTo. Ako caen 3-4
Mecella Ha NedeHue He ce Habmonmasa nopoOpenne, TpaGea Fa ce OOMHCIH IpeyCTaHOBABAHE Ha

TE€panyuiaTa.

HMena: TIpH Aena ¢ XpoHHdeH XenatuT B ca Gunn npmnaranu Gesomacso no [0 mmmmoma IU/m’
EdexTupHOCTTA Ha Neyennero obayue He ¢ JOKa3aHa.

- XPOHHYEH XEITATHT C

ROFERON-A B KOMBHHAITHA C RIBAVIRIN

IIATMEHTH C PEIUIHB

Roferon-A ce mpunara B koMOMHalus ¢ pubaBHpHH IPH BB3PACTHH NallMEHTH C XPOHHYEH
xermatiT C, KOHTO mpely TOBa Ca OTrOBapsAlH Ha MOHoTepamusa ¢ HETepdepon anda, HO ca
TTOJYYHITH PELIUAKE CJIEN CIIHPaHe Ha JIeYeHHETO.

HosHpoBxa:

Roferon-A: 4.5 MIU 3 npTi ceBMIYHO Ype3 MOIKOKHA HHKEKIAT 3a IEPHOX OT 6 Mecera.

Jlo3HpoBKa Ha pubasnpHH:

Hoza Ha pubapmpun: 1000 mg no 1200 mg AHeBHO, pasjeneHH B JBa NpHeMa (eAHH CYTPHH ChC
3aKycKaTa M elJUH Beuep II0 BpeMe Ha XpaHeHe). Mois, HampaBere cmpaBka ¥ B KpaTkata
XapaKTepHcTHKa Ha phbGaBHpHE 3a nopede HOAPOOHOCTH OTHOCHO NO3MpOBKATA H METOAA Ha
NPHIOKEHHE Ha pHOaBUPHH.

HEJEKYBAHH ITAITHEHTH

EdexruBHOCTTa Ha HHTepdepoH anda-2a NpH JedeHWe Ha XpOHWMeH Xematut C ce ypenuuaBa IpH

xoMOuHEpane ¢ puGapupms. Roferon-A TpsOa Ja ce IpHiara caMOCTOATENHO NPEARMHO B Cliydail Ha
HENOHOCHMOCT MM IPOTHBOMIOKA3aHHe HA pHOABHPHH.




JosHporxka;

Roferon-A: 3 xo 4.5 MIU 3 nbTi ceMuMHO Ype3 TOAKOXKHE HEKEKIMS 32 [IEPHOJ OT Hali-Manko 6
Mecena. Jleuenuero TpAGBa xa HpolsIIKY olle 6 Mecela IPH TAHEeHTH, KOHTO ¢a OTPHHATENHH 34
HCV PHK na mecel[ 6, HH(EKTHPaHH ¢a ¢ FeHOTHN 1 ¥ HMaT BUCOKO BHPYCHO HATOBAapBaHE Ipeau
JiedeHHeTo.

Hosupoeka Ha puGaBHPIH: BHXK [10-TOPE,

Hannuuero Ha ApYyrM OTpHLATENIHH NPOrHOCTHYHH dakropu (BB3pacT Haj 40 TOOMHM, MBLIKKH IIOJ,
¢16po3a) cbio TpAOBa A2 ce HMa IPeABHA IpH NPOXEIDKaBaHe Ha JISYEHHETO 1o 12 Mecena.

TlanxenTH, KOHTO HE ca MOKA3allH BUPYCONCrHIeH OTrOBop cieX 6 Mecela na neuenne (HCV PHK mox
JONHATA TPaHHUA HA OTKpHBaHe), OOMKHOBEHO HE MONYYaBaT IPONBIDKHTENSH BUPYCOJIOTHYEH OTTOBOP
(FICV PHK mox monHaTa FpaHMNA Ha OTKPHBAHE MIECT Mecena CAex MPeyCTRHOBABAHE Ha JISYSHHETO).

Monorepanus ¢ Roferon-A

Monoteparmuss ¢ Roferon-A TpsabBa fAa ce npopexda mpequMHO B CIydail Ha HENOHOCHMOCT HUJIH
HPOTUBOTIOKA3aHHE Ha pHOaBHpPHH.

Havaiaa no3apoBra:

Roferon-A TpaGea na ce mpunara B 103a oT 3 po 6 Munuona IU 4pe3 MOAKOXHE HHXKEKUHL TPH NBTH
CeIMMYHO B NPONB/UKEHHE Ha 6 Mecella KaTo BBBEXIAINA TepalHs, ako IOHOCHMOCTTA Ha IalHesTa
ro3Bongea. [Ipu GONHH, KOWTO HE OTTOBOPAT CNEA TPH JO YeTHPH Mecelld Ha jJedyeHHe, Tpabpa fa ce
TIOMHCIIM 32 [IpEeyCTAHOBABaHe HA MpuioxieHxeTo Ha Roferon-A.

TMoannp:kama ao3a:

TlanuenTn, npa xoute cepymuata ALT ce nopmanusupa w/unn HCV PHK He ce oTkpumar, mMaT Hy»¥Ha
OT nopabpkama Tepanus ¢ 3 Munnona IU Roferon-A TpH nbTH CSIMHYHO B NIPOXBIDKEHHE HA OIlE IIECT
Mecella WIH HO-NBATO, 32 Ja 3aTBBPAAT MBAHUA OTrOBOp., ONTHMANHATA IPOABIKHTENHOCT HA NCUCHHE
ollle He e onpezeNieHa, Ho ¢e MPerophyBa Tepalud OT Halt-Manko 12 mecena.

3abenexka:;

Tloseyero MandeHTH, KOHTO HOXYYaBaT peUHIMNB CHEX aJCKBATHO JICUCHHE CaMo C ROfBI'OIl-A, ro
MOMY4aBaT A0 HETHPH MEcela CcJIeq Kpasd Ha TepanaiTa.

- OOJUKYJIAPEH HEXOKKAHOB JUM®POM

Roferon-A ymemxasa mpexupieMoctta Ges 3abonsBaHe m §e3 mporpecHpaHe, KOraTo Ce IpHIara
KATO0 NONBIHHTENHO JICUCHHS KBbM CXeMM Ha JeueHue ¢ mopoOHa Ha CHOP xumuotepanus, npH
NalfenTy ¢ HAmpeAHai (BHCOKO TYMOPHO HaTOBapBaHe) (JONMKYIAPCH HEXOMKKHHOB NHMQOM.
EdexTusrocTTa Ha JOIBIHATEIHOTO JeNeHHe ¢ HHTepdepoH amda-2a obave mo OTHOmEHHWE Ha
ofmara gEIrocpodHa MpeXHBIEMOCT Ha Te3H HaNHieHTH Olie He & YCTAHOBeHa.

TIpenropuKH 3a AO3HpAHE:

e

Roferon-A Tpabea jga ce nNpmiara €AHOBPEMERHO C KOHBEHITHOHAHE oTepanus (Karo
xoMOUHaums Ha UHEIo(pocdaMul, NPeRHU30H, BHEKPHCTHH H [ é‘bp}f ﬁlfﬁl—t.’ﬁgg ¢cxeMa, Karo 6
et

Mutrona [U/m? MOIKoKHO oT AeH 22 10 OeH 26 Ha BCSKH LHKDI



- HAIIPEJHAJI BbBPEYHO-KJAETBHYEH KAPIIWHOM

Jleuenuero ¢ Roferon-A B xomOuHamua ¢ BMHONACTMH HMHIyIMpa obMia YecTOTa Ha OTTOBOP OT
npubnasutenne 17-26%, 3aGass mporpecupaHeTo Ha 3a0oNgBadeTo H YABDKasa o0miaTa
MPEXHBASMOCT NPH HALUEHTH ¢ Hanpendan O56peyno-KneThYeH KApPLHHOM.

IlpenoprKn 32 Ro3upaHe:

Roferon-A TpaGea ma ce mpHiaara MOAKOXHO B Xo3a oT 3 MumuonHa IU Tpu nmeTH CeaMHYHO B
MpOABIKEHNS Ha ellHA ceaMANa, 9 MunuoHa U Tpu NBTH CeaMUYHO Tpes cleiBamara ceIMuNla H
18 mumuoHa IU Tpm obTH ceoMHYHG chmej ToBa. ExHoBpemeHHO ¢ TOBa Tpa0Ba A2 ce mpmiara
BHHONIACTHH HHTPABEHO3HO CHOPE] YKa3aHUATA Ha mpomzpozuTend B go3a 0.1 mglkg renmex Ha 3
CeJIMHIIH.

Axo go3a Ha Roferon-A ot 18 Munuona IU Tpu meTH ceaMMYIHO He ce IOHACA f0o0pe, T4 Moxe Ja ce
HamMand x0 9 Mumiona [U TpH NBTH cegMUdHO,

Jlemenuero Tpabea Aa NpPOIBIKM MHHHMYM TpH Mecella mo Hai-mmoro 12 Mecema HAH [0
nmporpecupade Ha 3afonapanero. IlanueHTHTS, KOMTO HOCTHMIrHAT IIBIEH OTFOBOP MOXe fAa
MPeYCTaHOBAT IEYEHHETO TPH MeceNa Clel YCTaHOBABAHE Ha OTrOBOPA.

- OIIEPATHBHO NNPEMAXHAT 3JIOKAYECTBEH MEJAHOM

JlomparuTento AevueHHe ¢ HHCKA Jo3a Roferon-A ymemxaBa uHTepBaja Oe3 3abomiBaHe NpH
nanuenTd 0e3 HOAANHH HIM OTHAJEYeHH METACTa’d CNeX pe3eKlHi Ha MenaHoMa (nebennHa Ha
TyMopa > 1.5 mm).

Ilpenopnru 3a gosnpane:

Roferon-A Tpspa Ja ce npuiara HOAKOXKHO B Jo3a oT 3 munuona IU Tpu mbTa CegMMYHO B
npoxeinkeHue Ha 18 Mecena, KaTo ¢e 3all0YHE He NMO-KBCHO OT IHECT CEAMHIH Cle)| OmepamuarTa.
AKO ce pa3sBue HeNOHOCHMOCT, jJo3aTa Tpabsa Ja ce Hamamd mo 1.5 mmwmofa IU tpu mera
CeIMITHO,

4.3. IlpoTHBOHORA3AHMA

Ipunoxenuero Ha Roferon-A € NPOTHBONOKA3aHO IPH NALHEHTH C:

1. Amnamsesa 3a CBPBXUYBCTBHTEIHOCT KbM pexombGuHanTeH uHTepdepoH anda-2a WM KbM HAKOE

OT IOMOILLEHHTE BEIECTRA,

2. TlaumenTs © TEXKO NpeNUICCTBAIIO CHEPAeYHO 3abonfABaHe WIH C aHaMHe3a 3a CBPAETHO
sabongpare. He € yCTaHOBeH JUpPEKTeH KapHHOTOKCHMYEH eheKT, HO HMA BEpOATHOCT OCTPa,
CaMOOTpaHKMYaBalla Ce TOKCHYHOCT (Hanp. deGpunureT, CTYACHH TPBIKH), HECTO CBHpP3aHa C

npunoxernero ka Roferon-A na 060cTpH Beve HaMMHH CHPACYHH CBCTOAHYA,
Texxa 650peyna, YepHOAPoOHa Ml MUSTOUAHA RHCHYHKIHS,

JT]

4, HeKkOHTpONHpaHH THLPYOBH CHCTOSHHS M/MIM KOMIpoMeTHpaHa (YHKUMA Ha LeHTpanHara

HepBHa cucTeMa (Bux pa3zen 4.4.)

XpOHHYEH XENATHT, KOHTO ce NeKyBa HIIE © JeKyBaH JOCKOpPO ¢ HMYHOCYHPECODH,

BeHzUIoBHAT anKoXOo, KOHTO © MOMOIIHO BEIIEeCTBO W

PenkH cityday e OHII CBBp3aH ¢ HOTEHIHANHO JISTAIHAFO \/ L&.”%
onceKL;go 8

npy xena fio 3-roauiuHa B3pact. Ilopaan ToBa Rof H i
A LA e

N
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XPpOHHUEH XenaTyT ¢ AeKOMIIEHCHPANo YepHoApoOHO 3abonBaHe MM HPO3a Ha YepHNs Apos,

IDKCKIHOHEH PasTBOp, B
JIAKTOUAHH PeaKIuu
TEOp He TpabBa Ja



ce TpHAara NPH HEJOHOCEeHH Jella, HOBOPOAEHH, KbPMAdYera M MANKH fAena, PasTBOpPBT Ha
Roferon-A cpaspxa 10 mg/ml 6ex3unos ankoxon.

Kombunnpana tepanus ¢ pubaBHpHH: BIDK CHIIO H HHGOPMAIMATA 32 puOaBHPHH, KOraro AHTephepoH
amba-2a ce npunara B koMDHHAIKA ¢ pROABHPHH NPH MANHEHTH ¢ xponuien xenatut C.

4.4. Coenuanau npeAynpexIeHMs H NPEANA3HA MEPKH IIPH yNoTpeda

Roferon-A Tpabea fia ce npuiara BUHATH 1o HabNIoNenye Ha KBanuQHIHpPaH JeKap ¢ OMUT B TEYEHHECTO
Ha CBOTBETHHUTE mokasaHud. IIpapunHo jiedeHue Ha 3ab0liABaHETO H HA YCIOKHEHHATA MY € BB3MOXKHO
CaMO HpH TECHO AOCTHIIHH CPEICTRA 38 RHATHOCTHKA H TEYEHHE.

TIlaruenTHTe TpabBa Aa ca HHGOPMHUPAHK HE CaMo 3a TIOM3aTa OT JeUCHHETO, HO CBILO H 33 BEPOATHOCTTa
Ja NORYIAT HeXKENaHN peaKiuH,

CBpbXYYBCTBHTENHOCT: AKO IO BpeMe Ha JeveHHe ¢ Roferon-A Hu Ha KoMOHHHpaHa Tepamua ¢
PHOABHPHH BL3HMKHAT PEAKHHH Ha CBPBXUYBCTBHTENIHOCT, JIEUSHHETO Tpa0Ba Ja ce cupe u HezabapHO fa
Ce 3aMOYHe NOAXOAMILI0 MEJHKAMEHTO3HO NieueHHe. IIpexonmunmre ofpuBH He HalaraT NpeKbCBAaHE Ha
TepanuAaTa.

llpu npammeHTH ¢ TpaHCrUlaHTamuA (Hamp, Ha OnOpex MmH KocTeH MO3BK) TepameBTHYHATa
HMYHOCYIIPECHs MOXe Xa ce otTcnadu, Thi karo HHTepdepoHHTE OKA3BAT CHINO M HMYHOCTHMYIHDAIO
IeficTeHe,

Hugrexyuu: Joxamo gebpunumenrom Moxce 0a ce céypiuce ¢ zpunonodobelt Cunopom, Koitmo ce
crobuined wecmo RO épeMe HA JAeueHue ¢ uHmepdepon, Opyau CRyuail Ha REPCHCRDAN]
hebpunumem mpabea da ce uzkniowam, ocobeno npu nayuenmu ¢ keymponenus. Huma coodwenun
3a cepuosnu ungexyuu (GaAKMEPUATHG, GUPYCHA, ZbOUNNG) NO GpeMe HA fedueHue ¢ anda
unmepgeponu, sxnrouumento Roferon-A. Tpabea Hesabasno 04 ce 3aROYHE QHMUUHPEKUILO3HA
mepanua i 0a ce 00MUCAN nPeKPAMAGANE Ha 1e4eHUenO,

Tlcexnatpuany cumnToMu: TIpu natueHTH, JeKyBaHn ¢ HHTepdepos, BrmounTento Roferon-A, moxe aa
Ce TPOABAT TEKKH NCHXUUHN HEXENIaHH peaKiyy. Jlenpecks, CyHIUHE HIEH, OIHTH 3a CaMOyOHiiCTBO 1
caMOyGHHCTBO MOJME Ji@ BH3HMKHAT IPH MAUMEHTH Ch¢ M Oe3 NpEeaMUIHE ICHXHYHH 3a00NsBaHud.
JlexapuTte TpAGBA Aa MPOCHEAIBAT BCHYKY NALMEHTH, AekyBann ¢ Roferon-A, 32 npusHany Ha fenpecHs.
Te Tpabpa A2 MHGOPMMPAT NAUMEHTHTS 3a BB3MOXHO pa3BHTHE Ha jempecHsi u Gomuure Tpadsa
He3aBaBHO Ja CHOGINABAT 3a BeekH NPU3HAK H CHMIITOM Ha fenpecys. B rakuBa cnyuan Tpabea ma ce
HMa NpeABH]] HaMeca Ha NCHXHATHP WM MPeyCTAHOBABAHE Ha JISYEHHETO ¢ JIEKAPCTBOTO.

Odrasvonorianu: Kakro mpn Apyrate HETepdepomH, npu neverne ¢ Roferon-A ce cpobmasa 3a
PeTHHONATHS, BKIIOUHTEIHO KPHBOU3IHEH B peTHHATa, OTOK Ha Manunara, TpoM003a Ha apTepuiTa HilH
BeHATA Ha PETHHATA, HEBPONATHA Ha 3PHTENHMs HepB, KOHTO MOXE Ja HOBeNaT A0 3aryda Ha 3peHHeTo.
Bcekn manueHT, KolTO ce OmlakBa OT HaMalleHHe MM 3aryba Ha 3peHHeTo, TpA0Ba Aa ce NOMIOKH Ha
odrranMornoruyer mpernes, Thit KaTo Te3H OYHH CHOMTHA MOXKE [Ja BBHSHHKHAT BBB BPH3Ka ¢ APYTH
3a60NABAHNA, NPEOPBYBA Ce TIperiie] Ha 3peHHeTo Ipell HAYalnoTo Ha MOHoTepanua ¢ Roferon-A uiu
KOMOHHHpPAHO JieueHHe ¢ pubaBUpUH MPY NAUMeHTH ¢ THabeT WM XHNepToHHd, MoHorepanusra ¢
Roferon-A unu xoMOMHEpPaHOTO JiedeHHe ¢ puOaBHpHH TpaOBa Aa e IPEyCTaHOBM IMpH GONHH, IpH
KOHTO C€ PasBuaT HOBH HIIH C€ BIOINAT HATHYHHTE 0QTalIMONOrHUHH 3a60/ABaHus.

Enpoxpusnn: [lpu nedenne Ha nauneHTH ¢ Roferon-A panxo e maOmopasaHa XunepraukeMus. [Ipu
CHOTBETHO [a Ce
nipocaexssa TIoKe3aTa B KpbbTa, [Iph NaleAT! che 3aXapes Auage kd% , HRUOKH KOPHTHpaHE
Ha JI03HPOBKATA HA AHTHANAGETHOTO NeHeHue, 5




IIpy Hanwame Ha JNeKo Xo yMepeHo HapylieHHe Ba OBOperuTe, YepHHs Ipo0 ¥ KOCTHHA MO3BK €
Heo0XoNMMO BHUMATERHO HaGlo e ue Ha Te3H QyHKIHIL.

Yeproapobua (ynkuus: B peaxn cuywau ce nojosupa, e HHrepdepon anda mpeausBHKEa 0GoCTpAHE
Ha CBOBTCTBALIO aBTOMMYHHO 3aboliBaHe MpH NanMenTH c xematut. [lopaju TOBa ce mpemophusa
TPeANaiiuBoCcT NpH Jevenne Ha GONHA ¢ XENATHT H ¢ aHAMHe3a 33 AHTOMMYHHO 3abonssape. Axo ce
BAOIIN YepHONPOOHATa (pYHKIMA Npy TaKnBa NAlHEeHTH TpaGBa Ja Ce MMa RPeHBHI H3CHEABAHE HA
apTouMyHHHTe auTHTena. [Ipy HeobxoaUMOCT, NeueHHeTO Tp:ABBA Aa C& NPEYCTAHOBH.

Hotuckane Ha KOCTHUA MO3EK: H3KIOUHTENHO BHEMAHKE € HeoOXOXUMO Ipy npuoxenue Ha Roferon-
A Ha MAUMEHTH C TEXKA MHENOCYNpecHs, Thif KaTo TOH MMa mOTHCKALY eeKT BEPXY KOCTHHA MO3BK,
BoJeIl X0 uamaneHue Ha O6pos mHa Oenute KpbBHM KieTKHM, OCoOEHO TpaHyNOLMTHTE, 6pos Ha
TPOoMOOLUTHTE H, MO-PAIKC — Ha KOHIEHTPaIHATa Ha XeMornoGuuaa. ToBa Moxe X2 J0Bene A0 [OBUNICH
PHUCK OT HH(EKIHA WIH KPHBOM3IHE. BaxkHo e maupenTHTe ga ce NPOCNeAsBaT BHUMATENHO 33 TaKHRBA
CBOHTHA U fa C& H3BLPIIBA NMEPHOAWYHO MBIHO H3CHEHBaHe Ha KPLEHATA KAapTHHA [IPefH HavyaloTo Ha
TepanuiATa H Ha DOJXOAIH IIepHOIM HO BpeMe Ha Jedenue ¢ Roferon-A.

Astoumysuu: HMa cLodimeHus 3a pasBUTHE Ha Pa3NUYHK aBTO-aHTHTENA 10 BpeMe HA JieyeHue ¢ anda
natepdeponn, KIAHUYHO NpogBeHy aBTOMMYHHH 3a00MsIBaHYs IO BPEME Ha JIeUeHHE C HHTep¢epOnH ce
Ha0MOIaBaT NIO-YECTH NpH AHNR, NMPENPA3HONOKEHH KBM PasBHTHE Ha aBTOMMYHHM Hapymenus. Tlpn
NMAUHeHTH ¢ HAIHYMe MIH KIMHHYHA aHaMHe3a 3a 4BTOMMYHHO HapylIeHHE Ce [pefophysa
MOHHTOPHpPAHE 3a CHMITOMH, CYCIeKTHH 3a TakuiBa 3a00MABaHMA, KaKTO M H3MEDBaHe Ha AaBTO-
auTHreNaTa M HUBoTO Ha TSH.

VYrorpebara Ha Roferon-A npu zena He ce mpenopwusa, Thil KaTo Ge30MacHOCTTA U e()eKTHBHOCTTA Ha
Roferon-A npu gena He ca yCTaHOBSHH.

EdexruBrocTTa NpH HanWeHTH ¢ XpoHH4eH XematwT B mmm C, koMTO ca Ha XeMOIHanuza, WMAaT
XeMO(HIHS HIH ca HHPEKTHPaHH eTHOBPEMEHHO ¢ YOBGIIKH HMyHOEE(HINTCH BHPYC, He € YCTaHOBEHA.

Tosn mpoaykr ceaspxa mop 1 mmol Harpuit (23 mg) wa 0.5 mi, T.e. npakTHyecku ,He CHABMKA
HaTpRit”,

Kom6buHApana Tepanua ¢ puOaBupHH: BHK CHINO H MHpOpMAaNUATA 32 pHOABHPHE, KOTAaTo HHTephepon
anda-2a e ce npunara B komObuHanus ¢ pubaBHpUH NPH MAIlMeHTH ¢ XpoHu4eH xenatuT C.

MMaumentu, uHpekTHpann enHoBpeMenHo ¢ HIV ¥ noayyasailli BHCOKOAKTHBHA AHTHPETPOBHPYCHA
Tepanus (BAAPT), Moxxe na ca MOANOXKEHH Ha NOBHIIEH PUCK OT PasBHTHE Ha JakTanumosa. [lopagu
TOBa TpsbBa 7a ce BHHMaBa npH gobapsre Ha Roferon-A u pmGarnpun xem BAAPT (mx Kparxata
XapaKTepHCTHKA HA pHOABHPHUH).

IManmenTy ¢ HanpeJHala XHpo3a H exHoBpeMeHHa uudexnnsg ¢ HIV, monyuapammu BAAPT, Moxe #a ca
H3M10JKSHH Ha IMOBHIIEH PHCK OT DAasBATHE HA YepHOApoOHa nexoMueHcamms ¥ cMBPT. JloGamsde He
Jevenne ¢ HHTEepGEepOHH CaMOCTOATENHO MIM B KOMOMHAUNS ¢ PHOABHPUH MOXKe Ja YBEANYM PHCKA
IpH TA3H NOArpyna Goanm.

4.5, BsaumopeitcTRHA c Apyru JeRapcTBa i | apyru dopmu Ha
B3anMoaeicTRHE




Roferon-A okaspa edieKT BEPXY ceH(PHHHE MUKPO3OMAIHH eH3UMHH cHcTeMH. KMundHoTO 3HaYeHHe
Ha Te3d HaXOAKH € HeH3BEeCTHO.

Anda-unrepdeporuTe MoraT fa NOBIHAAT OKCHATHBHUTE MerabonuTau npoueck. Tosa Tpsbea Aa ce
HMa MpPeHBH, KOTaTo C& MpeAIIHCEa SAHOBPEMEHHO JICUEHNE C JIEKAPCTRa, KOUTO c& MeTaboxuznpar no
TO3X IhT. 3acera obave HaMa crenudyra nadopManas,

HmMa crobmenus, ue Roferon-A HaMansgsa KiKHpBHCA Ha Teo(HIHHA.

Teii kato Roferon-A moxe ga moenmse (YHKHMHTE Ha LEHTPANHATA HEPBHA CHCTEMA, MOXe Ja
BB3HHMKHAT B3auMOZXeiicTBHA clef eJHOBPEMEHHO NPHIGKEHHE Ha JIEKApCTBA C LEHTPANHO IeHCTBHE.
HnTepdepoHnTEe MOKE AA 3aCHIIAT HEBPOTOKCHUHMHTE, XEMATOTOKCHYHITE H KAPIHOTOKCHYHHTE edeKTH
Ha JIeKapCTBa, IpHNTaraHu NpeaHd TOBA WA €MHOBPEMEHHO C TAX.

Kombunupana tepamusa ¢ pubaBupuH: Bk chio m HHbOpMauuaTa 3a pubaBUpHH, ako HHTepdepoH
anda-2a Tpabea na ce npunara B KOMGHHAMA ¢ pubaBHPHH HpH MALUEHTH C XpOHHYeH xenatut C.

4,6, Bpemennocr n KbpMeHe

Msxe H sxeHR, mony4asainu Roferon-A, Tpatea na npuiarat edukacHH KOHTpalleNTHBHA Mepkh. Hama
JNOCTaThYHO JaHHH OTHOCHO ymoTpebata Ha Roferon-A mpu 6peMennu xenu. IIpy npunarade Ha HO3H,
3HAYHTETHO HaNBHIIABALIM [IpelophUYBAHATA KAHHMYHA X033, Ha OpemeHHM rhesus MaliMyHHM B PaHHHS
no cpemen (eranen nepmop, e HabmopmasaH aboprupam edexr (Bmx paspen 5.3.). Brnpekn ue
A3CNEeBaHIATA BBPXY KHBOTHH He IIOKa3BaT JaHHH 3a TeparoreHHo feHcTeHe Ha Roferon-A, He Moxe
Aa ce M3KNIOWY yBpexaaHe Ha MIOAA IpM ymorpebara My mo Bpeme Ha GpeMeHHOCT. Ilpn GpeMeHHOCT
Roferon-A tpasa Aa ce mpuiara caMmo axo IoJi3ara 3a XKeHaTa HaAXBhpid [OTEHLHANHHAA PHCK 32 IUTIOAE.

He e U3BECTHO AANH TOBa JIEKAPCTBO Ce eKCKPeTHpa B KbpMata fpH HoBeka. Tpa0sa fa ce pemu Jany Ja
e NpeKbCHE BpeMEHHO WM Jid ce HPEeyCTaHOBH TPaiHo KbPMEHETO, KaTO Ce B3eMe HpefBU] 3HAYSHHETO
Ha NIeKapcTBOTO 3a MaliKkaTa.

Kombuuupana Tepanus ¢ puGapupuH: BIbk cblio H uHQOpManHaTa 3a pubaBHpHE, ako HHTEpdEpOH
anda-2a TpOBa Aa ce Npuwiara B KoMOHHaIMA ¢ puOaBApPHH IIPY NAIMEHTKH ¢ XpOHHYeH XenatHt C.

4.7. Edexry BEpXy crocoGHocTTa 32 modupane H pabora ¢ MalUAHK

B 3aBHCHMOCT OT £03aTa H CXEMAaTa Ha JIeUeHHe, KAKTO | HAa YYBCTBMTEIHOCTTA Ha OTHSNHHA NalHEHT,
Roferon-A mMoxe Ja nosauge Obp3MHATA HA PeaKIHHATE, KOSTO MOKE 114 BIOIIH H3TBIHEHHETO HA HAKOH
onepaly, Hanp, modupane, paboTa ¢ MAMIHHH H AP.

4.8. HexeaaHn peaxouH

Kombunupana tepatus ¢ pubasdpun: Bk csi(o u HHQopManuaTa 3a pubaBHpHH, axo HHTepdepon
anda-2a TpsGBa fa ce npuiara B KOMOHHALUA ¢ pHOABHPHHE NP NIANMEHTH ¢ XpOHMYeH xenaTHT C,

ClenH#TE NAHHYE OTHOCHO HEeMXENaHuTe peakuyy ¢& 0CHOBABat Ha Hmi)opMaum, NOIy4dcHa NPH EYUEHNE
Ha NanMeHTH ¢ pakK ¢ IHIPOKo pasaooﬁpasne Ha HEOIlTasMM H YeCTO peti)paKTepHH HA [penInecTBao
JICYSHHE, ¢ HanpeaHaio 3a60315113aﬂe, MAHEHTH C XPOHH4YCH XCTIaTHT B u Gonnu ¢ XPOHHYCH XCIATHT C.

TIpuGnu3nuTenyo HBe TPETH OT paKkoBo GONHHTE ca NMONYYMIM aHOPEKCHA, & IOJIOBHHATAa — TajeHe.

Cepaeuno-croBl H Oesoppobns HapyDIeHHS, KATO IpexolJHa _SUFICTCH3NS, XHIEPTEH3NA, OTOK,

IHaHo3a, apHTMufA, chpuebueHe u Gonka B I'bpHuTe, ca Hal, n‘gaﬁf{'ﬁgngr},\Q Of0 efHA nNera OT
s

5 )
TIAOWEHTHTE ¢ pak. [JosedeTo pakoBo OONHH ca NOMydaBalH S 70 3Ha ¢a HaJ[BMIIaBaNH
T,
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IperopbYBaHUTE NOHACTOALLEM JO3M, ¥ TOBa MOXE Ja OOACHHW IO-BHCOKATA YECTOTA ¥ TEXKECT Ha
HeXellaHHTe PeAaxlyH YIPH TasH rpyna NMAlWeHTH B CpaBHeHHE ¢ OONHHTE ¢ XeMaTHT B, mpH KOHTO
HeXeJIAaHUTE peakiud oOHKHOBEHO ca TPEXONHHA H HALMEHTHTE C¢ BPLLIAT KbM CHCTOSHHETO CH IPEAH
neuenuere 3a 1 1o 2 cepMuUM ciell Kpad Ha Tepaluara. Ilpu GoiHE c xematuT B MHoro paaxo ca
HabmoJaBaHy ChPAEYHO-CHAOBH HapylieHHs. [Ipy NauueHTH ¢ XeNaTHT B IPOMeHHTE B TPAHCAMHHAZHTE
0OHKHOBEHO ca CHTHa 3a NoJ00peHNe Ha KNMHUYHOTO CHCTOSHAE Ha GONMHHAS,

ITopeyeTo oT MAUHEHTHTE €A MONYYMNH I'PUIONOROGHM CHMITOMH KaTO YMOpa, MHPEKCHA, PHrop,
HAMANICH ameTHT, MHaNrHd, IMasobomHe, apTpanr¥s H mpodysHo nanoraBame. OCTPUTE HEXENaHH
eexTH OGHKHOBEHO MOXKE Ja ce HaMalliT HAH NpPEMaxXHaT IPH eAHOBPEeMEeHHO NPHIOXEHHe Ha
MapaueTaMoil H ChINECTBYBa TEHACHNMA 32 HAMANEHHETO HM NPH HPOXB/KaBaHe Ha JEYEHHEeTO MHIH
H3MCHEHHEe Ha J03aTa, BBIPeKH ue NpoAbMKaBaHeTo Ha TepalHiTa MOXe Xa JOBeNe A0 JETaprud,
AcTeHHA ¥ yMOpa.

HHpexman i oHapasaTiBane:
Penku: nHeBMoHNA, herpes simplex (BkmountenHo 1 ofoctpane Ha herpes labialis).

Hapymenns Ha KppBETA 1 XHEMHATA CHCTEMA:

MHOT0 YecTH: TeBKOTICHH

YecTn: TpOMOOIUTONEHNS, AHEMHS

Penxu: arpaHynouiTosa, XeMOJUTHYIHA SHEMHS

MHoro penks: HAKONATHYHA TPOMOOIHMTONEHHYHA Iy pIypa

TpoMmOonuToneHNs M HaMaleHHe Ha XeMmorioOHHA ©a BE3HWKBANH IIO-YECTO IIPH TNalHeHTH ©
Muenocynpecus. BL3cTaHOBARAHE Ha TEXKHTE XEMATONOTHYHH HapyIIeHHs J0 HHBATA NIPSIH JEUCHUETO
OGHKHOBEHO ¢ Habonana fo cefgeM Jo ReceT AHHM CleJ NpeycTaHoBgBaHe Ha deveHneTo ¢ Roferon-A.

Paoxo, anpa unmeppeponume, exmouumenno Roferon-A, npunosicens camocmoamenino Wi 6
KomOunayua c pubasupur, Moce 6a 0voam ceupP3anu ¢ RAHKIMOREHUA U MHO20 PAOKO e UMAR0
CHOOUEHNA 30 ANAGCIILYRA AREMUA,

Hapymenust Ha EMyHHATA CHCTEMA!

Penxy: aBTOUMYHHM HapyIIeHHS, OCTPH pEaKUWM Ha CBPBXYYBCTBHTEJIHOCT (HAIp. YPTHKapusd,
aHrnoegeM, OpoHXoCNassM H aHAQHIAKCHA)

Mioro penKu: capkoHI03a

EHXOKpHEHN HAPYIHEHS:
Peaku: XUEPTHPEOHAN3BM, XHIIOTHPEOUARIEM, THPOHAHA JUCHYHKIHIS

MeraGoIHTHN ¥ XpaHHTENHH HADYLUCHHS:

MHoro yecTH: aHOpPeKCH#, FafcHe, XunoKkalueMus 0e3 moceliCTBHA
Heuectu: enekrponurel nucbananc, AeXHApaTaus

Pelky: XMnepriuieMAs

MHoro penky: 3axapeH JuabeT, XHIepTPHTIHICPHASMUSA

TlcHXHYHH HADYILICHHAS:
HeuecTH: menpecHs, TPeBOKHOCT, IPOMEHH B MICHXHYHHMS CTATyC, ChCTOSHHA Ha obbpkBane, abHOPMHO
HoBelieH e, HEPBHOCT, HApYIIEHHS Ha [TaMETTa, Pa3CTPoiCTRO Ha ChHA

Penxu: camoyOuiicTBo, ONMT 3a caMoyOHHCTBO, CYUIANY HISH
2 ;?Sr;mum i
?r.s

OyHN HADYHICHHA:
HevecTd: KOHIOHKTHBUT, 3PHTEIHE HapyIieHus
Penky: uexeMUYHa PeTHHOMATHA
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MHOro peky: HEBpONATHS Ha 3PHTENHHS HepB, TPomMGO0za Ha apTephsTa Ha peTHHATa, TpomGo3a Ha
BEHaTa Ha PeTHHATA, PETHHONATH, KPLBOH3IIHB B PETHHATA, OTOK Ha IANUAaTa, EKCYAATH B PETHHATA

Hapymienns Ha yIuATe o JIaOHpHHTA:
Heuectu: Bepruro

Copgesnn HapynieHns:

Heyectn: apuTmes, BRIIOYHTEAHO H ATPHOBEHTPHKYJIApEH ONOK, chpuebuene

Penkn: xapamopecmupatopeH apecT, MHOKapieH uHOApKT, 3acToifHa CBpeuHa HeXOCTATHYHOCT,
GermompoleH 0TOK, IHAHO3A

Cb10BH HapyIICHHAS:
HevectH; XHnepTeH3As, XUIMIOTEHIUL

Penku: packyIuT

PecnnpaTopuu, TOpakaJAN H MEAHACTHHAJIHH HaPyeHns:
Penxn: nHucnHes, KamaHia

CToMalIHO-YPeBHH HAPYIUCHHSA!

MHoro yecti: A4apus

Yect: raneHe/moBpEILaHe

Penxu: upepey XHICPMOTHRARTET, 3aNek, TUCIEICHS, METEOPH3LM, TAHKPEATHT

Myioro penky: peakTHBHpaHe HA MENTHYHA H3B3, KPHBOUINMBY OT CTOMAUIHO-YPEBHHA TPAKT, KOHTO He
3aCTpalllaBat JKHBOTa

XenaToGHIRADHE HapyieHns:
Penxn: ueproapobHa HEOOCTATEUHOCT, XSMIATUT, HePHOAPOOHa AUCHYHKIHS

Hapymenns Ha KOXXaTa H NOJKOMKHATA THKAH!

MHoro yectn: anonenus (o0OparuMa npH IpeycTaHOBABAHe HA JCUCHHETO; 3aCHIEHaTa 3aryda Ha Koca
MOXe Aa NPOIBIIKH HAKONKO CEAMHIM ClIe] Kpasd Ha JieYeHUeTo), 3aCUIIeHO H3OTABaHe

Hedectn: ofocTpare UK IPOBOKMPaHeS Ha NCopuasue, cuplhex

Penku: o6pus, cyxoTa Ha KOXKaTa, ENUCTAKCHC, CYX0Ta Ha IMTaBHIHTE, PHHOpes

MyCKyNHO-CKeNEeTHH K CheJHHHTENHOTRKANHE HAPYIHeARS:
MHOro yecTH; MUAJNTHS, apTPAIIrHs
Penxu: cHCTEMEH JIYHYC EPHTEMATO3YC, APTPHT

BLGpeds n THKOYHA HAPYLUCHHS!

HevecTy: npoTeHHYPHs H IOBHIISHHE Ha Opos Ha KIETKMTE B yPHHATA

Penia: octpa 6p0OpewHa HemoCTRTHHHOCT (NpEeAMMHO MpH pakoBo GonHu ¢ GuOpeuHo saGonssaue),
6n0peuno yBpexjaHe

O HapymIeHAs H ChCTOSHHS HA MACTOTO HA NPHJIOKEHHE:

MHoro gectn: rpunonofodHo 3abonaeane, yMopa, MUpeKCHs, PUrop, HaMaleH ameTHT
HeuecTu: Gonka B rbpauTe, OTOK

MHuoro pefiki: HeKpo3a Ha MACTOTO Ha HHKEKTHpaHe, peaklys Ha MACTOTO Ha HIDKEKTHpaHe

JIaGopaTopun N3tICABAHNS:
Heuecry: nopumenne Ha ALT, ankanwata docdarasa B KpeBTa 1 Tg,ﬂsgm&k%e, 3ary0a Ha Teryio
Penxu: nosuiuenne Ha LDH B kpbBra, KpeBHUA GUnHpYGHH, KD, z-gyﬂad hn;cg aTa KHCellHHa, ypesTa

B KPBBT2
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B nAkou maumeHTn MOXe A2 e pa3BUAT HEYTpaM3HPAllA aHTHTeNa cpely nutepdepounure. IIpu gakon
KIMHHYHE CBCTOAHMA (Pak, CHCTEMEH Aymyc epureMaTomec, herpes zoster) Moske Ja ce pasBHAT
CIIOHTAHHO AHTHTENA CPEllly YOBSIIKH JEBKOUATEH HHTep(epOH B MANMEHTH, KOHTO HHKOTa He ca
MOJy4aBany €K30reHHH METepdepord. KIHHu4HOTO 3HadYeHne Ha M3paGoTBAHETO Ha TAKHBA AHTHTENZ
BCe Ollie HE € HAITBJHO W3ACHEHO,

Ilpu xneawdsn usnutsanms ¢ nuodumusupan Roferon-A, chxpanisan mpu 25°C, HeyTpanusupam(
ayTuTena kbM Roferon-A ca nabmopasanu npy npuONu3HTENHO elHa meTa oT nauueHtute, [lpu
NOBJHANK CE€ OT JIEUCHHETO HAlHEeHTH C XemaTuT C, KOMTO pa3sBHBAT HEYTPAIH3MpPAINM aHTHTENA, Ce
YCT4HOBSABA CKJIOHHOCT KbM 3arybBaHe Ha CIOCOOHOCTTA MM 33 OTTOBOP B X0/ Ha JICUEHHETO, KATO TOBA
¢TaBa MO-PaHO OTKOAKOTO NpH GOJHH, KOHTO HE pa3sBHBAT TakHBa anrurena. Hama maunm 3a apyru
KNMHHYHH NOCNSICTBHA, CBBP3aHH ¢ HalHYHETO Ha aHTHTENA cpeiny Roferon-A. KimnnunoTo 3HaveHmne
Ha u3paboTBaHeTO Ha TAKWBA AHTHTENA BCE OLIE HE & HAI'BJIHO M3ACHEHO,

Bee ome HAMa HaHHH 34 10AB8aTa Ha HEYTPAIM3HPAIM AHTHTENA NPH KIKHHYHE H3MUTBAHHA ©
maodumsupan Roferon-A minu Roferon-A HHkeKIHOHEH PasTBOpP, ChXpaHgBaH opH 4°C. [IpH Mogen wa
MHIOIKY OTHOCHTENHATA HMMYHOTEHHOCT Ha NHodmnusupan Roferon-A mapacrsa ¢ Bpemero, korato
MaTepHalbT € chbXpaHaBaH npH 25°C - nmojofro mokauBaHe Ha MMYHOTEHHOCTITAa He ce Habmiomaea,
Korato nuodunusupanust Roferon-A e coxpangsan npu 4°C -npenopbuBaHHTe YCAOBHA 34 CEXPAHEHHUE.,

4.9 Ipenozupane

HsaMa paHuu 32 npefo3HpaKe, HO YeCTOTO IpHAaraHe Ha BUCOKM A03M HHTepdEpPOH MOKe 1a € CBBp3aHo
¢ pa3BHUTHE Ha AEAOOKa JNeraprus, ymopa, IpocTpaudd H koma. Takupa mamueHTH TpaGea na Gbmar
XOCHHTAJIA3HPAHH 332 HaONMONEHHE ¥ TPOBEXKAAHE Ha MOAXONSIN0 MOAABPIKAII0 JICUCHHE.

NanmwenTn ¢ Texkxu peawnuy KbM Roferon-A o0HKHOBEHO ¢€ BBH3CTAHOBABAT A0 HAKONKO JHH CACK
NpeyCTaHOBABaHe HA JICYEHHETO IIpH NONOXKeHHe, 4e IoNy4aT HeoGXOXHMOTO MOAXbPKAIID AedeHHE.
Koma e Omna mabmopasa npu 0.4% OF NanMeHTHTE ¢ KapUMHOM NpPH IPOBEXIaHe HAa KAMHHYHU
H3MHTBAHHL

5, GAPMAKOJJOTHYHA JARHHA
5.1 GapMaKoIHHAMIYHH cBolicTBa

bapmakoTepanepTHYHa rpyna; L[HTOKMHE H HMyHOMOAYIATOpH, ETepdeponu
ATC xon LO3AB04

VcranoseHo €, ue Roferon-A mputexasa MHOTO OT XapaKTepHCTHKHTE Ha Taka HapeyeHHTe Npenapath
OT €CTECTBEH YoBellkH anda-urTepdepoH. AHTHBUPYCHAAT edekT Ha Roferon-A ce ocwiecTsABa ypes
HHIYIHpaHe B KJIETKUTE Ha Pe3HCTeHTHOCT KBM BHPYCHM MHQEKIHH M Upes MONYNHpaHe Ha
edexkTopHAaTA HACT Ha HMYHHAaTa CHCTEMa 32 HEYTpalu3upaHe Ha BHPYCHTE MIH elMMHHHpaHe Ha
HAQEKTHPaHUTE ¢ BUPYCH KiIeTkd, OCHOBHMAT MEXaHU3bM Ha [POTHBOTYMOpPHO Aeiicreue Ha Roferon-A
BCE OIIEe He € M3fcHeH, B chblIoTO BpeMe ca OINMCAaHM HAKOH HPOMEHM B HOBEIIKH TYMOPHH KJIETKH,
Tpetupanu ¢ Roferon-A: B HT 29 xnerkd ce nabmopmaea 3HauntenHo pexyiupane Ha JHK, PHK u
OenTeyHHA CHHTe3. YcTaHOBeHO e, de Roferon-A uMa arTunponudepaTiBHa aKTHBHOCT in Vilro cpely
PasiMYHH TYMODPH [pH HOBeKa M Y€ MOATHCKA PACTEXA HA HAKOM YOBEIIKH TYMOPHH HPUCATIKH BLPXY
romy MUK, H3pecTeH Opolf 4OBEMIKH TyMODHH KISTHYHH JHHHH, HOAYYEHH in ViVO BBPXY
HMYHOKOMIIDOMETHPAHHM [OJH MMIUKM, c€a TeCTBAaHM 3a WYBCTBHTENHOCT KbM Roferon-A.
AnTunponudepaTHBHaTa akTUBHOCT Ha Roferon-A e Ouna npoyueHa in vivo npu penuna TyMOpH, B TOBA
YHCJI0 MYKOHMJEH KaplHOM Ha TbpJara, aNCHOKAapUHHOM Ha LeKyMazKapiHiroy, Ha nefenoTo 4epso K
KapIiiMHOM Ha npoctarara. CTeleHTa Ha aHTHIponudepaTHRHa a T

ik
AR,
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3a pasiuKa OT IpYTH JOBENIKH OPOTEHHH, MHOIO OT edeirite Ha HHTepdepon anda-2a ca JacTHYHO HWIH
HAIBJIHO MOATHCHATH IIPH TeCTBAKe B NPYTH XKUBOTHHCKH BHAOBE. B chInoTo Bpeme, y MaliMyHH rhesus,
NpeABapUTENHO TPETHpPaHH ¢ uHTepdepoH anda-2a, ce HHAYIMpa 3HaUUTENHA AKTHBHOCT CPENy
BaKCHHESA BHPYC.

Kauauaud npoyYsasHs

Kocmaroraers1na JepKeMust

TepanmepTHuHata e(peKTHBHOCT Ha Roferon-A npH JiedeHHE Ha KOCMATOKJETBYHA IICGBKEMHA €
HabmodaBadna B SHHO OJAMO KiHHHYHO H3nHTBane ¢ 218 maumenTH, 0T KOHTO npH 174 ¢ oueHABaHa
etiexkTHBHOCTTA el 16-24 cemMuum oT HavanoTo Ha yieyeHuero. Otroeop e Habmoznasan npu 88% ot
HALUEHTHTE (IIHJICH OTroBop — npH 33%, YacTHYeH — npH 55%).

Caprkom ma Caposi npu CITHH

Edexrusroctra Ha Roferon-A npu neveHne Ha capkoM Ha Caposi e ouewena npu 364 nanuenTs,
nonyyasaii ot 3 fo 54 MIU muesno. O0eKkTHBHATE HHBA HA OTTOBOP Ca J0303aBHCHMH, BapHpaIliy OT
14% mo 50%, xaro Hali-5o0pa 00lna TepaneBTHYHA NION3a € HMaNo [Ipy MPHUIIOKEHHe Ha IHeBHATa 034
ot 36 MIU (upu 13.3% - neieH otrosop, mpu 12,2% - wactu4eH). BucokusT usxomeH Opoit Ha CD4
mamoruTy e OH OnarompHATeH NPOTHOCTHYEH (akTop 3a MOnydasaHe Ha OTroBop, kato 46% or
nauHenTHTe ¢ Gpoit Ha CD4 > 400/mm’ ca OTroOBOpHNH Ra Jeuerue ¢ Roferon-A. OTIroBopsT Ha
neuenneto ¢ Roferon-A e OuN Hali-MOLIHKUAT MPOTHOCTHYEH (HaKTOp [0 OTHOMISHHE HA MPEXKUBASMOCTTA.

Xpoun4una Muesorensa geskemus (CML)

EdexrueroctTa Ha Roferon-A ¢ ouenena npu 226 naunenTs ¢ XporuuHa ¢asza Ha CML H e cpaBHeHa
coc 109 Gonmy, NexkyBaHH ¢ XMMHotepanus (XHIpokcHyped umu Oycyndan). JBere rpymu ca HMany
OIaronpHATHH XapaKTEPHCTHKY IPH TIOCTaBAHETO Ha guarnosara (ox 10% bnacTHy KieTKH B KPBBEA) K
JIeUSHHUETO € 3amouHAI0 ¢ HHTepdepor Ko 6 Mecela OT AMArHOCTHIHpaHeTo, JledeHHeTo Ha NalHeHTH C
CML B xpoHHuHaTa (pa3a BOAU Ko chIUMA mpoueHT nauueHT! (85%-90%), xoctaraly XeMaToNOTHYEH
OTroBOp, KaKTO H JISUCHHETO CBC CTAHJAPTHA CXEMa Ha XuMuoTepanns, Oceen ToBa, 8% u 38% ot
MAalMeHTHTe, JekyBaHu ¢ Roferon-A, ca moiywinn ChOTBETHO NEBJIEH H YacTH4YeH OHTOTEHETHYeH
OTrOBOP B cpaBHEHHe ¢ 9% YacTHYeH LHTOreHeTHHeH OTIOBOP IO BpeMe Ha XHMHOTepanuiTa. Bpemero
IO IporpecHpaHe OT XPOHM4HA (aza Ha NEeBKEeMHA HO YCKOpeHa MM GnacTHa dasa e GHIO IO-ABIro B
rpynara, nekyeana ¢ Roferon-A (69 mecena), B cpaBHeHHe C FpyIIaTa ¢ KOHBEHIIHOHAIHA XHMHOTEpaNHL
(46 mecena) (p < 0.001), xakTo H cpeauara obuia mpexussemoct (72.8 Meceua cpemy 54.5 Mecena, p =
0.002).

Koxen T-xneresuen mmmdgom (CTCL)

Edexrusnocrta Ha Roferon-A e onenena npu 169 manuentu ¢ CTCL, karo noBedeto ot Tax (78%) ca
GHITH pE3NCTEHTHH KbM CTaHNAPTHOTO JIeUeHye YNy ca UMany penyaus. Cpef 85 OoNHHE, 0TroBapAIUH Ha
KPHTEPHHTE 3a OLleHKa, obuMAT oTroBop KuM Neuennero ¢ 58% (20% nbaen otrosop, 38% uacTuvwen
orrorop). IlanmeHTH OT BCHUKM CTajuH Ha 3a0onABaHe ca ce MOBNHANH OT Tepamuata. Cpepxata
NPOXBIKUTETHOCT HA ITBIHHUA OTTOBOP OT HAYAOTO HA JEYeHHeTo ¢ Omna 22 Mecella, kato 94% or
GonxuTe ¢ ITbJIEH OTTOBOP €4 OCTaHANH B peMHCHS Ha 9 Mecell,

Xponnuen xenarnt B

Edexruenocrra Ha Roferon-A 3a neueHHe Ha XpoHMYeH XenaTHT B e ouensBana npH KIMHWYIHH
H3MHUTBaHUA, BKIIOYBAmH mosede ot 900 manmentd. [IpH DHIOTHOTO KOHTpPONHpaHO H3mMHTBaHe 238
GONHH ca GUIM paHAOMHSHPAHH B WETHPH IPYIH: NAHEHTH, TexyBany ¢ 2.5 MIU/m?, 5.0 MIU/m?, 10
MIU/m’ Roferon-A TpH IrbTH CEAMEYHO HIIH OCTABeHH Ge3 Neuerue. Hwnnocma Ha JIeYEHHETO
e Omma 12-24 cemMuIH B 3aBUCHMOCT OT OTTOBOpA, T.e. ennmnmnpm@@b@\g u HBV JTHK ot
cepyMa, IlanmeHTHTe ca NpOCAENABaHH B HpPONBIDKEHHE HA é&% 2 @;p YCTAaHOBIBAHE HA
Jedenrero. YCTaHOBeHa € CTATHCTHYECKH 3HaYUMa pasiHKa B I @edp [enuMHEEpane
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Ha auTureHa Ha xenarut B e (HBeAg) u JHK Ha Bupyca Ha xenatut B (HBV JTHK)] mexny nexysany u
Henexysann Gonru (37% cpemy 13%). Pasnuknre B OTFOBOPHTE MEXAY [PYIIHTE C PAsIXIHH JO3HPOBKY
HE Ca JOCTUTHANHM CTATHCTHYeCKA sHasumocT (33%, 34% u 43% 3a rpymute ¢ 2.5, 5.0 1 10.0 MIU/m?).
Ceponoruynure H BHPYCONOTHYHHTIE OTTOBOPH €2 CBBP3aHM ¢ FOJYEPraHo NONOSpeHHE HA
uepHONpoOHATa XHCTONIOTHA TPH NpocieAsBane ciex 12 mecena 6e3 neuenue,

Xpoanyen Xemarur C: .

EdekrusHocTTa Ha Roferon-A s3a nederne Ha xpoHndeH xenatut C e ouerena npu 1701 namuenTy che
130 KoHTpOmNH, HEACKYBAHH MM TIONYHaBANK Miauedo. B mpenopbusanute nosu Roferon-A muayuupa
nbieH GHOXMMHYEH OTroBop B o 85% oT GonHuTe, KaTo CTeNeHTa Ha OTrOBOP Ce MOAALPXA HOHe 6
Mecela clefi IeUeHHETO, Bapupaiiku ot 11 a0 44% B 3aBHCHMOCT 0T XapaKTepUCTHKHTE Ha 3a00NIBaHeTo
HpefH HavaloTO Ha ACYECHHETO, J03aTa Ha HHTEephEpOHAa W NPONBIDKMTENHOCITZ Ha JNEYeHHEeTO.
BuoxuMuunnaT o1roBop keM Roferon-A e cBep3aH chC 3HAYHTENHO MoAOOperHe Ha YepHOAPOGHOTO
3abonaBane, KOSTO €& BHXHA OT OLGHKATa HA YepHORpoOHuTe GHONCHE npelH M CHAEH JeYeHHETo.
Cpofluasa ce, ue IpH MAUHEHTHTE ¢ MPONBIDKATENEH OTroBop 3-6 Mecena ClieA Kpasd Ha Tepanusra Toit
ce mopmaepxa A0 4 rofuHu. B efHO paHIOMH3MPAaHO KINHAYHO H3IHTBaHe NpPH HENEKyBaHH U
pemuaysypali NalMeHTH ¢ BHPYCONOTHYHO, OHOXMMUYHO H XHCTONOTHYHO AOKYMEHTHPAH XpOHHYEH
xemmatit C e cpaBHEHa TepaneBTHYHatTa edexTHBHOCT Ha MHTepdepoH amdba-2a, NPHIOKEH
CaMOCTOATENHO HIM B KoMOHHamus ¢ ribavirin, Illect Mecena cen Kpas Ha JIeYeHHETO Ce TMOCTHra TPaeH
GHOXHMUYEH H BUPYCONOTHYEH OTIOBOP, KAKTO H XHCTOIOTHYHO moxobpeHHe.

TIpH namMeHTH ¢ pelMAnB ce HabMonapa AeceTOKPATHO CTATHCTHYCCKH 3HAMHMO YBeRmieHue (0T 4% Ha
43%; p<0.01) na rpaliHua BupyconordueH M OuoxuMHYeH oTroBop. BiarompuatHwsT mpodmn Ha
koMOMHHPaHOTO JIeYeHnEe Ce 0Tpa3dBa M B YeCTOTaTa Ha OTroBop no orHomerye Ha HCV renoTuna umm
H3XOOHOTO BHPYCHO HaToBapsare. He3asucumo oT T0Ba, ye npn nanueHTd ¢ HCV reHoTHn-1 yecToTata
Ha TPaeH OTroBOP € IO-HHCKA B CpaBHeHue ¢ Tasd B obmara nomynamus (npuGmusurento 30% cpemy
0% 1py MOHOTEpamus), OTHOCHTEIHATA NON3a 0T KoMOBHHpaHeTo Ha HHTepdepoH anda-2a ¢ ribavirin e
oco0eHo u3paseHa MpPH Task rpyna nanvents. OCBeH TOBa, NipH KOMOMHHPaHO NeyeHHe ce HabmogaBa
N0-A0GBp XHCTONOTHYEH OTIOBOP.

TTomoOuu GaronpHaTHH pe3yNTaTH e HAONIONABAT K MPH NHO MaiKo NPOy4BaHe ¢ HEJICKYBaHH Npeli
TOBA MAHEHTH, Ha KOUTO € NpA0KeRa koMGruupaHa Tepamus o HaTepdepor anda-2a (3 MIU 3 nstr
ceMEryHO) | ribavirin.

3a noneRHUTENHA HHOOpMaNUs OTHOCHO (apMakoAHHAMHMYHHTE CBOJCTBA, MOJL HalpaBeTe CHpABKA C
Kpatkata XxapakTepHCTHKA Ha IPOAYKTa Ha ribavirin.

DoaukyagpeH HEXOTKKREHOB JTHM oM

EdextuBnoctTa Ha Roferon-A karo nomsiHeHMe K6M HHTOTOKCHYHA XMMHOTepanys (CXeMa Ha JIeueHHe
nonobHa Ha CHOP crc nuxnogocdaMis, BHHKPHCTHE, IPESIHU30H H ZOKCOPYOHLMH) e oneleHa npy 122
TaueHTH ¢ KIMHAYHO arpecHBCH HEXOJUKKHHOE NHM{OM, HUCKa HIM MEXIUHHA CTENeH, KaTo e
CpaBHABAHA CBC 127 KOHTPOIH, IONY4YaBaIIy ChINaTa cXeMa Ha XuMHOTepanud. J[Bere cxeMu Ha jieyeHHe
ca JOBRENH A0 CpaBHUM OfeKTHBEH OTrOBOP, HO CXeMara, BimouBama Roferon-A, e uMama mo-romim
eheKT mo OTHOINEHHE Ha YABILKABAHE Ha BpeMeTo J0 Heycrex Ha nedeHuero (p < 0.001) # Ha
NPOABIKATENHOCTTA Ha ITBIHAA 0TroBop (p < 0.003).

Bropeano-riieTh9eH KapIUHHOM
EdextnerHocTTa Ha Roferon-A, npunarad B koMOHHAIMA ¢ BHHONACTHH, € CPABHABAHA C JICUEHHE CaMo ¢
BuHOnactaH. KomOuHaumara Ha Roferon-A mmroc BUHONACcTHH e uMana mo-nodsp edekt B cpaBHeHHE ©
JIeYeHHETO CaMC ¢ BHHONACTHH NIPH NALMEHTH C JOKATHO HAMpeXHAN MeTacTasupal GbpeqHo-KieTEYeH
kapuuiom. CpegHata npexugdemoct ¢ Guna 67.8 ceamuuy npn 79 mauueHTH, nomy4asann Roferon-A
nmoc suubnactad, U 37.8 cegmuiy npu 81 Goymi, AEKyBaHY caMo ¢© BHH@FQmH (p = 0.0049). O6mara
CTeleH Ha oTrosop e Ouma 16.5% Inpn manAeHTHTe, JEKYBaHy Q‘\\;I&Qfemgz;ﬂ& JIOC BUHONACTHH, B
cpasrenue ¢ 2.5% npu GonmKTe, NEKyBaHH CaMo ¢ BHHONACTHH A
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OnepaTHBHO DpeMaxHAT 3I0KAYECTBEH MEJIAHOM

EdextuprocTTa Ha Roferon-A npu naumenTy ¢ IspBHYeH KOKeH MeNaHOM, no-nefen ot 1.5 mm u Ges
KIHHMYHO JIONIOBHMH METAacTa3H B IMMGHUTE BB3IH, ¢ Ouiia OeHABaHA B eXHO TrONIAMA PAHIOMH3UPEHO
KIMHHYHO H3IHTBaHe, BKiiogpamo 253 Gonem, monydapamu Roferon-A B mo3a 3 MIU tpH netH
CeIMHMYHO B IpoAbbkeHMe Ha 18 Mecema, cpaBHeHu ¢ 246 HenekyeaHd KkoHTponu. Cuen cpefHO
npocnepgpaHe OT 4.4 FOZMHM € YCTAHOBEHO SHAYMMO YIBIDKaBaHe Ha HHTepsana Ge3 peuumus (p =
0.035), Ho nunca HA CTATHCTHYECKH 3HAYMMa pasiuka B ofmata npexusseMoct (p = 0.059) B rpynara,
AexysaHa ¢ Roferon-A, B cpaBHeHUe ¢ KoRTponuTe. O0muaT edekT ot jeveHHeTo e 6un 25% HamaneHue
Ha PHCKA OT PeIyauB.

5.2 DapmaKoKHHETHIHH CBOHCTBA

CepyMHHTe KOHIEHTpalH Ha HHTepHepoH anda-2a HOKa3BaT roJeMH MHTEPHHIMBHIYAIHH BapHALHH,
KaKTo Lpy 3Apasd foOpoBOMLH, TaKa H IPH NANUEHTH ¢ JUCSMHHUPAH KapINHoM. PapMakoKHHEeTHKATA
Ha Roferon-A mpw xHBOTHH (MaiiMyHH, Ky4yeTa H MHUIKH) ¢ NoZoOHa Ha HabmiomaBaHaTa MpH Y0BEK4.
QapmMaroxkuneTikaTa Ha Roferon-A IpH yoBeka ¢ JMHeiina B H030BHA Quana3oH oT 3 MuIHona fo 198
munsoda IU, Crep BenozHa uudysug Ha 36 MuamnoHa [U npu sppasd noGpoBoiUH eIHMHEHATUOHHMAT
HONYXUBOT Ha uHTepdepoH anda-2a e 3,7 - 8.5 yaca (cpepuo 5.1 ygaca), 00eMBT Ha pasiipencneHHe B
PaBHOBeCHO chCTOfHKE Bapupa oT 0.233 xo 0.748 Vkg (cpemno: 0.4 1/kg) n obmmaT xmupeHe e 2.14 -
3.62 ml/min/kg (cpemno 2,79 ml/min/kg). Cien HMHTpaMyCKyJHO IpHIOXKeHHe Ha 36 mmnmona IU
MAKCHMAIHHTE CEPYMHH KOHUEHTpauki mapupat oT 1500 zo 2580 pg/ml (cpemmo: 2020 pg/ml) mpu
CpeaHO BpeMe 38 HOCTHraHe Ha MAKCHMAiHa CTOMHOCT OT 3.8 yaca, a cJlefi TOAKOKHO NpHIoKeHke Ha 36
munuona JU or 1250 mo 2320 pg/ml (cpemumo: 1730 pg/ml) mpu cpefiHo Bpeme 3a JOCTHraHe Ha
MakcHManHa cTeitHoct oT 7.3 yaca.

Bumamara 4acT OT Fo3ara, pe3opOHpama ciell HHTpaMyCKyJHO WIH IIOJKOXKHO HHMXEKTHpaHe,
Hagpuloasa 80%.

dapMakokuHeTHKATa Ha HHTepdepon anda-2a cnen HHTPaMyCKYJIHO HPHIIOXKEHHe HA eAHOKPATHH JO3U
IIp¥ TANHEeHTH C AYMCeMHHUpaH KApLHHOM M XPOHHYEH xemaThT B e mogobna Ha HabniofaBanata NpH
3apaBy go6posonuy. Clel HHXEKTHpaHe Ha eAMHHMYHH Ao3d 1o 198 mmmoxa IU, e HabMoRABAHO
yBEHYEHHE Ha CepyMHUTE KOHUEHTPALHK, IPOMOPIHOHAIHO Ha IpHiaranata nosa. He ce ycranosssar
NPOMEHH B pasTpeNedeHHeTo WIH eIHMAHHpAHeTo Ha HHTep(epon anda-2a npu NPUIMKEHHE ABA WHTH
nuesHo (0.5-36 muuona IU), sennbx auesHo (1-54 mummona IU) i Tpu neTH ceaMuyso (1-136
meutHoHa IU) IIpH IpOABIDKUTENHOCT Ha JedeHneTo 10 28 auu. BpOpedHnaT kaTaboNu3bM & OCHOBHUAT
BT 32 enmuMuuypane Ha Roferon-A. [IpremMa ce, Ye pofsTa Ha KITBYHATA SKCKPELHA ¥ YEPHOAPOOGHHAT
MeTabonH3EM 3a enMHHApaHeTo Ha Roferon-A e BTopocrenenHa.

Cnel WHTPaMyCKyJIHO npwiokeHme Ha Roferon-A emun mo  TMOBewe ITBTH AHEBHO TIPH
NPORBIDKATENHOCT Ha JdeueHuero A0 28 FHM NpM HAKOH NAOWEHTH ¢ AHCEMHHMPAH KapOHHOM Ce
IOCTHraT MaKCHMAJHH TIa3MEeHH KOHHNEHTpAuMH AB8a N0 YeTHPH IBTH MO-BHCOKH OT HalnogaBaHuTe
cle MpHWIoKEHHe Ha elMHHYHE J03H. MHOTOKpPATHOTO BpHIOXkeHHe ofaye He BONM A0 NPOMEHH B
IIOKa3aresHTe Ha pasnpelenenie WK eMMMHHIpPaHe TIPH HAKONKOTO H3CNEIBaHA CXEMH HA TO3UpaHe.

JonsnauTensa undopMalis 3a ¢papMaKOKUHETHKATa MOXeTE Ja HaMEPHTE B KpaTKara XapaKTepHCTHKE
Ha ribavirin.

5.3. IlpexkanaMIHHA JAHHH 32 Ge30NacHOCT

Ilopagu BHAoBaTa crneuiduYHOCT Ha uoBelikuA WHTepdepon, ¢.Referon-A ca npopemenHn caMo
OTPaHHYEHH TOKCHKOJNOTHYHY TpoyiBaHus. OcTpata NapeHTepy: H\%{!‘Q&GK‘;}%O Ha Roferon-A e Ouna
Ipoy4YeHa OpH MHMIKH, ABX0Be, 3aiilll 1 mopyeTa B JO3H I Oﬁmf@a\
vummona IU/kg waTpaMyckynno. B HHKoH oOT mpoy4eHy
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CEBp3aHa C TPETHPaHETO, HE3aBHCHMO OT HauMHa Ha MNpwiokeHue Ha Rofeton-A. TYipu mozm,
MHOTOKPaTHO HAJXBBPIIAIIM HpeNopbyBaHaTa KIMHUYHA J103a, HE ca HalbmionaBaHy 3HAUMMH HeXelaHu
edekTH ¢ m3HoueHHe na afoptupaill edext mpH npunokenue Ha OpeMeHHH MaiiMynu rhesus B
HAYaJoTO HJAH cpefaTa Ha OpeMGHHOCTTa M NPEXOAHH HAPYHICHME HAa MEHCTPYANHHA IHKBI,
BKIIOYUTENHO YABLMKABAHE HA MEHCTpyauuaTa, npu HeOpeMeHHH MafiMyHH. 3HAYSHHETO Ha Te3H
HaxOAKH 33 XOpata He € YCTaHOBEHO,

ExcriepuMeHTANTHO He ca HabmoaBaHyu MyTareHHH edexTH, Npu4nHeHH oT Roferon-A.

Jomsanutensa HHGoOpMauns 3a NPefIMHHYHHTE NaHHH 3a Oe30IacHOCT MOXETe Ja HaMepuTe B
KpaTKaTa XapakrTepHeTHKR Ha ribavirin.

6. PAPMANEBTHYHHA DAHHH
6.1 CnnekbK #a NOMOIZHHTE BellecTEa
Ammonium acetate

Sodium Chloride

Benzyl alcocol

Polysorbate 80

Glacial Acetic acid

Sodium Hydroxide solution

Water for Injections

6.2 HechLBMECTHMOCTH

He ca n3secrru.

6.3. Cpox Ha roanoct

2 TONHHEA

6.4. CrenuadHn RpeANasHl MepKH Npd ChXpaHeHne

TTpeABapHTENHO HAITBIHEHHTE CIPHHLOBKH TpAGBa fa ce cpxpanssar npH 2 - 8°C. a He ce 3amMpa3iBat.
Ila ce chXpanABa BbB BHHIIHATA ONAKOBKA.

6.5 Bup o ebaBbp:RAHAES H2 ONAKOBKATA

IunrHABp B2 COPHHLIOBKATA 1%ml (¢maT cTEKIIO), GyTHIOBA TyMeHa 3anyluaika, JaMunupana ¢ FTFE,
(dnyop-ceappkama rmaacTMaca D), mnactMacoBo OyTamo, Mria 32 MONKOKHO HHXEKTHpaHe OT
HEpBXKIAEMA CTOMAHA, Kamaye Ha HIVIATa OT NonunponuieH. BE3MOXKHO e KbM NPOJYKTa [ia Ce NpHarar
H HHKeKIHOHHH TAMIIOHH.

Beaka npenpapuTeIHO HambiHeHa cupuHioBka ceaspxa 3 MIU nutepdepon anda-2a B 0.5 ml roToe 3a
yroTpeba HEKEKUMOHeH pasTop. Pasmep Ha onaxopkara: Onaxosku oT 1, 5, 6, 12 u 30 cnpunuosku. He
BCHYKH TOJIEMHHY Ha OITaKOBKH MOJKe 1A Ce IpojaBar.

6.6, IIpemopbku 3a ynoerpeSa u paGora ¢ npogyKTa

Camo 3a efiHOKpaTHA yIoTpeda.
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Beexu mewsnonsBaH NpORYKT MMM OTHamgbueH Marepdan TpaOBa N2 ce H3XBBPIH B CHOTBETCTBHE C
MECTHHTE H3UCKBAHHS.
7. IMPATEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA
Pom Benrapus EOOJ, yn.”Bano none” 16, Codus 1618, Bearapus
8. HOMEP HA PAZPEINEHHETO 3A YIIOTPEBA
II- 15204

9. HAATA HA WTBPBO PA3SPEIIEHHME 3A ¥YIIOTPEBA/ HOJHOBABAHE HA
PASPEINEHUETO 3A YIIOTPEBA

09.04.1997 r.
10. HJATA HA PETAKITHA HA TEKCTA

25 onu, 2005 1.
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