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KPATKA XAPAKTEPHCTHEA HAINPOAVETA M08 - 200~

1.  HAUMEHOBAWUNE HA JIEKAPCTBEHUS IIPONYKT

Roferon-A 9 MIU/0.5 ml
IIpeABapuTeIHO HANBIKEHH CHPHHIIOBKY, ChABP/KALIM HIKEKUHOHEH PA3TBOD

2. KAYECTBEH U KOJINYECTBEH ChCTAB

Roferon-A ce jocTasst B npeIBapUTENHO HANLJIHEHN CIPHHEOBKH KATO MHKEKIMOHSH PasTBOp, TOTOR
3a ynotpeba. BeAxa NpenBapHTENIHO HaNENHEHA CHPHHUOBKA CBABLDKA 9 MHJIHOHA MEIyHAPONHHU
enuHuOy interferon alfa-2a 8 0.5 mununuTpa* (9 MIU/0.5 ml).

*Cpappxa obeMen HIUIIEK

Pexombunanten narepdepon anda-2a, IpousBeAeH Ypes reHHO Hienepcetso oT Escherichia coli.
3a mOMOMIHKTE BeleCTBa BAX 6.1,

3. JEKAPCTBEHA ®OPMA

HrKeKHOHEH Pa3TBOP B NPeXBAPHTENHO HAI'bIHEHH CIIPHHIOBKHU.

PasTBOPET € npospayeH U Oe3npeTeH A0 CNeNOKBIIT.

4. KJIAMAYHHA JAHHW
4.1. TepaneBTHYHH NOKRAZAHUS
Roferon-A e noxazax 3a JieqeHue Ha:

- KocMmaroxnersdHa neBrkeMus.

- I'Iauﬂeﬂm cwe CITHH ¢ nporpecupam, 6escumuromen capkom Ha Kaposi ¢ 6poit Ha CD4
> 250/mm’,

- Xponuuna ¢asa Ha XpOHMYHA MHENOTEHHA IeBKeMHUS, MONOKATENHA 38 Punanenduiicka
xpomosoma. Jledennero ¢ Roferon-A He e anrepsarupa 3a mampentd ¢ CML, KouTo
HMAaT ponHMHa ¢ uxeHTHYHa HLA M npy KoHTo ce miaHHpa MIH € Bh3MOKHA aforeHHa

.TPaHCIUIAHTAl¥A Ha KOCTEH MO3BK B Gumusko Gpueine. Bee olle He e m3secTHO janm
Roferon-A Moxce jga ce cunTa 3a HeUeHWE ¢ NOTEHIMAN 3a M3NEKyBaHe HpH TOBA
HOKa3aHue.

- Koxen T-xietpuen numdom. Matepdepon anda-2a (Roferon-A) Moxe Aa aeiicrba OpH
NallHeHTH ¢ Tporpeckpailo 3alonsBaHe, pedpakTepHH WIH HENOAXONAIH 34
KOHBEHLIHOHATHO JIEYSHHUE.

-  BwspacTHM manHeRTd © XMCTONOTHYHO NOKa3aH XPOHHYEH XemaTHT B ¢ MapkepH 3a
BUpPYCHA peIIHKalyd, T.e. 0onun, monoxurendy 3a HBV HK um HBeAg,

- DBB3pacTHH DalMeHTH ¢ XHCTONOTHYHO JOKA3aH XpoHWYeH xenaTHT C, NORMKHTEIHH 38
HCV antutena mwm HCV PHK ¢ nosmimeHa cepyMHa ananuy aMusotpauchepasa (ALT)
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CaMOCTOATENHO TPESAUMHO B cIy4all Ha HENOHOCHMOCT MJIH NPOTHBONOKA3aHHe Ha
pHGABHPHH,

- QOAHKYIAPEH HEXOJKKHHOE JIHM(BOM.

~  Hanpeguan 650peyno-11eTEIeH KAPOHHOM.

- Tauuentyn cxe snokagecTBen MenanoM II cranumit mo AJCC (ne6enuna Ha TymMopa Ha Breslow >
1.5 mm, 6e3 3acarade Ha JuM(eH Bh3el MAK KOXKHO pasnpoCIpaHeHue), 6e3 mpossa Ha
3a00NAB2HETO CHEL onepauys.

4.2,  Jlo3HpoBKa H METOJ HA MPHAOGKEHHE

He Bcwuky xoHIeHTpamuH Ha Roferon-A Moke fa ce M3MOMA3BAT 3a BCAKO OT NOKASAHHUATA, CIIOMEHATH
B pazzen 4.1. TepanesTHuny noxasaHud. IIpeRmicaHuTe KOHUEHTPALHK TpAOBa Aa CHOTRETCTBAT Ha
OpenopbYsanaTa A03a 33 BCAKO OTASNHO NOKa3aHue.

- KOCMATOKJIETHBYIYHA JEBKEMHA
Havanxna xoza:

Tpu Mummona IU aHEBHO, HHXXEKTHPAHH IIONKOXKHO B IpoXbIKeHHe Ha 16-24 cenmuun. Tlpu passutue
Ha HeMOHOCHMOCT AHeBHATa #o3a TpsaOpa da ce yamMamy xo 1.5 munnona U win ja ce HICKeKTHpA TpH
IBTH CEMITUHO UIH U JIBETE,

I'Io,un'b{pmama ao3a:

Tpu Munuona IU #HEBHO, MHDKEKTHPAaHH MOAKOXKHO TPH NbTH CeAMHYHO, [IpH pasBHTHEe Ha
HETIOHOCHMOCT J03aTa TpAOBa fa ce Hamamu o 1.5 Mumwona [U TpH OETH ceAMUYHO.

IIpoabmkATENHOCT HA JICTEHHETO:

TManuenTuTe TPAORA Ja c& ekyBaT B NpOXbIsKeHNE Ha NPUOIHIUTENHO IeCT Mecela IpeaHn JEKapAaT 14
pelld HanH jJa NPOAB/UKH JIeYEHHETO NP OTroBapAlld NauMeHTH MM Ja To NPEeyCTaHOBH TNpPH
HETIOBNHABAUIA CE MallHeHTH. BonHu ca OHMNM JeKyBauu B mpoAsiukeHHe Ha 20 MOCHe[OBATENHH
meceun. ONTHMANHATA TPOXBIDKHATENHOCT HA JeueHueTo ¢ Roferon-A Ha KocMaTOKNETEIHE IEBKSMHS
He € OIlpeAeieHa.

Munumannara edextusHa 1o3a Ha Roferon-A npi KoCMaToKIeTEYHA JEBKEMHS HE € YCTAHOBCHA,
- CAFKOM HA KAPOSI ITPH CIIUH

Roferon-A e moxazay 3a nevenne Ha nauuentd cee CIIAH ¢ nporpecupant, Ge3cuMITOMEH capkoM Ha
Kaposi ¢ 6poit xa CD4 > 250/mm’. BepoaTHocTta nanuenty csc CIIMH c 6poit na CD4 < 250/mm*
HIH OONHM ¢ aHAMHE3a 34 OHOPTIOHWCTHYHH HHQEKIMM WIH KOHCTHTYHMOHANHM CHMITTOME [Ia
OTrOBOpPAT Ha sedeHneTo ¢ Roferon-A e Mamka ¥ nopagm ToBa Te He Tpabsa Aa ¢e JEKyBaT.
OnTuManHaTa 1032 OLle He € YCTAHOBEHA,

Roferon-A He Tpabea na ce mpmirara eHOBpPeMEHHO ¢ MpOTeasHH MHxuOwropH. HaMa nanHW 32
bezonacnocT 3a komMGHHanuaTa Roferon-A ¢ HaxuGKTOPH Ha 06paTHATA TPAHCKPUNTA3A, ¢ HIKIKOYSHHE

Ha zidovudine.

Hauanxua noza:




Roferon-A TpsOsa fa ce HHkKEKTHPA TOAKOXKHO, KATO 1034Ta C YBENUYH A0 Halt-Mainko 18 Munuona IU
ZHEBHO, MO BE3MOXKHOCT A0 36 MAmnona IU KHesHo B mpoxsmxerue ua o6mo 10 xo 12 cepmuuu npu
18-roguImHy mauxeNTH WM no-Be3pacTHd. [Ipenopryusanara cxema Ha NOBHIIEHHE HA J03aTa € KAKTO
clienBa;

mex 1-3 3 Muumona [U querHo

neH 4-6 9 mununona IU nHesHO

Aen 7-9 18 Munuora IU AHeBHO W, PH NOHOCHMOCT, C& YBEAHYABa JO:
oeu 10-84 36 mumuona IU nHeBHO

Hoagnpsxaia aosa:

Roferon-A Tps168a fia ce HHXEKTHPa [OAKOXKHO TPH IBTH CEAMHYHO B MAKCHMAIHATA 034, TOHOCHMA
3a TMALHEeNTa, HO He Npepuillapaiia 36 MunmuoHa IU,

IMamuent cxe CITMH u cve capkom Ha Kaposi, nexysauu ¢ 3 munuona [U Roferon-A auesno, ca
noxazany no-cnad oTrOBOP B cpaBHeHHe ¢ OONHMTE, IEKyBaHH C [IPENOpEYBAHATA J038.

IIpoaLIEKHTEHOCT HA ACYEHHETO:

EBomonuara Ha nesunTe Tpabsa Nia ce JOKYMEHTHpA, 33 Aa Ce OUPENeNH OTrOBOPa KBM JICUCHHETO.
ITanuenTuTe TpAOBa 2 ce JeKyBaT B MPOABIDKEHHE Ha MUBAMYM [0 CeaAMHUILH, 32 MpenophUBaHe He 1o~
Malko 12 ceAMHIM, Tpefu JNeKapst Ja pelld Jank Ja HPONEIDKE JIe4eHHeTo IPH OTroBapsily
TALMEHTH MM JIa IO BPEYCTaHOBH MpPH HEMOBJHABAMM CE NaljueHTH. BonHATe 0GUKBOBEHO MOKA3BAT
JaHHH 32 0TroBOP CAex NPHONM3UTENHO TPH Mecela Ha nedetne. laguenTure ca 6w eKysanu xo 20
HOCHENOBATENIHA Meceld. Ilpy mosBa Ha OTrOBOP, JeUEeHHETo TPOBA N2 MPOAR/DKH HAH-MANKO IO
A34e3BaHeTo Ha TyMopa. OnTHManHaTa NpoABDKHTENHOCT Ha JieueHnero ¢ Roferon-A npu capkom xa
Kaposi, caspzan cec CIIMH, He e onpeneneHa.

3adenexka:

[Ipu npeycTaHoBABaHe Ha JevexHeTo ¢ Roferon-A nesunre, xapakrepuy 3a capxoMa Ha Kaposi, yecto
€€ NOABABAT OTHOBO.

- XPOHUYHA MHUEJOTEHHA JEBKEMHSA

Roferon-A e nokasau 3a JleueHue Ha MAUHEHTH B XPOHUYHA (ha3a Ha XPOHHIHA MHE/IOTEHHA JIEBKEMHA,
nonoxuTeNHa 3a Gananenduiicka xpomozoma. Jledenrero ¢ Roferon-A ne e antepHariBa 3a NalHEHTH
¢ CML, xouto uMar posHuHa ¢ uieHTHYHa HLA B OpM KOHTO ce IUIaHMpa Wik € Bh3MOJKHA aloreHHa
TPaHCIIAaHTalHA Ha KOCTEH MO3EK B Oausxo Oblenie.

Roferon-A Boan mo xemaTonormina pemucHa npH 60% ot nmanumentuTe ¢ XporuyHa daza na CML,
HE3aBMCHMO OT HPEHHUITHOTO Nevente. JiBe TPeTH oT Tean GOMHM ca NOJYUWIH IbJIEH XeMATONOTHYSH
OTroBop, KOHTo ce € mosABu 1o 18 Mecena ciell Ha4aoTo Ha JeYeHHETO.

3a pasnmMKa OT HMTOTOKCHYHATA XHMMOTepamus, HHTepdepoH anda-2a Mome Ja NpeHH3BHKA
OpPORBIKATENCH MTOTeHeTHYeH OTroBop ciel 40 mecena. Bee ome He e m3pectHo aand Roferon-A

MOXKEe J1a ce CuHTa 34 JICUSHHE ¢ IIOTSHIHAT 38 H3JIeKyBaHe NPH ToBa NOKa3aHue,

Ho3HpoBKAa:




Ipenoprura ce Roferon-A na ce HHXEKTHpa MOAKOXKHO B Npoxb/okenne Ha 8 no 12 cexmuny Ba 18-
TOAHUIHM NAHeHTH WM n0-Bb3pacTHy. [IpenopbyBanaTa cxeMa HA JO3HMPaHe e KaKTo CleaBa:

fen -3 3 munuona IU nqueexo
e 4-6 6 munona IU gaeenO
nen 7-84 9 smnuona [U nHesHo

HponbkATEeHOCT HA JIeUEHHETO:

[MauuentuTe TpAbBA Ja ce NEKyBaT B NPOILIDKEHHE Ha MUHUMYM 8 cenMuIH, 3a HpenopsrysaHe Hali-
Manxo 12 ceAMHIM, NPSKH JIEKApAT a PEIW JNaly Ja MPOABDKH JIGUEHHETO HPH HOBIHABAILH CE
MAIHEHTH HWAH A4 IO NPEeyCTAHOBM NPH IAlMeHTH Oe3 NMPOMEHK B XEMATOJOTHIHHTE MMOKA3aTeiH.
OTroBapsamure manueHTH TPAOBA Jia ce NekyBat JO TIOCTHraHe Ha IThIICH XEMATONOTHYEH OTIOBOP HITH
no Haii-mporo 18 mecena. Bemuku GonuM ¢ nBlIeH XeMaTONOTHYEH OTroBOp TpabBa da NMPOABILKAT
jeqenuero ¢ 9 mumuona IU guesHo (ontHManyo) HIH © 9 munuona IU Tpu moTH ceaMuHO (MEHHMYM),
32 Jla Ce NOCTHIHEe UHTOreHETHYEH OITOBOp 3a BE3MOXKHO Hali-kpaTko Bpeme. QOnraMannata
MPONB/DKHTENHOCT Ha JeuenneTo ¢ Roferon-A npu xpounyHa MueNorensa ieBKeMus He € OnpejeneHa,
BBOPEKH Ye [IUTOTEHETHIEH OTroBop & D1l HabmonaBan JiBe TOXYMHH ClIE] HAYAIOTO Ha JICUEHHETO.

besonacnocTra, edeKTHBHOCTTA H ONTHManHaTa fo3a Ha Roferon-A mpu mena ¢ CML Bee ome He ca
YCTaHOBEHH.

- KOXEH T-KJETBYEH THMPOM (CTCL)

Hurepdepon anda-2a (Roferon-A) Moxe pga nelicrBa mpu NAauMeHTH ¢ mporpecupany koskeH T-
KneThYeH JiuMboM, pedpakrepHH KM HEIOAXOAANIY 33 KOHBEHIHOHAJIHO IeYeHHe.

OnrnMalniHaTa 1033 He © YCTaHOBSHA.
Hauanna gosa:
Roferon-A TpabBa Ia ce MEKeKTHpa NOAKOKHO, KATO JO3aTA Ce YBENHYH 10 Halt-Manko 18 munuona IU

IHEBHO B NpORB/DKCHHE Ha o000 12 ceamuuM Npr 18-romuiltHM MAUMEHTH HMAY [O-BB3PACTHU.
TIpenoppupanara cxeMa Ha IOBHINEHHE HA NO3ATA € KAKTO ClIEBA;

aen 1-3 3 Mumaona IU gHeBHO
aeH 4-6 9 munuona IU mHeRHO
nen 7-84 18 munuona IU guegHo
oanepacanma qo3a:

Roferon-A Tpabea Aa ce MHKEKTHPA MOAKOKHO TPH OBTH CEAMHYHO B MAKCHMAJHATA 034, IOHOCHMA
34 MaruenTa, HO He npesumapaia 18 munnona IU.

HPORBJDRHTBJIH OCT H2 JIeTCHHEeTO:

Manuentute TPAOBA Aa ce JIEKYBAT B LPONBIKEHHE HA MUHHMYM 8 cefMHLM, a 33 IPenopsUBaHe Haii-
Manko 12 cemMuuM, Npem# JeKapAT Aa pellM AaNnM Ja NPOABIDKM JIEYEHHETO NPH OTroBapAIiH
TNAUHSHTH HAH /a IO MPeYCTAHOBH IpH HENOBIHABAIM C¢ MANHEHTH. MHHHAMANHATAE TPOABIKHTETHOCT
Ha JleYeHHe Ha OTroBapsiu nauueHTH TpAdpa Aa Obze 12 Meceua, 3a xa ce JOGTMEHE, MAaKCHMANHA
BEPOATHOCT 38 IBJIHO MOBIHABAHE H JAa Ce mMoxodpH IHAHCLT 38 IOJYyY a‘i{é\?ﬁh&mpo RIKUTEREH
orroBop. [IJaumenture ca Ownu Jekybanw Jmo 40 nocnenosatenni gwlecedd, ~QninManyara
NPORBIDKHTENHOCT Ha gueHueTo ¢ Roferon-A mpu xoxeH T-KIeTHHeH i ' &
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IIpenynpexaenne:

Tipu nputnusurenno 40% ot nanuentnte ¢ CTCL He ¢ mabmonapalo ofeKTHBHO NMOBIMABaHe HA
Tymopa. YacTryeH otrosop obukHOBeHO ce orlela3pa Ao 3 Mecella, a I'bJeH OTroBop — 10 6 Mecena,
BEIPEKH e HOHAKOra MoKe Xa e HeoOxoxsmMo moseye oT efHa FOAWHA, 3a Jia ¢ MOCTHIHE Hal-Ho0bD
OTTFOBOP,

- XPOHHYEH XEITATHT B

Roferon-A ¢ nokasan 3a JedeHHe Ha BB3PACTHH NAUMEHTH ¢ XHCTONOIHYHO JOKA3aH XPOHHYER
xenaTuT B ¢ MapkepH 32 BUPYCHA pelIHKauud, T.e. 6onuy, noxoxurentu sa HBV JTHK nnu HBeAg,

IIpenopsku 3a qo3HpaHe:

OnruManHaTa cxeMa Ha JiedeHHE BCE OWIe He ¢ ycTaHopeHa. Jo3ara oOMKHOBEHO € B pamMKuTe Ha 2.3
mamiona U no 5.0 mwimoma IU/m’ Tenecsa NOBBDXHOCT, HHKEKTApAHA NOAKOXKHO TPH IIETH
CSIMHYHO 32 Hepuon Ha 4 o 6 Mecelia.

JlozaTa Moke Ja ce KOPHTHpa CHOpel] ITOHOCHMOCTTA HA MAlUeHTa KBM JeKApCTROTO. Axo clen 3-4
Mecella Ha JiedeHHe HE ce HabofaBa momobpewme, TpsOba fia ce OOMMCHM NPeyCTAHOBABAHE HA

TepanuaTa.

Hena: Tlpy nena ¢ xpoumden xenarur B ca 6unu mpumarasu Gesomacuo go 10 mummmona IU/m’.
EdextrBHOCTTA Ha AeveHHeTe 06ade He e IoKa3aHa.

- XPOHHYEH XEITATHAT C

ROFERON-A B KOMBHHAIIUA C RIBAVIRIN

ITANMHEATH C PEITHINB

Roferon-A ce npunara B koMOuHanusa ¢ pubaBHPHH NpH BH3PACTHH MAIMEHTH ¢ XPOHHYEH
xeratdut C, KOMTO Apeld TOBa C4 OTFOBApANH Ha MOHOTepamua ¢ mATepdepoH anda, HO ca
HOMYYHIK PELUIHE CIe) CIHPaHe Ha JISIeHHeTO,

Jo3apoBKa:

Roferon-A: 4.5 MIU 3 0eTH ceAMAYHO Ypes MOAKOKHA HHKSKIHS 3a IepHo] oT 6 Mecena.

JO3HPOBKa Ha prdaBHPHH!

Josa Ha pubasupun: 1000 mg zo 1200 mg AHEBHO, pasHelieHd B XBa mpHeMa (eMUH CYTPHH CBC
3aKyCKaTa M eJHH Beuep IO Bpeme Ha xpaHeHe). Mound, wampasere cnpaska u B Kparkara
XapaKkTepdcIHKa Ha pHOABHPHH 3a moBede NoAPoGHOCTH OTHOCHO AO3UPOBKAaTa ¥ MeTOZa Ha
IPUIONKEHHE Ha pAGaBUpPHH.

HEJEKYBAHH NAYTHEHTH

EdextusHoCTT2 Ha HHTepbhepon ana-2a Npu fedeHHe HA XPOHHYEH XeNATHT e=yBEITHYABa IPH

il
xomGunupare ¢ pubasupur. Roferon-A 1patea Ja ce npunara caMocTosTeNH ezl
HEMOHOCKHMOCT HJIH NPOTHBONIOKA3aHYE Ha PHOABMPHEL. P




Josnporka;

Roferon-A: 3 no 4.5 MIU 3 neTe ceIMHIHO Ypes MTOAKOKHA HHMEKIIHA 32 IEPHOJ OT Haif-MaTKo
6 mecena. Jledenuero 1pafBa Xa mpoasKA omme 6 Mecela IPH NAaUMEHTH, KOMTO ca
otpruarenty 3a HCV PHK Ha mecex 6, MH(eKTHPaHH ca ¢ TeHOTHN 1 M HMAT BHCOKO BHDPYCHO
HaTOBapBaHe NpelH JeYeHHeTo.

Ho3npoexa Ha pHOABHPHHS BHX IO-TOpE.

Hannyreto Ha Apyrs oTpuuaTenHd NpornocTHYHM (axropn (BB3pacT may 40 TORHHE, MBXKKH IO,
¢Gubposa) ceino Tpabea Ma ce HMa NPEXBUL IPH MPOABIIKAaBaHe Ha IeUeHHeTo 1o 12 Mecena.

IMTaninenTH, KOMTO HE Ca TOKA3AMH BHPYCONOrHYeH OTroBOp cliel 6 Mecela Ha nedenue (HCV PHK nox
JIONHATa FpaHula Ha OTKpHBaHe), ODHKHOBEHO HE IMOJYyYaBaT NPOABILKHATENICH BHPYCOJIOTHYEH OTIOBOD
(HCV PHK nox monHaTa rpaHHLia HA OTKPHBAaHe INECT Mecella Cle/ MPeyCTaHOBABAHE Ha JISYCHHETO).

MoxoTepanns ¢ Roferon-A

Monorepanus ¢ Roferon-A Tpa6Ba za ce mpoBeXAa NPefUMHO B Chydail HA HENOHOCHMOCT MM
MPOTKBOIOKA3aHNe Ha PHOABHPHH.

Havanna nosaposxa:

Roferon-A Tpafsa na ce nipmiara B x03a ot 3 10 6 Munuona IU upes nmoaxoxHa HHKEKUHS TP IBTH
CeAMHYHO B IMpOXBIDKEHHE Ha 6 Mecena KaTo BEBEXIAINA TepalHy, ako HMOHOCHMOCTTa Ha MalHeHTa
nmo3BonsaBa. [lpu GONHY, KOUTO HE OTTOBOPAT CHIEX TPU JO YETHPH Mecena Ha Jiedenue, Tpabea ma ce
IIOMHCIH 32 [IPeyCTAHOBAB2HE HA NpUNokerHeTo Ha Roferon-A.

Honpepxama ge3a:

TMaumenTn, npu xouTo cepymuara ALT ce nopmanusupa w/ane HCV PHK He ce orkpHBaT, HMAT HyMXOa
oT Iojaspacama Tepanus ¢ 3 MuiHoHa JU Roferon-A TpH mBTH ce]MHYHO B HPOABIKEHHE Ha OLIE
5ecT MECceNa uny Io-ABIro, 3a 12 3aTRBPAAT NBIHUI oTroRop, OnTHManHaTa MPOXLIKUTENHOCT Ha
JledeHHe Olle He ¢ ONpeAencHa, HO C& MPeoppuBa TEPaud 0T Hail-Manko 12 Mecena.

3abenemxna:

IloBedero mamueHTH, KOHTO NONYHABAT PELUAHB CNel aJeKBAaTHO JNeyeHde caMo ¢ Roferon-A, ro
MOAYYAaBaT AO YeTYPH Mecella cIel Kpas Ha TepaluiTa.

- POIUKYJEHPER HEXO/KKHHOB JHMPOM

Roferon-A ymeikasa npexupseMoctita 6e3 saGonssane n 6e3 nporpecupaHe, KOrato ce IpHiara
KaTO JONBJIHHTENHO JIeYeHHe KbM CXeMH Ha jevyeHHe ¢ nojgobua va CHOP xumMuorepanud, npu
MalMeHTH ¢ HampeAHad (BHCOKO TYMODHO HATOBapBaHe) (ONMKYIAPEH HEXOMKKHHOB JHMGOM.
EdexTHBHOCTTa Ha JONBJIHHTENHOTO Nevenne ¢ ¥ATepdepoH anda-2a obaye IO OTHOLICHHE Ha
ofImara AbArOCpPOYHA NIPEKHBAEMOCT HA TE3H MALHEHTH OLIE HE € YCTAHOBEHA.

TIpenopLka 3a Ao3npane:

KoMOHHaLuA Ha MuKIogochamus, TPeHI3OH, BUHKPHCTHH H JOKCOPTOMIMHY no dkema, Kato 6

Roferon-A 1psbBa na ce mpunara eAHOBPEMEHHO ¢ KOHBGHHHOH&J‘I?(;L\\T@I)&HI/IH (xato
&

MuwHoHa IU/m? MoIKOXKHO OT neH 22 10 HeH 26 Ha BCeKH LHKBI O




HAHNPETHAJ BBEPEYHO-KIETBYEH KAPITHHOM

Jleuennero ¢ Roferon-A B koMOHHanHA ¢ BUHONIACTHH MHAYIMpa Oo6LIA YECTOTA HA OTTOBOP OT
npubnusurendo 17-26%, 3abapx nporpecupanero Ha 3aboiaBaHeTo W YOBIKaBa o0ImaTa
[IpEeKMBAEMOCT NPH NalMEHTH ¢ HanpeaHal Ob0peuHO-KNeThYeH KapLuHOM.

IIpemopLxu 3a nozupane:

Roferon-A TpadBa ma ce Ipuiara noAKOKHO B Ao3a or 3 MmmmoHa JU TpH DBTH CEAMHYHO B
NpOREILKEHNE Ha eAHa ceiMuNa, 9 Munnoda IU Tpy HETH CeAMHYHO Npes cleABamara CenMuLa H
18 munuona IU Tpu neTH CeAMHYHO cnen ToBa. ERHORpeMeHHO ¢ ToBa TpAOBa N2 ce mpuiara
BHHONACTHH MHTPABEHO3HO CIOpPe] yKa3aHHATa Ha NpoussoxuTend B no3a 0.1 mg/kg senwnx na 3
CeIMUIIH.

Axo poza Ha Roferon-A ot 18 Mmmmona IU Tpu BTH ceaMUMHO HE ce IIOHAcA Hobpe, TA MoXKe JAa
ce HaManu Jo 9 Munuosa [U Tpu IBTH CeAMUYHO.

Jleuenmero TpaGea A2 MpOREBKM MUHHMYM TpH Mecella go Hali-MEoro 12 Mecena HaM JHo
nporpecupaHe Ha 3aboagBaHero. IlauMEHTHTE, KOMTO HOCTHIHAT IBIEH OTIOBOP MOXKEe Ha
IpeyCTaHORAT JISYEHNETO TPH MECella clle]] YCTaHOBABaHe Ha OTTOBOpA.

- OHEPATHUBHO HPEMAXHAT 3JIOKAYECTBEH MEJAHOM

JlombnHuTenso Jeyenue ¢ Hucka go3a Roferon-A ymaemkaa wnrepBana Oes 3aonssane mpH
nanpeRTH 0e3 HONAAHM WK OTHANeYeHH MeTacTasH Clel pe3eKUus Ha MenaHoMa (febemiHa Ha
TyMopa > 1.5 mm).

IIpenophKH 32 Jo3npaHe:

Roferon-A Tpa0Ba na ce mpuiara HOAKOXKHO B A03a ot 3 mMunHoxa [U TpH mBTH CEIMHYHO B
npoAbokeHre Ha 18 mMecena, KaTo ¢ 3aMo%YHe He NO-KbCHO OT INECT CeAMUIM Clief oliepal#ara.
Axo ce pasBHe HENOHOCHMOCT, [o3aTa TpsbBa na ce mamanu no 1.5 munuona IU Tpu meTH
CEIMHIYHO.

4.3. IlporuBomoxasamus

Ipunoxennero Ha Roferon-A ¢ NpoTHRONOKA3aHO NPH MAHEHTH C:

1. Anamue3sa 3a CBPBXYYBCTBRHTENHOCT KbM pexoMOuHaHTeH uHTepdepoH anda-2a i KeM

HAKOE 0T NOMOITHHTES BEUISCTRE,

2. TlanyeWTs ¢ TEXKO IpPEANIeCTBAMO CLPNeYHo 3aboNdBaHe MIH C aHAMHE3a 3a CBPAEYHO

zabonapane. He e YCTaHOBEH AMpPEKTeH KapAHOTOKCH4YeH edexT, HO MMa BEPOSTHOCT OCTpa,
caMOOrpaHHyaBalia ce ToKCH4HOCeT (Hanp. ¢eOpuinTeT, CTYNSHH TPBRIKH), 9ECTO CBBP3ata
upriioeHueTo Ha Roferon-A na o6ocTpH Beue HATHIHY ChPAEUHH CBCTOAHHA,

3. Texxa 6x0peuna, 9epHOAPOOHA HITH MACTOHAEA THCHYHKIMA,

4. HeKOHTpONMpaHH IBPYOBHM CHCTOSHHA H/HAM KOMIIpOMETHpaHa (YHKIMA Ha IERTpanHaTa
HepBHa CHcTeMa (BIK pazfien 4.4.)

5. XpoHHYeH XeNaTHT ¢ NeKOMIeHCHPaNo JepHoapoGHO 3abonaBane AAH MHPO3a HA YePHHA Apob,

6. XpoHHYEH XENATHT, KOHTO ce JeKyBa HIIM € JIEKyBaH AOCKOPO ¢ HMYHOCYIIPECODH,

7. DeH3WIOBHAT anKoXol, KOHTO € mMoMOIHO BemecTso B Roferon-A MHXCKHHOHEH.Da3TBOD, B

peaky Ciyyad ¢ OHA CBBp3aH C MOTEHIMANHO JETanHa TOKCH‘!}?&?&E%&?&@%}I TOMIHH

PeaKlMH XpH Jela A0 3-romusa Be3pact. [Topamn Tosa Roferon- 1Y

oAby,



TpaBa Aa ce NpH/ara NpH HENOHOCEHH Jena, HOBOPDOREHM, KbpMaueTa W Mankd pemna.
PastBopsT Ha Roferon-A crpepxka 10 mg/ml Gensunoe ankoxon.

KombGusnpana Tepanns ¢ puOaBUpHH: BIK CHLIO H HH(OPMANMATA 32 pubABMpPUH, KOTaTo HATEpdEpOH
anda-2a ce ripunara B koMOHHAIAY ¢ puGABHPHH [IPH MANHEHTH ¢ XpOHHYeH Xenatur C.

4.4, CpenmaJHH NpelyNpexAeHHs H HpeAnasHil MEPKH HPH YIoTpeda

Roferon-A rpabea ma ce nipuiara BHHArM noj HaGmofeHHe Ha KBamM(HUIMpaH JEKap ¢ ONHT B
JieveHHEeTo Ha CHOTBETHHTE IOoKasanus. IIpapHiHo feveHue Ha 3a00ABaHETO M Ha YCAOXKHEHHATA MY €
BB3MOXKHO CaMO IPY NIECHO JOCTBItHY CPEACTBA 34 JHArHOCTHKA 1 JeUeHHe.

ITauuenture Tpsabba fAa ca uudopMHpaHH He camo 3a MON3aTa OT JieYeHHeTo, HO CHIIO M 3a
BEPOATHOCTTA A2 MOJIy4YaT HeXENanH PeaKiyH.

CBpBXYYBCTBHTENIHOCT: AKO IO BpeMe Ha JyedeHHe ¢ Roferon-A unM Ha xOMOMnHpaHa TepanmHs ¢
pubaBHPHH BE3HMKHAT PeaKlMy Ha CBPLXHYBCTBHTENHOCT, IEUeHHETo Tpabna Ja ce cnpe H He3abasHO
Ja ce 3anoyuHe MOJXoIqImoe MeIHKaMeHTO3HO evenne. [Ipexonuute oGpHBH HE HANATaT NpPeKECEIHE HA
Tepan#gra.

IMpu panwenTn ¢ tpaHcIiaHTanus (Hamp, Ha OBOpeK KA KOCTEH MO3BK) TepalNeBTHUHATa
HMYHOCYIpecHsa MOXe Ja ¢e OTC/Ia0H, ThH Karo HHTepdepoHHTe 0Ka3BaT CHII0 H HMYHOCTHMYJIHPALID
nelcTBHE.

Hngpexyun: Joxkamo gebpunumemonm Modce 0a Ce CEuPIHCE C SPURONGIOGEH CUHOPOM, Kolimo ce
croDUINea uecmo no epemMe Ha JiedeHue ¢ UHmMepepoH, Opyzu CaAvHau HA Hepeucmupay
dhebpunumem mpapea da ce usKkoyam, ocolerno npu nayuermu ¢ veymponenus. Hma cvobwenns
3a cepuoznu unexyun (Oaxmepuanna, eupycud, zwbuuna) no epeme Ha nevenue ¢ aida
unmepieponu, exmonumenno Roferon-A. Tpabea nezabasno 0a ce 3anoune AHMULRPEKYUOIHA
WIEPANUR U Da 0€ OOMUCTH NPEKPAMAGAHE KA TEHEHU MO,

IepxyaTpruany cuMiToMu: Ilpy naumesTH, Nekypand ¢ narepdepoH, BounTenzo Roferon-A, Moxe
Jla ce TIpoABAT TEXKH ICHXHYHH HENENaHM peakuwH. Jenpecus, CYHLUAHE HEEH, ONATH 3a
camoyOuiicTBo H caMoyOHItCTBO MOXKe Jla BE3HHKHAT NPH MAlHEHTH ChC H 0€3 NpeTHITHH NCHXHYHH
zabonaBanmg. Jlekapure TpAGBa Ia DpOCHexsABAT BCHYKH IANHEHTH, JekyBaHH ¢ Roferon-A, 3a
npu3Haly Ha aerpecus. Te Tpa0Ba aa HHGOPMHpAT NauUeHTHTe 33 BF3MOXHO Pa3BHTHE Ha JSIPeCcHs U
OomnuTe TpaGBa HezabaBHO Ja CHOOmMABAT 3a BCEKH NPH3HAK H CHMIITOM Ha Jenpechs. B Takusa
cliydaH Tpsa0Ba Ja ce MMa NPEeRBHJ HamMeca HA NMCHXHATHD H/MNH MPEYCTAHOBSBAaHE HA JIEUSHHETO ¢
FIEKAPCTBOTO,

Odrranmonornyan: Kaxro npu gpyrute muHTepdepoHu, npu leueHne ¢ Roferon-A ce cnobuasa sa
PETHHONATHS, BKIIOYHTENHO KPBBOU3IHEH B PETHHATA, OTOK HA MAMHIaTa, TpoM603a Ha apTepHaTa HITH
BEHATa Ha peTHHaTa, HEBPOIATHA Ha 3PUTENHHS HePB, KOMTO MOXKe Ja JoBeIar Jo 3aryba Ha 3peHHeTo,
Beexu nanyenT, KoHTo ce ONJIaKBa OT HaMalneHHe 1 3aryba Ha 3penneTo, Tpa0Ba Ja ce MOAM0XKH Ha
otrranmonorsyen npernen. Toit xaTo Te3w OYHH CHOMTHA MOXeE Ja BB3HHKHAT BHB BPL3Ka ¢ JPYTH
sa0oNABaHms, PENopHYRa C€ MPeTie] Ha 3PEHIeTo MPeny HaYaloTo Ha MoHoTepanusa ¢ Roferon-A nmu
KOMOHHHpaHO JeyeHHe ¢ PUOABHPHH NPH NMALMEHTH ¢ AualeT HAH XUnepToHus. MOHOTepanuiTa ¢
Roferon-A mni xoMGUHHPAHOTO JeyeHHe ¢ puGaBHPMH TpAbBa XA Ce NpEyCTAHOBH NpPE GORHH, [pH
KOKTO C€ pasBHAT HOBH MIlH C& BIOLUAT HATHYHUTE OQTaAAMONOTHYHH 32000ABaAHHUA,

Engoxpuunn: IIpn nedenne Ha maunentd ¢ Roferon-A pagko e zabnronas aegaq@grg
2 nTEoThS

BCHUKH ITAaOHCHTH, KOHTO pPa3sBHAT XHOCPrIHKEMHI, TPHSBa Ja ce H3




OpOCHedABa [MII0K03aTa B KPBBTA. HPPI NMaBHeHTH ChC 3aXapeH IHaber MOXe 1A C¢ HAIOMXH KopHurypane
Ha JO3HPOBKATA HA aHTH,ELHa63THOT0 JICYSHHE.

Tlpn Hanuuue Ha JIEKO N0 YMEpEHO HapylleHHe Ha OwnGpenure, yepuus Ipob M KOCTHHA MO3ZEK €
HeoOX0MMO BHUMATENHO HaOMoNeHAe Ha Te3H QYHKIHH,

YepuonpotHa diyaxknui: B penxu ciryyay ce mogosnpa, ye HHTepdepod anda npepussnksa oGocTpane
Ha CBOBTCTBAIIO ABTOMMYHHO 3aboJfBaHe npy madueHTH ¢ Xenarut. [lopaxu ToBa ce mpemopryBa
HpeNasfHBOCT NPH JeYeHHe Ha OONHM ¢ XemaTHT H ¢ aHAMHE3a 33 aHTOMMYHHO 3a6oisBaHe. AKO ce
BIOIIH 4epHOApoOHaTa GYHKOMA IPH TaKnsa IaUMeHTH TpabBa ja ce uMa IpENBHA H3CIeHBaHE HA
aBTOMMYHHHMTe anTrrena. IIpu HeobxomuMocT, nedeHueto TpAbBa Ja ce NpeycTaHOBH,

Ilornckane Ha kocTHHA MO3BK: MsimounrenHo BHHMarHE € HeoGxonuMmo NPH NpHIOXeHHe Ha
Roferon-A Ha nanuesTy ¢ TexXKKa MHRNOCYNpecHs, Thil KaTo Tolf HMa MoTHckal edexT BBpXy KOCTHHS
MO3EK, BOJEI 0 HaMmaneHHe Ha Opos Ha 0enHTe KPBBHH IJIETKH, 0CO0EHO rpaHynonuTHTE, Opod Ha
TPOMOOLHTHTE M, NO-PAAKO — HA KOHUEHTpanusara Ha XeMornoOuua. Tosa Moxe ga goBeme Ao
MOBHIIEH PHCK OT HH(EKUMA WK KPLBOU3NKE. BaXHO € MalkeHTuTe Aa Ce IPOCEAABAT BHUMATEIHO
3a TaKuBa CROMTHA H Ja Ce M3BBPIIBA MEPHORHYHO NENHO H3CIeABaHEe Ha KPBBHATA KapTHHA JIpeau
HaYaJoTo Ha TepaluiTa i Ha MO/XOAAIIY IepHOH I10 BpeMe Ha nedeHue ¢ Roferon-A.

AspronMyHHH: HMa cho0mIeHns 3a pa3BATHE HA pasiMYHU aBTO-aHTHTENA [0 BpeMe Ha JicueHHe ¢ anda
HHTEpgepord, KINMAMYHO NMposBeHH aBTOMMYHHH 3a00NABaHHA MO BpeMe Ha JIeYeHHe ¢ HHTep(eporH
ce HaONIONABAT MO-YECTH NPH JHIA, NpeApasHoNoieHH KbM pPa3BUTHE HA ABTOUMYHHM HApYLUSHHA.
TIpy mamueHTH ¢ HanWdHe MNIH KIHHHYHA aHaMHe3a 3a aBTOMMYHHO HapyIIeHHe ce HpenophuBa
MOHHTOPHpPaHe 32 CHMITOMM, CYCIEKTHH 3a TAKMRA 3a00MfBapis, KAXTO M HM3MepBaHe Ha aBTo-
aHTHTelaTa U HusoTo Ha TSH.

Vootpebata ra Roferon-A npx mena He ce npenopsisa, ThH xaTo $€30IIACHOCTTa H e(DeKTHBHOCTTA HA
Roferon-A nmpy Aena He ¢a YCTAaHOBEHH.

EdexTHBHOCTTA NpH MNaU#EHTH ¢ XpoHHYeH xenaTuT B wmM C, KOUTO ca Ha XeMoIManu3a, HMar
xemotuius MIH ca MHQEKTHpaHH CIHOBPEMEHHO C HOBEINKH HMyHORS(HIUTEH BHpYC, HE €
YCTaHOBEHA,

Tozu mpomykT ceibpika mof 1 mmol matpuii (23 mg) ma 0.5 ml, T.e. NpaKTHYECKH ,He CHABPKA
Harpuii”.

Kombunupana Tepanus ¢ puOaBUpHH: BIDK CBINO H HHOOpMALHATA 328 pHOaBHPHH, KOraTo HHTEphepoH
anda-2a me ce npwiara B koMOMHANKA ¢ puOaBUPHH DpH DANAEHTH ¢ XPOHHUSH Xenarut C.

IManuenTn, uHpeKTRpaHH efHOBpeMeHHO ¢ HIV ¥ monydapalld BHCOKOAKTHBHA aHTUPETPOBHpPYCHA
tepanus (BAAPT), Moxe fa ca NOANOXKEHH Ha MOBHIIEH PHCK OT pa3BHTHE Ha Nakrauumoza. Ilopaau
TOBa TpAGBa Aa ce BHUMaBa NpH Aobapane Ha Roferon-A w pubGapupur keM BAAPT (emx KparkaTa
XapaKTepHCTHKA Ha pAOABHDUH),

[TamieHTH ¢ HanpexHana UHpo3a H eAHoepeMenna HHdeknug ¢ HIV, nonyvasams BAAPT, moxe fa ca
H3/I0KeHH Ha MOBMINEH DHCK OT PA3BHTHE Ha vepHOApoOHa NeKoMreHcamus H cMEpT. JobaBsHe He
AedeHue ¢ HETepd)epoHH CaMOCTOATENHO HIH B KoMOMHanHA ¢ pubaBUpHH MOXe Ha yBeNHYd PHCKA
HIpH Ta3d NOArpyna GONHK,

4.5.  BaaamoneiicTBHA c ApYrR JeKapeTBa Ha
B3auMoneiicTeHe




TeH kato anda-uHTEpdEpOHNTE NPOMEHAT KIETHUHES MeTabOoNU3bM, CHINECTBYRA TOTEHLHAN 3a
W3MEHEHHe Ha aKTHBHOCTTA HA JPYTH NeKapcTBa. B efHO Malko KIMHUYHO H3MHTBANE € A0KA3aHo, 4e
Roferon-A oxasea edexr BBpXy CNEOU(HYHM MHKPOSOMAJIHM EH3UMHE CHCTéMH. KIHMHHYHOTO
3Ha4YeHHe Ha Te3H HAXOIKH ¢ HeH3BECTHO.

Anda-uaTepdepornTe MOTaT 2 NOBIMAAT OKCHAATABHKTE MeTabonutHn nmpouec, Tosa TpaGea aa ce
UMa TPeABHH, KOTaTo Ce NPeANHCER EHOBPEMEHHO JICUeH e ¢ JIKApCTBa, KOUTO C& MeTabONH3MpaT [o
TO3H BT, 3acera obade HaMa crenpHyHa WHGOpMAaLIAI,

Hwma cpobmenus, ye Roferon-A HaMangBa KiuprHCa Ha TeODHIHHA,

Twif xaro Roferon-A Moxe Aa HOBmiAe (PYHKUMHTE H2 LEHTPAIHATA HepBHA CHCTEMa, MOxke Ja
BB3HHKHAT B3aMMOJCHCTBHA CNel CAHOBPEMEHHO MPUIOXEHHE HA JIeKapcTBa C LEHTpanHo AelicTsue,
Hntepdeponnre Moke [Oa 3aCHIST HEBPOTOKCHUHHTE, XEMATOTOKCHYHHMTE H KApJUOTOKCHUHHMTE
e(pexTH Ha NIeKapCeTBa, IPUAAraNH Peny TOBA HiK SIHOBPEMEHHO C TAX.

Kom6unupana repamis ¢ pnasupuH: Bk cpiqo B madopManuaTa 3a pubaBipHy, ako uHTepdhepon
anga-2a tpabsa aa ce npunara B kKoMOuHas ¢ puOABUPHH NPH HAUHEHTH ¢ XpOHHYeH XermaTt C.

4,6, BpemeHHOCT N KbpMene

Mpxe H xeHn, monydasawgy Roferon-A, TpaOea fa npuiarat eUKacHl KOHTpareTHBHM MepkH. Hama
JOCTAaTEYHO AAHHK OTHOCHO yroTpebara Ha Roferon-A npu GpemennH xeun. IIpu Npunarase Ha KO3H,
3HAYHTENHO HaJBANIABAIM NPEMOPBYBAHATA KIAHHIYIHA 1033, Ha OpeMeHHn rhesus MaliMyHH B paHHUS
Jo cpeneH (eraneH nepuon, € HabmomapaH aboprupawy edexr (B pasmen 5.3.). Beapexn ue
H3CHeBRAHNATA BEPXY XKHBOTHH He NOKa3BaT JaHHM 32 TepaToreHHo felicrere Ha Roferon-A, He Moxe
Jia ce H3KMOYH YEpekiane Ha IUiofa npy yimoTpebara My no BpeMe na 6pementocT, Ilpu GpeMeHHOCT
Roferon-A tpsbpa ma ce mpmnara camo ak0 N0JI3aTa 32 JKeHATa HANXBEPIA NMOTSHUIHANHHA PHCK 33
IIoAA.

He e #3BeCTHO AaNH TOBA JIEKAPCTBO Ce €KCKPeTHpa B KhpMara NpH woBeka, Tpabea pa ce pelmn nany
Ia ce NpeKbCHE BPEMEHHO WM Ja ce NpeyCTaHOBH Tpalfio KEPMEHeTO, KaTo ce B3eMe INpelBHA
3HAYEHHETO Ha ISKapCTBOTO 3a Maiikara,

KomOunupana Tepanus ¢ prOaBUpHH: Bk celo B HHbOpManuaTa 3a pubaBHpHH, ako HHTEphEpOH
anda-2a Tpabea fa ce npuara B kKomMOHHaIMA ¢ pubaBHpHH NpH NANUEHTKH ¢ XpoHHyeH xenatut C.

4.7. EdexTn BLpXY cnoco0HOCTTa 38 wodupane i paGora ¢ Malmunn

B 3aBHCHMOCT OT A03aTa M CXeMaTa Ha JIEUeHHe, KAKTO H Ha YyBCTBHTENHOCTTA Ha OTHESHHA MAIHeHT,
Roferon-A Moxe A2 nosanse OGBP3NHATA Ha PEAKNMHTE, KOETO MOXE Ja BJAOIIH U3NBIHEHHETO HA
HSKOH Omepalluy, Hanp, modupase, paboTa ¢ MaUIHHA U Jp.

4.8, Hexenann peacunu

KomOunupana Tepanua ¢ pubaBuprH: Bk cpiio H AHGOpManHiTa 32 puaBHpHH, ako HETEP(EpOH
anda-2a Tpadsa fa ce rpunara B KoMOHHANHS ¢ pHOABHPHH IPH NALMERTY ¢ XPOHHYeH XenaTtut C.

CrlelHHMTe DAHHM OTHOCHO HEMENAHHTE peakllM C¢ OCHOBABaT Ha WH(GOPMAlMsA, MOJIYYEHA MPH
JedeHHe Ha NamHeHTH © paKk ¢ IIEpoKe pasHooOpasne Ha HEOMAa3MM M HecTo pedpakTepHH Ha
TIpelUIecTBAIlo JIeYeHHe, ¢ HanpeAHano 3afoNnfBaHe, NMAUMEHTH ¢ XPOHHUYSH-xeIATHLB H OonHH ¢
XpoHMYeH xenatut C.

aFaeTha
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Ilpubnusurenno OBe TpeTH OT pakoBo GONHHTE ca DONYYMAH AHOPEKCHS, a IIOJOBHHATA — TaicHe.
Cobpreuno-cbopu 1 GenogpoOHH HapylieHus, KaTo MNpPexONHA XWIOTEH3HA, XHTEPTEH3Hf, OTOK,
1HAHO34, apuTMudA, chpuebuene u Gonka B repauTe, ca HAGMIONABAHH NHpPH OKONO elHa TeTa OT
naudenTHTe ¢ pax. [lopeyero paxoso BONHH €2 NOAYYaBaNH JIO3H, KOHTO SHAYHTEIHO Ca HAABUITABANH
NPENOPBYBAHKTE [IOHACTOALNEM AO3HM, W TOBZ MOKe Ja OOSCHH I10-BHCOKATa MECTOTA M TEKECT Ha
HeXCNaHATe PEaKUMH NPA Ta3M IPyNa [aUeHTH B CpaBHeHHe ¢ GONHUTE C Xemarut B, Ipu KOHTO
HeXENAaHUTe peakiliy 0OXKHOREHO CA NIPEXOAHH K IAUHEHTHUTE Ce BDBIUAT KbM CHCTOAHHETO CH TPEXH
neverueTo 3a 1 g0 2 cemMHUM clel Kpas Ha TepanuAra. Ilpn Goimd ¢ Xematut B MHOTO psixo ca
Habmopgapall CHPNEYHO-CHAOBKE HBapyweHus. [IpH nanuMeHTH ¢ XehmatuT B DpoMeHHTE B
TPaHCaMHHa3HTe OOHKHOBEHO Ca CHTHAN 32 NONO0PEeHHe HA KIIHHHYHOTO ChCTOAHYE Ha GOMHES.

Tlopewero OT manEenTHTE Ca MOMYYMIH TPHIONOXOOHH CHMITOMH KATO yMopa, IIMPEKCHs, PHIOp,
HaMaJleH aleTHT, MHaIrus, napoConue, apTpanrua H mpodysHo usmoTAsage. OCTPUTE HeXENAHH
edextst OGMKHOBEHO MONKE Ja Ceé HAMANAT MIM NPEMAXHAT NpH eAHOBPEMEHHO IpHAOKERHE Ha
HapalleTaMoil B CHILECTBYBA TeHASHIHA 32 HAMANCHHETO MM TpPH NPOABIKABAHE Ha NeYeHHeTo HIM
H3MeHeHHe Ha R03aT4, BHPEKH Ye NPOIB/DKABAHETO HA TepalHira MOXKE Aa AOBeNe HO JeTaprus,
ACTEHMS H YMOpA.

Hndexknun u onapasutasane:
Pepxy: nuesMonns, herpes simplex (prmounrento u ofoctpsue na herpes labialis).

Hapywenust Ha KpbBTa H JuMpHATA CACTEMA;

Muoro yecTn: neBkoIeHHT

Yectu; TpoMOOIMTONEHHS, aHEMIS

Penxy: arpanyaonnTo3a, XeMONHTHIHA AHEMHS

MHuoro pexki: uaxonaTHYHA TPOMOOLHTONCHMYHA Ty piiypa

TpoMOouuTonenHas M HaMaleHMe Ha XeMOroOMHA ¢4 BEIHHKBAIH IIO-4eCTO TpH TalMeHTH ©
MyeNocynpecus. BB3cTaHOBIBaHE Ha TeXKHTE XEMATONOIMYHH HApylUeHHd A0 HHBara Ypegu
neueHueto 0OHKHOBEHO ce HabmoaBa Jo cefleM N0 NeceT AHH ClIEH NpeyCTAHOBIBAHE HA JICYEHHETO ©
Roferon-A. )

FPaoro, angha unmepeponume, sxmouumenno Roferon-A, npunostcen camocmosmenro urn @
KOMOUHQUUA ¢ pubagupun, moxce 0a Fvoam cevpP3anrU ¢ RAHYUMONEHUA U MROZ0 PAOKO e uMano
CHOOIeHUR 30 QNAACIMUYHA AHEMUA,

Hapywmesnns Ha AMyHHATA CHCTEMA:
Penxy: aBTOMMYHHH HapylieHHs, OCTPH peakOHM Ha CBPBXYYBCTBHTENHOCT (HAIp. YPTHKAPHA,
aHruoezieM, 6POHXOCHA3EM H aHa(HIaAKCH)

MHuoro peakH: capkoHxo3a

ExpoxpnaAEN KapyIIeHust:
Penkn: XurepTHpeoHIH3sM, XHIIOTHPEONAUIBM, THPOHAHA NuChYHKITHS

MeraGoxnTHy 1 XpaHHTEAHN HAPYIIEGHHST

Muoro gecTH: anopeKcus, rajieHe, XHIOKaIHeMus 6e3 HoCTeCTBIS
Heuecrn: enextponuren guchanaHe, nexupaTaus

Penxu: xunepriauueMus

Muoro penky: saxapeH quadeT, XHIePTPHITHUSPHASMUA

Tlcnxyann Rapymenns:
Hewecty: nenpecws, TPEBOXKHOCT, IPOMERH B IICHXHYHMA CTATYC, ChCTOSHMA Ha 06bpKRaHe, a0HOPMHO

ot

NI0BeJIeHNe, HEPBHOCT, HApyLICHNA Ha NaMerTa, pa3cTPORCTRO HA CHHA




Penku: caMoybuiicTRO, OMHUT 3a CAMOYOHHUCTBO, CYHIIUINN HASH

Ouny HApyIMeHns:

HeuecTH: KOHIOHKTHBHT, 3PHTENHH HADYLICHHA

Peky: ncxeMudHa peTHHOTIATHA

MHoro penky: HeBpoIaTHA HAa 3PUTENHMA HepB, TpomGo3a Ha apTepHATa HA peTHHAaTa, TpomGO3a Ha
BEHATA Ha PETHHATA, PETHHONATHSA, KPLBOU3IIHB B PETHHATA, OTOK Ha NANUIaTa, eKCyIaTH B peTHHATA

Hapymenud na youre 4 1aGupuuTa;
HedecTu: BepTuro

CopaevuHn HapyIIeHsT:

HeuecTy: apuTMuS, BITIOURTERHO H aTPHOBEHTPHKYNapeH GOk, chpluebuene

Penku: xapAMOpecIHpaTopeH apect, MHOKapAen HWH(ApPKT, 3acTOMHa CHPHEYHA HENOCTATHYHOCT,
fenoapoben OTOK, IHAHO32

CraoBH HApYHICHHS;
HeuecTH: XurepTeH3us, XUMOTSH3A
Penxy: packynnT

PecnupaTopus, TopakasEl H MEXHACTHHAJNN HAPYLICHNA:
Penxu: aucnnes, kallaua

CromMamHo-4YpeRHH BAPYINEHHA:

Muoro decTd: AMapHs

YecTu: rageHe/moBphIilaHe

Penxy: 9peBeH XBOEPMOTHINTET, 3aNeK, JUCIICNICHS, METEOPH3EM, TAHKPEaTHT

MHoro pefxy: peakTHBHpaHe Ha HENTHYHA A3Ba, KPBBOUIMBH OT CTOMAIIHO-YPEBHHS TPAKT, KOUTO He
3aCTpaIABAT JKHBOTA

XenaTo0MIHAPHA HADYIUICHASN:
Penxu; 9epHOApOGHA HEROCTATHYHOCT, XeIaTUT, YepHoXpoOHa quchYHKIHS

Hapymenns Ha KOXKaTa M NOTKOKHATA THKAH:

Mpuorg yecty: ancnenus (oOpaTUMa NpH NpeyCTaHOBABaHE Ha feUeHUETO; 3aCH/IEHATa 3aryba Ha Kkoca
MOXe [ia IPOFBIIKH HAKONKO CEAMHIH el Kpas Ha JeYeHHeT0), 3aCHISH0 H3NoTSBaHe

Heuectn: oGocTpsaHe UM APOBOKApPane Ha IICOPHA3HC, ChpOeK

Peaky: o6puB, cyx0Ta Ha KOXKaTa, SITHCTAKCHC, CYXOTA Ha IUTaBHLKTE, PHHOpes

MycRryAHO-CKeXeTHH H CheJUHATEAHOTHLKAHAH HAPYLICHHA:
MHOT'o YecTH: MUANIHS, APTPANTHS
Penxu: cicreMeH JMymyc epHTEMATO3YC, apTPHT

BrOpeunst ¥ NHKOTHH HAPYIUCHNN:

HedecTH: npoTeHHypHA H NOBHINEHHe Ha OPOA Ha KISTKHTE B ypUHATA

Peaxu: octpa 6nOpeyHa HemocTaTbuHOCT (MPSAHMHO MpH pakoBo GoNHH ¢ 6n6pedHo 3a6ongBane),
6nOpevHo yBpexxaHe

O%1In HAPYIIEHAA A CHCTOSHHASA HA MACTOTO HA NPHJIOKEHNME:
Mporo gecTy: rpunonoyodHo 3a00iABaHe, YMOPa, MEPEKCHA, PUIOp, HaMalel
Heuecth: 6onxa B rbpOyTe, OTOK

oF
el
Muoro PEOKH: HEKPO3a Ha MACTOTO HA MHKEKTHPaHe, peaklusg Ha MACTOT, x{;ﬁ;{e}x}g&pa\? [y
LSBT
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JlaGopaTopHn HacaeABANAST;
Heyectu: nopuienue Ha ALT, ankanHata docdarasa B KpbBTa H TpaHCAMHHA3HTe, 3aryba Ha Terno

Penxu: mopumenne wa LDH B KpBBTA, KpRBHMA OHNMpYOMH, KpeaTHHHHA, NHMKOYHATA KHCENHHA,
ypesTa B KpbBTa

B makod manmpesT MOXe Az Ce Pa3sBUAT HEYTpaNM3HpaulH antuteNa cpemy untepbeponute, [Tpu
HAKOW KNMHEWYHH ChCTOAHUA (Pak, CHCTEMEH JyNMyc epHTeMaTofec, herpes zoster) MOXe fa ¢e pasBHAT
CTIOHTAHHO aHTHTENA CPenly YOBELIKH NeBKOUWTeH HHTepdepoH B MAHHEHTH, KOMTO HHKOra He ca
noJjyyasand ek30reHHd uuTepdeponn. Knuuuunoto 3Havenue Ha n3paboTBaHETO HA TAKKBA AHTHTENA
BCE OLUE He e HATBJIHO H3SCHEHO.

[py KMMHHYHH WU3OWMTBAHHA ¢ AuodummsupaH Roferon-A, cexpanssan nupu 25°C, HeyTpannsupary
agruTena xsM Roferon-A ca HabmomapaHu Tpy NpEOIWSHUTENHO efHA Iera OT manueHtHTte. [pm
NOBIHAIY C& OT JeUEHHETO MAlHeHTH ¢ XemaTHT C, KOMTO Pa3sBHBAT HeyTPANW3HpAI¥ aHTHUTENa, Ce
YCTaHOBABA CKJIOHHOCT KBbM 3ary0BaHe Ha cHocOOHOCTIA AM 324 OTIOBOpP B XOAa Ha JIEUEHUETO, Karo
TOBa CTaBa NO-PaHO OTKONKOTO HpH GONHH, KOHTO HE Pa3BHBAT TaKHBa aHTHTeNnd. HaMa manHu 3a npyrE
KIEHHUYHM TIOCNEACTBHH, CBBP3aHM C HANHYMETO Ha adTATena cpemy Roferon-A. Knuanunoto
3HadeHHe Ha H3paboTBAHeTC Ha TaKHB2 AHTHTENA BCE OIS He e HAanbJHO H3acHeHo.

Bce owme maMa AaHHM 3a NMOABATA HA HEYTPANN3HPAIlM AHTMTENA NPH KIHHAYHH M3OUTBAHMA C
nuodmnuznpad Roferon-A unu Roferon-A HHXEKIMOHEH pasTBoOp, chXpaHABaH NpH 4°C. Ilpn Mozmen
Ha MHAIIKH OTHOCHTeNHAaTa HMYHOreHHOCT Ha JHodmnmsupad Roferon-A mapacTea ¢ BpeMeTo, KOraTo
MarepHansT € chbxpangBan npH 25°C - nonoOHO nmokausaHe HA MMYHOreHHOCTTa He Ce HabNIoZaBa,
Koraro muodmnuskpanuaT Roferon-A e cwvxpanssan mpe 4°C -nIpenopb4BaHuTe YCIOBHA 34
ChXpaHeHue,

4.9 Hpenbmpane

Hama nanam 3a IOpedo3WpaHe, HO YeCTOTO IPHUAAraHe Ha BHCOKH JO03H WHTep(epOH MOXe Ja e
CBBP3AHO ¢ PA3BHTHE HA NBIO0KA MET2PTHA, YMOpa, IPOCTpanis ¥ koMa, TakuBa nanueHTH TpsaOea Aa
Opaar xocnuTaTH3HpaHH 32 HabMOAeHAe ¥ NPOBSKIAHE HA MOAXOAILIC NOAXBPKAIIO JIEUCHHE.

TlanueHTH ¢ TeXKH peaxiid kM Roferon-A o0MKHOBEHO c& BB3CTAHOBABAT O HAKONKO MHM chef
NipeyCTAaHOBSABAHE Ha JICYEHHETC NIPH MONOMeHHs, Ye TonydaT HeoOXoIUMOTO NOANBP/KALL0 TeYeHHE.
Koma e 6una maGmiomasa mpH 0.4% or manWeHTHTE ¢ KapUHHOM IIPH HOPOBSKAAHE Ha KIIMEWYHH
H3MHTBAKHA.

5. DAPMAKOJAOTHYHH JAHHH
5.1 PapMaKoHHAMIIHH CROficTBa

apMakoTepanesTHHA Ipyna: LuToKHHE ¥ UMyHOMONYnatopH, Hurepdepoun
ATC xon LO3AB04

Vcranoeeno e, de Roferon-A npHTexaBa MHOTO OT XapakTepHCTHKATE Ha Taka HapeueHHTe NpenapaTH
OT eCTECTBEH YOREIIKH anda-AHTepdepoH. AHTHBHPYCHUAT edekr Ha Roferon-A ce ochluecTBaBa 4pes
HHAYIHpaHe B KAETKHTE Ha De3UCTEHTHOCT KbM BHpPYCHH MH(EKUMH M 4pe3 MOJYIHpaue Ha
edexropHaTa 4acT Ha HMYHHATa CHCTEMa 3a HeyTpalH3upaHe HA BHPYCHTE MIH CIHMUHHpaHE Ha
HHGleKTHpaHHTE ¢ BHPYCH KieTkH. OCHOBHEAT MeXaHHYGM Ha NPOTHBOTYMOPHO NeficrBHe Ha Roferon-
A Bce olne He & H3ACHEH, B CBIIOTO BpeMe ca ONHCAHM HAKOH NPOMEHH B YOBSIIKI-TVRIOPHH KIETKH,
Tpetipadu ¢ Roferon-A: B HT 29 xnetxkn ce HaOmonasa 3HAYUTENHO peny: '
GenTrUHHA CHHTE3. YCTaHOBEHO e, 9¢ Roferon-A nMa antanpomidgepaTipys
pasaHYHH TYMOPH IIPH HOBeKa H ue MOJTHCKA PACTEX A Ra HAKOH 4oBell




rox mumkd. H3pecrew Opoli HOBEWIKM TYMOPHHM KJIETHUMH NHHHH, RONYYEHH IH Vivo BBPXY
MMYHOKOMIIDOMETHPaHH Tolld MHAIUKH, ca TEeCTBAHH 2a UyBCTBHTENHOCT KbM Roferon-A.
AntunponndeparuBHaTa akTHBHOCT Ha Roferon-A e Ouna mpoydeHa in vivo npu pemuua TyMOPH, B
TORZ YHCAO MYKOHJICH KapLuHOM Ha bpIaTa, aNeHOKAPIMHOM Ha IIeKyMa, KaplMHOM Ha jebenoto
4YepBO M KapOuHOM Ha npocrtartara. CTenenTa Ha asTHNpou(epaTiBHa aKTHRHOCT € pasiidIHa.

3a paznuka OT APYrH YOBELIKH IPOTEHHH, MHOTO oT edekruTe Ha uATepdepon anda-2a ca YacTHYHO
HIIH HAITBJAHO MOATHCHATH IIpH TECTBAaHE B APYTH XHUBOTHHCKH BHIOBES, B CBIIOTO BpeMe, ¥ MaﬁM}(HH
thesus, npeapapuTenHO TpeTHpaH# ¢ HHTepdepoH anda-2a, ce MHAYLHPA 3HaUHTENHA AKTHBHOCT
Cpelly BakCHHUA BHPYC.

Kanauqaun npoyyBaHas

Kocmarornerpuna JreBReMHs

Tepaneetnurnata edext#BEocT Ha Roferon-A mnpH JeveHne Ha KOCMATOKIETRYHA JIEBKeMHA &
HaOlojapata B €XHO TONAMO KJIHHHYHO M3NMTRaHe ¢ 218 mamueHTH, oT Kouro npu 174 e oleHARaHa
edexTHrHOCTTA ciel 16-24 cegMHIM OT HauanoTo Ha Jeuenuero. OrroBop e nabuiogasar npu 8§8% ot
naruenTnTe (MbjieH oTroBop — npu 33%, vacTAyeH — npu 55%).

Caprom na Caposi opu CIIHH

Edextusunocrra Ha Roferon-A npu snedenue Ha capkoM Ha Caposi e olexeHa npr 364 manueHTH,
nonyyasainy ot 3 1o 54 MIU aresro. ObexTuBHuTe HHRBA Ha OTIOBOP ¢4 JO303aBHCHMH, BapHpalny OT
14% mo 50%, kato Half-nobpa 06Ina TepaneBTHYIHA MOJ3a € HMaNo IPH OPHIOXKeHHe Ha AHeBHATa J03a
ot 36 MIU (npu 13.3% - msiteH otroBop, npu 12.2% - wacTuueH). BucokuaT uzxoxeH Opoit va CD4
aaMdonuTH € 6An GnaronpuATeH NPOTHOCTHYEH (akTop 3a IONy4yasaHe Ha OTrosop, Karo 46% or
nanpenTATe ¢ 6poit Ha CD4 > 400/mm® ca orropopuns Ha meueHHe ¢ Roferon-A. OTropopsT Ha
feueHuero ¢ Roferon-A e 61 Hall-MOUIHHAT TNPOTHOCTHYeH (akTop NO OTHOINCHHE HA
IPEKHBIEMOCTTA.

Xponuyna Mueaorenxa jgeskemnas (CML)

Edextupaoctra Ha Roferon-A e oueneHa npm 226 manuenTH ¢ xpoHuyHa ¢aza Ha CML M e cpaBueHa
cbc 109 Gonuy, NMeKyBaHu ¢ XHMHOTepanus (XUApOKCHypes wii Oycyndan). Jpere rpyny ca BEMamu
GraroupuATHE XapakTepHCTHKY NpY NOCTABAHETO Ha JuarHosara (mox 10% 6nacTHu KIETKY B KPHBTA)
W NeYeHHETO € 3amoyHano ¢ HHTepdepoH mo 6 Mecema OT AMArHOCTHHHpaHeTo. JleueHHeTo Ha
namenTty ¢ CML B xpomuysaTa §asa Bogu A0 CHINUA OpoUeHT nanueHTH (85%-90%), mocTHramu
XEMATOJIOrHYeH OTFOBOP, KAKTO WM JISYSHHETO ChC CTAHNAPTHA cXeMa Ha XuMporepandd. OcBeH TOBa,
8% m 38% ot maumedTHTe, NeKyBaHH ¢ Roferon-A, ca mONy4Y#Nny CBOTBETHO IIBNEH M YaCTHYEH
HHUTOreHETHYEH OTFOBOP B CpaBHEHHe ¢ 9% 4JacTHYeH HUTOreHETHYEH OTIOBOP IO BpeMe Ha
XHMHOTepanusaTta. BpeMero N0 HporpecHpaHe OT XpoHHMYHA (a3a Ha AEBKEMHA IO YCKOpEHa HIH
6nactha dasa e Gui0 NO-JLAro B rpymara, NekysaHa ¢ Roferon-A (69 Mecelia), B cpaBHeHHe ¢ rpynata
C KOHBEeHIHOHAIHA XuMHoTepands (46 Meceua) (p < 0.001), kaxTo H cpefHara o6INa HPEXHBASMOCT
(72.8 Mecena cpemy 54.5 mecena, p = 0.002).

Koxen T-rirerpuen sumdom (CTCL)
Edexrurnoctta Ha Roferon-A e oneneta npu 169 nanuentn ¢ CTCL, xaTo moBewero ot Tax (78%) ca
OHNH pe3ncTeHTHH KBM CTaHZAPTHOTO JIeWeHHe WIH ca uMalk penuaus. Cpex 85 GonHA, 0TroBapAmu
Ha KPUTEpHHTE 32 OlleHKa, obumaT orroBop KBM jeyenuero € 58% (20% meieH otrosop, 38%
qacTHyeH OTroeop). Ilamuentd OT BCHYKH cTaZuy Ha 3alojdpale ca €& NOBAHAMH OT TEpamuATa.
CpenHaTa IpOABJDKATENHOCT HA THIHNA OTTOBOP OT HaYaloTo Ha JiedyeHHeTo e Ouna 22 Mecena, kato
94% or GOTHHTE ¢ IBJIEH OTTOBOP €4 OCTAHANH B peMUCHA Ha 9 Mecel.

X pouuueH xenaTuT B




Edextusroctta Ha Roferon-A 3a NedeHue Ha XPOHHYEH XEMaTHT B e OlleHsBaHA HPH KIHMHAYHA
H3MATBaHMA, BKIIOUBaUK noseye oT 900 manuentH. TIpH MHAOTHOTO xon’rponnpaﬂo H3nuTBane 238
Bo/rK ca GHim paHAOMH3HPAHH B HETHPH IPYTIH: DALMEHTH, TeKyBann ¢ 2.5 MIU/m?, 5.0 MIU/m?, 10
MIU/m* Roferon-A Tpu ITbTH CEIMHYHO WIH OCTABEHH 0e3 JeueHHMe. Hpo,nmmm‘ennoc’r’ra Ha
nevennero e 6una 12-24 ceAMUOM B 3aBHCHMOCT OT OTTOBOPA, T.€. eNuMHHApaneTo Ha HBeAg u HBV
JHK ot cepyma, IanuenTHTe ca mpocnesisaHy B NPOABDKeHME HA 12 Mecella cief NpeycTaHOBABaHe
HA JICYEHHETO. YCTAHOBEHA € CTaTMCTHYECKH 3HayuMa pasiHKa B IPOABIDKHTENHHA OTrOBOP
[ennMuHEpaHe Ha anTHrena Ha Xematut B e (HBeAg) u JHK Ha Bupyca Ha xenatut B (HBV JJTHK)]
MexIy JeKyBaHH H HeliexyBaHH bonrm (37% cpety 13%). PasnuKute B OTTOBOPHTE MEXNY IPYIHTE ©
PasiHYHH NO3UPOBKH He A AOCTMCHANM CTATHCTHHecKa 3HauuMocT (33%, 34% u 43% 3a rpynute ¢
2.5, 5.0 u 10.0 MIU/m®). CeponoruunnTe u BHPYCOJIOTHYHHTE OTTOROPH & CBBbP3aHU ¢ IOAYEPTaHO
noxcOpenre Ha YepHOAPoOHAaTa XMCTONOTHA IIPH pOCeAsBase cned 12 meceya bes nevenue.

Xpounvex xenatur C:

EdexruBHocTTa Ha Roferon-A 3a newernue Ha xpounden xenatut C e onenena rpyu 1701 naupenTs ¢be
130 xouTpoNH, HENEKYBaHH WIH NonydaBamy mianebo. B npenopsusanure no3u Roferon-A uunyuupa
nbJieH GHOXHMIYeH OTroBop B A0 85% OT GONHHTE, KaTo CTENEHTa Ha OTrOBOp Ce HOAIBpKA IOHE 6
Mecena clell JIeYSHHETO, Bapupaikk oT 11 no 44% B 3aBHCHMOCT OT XapaKTEPHCTHKATE Ha
zabongBaHeTo NpejH HAYalOTO Ha JieYeHHeTo, A03ara Ha MHTEp(EpOHa ¥ NPOXBILKUTENHOCTTA HA
JIeYCHHETo. BHOXHMHMYHUAT OTrOBOp KbM Roferon-A e cebpan ¢he 3HAYHTENHO NOgoOpeHMe HA
aepHoIpodHOTO 3af0NABaHe, KOSTO Ce BIXK/A OT OISHKATA HA YePHONpoGHNuTe GHONCHY Npejd H Clel
nedenrero. Cpobinasa ce, 9e NPH NMAUMEHTHTE ¢ MPOABIDKATENEH OTroBop 3-6 Mecela cief Kpad Ha
TepamuATa TOH ce MoAmbpxka Ao 4 roauwmw, B enuo paHmOMH3MpPaHO KAMHKYHO H3OMTBAHE IIPH
HENeKyBaHH H pEeUMAMBHpANH [AlHEHTH C BUPYCOJNOTHYHO, OHOXMMHYHO H XHCTOJOTHYHO
JNOKYMEHTHpaH XPOHMYEH XenaTut C e cpaBHeHa TepanesTHYHATa e eKTHBHOCT Ha uHTepdepon anda-
2a, MpHITOXEH CaMOCTOATENHO HAH B koMGuHaumg ¢ ribavirin. IllecT Mecena cnex kpas Ha nedeHHETo
€© NOCTHIa TpaeH OHOXHMHYEH H BUPYCONOTHYEH OTI'OBOP, KAKTO M XHCTONOTHYHO HOA0GpeHME.

ITpu nmalueHTH C© peLUiAB ce HabmonaBa AeceTOKPATHO CTATHCTHIECKH 3HAYMMO yBelHueHue (ot 4%
Ha 43%; p<0.01) Ha TpaitHpa BHpYcoNIOrNYed W OGHOXMMUYEH OTTOROp. BHarompuaTHuAT Hpodui Ha
KOMOHHHPAHOTO JIEUEHHe Ce OTpasaBa H B YeCTOTAaTa Ha OTroBop IO OTHoineHHe Ha HCV renotuna unu
H3XOJHOTO BHPYCHO HaroBapBauwe. FlesaBucmMmo oT ToBa, ue npu namieHts ¢ HCV renorun-1
YecTOTATa Ha TPaeH OTIOBOp € MO-HWCKA B CpaBHEHHe ¢ Ta3u 8 oflljata momynanus (NpubAUsHTENHO
30% cpenry 0% mpu MOHOTEpAMHKA), OTROCKHTENIHATA I10/13a OT KOMOMHUpaHeTo Ha HHTepdepoH anda-2a
¢ ribavirin e ocobeno u3paseHa npu Ta3u rpyna nauyesTd. OcBeH TORA, PH KOMOMHUPAHO JIEUeHUe ce
Habmoaga No-1o66p XMCTOAOTHYEH OTTOBOD.

Tlono6un GaaronpuaTHy pesynraTy ce HabmoxaBat i Py eXHO MATKO NMPOyYBaHe ¢ HeNMEKYBAHH MPeRH
TOB& MAUHEHTH, HA KOWTO € [pHIoKeHa koMOHHHpana Tepanus oT murepdepor anda-2a (3 MIU 3
HBTH CeMAYHO) H ribavirin.

3a gombnruTENHA MHGOpMANHS OTHOCHO (apMaKkoIHHAMHYHHTE CBOHCTRA, MONA HAUPABETE CHpaBKa C
Kparkara xapakTepiCciHKa Ha IPOAyKTa Ha ribavirin.

DoaNKyAApeH HeX0URKNHOB NEMJoM

EdextuproctTa Ha Roferon-A karo AombiHeHHe KBM IMTOTOKCHYHA XHMHOTEPANlHA (CxeMa Ha
nevenue mopobua Ha CHOP cbe nmxmodocdaMul, BHHKDHCTHH, NPEAHH30H H AOKCOpYOUIMH) e
OleHeHa mpH 122 mamueHTH ¢ KNHHHYHO ArpecHBeH HEXOMKKHHOB JTUMOOM, HHCKA HIM MEKIHHHA
CTeHeH, Karo € CPaBHABaHa ChC 127 KOHTPONH, NOMyYaBallH ChIATA CXEMa HA X¥MHOTepamus. liete
CXEeMH HA JICUSHHE ca HOBENH A0 CpaBHHM OOEKTHBEH OTrOBOD, HO CXeMaTa, BKmousama Roferon-A, e
HMaja I0-ToNAM eeKT o OTHOIICHHE Ha YJBDKABAHE HA BPEMETO RO HEeyclieX Ha Jevexuero (p <
0.001) # Ha IPOABIKHTENHOCTTE HA IBIHKA oTroBop (p < 0.003).

Bropedno-kiieThUeH KapuHoM /
EdexTuBHocTra Ha Roferon-A, npunarad B xoMOMHAUMA ¢ BUHONACTHH/



¢ BuHOnactny, KomOuHammaTa na Roferon-A nmoc BuHGIacTHH € HMana N0-5o0np edekT B cpaBHeHHe
¢ JIEYeHHETO caMO C BHHOMACTHH NPM NMAlUWEHTH C JOKANHO HanpeiHaJ MeTacrasupan GhpeqHo-
KIeThuer KapnuHoM. Cpexnara npexusiemocr e buna 67.8 cemmMuny npH 79 nauueHTH, NOIyd4aBaiy
Roferon-A mnioc puabGnactun, u 37.8 cexmuny mpu 81 Gomnu, iexyeany caMo ¢ BHHOnacraH (p =
0.0049). O6wara crenex ua orropop ¢ Ouna 16.5% npu nauuenTuTe, NeKyBanu ¢ Roferon-A rutioc
BUHONAcTHH, B cpaBHeHHMe ¢ 2.5% npu Gonuute, nekysanu camo c BuaOmactan (p = 0.0025).

OnepaTHBHO NPEMAXAAT 30KAYeCTBEH MeJIaHOM

Edexruprocrra Ha Roferon-A npy nanKeHTH ¢ THPBHYEH KOXXEH MenaHoM, no-aeben ot 1.5 mm u 6e3
KJIHHHYHO JONOBHMH METACTa3H B IMMOHHTe BE3NH, ¢ GHla oneHABaxna B €[HO rolAMa PaHAOMH3HPAHO
KIMHHYHO H3IHTBaHe, BlUoveamo 253 Gonnu, monydasaum Roferon-A B goza 3 MIU tpu mota
CeAMHYHO B NpORRKeHHe Ha 18 Meceua, cpasHeHH ¢ 246 HemexyBaHu xoHTpond. Clex cpedwo
npociensBade oT 4.4 TOAMEM € YCTaHOBEHO 3HA4AMO YIBIDKaBaHe Ha HHTepsala Ges penumus (p =
0.035), Ho Numca Ha CTATHCTHYECKH 3HAUMMa pa3iika B oburata npexcusaeMoct (p = 0.059) B rpynara,
nexybana ¢ Roferon-A, B cpasnenwe ¢ koxrpomnute. O0muAT edexr oT nedeHreTo e Hum 25%
HaMaJeHHe Ha PHCKa OT PELUIMB.

5.2 DapMaKOKHHETHIHH CBOMicTEA

CepyMHETE KOHHEHTPAIHK Ha HHTepdepoH anda-2a r0Ka3BaT roJeMy MHTEPHHAUBUAYATHHE BapHALHH,
KaKTO TIpd 374paBH  XoOpOBONIM, Taka M TNPH TAlHCATH ¢ JAUCEMHHHDAH KaplHHOM.
dapmakokHHeTHkara Ha Roferon-A npu xuBoTHM (MafiMysd, KydeTa H MHIIKH) € MojnobHa Ha
nabmonasanara npy doBeka, PapMakoknHeTHKaTa Ha Roferon-A IIpy 4YOBeKa e JMHEHHa B FO30BUA
IHanaszoH oT 3 Munuona Ao 198 munnona IU. Caen BeHosHa nubysus Ha 36 munuona IU npu 3xpasu
noGpoBONIY eNMMMUHALMOHHUAT MOMYKUBOT Ha WHTepdepoH anda-2a e 3.7 - 8.5 uaca (cpemno 5.1
yaca), 06eMBT Ha pasnpeleNieHne B pABHORECHO ChCTOsHMe Bapupa ot (.233 xo 0.748 kg (cpenuo: 0.4
ikg) n obmmar wiupshe e 2.14 - 3,62 ml/min/kg (cpempo 2,79 ml/min/kg). Cnext HETpaMycKymHO
npunokKenue Ha 36 mMmmoHa [U MakCHMalHHTe CepyMHH KOHUGHTpamuu Bapupat oT 1500 mo 2580
pg/ml (cpeano: 2020 pg/ml) npH cperHO BpeMe 3a JOCTHraHe HA MAKCHMANHa CTOHHOCT OF 3.8 vaca, a
clen NOAKOXKAO NpHIoxenne Ha 36 Mumuona U ot 1250 mo 2320 pg/ml (cpenro: 1730 pg/ml) mpu
CpeAHO BpeMe 3a JOCTHraHe Ha MaKCHMaJHa CTOHHOCT OT 7.3 vaca,

BugumaTta wyacr OT 1o03ara, pe3opOHpaHa ciel MHTpaMyCKYJNHO HIM NOAKOXHO WHKEKTHpaHe,
uanprurasa 80%.

apMakOKHHETHKATa Ha HHTepdepoH anda-2a ciiefl HHTPaMyCKYJIHO TpHNOXeHIe Ha eHOKPATHH JO3H
MNpH TALMEHTH ¢ AUCEMHHHpaH KapIpHOM M XpOHM4eH XematuT B e nofo6na na Habniofasanara mpH
3apaBu pobpoponuy. Clen MIKexTHpaHe HAa eXWHWYHM Xo3H Ao 198 mummona IU, e Habmosnasano
yBeNMYeHHe HA CEpPYMHHTE KOHIEHTPALiH, IPONopLHOHANHO Ha MpHIaraHara jo3a. He ce ycraHoBABAT
NPOMEHH B pasupefelleHHeTO MIH eNHMHHHDAHETO Ha MHTepdepor anda-2a NpH NpHIIOXKEeHHe IBa
mbTH gHeBHo (0.5-36 Munmona IU), sexusk auesHo (1-54 munnona IU) wmy 1pu meT cepmumaro (1-
136 munuona IU) mpu Mpomb/bKHTENHOCT Ha NevexHHero Xo 28 nud. Brbpeunmar xataGonuseM e
OCHOBHHAT MBT 3a enumunupane Ha Roferon-A. [lpuema ce, 9e ponsaTa Ha MILYHATA eKCKpEUHS M
yepHOApoGHHAT MeTabOMH3BM 3a enuMuHIpaneTo Ha Roferon-A e pTopocTencHua.

Cnen wuHTpaMyckyWHO npunoxende Ha Roferon-A enMH BIM 1OBeYe IBTH JHEBHO IIpH
TPONBIKMTENHOCT Ha Jeuendero A0 28 IHW Dpy HAKOM NAlMEHTH ¢ JMCEMMHMpPAH KapUUHOM Ce
IOCTHTaT MAKCHMATHH IUIa3MEHM KOHIEHTpaluUH ABa JO YeTHPH NIBTH MO-BHCOKH OT HaONOAaRaHHTE
cleA NpHIIOKEHNE Ha SHHHHYHH IO3H. MHOI‘OKpaTHOTO TNPHIIOKCHHS obage He BOAH IO MpOMEHH B
NIOKA3aTeNINTe Ha pasnpeene e WK eMMHHHPAHES IIPH HAKOJIKOTO H3CNESABAHU CX

Houbnaurenna wndopManws 3a ¢apMmakOKUHETHKaTa MoOxeTe Ja

HLE:
XapaxKTepHCTHKA Ha ribavirin. o
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53, IlpexxnuHUYHH JAHHE 3a fe30maCHOCT

Iopagy BuAoBaTa CHEMH(HYHOCT Ha YOBEHMIKWA HHTepdepoH, ¢ Roferon-A ca npoBefeHH camo
OrpaHHYeHH TOKCHKOJIOTHYHH rpoyuBaHmsa. OcTpaTa napeHTepaltHa TokcuyHocT Ha Roferon-A e Guna
[IpoydeHa NpH MHIIKH, IUIbX0Be, 3aiiuy M mopuera B Ko3H A0 30 mumaona [U/kg unrpaserosHo H 500
munnona 1U/kg mHTpaMyckynHo. B HHKO# OT MpoydYeHHTe BHIOBE HE Cé HaOmMoNapa CMEBEPTHOCT,
CBEp3aHa C TPSTHPAHeTO, HEe3aRHCHMO OT HauykHAa Ha npunoxkenue Ha Roferon-A. Tlpu noss,
MHOTOKPaTHO HaJAXEbPIIAINM NpeNopbiBaHaTa KIMHHYHA 1032, He ¢a HabNoJaBaHH 3HAYAMH HexelaHu
e(exTH ¢ W3KMoueHHe Ha aboprHpaly eekT NpH NpHAMKeHHe Ha OpeMeHHH MaiiMyHH rhesus B
HayanoTo I cpejara Ha OpeMeHHOCTTa M NpPEeXOAHH HApYIICHHA Ha MEHCTPYaNHHA [HKEI,
BKJNKYUTENHO YXBIKABAHE Ha MEHCTpyaumusaTa, MpH HeOpeMeHHHM MaifMyHH., 3HaueHHETO Ha Te3H
HaXOJKH 32 XOpaTa He € YCTaHOBEHO.

ExcrnepumenTanio He ¢a HaOonagaHy My TareHiu edexrH, nppauHenn ot Roferon-A.

JomBIHUTENHA HHOOPMANHA 32 NpeJKIHHHYHATE JaHHM 33 Oe30MacHOCT MOXeTe Aa HAMEpHTe B
KpaTKaTa XapakTepUCTHKa Ha ribavirin.

6. GAPMAIIEBTUYHU JAHHI
6.1 Chncek Ha [OMOMHNTE BelIeCTBA
Ammonium acetate

Sodium Chloride

Benzyi alcocol

Polysorbate 80

Glacial Acetic acid

Sodium Hydroxide solution

Water for Injections

6.2 HecrBMecTHMOCTH

He ca u3BecTHH,

6.3. Cpor ma roxmocr

2 TONHHEH

6.4. CneunaJHH OpeANA3HH MePKH NPH CbXpaHeHHE

IpensapuTtensHo HamBIHEHHTE CHPHMHIOBKE TpabBa jJa ce chxpanssat npu 2 - 8°C. Jla He ce
3ampasarat. [la ce chXpaHaBa BbB BRHIIHATA OMAaKOBKA.

6.5 Bug o cpBPKARAE HA OMAKOBKATA

Numasgsp Ha cnpuanoskata 1°m! (QuuET cTBKI0), GyTHNOBA TyMeHa 3aIylanka, JaMUHHpDaHA C
FTFE, (¢nyop-ceappikama mwactMaca D), mnactMacoBo OyTtaino, Hrila 3a MOAKMKHO HHAEKTHPAHE OT
HepbX/JaeMa CTOMAaHa, Kamaye Ha MIyarTa OT NONMIPONMISH. BEIMOXXKHO e KBM NpOJyKTIa Ja ce
IpUAAraT H HHXEKIHOHHH TaMITOHH.




Pasmep ua onakoskata: OnakoBku ot 1, 5, 6, 12 1 30 cnpuamosxi. He BCHUKH ToneMHHE Ha OMaKOBKK
MOXe A2 ¢ IPoAaRart.

6.6.  IlpemopbKH 3a ynorpeda u paGora ¢ npoayKTa
Camo 3a enHOKpaTHA yIoTpeba.
Beexy HensnmonsBaH MPOAYKT HJM OTHAKBYEH Marephan TpAGBa Ja ce M3XBBPIH B CHOTBETCTBHE C
MECTHHTE M3HCKBAHHAL.
7. NPATEXKATEA HA PASPEHIEHHETO 3A YIIOTPEBA
Pow Brnrapus EOOJ, yn.”Bano none” 16, 1618 Cogus, Bearapus.
8. HOMEP HA PASPEHIEHHETO 3A YIIOTPEBA
II- 15206

9, HATA HA IIBPBO PA3PEIIEHHE 3A VYIIOTPEBA/ IIONHOBABAHE HA
PASPEIIEHHETO 3A YIIOTPEEBA

09.04.1997 r.
10. AATA HA PERAKIHMA HA TEKCTA

25 womm, 2005 .
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