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1. MUME HA JEKAPCTBEHHUSA ITPOAYKT

Xautuko 0,5 mg TebpaM Kancysu
Chantico 0,5 mg hard capsules

2, KAYECTBEH H KOJIHUECTBEH CHhCTAB

Beaka TBbpaa kancysa ceavpxka 0,5 mg punronumon xuapoxnopua (fingolimod hydrochloride),
ekBuBaneHTeH Ha 0,5 mg ¢punHronumon (fingolimod).

3a NbJAHKUA CHHCHK HA NOMOLHHTE BELIECTBA BIDKTE Touka 6.1

3. JEKAPCTBEHA ®OPMA

Tebpaa kancyna

TeBbpaa xenaryHoBa Kancyia ¢ aAbmxkuHa 16 mm (pa3mep 3), ¢ Gsano HETIPO3PaYHO TAJIO H XBJATO
HEMPO3PAUYHO Kanaye.

4. KNIMHAYHHA JAHHH
4.1 TepaneBTHYHH NOKA3AHHA

XaHTHKO € MOKa3aH KaTo caMOCTOATEIHA Tepanus, MoaH(HuUMpala Xoaa Ha GonecTTa NpH
BUCOKOAKTHBHA MPHUCTHIIHO-PEMHTEHTHA (POPMa Ha MHOXKECTBEHA CKIIEPO3a, FIPH CIIEAHUTE rpynu
Bb3paCTHH MAMEHTHY H NEAHATPUYHHK MALMEHTH HA BB3pacT 10 roauHu v no-ronemu:

- [launeHTH ¢ BUCOKa aKTHBHOCT Ha GOECTTA, BLIPEKH NPOBEICHUS MIEH 1 a1eKBATER Kypc Ha
JICYCHHUE C MOHE EIHO MOAMPHUMPALLO XO/1a Ha HONECTTa TepaneBTMYHO CPEACTBO (32 M3KIIOUEHUITA
H MHGOPMaLMA 32 EPHUOAMTE HA MEAHKAMEHTO3HO OYUCTBAHE (washout) Brxre Touku 4.4 1 5.1).

HITH

- IHauuenru ¢ 6bp20 paseusalla ce, TexKa NPUCTBITHO-PEMHTEHTHA MHOKECTBEHA CKJIEPO3a,
neduHUpaHa KaTo 2 WK NoBeye HHBANTUAH3UpALUM NIPHCTBNA 34 €/1Ha FOJIMHA M HAJTMvHe Ha | Wi
NOBE4E MOIBYHU ranoNnH-PpuKcHpaln nesuu Ha AMP, unu 3HauuTenHo yeenuuenue Ha T2 AE3UHUTE,
B CpPaBHCHHE C NOCAEAHHS, HEOTAABHA HanpaseH, SIMP.

4.2 l0o3HpOBKA H HAYHH Ha NPHICKEHHE

JleueHuero Tpaliea a ce 3aN0YHE M CeaH OT JIeKap ¢ OTHT B TEpan1ATa Ha MHOXECTBEHA CKIEPO3a.

lo3upoeka

[1pu BB3pacTHH NauMeHTH NpenopsYHTENnHATa 1033 XaHTHKO € enna Karncyna ot 0,
NEepOpPaTHO BEAHDLK AHEBHO.




[Mpu nexnaTpuyHK naurdeHTH (Ha Bb3pact 10 roAMHU U NO-rofeMH) NPenopbUHTENHATA 1032 32BHCH

OT TEr0TO:
o [leanaTpuuny nauuenty ¢ Terno <40 kg: enna kancyna ot 0,25 mg, npyeTa NEPOPATHO BEAHBIK

IOHEBHO.
. INeanarpuynu naumenTy ¢ Terso >40 kg: eana kancyna ot 0,5 mg, npuera NEePOPaTHO BEAHDBK

AHCBHO.

IleanaTpHYHUTE NALMEHTH, KOUTO 3aMOMHAT JICUEHHMETO C Kancyay ot 0,25 Mg H BNIOCIICACTBHE
AOCTHIHAT MOCTOAHHO Terno Hag 40 kg, Tpabea na npemunar kbM nedenue ¢ kancynu ot 0,5 mg.

[Ips npemunaBaxe ot 0,25 mg axesHa no3a kpM 0,5 mg QHEBHA 1034, C€ NPENOopbYBa J1a Ce MOBTOPH
CBILOTO MPOC/ICAABAHE C/ICA MPUAAFaHe Ha NbPBATA 1033, KAKTO NP 3alOUYBAHE HA IEYEHHETO.,

[Ipenopbusa ce CbILOTO MPOCIEAABAHE Clle/I IPHIIATAHE Ha THPBATA 1038, KAKTO [PH 3aN0YBaHE Ha
JIEYEHHETO, MPH NPEKbCBAHETO MY 34:

. | OeH WK NoBeYe Mpe3 MbPBUTE 2 CEAMMLM OT NEYEHHETO:
. noseye oT 7 MHH npe3 3-TaTa WK 4-TaTa CEAMHULIA OT JIEYEHHETO;
. MoBeue 0T 2 CeAMULIM €IMH Mecel] Ce/l 3ano4BaHe Ha JIeYeHUETO.

AKO JieyeHHeTo € Huso npexbCHaTo 3a MO-KpaTbK NEPUOA OT ONUCAHUA MO-rope, TO TpROBa aa
POAB/DKH C PHEMA HA CieBaLlaTa 1034, TakKa KaKTO € NpeANnUcaHo (Bx. Touka 4.4).

CrneuManHy nonyaanyu

layuenmu 6 cmapyecka gv3pacm
XaHTHKO TpaOBa N1a ce M3MOA3Ra C NOBULIEHO BHUMAHHE PpY NADUCHTH HA BB3PACT 65 TOAUHH H
FTOBEHE NOPAAM HEAOCTATHYHOTO JAHHH OTHOCHO G€30nacHOCTTa U e(HMKACHOCTTA (BXK. TOUKA 5.2).

bvbpeuno yspexcoane

B xopa Ha NUNOTHUTE NPOYYBAHMS IPY NALMEHTH ¢ MHOXCCTBEHA CKJIepo3a QUHIONNMON HE €
NpoyyBaH NpH NauMeHTH ¢ 0BOpeuHo yBpexxaaHe. basupaitku ce Ha KIMHHYHKUTE ¢dapmakonornyHu
NpOYUBaHHA, HE € HEOOXONMMO KOPHIHpPAaHe HA JIO3aTa MPH NALUEHTH C JIEKO 10 TEKKO OBbpeuHo
yBpexaaHe.

Heprodpodno yepexcoane

XaHTHKO He TpabBa fAa ce U3MO3Ba NPH MALMEHTH C TEKKO YyepHoIpoOHO yBpexaane (xac C no
Child-Pugh) (ex. Touka 4.3). Brunpeky ue ne € He06X0NHMO KOpHUIHpaHe Ha 103aTa NpH MaLUeHTH ¢
JICKO 10 YMEPEHO YEPHOAPOOHO yBpexaHe, € HeoOXOAMMO NMOBUILIEHO BHUMAHME MpH 3anoMBaHe Ha
JIEHCHHUC NpPH TaKHBA NALIMEHTH (BXK. Touku 4.4 u 5.2).

Heduampuuna RORYAAYUS

besonacHocTTa v edukacHocTTa Ha BHHrONUMOA TpH A€ua Ha Bb3pacT noa 10 roauHu Bee olne He ca
yCTaHOBEHHU. JlunceaTt naHHm.

HimMa MHOrO orpannueHn naHuu pu aeua Ha BB3pacT Mexay 10 1 12 rogunu (Bx. Toukn 4.4, 4.8 u
5.1).

Hayun Ha npunoxetue

To3m nexapcTBeH NPoaykT € 3a A€POPaIHO NPHIIOKEHME.
XaHTHKO MOXKE /1a CE NpUeMa ChC WK be3 XpaHa (BX. Touka 5.2).

Kancynure tpabsa na ce ruatar BuHaru uenm, 6e3 na ce OTBapAT.




4.3 IlpoTHBOnOKAZaAHHS

- NMyHOoAedHUMTEH CHHAPOM.

- [TallHEHTH C NOBHULLIEH PUCK OT Pa3BUTHE HA ONMOPTIOHHCTHYHH HH(EKUHH, BKTIOUUTEHO
HMYHOKOMIIPOMETHPAHH MAaUKWEHTH (TaKUBa, KOUTO B MOMEHTZ NMPOBEKAAT HMYHOCYTIPECHBHA
TEpanus ¥ TAKUBA C HMYHOCYIpECHs OT NPEAX0KAALUH TEPATIHH).

- TeKKH aKTHBHH MH(EKLIHM, AKTHBHH XPOHHYHU HHbEKLHH (XxenaTuT, Ty0epkynoza).

- AKTUBHH 3I0KAUECTBEHH 3a00NABaHHMA.

. Texxo yepHonpobuo yepexxaane (knac C no Child-Pugh).

- [TauuenTn ¢ Muokapaex uHpapkT (MH) npes mocneanure 6 meceua, HecTabuiHa cTeHOKapaAUA,
HHCYNT/TPaH3UTOPHU ucxeMu4Hu ataku (THA), nekoMneHcupaHa CbpevHa HEAOCTaTbYHOCT
(13HCKBalLa He3abaBHO NEUEHHEe) HITH ChbpAeYHa HegocTaTbuHocT knac II/1V cnopen
Hrofiopkckara kapanonoryyta acounauns (New York Heart Association - NYHA) (Bx. Touka
4.4).

- [1alIMeHTH € TEXKKH CHPASYHU APUTMHH, H3UCKBALIW AHTHAPHTMHUYHO JIEYEHHE C
AHTHAPUTMHYHH JIEKAPCTBEHH NpoAyKTH Kiac la unu knac 11 (Bx. Touka 4.4).

- [NMaunenTn ¢ arpHoBeHTpHKynapen (AV) 610k BTopa creneH THn Mobitz 2 unu AV 610k Tperta
CTENEH, WK CbC CHHAPOM Ha OOJTHHA CHHYCOB Bb3eil, aKO HE HOCAT nelcMelkbp (BXK.

TO4Ka 4.4).

- INaunenTtn ¢ QTc nHTepBan >500 msec HAa U3XOAHOTO HHBO (BXK. TOYKA 4.4).

- Ilo BpeMe Ha HPEMEHHOCT M NPU JKEHH C ACTEPOAEH MOTEHLMAN, KOHTO HE W3O/ 13BaT
edeKTHBHA KOHTpauenuus (BxK. ToukH 4.4 un 4.6).

- CBPBXUYBCTBUTETHOCT KbM 2KTHBHOTO BELUECTBO MJTH KbM HAKOE OT MOMOLLHHTE BEILECTBA,
H30pOoeHH B TOuka 6. 1.

4.4 CrenHaiH¥ NpelynpexRICHAA H NPEANAIHH MEPKH Nnpn ynorpeda

bpanuapurmug

3aroyBaHETO Ha JICYEHHE BOAH 10 MPEXOIHO HAMAJIABAHE HA CHPAEMHATA YECTOTA U MOXKE 1a e
CBBP3aHO ChC 3a0aBCHO NMPOBEXKAAHE B ATPUOBEHTPHKYJIAPHUA Bb3eN, BKAKUYUTENHO 10 NOABATA Ha
U3ONTHPAHH CNTyHaH Ha NPEXOEH, COHTAHHO NMpEeMHUHaBalll irbyieH AV 6a0k (Bxk. ToukH 4.8 1 5.1).

Cnen npunaraHe Ha nbpBaTa [03a, NOHHXABAHETO HA CHPACYHATA YECTOTA 3aMOYBA B pPaMKMTE Ha
CIMH 4ac M € HaH-CHITHO H3pa3eHO B pamkuTe Ha 6 yaca. To3u edekT OT npunaraHata 1o3a ce 3a0bpiKa
W [IpE3 CNCABALIMTE AHH, BBMIPEKH Y€ OOMKHOBEHO € No-c1abo M3paseH, H OGMKHOBEHO HaManaBa npes
creapalinTe cenMUUM. [Ipu npoabikasane Ha MPUIOKEHHETO, CpeJHATa CTORHOCT HA ChpaeYHaTa
4CCTOTa CC BpbIta 10 H3XOAHATA B paMKHTE Ha €AWH Mecell. [1py oTaenHM NauueHTH e BB3MOMXKHO
ChbPAEHHATA HECTOTA 1A HE C€ BBPHE 0 M3XOAHHUTE CTOHHOCTH 40 Kpas Ha IThPBHA MeceLL
IMpoBoaHWTe HapylleHH OGMKHOBEHO ca NMPEXOJHM M aCUMOTOMATHYHU. OGHKHOBEHO HE HIUCKBAT
JACHCHHE H NPpEMHHABAT B paAMKHTE Ha IMbPBHTE 24 yaca Ha TepanuaTa. AKO Ce Halara, NOHWXKaBaHeTo

Ha CbpACUHATa HECTOTa, NPEAM3BHUKAHO OT PHHTONKWMO/, MOXeE Aa Gble HEYyTPATHU3UPAHO Ypes
NapeHTEepPaTHO NPUICKEHUE HA AaTPONHH WIH H3IONPEHAUH.

Ha Bcuukn naumenTyu tpaGea aa ce nanpasu EKT u na ce U3MEPH KPBBHOTO HajlsraHe npeau
NpHiarane Ha MepBaTa 1038 XaHTHKO H 6 4aca cnea Toea. Beuuku nauuenty Tpa6ea na 6uaat
IPOCACACHN B NPOJBIDKEHME HA 6 Yaca, 3a MPHU3HAUM U CUMIITOMM Ha Gpaaukapaus, Upes €KeuacHo
M3MCPBAHC HA My/ICa H KPBBHOTO Handraue. [Ipenopsusa ce npoabaxkuTenen (B peanHQepeme)
MOHHMTOPHHT N0 BPEME Ha TO3M 6-4acOB NMEPHOA HA NPOCHEAABAHE.




AKO ciiell NpHemMa Ha 103ara Bb3HHKHAT CHMATOMH Ha OpaauapuTMus, TpaOBa jia ce mpeanpuemar
CBLOTBETHHUTE KAHHUYHHU MEPKH, a NPOoCiesBaHETO Aa Obae NPOABIDKEHO N0 W34E3BaHE Ha
cuMnTomMuTe. TpabBa aa ce Ha3HauM NPOCNEAABAHE NMPE3 LANATA HOLL, B MEAULIMHCKO 3aBEAEHHE, aKO
MpH NAUMEHT Ce HaOHH (PapMaKoIOrHyHa HHTEPBEHLUE NO BpeMe Ha NMPOCIIEASBAHETO CE
NPWIAraHe Ha MbpPBaTa 1032 U TPAOBA 1a ce NPOBEAE NOBTOPHO CHILIOTO NPOC/IEAABAHE ClIe]
MpUiarade Ha BTOpaTa 403a XaHTHKO.

AKO CbpAevHAaTa YeCTOTa Ha 6-MA Yac e NOCTUrHana Hai-HUCKaTa CTOMHOCT, Clie/l TPWlaraHe Ha
rbpBaTa 403a (KOeTo Nnpeanonara, 4¢ MakCHMATHUAT (papMakKoAMHAMUUEH eEKT BLPXY ChPLIETO BCE
OLLE He Ce e MPOMBHIT), NpociaeasBaHero TpAOBa aa 6bae yABIKEHO HAH-MaNKo ¢ 2 Haca U J0KaTo
ChPACYHATA YECTOTa HE 3ano4YHe OTHOBO Aa ce noBHuaea. OCBEeH TOBA, ako ¢Jied 6 yaca ¢bhpaevHara
yecToTa € <45 yaapa B MUHYTA TPH Bb3PaCTHU NAUMEHTH, <55 ynapa B MHHYTa NpH NeAHaTPHUHH
MalMEHTH Ha BB3pacT 12 roduHu u nosede unu <60 ynapa B MUHYTA NpH NMEIHATPHYHU NALIKEHTH Ha
Bb3pacT oT 10 xo non 12 roamum, wnu EKI'-to nokassa noronosasun ce AV 610k BTOpa i no-
BUCOKa cTeneH, uiu QT¢ unrepsan >500 msec, npocneaspaxero tpadea aa 0bae yawmkeHo (Haii-
M&TKO M FIpe3 HOLUTA), 10 U3U€3BaHe Ha Haxoakata. [logBarta, mo koeTo U aa € BpeMe, Ha AV Bok
TpeTa CTeneH, Cbio TPAOBA 1a BOAM A0 YABL/HKARAHE HA MpoCcheasaBaHeTo (Hal-Manko 3a Mnpe3 Holluta).

EdexTuTe BEpXY Chplie4HATa YECTOTA U ATPUOBEHTPHUKYNAPHATA MPOBOAUMOCT, MOTAT /ia CE TMOSIBAT
OTHOBO MPH MOJHOBABAHE HA JICYEHHETO C (PHHIOJIUMOL, KAaTO 3aBUCAT OT NPOABIKMTEIIHOCTTA Ha
[PEKbCBAHETO M BPEMETO OT HAYAJIOTO Ha jeueHueTo. [IpenopbuBa ce ChUIOTO NPOC/IEAsBAHE, KAKTO
Mpy 3aroYBaHe Ha NEUYECHUETO, NMPH NPEKLCBAHETO MY (BXK. Touka 4.2).

Cp0o01aBaT ce MHOrO peJKy ciiyyau Ha uHBepcus Ha T-BbHATA [PH BL3PACTHH MALMEHTH, NeKYBaHH
¢ ¢puHronumoa. B ciy4aii na naeepcus Ha T-BbnHarTa, npeAnUCBaIMAT Jexap TpAOBa Ja ce yBepH, ye
JIMICBAT MPH3HALIA MIIM CUMITTOMU Ha MHOKApAHA KCXEeMHS. AKO ce NOA03Hpa HATHYHE Ha MHOKapAHa
MCXEMHS, CE NPENnopbyBa 71a C€ MOTHPCH KOHCYNTALUA C KapAHOJIOT.

[Topaas pucka OT CepHO3HM PUTBMHM HapylUeHUs WiM 3HauKMMa Opanukapaus, XaHTHKo He TpaOBa na
C€ W3NOJI3Ba NPHU NALKMEHTH CbC CUHO-aTPHAJIEH ChpacdeH 010K, aHaMHe3a 3a CHUMITTOMAaTHYHA
Opanukapaus, MOBTapsLL C€ CHHKOIM WIH ChPACYEH apecT, WK NPH NALKMEHTH ChC 3HAYUTENHO
yabpnxasaHe HA QT (QTc>470 msec [Bb3pacTHA DAUUEHTH OT XKEHCKH noJ], >460 msec
[meanaTpHYHK NAUKMEHTH OT XKXEHCKH noJi] uau >450 msec [Bb3pacTHH U NEAHATPHYHH NALKUEHTH OT
MBXKKHU N10J1]), MaLUMEHTH ¢ HEKOHTPOHpaHa XHNEPTOHHA WIH Te€XKa CbHHA anHed (BXK. ChUIO

TouKa 4.3). Ilpy TakuBa nauueHTH, JieueHHe ¢ XaHTHKO MOKE 11a C€ UMa TIPEABHA CAMO, aKO
OYaKBaHHUTE MOJI3H NPECBBL3IXOIKAAT MMOTEHUHANHUTE PHCKOBE, H aKO CE NPELEHH, He € YMECTHO
NMPOBEKAAHETO HA NIEUEHHUE ¢ XaHTHKO, Tpa0Ba Aa ce roTbPCH KOHCYNTALMUSA C KapAHOJIOrT, IPeAH
3arouYBaHe Ha NEUEHHETO, 3a Aa C€ ONpeACNY HaAH-NOAXOAALINA PEXKHM Ha NMpociieaBane.
[IpenopbuBa ce NOHE pasIMPEHO MPOC/IeASBaHE Npe3 HOLLTA, NTPH 3aM0YBAHE HA JIEUEHHETO (BK.
ChIO TOYKa 4.3).

PHHroIMMO/1 HE € NPOYYBaH MPU MALWEHTH C ApPUTMHA, H3UCKBALIA TEYEHHBE C AHTHAPUTMHYHH
NEKapCTBEHH NPOAYKTH Kiac la (Hanp. XHHUIMH, ausonvpamua) v kiac II1 (Hanp. amuogapon,
COTaN0N). AHTHARPHTMHYHHTE JIEKAPCTBEHU NMpoayKTH kiac la u knac 111 ce cebp3Bar ¢
Npean3BUKBAHETO Ha “torsades de pointes” npu nauueHTH ¢ Spaaukapauns (BxkK. Touka 4.3).

OnuthT C (bHHl"OJ'IHMOI[ C OI'PAHHYCH TIPpHA TTALIHCHTH, INPH KOUTO €AHOBPEMEHHO CC NMPOBCKIA Te arnun

WIH ,unmnazem) WJIH APYIrd BELECTBA, KOMTO MOTaT Ja NOHKAT ChPJAEYHATA YECTOT
“BaObpaauH, IMTOKCHH, AHTHXOIHHECTePa3HH CPEeACTRa WM MWIOKAapnHH). Thif kar
neueHne ¢ QUHIOAMMOA € CBbP3aHO ChILO M C TIOHW)KABAHE HA ChHPAEYHATA YeCTOTa
4.8 “bpaauaput™Mus’”’), €1HOBPEMEHHOTO NMPHICIKEHHE HA TE3H BEILECTBA, [0 BpEM



NIEYEHHETO, MOXKe 1a Obae CBbpP3aHO ¢ TeXKa Opaaukapaua U copaeueH 610k. [Topaau noTeHuUanHus
anMTUBEH €(EKT BbPXY Chp/eyHaTa YecToTa, He Tpabsa na ce 3anousa AeueHUe ¢ XaHTHKO NpPH
NaLKMEHTH, KOUTO Ce JIEKYBAT C T€3H BELLECTBA M0 CHILOTO BpeMe (BXK. Cbio Touka 4.5). Ilpu TakuBa
NALHEHTH, JICHEHHE ¢ XaHTHKO MOXeE Ja ce 00ChAH, CaMO aKO OYAKBAHWTE MOJI3H NMpPEeBHLIABAT
NOTEHLHATHHTE PHCKOBE. AKO ce 0OMHC/IS 3al10UBaHe Ha JiedeHHe ¢ XaHTHKo, TpsabBa Aa ce NoTbpCH
KOHCYJITALUSA C Kap/HOJIOT, BbB Bpb3Ka C PEMHUHABAHETO KbM APYIH, HE-MOHWKABALLH ChpACYHATA
4e€CTOTA JIEKAPCTBEHH NMPOJAYKTH, MPEAH 3aM0YBaHE HA NEYEHHETO. AKO NOHWXKABALWOTO ChpAEUYHATA
4ECTOTA AEYEHHE HE MOXeE Ja Obae cnipaHo, TpaOBa Aa ce NOTbPCHU KOHCYJITAUMA ¢ KapAXOoJIor, 3a A4
cE onpeaeS v Hau-NOAXOAALUINSA PEXKHUM Ha MPpOCIEIaBaHe ciiel TbPBAaTa 4034, KaTo CE MpenopbyBa
pa3lWHPEHO NMPOCAEAABAHE, HAH-MAJIKO Mpe3 HOWITA (BXK. ChIHO TO4YKA 4.5).

QT uuTepean

B npoyusane 3a npoabmkuTennocTra Ha QT uHTepBana B CTaALlMOHAPHO ChCTOSHUE NIPH 03U HA
¢unronumon ot 1,25 uau 2,5 mg U Bee Olue HaJIKUEH HEraTuBeH XPOHOTpOIeH edekT Ha
(PHHIOIUMOYI, JIEYSHHETO C PUHIOIMMOA BOAH A0 YAb/bkaBaHe Ha QTc uHrepsana Kkaro ropua
rpannua Ha 90% Cl <13,0 ms. Hama saBucumocT Mex1y 03aTa ¥ POOBLIKUTENHOCTTA Ha
€KCMO3ULUATA Ha (PUHTONIMMOA M yaBbkaBaHeTo HAa QTc uHTepBana. Hama nanuu 3a nosuviuapaue Ha
YecToTara Ha cjy4anTe Ha yabmkasaHe Ha Q'Tc uHTeprana, abCOMIOTHO WIH CHIPAMO H3XOAHHTE
CTOMHOCTH, CBbP3aHO C TEpanuaTa ¢ GUHroJIUMOA.

KnuHu4yHaTa 3HaYMMOCT Ha Ta3n HaXO/Ka € Heu3BeCcTHA. B npoy4yBaHuATa Npy NaUUedT! ¢
MHOXECTBEHA CKNEPO3a He ca Hab/moAaBaHH KJIMHUYHO 3HAYHMH e()eKTH MO OTHOLLEHHE Ha
yabukaBaHeTo Ha QTc nHTepBaia, HO U MALKEHTH ChC CHILECTRYBALL PHCK OT yaABKaBaHe Ha QTc
HHTEpPBa/la HE ca BKJIIOYBAHHW B KIIHHHYHWTE NPOYYBaHHA.

JlexapcTBeHMTE NPOAYKTH, KOMTO MOTaT ja AoBedaT a0 yabbkasade QTc uHrepsana e Hali-nodpe na
ce U30ArBaT Npu NaLUEHTH ChC ChOTBETHUTE PHCKOBM (DAKTOPH, KATO HalIpUMEP XHIOKANHEMUSA WM

BpoAeHO yawbKaBaHe Ha QT wHrepBana.

HUMyHocynpecusHH edekTH

DUHIroIMMOJI HMa MMYHOCYTIpECHBEH e(eKT, KOWTO Npeapasnonara nauMeHTHTE KbM PHCK OT
HHQEKLUHH, BIUTFOYHUTETHO ONIOPTIOHHCTUYHHY UHDEKUHMH, KOUTO MOTaT /1a UMAT JIETAJIEH H3XO/, U
MOBHIIIABA PUCKA OT Pa3BUTHE HA JIUM(POMH H APYIH 310KkaUeCTBeHY 3a6onsBaHud, ocoO€HO TaKKBa Ha

koxata. Jlekapure TpabBa ga apocnenssaT BHWMATEIHO CBOUTE MaLHEHTH, 0COOEHO TE3H ChC
ChIbTCTRBAILM 3a00/11BaHHA WIH W3BECTHH PHCKOBH (DAKTOPM, KATO HANPUMED NpPEAIISCTaalA
HMYHOCYNPECHBHA Tepanusi. AKO ce NOA03Mpa HAJIMYMETO HA TAKLB PUCK, IeKapAT TpAOBa Ja
OOMHCAH NpeyCTaHOBIBAHE HA JIEHEHHETO NPU OTAETHHTE Cliyuau (BXK. ChIIo Touka 4.4 , Andekuun™
U ,,Koxxuu Heonnazmu® u Touka 4.8 ,,Jinmbomu®).

Hudexunn
Kiarouos dpapMakoaHHaMHyeH edekT Ha GHHIONHMO € J0303aBUCUMOTO HaMalaBaHe Ha 6pos Ha
nepudepHuTe AUMPOUHTH, KOUTO AoctHrar Ao 20-30% ot usxoauuTe cu HuBa. To3u edekT ce ABMKH

Ha oOpaTuMa cekBecTpauus Ha AMMGoLMTH B 1MMQOUIHATA ThKAH (BaK. Touka 5.1).

Ilpeau na ce 3anovHe neueHue ¢ XaHTUKO Tpﬂﬁﬂa Aa Obae npeaocTaBeHO HEOTAABHA HaMpaBeHo

N0 BPEME Ha JICHEHUETO, HA 3-HA MeCEeL, M MOHE BEAHBK MOAULLHO CIIEA TOBA, H NP
NpU3HALK HA HH(PEKLKA, AKO ce ycTaHOBH abcontoTen nuMdouuTer 6poit <0,2x
TpsOBa na ce npeycTaHOBM A0 noaobpaBaHe Ha TUMQOUMTHUA Opoil, Thi KaTo N



KIIUHHYHHTE W3MUTBAHUA JIEYEHHETO ¢ GUHTONMMMOZA € OUNno cnupaHo NMpPH NauKdeHTH ¢ abconoTex
numbpouuTex 6poit <0,2x109/1.

3anouBaHeTo Ha JeveHue ¢ XaHTUKO TpabBa fa Obae OTI0XEHO NPH NALMEHTH € TEXKa aKTHBHA
vHdekMg, N0 HEHHOTO OTIYMSBaHE,

EdexTure H2a GUHrOIUMOI BbPXY HMYHHATa CHCTEMA MOTAT Jia NOBHLIAT PHCKA OT Bh3HHKBAHE HA
HHPEKLIMK, BKIFOUYHTENHO ONOPTIOHUCTUYHH MH(peKUUH (BxK. Touka 4.8). HeoGxonumo € npunaranero
Ha e()EKTHBHM AHATHOCTHYHM U TEPANEeBTHUYHH CTPATEruH NPH NALKHEHTHTE CbC CHMIITOMH HA
HH(eKLUs o BpeMe Ha eueHveTo. KoraTo ce oLeHsBa nauMeHT, npu KOWTO ce noao3npa HHpEKLUA,
KOSITO MOXKE J1a € CepHO3Ha, Tpa0Ba Ja ce UMa NpeABUA KOHCYITAUHs C JIeKap C OMNUT B JICYEHHETO Ha
uHPexuru. [To Bpeme Ha nedyeHuero, nauueHTUTe TPAOBA Na OBAAT HHCTPYKTHPAHU Aa choOLaBar
He3a0aBHO HA CBOA JIEKAp 3a MOABATAa HA CHMITTOMH Ha MHEKLUHA.

[Ipu pa3suTHE Ha cepHO3Ha HHOEKLHA, TpaOBa Na ce OOMUCIN BPEMEHHO CITHPAHE HA JICHEHHETO C
XaHTHKO W A C€ HaNpaBH OPECLIEHKA Ha ChbOTHOLIEHHETO NMOA3a-PHCK npean BL30OHOBABAHE HA
TeparnusTa.

EnuMuHHpaHeTO HAa GUHIONKUMOA cliefl CMpaHe Ha TEPanUaTa MOXE N1a NMPOABIKY A0 ABA MECELIa,
3aTOBA M Mpe3 TO3H NEepHOJ TPAOBA Ja ¢e NpoAb/DKY HabaoaeHMETOo 3a MosBa Ha HHdeKLHS.
[lauveHTHTe TpAOBaA Na OBbAAT HECTPYKTHPAaHHU Aa ChOOILABAT 32 NOABATA HA CUMMITTOMH Ha HH(EKLU
J0 2 Mecela cnell ClupaHe Ha PHHIOTUMO.

Xepnec-eupycHa uHpexyus

CepHO3HH, XKHBOTO3aCTPALLABALIM H MOHAKOra $aTanHy Cllyya Ha eHuedanauT, MEHHHIHT WIH
MEHUHIOCHUE(ANHUT, NPHYHHEHH OT XEPNEC CHMIUIEKC BUPYC WIM BapHLETA 30CTEP BUPYC, ca
Bb3HUKHAJIM MO BCAKO BPEME B X0O/1a Ha JICYEHHETO. AKO BLb3HUKHAT XepneceH eHuedanuT, MEHUHTHT
WM MEHHHTOEHLCATHT, JIeYeHHETO ¢ XaHTHKO TpAOBA /1a Ce NpeyCTaHOBH MU Aa CE HAa3HAYH
NOAXO0AALIO JIEHEHHUE 33 ChOTBETHATA UH(PEKLIHA.

[Ipeau 3amotBaHe Ha JieweHHe ¢ XaHTHKO € HEOOXOAHMO /ia ce OLIEHH UMYHHTETA Ha NaLMEHTHTE
cpelly Bapuliena (newenka). Ilpy nauneHTy, Npyu KOWTO JIMMCBA MOTBBLPASHA OT MEAULIMHCKH
COeUManKCT aHaMHe3a 3a MpeKapaHa BapyLie/a WK JOKYMEHTALMA 32 NPOBEAEH IThJIEH KYpC Ha
BAKCUHALIMA C BAKCHHA CpELLY BapHLIEaa, C€ NPEeNopbYBA /1a C€ H3CIEABA HAIMYHETO HA daHTHTea
cpeuty Bapuuena soctep supyc (VZV), npeau sanoupane Ha TepanusaTa ¢ ¢unronumon. [Ipu
MaLMeHTHTE Oe3 aHTUTeNa, CE MPENOPhLYBa NPOBENKAAHE HA MbJEH KYPC HA BAKCHHALMA C BAKCHHA
Cpeuly BapHuena, npeau Aa ce 3arnouyHe neveHue ¢ puHrotnmon (Bx. Touka 4.8). 3anousaHero Ha
IEYEHHETO ¢ PUHrONMMOA TPaOBa na ce OTNIoKH ¢ 1 Mecel, 3a aa Ce MOMYYH TbJIEH eeKT oT
BaKCHHALMATA.

Kpunmokxoxoe menuncum

Cbob1uapar ce ciiydan Ha KpUNTOKOKOB MEHHHIHT (rbOHYHA MHAEKIIHA), TOHAKOTA C JIETAIEH H3XO.,
MO BPEME Ha MNOCTMAPKETHHIOBHSI NEPHO, ClI€] NPUOAHINTENHO 2-3 TOJIMHH JIEYEHHE, BBIIPEKHU ue
TOYHA BPB3Ka C NPOAL/KUTEITHOCTTA HA JICHEHHETO HE € U3BeCTHA (BK. TouKa 4.8). Ilpu nauueHtuTe
ChC CHMMTOMH K MPH3HALM, CLOTBETCTBALLH HA KDUNTOKOKOB MEHUHTHT (Harmp. rnasodolue,
CBIIPOBOJICHO OT NPOMEHH B Ch3HAHHETO, KATO O0BPKAHOCT, XaNIOUMHALMHA W/ WK JTIHYHOCTHH
NpoMeHR), Tp2OBa aa 6bae npoBeeHa BHUMATENHA JHATHOCTHYHA oueHKa. [Tpu IHarHoCTHLIMpAaHE Ha
KPHUITTOKOKOB MEHHHIHUT, JIECYUCHHETO C pHHromMon TpOBa 1a ce NPeyCTaHOBU U 13 CE 3aMOyHe
CbOTBETHA Tepanus. TpaOpa na ce nposeje MyATHAUCLMIUIMHAPHA KOHCYATaLHA (HATID. Cbe

CHOELHATHCT 110 HHPEKUHO3HY 3a00BaHHA), AKO MOJAHOBABAHETO Ha JIEUEHHETO C (hUHID;
OCHOBATENHO.




IIpozepecuena myrmughoxanna resroenyeharonamus

Cro0OLuaBar ce ciiyyau Ha nporpecMsHa MyntugdokanHa neskoeHuedanonarus ([IMJI) no Bpeme Ha
JedeHue ¢ PUHTONMMOJ, Clel paspelleHHeTo 3a ynotpeba (Bxk. Touka 4.8). IIMJ1 e onopTioHHcTHYHA
UHeKUus, NpuurHABaHa ot Bupyca Ha pkou KeHunram (John Cunningham virus, JCV), koaTo Moxe
na 6bae ¢aranHa unu ga noseae A0 Texka UHBaUaHocT. Cnyuaute Ha [IMJ] ca BR3HHKHAIH cnea
NPUOAUUTENHO 2-3 rOAWHM NeYeHHE KAaTO MOHOTEpanus, 6e3 npellecTsalla eKCno3rMim1a Ha
HaTanu3yMao. Berpeku 1e u3vHCNeHHAT PUCK H3MNEXKIA CE YBEIMYABA [IPH KYMYJIaTHBHA €KCMO3HLIMS
C TEYEHHE HA BPEMETO, TOYHA BPb3Ka C MPOAB/UKHTEIHOCTTA Ha NIEYEHHETO HE € U3BECTHA.
HonbaHUTENHU ciiy4yad Ha [TMJ] ca Rb3HUKHATH NpHU NaLMeHTH, KOWTO Npead TOBa ca OWIH 1eKyBaHH
¢ HaTanu3ymad, 3a KORTO € U3BECTHO, ue € cBbp3aH ¢ [IMJ1. [IMJI moxe ga BB3HHKHE camo npH
HanWuue Ha HHpekuna c JCV. Ako ce npeanpueme uscnenrane 3a JCV, TpaOBa na ce uma npeasu,
ye BIUAHHETO Ha JUMGONEHHATa BbPXY TOUHOCTTA HA H3C/eABaHeTo 3a aHTH-JCV aHTMTENa HE ¢
NPOY4€HO NMPHU NaLUEHTH, JeKyBaHH ¢ puHronumoa. Colito Taka, TpabBa Aa ce UMa NPEeIBUA, He
HEraTHBEH TECT 3a aHTH-JCV anTHTeNna HE H3KIIIOUBA BBE3MOXKHOCTTA 3a NOCHEABallA HHPEKLHS C
JCV. {lpeau na ce 3anoune neyvyeHne ¢ GUHronuMoa e Heobxoaum uixoaed SIMP (o6ukHOBeHO B
paMKHTE Ha 3 Meceua) kato pedepeHuna. Haxoakute ot uicineasareto ¢ AMP moxe aa ca asHM
npeay HaTHYHeTO Ha KNTMHUYHH NPH3HAUK HITH CUMITTOMH. I]0 BpeMe Ha pyTHHHHTE NpoCneaaBally
AMP wscnenpaHus (B CbOTBETCTBUE C HAallHOHATIHUTE W MECTHMTE MPENOPHLKH) Jiekapute Tpadsa Ja
BHHMAaBAT 32 NOABa Ha Ne3uy, npeanonarauiy Hanuuue Ha [IMJ1. AMP moxe aa ce cuuTa KaTo yacTt ot
MOBHHICHATA OUTENHOCT [1PY NALIMEHTH, 33 KOUTO CE CHMTA, Y€ Ca ¢ MOBMILIEH PUCK 3a PA3BUTHE HA
[IMIJI. Cvobiuaga ce 3a cryyan Ha acumromaTuuka [TMJ1 B3 ocHoBa Ha Haxoaku ot SIMP, kakTo M 3a
Hanuuue Ha JIHK ot JCV B rppOHauHO-M03b4HATA TEUHOCT NPH MAUUEHTH, JEKYBAHH ¢ (PUHIOTHUMOA.
Axo ce nonosupa [IMJ], Tpabea HezabaBHo na ce Hanpasu AMP ¢ AMarHOCTHYHA UEN, 2 IEYEHHETO C
¢UHronumMo TpadBa BpeMeHHO a ce cnpe, A0KaTo He ¢e u3ikmouu [TMJL.

Hosewwu nanunoma eupyc undexyus

[lo Bpeme Ha NOCTMApPKETHHIOBUA NEPHUOA ce ChOOILABAT C/TyYan HA MHPEKIMA C YOBELIKHU NanuioMa
Bupyc (HPV), Bkmounrenno nanuaomMu, aucnnasus, 6panaBHum 1 pak, cesp3an ¢ HPV, npu nevenne
¢ puHronnmon. Ilopaau UMyHOCynpecHBHHTE CBOICTBA Ha puHronuMo Tpabea aAa ce OOMUCITH
UMyHH3auug cpetty HPV npenu sanousane Ha nedeHuero ¢ duHronuMos, Karo ce ¢iaeasar
NpenopbKUTE 3a UMYHHU3aLMA. [IpenopruBa ce CKpUHHHI 3a 3JTOKaUYeCTBEHH 3a001sBaHHA,
BKJIKOYMTENHO LtHTOHAMasKka ( PAP TecT), cbhriiacHO cTanaapTHaTa NpakTHKA.

MakyJieH eaem

IIpn 0,5% ot maumMenTHTe Ha AedeHKe ¢ punronumon 0,5 mg ce cro0LIABa 32 MAKY/IEH €1EM CbC WM
Oe3 3puTeNHH HapyleHus, pa3BUBAaLL C€ MPEIUMHO Mpe3 NbpsuTe 3-4 Mecela OT TeUeHHETO (BXK.
TouKa 4.8). [lopanu Ta3u npuunHa, Ha 3-4 Mecell e/ 3aMoYBaHe Ha JIEYEHHETO CE NPENopbYBa
MPOBEXAAHETO Ha OPTATMONOIHUEH [peryie. AKO NMALUMEHTHTE CBOOWAT 3a HAKAKBY 3PUTENHH
Hapy1UEHHs MO KOETO H 11a € BpeME Clie]l 3aro4YBaHe Ha JeueHHueTo, TpadBa aa Obae npoeeacHo
H3cneaBaHe Ha pyHayca U MaKyJaTa.

I[laumenTuTe c aHaMHe3a 33 YBEMT H NMALIMEHTHTE ChC 3aXapeH JHabeT ca ¢ NOBUIIEH PUCK OT Pa3BUTHE
Ha MaKyneH eaeM (Bx. Touka 4.8). @UHronMMosa He € NMpoy4uBaH NpH NalMeHTH ¢ MHOKECTBEHA
Ckiiepo3a  3axapeH aAdader. [IpenopbyBa ce Npy NaUMEHTHTE ¢ MHOXECTBEHA CKIEPO3a U 3axapeH
AuadeT Wik aHaMHe3a 3a yBeUT Aa 6b/e NPOBEKAAH OUEH PETie MPEAU 3afOHBaHE Ha JICUSHUETO,
ClIeA KOeTo Ja ObaT npocieAsBaHU NO BPEME Ha JIEYEHHETO.

IlpoawmkaBaHeTo Ha eYEHHETO NPH NALUMEHTH C MaKyJIeH edeM He € mpoy4sano. [Tpenopuasa ce -
CliMpaHe Ha ACUCHHETO ¢ XaHTHKO NMPH pa3BUTHE HA MAKYJIEH eAeM. PelleHHETO nasiu ¢ q.&‘?ﬁ"j‘!""' & I
BB300HOBH TepanuaTa cnei obparHo pasBUTHE Ha MaKyJIHUS eaeM, Tpabea aa 6bae WA '
UMAT NPEABUI MOTEHLUHATHUTE NOI3Y ¥ PUCKOBE MPH OTAECIHUATE NALIKEHTY.




UeprnoapobHo yBpexaaHe

CrpobiaBa ce 3a NOBHIIECHHE HA YEPHOAPOOHUTE eH3UMH, 0cODEHO HA aNaHMH AMHUHOTpaHCaMHUHAa3aTa
(AJIAT), Ho cblo ¥ Ha rama rnyramwiTpaHcgepasarta (I'TT) v Ha acnapraT TpancamuHasara (ACAT)
MpH NalMEHTH ¢ MHOXKECTBEHA CKIIEPO3a, MPOBEXKAALIM JIeueHHe ¢ puHronumoa. Crobmaea ce couio
3a HAKOJIKO ClTy4as Ha ocTpa 4epHOApoOHa HEJOCTAaTLYHOCT, HANIATAllA YepHOapoOHa
TPAHCIIAHTAUNA, H KIIMHHUYHO 3HAaUMMO YepHOApOOHO yBpexaaHe. [Ipu3Hauu Ha yepHOApOOHO
YBpEXKOaHE, BKIKOMUTETHO 3HAYKUTEIHO MNOBULIEHHE HA CEPYMHUTE HUBA HA YEpHOAPOOHUTE EH3UMH U
MOBHLLEH 001 OMAUPYOUH, Ca HACTLITMIKM B PAMKMTE Ha AeCeT AHU CleA NIPUEM HA NbPBATA 1034,
JIOKJ1aJIBAHH CBHIIO Taka U chael npoabikHTenHa ynorpeba. B knuaMunuTe u3nureannug npu 8,0% ot
Bb3PACTHHTE MALMEHTH Ha JleyeHHe ¢ puHronumon 0,5 mg € HabnoaasaHo nosviiapaHe Ha AJIAT 3
¥ MOBeYe MbTH Hap ropxHa rpadvua Ha Hopmata (I'T'H) cnpsiMo 1,9% o1 nauuenTHTe Ha neuenue ¢
runauebo. Hoeuinaeaue S-nme1u Hag ['TH Bb3HukBa npu 1,8% o1 naumneHTUTE HA QUHTONIMMOA H TIPU
0,9% oT nauueHTHTE Ha ruiauedo. [1o BpemMe Ha KTHHHUHUTE U3NHTBAHHA QPUHIONUMOL € OUIT cinpaH
MpH NOBHLUCHHE HA YePHOAPOOHUTE TpaHcaMHHa3K Haa S vty [ HI . {Ipu noaHoBABaHe Ha
JIEYECHHETO MPU 4ACT OT NAUMEHTHUTE OTHOBO € HalwIaBaHO NOBUMLUABAHE HA TPAHCAMHHA3ZHUTE, KOETO
OKa3Ba HAJTMUMUETO Ha NPUHHHHO-CIIEACTBEHA BPB3Ka ¢ NpHeMa Ha PUHIroauMoR. [1pyu KIHHHYHH
Npoy4YyBaHHA, ¢ HaONAABAHO MMOBUIABAHE HA TPAHCAMUHA3HTE NO BCAKO BPEME B X042 Ha JIEYEHUETO,
BhIIPEKH Y€ Ha-4eCTO € HabMmoaarano npes nxpeute 12 Meceua. CepyMHHUTE HUBA Ha
TpaHCAMHHA3UTE C€ BPBLUAT A0 HOPMATHHTE CTOMHOCTH NPHONIN3MTENHO 2 MeceLia Cie/l CIUpaHe Ha
N€YEHHETO ¢ PUHIOJTHUMO.

DUHronuMoa He € NPOYUBaH MPH MALMEHTH C TEXKKO NpeLlecTBallo YepHoapoOHO yBpexaaHe (Knac
C no Child-Pugh) u He TpaOra aa ce npuiara npy TakMBa nauMeHTyH (BxK. Touka 4.3).

[Topaau UMyHOCYNPECUBHUTE CBOMCTBA HA QHUHIOIMMO/I, 3aMOYBAHETO Ha NeYeHHETO TpadBa na 6be
OTJI0XKEHO NP MAUUEHTH C aKTHBHA XCMAaTHT BUPYCHA MHPEKUMA.

[lpeau na ce 3anoywe neucHUe TpAORa Aa C€ NPEAOCTABAT HANPABE¢HW HEOTAABHA (T.€. B pAMKMTE HA
NociaeAHHTE 6 Mecela) u3cieBaHus Ha TpaHCaMHHa3uTe H OunupyOHHa. 1Ipn nunca Ha KIHHHYHY
CHMIATOMHY, HUBATA HA YEPHOAPOOHUTE TpaHCAMWHA3U K CepyMHUA OUNUpyOHUH TpaOBa aa ce
npocnensaT Ha 1-8u, 3-tu, 6-t¢, 9-TU M 12-TU Mecell OT JICHEHHETO W NEPHOAHUUHO CJle] TOBA 10

2 Mecela clieql NPeyCTaHOBABAHE HA NEYEHUETO ¢ XaHTUKO. [1pu munca Ha KIMHWYHW CUMIITOMHU, aKO
YepHOAPOOHHUTE TPAHCAMMHA3ZH €a HAA 3 MbTH, HO no-Manko ot 5 nbTH I'T H, 6e3 nosuwenue Ha
cepyMHHUa OunupyOuH, TpaOBa na ce HHHULMHPA MO-YECTOTO UM NPOCNEAABAHE, BKIIIOUHTENHO
U3MEpBaHe Ha cepymHus OuanpyOuH ¥ ankanHara gocdaraza (AdP), 3a na ce yCTAHOBH Aany
HaCTBIBAT AOMBJIHUTENHH MOBUIUCHUS, U 1a c€ pa3depe JaTn MMa aTEpHATHBHA ETHONOMUS Ha
yepHoApoOHaTa AMchyHKUHA. AKO yepHoapoObHHTE TpaHCcaMWHa3u ca noHe S nbTu ['TH vinu nowne 3
neTH [ TH, , CBbp3aHH ¢ HAKAKBO MOBULUCHHE HA CEPYMHUA ODMNUPYOUH, JICYEHHUETO ¢ XaHTHKO
TpadBa Aa ce npeycraHosH. [lpocneasasaHeTo Ha yepHusa Apod Tpadea na NPoABIKH. AKO CEpYMHUTE
HUBA C€ HOPMAJIU3HUPAT (BIJIIOUHTEIHO, aKO ¢€ OTKpHE aJTEpHATUBHA NPUUYKHA 38 UuepHOApoOHaTa
InchyHKLHUA), teyeHHeTo ¢ XaHTHKO MOXe J1a e Bb30OHOBH B3 OCHOBA HA BHMMATENHA OLIEHKA Ha
CHOTHOLIIEHHUETO MOI3a-PUCK 3a NALMEHTA.

[Ipy naiMeHTy, NpyU KOUTO ce HaboJaBaT CUMNTOMHU, MPEANoONarallyd 4epHoaApodHa AuchyHKLUA
KaTO HEOOACHUMO rajeHe, MoBpbillaHe, KopeMHa Oo/Ka, yMOpa, aHOPEKCHS WJIH JKBJITEHHLIA W/ KM
MOTHLMHABAHE HAa YpWHAaTa, TpA0Ba na 6baaT uzcieABaHH YepHOAPOOHUTE EH3MMH H OununpyOuH, u
Aa Obae CrpSHO JIGUEHHETOAKO CE NOTRBPAM 3HAYMMO YepHOoApoOHO yBpexxnaHe. JleueHnero He

TpsaOBa a ce NOAHOBABA, OCBEH aKO HE ce yCTaHOBM NpapaonofodHa ajrepHaTviBHa €TUO
MpU3HALMTE U CUMIITOMMTE HA YEPHOAPOOHOTO YBpEXKAAHE.

Boenpexks ye AMNCBaT AaHHH, KOUTO [a AOKA3BAT, Y€ 0 BpeMe HA NMpUeMa Ha PUHT
MaLHeHTHTE C MpeaLlecTBaLlO YepHoapoOHO 3abonsaBaHe e no-eepoATHO Na ObaaT




NOBULIEHHU CTOMHOCTU Ha YepHOAPOOHUTE PYHKLIMOHANHH TECTOBE, € HEODOXOAUMO II0BHILEHO
BHMMaHHE NpH ynotpedaTa Ha XaHTUKO NPU NAUHEHTHU ¢ AHAMHE3A 33 NPEALLESCTBALLO 3HAYHMO
yepHoApoOHO 3abonasaHe.

E(ben:'m BbpXY KDbBHOTO HANAIAHC

[TauueHTHTE C apTepHanHa XUNEPTOHUA, HEMNMOB/KUABALIA CE OT NPHEMA Ha JIEKAPCTBEHH CPEACTBA, Ca
OWIH M3KNIOUEHH OT NPEAMAPKETHHIOBUTE KIIMHHYHH H3NUTBAHHKA, NOpaau KOETO € HeoOXoauMo
CMELIHAUTHO BHUMAHHE MPH JIEYEHHE HA NALUEHTH C HEKOHTPOJIIMPAHA XHIEPTOHUA.

[To BpeMe Ha KIHHWYHUTE U3NUTBaAHUA 32 MC npu naunedTHTe Ha NleueHue ¢ puHronumon 0,5 mg e
HabnloaasaHo noByiIasaHe NpudaAnznTenHo ¢ 3 mm Hg Ha CUCTOAHOTO KPBBHO HAJISraHe H
npubnusurento ¢ | mmHg Ha AMACTOAHOTO KPBLBHO HANATAHE, OTYETEHO 3a ITbPBH BT
npubnusutento 1 Mecel cien 3anoyBaHe Ha JICUEHHETO M IEPCUCTHPALLO TIPH TTPOAB/DKABAHE HA
neyeHneTo. B xona Ha aBe-roaniuHO nnauedo-KOHTpoIUpaHO Npoy4ysaHe npy 6,5% ot nauMeHTHTE Ha
neuenue ¢ puHronumoa 0,5 mg ce crobLUIaRa 3a XMNEPTOHHUA KaTO HeXellaHa peakuus U npu 3,3% ot
nauMeHTUTE Ha niauebo. CneaosatenHo, KppBHOTO HallsraHe TpabRa na 6bae pe0BHO NpoCeasBaHo
110 BpEME Ha JIEYEHUETO ¢ XaHTUKO.

EdexTy BbpXy AMXATEAHATA CUCTEMA

Ha 1-ua Mecew OT 3anouBaHeTo Ha JieueHHe ¢ PUHroIMMos ce HabmoaaBa MUHHMAITHO, J0303aBHCHUMO
HaMaABaHE Ha CTOMHOCTUTE Ha popcupaHms excniuparopeH obem 3a 1 cexkynaga (PEO1)
nudy3noHHUA KanauuTeT 3a pbraepoaen okuc (DLCO), koeto ce 3aabpxka U BNOCASACTRHE. XaHTHKO
TpabBa Ja ce W3NOoJI3Ba ¢ NOBHUILIEHO BHUMAHHE T1pH MALMEHTH C TEXKO 3a00/1sBaHe Ha JUXATENHATA
cucteMa, 6enoapodbHa pubposa n xpoHHUHa obcTpykrHBHa 6enoapodua donect (Bxk. Touka 4.8).

CuHapoM Ha ofpaTuma 3a/1Ha eHuedanonaTus

B KIMHWYHUATE WITTUTBAHKUSA W NMTOCTMAPKETHHIOBUA NEPHO/ ce CHOOLIABAT peAKU Cityyad Ha CHHAPOM
Ha oOpaTuma 3aaHa eHuedanonatus (CO3E) npu poza ot 0,5 mg (Bxk. Touka 4.8). CumMnromure
BKJTIOMBAT BHE3alHA NOABA HA CUIHO rnaBobonue, rajeHe, MOBPbUAHE, HAPYIUEHHE Ha Cb3HAHHETO,
3PHUTENIHK HapyLeHHd U repyose. CumaroMuTe Ha CO3E 0O6ukHOBEHO ca 0OpaTiMK, HO MOTAT J1a ce
pa3sBUAT 40 HCXEMHUYEH UHCYJIT WKW MO3bYEH KPBBOW3IUB. 3a0aBAHETO HA IMArHO3aTA U JIEYEHHUETO
MOTaT A2 AOBEAAT A0 TpaitHW HEBPOJIOrduHM nocieauum. Ako ce nogosupa CO3E, npueMsbT Ha
XaHTHKO Tpa0Ba 21a ce NpeyCcTaHOBH.

[TpealecTBaLIO JeYeHHE ¢ UMYHOCYTIPECHBHHM UIH UMYHOMOAYAUPAIIH Tepaliuy

He ca npoBexaaHHW H3MUTBAHUA, KOUTO 1a OLCHAT e(PHKACHOCTTA U D€30MacHOCTTa Ha (PHHroNUMoA
NpY NPEMUHABAHE Ha NALIMEHTHUTE OT TEPUPITYHOMHU, AUMETHIT QyMapaT WiH aneMTy3yMad KbM
neveHue ¢ puHronumon. Ilpu npeMruHaBaHe Ha NALUMEHTHTE OT AeUeHHe ¢ Apyra MoaudHUHpalLa
bonectra Tepanyusa KuM JeueHue ¢ PUHroauMo, Tpabea Ja ce UMa NMpelByi] Kakbe € Moy KUBOTHT Ha
€NIMMHHHUpPAHE Ha ApyraTa Tepanud, 3a Aa ¢€ U30erdar agfuTHBHY UMYHHH €(PEKTH H CHIUCBPEMEHHO Aa
ce MUHUMH3Hpa PUCKBLT OT peUHAUB Ha 3abongBaneTo. [Ipenopbuea ce f1a ¢ M3caeaBa MbJjiHa KpbBHa
KapTHHA NPEaY 3anovBaHe Ha IEYEHUETO ¢ XaHTHKO, 3a 1a € CHT'YPHO, Y€ HMYHHHUTE €PEKTH Ha
npeaxoXaauara repanya (Hanp. LMTONEHUs ) ¢a OTMHHANH.

C

[lo INPUHHUHIL, JCUHCHHUCTO C XaHTHKO MOXKe Na 3aro4He BeaHara ciaen CIIHPAHETO HA HHTEPC[)
raTyupaMcp alcTar. J

[Tpu aumeTnn ¢pymapar repHoAbT Ha MEIUKAMEHTO3HO ouMcTBaHe Tpadsa aa Opje
C€ Bb3CTAHOBU NbJIHATA KPLBHA KaAPTHUHA, NPEeAK a CC 3aroyHe jJedyeHue ¢ XaHTHK



[lopagy abarus nony>KHBOT HA CTUMUHUPAHE HA HATANU3YMa0, eTMMUHUPAHETO MY OOUKHOBEHO
npoabirasa 1o 2-3 Meceua cael cnupaHeTo. TepudayHOMHA Cbilo ce eMMMHUHNpa OABHO OT
nnasmara. bes
NpolEAYpa 32 YCKOPEHO ENMMHUHHUPAHE, KITHPBHCHT HA TEPUMIYHOMU, OT MJIa3MaTa MOXe /1a OTHEME
OT HAKOJIKO Meceua a0 2 roavHu. [lpenopbusa ce npoueaypa 3a YCKOpeHO eNMMHHHpaHe, Taka KaKTo
€ ONHCAHO B KpaTKaTa XapaKTepUCTHKR Ha NPOAYKTa TEPHDJIYHOMHKH, WX NEPUO] Ha aNTEPHATHBHO
MEAHWKAMEHTOIHO QUUCTBAHE, HE MO-KpaThk OT 3,5 Meceua. HeobxoaumMo € NOBHILIEHO BHUMAHHE BbB
Bpb3Ka C MOTEHUHATHATA Bb3IMOXKHOCT 3@ €AHOBPEMEHHA U3ABa HA ePEKTH BbPXY HMYHHATA CHCTEMA
NpH NPEMUHABAHE HA NALIHEHTUTE OT HATAIM3yMad v TepudAYHOMMUA KbM XaHTHKO.

AnleMTy3ymMad MMa CWIHHU U NPOIBIKHTEIHA UMYHOCYTpecHBHH edekTy. Thbi KaTO TOYHATA
NPOABLIDKUTETHOCT HA Te3H €(IeKTH HE € H3BECTHA, He Ce MPEeNnopbYBa 3an04YBaHe Ha NeUeHHe C
XaHTHKO cie Teparnus ¢ aneMry3yMad, OCBEH ako NMOJA3UTE OT TOBA JieueHHe He NPEeBb3X0XKAAT
KaTEerOpYUUYHO PUCKOBETE MPH OTACIIHHA NMALUMEHT.,

PeiteHHeTO 32 NPOBEXA4HEC HA MNPOAB/IKHTCAHA CbNBTCTBALLIA TEPAlHiA € KOPTHKOCTCPOU/IH, TpﬂﬁBa
Aa CC€ B3CEME CJ/IC] BHUMATC/IHA NMpCUCHKA.

EaHoepeMeHHO npunarase ¢ Moy CYP450 unaoykropu

Kombuuupanero Ha ¢punronumon ¢ Mowiad CYP450 unayxTopy TpabBa aa ce npuiara ¢ NOBHLLIEHO
BHUMaHuWe. He ce mpenopb4Ba eHOBpEMEHHO NPUIAraHe ¢ KbJIT KAHTAPHOH (BXK. TOUKa 4.5).

3n0xadecTBEHU 3300/19BaHH

Koocnu oxauecmeenu 3a0016ans

CnoOiaear ce ciyyau Ha 6azanHoknerbueH kapuuHoM (BKK) v apyru koM HeorLiazMu,
BKJIOUHTEIIHO 10KAUYE€CTBEH MENIAHOM, CKBAMO3HOKJIETBYEH KapuHHOM, capxoM Ha Kaposi u Merkel-
KNEeThbYEeH KapLHWHOM, NPH NaUMEeHTH, Mpuemalum puHronnmon (Bx. Touka 4.8). Heobxoaumo e aa ce
CJI€JIH 32 MOABATA H& KOXCHH JIE3HH H CE NMPENopbUYBAT NPESBAHTHUBHH IMPErjeau Ha KOXKaTa NpH
3a7I0YBAHE HA NEUSHHETO H Ha BCEKM 6 A0 12 Meceua, cnopea KJIMHHYHATA NpeteHKa. AKO ce
YCTAHOBAT NMOAO3PHTENHH KOMKHH NE€3HH, NAUHEHTBT TpaOBa Ja Oble HACOYEH KbM JePMATOJIOT.

Toui KaTO NOTEHUHATHHAT PUCK 32 Bb3HHKBAHE HA KOXXHH HEOILIa3MH HaApacTBa, MaLHEHTHTE,
JIEKYBAaHH C (PUHIONKMOA TpAOBa Aa 6bAaT npeaynpeneHn, na He ¢ HaraT Ha CIbHUEBA CBET/IHHA
6e3 3awmTa. Ilpy Te3n naimenTu He TpaOBa Oa ce Npwiara CLILTCTRaANA GoTOTEpanus C
UV-B-nbyenune unu PUV A-dororepanus.

Jumpomu

MiMa cnydyan Ha nosBsa Ha TMMGOM B KIUHWYHUTE NPOYYBAHHUA U NPH NMOCTMAPKETUHTOBY YCIIOBHS
(Bx. Touka 4.8). CrobuteHHTE Clyuau ca XeTeporeHHH No ApHPoa, OCHOBHO HEXOMKKHHOB JTMMPOM,
BKJIFOYUTENHO B-wierbunu v T-kiethunu numdpomn. HaGmronasanu ca u ciryyau Ha koxkeR T-
KIeTkUYeH nuMbom (mycosis fungoides). HaGmoaaeah e u eaun neraned cayuaii npu Epstein-Barr

Bupyc (EBV) nonoxurenen B-wierbuen numboMm. Ako ce nogo3upa nosaBarTa Ha AIHMGPOM, JICUEHHETO
TpaOBa na ce NpeycTaHOBM.

JKeHu ¢ aeTepojieH NOTEHLUHAN

[Topanu pHck 3a uioaa, PHHroIHMON € NPOTUBOIIOKA3aH NO BpeMe Ha OpEMEHROCT
ACTEPOACH MOTEHLMA, KOUTO HE U3MoN3BarT epexTHBHA KOHTpalenuua. [Ipeay 3




3a 11043, TpAOBa Aa UMAT OTPHLATENIEH pe3yiTara OT TECT 3a OpeMeHHOCT M TpAbBa na u3noa3Bar
epeKTHBHA KOHTPALETILMA N0 BpEME Ha NI€HEHHETO U B NPOAB/DKEHHE Ha 2 Mecela chejl
MpeyCcTaHOBABAHE Ha JieYeHHETO (BXK. TOukH 4.3 1 4.6 u uHpopMauuaTa, CbAbPKALUE CC B
MudopMaUMOHHHA NaKeT 3a JieKapa).

[IceBnoTYMOpPHH Jie3nU

CpobujaBaT ce peAKH C/y4ad Ha MosABa Ha NCEBAOTYMOPHH JI€3UH, CBbP3aHU ¢ peunans Ha MC, npu
MOCTMApPKETHHIOBY YCIOBHA. B ciyyait Ha Texnk peuunre Tpadsa na ce Hanpaed AMP, 3a na ce
H3KJTIO4aT NCEBAOTYMOPHH JIE3UH.

[IpeycTaHOBABAHETO Ha JieyeHWETO TpAOBa Aa ce OOMMCIIM OT JIeKyBaLLUA AeKap NPy BCEKH Cly4vak
MOOTAENHO, KaTO Ce B3eMaT NpeaBrA HHAWBHUAYATHUTE 0131 H PUCKOBE.

B13BpbUIaAHE HA AKTHBHOCTTA HA 3abonsaBaHeTo (pubayHa) el NpeyCcTaHOBABAHE Ha TEUEHHETO C
uHronumMon

[1o BpeMe Ha NOCTMAPKETHHTOBUS MEPUOA PAAKO ¢c€ HAONOAaRa TEXKO 0DOCTpsIHE Ha 3a00NABAHETO
MPH HAKOY MALMEHTH, CIIPENH JICYEHHETO ¢ prHronumon. OOUKHOBEHO ce HabM01aBa B paMKHTE Ha
12 cenMHULIM cllell cnApaHe Ha TEYEHHETO ¢ PUHIOAHMON, HO € ChoOllaBaHo H 10 24 ceAMHULIM Clien
NPEYCTAHOBABAHE Ha JIEMEHHETO ¢ puHronumon. [topaau Tazu npuyuMHa € HeOOXOAMMO MOBHLLEHO
BHHMAHHE NPH CNUPAHE HA leYeHHeTO ¢ QUHIONIUMOL. AKO ce MPELEHH, Ye € HeoOXoAHMOo
NPEYCTAHOBABAHE HA ICYECHHETO ¢ GUHFONUMO, TPAORA Na ce uMa NpeaBHA Bb3MOXKHOCTTA 33
[MOBTOPHA M0ABA HA U3KIIIOYMTENHO BUCOKA AKTUBHOCT HA 3a00NSBaHETO, NalIMEHTHTE TPAOBa aa
ObaaT BHUMATENTHO HAOMIO0ABAHH 33 CHLOTBETHHUTE NPH3HALA U CUMIITOMH W 13 CE 3afI0YHe
NOAXOAALLO EYEHHE, ako € HeobxoaumMo (BXK. ,,Criupade Ha TepanuaTa” no-aomy).

CrnivpaHe Ha TepanuvaTa

[Ipn B3eMaHe Ha pelleHUe 32 CUpaHe Ha IeYeHHETo ¢ XaHTUKO € HeoDX0AUMO J1a ce oCUrypu 6
ceaMUUEH MHTepBas Oe3 Tepamnus, Bb3 OCHOBA Ha MO/JY>»KWBOTA HA JIEKAPCTBOTO, 3a 12 MOXKeE
($HUHrOAMMOA Aa C€ U3HKUCTH OT KPBbBOOOpaLileHHETO (BK. Touka 5.2). BposaT Ha aumdoumTHTe

MOCTENEHHO CE€ BPBLUA JO HOPMATTHUTE CTOWHOCTHM B paMKWTe Ha 1-2 Mecella cnef cnupaHe Ha
NIEYECHHETO NMPH MOBEUYETO MAUHEHTH (BXK. TOUKA J.1), BBIIPEKH Y€ ITBJTHOTO BH3CTAHOBABAHE MOXKE /1A

OTHEME 3HAYHWTEIHO NOBEYE BPEME NTPU HAKOU MALIMEHTH. 3aNOUYBAHETO H2 APYTH TEPANHH Npe3 TO3H
NEPHOA LIE NOBEIE 10 €AHOBPEMEHHA SKCIMO3HIIMA U Ha dUHronumoa. Ynorpedara Ha
UMYHOCYNPECOPH CKOPO Clie CNUPAHE HA NeYeHHeTO ¢ XaHTHKO, MOXKe Ja JOBeJe 40 afUTHBEH
e(peKT Mo OTHOLUEHHE HAa HMYHHATa CUCTEMA M NOPaAH Ta3H NMPUYHHA € HeOOXOAHMO NOBHIIEHO
BHUMaHHE.

Heobxoaumo € chi10 Taka MoBULIEHO BHUMaHKE MPH CIIMpaHe Ha IGUEHUETO ¢ (DHHIOJIMMO/ MOpaau
prcka oT pubayHa (BK. ,,Bb3BphllaHe Ha aKTHBHOCTTA Ha 3abonaBaHeTo (pubayHa) cien
NpeyCcTaHOBABAHE HA NEYEHUETO ¢ (PUHIOIUMOA™ NO-rope). AKO NPeyCTaHOBABAHETO HA NMPHEMA Ha
XaHTHKO ce CUHTa 3a HEODX0ANMO, MAUMEHTHTE TpsdBa aa 6baaT npocieaaBaHH Npe3 TO3H MEPHO 3a
CBLOTBETHHTE MIPHU3HALIM Ha Bb3MOXKEeH pubayHa,.

IlorpnugpaHe Ha CCPOJIOTHYHHTEC TCCTORBE

Tnii kKaTo PUHroIMMOA HaMasBa Opos Ha JIMMQOLIMTHTE KaTo I'M NMpepasnpesea B nepudepHuTe
NUMGPOHIHH OPTraHH, NPH NALMEHTH HA NeueHHE C GUHroNuMon OposT Ha nepUdepHUTE T
HE MOJXKE Ja Obe M3MON3BaH 3a OLIeHKa Ha MMMGOLIMTHHUS cTaTyC. 3a 1abopaTopHUTE Tec
KOUTO C€ H3MON3BAT UMPKYAUPALLH MOHOHYK/ICAPHH KIIETKH € HeOOXOAUMO HabaBsHeT
obeM KpnB nopaau HamaneHUs Opor Ha UMPKYJIUPALLHTE TUMOPOLMUTH.




[TeanHaTpuyHa NOmynatus

[IpodwnsT Ha De3onacHOCT FIpY NeaMaTpUUYHH MAUMEHTH € NoA0OEH Ha TO3H NMPH Bb3PAaCTHU W MOPatM
Ta3W NMPHUYHHA APEAYNPEKICHUATA U NPEANAIHUTE MEPKH 11PH Bb3PAaCTHHU Ca NMPHIOKHMH ¥ NPH
MeAHATPHYHHTE [TALMEHTH.

[To-cneunanHo, Npy NpeaAnUcBaHe Ha XaHTHKO NPY NeAUaTPUYHY NAlIMeHTH, TpaOBa na ce uma
NpeaBUA CIIEOHOTO:!

. Tpabsa na ce crna3BaT npeanasHUTE MEPKU CIEA NPUIGKEHUE Ha MbpBaTa 1034 (BXK.
»bpatuapuTMua“ no-rope). CrUiMTe NPEANA3HH MEPKH, KaKTO clel NMPUJIOKEHHE Ha ITLpBaTa /1034, Ce
MpenopbYBaT U NMPH NpeMHHAaBaHe Ha nalnueHTa oT NedeHue ¢ 0,25 mg nHeBHa Ao3a KeM 0,5 mg
JIHEBHA 1034

. B KOHTPOAMPAHOTO rieauaTpuyHO u3nuTeaHe D23 11 ce cbobuiapaT cnyuau Ha ropuose,
TPEBOXHOCT, MOHHKEHO HACTPOCHHE K IENPECHA, C NO-BUCOKA YECTOTA NPH NAUMUEHTHTE, JIEKYBAHH C
(GHUHIrONUMO/I, B CPABHEHHE ¢ NAUMEHTUTE Ha JiedeHue ¢ uHTepdepoH Oeta-1a. Heobxoaumo e
MOBHUINCHO BHUMAHHE B Ta3u noarpyna (Bx. ,.Ileamatpuyna nonynauua“ B Touka 4.8).

. 3abend3aHo € neko nosyulasaHe Ha 6UIMPYOHHA B M30/IMPAHH CTy4YaH NPH NeaHaTpU4HKU
[MALHEHTH Ha JICYECHHUE C (PUHTOTIMMOA.
. IlpeniopbuBa ce Ha NEJHATPHYHHUTE NALMEHTH Ja Ce HaNPaBAT BCHYKY HMYHH3ALHMH, CbIIACHO

HaCTOAULHTE PbKOBOACTBA 3a UMYHHU3ALUHH, MPEAX 3aMOYBaAHE HA JIEYSHUETO ¢ XaHTHKO (BXK. TOUKA
~AHDEKUHH" no-rope).

. Fma MHOTO orpaHM4eHH JaHHM NPH 1elia Ra Be3pacT Mexay 10 ul2 roaunu ¢ tero noa 40 kg
WIH

CTaauH Ha pazBHTHe NO TaHnep <2 (Bxk. ToOukn 4.8 1 5.1). HeobxoauMo € noBHUIEHO BHUMAHHE B TE3H
MOATPYINH NOPAAH HAMMUYHETO HA MHOIO OTPAHUY4EHHU JaHHH OT KIIMHHYHHKTE NPOYYBAHMA.

. Jluncear naHHY 3a JharocpoyHara 6e30nacHOCT 8 NeAHaTpUYHATA MOMyIaLyA.

4.5 B3aEMoNeHCTBHE ¢ APYrH JeKAPCTBEHH NPOAYKTH H APYrH JOPMH Ha B3IRHMoaelcTBRE

AHTHHEOIUIACTHYHA, HMMYHOMOJyIMpaia Wi¥ HMYHOCYNPECHMBHA TEpArus

He Tp#0Ba na ce npustara e1HOBPEMEHHO € AHTHHEONNACTHYHA, UMYHOMOLY/THpALLA WY

HMYHOCYNPECHBHA TEPANKA MOPaay MOBUILEHUA PHCK OT AAHUTHBHU eeKTH BbpXy HMYHHATa CHCTEMA
(BK. TOUKH 4.3 u 4.4).

HeobxonnMo e NoBHLIEHO BHUMAHHE NPH 3aM104BAHE HA JICYEHHE NIPH MALMEHTH, [IPH KOUTO
NPOABIIKHTENIHO BPEME Ca MpHIAraHH J1€KapCcTBa, NOB/IKABALLM UMYHHATA CUCTEMA, KATO
HATA/IN3yMad, TEPUQTYHOMH] HIIH MHTOKCAHTPOH (BXK. Touka 4.4). B KIMHHYHHTE H3NUTBAHMS npu
MAalMCHTH C MHOXKECTBEHA CKIIEP03a, EAHOBPEMEHHOTO NPHIIOKEHHE Ha KPATKU KypCoBe

KOPTHKOCTEPOHH 3a JICUEHHE HA PELHAMBHTE, He € Ouno CBbP3aHO C MOBHILEHA YeCTOTa Ha
HH(EKLINH.

BakcuHu

[lo Bpeme Ha neueHHeTO K 10 OBa Meceua Cnejl CMHPaHE Ha TEYEHHETO ¢ XAHTHKO BAKCHHHTE MOAT
Aa 6baaT no-Manko eexkTUBHN. YnorpeGara Ha )KMBH ATEHIOWPAHH BAKCHHY MOXE 13 KpUe PUCK OT
HH(EKUUH H TOpaau Ta3u NpuuHHa TpaOBa 1a ce u3barea (BXK. ToukK 4.4 n 4.8).

BeutecTra, npeaus3BrkBally Gpagukapaus

(DUHrONKMMOA € OWt NPOYyUBaH MPH NpUIaraHe B KOMOUHALMS ¢ ATEHONO H AWITHAIEM
MprUnarade Ha GYHIONMMOJ C ATEHOJNOJ B XO1d HA NMPOYYBAHE 33 B3aUMOJEHCTRHS NpH
ao0posonum e HabnroaasaHo 15% HamanaBaHe Ha CbpaEYHATA YeCTOTA. Ilpy 3anou4Ba



(dbuHronuMoa ¥ ¢ IMATHAa3eM He € Habnmogarad TaksB edexT. He Tpabea na ce 3arnoyea nedeHue ¢
XaHTHUKO NpH NauueHTH, npuemaiuy deta ONOKEpH AN ApYry BeecTBa, KOUTO MOraT Aa HaMAAT
ChpJAEYHATA YeCTOTa KaTO aHTHaApUTMUUY xnac la v 111, kanuuesn aHTaroHUCTH (KaTo BepanaMui UK
AWITHa3eM), UBadPaauH, JUrOKCHH, aHTUXONHHEPIr HYHN CPECTBA WIH NUIOKAPIHH, NOpaau
NOTEHLUANHUA aJUTUBEH €PEeKT BbPXY ChpaeyHaTa yecTtora (BK. TOUkHU 4.4 u 4.8). Axko ce oOMvcns
JleyeHUe ¢ XaHTHKO FIPH TaKHBa NauHeHTH, TpaOBa 1a ce MOTBPCH KOHCYJITaUUs ¢ KapAHOIOTr BbB
BPb3Ka ¢ MPEMHUHABAHETO KbM APYIH JIEKAPCTBEHH NPOAYKTH, KOUTO HE NMOHWXKABAT ChPACUYHATA
YeCTOTa WK CHOTBETHO MPOCIEAIBAHE MPH 3aMG4YBaHE HA JICYCHUETO, KATO CE MpenopbyBa
NpoCNEasBaHE HaN-MAJIKO Mpe3 HOIUTA, aKO NMOHMKABALUMTE ChpACYHATA YECTOTA JIEKAPCTBA HE MOrar
Aa ObaaT CrIpsAHH.

DapMaKOKMHETHYHH B3aHMOIESHCTBUA HA JIpDYTH BELIECTBA C (DUHTONKHMON

Ounroaumon ce metabonusupa npeauMHo ot CYP4F2. Jpyru en3znmu kato CYP3 A4 ciio
AOTIPHAHACAT 3a HEroBHA MeTaboNU3bM, OCODEHO B ClTy4YanTe Ha CUJIHO MHAYKLIMpaHe Ha CYP3A4.
MowHuTe UHXMOUTOPH HA TPAHCHOPTHPALLMTE NPOTEUHY HE CE OUAKBa J1a OKA3BaT BIUAHHE BbPXY
AHUCTIO3ULIMATA HA PuHronuMoa. EaHoBpeMEeHHOTO npuiarade Ha GUHIoNHMO/ ¢ KETOKOHA30J1 BOAH
a0 1,7-neTy noByiuasaHe Ha ekcno3uuuata (AUC) Ha puHronumon v dpunroaumon docdar upes
unxubupane Ha CYP4F2. HeobxoamMMo € NOBKILEHO BHUMAHHE TTPH CbBMECTHOTO NPUIOKEHHE C
BelecTBa, KOMTO HHXHOUpaT CYP3A4 (npoteazHy nuExnOUTOpH, MPOTHBOTBOUYHHK a30/1H, HAKOW
MaKpOJUAY KaTO KIAPUTPOMHUIMH KIW TEJIHTPOMHLIAH ).

B cTauMoHapHO CHhCTOAHUE, EAHOBPEMEHHOTO Npunarade Ha kapbamazennt 600 mg npa NbTH AHEBHO
U €IMHHYHA 1032 Ha UHronumon oT 2 mg, Hamanaea AUC Ha GUHrONHMOA U HETOBHS METabONKUT
npubnuzutento ¢ 40%. Jpyrure cutin CYP3 A4 eH3UMHM HHAYKTOPH, KATO HAMPHMED
pudaMnuumH, penobapobutan, deHUTouH, edaBUpPeHL] U XKBIT KAHTAPHOH, ChLIO MOraT Ja HaMAaJIST
AUC Ha ¢pvHronumoa u Herosus MetaboIuT NoHe ¢ TONKOBA. T'bii KaTO TOBa MOXKE NOTEHUMANHO A
[MOBJIMSE OTPHLATENHO €(UKACHOCTTA, €JHOBPEMEHHOTO UM Npuaarade TpAOBa 1a ce npaBM ¢

NOBULUEHO BHHMaHKE. EAHOBPEMEHHOTO NpHIArate ¢ XbAT KAHTAPHOH, HE ¢e NpenopbyYBa (BXK. TOUYKa
4.4).

CDEIDM&HOI{HHBTHIIHH B3aUMOJCHCTBHSA HA (I]HHFOJ'[HMD_[I, C APYIrH BCLLICCTBA

Masnko BeEpOATHO € GHHIONIMMONR 12 B3aUMOAEHCTBA ¢ BELLECTBA, KOUTO ce MeTaboNMH3HpaT npeanMHO
oT CYP450 enzumMute unm ca cybcTpaT Ha rIaBHUTE TPAHCTIIOPTHH NPOTEHHH,

EnHOBpeMEHHOTO NpuUjiaraHe Ha GUHroNMMOA M LIMKJIOCNIOPHH HE BOJH 10 IPOMEHH B €KCITO3HLIMATA
KaKTO Ha UMKJIOCNIOPHUH, Taka W Ha ¢uHrofiumoa. CrieaoBaresiHo, He ce ouakea GMHTOJIUMOA Aa
MNOBMHARA PapMaKOKHHETUKATA Ha JIEKAPCTBEHH MPOLYKTH, KOMTO ca cybeTparn Ha CYP3A4.

EAHOBPEMEHHOTO NpHIAraHe Ha GUHIONMMOJ € NEPOPATIHH KOHTPAUSNTHBH (€THHHUIECTPAIHON H
JIEBOHOPrecTpesl) He NMPEANU3BHKBA [IPOMEHH B EKCTNIO3MLIMATA NEpopanHuTe KOHTpauenTHsy. He ca
NpOBEXKAAHH NTPOYUYBAHKA 3a B3aAUMOAEHCTBHA Ha PHHIOAMMO/ ¢ MepopaliHit KOHTPALIETTHBH,
ChbAbPIKALLM NPOreCTareHu, BLIIPEKH TOBA HE C€ OYaKBa (PMHIONKMMO/ 1a OKA3Ba BIIMSAHHE BLPXY

TAXHaTa CKCITO3HLUHA.

4.6 @epruaHTeT, OPEMEHHOCT B KbPMEHE

AKeuu ¢ nereposeH noreHunan/ KoHTpaueniua npy xeHH
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DUHrONMMOR € NPOTHMBONOKA3AH MPU XKEHK € ACTEPOJIEH MOTEHIIHAN, KOUTO HE U3ITON
KOHTpauenuua (Bx. To4ka 4.3). [lopaay ta3u npyurHa npeaH 3ano4YBaHe Ha JIEUCHHUE
AETEPOJICH NMOTEHLHAJ TPsOBa [ia € HANMLIe OTPULATEJIEH Pe3yATaT OT TecT 3a Opeme
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HaNpaBW KOHCYJITalWA BbB BPH3Ka ChC CEPHO3HUA PUCK 3a moja. XeHure ¢ qetepoaeH noreHuHan
TpAOBa a4 W3NOJI3BaT €(PEKTHBHA KOHTPAUENLHA NO BPEME HA JICUEHHUETO M B MPOJBLIDKEHHE HA

2 Mecela ciel NPEyCTaHOBABAHE HAa JICYEHHUETO ¢ XaHTHKO, Thit KaTO CJie]l IpeyCcTaHOBABAHE Ha
JIEYEHHETO Ca HeOOXOAUMHM NPHOIH3UTENHO 2 MECeLa 38 SJIMMHUHUPAaHE HA PUHIOJUMOL OT OpraHyd3Ma
(BX. TOYKa 4.4).

KoHkpeTHH MepKH ca BKITIOUEHH CbLIo Taka 8 MudopMaunOHHud nakeT 3a nekaps. [e3n MepkH
TpaOBa na ce BbLBEAAT Nipean PUHIONMMOA Aa ce peanyiie Ha OpeMEHHH MalMEHTKH U N0 BPEME Ha
JI€YEHHETO.

Korarto ce cnivpa JieueHHeTO ¢ GHHIOIMMOA NpU NJIaHUpaHe Ha OpPeMEHHOCT, TPADBa fa ce uma
NpeABAJ Bb3IMOXKHOCTTA 32 Bb3BPbLUIAHE HAa AKTHBHOCTTA Ha 3abosiaBareTO (BXK. TOuKa 4.4).

bpeMeHHOoCT

Bb3 ocHoBa Ha onuTa NpH Xopa, NNoCTMApKCTHHIOBHUTE J1dHHH TIpeano/jarar, 4e _VI'IOTPGGEITR Ha
CIJHHI"OJ'IHMDJ.I C CBbp3aHa C 2-KpﬂTHO NOBHLICHHUC HA PHCKA OT Pb3HHKBAHC HA I'OJIEMH BPOACHH

MandopMalMK, KOraTo ¢e npuiiara rno speme Ha OpeMeHHOCT, CpaBHEHO ¢ 4ecTOTaTa, HabnmogapaHa B
obwara nonynauns (2-3%; EUROCAT).

Haii-uecTo chobuasanure ronemMu Mandopmaliyu ca CileAHUTE:

- Bponenu chpacuHy 3abonsaBaHWA KaTO MEXKAYNPEACHPACH WK MEXKAYKAMEPEH CENTANCH
nedekT, Terpanorus Ha Pano

- bsbpeunu anomManuu

- MyCKYJTHOCKENeTHH aHOMAJTHH

JIuncBaT AaHHM 332 BAUSHKETO HA (DHHTONUMO BbPXY POJOBHA NPOLIEC U PAKIAHETO.

[lpoyuBaHusTa NpU »UBOTHH NOKA3BaT PENPOAYKTHBHA TOKCHUYHOCT, BKJIKOHUTENHO 3aryba Ha rioaa
1 OpraHHY aHOMAIUH, 0COOEHO HAIMUYHE HA MEPCHCTHPALL TPYHKYC aPTEPHO3YC H MEXIYKaMepeH
cerrrajieH aedekT (BX. Touka 5.3). H3BeCTHO €, ue peuenTopbT BbPXY KOWTO OKa3Ba BIIUSHHE

dbunronumMoa {(cpuHrosud 1-¢pocdar peuentop) yuyactera B 00pa3yBaHETO Ha CHAOBETE MO BPEME Ha
embpuoreHesara.

3aToBa (PHMHIONMMOJ € MPOTHBOMOKA3aH NO BpeMe Ha OpeMeHHOCT (BXK. TOUKa 4.3). ®uHronumMon
TpAOBa Aa ¢ce cnpe 2 Mecela Npeay NaHUpaHeTO Ha OpeMeHHOCT (BXK. Touka 4.4). AkO keHa
3abpeMeHee Mo BpeMe Ha JIEYEHUETO, NPUEMBT Ha QHHIOIMMO, TpADbBa Ja ce NMpeyCTaHOBH,
HeobxoauMo € Ja ce HanpaBy MEAHLIMHCKA KOHCYJITaUHMS OTHOCHO PHCKA OT YBpPEX<JaHe Ha 1014,
CBBP3aH C JICUCHUETO M J1a CE€ IIPOBEXKAAT YITPA3BYKOBU NPErIEAU.

KbpMeHe

(DHHFONHUMOZ Ce EKCKPETHPA B MAIAKOTO Ha )KUBOTHM, MPH KOUTO € MpUiarad npes nepuoja Ha
nakrauus (Bx. Touka 5.3). Hopaau Bb3MOXKHOCTTA OT NOSRA HA CEPUO3HHU HEXKENAHW PeaKLHH KbM
MHHTONYUMOZ NPH KbPMAYETA, XKEHHU NpHeMaltuy XaHTHKO He TpabBa Aa KbpMSIT.

Qeprunurer

aHHHTE OT MPpeAKIHHHYHKTE NPOYYBaHUA HE NMOKA3BaT GHUHIONKWMO/ A € CBhP3aH C MOBHILEH PHCK
OT HaMajiaBaHe Ha pepTHUIUTETa (BXK. TOUKA 5.3).

4.7 EdexTH BhpXYy cnocobHOCTTE 3a modupane H padbora ¢ MAIIUNHA

XaHTHKO He NOBIMABA WM NNOBAUARA NpeHeOpekMMO cnocobHOCTTA 3a WwodupaHe
MAILIHHH.




He3aBUCHMO OT TOBA, € Bb3MOXHA MOSBATA HA 3aMassHOCT WJIK ChHAMBOCT MNPH 3ano4ypaHe Ha
neveHuero. [lpenopbysa ce, NpH 3aNOUBAHE HA JT€YEHHE ¢ XAHTHKO, MALIMEHTHUTE 1A OCTAHAT B
rpoAb/KEeHUe Ha 6 yaca noAa HabawoaeHHe (Bx. Touka 4.4 “bpagnaputmus”).

4.8 Hexenann JeKapcTBeHH peaKIRH

OQ60obuieHne Ha npoduna Ha He3onacHOCT

Hail-yectuTe HexestaHu peakuuu (vectora = 10%) npu go3a 0,5 mg ca rnapobonue (24,5%),
[OBULIEHHU YepHOApoOHHM eH3uMH (15,2%), anapusa (12,6%), kawnuua (12,3%), rpun (11,4%),
cuny3ut (10,9%) u doaku 8 repda (10,0%).

TabauuHo NpEACTABAHC HA HOKCHNAHUTC DCAKLIHH

Hexenanure peaklMH, CbOOLIEHH OT KIMHUYHH H3NMTBAHUA ¥ OT MOCTMAPKETUHIOBHS OITHT,
MOJYYEHH 4pe3 CMIOHTAHHU CHOOLLIEHHS 3a Cliydan WK CIy4yau, ONUCaHK B JIMTEpaTyparta ca
[IPESACTABEHHU MO-A01Y. YecTOTHTE ¢a ONpeacAcHU KaTo € W3Noa3Bala Clie1HATa KOHBEHUHA. MHOTO
yecTH (=1/10); wectu (=1/100 no <1/10); neuectu (=1/1 000 no <1/100); peaxu (>1/10 000 go

<1/1 000); mHoro peaxu (<1/10 000); c Heu3BeCTHA 4eCTOTA (OT HATMYHHUTE JaHHHK HE MOXe na 6bae
HanpaBeHa oueHKa). [Ipy BCAKO rpynHpaHe Mo 4ecToTa, HeXENaHUTE peaKLiuM ca NMPEACTABEHH B
HU3XOAALL pell NO OTHOIEHHE Ha TAXHATA CEPHO3HOCT.

Hudexuun v uudecTanuu

MHOro yecrtu: ['pun
CuHy3MT
YecTu: Xepnec BUPYCHH MHPEKUHN
bpouxut
Tunea Bep3uxonop
Heuecty: [THeBMOHUA

C sensBecTHa yectoTta: [lporpecusHa myntudokanHa neekoeHuedanonarua (INMJT)**
KpuntokokoBu HHpekum**

HeonnasMH — 100poKka4decTBeHH, 3JIOKAMECTBEHH H Heonpene/iedH (BKJI. KHCTH H MOJIHNH)

YecTu: ba3zanHOKIETBEYEH KapLUHHOM
Heuecru: 310Ka4YeCTREH MeJIaHOM* ¥ **
Penku: JIuMmbpom***

CKBaMO3HOKIETbYEH KapLUHHOM* ¥ **
MHOro peaku: Capkom Ha Kaposi* ***

C HeusrecTHa yectoTa: Merkel-kneTpueH kapuMHOM* **

HapymeHHsi Ha KPBLBTa H JTHM(pHATA cHCTEMA

Yecru: JInmdonenuns
JleskoneHus
Heuectu: TpombouutoneHus

C HeH3BeCTHA YeCToTa: ABTOMMYHHA XEMONHUTHYHA aHeMuA** ¥
[lepridepHu oToum™ **

HHP}’HIEHHII HR HMYHHATa CHCTEMA

C HeusBecTHa yecToTa: Peakunu Ha CBPbXYYBCTBHTENHOCT, BKIIOYHTETHO ODPUB, YPT
aHFHOENEM MPH 3aM04YBaHE HA JICUEHHETOY **




IIcHXMYMHH HApYIICHHA

YecTu: Henpecus
Heuectn: JenpecusHo HacTpoeHHUE

Hapymenus HA HEPpBHATA CHCTEMA

MHoro uecTu: ['naBobonue

Hectn: 3aMasgHoCT
MurpeHa

HeuecTn: ['bpuoBe

Peaxu: CuHapom Ha obpaTtuMa 3aHa entedanomnarus (CO3E)*

C HeuseecTHa wectoTa: Texkko BrolaBaHe HA 3a60MABAHETO CleA NPEYCTAHOBABAHE HA IpHEeMa Ha
XaHTuko* **

Hapymenus Ha 09ATE
YecTu: 3aMbriIABaHE HA 3PEHHETO
Heuectu: MakyJsien enem

Cohpaeurn HapymieHus

YecTu: bpanukapaus
ATpPHOBEHTPHUKYIapeH 610K
MHOro peaku: Husepcusa Ha T-pbnHaTa***

Chba0BH HApYIICHHE
Yectn: XHUNEePTOHHUS

Pecnuparopau, rpoans H MEARACTHRAINE HADYHICHHA
MHoro yecTu: Kamnuua
HecTu: JAncnHes

CTomMamno-upeBHH HApYIIEHHS
MHoro uecty: Hunapus
Heuectu: anene***

Hapymenus HA KOKATA W NOAKOXKHATA ThKaH
YecTu: Exsema
Anoneuus

[Ipypuryc

XenaToOHIRADHH HAPYINEHHA
C HemzsecTHa yecToTa: OcTpa yepHOAPOGHA HEAOCTATBYHOCT **

Hapyuienna Ha MycKyJIHO-CKeJIETHATA CHCTEMA H CheAHHRTEIHATA ThKAN

MHoro yectn: bonka e rep6a
Hecru: Muanrus
ApTpanrus

Obmu Hapymenus n eekTH HA MACTOTO Ha NPHICKEHHE

YecTy: ACTEeHUs
HicieaBanus
MHoro uecTu: [ToBuIIaBaHe Ha YSPHOAPOOHHUTE eHIUMHU (NOBHILIABAHE HA a1

TpaHCaMHHa3a, rama riiyTaMuITpaHcdepasa, acnapraT TpaHca




YecTH: [ToHuxeHO Terno™**
[losutnapaHe Ha TPUINTHLUEPHAWTE B KPLBTA
HeuecTu: [lonnkaBane Ha 6pos Ha HeyTpoduuTe

* KaTteropusara no 4ecTora e OoHpe/jeneHa Bb3 OCHOBA Ha eKCIIO3HLMATA HA npUOu3uTenHo 10
000 nauunedTH HA GUHIONMUMOJ B XOa HA BCHYKH KJIWHHYHU WINUTBAHHA.

**  Cpobmasa ce 3a I[IMJI ¥ kpunTokokoBu HHPeKLUH (BKIIOYHTETHO CJIyYaH Ha KPHIITOKOKOB
MEHHHTHT) 110 BpEME Ha NOCTMAPKETHHIOBUA nepuo/ (BxkK. Touka 4.4).

¥**  Hexenanu nexapcTBeHM peakLiy OT CIIOHTAHHU CHOOUIEHHS W IUTEPATYPHH CIIVYaH.

¥*¥* KateropusTta no 4ecToTa M OLICHKATA HA PHCKA Ca ONpeje/eHH Bb3 OCHOBA HA EKCMO3ULMATA
Ha noseye oT 24 000 nauneHTH Ha puHronnMog 0,5 mg BLB BCHUKH KIHHUYHM H3NHTBAHUA.

OnucaHye Ha U30paHu HeXeNaHH peakluy

Hnpexyuu

B KIMHMYHKTE TIPOYYBAHKA 338 MHOXKECTBEHA Ciuiepo3a obluaTa vectoTa Ha HHdekuunTe (65,1%) npy
npwiaraie Ha ao3a or 0,5 mg € nonodHa Ha niauebo. Brnpeku ToBa, HHQEKLWATE HA AONTHHTE
AVXATENHH ITLTHLIA, MPEAUMHO OPOHXUTH H B MO-MAIKa CTENEH XepNecHH HHMPEKUMH U ITHEBMOHMH,
ca OHJIM N0-4YEeCTH NPH MALIMEHTHTE Ha NeyeHue ¢ duHronumos.

Cb0011aBaT ce HAKONKO Cllyuas Ha JMCEMHHMPaHa XepriecHa MHPEKLMA, BKIIOUHTENHO ¢ daTaneH
u3xon, npu aosa ot 0,5 mg.

[1pe3 nocTMapkeTHHroBHS NEpHOA HMa CbOOLLIEHH 3a ClTyYan Ha HH(EKLMH C ONMOPTIOHUCTHYHH
MaTOreHH, KaTo BUpycH (Hanp. Bapulena-zocrep supyc [VZV], upyc Ha Jxon Kuuunram [JCV],
NpU4HHABaLL NIPOrpecHBHA MyNTH(OKANHA NeBKOeHUEdanonaTus, xepnec cumrmieke Bupyc [HSVY),
FBOHUKH (Hanp. KPUITTOKOKH, BKAIOYHTENHO KPHITOKOKOB MEHHHTHT) MM HakTepuH (Hamp. aTUNU4eH
MHKODaKTepuH), HAKOH OT ciiyyanTe ca OWH ¢ feTaiel u3xoa (Bx. Touka 4.4),

[lo Bpeme Ha MOCTMAPKETHHIOBHUS NEPUOA Ce ChOOLIABAT ClTyYaH Ha MHGMEKLIMA C YOBEIIKH NamuioMa
Bupyc (HPV), Bratouutento nanunomu, ancnnasus, 6pasaBrum 1 pak, cebpsan ¢ HPV, npu nevenue
¢ puHronumon (8. Touka 4.4). [Topaan UMyHOCYPECHBHUTE CBOMCTRA HAa DUHFOIMMOA TpsabBa fa ce
oOmucnn uMyHuszaums cpery HPV npenu 3anousaHe Ha neueHHETO ¢ GUHIONMMOA, KATO Ce Cneasar
MPenoOpbBKHTE 32 UMYHH3auMA. [lpenobsusa ce CKpUHUHT 3a 3n10KaYeCcTBeHU 3a0019BaHuA,
BKJIFOYWHTENHO uMTOHaMaska (PAP rect), cbrnacHoO craHaapTHara NpakTHKA.

Maxyaen edem

B KTHHHYHHUTE NPOY4YBaHHA 3a MHOKECTBEHA CKIIEP03a, MaKy.leH e/1eM € HaboaaBaH npu 0,5% ot
NaLMEHTHTE, JIEKYBaHWY C NpenopbryuTentara 1o3a ot 0,5 mg v npu 1,1% oT nauveHTHTE, JEKYBaHH C
No-BUCOKATA 1032 OT 1,25 mg. bonuMHCTBOTO OT cily4adTe ca HabAIONaBaHH B PAMKHTE HA MbPEHTE
3-4 Meceua oT fedeHHeTo. UacT OT nalleHTHTE Ca MMAITH 3aMBrSBaHE HA 3PEHUETO WK HaMATABaHe
Ha 3pHTEHATA OCTPOTA, HO APYTH €a OUITH aCUMITTOMATHYHH M ca GUNH AUATHOCTHLUPAHH IO BpEME
Ha peNOBHUTE OQPTANIMONOTHYHY Nperaenu. KaTo Usio MakyJHHAT eeM Ce € MOBAHSI 0JIaronpUATHO
WK € NPETHPNAN CMOHTaHHO OOPATHO pa3sBUTHE CJIE CTIMPaHe Ha JeYeHHeTo. PHCKBT OT peuuaus
cJieq Bb30OHOBABAHE Ha JIEYEHHETO HE € NMpPOYyUBaH.

YecToTaTa Ha CryuanTe Ha MaKyJleH €1eM € MOBHIIEHA NPH NALMEHTH C MHOKECTBEHA CKJIEpO3a U
aHamHe3a 3a yBeHT (17% ¢ aHaMmHe3a 3a yBeuT cnpamo 0,6% Ges anamHesa 3a yBeuT). GUHrOAMMOA He
€ MpOYy“BaH NpPH NalKEHTH C MHOXECTBEHA CKIIEPO3a W 3aXapeH NnabeT — 3abonaBaHe, CBBLP3aHO C
MOBHILICH DUCK 33 pa3BHTHE Ha MaKyJleH efieM (BXK. Touka 4.4). B kiuH#yHHTE NpoyyBaH )
010peuno TpaHcnaHTUMpaHK, B KOMTO ¢a GHAH BKNIOYEHH NALHEHTHTE ChC 3axaped AH
JiedeHHeTo ¢ puHroNumMon 2,5 mg U 5 mg e I0BENO A0 ABYKPATHO MOBHILABAHE HA ye
CNYy4auTe Ha MaKyJIEH eaeM.




bpaduapummua

3arno4yBaHeTo Ha 1eYeHHe BOAM A0 NMPEXOJHO HAMANABAHE Ha ChPAEYHATA YECTOTa M MOXE Ja €
CBBbP3aHO CbC 3abaBaHEe B aTPHOBEHTPHKYNApHATa NPOBOAMMOCT. B KIIMHHYHKTE NpoyYBaHHA 34
MHO’KECTBEHA CK/IEp03a MAKCHMATHOTO [MOHWKEHHE HA ChPACYHATA YECTOTa € HabMmoaapaHo 1o

6 yaca cnea 3aMno4BaHe Ha JICYEHHETO ChC CPEIHO NIOHHAKEHHWE Ha ChpAeYHaTa YecTtoTa ¢ 12-13 ynapa
3a MUHYTa npu ¢punronumog 0,5 mg. Paako ce Habnioaasa chpaeyHa yecrota noa 40 yaapa 8 MUHYTa
NPH Bb3PACTHH NALMEHTH U noja SO yaapa B MUHYTA IPYU NIEAHATPUYHM NAIIHEHTH Ha JIEUEHHUE C
XanTtrko 0,5 mg. CpeaHaTta CTOHHOCT Ha CbpPACHHATA YE€CTOTA CE BPbLLA A0 HOPMATHUTE U3XOAHH
CTOHHOCTH B PAMKHTE Ha ] Mecell ciiell 3ano4BaHe Ha JICUCHHUETO. bpagukapausaTa KaTo Lo e
aCHMIITOMaTH4Ha, HO NPH HAKOHW MAIMEHTH Ce HAOMIOAABAT JEKH 10 YMEPEHH CHMITTOMM,
BKJIIOYMTETHO XHITOTOHKS, 3aMagHOCT, YMOPa W/WH NannNuTalyy, KOWTO W3UE3BAT B PAMKHTE Ha
MepBUTE 24 Yaca cjiel 3alo4YBaHe HA JICUEHHETO (BXK. CbLlo Touku 4.4 1 5.1).

B KAMHHYHHTE NPOYYBaAHHSA 3a MHOXKECTBEHA CKIIEPO3a AaTPHOBEHTPUKYIapeH OJIOK MbpBa CTENEH
(yapmiken PR untepsan Ha EKI') ce ycTaHOBSBa ciiell 3aMO4BaHEe Ha JIEYEHHUETO NPH BH3PACTHH H
neAHaTpU4HHU MaurMeHTH. B KNKHHYHUTE H3NHTBaHHUA IPY Bb3PACTHH NAUMEHTH Bb3HUKBA NpH 4,7%
OT NalUXeHTHTe Ha (huHronumon 0,5 mg, npu 2,8% or nauMeHTUTe Ha HHTPaAMYCKYJIEH HHTEp(EPOH
Oera-1a u npu 1,6% oT nauMeHTHTE Ha Nnauebo. ATpHOBEHTPHKYAapeH GOk BTOpa CTENeH ce
YCTaHOBABa NpH no-mManko ot (,2% ot Bb3pacTHUTE NauneHTH Ha puHroaumon 0,5 mg. [Npes
MOCTMApKETHHIOBUA NEPHOA ca HADMIOAaBaAHU H3OJIUPAHH CilydaM Ha NPeXOAeH, CTIOHTAHKO
OT3ByuaBall NbiaeH AV 6510K, N0 BpeMe Ha 6-4acoBHA NEPHOA Ha MpPOCAeAABAHE CNIEM NPHIATAHE Ha
Mbpeata /i03a GpuHronnmo. lNauueHTHTe ce Bp3CTaHOBABAT crioHTaHHO. Hapywienusra B
MPOBOAKMOCTTA, HAOJIFOIaBAHHU 110 BPEME HAa KIIMHHUYHHTE U3NMUTBAHUS M NP3 MOCTMAPKETHHIOBUA
nepuo, oOH4aiiHO ca APeXOAHU, ACUMIITOMATHYHH H H3U€3BAT B PAMKMTE Ha MbupBUTE 24 yaca caen
3ar104BaHe Ha JICUCHUETO. BBNPEKH He NpH roBedyeTo MAaLMeHTH He Ce Hajlara B3eMAaHETO Ha
MEIHLUHHCKH MEPKH, NpY €IHH NauHEeHT Ha JiedyeHue ¢ puHronumon 0,5 mg e naneH uzonpeHanuy
nopaau aCHMITTOMaTHYEeH aTPHOBEHTPUKYNApEH 610K BTOpa cTeneH THIT Mbobun .

[lo Bpeme Ha NOCTMAPKETUHIOBHA MepHOJ, A0 24 yaca cflell NPHIATAHE HA MLPBATA 1034, Ce
HaO/oaaBaT OTACIIHH, 0-KbCHO BB3HMKBAILH HEXENAHN ChbOUTHS, BKJIIOUMTEHO TPAH3UTOPHA
aCHCTOJIHA H HeoOAcHHMa cMBpT. Tesn cayuan ca B pe3ynTar Ha eJHOBPEMEHEH NPHEM Ha APYTH

JIEKApCTBEHW NMPOAYKTH W/MAM Ha NpealiecTBallo 3abonssaHe. BpnikaTa Mex iy Te3u chbOUTHA U
GHUHIONUMO/ € HEoNpeaeneHa.

Kpveno nanazane

B itMHM4HKTE pOy4BaHK 32 MHOXECTBEHA ckneposa Gunronrmon 0,5 mg e 61un CRBbP3aH ¢
NOBHLUABAHE HA KPBBHOTO HAJIAraHe CPEAHO ¢ npubunusnTenHo 3 mmHg Ha CHCTONHOTO KPBBHO
HansAraHe ¥ npudauznTenHo ¢ 1 mmHg Ha AMACTONHOTO KPBLBHO HAJIATAHE, MPOSBABALLO CE
NpUOAH3UTENHO

I Mecew cnen 3anoyBaHe Ha nevenkero. [ToBUIIABAHETO Ha KPHBHOTO HAATaHE NEPCHCTHPA JOKATO
NpoAb/ikasa Jeuennero. Cly4yan Ha XHNEPTOHHA ce chobaBar npu 6,5% OT MaLUEHTUTE Ha JieueHue
¢ guHronumon 0,5 mg u npu 3,3% ot naumentuTe Ha wiaue6o. [pes NOCTMAPKETHHIOBHS nepUoa,
Npe3 MbPBHA MECELL OT 3aMOYBaHE Ha JICUEHHUETO M Npe3 MbPBHUA AEH OT JISHEHUETO, Ce CHOOINaRa 3a
ClTy4an Ha XMIEPTOHHMA, NPH KOMTO MOXKE Ja C€ HANTOXKH JICHEHHE C AaHTUXUMIEPTEHIUBHH CPEACTBA WK
CnHpaHe Ha GUHronMMon (Bx. CbIlo Touka 4.4 “EdekTn BbpXy KpbBHOTO Hansrate”).

Yeproopobra dynxyus
C1o0uaBa ce 3a NOBHMIIABAHE HA YEPHOAPOGHUTE EH3UMH TPH BB3PACTHU U NEAUATPUYHN MaUHEHTH C

MoBHLLIaBaHE HA NNasMeHuTe HUBa Ha AJIAT cpoTBeTHO >3X I'TH (ropha rpanuua H
25x ['TH. I'lp¥ HAKOM NaMEHTH NPH NOBTOPHO NpUiaraHe Ha NEeKapCTBOTO ce Hah
MOBHLIABAHE Ha YEPHOAPOOHUTE TPAHCAMUHAZH, MOAKPENIHKH Bpb3KaTa ¢ IipueMa




npoAykT. [1py KIMHHYHY MPOYYBAHUA, N0 BCAKO BPEME B X014 HA JICUCHHETO € HabioaaBaHo
MOBMLIABAHE HA TPAHCAMMHA3HUTE, BBIIPEKH Y€ HAM-4ECTO € HabnoJaBaHo npe3 NspBUTe 12 Meceua.
Husara Ha AJIAT ca ce pbpHany 10 obHYailHHTE CM CTOHHOCTH B paMKHUTE Ha 2 Mecelia cien
CIIHpPaHETO Ha nedyeHKeTo. Ipyu Marbk Opol naunedTy (N=10 npu 1,25 mg, N=2 npu 0,5 mg), npu
kouTO nosuiuaBaHeTo Ha AJIAT e 6wno >25x I'TH 1 kouTo ca npoabixuiIKl ntedeHUeTo ¢ (PUHIOJIMMOS,
noBULUEHUTE HUBA HAa AJIAT ca ce BppHaAIIH 10 HOPMATHHUTE U3XOAHK CTOMHOCTH B pPAMKHTE Ha
NpHOAU3NTENHO 5 Mecena (Bx. cbuo TouKa 4.4 “UepHoapobHa dyHkuua™).

Hapyvwenun na nepsnama cucmema
B X013 H& KIIHHHYHMTE NPOYYBaHUS Bb3HUKBAT PEAKH CNTy4Yad Ha HapyLIEHUA Ha HEPBHATA CUCTEMaA

[IpY NAUWUEHTHTE HA JIeHEHHUE C (DMHrONUMON B NO-BUCOKH J03H (1,25 uan 5,0 mg), BIITIOUHTENHO
HCXEMHYEH H XEMOParH4eH UHCYNIT H aTHIIMYHHY HEBPOJIOTHUYHHM HapYLUEHMS, KATO HANpUMep ChORTHS
HANoAcOABALIM OCTLP AHCeMUHHpaH eHuedanomuenut (OM).

Cpod1aBar ce cnyyad Ha rspuoBe, BKIIOUHRTENHO SNWISNITHYEH CTATYC, MNpU ynorpebara Ha
GUHrONMMOI B KIIHHHUHUTE MPOYUBAHHA H MO BPEME HA MOCTMAPKETHHTOBKA NEPHOA.

Cv008u HapyueHuA
CrobLuasa ce 3a peaKy cnydyau Ha nepudepHa apTepuanHa oOKiTy3uBHa OONIECT MPH MNaLUEHTH Ha
JieyeHHe ¢ PUHTOAMMOI B NO-BHCOKHM 103U (1,25 mg).

Hhuxamenna cucmema

Ha 1-us Mecel OT 3anouBaHe Ha Ne4eHHETO ¢ GUHTONMMO/ Ce HabIIo1aBa MUMHHUMANTHO A0303aBUCHMO
[MOHWKEHHE B CTOHHOCTHTE Ha QopcHpaHus ekcnuparopeH obem (PEO1) u andy3uoHHMS KanauureT
3a BbryiepodeH okuc (DLCO), koeTo nepcuctupa u HataThK. Ha 24-us Mecel MOHMMKEHHETO CIIPAMO
U3XOAHUTE CTOMHOCTH B npotleHTa Ha oyakBaHusa DEOI e 2,7% 3a ¢punronamon 0,5 mg u 1,2% 3a
nmnanedo, KaTo paziyMkara u3ue3Ba ciej npekparaBaHe Ha neueHueTo. 3a DLCO nonwxeHdero Ha 24-
us Mecel e 3,3% 3a punronumon 0,5 mg u 2,7% 3a nnauebo (Bx. cbuio Touka 4.4, Edekt Bbpxy
OHUXATEIHATA CUCTEMA).

Jlumdpomu

HaOniogaBahu ca criyuan Ha TMMQOM OT pa3iid4eH BH, KAKTO B KIUHHUHHUTE [POYYBaHMUS, TAKa U 110
BpEME Ha NOCTMAPKETHHIOBHA NEPUOJ, BKITIOYUTEJTHO eAMH (aTaneH cnyuait Ha Enwaiin-bap Bupyc
(EBV) nonoxurenen B-knerbuex mumom. Yectorara Ha ciydanre na HexomxkuHos mumdbom (B-
KIETHbYEH H T-KIeThbYEH) B KAWHHYHHTE H3MUTBAHHA € 110-BHCOKA OT OYAKBaHATa B 001aTa
rmonynauus. 1o Bpeme Ha NOCTMapKETHHIOBHS NEPHOJ CE€ ChOOLIIABAT HAKOJIKO CiTy4as Ha T-KieTbuen
THMQOM, BKIIIOYHTENHO ClyyaH Ha koxkeH T-xnerbuer anmdom (Muko3uc GyHronaec) (BX. ChiLo
TouKa 4.4, 3nokayecTseHu 3aboIABaHUA ).

Xemoghazoyumen cunopom

CbobHlaBaT ce MHOTO PeKH CITyyay Ha XeMo(harOUMTEH CHHAPOM ¢ (JaTANEH U3XO4 NPH NaUNEHTH,
NIEKYBaHH ¢ PUHTrOTUMOL BLB Bpb3Ka ¢ HHOeKUHA. XeMOaroUMTHUAT CUHHAPOM € PALKO ChCTOSHUE,
KOETO C€ OMUCBA BbB BPb3KA C HHPEKLIMH, HMyHOCYNpEcUs U peaulia aBTOMMYHHH 3a6019BaHmA.

[leawaTpuy4Ha nonynatus

B koHTponupaHoTo neauatpuuHo uannTeane D2311 (Bxk. Touka S5.1), npodunbT Ha 6e3onacHoCT Npu
NEAHATPHYHY NAUMCHTH (Ha Bb3pacT oT 10 g0 mox 18 roaunu), nonyvasatum dunronumon 0,25 mg
Wiy 0,5 mg AHEBHO, KATO WAN0 € NoA00eH Ha To3M, HabJII0AaBaH MPU Bb3PACTHU NauWeHTH. B
Npoy4BaHeTo obaue ca HabmonaBaHyN NoOBeyUe HEBPONOrMYHH ¥ NICUXUYHY HapyiueHus. H

NOBHIICHO BHUMAHHUE B Ta3M MOArpYNa Mopaay CHIIHO OFPaHHYEHHUTE JaHHH, NOTy4eH
KNHHUYHOTO MPOYy4BaHe.




B neauaTpv4HOTO NpOoy4BaHE Cly4ad Ha rbpUOBe ce chodiasat apu 5,6% oT nalMeHTHTE Ha
neueHue ¢ puaronumon u 0,9% ot nauueHTHTE HA NeyeHHue ¢ HHTepdepoH Oeta-1a.

H3BecTHO €, Ye aAenpecHsTa ¥ TPeBOXHOCTTA BL3HUKBAT ¢ M0-BHCOKA YECTOTA B MOMYJIALMATA C
MHOXKECTBEHa Cckiiepo3a. Jlenpecus U TPEBOXKHOCT c€ CboOLIaBaT CHLIO M NPH NEAHATPHYHHTE
MauUeHTH, NeKyBaHU ¢ PUHTOTUMO]I.

YCTaHOBEHH €a H30JIMPAaHH C1y4aH Ha JIEKO NMOBULLAaBaHe Ha OunrpyOrHa NpM MeAHATPHYHH
[TALMEHTH Ha JIEYEHHE C PHHTONHMOL.

CooOluasane Ha NOAO3IUPAHH HEXENIAHH DPEeakituH

C10011aBaHeTO Ha NMOAO3HPAHH HEXKENAHU peakLivHM cllell pa3peLlaBaHe 3a ynoTpeba Ha NeKapcTBEHUs
MPOAYKT € BaXKHO. ToBa no3BoNsABa Aa MPOAB/LKA HADNIOAEHHETO Ha ChOTHOLLIEHUETO MO3a/PUCK 32
JIEKapCTBEHNA NPOoAYKT. OT MEAULIMHCKHTE CNELMAIHCTH Ce W3UCKBa Ja CHoOLIaBaT BCAKA
NOAO3MpaHa HEXKEITaHA PEAKLIHA upes:

ManbaHuTENHA areHuMs no eKapcTsara
yi. JJdamsaH Fpyes™ Ne 8

1303 Codms

bbnrapus

Ten.: +359 2 8503417

yeOcalT: www.bda.bg
4.9 Ilpeaosupane

EMHOKpaTHOTO NpuiiaraHe Ha 103a, nipesuiasama 80 mpTy npenopwunTentara no3a (0,5 mg), e
noHeceHo 100pe oT 3apasn Bh3pacTHH slobpoeonud. Ilpy npunarase Ha 1o3a ot 40 mg, 5 ot 6-

Te YYaCTHHLM Ca ChOOLIMIHU 32 JIeKa TEXECT WM AUCKOMGOPT B CbPAMTE, CBHP3aHH ¢ NOBHLIEHATA
PEaKTUBHOCT HA MAJIKUTE Bb3AYXOHOCHH IBTULIA.

DuHronumon Moxe 1a npeansenka Spaankapaud NpH 3ano4BaHe Ha JeyeHuero. [loHuxkaBaHeTo Ha
CbhpAeHHaTa 4ecToTa 3ano4sa OOMKHOBEHO A0 €HH Yac c/ie NpUJiaraHe Ha NbpBaTa A03a U € Hall-
u3paseHo o 6 yaca. OTpHUATEIHHAT XPOHOTPONEH eekT Ha PHUHIrOMMMOA Ce 3aabpKa NoBeUe OT 6
4yaca ¥ NOCTENEHHO HAMAJIABA NIPE3 CJIEABALNTE AHH OT JACHYEHHETO (3a NoAPOOHOCTH BXK. Touka 4.4).
Mma cbobiueHus 3a 3a0aBeHa aTpUOBEHTPHKYIapHa NPOBOAUMOCT, ¢ M3OJIMPAHU ChOOILECHHUSA 3a
TP2H3UTOPEH CMIOHTAHHO OT3BYYapall mbieH AV 610k (Bxk. Touku 4.4 v 4.8).

BaxxHo €, aKo Npeo3HpaHETo ce € CAYYHIO0 NPH THPBATa EXCNO3ULMSA HA XaHTUKO, NALMEHTHUTE 1a
Obaar npocneneHu ypes npoawLKUTENHO (B peanto speme) EKI™ 1 exxevacHo w3MepeaHe Ha
CbpAeUHaTa 4eCTOTAa H KPBbBHOTO HajItraHe, Hai-Maiako npes nupBUTe 6 yaca (BxK. Touka 4.4).

OcBeH TORa, ako cnen 6 yaca CppAeyHaTa 4ecToTa € <45 yaapa B MUHYTA [PY BB3pACTHH NalMEHTH,
<35 yAapa B MUHYTa NpH NeAHATPHYHHK NALMEHTH Ha Bb3PacT 12 rofuHu v noseye Win <60 ynapa B
MUHYTA [IpK NCAHWATPHYHH NaLMeHTH Ha Bu3pacT oT 10 ao noa 12 roauuy, unu EKI-10 Ha 6-us yac
CIe[ npwiaraHe Ha MbpBaTa A03a nokassa AV 6,10k BTopa wiM no-BUcokKa creneH, win QTc uHTepBan
=500 msec, npocneaasanero Tpsabea Aa 6bae yIBIKEHO, HAl-MATIKO NPE3 HOWITA ¥ 20 M3YE3BAHE Ha
HaxoakuTe. [losABara, no koeTo u oa e BpeMe, Ha AV G/iok TpeTa creneH, chito Tpabea na 6bae




5. ®APMAKOJIOI'NMUHH CBOHCTBA

3.1 dapMaKoAHHAMHYHH CBOHCTBA

®apmakoTtepanesTiuHa rpyna: UMyHocynpecopw, cenexkruean umyHocymnpecopu, ATC koa:
LO4AEQ]

MexaHH3LM Ha JEeHCTBUE

DuHromuMoa € cuHrosvH 1-gocdar peuenropeH moaynarop. PUHroaMmon ce Metaboausupa oT
C()UHrO3MH KMHa3a 10 aKTHBEH MeTabonuT dunronumon gocdar. GUHroAMMO ce CBLP3Ba B HUCKH
HAHOMOJAPHH KOHUEHTPaLUHH ¢bC CpuHrosun 1-docdar (C1d) peuenrop 1, nokanusupan Bbpxy
NTUMQOLINTHTE H C JIEKOTA NPEMHHABa KPbBHO-MO3bY4HaTa 6apHepa, 3a aa ce cabpke cbe ClP
peuenTop 1, 1oKaju3upaH B HEBPOHUTE Ha LieHTpanHara HepeHa cutema (L{HC). HdeticTeaiiku kaTo
(pyHkuHOHaseH aHTaroHucT Ha C1® peuenTtopa BbpXy AuMdounTute, hunroaumon docdar 6aokupa
CMOCOOHOCTTA Ha NUMGOLIUTHTE A HAITYCHAT TMMAHHUTE Bb3NH, NPEAUIBHKBANHKY TAXHOTO
npepasnpeacyicHHue, a He NoHKWkasade. | lpoydBanusa npy *KUBOTHH MOKa3BaT, Y€ TOBA
npepasnpejeneHue Hamanssa HHQuiTpupaHero Ha LIHC ¢ natoreHnu nuMdoUHTH, BKIIOYHTENHO
npo-uHgnamaTopHn Thl7 KNeTKK, KOWTO yuacTBaT BbB Bb3NATUTETHUTE MPOLIECH U YBPEIKAAHETO Ha
HepBHaTa TbKaH. [lpoyuBaHHATa NPU )KHBOTHH U OMMTH iN Vitro nokaspar, ye PUHrOAUMON MOXKE
CBILO TaKa 1a A€HCTBA YPe3 AUPEKTHO B3auMoneicTare cbe ClP peuenTopuTe Ha HEPBHUTE KIIETKH.

QapMaKoaHHAMUYHH edeKTH

B pamkuTe Ha 4-6 yaca ciel npusiaraHe Ha rbpBata 103a dusronumon 0,5 mg, 6posT Ha
TMMPOUNTHTE B neprdepHaTa KPbB cnaga a0 npubnuzuteano 75% ot uzxoguus. Npu MpoABLIHKABAHE
Ha JICYEHHUETO U €XKEAHEBCH NpPHEM Ha [03aTa OpOAT Ha NMMQOLIMTHTE NPOAKIKABA Ja craja B
MPOABLIAKEHNE HA [BE CEAMHUILIU, NOCTHTaHKK MUHUMaNEH Opoii OT npuban3urento

00 kneTku/MUKpoOnUTLP WAK Npubnusutento 30% ot u3xoaHara croiHocT, OceMHaneceT MpOLICHTA
OT NALHUEHTHTE MOHE €AHOKPATHO €& JOCTHIrann A0 MUHHMasEH JIMdourTed 6poii no

200 xnerku/MukponuTep. HuckuaT mumdounrten 6poit ce 3aappia B X044 Ha JIEHEHHETO.
bosuKrHeTBOTO OT T- ¥ B-numdounTute pesosHo npemunasat npes numdonaHuTe OPraHH U UMEHHO
TE3H KNIETKH Ca 3aCerHaTH B Hal-ronsamMa CTeneH oT ¢punronumon. MNpubnuszvrenno 15-20% ot T-
TUMPOUNTHTE ca edeKTOpHHU T-K/IETKH Ha NaMeTTa, KAeTKH, KOWTO ca BAXKHH 32 nepuepHOTO
HMYHHO Habmonenue. Tbil KATO TO3M TUMGBOLIMTEH NOABKA HE MPEMHHABA NP3 HMYHHUTE OPraHH, He
Ce MOB/IKABA OT puHronUMOA. [ToHlIaBaneTo Ha neprdepHra nuMPounTeH 6poil € BUIMMO B
PAaMKHTE Ha HAKOJIKO AHH C/1€/, CTIMPaHEe Ha JICYEHUETO C PHHIONMMO K OOHKHOBEHO B PAMKHTE Ha
ABa MECELla €€ OCTHra 10 HOPMATHHTE U3XOAHH HHBA. [TPOABIKUTENHOTO NeueHue ¢ GpUHroNUMoz
BOAM [0 JIEKO NOHUXEeHHE B Opos Ha neBKOUMTHTE A0 80% OT U3XOOHHMS. MOHOLMTHTE He ce
[MOBAUABAT OT PHUHTOMTHMOL.

DUHrONUMOL NPHUMHABA MPEXOJHO HAMAISIBAHE HA CHPAEYHATA YECTOTa H 3a6aBAHE B
dTPHOBCHTPHKYJ/IApHATA NPOBOIHMOCT MPH 3aM04BaHE Ha euyeHNeTO (BXK. ToukH 4.4 u 4.8).
MakcHManHo NOHWKEHHE Ha ChpEeUYHATA YeCTOTa ce HaGmoaasa 10 6 uaca chen npujiaraHe Ha
Ao3ata, ¢ec 70% HeraTMBeH XpoHOTponeH eleKT B pAMKHTE Ha ITbPBHS ACH. Ilpy npoabnxaBaHe Ha
JIEYCHHETO CBP/ICHHATA YECTOTA CC BPbLUA A0 HOPMAJIHU CTOHHOCTH B PAMKHTE Ha €1MH MECELL
[NoHmieHHeTo Ha chpaeYHATa HEeCTOTa, MPEAU3BHKAHO OT (BPUHTOIUMOL € OOpaTHMO npu
MIAPEHTEPATTHO NPHNOKEHNE Ha aTPONHH MMM H30NPEHANIMH, YCTaHOBEHO €, Y€ WHXANaTOPHUAT




B PAMKHTE Ha J€HA H OTIOBOpa KbM QH3HYECKH YTIIPAXHEHHWS HE CE MOBJIUABAT OT IGUEHHETO C
(PHHTOTUMOA.

S 1P4 moxke YacTHUHO f1a AONpPHHECE 32 €PEKTA, HO HE € OCHOBHUAT PEUENTTOP, OTTOBOPEH 3a
H3YEPBAHETO HA TUMPOLHTHTE. MeXaHU3MBT Ha OpaanKapauATa H BA3OKOHCTPUKLIMATA Ca MPOYYEHH
CHLLO IN VItro MPU MOPCKK CBMHYETA H H30/IMPaHa 3aelllka aopTa ¥ KOpoHapHa aprepus. HanpaseHo e
3aKnoueHHe, e bpaaukapausTa MOXe 1a Ce MEJUHMpa OCHOBHO Ype3 akTHBUpaHe Ha KIR kaHanu nam
G-npotenn aktusupanu KIR kananu (IKACh/GIRK) 1 ue Ba30KOHCTpHKLIMATA BEPOATHO Ce MEANHPA
ype3 Rho kuHa3a U o kanuMii-3aBHCUM MEXAHU3EBM.,

JleueHHETO ¢ PHHrONUMO/ NPH EQHOKPATHO WM MHOTOKPATHO MpunaraHe Ha aosute ot 0.5 u 1,25 mg
B MPOAB/NKCHHUE HA /1BE CEAMHULIU HE € CBBP3AHO CbC 3HAYUMO MOBULIABAHE HA PE3UCTEHTHOCTTA HA
AMXATCAHUTE MbTHILIA, u3MepeHa upes OEOL u dpopeupanus excnuparopen aebur (OGEJ) 25-75.
HezaBucimo oT TOBa, €1HOKPATHOTO NpHUnarane Ha GuHroauMon B Jo3a >5 mg (10-0bTH Han
MPENOPBbYHTENHATA 1032), € CBBP3aHO C J0303aBUCHMO MOBHULUIABAHE HA PE3UCTEHTHOCTTA HA
AUXATENHUTE IbTHA. MHOrOKpaTHOTO npunarane Ha GUHronuMon B A03u ot 0.5, 1,25 wimn S mg He €
CBbP3aHO C HapYLIEHHA B OKCUTE€HHPAHETO WM C KHCIIOPOJEH TaJ NPH YIPAKHEHUS, WIH C
NMOBHLIEHA YYBCTBUTE/THOCT H2 AHXATETHUTE NbTULLA KbM MeTaxoauH. UHAHBUAMTE HA JieYeHHe ¢
(PHHrONIMMOL UMaT HOpMaJieH GPOHXOMMNATATOPEH OTFOBOP KbM HHXAIATOPHH 6eTa arOHHCTH.

KiunnvHa epukacHOCT ¥ 6e3onacHocT

EdukacHocTTa Ha XaHTHKO € 1oKa3aHa B X0/1a Ha JBE M3MIUTBAHHA, B KOUTO € OLIEHEHO MPHIaraHeTo
BEAHDBK AHEBHO Ha PuHronumon 0,5 mg u 1,25 mg npy BH3pacTHH NALMEHTH C TIPUCTHITHO-
PEMHUTEHTHA MHOXKeCTBEHA Cidtepo3a (ITPMC). [lsete H3NMTBaHNS BKIIOYBAT BL3PACTHH MALMEHTH,
KOWTO Ca MManu >2 NpUCTLIIa Npe3 NPeaecTBauuTe 2 FOAMHH MITH > mpucTbi npes
NpeAleCTBaLIaTa €1Ha roAnHA. Pa3iiiMpeHUsT pe3ynTar 3a OLEeHKa Ha MHBATUAN3aLUATA (Expanded
Disability Status Score [EDSS]) e 6un mexcay 0 1 5,5. Cnen PerucTpauMaTa Ha XaHTHKO € NPOBEACHO
H TPETO NpPOYUBaHE NPY ChLUIATA BH3PACTHA NAaLMEHTCKA MOMYyIaLuA.

Hanuteane D2301 (FREEDOMS) € 2-roauuiHo paHom H3HpaHO, ABOHHO-CIIANO, NaueHo-
kOHTponHpaHo ®a3a III u3nuteane npu 1 272 naumentu (n=425 3a 0.5 mg; 429 3a 1,25 mg; 418 3a
rranedo). Meananara Ha W3XOAHKTE XapaKTEPHCTHKH € Gua; Bb3pacT 37 roAuHu, NpoabIKHTENHOCT
Ha 3a0onssaneTo 6,7 roanHu u EDSS - 2,0. Kpaiinure PE3YyNTATH OT NPOYYBAHETO Ca NPEACTABEHH B

Tabauua 1. HaMa CHrangHKaHTHH pasiMKH MeXay A03uTe ot 0,5 mg 1 1,25 mg no oTHolUeHHKE Ha
KpaHHHUTE TOUKHM.

Tabauua 1 MannrBane D2301 (FREEDOMS): ocnoBHR pe3yararTn

®unroanmon 0,5 | Tlhianeto
mg

KARHH4HH KpaliHA Hean

I'oquiuna yecToTa Ha peLUaAHBUTE (MBPBHYHA 0,18%* 0,40

_KpaitHa uen)

_IlpoueHT naunenTu 6e3 peunans Ha 24-ua Mecen | 70%** 46%
[IpoueHT naunenTH ¢ 3-MeceuHa noTebpAEHA 17% 24%
NpOrpecus Ha uHBaNUaU3auuaTat
KoeduuHneHT Ha pucka (95% CI) 0,70 (0,52, 0,96)*

HAMP xpaiinn neam
Meauana Ha (cpeaen) 6pos HOBH WK Ha 0,0 (2,5)*

_yrojemeHute 12 ne3uu 3a nepron ot 24 meceua
MeauaHna Ha (cpeaen) 6post Ha Gd-ycunenure (0,0 (0,2)**

J1€3UN Ha 24-Ha Mecel




Meaunana Ha (cpeqHa) npomsaHaTa B ronemyHata | -0,7 (-0,8)** -1,0 (-1,3)
Ha rIaBHHA MO3bK B % 3a nepuoj oT 24 Mecela
+ [porpecusaTa Ha MHBANIMAKH3AUMATA ce AedrHHUpa kaTo nosuwasade Ha EDSS ¢ |
TOYKA, MOTBBLPACHO 3 MECELa NO-KBCHO

*¥*  p<0,001, *¥p<0, 05 cnpamo mirauedo

BcHuku aHanM3M Ha KNMHUYHKTE KPpaHHU LETH ca [1py intent-to-treat nonynauus. [Ipu
AMP ananusuTe ca H3MOJA3BAHN OLICHUMU JAHHH

[lauuenTUTe, KOMTO Ca MPUKIIOYHIH CBOETO YYacTHE B 24-MeCEYHOTO OCHOBHO U3IMHTBAHE
FREEDOMS, Morar aa 6baar BKIIOYEHH B 3aCNENEHOTO N0 OTHOLUEHKWE Ha MPpUEeMaHaTa [103a
npoas/keHHe Ha uanureaHeTo (D2301E1) 1 na nonyuasat ¢guHronumon. O6uo 920 nayuenTu ca
BrJIO4eHHU (=331 npoabikaeat aa nonyuasar 0,5 mg, 289 npoavmkasar aa nonyuarar 1,25 mg, 155
npeMHHaBar oT ruiauedbo Ha 0,5 mg u 145 npemunasar ot raauebo Ha 1,25 mg). Cnea 12 meceua
(36-TH Mecewn), 856 nanuenTH (93%) npoabikaBaT yuacTueto ci. Mexay 24-us ¥ 36-1s Mecell
roJMiHara yectora Ha peunausure (I HP) npu nauuenture Ha puHronumon 0,5 mg B OCHOBHOTO
npoy4BaHe, KOHTO ocTaBar Ha 103a oT 0,5 mg e 0,17 (0,21 B ocHoBHOTO M3nuTBaHe). 'YP npu
MaUuUEHTHUTE, TpeMUHaH ot nauebo keM dunronumoa 0.5 mg e 0,22 (0,42 B OCHOBHOTO H3NUTBaHeE).
[TogobHM peaysiTaTH Ce yCTAaHOBSIBAT U B 2-rOAMILHO PaHAOMU3HPAHO, ABOHHO ClANo, nnauedo-
kOHTposipaHo Pasza [II uznuTeane Ha pUHroNMMOR, cbe cbiuma Aulaiil, npu | 083 nauuenTu (=358
Ha 0,5 mg, 370 Ha 1,25 mg, 355 va nnaue6o) ¢ IIPMC (D2309; FREEDOMS 2). MeauaHuTe Ha
CTOMHOCTHTE Ha H3XOAHHUTE XapaKTEPUCTHKY ca: Bb3pacT 41 roauHH, NPOabIKUTEIHOCT Ha
3abonaBaneTo 8,9 ronunu u EDSS ckop 2,5.

Taoauna 2 Hsnursane D2309 (FREEDOMS 2): ocHOBHH pe3yaTATH

POUHTroANMOA ILianebo
0,5 mg
KIHHHYHH Kpa#HH HeJH
['oaMiIIHA YecTOTa Ha peUMAUBUTE (TbPBHYUHA 0,21** 0,40
KpaHHa LieJ1)
[IpoueHT naumeHTy 6€3 peuranBs Ha 71,5%** 52,7%
24-na mecel
[IpoLieHT nauueHTy ¢ 3-MeceyHa NOTRbPAEHA 25% 29%
MPOrpecHs Ha MHBATHAW3ALUMATAT
Koeduuuenr na pucka (95% Cl) 0,83 (0,61, 1,12)
AMP xpakinu nenu
Menuana Ha (cpeaen) 6pos HOBH WK Ha 0,0 (2,3)** 4,0 (8.9)
_yronemenurte T2 ne3uu 3a rneproj ot 24 Meceua |
Menuana Ha (cpeaeH) 6pos Ha Gd-ycuneHHuTe 0,0 (0,4)** 0,0 (1,2)
Ae3uM Ha 24-us Mecet
MenuaHa Ha (cpeaHa) npoMaHara B obema Ha -0,71 (-0,86)** -1,02 (-1,28)
rnasHHs MO3BK B % 3a nepuoa ot 24 mMeceua
T [Iporpecusara Ha HHBaNMAH3aLMATA ce nePpuHKpa KaTo nosylaBane Ha EDSS ¢
1 TOYKA, NOTBBPAECHO 3 MeceLla MO-KbCHO
**  p<0,001 cnpamo mnauebo
Bewuiky aHanM3M Ha KJIMHHYHHKTE KpaiiHH LIEIH ca npH intent-to-treat norynaums. Ipu
AMP aHanusute ca M3NoON3BaHM OLIEHUMH JaHHHU.

Hanursane D2302 (TRANSFORMS) e 1-roauuso paHZoMH3UpaHO, ABOHHO-CIANG
(MHTEpdepoH beTa-1a) xontponupano ®asa Il usnureane npu 1 280 nauueHTtu r{
420 3a 1,25 mg, 431 3a uHTepdepoH Gera-1a, npunaraH 8 103a ot 30 pg xkaro U
HHXXEKUHA BEAHBXK CeAMHYHO). MeasanaTa Ha H3XOAHUTE XapaKTEPHCTHKY € 6

w''m ‘. ! H
*
a8
. - T
) U o
-
- 4 -
[y :
L el




36 roIMHH, NPOAB/DKHTENHOCT Ha 3abosaBaHeTo 5,9 roauny U uzxoled EDSS - 2,0, Kpaiinute
pesynTaTH OT H3MHTBAHETO ca npeacTaseHd B Tabauua 3. Hama CUrHupHKaHTHHU PasIMKH MEXY
aosute ot 0,5 mg ¥ 1,25 mg no oTHOLIEHWEe HA KpaHHUTE TOUKH HA MPOYYBAHETO,

Tabauna 3 Hi3nursane D2302 (TRANSFORMS): ocHOBHHA pe3yaTaTH

Danroaumos HUnTepdepon
0,5 mg | bera-1a, 30 pg

KinnHuns kpafinu nean
["'oauuHa YecToTa Ha peUMANBHTE (TbPBHYHA 0,16** 0,33

| KparHa L)

| [lpoueHT naumMeHTH 6€3 peuraus Ha 12-us meceny, | 83%** 71%
IIpoueHT nauvenTH ¢ 3-MecevHa NOTBbPAEHA 6% 8%
MPOrpecHs Ha HHBanHau3auuaTat
Koeguument Ha pucka(95% CI) 0,71 (0,42, 1,21)
AMP xpaiinn ueJn
MeauaHa na (cpeacH) 6pos HOBH WY Ha 0,0 (1,7)* 1,0 (2,6)

| yronemeHuTe T2 neswn 3a mepuon ot 12 Meceua
Meauana Ha (cpeneH) 6pos Ha Gd-ycuienure 0,0 (0,2)** 0,0 (0,5)
ne3un Ha 12-us Mecel
MeaunaHa Ha (cpeana) npoMsHaTa B rofiemMunara | -0,2 (-0,3)** -0,4 (-0,5)
Ha rNaBHHA MO3bK B % 3a nmepuoa oT 12 Mecena
¥ IlporpecusTa Ha MHBaTHAM3aUMATA ce AePUHMpa KaTo noBuwaBaHe Ha EDSS ¢

| Touka, MOTBLPAEHO 3 MeceLa Nno-KbCHO

* p<0,01, **p<0,001 cnpamo unTepdepon Hera-la
Beuuky aHa/M3M Ha KIHHWYHKATE KpaiiHK Lienu ca npu intent-to-treat nonynauus. [pn
AMP aHanHu3MTe ca H3NOA3BAHK OLIEHMMH JAHHH

[lanyeHTuTe, KOUTO Ca NPUKITIOYKITH CBOETO yUacTHe B 1 2-MeCEeMHOTO OCHOBHO H3NUTBAHE
TRANSFORMS, morat aa 6baat BKIIOYEHH B 3aCHETIEHOTO MO OTHOLIEHHE HA npueMaHaTa a03a
NpoabL/DKeHHE Ha uinkTBaneTo (D2302E1) n na nonyuasar ¢unronumon. O6mo 1 030 natuenTH ca
BKJIFOUEHH, BBNPEKH Ye NPH 3-Ma OT NAaLMEHTUTE He € MPOBeXIaHo JeueHue (n=356 npoabaxasar Ha
0,5 mg, 330 npoawkasat Ha 1,25 mg, 167 npemunasar or untepdepon 6era-la ua 0,5 mgu 174
NpEMUHABAT OT UHTepdepoH Geta-1a na 1,25 mg). Cnen 12 mecena (24-1 mecenr), 882 nauneHTty
(86%) npoawmkasat yuacteTo ¢H. Mexay 12-us v 24-us mecen I'YP [IpY NAUUEHTUTE Ha
¢punronnMon 0,5 mg B OCHOBHOTO U3NHTBAHE, KOMTO OCTABAT Ha J103a oT 0,5 m ge0,20(0,198
OCHOBHOTO M3nuTBaHe). 'YP npu nauneHnrure, npemunanu ot uutepdepon Heta-1a kM pUHronumMona
0,5 mg, € 0,33 (0,48 B 0OCHOBHOTO W3nuTBaHe).

Cbopuure pesynratu ot usnureanuata D2301 1 D2302 nokasgar peayHo ¥ CTATHCTHYECKH 3HAYUMO
MOHWKEHUE Ha FOAMIIHATA Y€CTOTATA Ha PELUAUBUTE CIPSIMO CPABHABALLMUS Ar€HT B OTACHHUTE
NOArpYNH, pasAe/ICHH MO NOJI, Bb3pacT, NPELIECTBAlla TEPANKs 38 MHOXECTBEHA CKIEpO3a,
2KTHBHOCT Ha 3a00/14BaHETO MM CTEIIEH HA MHBATHAHOCT B HAYATOTO HA MPOYYBAHETO.

[lo-HaTaTLUIHUTE aHANM3W HA INTMHWYHHTE AAHHH TTOKA3BAT TPANHH TEPANEBTHUHH pe3yNTaTh B
MOATPYIHTE Ha MNALUEHTUTE C BUCOKOAKTHBHA IIPHCTHITHO-PEMUTEHTHA MHOXKECTBEHA CKIEPO3a.

[lenvarpuyHa nonynauus

EdukacHocTTa 1 GesonacHocTTa Ha ao3u 0,25 mg wan 0,5 Mg PUHTONUMO[ BEIHD
ca H30paHH B 3aBUCHMOCT OT TEJIECHOTO TErJIO U H3IMEPEHATA €KCNO3MLMA) Ca yCTa




neaHaTpUYHK nauueHTyH Ha Bb3pacT oT 10 1o <18 roaMHH ¢ NpUCTBNHO-PEMUTEHTHE MHOXKECTBEHA
CKJIEpO3a.

ITpoyusane D2311 (PARADIGMS) e nBoitHOCAsNO, ABOWHOMACKYPAHO, KOHTPOIMPAHO C AKTHBHO
BELLECTBO MPOYUYBaHe C PAlIMUHA NPOALDKUTENHOCT J0 24 Meceua, ¢ 215 nauueHTH, Ha BB3pacT OT
10 ao <18 rogvuu (n=107 na ¢punronumon, n=108 Ha unTepdepon bera-la 30 pg, npunarad upes
UHTPAMYCKY/THE HHIKEKLIHA BEAHDBXK CEAMHYHO).

CTOHRHOCTUTE Ha MEAMAHUTE HA U3XOAHUTE XAPAKTEPUCTHKHY Ca: Bb3pacT 16 roavun, MeaunaHa Ha
NPOABLIKUTENHOCTTA Ha 3abonsaeaHero 1,5 roaundu u EDSS ckop 1,5. MHO3SHHCTBOTO OT mauueHTHTE
ca CTagvi Ha pa3eHTHe No TaHep 2 wiu no-eucok (94,4%) v ca >40 kg (95,3%). Kato uano, 180
(84%) oT nauMenTHTE C2a 3aBBbPLUMAM OCHOBHATA (pa3a Ha npoyuBaHeTo (=99 [92,5%] Ha
¢unronnmon, 81 [75%] va unrepdepon bera-1a). Kpalinure pesynraru ca npeacrasesu 8 Tabnuua 4.

Tabmmna 4 IIpoyasane D2311 (PARADIGMS): ocHOBHE pe3yaTaTH

DHHTOTHMO] Hnrepdepon Hera-1a
0,25 mg uan 30 ng
0,5 mg
Kannuvunn kpaiing uean N=107 N=107"
YectoTa Ha peuaHBHATE Ha roauiiHa Oaza 0,122%* 0,675
(mbpBHYHA KpaHHa Len)
[IpoueHT maureHTH 6e3 peuuaus Ha 24-us Mecen 85,7** 38,8
AMP kpaiHH nesn
YecToTa Ha Opos HOBOMIOABHUIIY C€ WITH HA HACKOPO n=106 n=102
_yroneMeHH T2 nesuu Ha roadiuHa 6aza
Kopurupana cpeaHa cTofHoCT 4,393** 9,269
bpoit Ha Gd-ycunenure T1 nezum Ha ckanupane 10 n=106 n=101
24-ua Mecell
KopurrpaHa cpeaHa cTodHocT 0,436** | 1,282
YecToTa Ha aTtpodua Ha MO3BKA OT H3XOJHOTO HUBO | n=96 n=89
10 24-na Mecel, Ha roauiliHa 6asa
CpeaHa CTOIHOCT Ha Hali-MalkuTe KBa/1paTH -0,48* -0,80
# Enun naumedT, panaoMusnpan Aa nonyuaea nHtepdepon Gera- la upes HHTpaMyckyaHa
HHXXEKUHS, He € OHJ1 B ChCTOSTHHE [1a NOMb/IHE ABOHHOMACKHPAILIOTO IEKapCTBO U €
NpeyCcTaHOBWN y4acTHE B NpoyuBaHeTo. [1auMeHTHLT € H3KNIoUeH OT LATOCTHUS aHANHU3 H OT
LiAIaTa aHAIM3KpaHa NOMyAalUHA Y NoNyJauyaTa 3a aHaId3 Ha 0e30nacHoCTTa.
* p<0,05** p<0,001, B cparHenue ¢ uHTEepdepoH beTa-1a.
BCyuky aHATH3M Ha KIMHWYHHTE KPaHHH LE/IH Ca M3BBPLICHH HA LUIATA aHANM3UPaHa MonyJ1aLus.

3.2 PDapMakoKHHETHYHH CBOHCTBA

(DapMakOKHHETHUHHTE aHHH Ca NOTY4EHH OT 3APaBH Bb3pacTHU A06GpoBoNLH, GBOpeuHo
TPAHCMNAHTHPAHH BL3PACTHH NALIMEHTH M Bb3PACTHH MALMEHTH C MHOXECTBEHA CKAEPO3a.

DapMaKoNOrHyHO aKTUBHUAT METaGOMHUT, OTTOBOPEH 33 ePHKACHOCTTA, € PHHIOIUMOL docdar.

AGcopOuis

Punronumon ce abcopbupa 6aBHO (tmax € 12-16 uaca) u B ronama crenet (>85%). I1
abcontoTHa nepopanta 6uonanuunoct e 93% (95% nosepurenen nHrepsat: 79-11
CbCTORHHE HA KOHICHTPAUMATA B KPbBTA CE MOCTUra B paMKHTe Ha | Ao 2 Mmecela




BCAHDbLAK JHCBHO H HHBATa HPpH CTallHOHAPHO ChbCTOAHHE Ca HpHﬁHHBHTEHHO 10-0BTH NO-BUCOKH OT
HayanHarta A03a.

[TpuembT Ha Xpasa He NORNUARA Chax WM excnoznuuaTa (AUC) Ha dunronumon. Hpu drHronumon
pocdar Crmax ce NoHKUKaBa cl1abo ¢ 34%, nokaro AUC ocrasa HenpomeHeHa. [lopaay Tazu npuunHa
¢HUHronuMoa MOKe Ja ce fpueMa 0e3 HIKakBa 3aBUCHUMOCT OT XpaHarta (BX. Touka 4.2).

PasrnipenesieHye

DUHIOTUMOJ c€ pasnpeaesis BbB BUCOKA CTENEH B YEPBEHHUTE KPbBHH KJIETKH, KOUTO ChCTaBAABAT
86% ot KieTbuHaTa ¢pakums Ha KpbeTa. QUHronumoAa gocdar ce ycpogsa B No-Maska CTENeH OT
KpbBHHTE KIIETKH <17%. @uHronumoa v gpuHronumon gocdar ce CBbP3BAT BbB BHCOKA CTETEH C
ocenTeuuTe (>99%).

OUHroNUMO/]1 C€ PasnpOCTpaHsaBa BbB BUCOKA CTEMNEH B TbKaHUTE ¢ 00EM Ha pasnpeae/icHHe 0KONO

I 200260 nutpa. [IpoyuBane npu yeTnpuma 3apaBu 40OPOBONILH, NPY KOUTO € NPUIOKEHA
eAUHHYHA HHTPABEHO3HA 4033 PaJUOU3OTONMHO MAPKHPaH aHaJIor Ha GHHTONHUMO, [TOKa3Ba, ue
¢HuHroMMoA NPEMHHABA B MO3bKa. B npoyusaHe npH |3 nauueHTH MBIKE ¢ MHOXKECTBEHA CKJIEPO3a,
npueMamy puaronumon 0,5 mg/aeH, CpeAHOTO KONMHYECTBO Ha PUHTONMMOL (M DHHIOIUMOA
docdar) B CEeMEHHATAa TEYHOCT, B CTALIHOHAPHO CbCTOsHUE, € Npudan3uTento 10 000 nbTH no-HHUCKO,
OTKOJIKOTO B NEpOpaiHO npunoxeHara ao3a (0,5 mg).

buorpanchopmatius

[Ipn xopara puHronuMoz ce TpaHcopmupa upes obpaTumo crepeocesiekTuBHO hochopuirpane a0
papMakonoriuHo akTueHHs (S)-eHaHTHOMEp Ha HUHroAuMoa dochaT. DHHIONHMO CE eIHMHHHPA
Ype3 okcuaaTusHa OuoTpaHchopmauns, kataausupana npegumHo upes CYP4F2, a seposTHO 1 upes
IApPYryu H30€H3HMH, U YaCTHYHO pa3najiaHe Ha MacCTHH KHCENHWHH A0 HEAKTHBHHU MeTabonuTH.
Habntonasa ce cuiuo taka obpazysave Ha papMaKONOrHUHO HEAKTHBEH HeNMONIAPEH LePaAMHIOB
aHanor Ha gpuHronumon. OCHOBHMTE €H3UMM, YHACTBAUIH B MeTaboan3upaHeTo Ha (HUHTOJIMMO, ¢a
YacTHYHO onpeaencHd u Morar Aa 6waat CYP4F2 wnn CYP3A4.

Cnen eaHokparHo nepopanto npuaarade Ha ['*C] ¢puHronuMon, GOALIMHCTBOTO OT KOMINOHEHTUTE Ha
(puHroNMMOA B KPbBTa, OMpeAeIeHH Ype3 TAXHOTO aonpuHacaHe 3a AUC no 34 auu cnen npunaraxe
Ha no3ara, ca camuaT puHronumop (23%), punronumon gocdart (10%), n HeakTHBHH MeTabOANWTH
(M3 kapbokcunupan kucenuned merabonut (8%), M29 uepamuaen meradonut (9%) u M30
LHepamuaen Metabonur (7%)).

EnumMuHupaHe

KaupbHCBT Ha PuHrOAMMOZ OT KpbBTa € 6,3+2.3 I/h W cpealusT npusHaen TEPMHHANEH NONYKUBOT
(ti2) e 6-9 auu. Husara Ha guHronvumon 1 dunronumon docdar B KpLBTA Ce NOHAMNABAT YCTIOPEAHO B
TEpMUHAITHATA (a3a, KOeTo BOAM 10 NoAoOeH NOAYKUBOT M 3a JBaTa MeTabonura.

I1pu nepopanHo npunoxeHre okono 81% ot no3ara ce eKkckperupa 6GaBHO B YPHHATA KATO HEAKTHBHU
METa00IMTH. DUHrONIMMOA H PUHIONHMOA GocdaT HE Ce EKCKPEeTHUPAT HENIPOMEHEHH B YPUHATA, HO
Ca OCHOBHH KOMIOHEHTH BhB ()eLeca, KbAEeTO BCEKH €AHH OT TAX Ce OTKPHBA B KOJIMYECTBA NO-MATKH
oT 2,5% or npunoxeHara no3a. OTKpHBaeMOCTTa Ha TIPHAOKEHATA 1032 ciael 34 aHu e 89%.

JInnetHOCT

KoHueHTpauunTe Ha dHHronuMon u puHronumon gochar HapacTBaT BUIUMO A0
MHOrOKpaTHO NpHJiaraHe BeAHbXK JIHEBHO Ha fo3a ot 0,5 mg win 1,25 mg.




OcobenocT#t Npu creuupruYHu FPYNH NALWEHTH

Ilon, emnunecka npunaonedcrHocm u Hvbpeuro yepexcoane

PapMaKOKHMHETHKaTa Ha GUHroAMMOoa U GUHronuMoa gocdaT He ce pa3uyaBa NP1 MbXKE U NPH
YKEHH, TIPH NALKHEHTH C pa3fiMyHa €THUHECKA NPHHAANEIKHOCT WK NPH MALHEHTH C IEKO 10 TEXKKO
O0BOpeuHo yBpexaaHe.

Heprodpobuo yepexcoane

[IpM MHAMBHAH C 1EKO, YMEPEHO WITH TEXKO YyepHOApobHO yBpexaane (knac A, B u C no Child-Pugh)
He ce Habmoasa npomaHa B Cmax Ha ¢puHroaumon, Ho AUC Ha PHHroauMog ce NoBuULiaBa
cbOTBETHO ¢ 12%, 44% 1 103%. Ilpn nauueHTH ¢ Texko yepHoapobHo yepexaaHe (knac C no Child-
Pugh), Cmax Ha ¢unronumon gocdar Hamangea ¢ 22%, nokato AUC He ce npoMeHs 3Ha4YHTEITHO.
DapmakokuHeTHKATA Ha GUHIONKUMOA dochaT He € OLEHARAHE NPU NALUEHTH C JIEKO WIH YMEPEHO
yepHOAPOOHO yBpeKAaHe. BUAHMUAT MOMY>KHBOT Ha EAMMUHHPAHE HE CE NPOMEHS TTPH UHAMBHIIH C
JIEKO HYEPHOAPOOHO YBpEXKAAHE, HO c€ YAB/DKaBa ¢ 0kono 50% npu N2UMUEHTH C YMEPEHO HITH TEXKO
yepHOApPOOHO YBpeXKIaHe.

Ounronmon He TpaOBa Ja ce npunara NpH NALKWEHTH ¢ TeXKO uepHoapobHo yepexaaHe (knac C no
Child-Pugh) (Bx. Touka 4.3). ®unronumon Tpadea na ce Nmpyunara ¢ NOBUIIEHO BHUMAaHKE NPH
MalyUeHTH C IEKO H YMEPEHO YepHoaApobHO yBpexxaaHe (Bx. Touka 4.2).

Cmapyecka év3pacm

KUTMHHRMHHST ONMHT © HHPOPMALMATA OTHOCHO (PapMAaKOKMHETHKATA {1IPH NALHEHTH Ha Bb3pacT Haj 65
roAWHH ca OrpaHU4YeHH. XaHTHKO TpaAOBa fa ce U3NoN3Ba ¢ NOBUILEHO BHUMAHHE NPH NalHEHTH Ha
BB3pACT 65 roauHKn U nosede (BXK. Touka 4.2).

[leqguaTpuyHa nomynauus

[Tpu neanarpuunn naumeHTH (Ha Bb3pact 10 roauHu ¥ noBeve) KOHUEHTPALUATA Ha PHHTONUMOL
hoctat ce noBuLIABA MO KCEH NO3032BUCUM HayMH B HHTepBaia mexay 0,25 mg u 0,5 mg.

KoHueHTpauusTa Ha puHronumon ¢ochar B CTallHOHAPHO CHCTOSHUE € NpUbau3uTenHo 25% no-
HMCKa NMpHU NEeAHATPHYHKHTE nauueHTH (Ha Bb3pacT 10 roqnHn v noBede) NpH exeAHEBHO
npunoxenue Ha 0,25 mg wim 0,5 mg GUHroNMMOA B CpaBHEHHE C KOHLIEHTPALMATA NPH Bb3PACTHH
nauMeHTH, 1ekyBaHn ¢ ¢unronumon 0,5 mg BeAHBXK JHEBHO.

JlunceaT AaHHU NpyY NeAHaTPUYHK NALKEHTH HA Bb3pacT noa 10 roaMuw.

5.3 [IIpeakIHHHYHH AAHHH 3a Oe3onacHocT

IpeaxnuHuyHHAT podun Ha 6e30macHOCT Ha PHHIOMMMO € OLICHABAH NPY MMILUKH, MITHXO0BE,
KydeTa U MaMyHM. I1pn npunarane 8 1o3u ot 0,15 mg/kg 1 noseue, npesHiLaBaiy NPUOAUIUTENHO
4-n'bTh ropHata rpaHuua Ha excnosuumara (AUC) npu xopa, npu aHesHa f03a ot 0,5 mg OCHOBHHTE
MPHLIETIHUTE Opradu ca Ounu umdpuara curema (iumbonenus u numgounana atpodus), Genmre
ApoOoBe (YBeNIHYaBaHe Ha TErJOTO UM, I1aAKOMYCKY/IHa XUNepTpodus Ha GpOHXO0-anBeo apHaTa
Bpb3Ka) U ChbpLETO (HEraTUBEH XPOHOTponeH edeKT, NOBHINARAHE HA KPhBHOTO HANAraHe,

MEPHBACKY/IapHH MPOMEHH H MHOKap/Ha JereHepaling) Npy OTAEAHH BHIOBE, KPLBOHOCHH
(Basonarua) caMo NpH FILXOBE.

MepOpATHO NpusiaraHe Ha QUHIONIMMHUA B /1033 10 MAKCHMAJTHO NTOHOCMMATA OT 2,
CBOTBETCTBALIA MPUOIM3HTENHO HA 50-NbTH HAA NOCTUraHATA NPU XOPA CHCTEMH
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(AUC) npu po3a or 0,5 mg. Hezasucumo ot ToBa, B X012 Ha €AHO 2-roAMIIHO MTPOYYBAHE NPH
MHLIKH, € HabNloAaBaHa NOBHUIEHA YECTOTA Ha 3/I0Ka4eCTBEH JIUMGpOM NPH NMpHJIaraHe Ha Q03U OT
0,25 mg/kg ¥ No-BUCOKH, CHLOTBETCTBALLH MPHOITH3UTENHO Ha 6-TbTH HAJl AOCTHUraHATA NpPU Xopa
cuctemHa excnosuums (AUC) npu anesHa zo3a ot 0,5 mg.

B npoyuBaHHATa NPH KUBOTHH QUHIONKMMOJL HE NPOABABA MyTareHeH HJIM KNaCTOTEHEH TTOTEHLHA.

DuHronuMo] He NoB/IKMABA OPOA/NOABHKHOCTTA HA CNIEPMATOZOUANTE WK GEPTUNHTETA MPH MBIKKH
A KEHCKH NIBXOBE MPH NpUJaraHe Ha Hail-BMcokaTa u3nureaHa no3a (10 mg/kg), ceorseTcTBaa
MprONH3HTENHO Ha 1 50-neTH Han aocTUraHaTa npu xopa cucteMHa excnosuuus (AUC) npu AHeBHa

ao3a ot (0,5 mg.

DUHrOIUMO/, € TePATOTeHEH NPY TUTLXOBE MpH MpuaraHe B 103u oT 0,1 mg/kg Unu No-BUCOKH.
JlekapcTBeHaTa ekCNO3MLIMA NPKH MITBXOBE NPH Ta3K 1033 € NOR00HA HA TA3H NP NALMUEHTH MpPH
TepanesTuyHaTa no3a (0,5 mg). Haii-uecture detaniu opranin mandopmauum BKHOYBAT
NEPCHCTHPALL TPYHKYC apTepHO3YC U MexaAyKaMepeH centaied aedext. HanuuueTo Ha TepatoreHeH
MOTEHLIMAN NPH 3aHLM He MOXKe Ja Ob/ie HAITLTHO OLEHEHO, HE3aBHCHMO OT TOBA, NPH MPUIAaraHe B
no3u ot 1,5 mg/kg 1 noeeuye ce Habnonasa nosuiLeHa eMGPHO-(heTasHa CMBPTHOCT, a 1PH NpUJIaraHe
B o3y oT 5 mg/kg ce Habmonasa HamansBaHe Ha GPost Ha XKM3HECTIOCOOHUTE BETYCH, KAKTO H
3abassiHe Ha pactexa Ha deryca. JlekapcTBeHaTa eKCIO3MIMA NPHU 3alLK NIPH TE3H 1034 € N0A06Ha Ha
Ta3y MPH NaUUECHTHTE,

Hpu nnwxoBe npeskuBseMocTTa Ha F1 NOKONEHHETO Npe3 paHHHA HEOHATANIEH NEPUOJ € HaMalleHa,
[IpH [IpHJIAraHe Ha JO3H, KOMTO HE MPHYHHABAT MAaHUYHHA TOKCUYHOCT. Boanpeky ye Ternoro,
PAa3BMTHETO, NOBEACHUETO H PepTunuTeTa Ha F 1 He ce noBauseat oT ieuenneTo ¢ BHHIONIMMO.

DHHrONHMO[ Ce EKCKPETHPA B MIIAKOTO Ha XHUBOTHH, NPH KOHTO CE MPH/IAra 1o BPpeMe Ha JaKTALHA, B
KOHIIEHTpaLus 2 10 3-MBTH N0-BHCOKA OT YCTAHOBEHATA B [171a3MaTa Ha MaiikuTe. DHHIOIHMON U

HErOBUTE METa0O/IMTH NPEMHHABAT Npe3 [UTaLeHTapHaTa 6ap1epa npH Mmbxose.

IIpoyyBaHus npu IOBEHUIHH KHUBOTHH

PesyTaTuTe OT 1BE NPOYyYBAHKA 3a TOKCHYHOCT NPH KOBEHWIHH NITbXOBE MNOKA3BAT JIEKH
HEBPOTIOBEACHYECKH OTKIOHEHHS, 32DaBEHO CEKCYaJIHO Ch3PABAHE M MOHKKEH HMYHEH OTTOBOP NPH
MHOrOKpaTHO CTUMYJIHpaHe ¢ XeMouH1aHKH, u3onupaH ot Keyhole limpet (KLH), kouto He ce cunrat
32 Hexenany. Kato uano cbp3aHuTe ¢ ne4eHHETO ePeKTH Ha PHHTONMMOL TIPH FOBEHWITHH KHBOTHH
Ca CPABHMMH C HabJIIOlaBaHUTE [PH BB3PACTHH IUIBXOBE NPH NOJOGHH 1030BH HUBA, C HIKIIIOUEHHE
Ha MPOMEHHTE B KOCTHaTa MHHEPATHA MIIBTHOCT U HEBPONOBEAEHYECKUTE OTKIOHEHHSA (HaMmalieHa
PEAKLMA Ha CTPACKAUIM LYyMOBE), HabmoaaBaHu mpu 03K 1,5 mg/kg U NO-BUCOKY MPU IOBEHHUITHHTE
KUBOTHH, W JIMIICATA HA MMIAAKOMYCKYJIHa XHNEPTPOGHA B Oenus Apod Npu IOBEHHTHHTE TLUTbXOBE.

6. ®APMALIEBTHYHY JAHHY

6.1 Chnacbk HA TOMOMAHTE BemecTRA

KancyjiHo ¢bAbpAKUMO

Kanuep nurpar MoHOXHapar
CHAMLIMEB THOKCH, KOJTOMAEH Oe3BoaeH
Marunesues creapar

Tano Ha kancynara
Xenatun
TuranoB quokcun (E171)




Kanaye Ha kancyniara
XKenatuH

Tutanos auokcua (E171)
AKuar xkenesed oxkeua (E172)

6.2 HecbBMecTHMOCTH

HenpuioxuMo

6.3 Cpok Ha roaHocT

3 roaAuHU

6.4 ChnendaJHH YCJIOBHA HA ChbXPaHEHHAE

Ia He ce cuxpansBa Haj 30°C.
Ha ce cpxpaHsBa B OpUrMHaiHaTa ONaKoBKa, 3a J1a ¢€ NpeanasM oT BJjara.

0.5 Buau chabpKanHe HA ONAKOBKATA
oPA/AI/PVC-Al (Al-Al) 6nuctepn, chabpikaiun 7, 10, 28, 30, 56, 60, 98 wiu 100 TBbLPAK KANCYH.

oPA/AI/PVC-Al (Al-Al) nepdopupanm 6aucTepy ¢ eAMHUYHH 103K, ChAbpxALIM 7, 28 Wian 98 TBLpaK
KarncyJu.

He BcHUKY BUIOBE ONAKOBKH MOTAT Aa ObaaT NycHaty B npoaaxoa.
6.6 Crneunannu npeAnasHH MepPKH NPH H3XBbLPJISHE

Heuznona3BaHUAT JNEKApPCTBCH MNPOAYKT WK OTNNAABYHHUTE MAaTCpUAJIHK OT HEIO Tpﬂﬁﬂa Aa CC HIXBBbPIAT
B CHOTBCTCTBHE C MCCTHHUTC H3IHCKBAHHA.

7.  HNPHUTEXATEJ HA PAZPELIEHHETO 3A YHHOTPEBA
G. L. Pharma GmbH

Schlossplatz |
8502 Lannach

ABCTpHS
8. HOMEP(A) HA PASPEINIEHHETO 3A YIIOTPEBA
PeructpauuoneH Ne 20200111

9. JAATA HAITBPBO PA3ZPEUNIABAHE/TIOTHOBSABAHE HA PABPEIIEHHUETO 3A
YIIOTPEBA

Jata Ha mepBO paspetuasaue; 09.06.2020
JlaTa Ha nocaeqHO NMOAHOBABAHE:

10. HATA HA AKTYAJIM3UPAHE HA TEKCTA

02/2024




