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KPATKA XAPAKTEPUCTHUKA HA I1PO/1IYKTA 70 -04- 2025

£5720
I. MME HA JIEKAPCTBEHHSI TPOIYKT

[‘akceHum 0.5 mg TBBLP/AH Kancyjiu
Gaxenim 0.5 mg hard capsules

2. KAYECTBEH U KOJIHYECTBEH CbCTAB

Beska TBbpaa kancyia ebabpka puHroaumoa xuapoxaopua (fingolimod hydrochloride),
cboTBeTcTBaLlL Ha 0.5 mg ¢punronumon (fingolimod).

3a NBbJIHUS CIMUCHK HA MOMOLLLHUTE BELLLECTBA BUKTE TOoUuka 6.1.

3. JIEKAPCTBEHA ®OPMA
I'Bbpaa kancyna

Kancyna 15,9 mm ¢ »KbAT0 Kanaye u 04,10 HENPO3pavHO TAJIO: € HAAMKC, OTMNEYATAH C YEPHO MACTHIIO
“FD 0.5 mg” Bppxy Kana4ero.

4. KIMHUYHH JAHHH

4.1. TepaneBTHYHH NOKA3AHHHA

["akceHMM € MoKa3aH KaTo cCaMOCTOATE/IHA Tepanusa. MoaAr(HUMpalLa xoaa Ha 0oJsiecTTa npu
BUCOKOAKTHBHA MPUCTBITHO-PEMUTEHTHA JOpMa HA MHOKECTBEHA CKJIEPO3a. MPH CIEHHUTE FPYIIH
Bb3PACTHH MALMEHTH U NEAHATPHUHM NMALMEHTH Ha Bb3pacT 10 roaAMHHU K No-rojieMu:

- [laumeHTH ¢ BUCOKA aKTUBHOCT Ha 00/1€CTTA, BBIIPEKH MPOBEACHHUS MbJIEH U a1€KBATEH KYPC
HA JIEYEHHE C MOHE €1HO MOAU(pHULMPpALLO X0/1a HA OOJIECTTa TePAneBTHYHO CPEACTBO (3a
H3KJIKOUEHUATA U UH(POPMALUA 3a NEPHUOAUTE HA MEAUKAMEHTO3HO O4YMcTBaHe (washout)
BHKTE TOUKH 4.4 1 5.1).

WK

- [laumeHTn ¢ OBP30 pa3BUBaLLA CE. TEKKA MPHCTHLITHO-PEMHUTEHTHA MHOKECTBEHA CK1epo3a.
ne)MHUpaHa KaTo 2 WK NOBEYe MHBAJIW/IM3MPALLH NMPUCTBLIA 3a €/1HA FOAMHA U HAJIMYMUE Ha |
WJIM NOBEYE MO3BYHH raaoiauH-pUKCHpauu Je3un Ha AMP, unu 3HaunTeIHO yBEIMYEHHE Ha
T2 ne3uure. B CpaBHEHHE C NOCEIHUA, HEOT/1aBHA HarnpaseH. AMP.

4.2. 103upoOBKA H HAYHH HA NPHJIOKEHHE

JleueHunerto TpﬂﬁBﬂ Aa €€ 3anOoYHEe H CJICH OT JICKAp € ONKUT B TCparuiaTa Ha MHOKCCTBCHA CRJICPO3a.

—

J103upoBKa

[Ipn BL3pACTHHU NAUMEHTH NPENOpbLUUTEIHATA 103a (PUHIOJIMMO/ € €/1Ha KancyJja
NEpOpPaTHO BEAHBK JAHEBHO. |



[Ipn nenuarpuyHy nauMeHTH (Ha Bb3pacT |0 roaMHu U no-roneMu) NpenopebYUTENHATA 1034 3aBHCH

OT TErNoTO!
- [eanarpudH natMedTH ¢ Terno <40 kg: eqna kancyna ot 0.25 mg. npyUeTa NEPOPANHO BEAHBK

NHEBHO.
- [leanaTpuutn naunenTu ¢ terno >40 kg: enHa kancya ot 0.5 mg. npueta nepopanHo BEAHBLK

AHCBHO.

Tebpaute kancyau ot (0,5 mg He ca NoAXOAALH 3a NeAHAaTPUYHK NAUHEHTH ¢ Terno <40 k.
I pyrv NekapcTBeHH NPOIYKTH, ChAbpKAWK QHHIOMUMOA. C€ NpeAsiaraT B NO-HHUCKAa KOHUEHTPaLUA
(kaTt0 0,25 mg Kancyau).

[leayaTpuuHUTE MAUHMEHTH, KOWTO 3aMOYHAT JNEUYEHHETO ¢ Kancyau oT 0.25 mg u sriocneacTene
AOCTUMHAT NOCTOAHHO Terfo Haa 40 kg TpadBa na npemMUHaAT KbM JieueHHe ¢ Kancynu ot 0.5 mg.

[Tpu npemunaeane ot (.25 mg aHeBHa 203a kbM (0.5 mg AHEBHA 103a. ce NpenopbYBa Aa ce NOBTOPH
CBUIOTO NMPOCNEIsBaHe CNea NPpUAAraHe Ha NbPBaTa 103a. KAKTO MPH 3aMN0YBAHE HA JICHEHHETO.

ﬂpenﬂphqﬂa CC ChWOTO NPOCNEIABAHE CACH NMPUAAraHc HA ObpBATA A03a, KAKTO MPH 3anoY4YBaHE Ha

NEYEHHUETO, NPH MPEKBCBAHETO MY 3a:
- 1 1eH unn nosese npes NbPBUTE 2 CEAMHUUM OT JICYEHHETO.
- rnoBeYe OT 7 AHH npe3 3-TaTa WaM 4-tara ceaMuua OT JEUEHUETO,
- [oBeye OT 2 ceAMHUUM Cliea €AHH MECELL OT JIEHEHHETO.
AKO NeYeHUHETO € OUN0 MPEKBCHATO 3a NO-KPATHK NEPHO OT ONHCAHHA NO-rope. TO TpadBa na
MPOABL/XKHK € [PHEMA HA CNeABALLIATA 4033, TAKA KAKTO € NpeanucaHo (Bx. Touka 4.4),

CneuxanHu gonvialHH

[ayuenniu ¢ cmapuecka eb3pacin
["'akceHum TpabBa Na ce U3MON3Ba ¢ NOBULIEHO BHUMAHHWE NMPH NALMEHTH HA Bb3PacT 65 roanHu m
NoBeyYe NOPaIr HEAOCTATHYHOTO JAHHW OTHOCHO D€30nacHOCTTa M €(PUKACHOCTTA (B, TOUKA 5.2).

bvopeuno vepeoane

B X03a Ha NUAOTHUTE NPOYUYBAHUA NPY MAUUEHTH C MHOXECTBEHA CKIepo3a PUHIONKMMO He €
MPoOyYBaH NpHU NMaurMeHTH ¢ OBOpeuHO yBpexaane, basupaiku ce Ha KNHHUYHKTE (PapMaKOIOTUUHU
NPOY4BaHWUA, HE € HEOOX0AMMO KOPUTUPaHe HA 103aTa NPH NaLHUEHTH ¢ JIEKO A0 TeXK0 ObOpeqHOo

yBpeXaaHe.

Yeprnodpoodno yeperoaite

["akceHUM He TpadBa 1a ce U3N0J3Ba NPU NALUMEHTH € TEKKO YepHOIpoOHO vBpexaaHe (knac C no
Child-Pugh} (Bx. Touka 4.3). Bunipeks ue He € HEOOX0AMMO KOpPUIHpaHe Ha 103aTa NMPH MNaUHEHTH ¢
JEKO A0 YMEPEHO YEPHOAPOOHO YBpPEKIAHE. € HeOOXOIUMO NOBULLICHO BHUMAHHE NPH 3aNouBaHe Ha

NeYeHHE NpU TaKUBa NALMUEHTH (BXK. TOUKkU 4.4 1 5.2).

Heduanipiiuna RO aius
bezonacHoCTTa M €hUKACHOCTTA Ha PUHFOIUMOA NPH Jeua Ha Bb3pacT noa 10 roau
ycTaHoBeHH. Jlunceat naHHM. MMa MHOro orpaHuyeHu 1aHHHW NpH Jeua Ha Bb3pac

(Bx. TOUKH 4.4. 4.8 u 5.1).




HauuH Ha NpUIGKEHHE

To3n nekapcT8EH NPOAVKT € 3a NePOopaHO NMPHIAOKEHHE.
["akceHHM MOXKE 1a C€ NPUEMa Che MK De3 xpaHa (BA&. Touka 5.2).

Kancynure TpabBa n1a ce rbATaT BUHAru ueiu. 0e3 na ce OTBapHT.

4.3. IpoTuBonokalanua

- HUmyHoaedpMUHUTEH CHHAPOM.

- TlauneHTH ¢ MOBUILIEH PUCK OT Pa3BUTHE HA ONOPTIOHUCTHYHH HHPEKUHUH. BKIOUYHTENHO
UMY HOKOMITPOMETHPAHH NMAUHEHTH (TAKHBA, KOHTO B MOMEHTA MPOBEXKRAT HMYHOCYNPECHBHA
Tepanua M TAKKMBA ¢ HMYHOCYNPECHSA OT NMpeaNOXKaaLLH TeparnuK).

- [lono3upana MnM NOTBBLPAEHA NpOrpecUpalla MHOroOrH1LHa NeskoeHuedanonatus (1TMJ)
(BK. TOUKa 4.4).

- TekKKH aKTHBHH HHDEKUMH, AKTUBHH XPOHHYHU HHPEKUMH (XenaTuT. TyOepKkynosa).

- AKTHMBHH 310Ka4€CTBEHH 3aD01sBAHUA.

- Texko ueproapobno yspexaane (knac C no Child-Pugh).

- TlauneHTtn ¢ MuokapaeH uHpapkt (MH) npes nocneannTe 6 Mmeceua. HeCTabMNHA CTEHOKApHA.
MHCYNT/TPaH3HTOPHHU HcxeMuuny atakn (THA). aekoMnNeHcUpana ¢bp1€vHa HEAOCTATBYHOCT
(M3MCKBaLLa He3aDaBHO JICUYEHWE) WM ChpAaeuHa HeaocTaTbuHoCT kiac HI/1V crnopen
Hiotioprekata kapanonoruuna acounaums (New York Heart Association - NYHA) (8. Touka
4.4).

- [TauHeHTH ¢ TEKKH CHPIEYHH aPHTMHUM, U3UCKBALUM AHTHAPHUTMHYUYHO JEUEHHE ¢ AHTHAPHTMHYHH
nekapcTBeHM NMpoaykTu kinac la unun knac I (BXK. Touka 4.4).

- [aunenTtH ¢ aTproBeHTpHKVAapeH (AV) 610k BTOpa ctened TN Mobitz 2 unu AV 6nok TpeTa
CTENEH, U/IH CbC CHHAPOM Ha BONHKUA CHHYCOB Bb3€/1. AKO HE HOCAT NMencMenKbp (BXK. TouKa 4.4),

- Maunentu ¢ QT ¢ uHTepBan >3500 msec HA UINOAHOTO HHBO (BX. TOYKaA 4.4).

- o Bpeme Ha OPEMEHHOCT H NPH XEHU ¢ AETEPOAEH NMOTEHUHA, KOMTO HE U3N0A3BAaT €(PEKTHBHA

KOHTpauenuus (BxX. TOUkH 4.4 1 4.6).
- CBpPBXUYBCTBHTEIHOCT KbM AKTUBHOTO BELUECTBO MM KBM HAKOE OT NOMOWHUTE BELWIECTBA.

H30poeHH B TO4HKa 6.1.
4.4. CnenHa HH NpeaynupexIeHHsA B NIPeaANa3ZHN MepPKIH IIPH ynoTpeda

bpaarapHIMus

3aMO4BAHETO HA ACUEHHE BOAM A0 MPEXOAHO HAMANABAHE HA CbpAeHHATA YECTOTAa U MOXKeE 1a €
CBBP3aHO CbC 3a0aBEHO NPOBEXKIAHE B ATPHOBEHTPHUKYJAPHHS Bb3€/. BKIKUYUTENHO 10 MogBaTa Ha
H30AHPAHH CIYUAU HA NpexoaeH, CNOHTAHHO NpeMHHaBaLl nbiaeH AV Bnok (Bx. Toukn 4.8 n 5.1).

Cnea npunarade Ha NbpBaTa 003a. NOHHKABAHETO Ha ChpAECUHATA YECTOTa 3aM0YRa B PAMKUTE Ha
€71MH YaC v € HAH-CHJIHO W3pa3eHo B paMKHTE Ha 6 yaca. To3u edexT OT npuslaraHata 103a ce

3a0bKa M Npe3 ClieABaluHTe AHH. BbNPEKHK Y€ 00UKHOBEHO € No-cnado uipaseH. U 0OUKH
Hamaasea nNpes caeapawuTe ceaMuiM, fpu npoabakaBaHe Ha NPHAOKEHUETO, CpeaHA
CbhpAEYHATA 4eCTOTA CE BPBbLUA 10 U3X0O1HATA B PAMKUTE Ha €1UH Mmecel, Bunpeku 10
OTAE€NHH NAUMEHTH € Bb3MOKHO ChpAeUHaTa 4eCTOTA Ja HE C€ BbPHE 10 U3IXOAHHTE C



Kpas Ha Nbpeusd mecell. [1poBoaHHTe HApYWIEHHS OOUKHOBEHO €a NPEXOIHH W aCHMNTOMATHUUHU.
OOHKHOBEHO HE H3UCKBAT JICHEHHUE WU MPEMHHABAT B PAMKWTE Ha NMbpBHUTE 24 yaca Ha TepanuaTa. AKO
Ce Hasara. NOHWKABAHETO HA CHPAEHHATA HECTOTA. NPEAH3BUKAHO OT (PHHIOAWMO. MOXKE 1a Obae
HEVTPATM3IUPAHO YPES NAPEHTEPATHO NPHIOKEHHUE HA aTPONUH MK U3OMPEHANTHH,

Ha BcHuku nauueHTH TpadBa na ce nanpasd EKI™ W 0a ce W3MepH KpbBHOTO HandraHe npeau
npunaralHe Ha nbpeata 203a I akceHUM v 6 yaca cnen ToBa. BcHUKKM nauneHTH TpadBa na Obaar
NPOCJIeIEHN B MPOAbMKEHHE Ha 6 yaca. 3a MPU3HAUH U CUMATOMM Ha Opanaukapaus. 4pe3 €xeHacHo
H3IMEPBAHE Ha NYJCca ¥ KPBLBHOTO HandraHe. [lpenopsusa ce npoabKkUTENEH (B peaaHo speme) EKT
MOHHUTOPUHI NO BPEME Ha TO3H 6-4acOB NEepHO Ha NPOCNEIsBaHE.

CobluTe Npeana3Hu MEPKH, KAKTO NPH NPWIOKEHHE Ha NbPBATa 1034, ¢€ NPENOpbYBAT NPH
npeMUHaBaHe HA NAUMEeHTHTE OT neverue ¢ 0.25 mg aHeBHa 103a kbM 0.5 mg aAHeBHA 103a.

AKO ¢Jle]] TPHEeMa Ha 103aTa Bb3HHKHAT CUMNITOMU Ha Opagnaputmus. Tpa0Ba da ce npeanpyemMar
CHOTBETHHTE KJIMHUYHHA MEPKH, 4 NPOCIeasBaHEeTO 1a Obae NpoAbLAKEHO 10 U3YE3BAHE HA
cumntomuTe. TpabBa da ce HA3HAYKW NMpocaeaABaHe NMPe3 UATATA HOLW. B MEAULIMHCKO 3aBENEHUE, aKO
NPU NALUHEHT €€ HANIOXKH (PAPMAKOJIIONHYHA HHTEPBEHLIKA N0 BPEME Ha NPOC/ieA9BaHETO Cael
npuiaraHe Ha Nbpeara 103a 4 TpadBa 1a ce NpoBeae NOBTOPHO ChLUIOTO NPOC/IeASBaHE ClIeA
NpuaaraHe Ha BTopara 103a [ akceHuM.

AKO ¢bpleuHata 4ecTora Ha 6-M4 4ac € AOCTHTHAIAa HAW-HUCKATa CTOUHOCT. CJIel NPUNaraHe Ha
TbPBaTa J103a (KOeTo npeanosiara. 4e MakCHMaNHUAT papMakoIMHAMUYEH €PEKT BbPXY ChPLETO BCE
OLLE HE CE € MPOABUII). NpocaeasBaHeTo TpadBa Na 0bae yABKEHO HAR-MANKO ¢ 2 yaca U 10KaTo
CbhPAEHHATa HECTOTA HE 3an0UHE OTHOBO Aa ce noBywasa. OcBeH TOBA. ako ciel 6 yaca ¢bp/ieuHaTa
yecTOTa € <43 yaapa 8 MUHYTA 11PH Bb3PaCTHHU NAUMUEHTH. <3 yaapa B MUHYTA NPH NearaTpUHHH
NnaLMeHTH Ha Bb3pacT |2 roaMHu 1 nosede Mian <60 yaapa B MUHYTA MPA NEAHATPHYHH NAUHEHTH HA
Bb3pacT oT 10 10 noa 12 roauun, unu EKI'-To nokassa Hosonoseun ce AV OJI0K BTOpa MK NO-
BUCOKa cTeneH. unu QTc untepsan 2500 msec, npocaeassaHeTo TpsadBa 1a 0bae yIBHKEHO (HaH-
MAJIKO WU Npe3 HowlTa). A0 U3uvesBaHe Ha Haxoakarta. [lossarta. no koeTo v fa € speme, Ha AV OnoK
TpeTa CTEeNEH, Chilo TPAOGBA 1a BOAU A0 YABMKABAHE HA NPOCNEAABAHETO (HAN-MaNKo 3a npes
HOLLTA).

EdekTute BbPXY ChpaeyHaTa 4eCcTOTa M aTPUOBEHTPHUKY1ApHATA MPOBOAWMOCT, MOraT 1a ¢€ NOABAT
OTHOBO NPH MOAHOBABAHE HA JIEHEHHETO C (PUHIONUMO/1. KATO 3aBUCAT OT NMPOABIIKHUTENHOCTTA Ha
peKbCBAHETO W BPEMETO OT HAYanoTO Ha neueHueTo. [IpenopbuBa ce cbLIOTO MpoOCNeAABaHE, KAKTO
NpH 3aMNo4YBaHe Ha NEYEHHETO. NPH MIPEKBCBAHETO MY (BXK. Touka 4.2).

CHoO1aBaT ce MHOIO pelkH Cyuau Ha HHBepcHa Ha T-BbIHATA NMPH Bb3PACTHU NALHEHTH, NEKYBaHH
¢ putHroaumon. B cnivuail Ha nuBepcua Ha T-BbAHATA. NpeaNUCBAWKAT Aekap TpaOBa 1a ce yBepH. ve
NUMNCBAT NPU3HALM WKW CUMITOMH H2 MMOKAP1HA UCXEMUA. AKO CE 110103Upa HANTMUME HA
MHOKAap/IHAa HCXEMHUL. C€ NPenopbUBa Ja €€ NOTbPCH KOHCYNTAUMA ¢ KapaAHONOT.

[lopanu pHcKa OT CEPHO3IHH PUTBMHHW HAPYLLUEHHUS UM 3HAUYUMA Opaadrapaus. [ akCeHUM He

OpanuKkapiada. NOBTapALU C€ CHHKOMN UKW CbhpACUEH apeCT. UK NPH NALMEHTH CbC 3HAUH
yabmkaBade HA QT (QTc}al?O msec [Bmpqcmn nauueum oT #eHckH noal. QTc¢ 2*:-460




MBKKH O] ). MAUHEHTH C HEKOHTPOAUPAHA XHNEPTOHHSA HNH TEKKA CbHHA anHes (BXK. CHLUO TOURA
4.3). [lpyn TakuBa nauMeHTH. JeueHHe ¢ [ aKCeHHM MOKE 1a C€ UMa NPEABH.1 CAMO, aKO QYAKBAHUTE
NOM3H NPEBBHINCKIAT NOTEHUHKATHUTE PHCKOBE W TPAOBA 1a €€ NOTBLPCH KOHCYITAUMA € KapaKoNor,
Npeay 3anousaHe Ha NEHCHUETO. 3a J1a €€ ONpEeNeH HAH-MOANXOAALLHSA PEXHA HA NpocaennBaHe.
[TpenopbuBa ce MoHe Pa3LWHPEHO NPoCceaiaBaHe NPe’ HOWTA. NPH 3aN0UBAHE HA NEUEHHETO ( BXK.
ChILO TOUKA 4.5).

MDUHTONUMO HE € NPOVUBAH MPH MALMEHTH C APHTMHA. H3MCKBALLA JIeYEHHE C AHTHAPHTMHUUHH
NeKapcTBEHU NPOAYKTH Kiac [a (Hanp. XMHUAWH. aM3onupamua) uau kaac 1l (Hanp. amuonapos.
COTaNoN)}). AHTHAPUTMHYHHUTE NEKAPCTBEHU NPoAVKTH Knac la v knac 111 ce cewppiBar ¢
npeAn3IBUKBaHETO Ha “torsades de pointes” npy nauneHTH ¢ Opannrapana (BK. Touka 4.3).

OnuTbT ¢ [[aKceHUM € orpaHuyeH Npy NauUEeHTH. NPH KOUTO €THOBPEMEHHO C€ NPOBEXK A TEpAnuA ¢
Oe¢Ta HNOKepH. NOHMAKABALLHM CHPASHHATA YeCTOTa ONOKEPU HA KAMUMEBHTE KAHANHW (KaTO BEpanamMu
WK AWITHA3EM) WK JPYrd BEWECTBA, KOUTO MOraT Na NOHHXXAT cCbpieyHaTa 4eCToTa (Hanp.
HBaAOpaaArH, AUFOKCHH, AHTHXOJMHECTEPA3HHA CPEACTBA WKW NHUIOKAPNKH). ThH KaTo 3anoyBaHeTo Ha
nevyeHue ¢ (PUHrolMMO € CBbP3aHO CbIUO KM ¢ NOHWXKABAHE HA CbPALYHATA HE€CTOTA (BXK. CbUIO TOUKA
4.8 “bpaavapuTMhs ). eAHOBPEMEHHOTO MPUAOKEHHE HA TE3H BELUECTBA. MO BPEME Ha 3ano4BaHe Ha
neyeHneTo, Moxe aa ObpJe CBbp3aHo ¢ Texkka Opaaukapana U cbpaeyed Ook. [lopanu noTeHUHanHuA
anuTHBEH e(eKT BbPXY CbpaeyHaTa 4eCToTa, He TpAOBa na ce 3anouBa JeUeHue ¢ I aKCeHUM NnpH
NALUUEHTH, KOUTO Ce NNEKYBAT ¢ TE€3H BELECTBA NO ChULOTO BpeMe {BK. cbito Toyka 4.5). [pu Takusa
NALKHEHTH, Je4eHHEe ¢ ['aKceHHM MOKE 1a ¢¢ 0O0CHAH. CaMO aKo OHaKBaHUTE NOM3H NpeBULIABAT
NOTEHUNATHHTE PUCKOBE. AKO ce 0OMHCAA 3aN04BAHE Ha ieyeHHE ¢ ['arceHuM, TpadBa aa ce
NOTHPCH KOHCYTALMA C KAPAUOJIOT, BbB BPb3Ka C MPEMUHABAHETO KbM APVIH. HE-TIOHUXKABALUY
CbpAeYHAaTa 4ECTOTA IEKAPCTBEHMU NPOAVKTH. NPEaU 3aMoUBaHe Ha JTeUEHHETO. AKO NOHHKABALLOTO
CHpPNEYHATa Y€CTOTA NeUEHUE HE MOXKeE fa Obae cnpsHo, TpadBa 1a ce NOTbPCH KOHCYNTALHUA ©
Kapaxoor, 3a 1a ¢e ONpeAean HAR-MOAXOAALLMNA PeKHM Ha NPOoCaeAsBaHe ¢Nel MbpsaTa 103a. KATo
Ce NpenopbUBa pailUPEHO NPOCASASBAHE. HAN-MAJIKO NpPe3 HOLWTA { BX. CbILO TOUKA 4.3).

QT uHTepran

B npoyuBaHe 3a npoAb/LKHTENHOCTTA HAa QT UHTepRana B CTAMOHAPHO CHCTOAHUE NPH J03H Ha
dbuHronumon ot 1.25 uau 2,5 mg v Bce owe HaNMUYEH HEraTHBEH XPOHOTPONEH e(exT Ha
(PHHroNuMoa. eUeHHEeTO ¢ GUHronuMoa BOaH 10 yabhaxkaeane Ha QTc nHTepBana KaTo ropHa
rpanHrua Ha 90% Cl <13.0 ms. Hama 3aBUCHUMOCT MexKay J103aTa U NPOIbKUTENTHOCTTA HA
€KCMOIUUMATA HA PUHTONUMOA M yAbKaBaHeTO Ha QTc¢ uuTepsana. Hama naHHM 3a noBMLILIAaBaHe Ha
HEeCTOTATa HA CAyUauTe Ha yAb/kaeaHe Ha QTc uHTepana, abCOMOTHO UK CIPAMO U3XOAHUTE
CTOMHOCTH, CBbP3aHO C Tepanuata ¢ PURIONNMO.

KnuHuuHaTa 3Ha4MMOCT Ha Ta3HW HAXO0/IKa € HEU3BeCTHA. B npoyuBaHUATa NPpHU NAUHEHTH C
MHOXKECTBEHA CKIEPOo3a He ¢a Had01aBaHU KITMHHYHO 3HAUMMH e(DeKTH N0 OTHOLLEHHE Ha
vabkasaHeTo Ha QTc HHTepBana. HO M NALMEHTY CbC CHLUCCTRYBalL PUCK OT yablkaBaHe Ha QTc
HHTEPBANA HE Ca BKAKYBAHU B KIMHHUYHUTE NPOYUBAHHSA.

ce W30ArBaT NpH NaUMEHTH CHC ChOTRETHUTE PUCKOBH (PAKTOPU. KATO HANPUMEP XHIO
BpO€HO yabbkaBaHe Ha QT uHTepBana.



UmyHoCYNpecHBHU ederTH

BUHrOAUMO1 HMaA UMYHOCYTIPECHBEH ePEeKT. KOWTO npeapa3noara NauUEHTHTE KbM PUCK OT
MH(EKUWH, BEKIIOYHTETHO ONOPTIOHHCTHUHH HHPEKUHH. KOUTO MOTAT 1a MAAT NIETANEH U3X01. Y
NOBMLLABA PHCKA OT PA3BUTHE HA JTUMPOMH U APYTH 310KAUECTBEHH 3aD0NABAHHUA, OCOOEHO TAKUBA
Ha koxarta. Jlekapute TpaOBa 1a npoc/ieasBaT BHUMATETHO CBOMTE NALUEHTHU. OCOOEHO TEIH CbC
CBHNBTCTBALLY 3aDONABAHHUA WK U3BECTHH PHCKOBH (DAKTOPU. KaTO HANPpUMEP ApeaLuecTBalla
MMYHOCYNPECHBHA Tepanui. AKO ¢e Noao3vpa HANHYKETO HA TAKbB PHCK. JTeKapaT TpabdBa na
OOMMCIIH NPEYCTAHOBABAHE HA JIEYEHHETO NPH OTAENHHUTE CAYUYaH (BXK. CbILO ToUKa 4.4 ..Uudekuunu™
u ..KoxkHHU 3n0KayecTBeHH 3abonaBaHua™ U Touka 4.8 . Jlumpomu™).

Nudpekumy

Kniouos gpapMakoaMHaAMUYeH ePekT Ha PUHIOAUMO € 10303aBUCUMOTO HaMansaBaHe Ha Opos Ha
nepucepauTe AMMGPOUNTH, KOUTO AocTuraT A0 20-30% ot u3xoaHuTe cu HUBA. To3m edeKT ce AbIKH
Ha oOpaTHMa CeKBeCcTpaUHnsa Ha TUMPOLUTH B IMM(POHAHATA THKAH (BXK. TO4Ka 5.1).

[lpeaun na ce 3anouHe neuenue ¢ I'akceHum TpaOBa 1a Obae Npe1OCTaBEHO HEOT/1ABHA HANPABEHO
h3cneaBaHe Ha NbaHaTa kpbBHa kapTHHa ([1KK) (T.e. B pamkuTe Ha nocneaHuTe 6 Meceua WAK cien
cnupaHe Ha npeawecTsawa tepanus). [penopbusa ce cbe Taka [IKK 1a ce uscneasa nepuoanuHo
N0 BPEME HA JIEYEHUETO. Ha 3-UA Mecel U NOHE BEAHDBXK MOAULLHO /1€ TOBA. M NP N04Ba Ha
nNpU3HaUM Ha UHGEKUHA. AKO ce ycTaHOoBH abcontoted numdounTter 6poii <0.2x10%/1, neueHueTo
TpsadBa 1a ce NpeyCcTaHOBH A0 NMNo00psBaHe Ha NTUMQOUMTHHA OPOi. TbiH KaTO NO BpeMe Ha
KNMHHAYHKTE WINHUTBAHHA NEUYECHUETO C PUHIOMUMOA € ODUIO0 CNUpaHO NMPH NALKWEHTH ¢ adCONIOTEH
numdouuteH opoit <0,2x10%1.

3anousaHeTo Ha neyeHUe ¢ I'akcenuM TpabBa 1a 6bae OTA0KEHO NMPH NAUNECHTH ¢ TEKKA AKTHBHA
HHPEKUNUA 10 HEHHOTO OTLLYMSIBAHE,

EdexkTnte Ha ['aKCEHUM BLPXY UMYHHATA CUCTEMA MOTAT 1a NOBULIAT PUCKA OT Bb3HMKBAHE HA
MHGEKLMU, BIIIKOUYHUTENIHO ONOPTIOHUCTUUYHH HHbeRUMH (Bx. Touxa 4.8). Heobxoaumo e npunaraneTto
Ha €(PEKTUBHH JHArTHOCTHYHH K TEPANEBTUUHH CTPATETHH MPH NAUHEHTHUTE CHC CHMIMTOMH Ha
MHPEKUHUA 10 BpeMe Ha nedeHneTo. Korato ce oueHsBa NMaLMEHT, NPH KOHTO C€ NOAO3HPa HH(PERLMA,
KOATO MOXeE 14 € cepuo3Ha, TpabBa Aa ce uMa npeaBu] KOHCYATALMA € NeKap C OfUT B JiIeYeHHETO Ha
HHpeKUuUH, [10 BpeMe Ha neUeHneTo. nauHeHTHTE TpadBRa 1a ObIaT MHCTPYKTHPAHU Aa ¢boOLIaBar
He3abaBHO Ha CBOA JieKap 3a NOABAaTa HA CHMNTOMM HA HHbeRUMA,

[Ipu pa3BuTHE Ha ceproiHa UHeKLHA. TpadBa 1a ce odmucau cnupade Ha [lakceHWM U na ce
HAMpPaBH MPEOUEHKA HA CBOTHOWEHHETO NOM3a-PUCK NPETH BH30OHOBABAHE HA TEpanuaTa.

3aTOBA W MPe3 TO3HU Nepuo]1 TpadBa aa ce NPOAb/LKH HADNKASHHETO 32 NOABa HA HH(EKL,
[TaltnenTHTE TpaOBa Na OBAAT UHCTPYKTUPAHH Ja CHOOLIABAT 3a NOABATA HA CUMNTOMH
N0 2 Meceua ¢iel CnupaHe Ha GUHIrOJUMO.




Xepnec-gupyvena undperigus

Cepro3HU. :KMBOTO3ACTpALIABALLM U NOHAKOra (PaTaiHH CvUaH Ha eHUEPANUT. MEHUHTHT WAK
MEHHHTOCHUEDANHT. NPHUHHEHK OT Xepnec CUMMAEKC BUPYC MU BapHUESA 30CTEP BUPVC. ca
Bb3HHKHAIH NO BCAKO BPEME B XONA HA JIEYEHHETO C (PUHIOAUMOT. AKO Bb3IHMKHAT XepneceH
€HUEDATUT, MEHUHTUT HAH MEHUHIOEHLIC(ANUT. JieueHHeTo ¢ ['akceHUM Tpabea na ce NpeyCTaHOBH H
J1a C€ Ha3Ha4YH NOAX0AALO JICHEHME 33 CHOTBETHATA UH(EKLHA.

[Tpeau 3anousaHe Ha neueHue ¢ ['akceHUM € HEOOXOAWMO 1a ce OLUEHH HMYHWUTETA HA NAUMEHTHTE
cpelty sapuuena (neweHka). [fpu nauMeHTH. NPU KOUTO NUNCBA NOTBBLP/AEHA OT METHUNHCKU
CMELHATHCT aHAMHE3a 3a NpeKapaHa BapUiiena MK 1TOKYMEHTALIMA 32 NPOBEACH IMbJIEH KYPC HA
BaKCHHAaUHS C BAKCHHA CpELLY BapHLiena. ce MpefopbUBa a € U3cne1Ba HATHUKETO HA AHTUTENA
Cpeuly Bapuliena 3octep Brpyc (VZV). npean 3anousane Ha Tepanuata ¢ dunroaumon. lNpw
NALIHEHTHTE O€3 aHTUTENA. C€ MPENOPBLYBA MPOBEKAAHE HA MbJICH KYPC HA BAKCHHALMSA C BAKCHHA
cpeluy BapHUena. npead Aa ¢e 3afnodHe jgeueHue ¢ ['akceHuM (Bxk. Touka 4.8). 3anoysaneTo Ha
NIEHEHHETO ¢ (UHronumon Tpadea na ce oTNoKH ¢ | Mecell, 3a 1a ¢e NOAYUH NbieH eeKT OT
BaKCHHaLUUATA.

Kpunmorxoxkes MeniHoum

Cvo0LaBar ce cltyyau Ha KPHNTOKOKOB MEHUHIHUT (FrsOMYHA MHDeKUUR ). NOHAKOra ¢ NeTaieH H3XOo.
Mo BpeMe Ha MOCTMAPKETHHTOBUA MEPHO CNel NPHUONH3KUTENHO 2-3 FOAMHM NEYEHHE, BBNPEKU Ue
TOYHA BPDb3Ka C NPOABLIKHTETHOCTTA Ha NIEYEHUETO HE € H3BeCTHA (BXK. Touka 4.8). [1pn naunenTute
CBC CHMNTOMH W MPHU3HALIU CHOTBETCTBALLM HA KPUATOKOKOB MEHHUHIUT (Hanp. riasobomuHe.
CbNPOBOAECHO OT NMPOMEHHK B CH3HAHHUETO. KATO 00BPKAHOCT, XaNOUNWHAUKU W/ WKW TUUHOCTHH
npoMeHH) TpAOBA a Obae NpOBEAeHa BHUMATENHA AMArHOCTHHHA OueHKa. [TpH AMarHocTHUMpaHe Ha
KPUNTOKOKOB MEHHHIHUT, IEYEHHUETO € (PUHIONUMO TPAOBA 1A Ce NPeVCTAHOBH H 13 C€ 3aMOYyHe
CbOTBETHA Tepanus. [padsa 1a ce npoBene MYJTHIHCUUITIMHAPHA KOHCYITAaUUS (Hanp. cbe
CNEUHATUCT MO HHPEKUHOZHM 3a00IIBaHHS ). AKO NOJAHOBABAHETO HA JIEUEHHETO ¢ (PUHIOAHUMOA €
OCHOBATENHO.

[Ipocpectgna MHOCOOCTIUIHA 1e6ROCHCATONAMLS

Cbobasar ce 3a cayyan Ha [IMJ] no Bpeme Ha neueHue ¢ PUHIOTUMON. clie] Pa3PEeLUEHHETO 3a
ynoTtpeba (BX. Touka 4.8). [IMJ] e onopTionvcTHYHA HHbEKUNA, NTPUYHHABAHA OT BHpYCa Ha JxOH
KbHuuram (John Cunningham virus, JCV). koato Moxke 1a 6bae ¢ neTaneH M3Xoa WK Aa JoBele 10
TEXKa HHBANUAHOCT. [lo-ronama uact ot cayuaute Ha [TMJ] ca Bb3IHMKHANH ciea 2 uAM noseye
FrOAMHKU NeYeHHe ¢ PHHronrMmMon. B 10nbIHEHHE KbM NPOABIKNTENHOCTTA HA EKCITO3UMUMA HA
(QHHIONUMOI. APYFH NOTEHUHANHU pUCKoBH dakTopH 3a [TMJ] BKIrouBaT NpeaxoaHa Tepanus ¢
UMYHOCY NPECOPH HITH HMYHOMOANNATOPH W/HNK Texkka aumdonenus (<0,5x10°/1). Maunentute ¢
MOBHLUEH PHCK TPAOBaA Na 0baaT BHUMATENHO HabIK0aBaHH 3a NPpH3HALUM WK ciMnToMHU Ha [TM ]I,
[TMJ] moxe na Bb3HUKHE caMo npu Hanvuyue Ha uHpekuus ¢ JCV. Ako ce npeanpueMe Hicie BaHe
3a JCV. Tpabsa na ce uMa npeaBu. Ye BAUAHWETO HA JIMMQONEHUATA BLPXY TOYHOCTTA HA
M3CNEIBAHETO 3a aHTH-JCV aHTUTENA HE € NPOYUYEHO NPH NAUMEHTH, NEKYBAHH ¢ PHHTrOIUMO.
HerarBHUAT TeCT 32 aHTU-JCV aHTMTENA HE M3KNIOUBA BB3IMOKHOCTTA 34 10C/1eABatla HH(PEKLHA C

BHMMABAT 3a NMOABA HA Ne3uu. npeanonarawd Hannuune Ha [TMJL. C SAMP mosxe na
HAXOAKH Npedd HATHYHETO Ha KIHHUYHH NPU3HALH HH




CUMNTOMHM. ExeroaHoTo nposexknane Ha AMP moce na ce cunta Kato 4acT OT NOBHLIEHATA
OAMUTENHOCT. OCOOEHO NPH NALUHEHTH ¢ NOBULIEH PUCK 3a pa3suTue Ha [IMJL. Cwolbluaea ce 3a cavuau
Ha acumTomaTuuda [TMJ1 B3 ocHoBa Ha HaxoakK oT AMP u Hannuwne Ha AHK o1 JCV B rpuOHavHo-
MO3bYHATA TEUHOCT NPH NAUMEHTH. AEKYBaHU ¢ PHHIONMMOA. AKO ce noaosupa [TMJL. rpadea
He3abaBHO 1a ce Hanpasu AMP ¢ aMarHoCTUUHA UEN. a8 NEYEHUETO ¢ PUHTOAUMO TPAOBa BPEMEHHO
na ce cnpe. qokato He ce uiknun [IMJL. Ako [IMJI ce noTebpan. aedeHueTo ¢ (puHronumoa Tpabea
na ce NPeycTaHOBH OKOHUYATENHO (BAK. Cbilko TOUKA 4.3).

CbobLuasa ce 3a Bb3MaNHTENEH CHHIPOM MPH HMYHHO BBL3CTAHOBABAHE (1IMMune reconstitution
inflammatory syndrome. IRIS) npu naunMeHTH. NEKYBaHK ¢ PEUENTOPHHU MOy NATOPH HA

chunrosnd | -pochar (C1P), BRAOUUTENHO PHHIOIUMOA. KOUTO ca pa3zBuiun [ITMJI u Bnocneactsue
ca NpeyCcTaHOBHAK neveHneTo. IRIS ce nposBaABa KaTO KAMHWYEH CNaa B ChbCTOAHWETO HA NatlHEHTA,
KOHTO MOXe 1a Obae 6bp3 U MOAKE Ja 10BE1€ A0 CEPHO3IHU HEBPOMOTHYHH YCIIOKHEHHA WIH CMbBPT. H
4ECTO € CBLP3aH ¢ xapakTepHu npomenu 8 AMP. BpemeTo a0 Bb3HukBaHe Ha IRIS npn nauveHTH ¢
[TMJI 0OMKHOBEHO € OT CeAMMLM 10 MecelH CJied NpeyCTaHOBABAHE HAa NPHEMa Ha MOaYaTOpa Ha
Ci® peuentopa. Tpabea na ce npeanpueme npocneaasaxe 3a pazsurde Ha IRIS v noaxoasuwo
NEe4YEHUE HA CBLP3AHOTO € HErO Bb3NANEHHE.

Hoseunu Raniciod 6UpYe UHQCRL

[To Bpeme HAa MOCTMAPKETHHIOBHA NEPUOA ce cbOOLIABAT CnyHad Ha MHPEKUNS ¢ YOBELWKHM Naninoma
supyc (HPV), BKAtOuMTENHO nanuioMy, aucnnasud. OpanaBHuy W pak. ceepzaH ¢ HPV, npu neueHue
¢ hurronumon (Bx. Touka 4.8). [lopaau nmyHOCYNpecHBHUTE CBOHCTBA HA (PUHronnuMoa Tpadea na
ce oOMUCH UMyHUzaums cpeuly HPV npeau 3anouraHe Ha neuyeHHeTOo ¢ (PHHIONUMOA., KaTo C€
CJIe1BAT NPENOPLKUTE 3a KMYHHU3auUus. [IpenopbuBa ce CKPUHHUHT 3a 310Ka4eCTBEHHU 3a00naBaHu .
BRAKOUYHMTENHO UMTOHAMa3ka (PAP TecT). ¢brnacHO ¢TaHaapTHATA NpakTHKa.

MakyJeH enem

[Tpu 0.5% oT nauneHTHTe Ha Aevenue ¢ puHronumoa 0.5 mg ce cvodLLaBa 3a MAKYEH €1EM C MIH
0e3 3pUTEIHY HapYyLUEeHHA. Pa3BHBALL Ce€ NPEIHMHO Npe3 NLPBUTE 3-4 Mecela OT IEHEHHETO (BiK.
Touka 4.8). [lopaan Tazu npUurHa, Ha 3-4 Mecel caeq 3anouBaHe Ha NEYEHHETO C€ NpPenopbYBa
NPoOBEKIaHEeTO HA OpTanMONoruyeH npernea. AKo NAUXEHTUTE CHOOILAT 3@ HAKAKBH 3PUTENHH
HapyLWeHHS MO BCAKO BPEME Ha eyeHHETOo, TpadBa aa Obae npoBeneHo uicie BaHe Ha QyHavca.,
BKJIKOHUTENRO U MaKyJaTa.

[lauueHTUTE C aHAMHE3A 33 YBEUT U NALUEHTHTE CBbC 3axapeH AHaldeT ca ¢ NOBUILEeH PHCK OT
pa3BUTHE HA MaKYJeH eaeM (Bx. Touka 4.8). DHHroaMMoN He € NPOYYBaH NP MALHEHTH C
MHOXKECTBEHA CKIEPO3a H CLITBTCTBALL 3axapeH a4ader. [Ipenoptusa ce NpH NAUKMEHTHTE C
MHOKECTBEHA CKIIEPO3a U 3axapeH NMadeT WM aHaAMHE3a 3a VBEUT 1a Obae npoBeKaAaH OYeH nperaen
npeau 3ancUyBaHe Ha NEUYSHHETO. Cel KOeTo Aa Obaat NpocneasaBaHd No BPEME Ha JICUEHHETO.,

[[poabkaBaHETO Ha IEYEHHETO NPH MAUHEHTH C MAKYJEH €1€M He € npoyueaHo. [lpenopbusa ce
cnUpaHe Ha ["akCeHHM NpH pa3BUTHE HA MaKyJieH ¢aeM. PelueHueTo Janun aa ce Bb300HOBH

TepanuaTa ciea 00paTHO pa3BHTHE HA MAKYTHUA eaeM TpaOBa na Obae B3eTO KaTo ce UMaT
MOTEHUWATTHUTE NOJI3U U PUCKOBE TP OTAENIHHTE NAaLHEHTH.




YepHo1poOHO VBpekNaHe

Cho01aBa ce 3a NOBHLLEHHWE HA HCPHOAPOOHHUTE €H3UMH. OCOBEHO Ra ATARHHH AMUHOTPAHCANHHABATA
(AJIAT). Ho ¢bLIO M Ha rama rayrtamuaTpadcgepasata (I'T'T) 4 Ha acnapTaT TpaHcamUHa3aTa
(ACAT) npu nauneHTH ¢ MHOXKECTBEHA CKAEPO3a. NPOBEK1aLLH AedeHHne ¢ puHronmmoa. Crobliasa
CE€ CbILUO 33 HAKONKO C/1y4as Ha OCTpa HEPHOAPOOHA HEAOCTATLYHOCT. HAJArala YepHo,1poOHa
TPAHCNAAHTALMSA, H KIUHHUYHO 3HAYMMO 4epHOapoOHO vBpexaade. [1pH3Haun Ha YepHoApodHO
yBpeAKAaHe. BRIIHOUHUTENHO 3HAYUTENTHO NOBULUEHHE HA CEPYMHUTE HUBA HA YEPHOAPOOHUTE EH3UMH H
MoBULUIEH 00U OUAUPYOHH, Ca HACTBNHAMW B PAMKHTE HA JeceT JHH Ce] NPHeEM Ha NbpBaTa Ao3a.
AOKNAABAHU CBLUO TAKa U CAe NpoaAbKUATENHa ynoTpeda. B kKauHnuHuTe ninuteanus npu 8.0% ot
Bb3PACTHUTE NAUMEHTH Ha Neyedue ¢ puuronumoa 0.5 mg e HadnwaasaHo nosywaeade Ha AJIAT 3
H NOBEYE MbTH HAA ropHa rpaHuua Ha Hopmata (I TH) cnpamo 1.9% oT nauneHTUTE Ha neueHue ¢
nnauebo. [Mosuwasane 5-nbtu Haa ['T'H Bw3uukea npu 1.8% ot naumenTnTe Ha PUHrONIMMOA U NPU
0.9% ot nauuenTuTe Ha mnauedo. [1o Bpeme Ha KTMHUYHHTE UINTUTBAHUA (PUHIOAUMOA € BMN CnupaH
MPU MOBHLUEHWE HA YepHOApOOHUTE TpaHcamuHalM Haa S5 nbtv [ HI. [lpy noanoBsaBaxe Ha
NEYEHHUETO NPH HACT OT NAUMEHTUTE OTHOBO € HAOMI01aBaHO NOBHLLABAHE HA TPAHCAMHHAZHUTE, KOETO
70Ka3Ba HANHYMETO HA NPHUYMHHO-CNEACTBEHA BPb3Ka ¢ npueMa Ha puHronumo. [1pu knuHUUYHK
NPOyUBaHHA, € HaDNKJaBaHO MOBULLABAHE HA TPAHCAMUHAIUTE N0 BCAKO BPEME B XO1a Ha
NEYEHUETO. BBITPEKU Y€ Hail-uecTo € HadbnaaBaHo Apes nupeuTe 12 Meceua. CepyMHUTE HMBA HA
TPAHCAMHHA3INTE C€ BPBLUAT A0 HOPMANHUTE CTOHHOCTH NPUOIUIUTENHO 2 Mecela cnell CnUpaHe Ha
NEHEHHUETO ¢ PUHrOIUMOS.

MUHTOIMMO1 HE € NPOVHBAH TIPH NALUMEHTH ¢ TEXKKO NpeALIECTRALLO YepHOAPOOHO yBpexcIaHe (Kaac
C no Child-Pugh) v ne TpsaOBa na ce npunara npy TakWBa NAUUEHTH (BAXK. TOUKA 4.3).

[Topanu MMYHOCYNpeCHBHHUTE CBOMCTBA HA (PHHIONMMO 3aMOUBAHETO HA IeUeHHETO Tpsabea aa Obae
OTJIOXKEHO MPH NAUHEHTH ¢ AKTUBHA XENATUT BUPYCHA MH(DEKLIMA.

[lpeau aa ce 3anoyHe jeueHne TpadBa na ce NPeaoCTaBAT HanNnPaBeHH HEOTAaBHa (T.€. B pAMKMUTE Ha
nocneaHuTe 6 Meceua) U3cae1Badus Ha TpaHCcaMUHa3HTe 1 OunupyounHa. [1py aunca Ha KNTMHAYHN
CUMMTOMH, HUBATA HA YePHOAPOOHHTE TPaHCAMHUHAM U CEpYMHNA OMIMPYOUH TpabBa na ce
NpocaeasT Ha 1-BU. 3-TH, 6-TH. 9-TH K | 2-TH MeceU OT NE€YEHHETO U NMEPHOAUHHO Ciie TOBA 10
Meceua ¢Jie/] NpeycTaHOBABaHE Ha JeueHHUETO ¢ ['arcennm. [py aunca Ha KIMHYYHK CUMNITOMU. aKO
UCPHOAPOOHUTE TPaHCAMUHASHK ca HAA 3 NbTH. HO NMo-Manxko ot 5 nbTi [ T H. 0e3 noBulueHwe Ha
cepyMHHUA OUnnpyOuH. TpaOBa 1a ce Ha3HAYH MTO-YECTO MPOCAEAABAHE. BRIKOUKTEIHO HA CEPYMHUA
OunupyObuH v ankannara docgarasa (AP). 3a na ce YCTAHOBH JanW HACTBLNBAT AONBAHUTEAHH
NMOBULLEHHKA. W 1a ¢€ pa3zdepe nanu MMa anTEPHATHBHA €THOIOTHA Ha YepHOApoOHaTa ANCHYHKUHA.
AKo vepHOApOoOHUTE TpaHCamMUWHAazKM ¢a noHe 5 NbTH [ TH vnu none 3 nutut ['TH. cBbp3aHu ¢ HAKAKBO
MOBULLIEHHE HA CePYMHHUA OUNUPYOHH. nedeHueTo ¢ ['akceHuM TpadBa 1a ce npeycTaHOBM.
[TpocnenssaHeTo Ha yepHUa Apod TpabBa 1a NPOABIDKH. AKO CEpYMHHTE HHBA C€ HOPMAZIn3MpaT
(BKJIKOYHTENTHO, aKO €€ OTKPHE ajlTEepHATHBHA NPHUHHA 3a YePHOApoOHaTa AMCHYHKUMUA), T€YEHHUETO C
['akceHUM MOzKe 1a c€ Bb30OHOBH Bb3 OCHOBA HA BHHMATE/IHA OUCHKA HA CHOTHOLEHHETO No3a-
PUCK 3a NAUMEHTA.

[Tpy nauKMeHTH. NpY KOUTO ce HabniopapaT CHMOTOMMU, Npeanonaraiid 4epHoApoOHa AHC
KaTo HEQOACHUMO raaeHe, noBpbuaHe, KopemMHa D0JIKA, yMOPA. AHOPEKCHA HIH KbJITe
NOTbMHABAHE HA ypuHATa. TpAOBa He3adaBHO Ja 0b1aT U3CNeIBAHU YepHOAPODHUTE €
OUIMPYOHH. ¥ 1a ObIe CNPAHO NIEHEHHETO. AKO €€ NOTBBPIH 3HAUUMO YEPHOAPOOHO VB




JleuenueTo He TpabBa 1a ce NOAHOBABA. OCBEH aKO HE € YCTAHOBH NPABIONO100HA aNTepHATHBHA
€THOIOrUA 32 NPUBHALMTE H CHMINITOMUTE HA YEPHOIPOOHOTO YBPEKIAHE.

Btnpeku ue nuncear AaHHK. KOWTO Aa AOKa3BaT. Y€ NO BpEeME Ha npHeMa Ha [ akceHum npu
MAaUMEHTHTE ¢ NpealecTBawo YepHoa1podHo 3abonsaBaHe € no-BepoaTHO na Ovaat HabaonaBaHH
MOBHILEHW CTORHOCTH Ha YepHOAPOOHHTE PYHKUUOHANHH TECTOBE. € HEOOXOIUMO NOBHLLEHO
BHHUMaHHE MIpH ynoTpedaTta Ha [ 'akCeHMM NPU NAUMEHTH € aHAMHE3a 33 NPELLECTBALO 3HAUUMO
UepHOAPOOHO 3aD0nABaHe.

EdexTn BbPXY KPLBHOTO HANATAHE

[TaumneHTHTE C XHOCPTOHHA, HC NOBAUABALLE CE€ OT MPHCMA HA NCKApPCTBCHHN CPCIACTRA €A bunu
HIKAKHECHH OT NPEAMAPRETHHIOBHUTEC KIIMHHYHH H3NMHTBAHHA, MOP4AldH KOCTO € HeODXOAUMO
CNCLHANHO BHUMAHHUC NPH JICHCHNUC C 'aKkCeHUM Ha NALMEHTH ¢ HCKOHTPOMHUDAHA XHTICPTOHHKA,

[To BpeMe Ha KIuHUUHATE H3NUTBaHUA 32 MC nipu nauvenTuTe Ha Aeuenue ¢ puHroanmon 0.5 mg e
HaO0,1aBaHo NOBUILABAHE NPUOAU3UTENHO ¢ 3 mmHE Ha CUCTONIHOTO KPBbBHO HanNATaHe M
npuban3uTenHo ¢ | mmHg Ha AMaACTONHOTO KPBBHO HANAATaHe, OTUETEHO 3a MbPBH NbT
npubAM3UTEAHO | Mecel cnel 3anousaHe Ha NEHEHHUETO U NEPCHCTUPALLIO NPH NPOabIKaBaHe Ha
geveHueTo. B xona Ha gBe-rOIUMIHO MJ1auedO-KOHTPONHPAHO NpoyUuBaHE NpH 6.5% OT nauneHTHTe
Ha JieueHHe ¢ puHronumoa 0.5 mg ce cLOOLABA 3a XUIIEPTOHUS KATO HEXKeNaHa peakuHs v npu 3,3%
OT MauueHTHTe Ha M1auedo. CneposBarenHo. KPLBHOTO HanAraHue TpadORa 1a Obae peaoBHO
NPOC/AEA9BAHO N0 BPEME HA JICUEHHETO.

EdekTH BbpXY AMXATENHATA CUCTEMA

Ha 1-us Mecell OT 3anouBaHETO Ha NleyeHHe ¢ (PMHTONUMO ¢e HabKaaBa MUHHUMANHO.
10303aBHCHMO HAMATABAHE HA CTOMHOCTUTE Ha PopCUpaHUA ekcnvpaTopeH obem 3a | cekyHaa
(DEOI) n audy3HOHHUA KanauuTeT 3a BbraepoaeH okvc (DLCQ). koeTo ce 3aabpxa v
gnocneacTsue. ['akceHum TpaOBa Aa ce H3NON3Ba C MOBHUILEHO BHHMAHHE MPH NALMEHTH ¢ TEAKKO
zabonsaBade Ha auxarenHara cHcTema, 6benoapobHa dudpo3a U XpoHHUHA OOCTPYKTHBHA DenoapobHa
donecT (BX. Toyxa 4.8).

CunapoM Ha odpaTUMa 3aaHa eHuedaToNaTH

B KNMHUYHHUTE U3INUTBAHKA H MOCTMAPKETHHIOBHUA TIEPHO Ce ChOOLAaBaT PeAKH CAYYaH Ha CHHAPOM
Ha oOpaTuma 3aaHa eHuedanonaTus (CO3E) npu 103a ot 0.5 mg (Bxk. Touka 4.8). Cumntomure
BKJIOUBAT BHE3aNHA MOABA HA CUNHO rNarodoMe. rajleHe, NOBPbLIAHE, HAPYILUEHUE HA Cb3HAHHUETO.
3PUTENHU HapyleHHUa ¥ repuoBe. CumntTomute Ha CO3E 001kHOBEHO ca 00OpaTHMH, HO MOTaT 1a ce
PA3BHAT 10 HCXEMHYEH HHCYNIT WK MO3bYEH KPbBOW3IHB. 3a0aBaHETO HA QHArHO3aTa H ICYEHHUETO
MOFaT 1a 10BeaaT 10 TpafiHU HEBPONOrHUHKM nocaeanun. Ako ce noaosvpa CO3E. npuemsT Ha
["fakcennm TpadBa 1a Ce NpEeyCTaHOBM,

I—IQQII.LLIECTBEILHO ACHYEHHE C UMYHOCVIPECHBHH WIH UMYHOMOAVIIMpALIHW TEPAliHH

He ca nposek1aHW H3NHTBAHKA. KOUTO J1a OLEHAT €(PHKACHOCTTA K O€30MacHOCTTa Ha (pu

NPH NPEeMHHABAHE HA MALWEHTUTE OT TepUPNYHOMHUI. AUMETH PyMapaT WK ANEMTY 3y M
o

neyeHue ¢ pudronumion. flpu npemMrHaBaHe HA NALUUMEHTHTE OT NCUEHHE C APYTra MOAHPH LM




DonecTra Tepanus KbM JeyeHue ¢ ['akceHHM. TPAOBa 1a ce MMa NPEABRUA KakbB € MNOAVAKHBOTHT Ha
eIMMHHHPAHE U HAUMHBT Ha ACHCTBHE HA ApYraTa Tepanus. 3a 1a ce u30erHaT aTuTUBHH UMYHHH
e(DeKTH U ChLEBPEMEHHO N1a C€ MHHUMH3UPA PUCKA OT peumanB Ha 3adonasaneTo. [lpenopbuga ce aa
ce uicneasa [HKK npeay 3ancueade Ha NeueHUeTO ¢ [ akCeHHUML. 3a Ja € CUTYPHO. Y€ UMYHHUTE
e(peKTH Ha NpeaxoXKaaarta Tepanusa (Hanp. UMTONEHH) Ca OTMHUHAIMK,

KaTto usano neueHneTo ¢ [akceHUM MOXKe 1a 3aN0YHE BeaHAra cied CNUPAHETO Ha HHTEPGEPOH HAH
rnaTupamMep auerar.

[Tpu numieTnn gy mapaT nEPUOABLT HA MEAUKAMEHTOZHO oUucTBaHe TpaOBa 1a Obae N0CTaTBLUEH. 32 1a
ce pb3cTaHoBU [1KK npeamn aa ce 3anoyne neuenHue ¢ [NakceHum,

[lopaay AbArMs NONY>KMBOT HA €TMMUHHPAHE HA HATANW3YMA0, EAMMUHHUPAHETO MY OOHKHOBEHO
npoab/kaBa 40 2-3 Meceua cnei cnupaHeTo. TepupnyHOMU CbWO ce eIMMHHUPa HaBHO OT
naaszmara. bes npoueaypa 3a yCKOPEHO eNUMHHUPAHE, KIUPBHCBHT Ha Tepr(IyHOMHA OT na3mara
MOKE 1a OTHEME OT HAKONKO Meceua 10 2 roauuu. [lpenopbuea ce npoueaypa 3a YCKOPEHO
EMMMHHHPAHE, TAKa KAKTO € ONHWCAaHO B KPaTKaTa XapaKkTEPHUCTHKA Ha NMPOAYKTa TepH(IyHOMH A, HIlH
Nepyuoa Ha aNTEPHATHBHO MEAMKAMEHTO3ZHO OUYHCTBAHE HE NO-KpaTbK OT 3.5 meceua. Heobxoaumo e
NOBULLIEHO BHUMAHHWE BbB BPb3KA C NOTEHUMAIHATA BB3MOXHOCT 32 € JHOBPEMEHHA W3ABA Ha edeKTH
BbpXY MMYHHATA CUCTEMA NPH NPEMHHABAHE HA NAUMEHTUTE OT HaTATH3IYMaA0 MAKH TepU(ITYHOMK
KbM [ akceHum.

AnemTy3ymMad uMa CUNTHU U NPOABIKUTENHH UMYHOCYNPECHUBHU e(ekTH. THH KaTO TOUHATA
[MPOABL/IKHUTCAHOCT Ha T€3H €(PEKTHU HE € UIBECTHA. HE CE NpenopbUBa 3anoyuBaHe Ha NEYEHHE C
["akceHUM crien Tepanua ¢ afeMTy3YMa0, OCBEH AKO NOM3UTE OT TOBA JICUEHHE HE NPEBBHIN0KAAT
HECBMHEHO PUCKOBETE [1PH OTAC/HIHHA MAUHEHT,

PelnenreTo 3a NPOBCAIAHC HA MPOABILKATCIHA ChIBLTCTRALLA TCPpaliHd € KOPTHROCTCPOHIN, Tpﬂﬁﬂﬂ
Ad C€ B3CMC CJICA BHHUMATC/IHA NNPCUCHKA.

EanospemeHHo npunarade ¢ MouwHH CYP450 nHaykTopy

KomMOuHHUpaHeTOo Ha puHroanmon ¢ MolHu CYP450 udayktopu Tpadea aa ce npunara ¢ NOBUHILEHO
BHUMaHHe. He ce npenopbuBa e1HOBPEMEHHO NPUNAraHe ¢ XbAT KAHTAPHOH (BXK. TOUka 4.5).

3noxauvecTBeHH 3ab0NABAHUS

Kodcnu 2 1oxauecmeenii 30001861

ChobuwaBar ce ciiyyan Ha GazanHokieTvuyeH kKapuHHoM (BKK) v npyru koxHW Heonnasmu,
BKMOUUTETHO 3N0KAYECTBEH MENAHOM. CKBAMO3HOKIIETLUEH KapUMHOM. capkom Ha Kaposi n Merkel-
KNETbYEH KapUUHOM. NPH NALUKEHTH. npreMaliu GUHronnmMon (8. touka 4.8). Heobxoaumo ¢ 1a ce

CNETM 3a NOABATA HA KOXKHU NE3HH K C€ NPENOpbUBAT NPEBAHTUBHY APErnean Ha KoxKaTa npu
3afOYBAHE Ha €UYEHHETO H HAa BCeKK 6 a0 |2 Meceua. cnopen KIMHUWYHATaA NpeueHKa. AKo ce

VCTAHOBAT NOAO3PHUTEAHH KOKHU J1€3HH, NAUMEHTHT TPAOBa Na Obae HACOUEH KbM JAEPMaTOoo




0¢3 3awuTa. [1pu Te3n naumeHTH He TpadBa 1a ce npuaara cenbTeTBawa gotortepanusa ¢ UV-B-
nwyeHre wan PUV A-poToTepanus.

Jluvighoa

Uma cnyuan Ha nmossa Ha NUMGPOM B KITMHHYHWTE NPOYUYBAHHA W TIPH NOCTMAPKETHHIOBH Y CAOBKSA
(8. Touka 4.8). Cbo0WweHHTE Ciiyyan ca XETEPOreHHH Mo NPUpPOaa. OCHOBHO HEXOIKKUHOB NHMPOM.
BKAKOUNTENHO B-kneTbuHu n T-knetbinn numdonmu. Habnroaasanu ca v cayvuaH Ha KoxkeH 1-
KaeTbyeH aMMdom (mycosis fungoides). Habnrorasad € v eann sietanen cnyyaid npu Epstein-Barr
supyc (EBV) nonoxurenen B-knetbueH numdon. Ako ce noaosupa noseaTa Ha THMPOM. TeUeHUHETO
TpsOBa 1a ce NpeyCTAHOBH.

JKeHU ¢ aeTepoaeH noTeHuHMan

[Topaau pyck 3a nnoaa GHHroNUMON € NPOTHBOMOKA3AH MO BpeMe HAa OPEMEHHOCT KU NPH XKEHU ¢
NETEPOACH NOTEHUHAN. KOWTO He W3N0A3BaT e(PpeKTHBHA KoHTpauenuus. [Ipeaun 3anouBaHe Ha
JNEYEHHETO KEHUTE C NeTEPOAEH NOTEHUMAN TPAOBA 1a OBb1aT MHPOPMUPAHH 3a CBLICCTBYBALLHS PUCK
3a moaa. TpAOea 1a UMAT OTPULATENEH pe3yTaT OT TecT 3a OpeMeHHOCT W TpadBa Aa W3Non3Bat
e¢(PeKTUBHA KOHTpALENUMUA NO BPEME Ha JEUYEHUETO U B NPOABIKEHHE HA 2 Meceua cnef
NPeyCcTaHOBABAHE HA NeYeHHETO (BxX. TOUKHU 4.3 1 4.6 n nHdbopMamMaTa. CbabpKalia ce B
UndopmMauMoHHHA nakeT 3a nekapa).

[1ceB10TYMOPHHU J€3Uu

CrobLuaear ce peKkH cnyqyad Ha NogBa Ha NceBI0TYMOPHH JIE3UU. CBbP3aHU ¢ peunans Ha MC. npu
NOCTMAPKETHHIOBH YCAOBHA. B cavuaii Ha Texxbk peunaus Tpsadea Ja ce Hanpasy AMP, 3a na ce
H3KNOHAT NCEBAOTYMOPHHU N1€3UU. [IpeycTaHOBABAHETO HA NEeYEHHETO TPAOBA N1a C€ OOMUCAH OT
JeKYBalIHAA JieKap NPH BCEKH CNyUaH noOTACJHO, KaTO €€ B3¢MAT MPeIBHA HHAUBUIYANHHUTE MO3U H
PHCKOBE,

BbispblilaHe Ha aKTHBHOCTTA Ha 3abonssaHeTo (pubayHa) cnel NpevCTaHOBABAHE HA ICUEHHETO C
puHronMMon

[To Bpeme Ha NOCTMAPKETHHIOBHUA NMEPHOI PAAKO ¢€ HabI0NaBa TEKKO 000CTpAHe Ha 3abonsaganeTo
NPH HAKOH NAUHEHTH. CNPENH NeHeHHETO ¢ PUHronnumMoa. OOHKHOBEHO ce HabnaaBa B paMKHTE Ha
|2 cenmMuLn cael CAUPAHE Ha JIEHEHHETO ¢ PUHIMOAUMOA. HO e chOOWAaBaHO K 10 24 ceaMHLM caen
MPEeYCTAHOBABAHE Ha NEUYEHHETO ¢ (prHroaumoa. Iopaau tasu npuynHa € HEOOXOAHMO MOBHILIEHO
BHHUMAHHE NMPH CNHUPAHE HAa NEHEHHETO ¢ PHHMONHMOA. AKO C€ NPELIEHH. Y€ € HEOOX0AUMO
MpeyCcTAaHOBABAHE HA JIEHEHHETO ¢ PUHronumMo . TpaOBa 1a ce UMa NpeaBHA BB3MOXKHOCTTA 34
AOBTOPHA NOABA HA MIKAKYUTENTHO BUCOKA aKTHBHOCT Ha 3a001ABaHETO. MaUHEeHTHTE TpAOBa 1a
ObaaT BHUMATENHO HAOMOIaBAHH 32 CHOTBETHUTE MPH3HALK U CUMOTOMM # 12 €€ 3aMoyHe
NOAXOAAILO NIeYeHHE, ako € HeodXoaumo (BX. ..CnupaHe Ha TepanuaTa™ Mo-ao0.0y).

CnuvpaHe Ha TepanuaTta

ceAMHYEeH HHTepBan 0e3 Tepanus. Bb3 OCHOBa HA NOAYKHBOTA HA JIEKAPCTBOTO. 3a Aa MO
(GUHrOIMMOA 13 ¢€ UIUHCTH OT KPBLBOOOpaLEHHETO (BK. Touka 5.2). BpodaTt Ha numdou




NEUEHHUETO MNP NOBEYETO NMAUHEHTH (BXK. TOUKA 5.1). BBNPEKH Y€ MBAHOTO Bb3CTAHOBABAHE MOXE 1A
OTHEME 3HAYHUTENHO MOBEYE BPEME MPH HAKOHW NALMHEHTH. 3aNOUYBAHETO HA APVIH TEPANUH Npe3 TO3H
Mepyo. LIe J0Beae 10 €HOBPEMEHHA eKCNO3HUMA U Ha (PUHTOAWMO. YNoTpeDdaTa Ha
MMYHOCYTPECOPH CKOPO Clea CNUpaHe Ha JieueHHeTo ¢ ['akceHMM Moske a 10Bede A0 aIUTHBEH
e(heKT Mo OTHOLIEHHE HA HMYHHATa CUCTEMA U NOPAAH TA3H NPHYHHA € HEOOXOAHMO MOBHLUIEHO
BHUMAHHE.

Cnexa cnupade Ha puHronumoa npu [IMJ] ce npenopbusa nauMeHTUTE Na O6bAaT HabMONABAHH 34
PA3BUTHE HA Bb3INAIMTENECH CHHAPOM NpH UMYHHO Bb3cTaHosaBaHe (1IMJI-IRIS) (B:xk. pazaen
Jlporpecupaiia MHOrOOrHMLHA IEBROCHUE(ANONATHA™ NO-rope).

Heofx0aMMO € Chillo TaKka NOBHILEHO BHHMAHHE MNPH CMHPAHE HA Ne4YeHHEeTO ¢ GUHTONUMO Nopanu
pucka oT pubayHa (Bxk. ..BbiBpblIaHe HA akTHBHOCTTA Ha 3adonasaHeTo (prbayna) caen
NpeyCcTaHOBABAHE HA IEUYEHHETO C (PUHIOAUMON™ MO-rope). AKO NpeyCTAHOBABAHETO HA NPUEMA HA
["TakceHHM Ce cuMTa 3a HeoOXO0AUMO. NalMeHTHTE TpaOBea 1a 6b3aT NpocaeAsBaHU Npe3 TO3U NepHo
33 CbOTBETHHTE NPHU3HALIK HA Bb3MOMEH pHdayHA.

[lopnusBaHE HA CCPOACTHHYHHTE TECTOBC

Twii kaTo dHMHronuMon HaManaea 6pos Ha NUMPOUUTUTE KATO MW Npepa3npeacis B NEPUPECPHUTE
TUMGOUAHH OPraHy, NpH NAUMEHTH HA neueHue ¢ ['akceHuM OpoAT Ha nepudepHUTe TUMPOLUTH He
MOXK€E Aa Ob1e U3NOJ3BaH 3a OUEHKA Ha NHMGPOLUNTHUA cTaTyC. JlabopaTopHHUTE TECTOBE. NPU KOUTO
Ce U3NON3BAT UMPKYIHPaLIH MOHOHY KJIEAPHH KIETKH H3UCKBAT HaDaBsHETO HA NO-ronsmM 00eM KpbB
nopaaH HamaneHus Opoi Ha UMPKYNHPALKMTE AUMQPOLIMTH.

flennaTpruHa nonynaums

[Tpodunbt Ha Ge30MacHOCT NPH NEAUATPHYHH NAUMEHTH € N0A00EH HA TO3M NPH BH3PACTHH U
Nopaja Ta3u NPpHYKHA NpenynpeIaeHHATa U NPEeANa3zHHUTE MEPKH MPH BBL3PACTHHU ca NPHIOKHMH H
NpU NEAHATPUUHHTE MALIMEHTH.

[To-cnieunanHo., Npyu NpeanucBane Ha ["akceHUM NpU neaHaTpUyHK NauMeHTH TpAOBa Ja ce uma

npeaBua CleAHOTO:

- Tpsbea na ce cneaBart Npeana3HUTE MEPKU Caeld NMPUNOKEHNE HA NbPBATA 103a (BXK.
~bpaanaputMusa no-rope). CoMTe NnpeanasHd MEPKH. KaKTO CJ1el NPHNOKEHHE HA ITbpPBATA
n03a, ce NpenopbYBaT U NPU NPEeMUHABAHE Ha NalUHeHTa oT JieueHue ¢ 0.25 mg AHeBHa 1033 KbM
(0.5 mg nHeBHAa A0734.

- B KoHTponupaHoTO neanaTpuuHo uinuteave D23 11 ce cboOwasar cnyvaun Ha rbpuose,
TPEBOKHOCT, MOHHKEHO HACTPOCHHE Y AENPECHA, ¢ NO-BUCOKA YECTOTA NMPH NAUMEHTHTE.
NEKYBaHU C (PHHIOAUMO/. B CPABHEHME C NALMEHTHTE Ha neuveHue ¢ uHTepdepoH Beta-1a.
Heo0x0AHMO € NOBHILEHO BHUMAHKWE B Ta3W noarpyna (Bx. ..Ilennarpvuna nonynauns™ B TOUka
4.8).

- 3abend3aHo € N€KO NOBHLLABAHE HA OWUIMPYOHHA B H30AMPAHU CITYYAHU NPH Me1HaTPUUHH
NaUKEHTH HA JIeHEeHHUE ¢ (PUHTOAMMOA.

- anﬂﬂp'b'-lBﬂ CC HA NSAHATPHHHHTC MAUHCHTH A4 CC HANpapBAaT BCHYKH HMYHHW3AUHH. C

Todka MHupekuu no-rope).




- HAMa MHOro OrpaHMU€HH JaHHK NpH aeua Ha sb3pacT 10-12 roauHu ¢ Terno noa 40 kg uau
cTaAHi Ha pazeuTHe No TaHep <2 (Bk. TOUYKH 4.8 1 5.1). HeoOx0aUMO € MOBULLIEHO BHHUMAHHE B
Te3d NOArPYNH NOPAIH HATHYHETO HA MHOTO OTPAHHUYEHH JaHHU OT KIIMHHYHHUTE NPOYYBAHUA.

- Jlunceat aaHHK 3a AbATOCPOUHATa DE30NacHOCT B NeAHaTPHUHATA NONYNALKUA.

ToBa iekapcTBO CbABPAKA No-MaNKO OT | mmol HaTpuii (23 mg) HA TBBPAA KANCYA, T.e. MOXKe Ja ce
KaXe. Ue NPaKTHYECKH HE CbABbPIKA HATPHUH,

4.5. B3anMoaeicTBHE ¢ APYIrH JIEKAPCTBECHH [IPOAYKTH H APYTrH OPMH HA B3AHMOACHCTBHE

AHTHHEONNACTHYHH, HMYHOMOOVJIHPALOH HWIH HMYHOCYITPECHBHH TCPAITHH

He TpabBa na ce npuiara €1HOBPEMEHHO ¢ aHTHHEOMMACTHUHH. HMYHOMOAYIHPALUY NN
HWMYHOCYNPECHBHH TEPANUH NOPaIHd NOBULLIEHUSA PUCK OT aIUTUBHM €(PEKTH BLPXY UMYHHATA
cucTeMa (Bx. Touku 4.3 n 4.4).

Heodx01uMO € MOBULIEHO BHUMAHUE MPH 3AN0YBAHE HA JICUCHHE NPU NALHUEHTH, NPH KOUTO
MPOAB/HKATETHO BpeMe €A TIPHNAraHH IEKApCTBa, MOBNMABALLM HMYHHATA CUCTEMA, KATO
HaTanuiymad. TepupayYHOMUA UM MUTOKCAHTPOH (BK. TouKka 4.4). B KnMHWUYHUTE HINUTBaAHUS NpH
MaLHEHTH C MHOKECTBEHA CKNEePOo3a, €NHOBPEMEHHOTO MPUAOKEHHE HA KPATKH Ky pCcose
KOPTHUKOCTEPOU,IH 3a JeYeHHEe HA PELHIUBUTE, HE € DWI0 CBBP3aHO ¢ NOBHLLEHA Y€CTOTA Ha
HH(DEKLHH.

BakcuHupaHde
[To BpeMe Ha NEYEHHETO KU 10 ABa Meceua ClelX CriMpaHe Ha NEYEHHUETO ¢ [ aKCeHUM BaAKCUHUPAHETO

Morar Ja Obae no-mManko epekTHBHO. YnoTtpedara Ha »KUBH aTEHKOMPAHH BAKCHHH MOXE a Kpue
PUCK OT MHPEKUKHH H NOpanu Ta3d NpuqnHa Tpadsa aa ce u3darsa (Bx. Touknd 4.4 n 4.8).

BewecTsa, npeaAWIBUKBatY OpaauKapans

DuHronumoa € Gua Npoyusad Npy nNpunaraHe B KOMOHHALUMSA ¢ aTeHOM0N U auntuasem. [1pu
npuaaradHe Ha PUHrOAUMOA ¢ aTEHONON B XO/1a HA MPOYUBAHE 3a B3AKMOASHCTBUA NPH 3apaBH
aoGpoeonuun € Hadmozasano 15% HamansBaHe Ha CbpaevHaTa YeCTOTAa. a ¢ AUJITHAZEM HE €
HabnaaBaH TakbB epekT. He Tpabea na ce 3anouBa neueHue ¢ ['aKkceHUM NpH NAUUEHTH. NPHEMaLLH
OeTa O/10KEepPH MM APYTH BELLECTBA, KOUTO MOraT Ja HaMaaaT CbhpACYHATA Y€CTOTa KaTo
AHTHAPHUTMHLUM Kiac la #n 1], kanuneBH aHTAroOHKUCTH (KATO BEpanaMull UAH AMNTHA3EM ). UBaAOpaduH,
AUFOKCHH. AHTUXONUHEPIrHYHH CPEACTBA HIH NMHIOKAPNHH, NMOPAAH NMOTEHUHATHHUSE aAUTHBEH CPEKT
BbPXY Cbp/aedHaTa 4ecToTa (B:XK. ToukH 4.4 U 4.8). AKO ce odOMucna nederne ¢ NakceHUM npH TakuBa
NauMeHTH, TpADBa 1a ce NOTBPCH KOHCYITAUMA ¢ KApAHONOr BbE BPh3Ka C MPEMUHABAHETO KbM
APYIY AeKapCTBEHH MPOAYKTH. KOUTO HE NOHUKABAT ChP.ICHHATA YECTOTA HNH CHOTBETHO
NpocneAsBaHe NPH 3aMoYuBaHe Ha JeYeHHeTO. KaTo Ce MpPenopbLYBa NpocieasBaHe HAH-MAAKO NPE3---

HOLTA. aKO NMOHUAABAWLHTC CHPIACHHATA HCCTOTA JICKAPCTBA HC MOTlaT A4 obaarT CMPCHH.

®apMAKOKHMHETHYHU B3AUMOIEHCTBUA HA APYIH BELMECTBA ¢ PUHIOAUMO]




Durronumon ce metadonusupa npeadmHo oT CYP4F2. [lpyvru en3unmu kato CYP3 A4 ¢biuo
JAONPHUHACAT 32 HEMOBUA META00AKIBAL OCODEHO B ClIyHauTe Ha CUAHO HHAYLUHpaHe Ha CYP3 A4,
MoUWHUTE MHXUOHTOPH HA TPAHCAOPTHPALUUTE NPOTEHHHU HE ¢ OHAKBA /1 OKA3BAT BAHAHHE BBPXY
AUCMNOZNUMATA HA (PUHIFOAMMOA. ETHOBpEMEHHOTO npynaraHe Ha (PUHTONMAIO € KETOKOHA30/ BOAH
ac 1.7-nbTv nopuwasaHe Ha ekcnozduvata (AUC) Ha puHronumon v guuronnmos gocdart upes
nHxHOHupaHe Ha CYP4F2. HeobxoaMmMo € NOBUWEHO BHUMAHNWE NPH CHBMECTHOTO NPUAOKEHUE C
pelecTBa. KOUTO HHXHOUpAT CYP3 A4d (npoTeazHu HHXUOUTOPU. NPOTHUBOTHLOUUHK a30/IH. HAKOH
MAKPOAUAMN KATO KNAPUTPOMHULIMH HUIH TEAUTPOMHLHH).

B cTauMoHapHO ChCTOAHHE, €1HORPEMEHHOTO NpunaraHe Ha kapdamazenud 600 mg nga NbTH AHEBHO
W €AMHHYHA 3032 Ha GruHronumoa oT 2 mg, Hamanaea AUC Ha QUHroNMMOa U HEFrOBHA MeTa0OIMT
npudanznTenHo ¢ 40%. Apyrute cunun CYP3A4 eH3MMHH HHAVKTOPH. KATO HanpUmep
pudaMnuumnH. dpeHoOapOuTan. GeHUTOUH. epaBUpPEeHLL M XKbAT KAaHTAPHOH, CHILO MOTaT da HAMansT
AUC Ha ¢pUHronumMon U Herosusa MeTabonnT NoHe ¢ ToAKoBa. Thil KaTo TOBA MOXKE MNOTEHLHANHO Ja
MOBJHAE OTPULATENHO eDHKACHOCTTA. €1HOBPEMEHHOTO UM NMpuiaraHe Tpadea 1a ce NpasH ¢
NOBULLIEHO BHUMAHHUE. EAHOBPEMEHHOTO MPU/IAraHe ¢ )biT KAHTAPHOH, HE Ce NPenopbuBa (BX.
TOUKA 4.4).

(PapMAKOKUHETHYHU B3aUMOAEHCTBUA HA GUHIOAWMOA € APYTH BELLIECTBA

Manko BEpOATHO € GUHIrONMMMOA Aa B3aUMOAEHCTBA ¢ BELECTBA. KOMTO ce MeTaboH3HpaT NpeauMHO
oT CYP450 eH3umute nnun ca cydbCcTpaT Ha MAaBHUTE TPAHCNOPTHH NMPOTEUHMH.

EaHOBpEMEHHOTO NpHUNiaraHe Ha PUHCOAUMOA M UMKNOCAOPHH HE BOAH 10 NPOMEHH B EKCMO3ZULUATA
KaKTO HA LMKJIOCMOPUH Taka M Ha puuronumo). CneaosaTeniHo, He ce ovakpa (pyUHroanumon na
noeaxgaBa GapMakOKHHETUKATA HA NEKapCTBEHHW NPOAYyKTH. KoUTO ca cyocrpatu Ha CYP3A4.

EAHOBPEMEHHOTO Mpunarade Ha PUHIONKMOA ¢ NEPOPATIHH KOHTPALENTHBH (€THHWAECTPAAHON H
JIeBOHOPrecTpe) He NpeaW3IBHKBa TIPOMEHH B €KCIIO3HLIHATA NepopaJHUTe KOHTpalenTusHy. He ca
[IPOREK/IAHH MPOYYBAHHSA 32 B3AHMOJEHCTBUA Ha (PHHIOMHUMO/ ¢ NEPOPATTHH KOHTPALENTUBH,
ChABPKALLH MPOrECTAreHW, BLNPEKH TOBA HE C€ OYaKBa (PUHrOAMMO] 13 OKa3Ra BIMAHHE BbPXY
TAXHATA €KCNIO3HLNA,

4.6. @eprRaAnTeT, OPEMEHHOCT H KbPMEHE

JKeHH ¢ aetepoieH noteHuMan/KoHTpauenuus npy sxeHu

MDUHroNUMOA € NPOTHBOMOKA3AH NPU HKEHH € AETEPOEH MOTEHUHAN. KOMTO HE U3MON3BaT €(PEKTHBHA
KOHTpauenuua (Bx. Touka 4.3). [opaau Ta3u npHuHMHA Npeau 3anouBaHe Ha NEUSHHUETO NMPH KEHH C
NeTepoacH MoTeHuMan Tpabea 1a € Hajlvue OTPULATENEH Pe3yATaT OT TeCT 3a OpeMEeHHOCT U aa ce
HANPABH KOHCV/ITALKS BbB BPb3Ka CbC CEPHOIHUA PUCK 3a NJoAa. JKeHuTe ¢ aeTeporeH noTeHLHan
TpAOBa Ja M3INON3BAT €(PEKTUBHA KOHTPALENLIMA NO BPEME HA JICUEHHETO U B NPOABLINKEHHUE HA 2
Meceua ciel nNpeycTaHOBABaHE HA neveHHeTo ¢ [akceHUM, Thit KaTo cnea npeycTaHOBABaHE Ha
NEUEHHUETO €A HEOOXOAUMU NPUONUIUTENHO 2 Mecela 3a €THMUHHPaHE Ha GUHrONKUMO OT
OpraHuiMa (Bx. To4ka 4.4).




KOHKpETHH MEePKH Ca BKIKOUYEHH cbilo Taka B MHpopaanuoHHds nakeT 3a nekaps. Tesu Mepku
TpAOBaA na ce BbBeaT npend (PUHroJMMO 2a ce Npeanye Ha OpeMeHHH NaUHEHTKY U 10 BpEME Ha

JCHEHUHCETO.

Korato ce cnupa nedeHneTe ¢ GUHronuMo, npH niadupaHe Ha OpeMeHHOCT. TpAOBa na ce UMa
npeaBH Bb3MOKHOCTTA 33 Bb3BPbLUAHE HA AKTHBHOCTTA Ha 3a0014BaHETO (BXK. TOUKa 4.4).

bpemeHHOCT

B3 ocHOBa Ha ONMTA NPU XOpa, NOCTMAPKETHHIOBUTE TAHHH Mpexnonarar, ye ynorpedara Ha
(PUHrOTUMON € CBBP3aHA ¢ 2-KPaTHO MOBULLEHHE HA PUCKA OT Bb3HUKBAHE HA FONEMH BPOJAECHH
mManopMauKy. KOraTo ce npunara rno spemMe Ha OpeMEHHOCT, CpaBHEHO ¢ HecToTaTa. Hab/i01aBaHa B
obwata nonynauus (2-3%; EUROCAT).

Haii-uecto cphobluasatuTe rojgemu mandopMaumnH ca CeaHUTE:

- Bponenu cbpacuHy 3adonaBaHUA KATO MEXAYMPEACHPACH AU MEXKAYKAMEPEH cenTaneH aedekT.
TeTpanorusa Ha Pano

- bu6peuHn anomanuu

- MyCKYAHOCKENETHH aHOMATH N

JIMncBaT naHHU 3a BAKWSHHETO Ha (I)HHI"O.I]HMOD. BbPXY POAOCBHA NPOLCC H PAKAaHCTO.

[lpoyuBaHMATA NPH XKHUBOTHU MOKA3BAT PENPOAYKTHBHA TOKCHUYHOCT. BKJIIOYHTENHO 3aryba Ha nnoja
M OpraHHW aHOMAMK, 0CO0CHO HANMUUYKHE HAa NEPCHCTHPALY TPYHKYC apTEPHO3YC H MeXAyKaMepeH
centaned nedekT (Bxk. Touka 3.3). H3BeCTHO €, ue peuentopsT BbPXY KOWTO OKa3Ba BAUSHUE
dbuHroanmoa (¢cpuHro3uu 1-gocdar peuentop) vuactea B 00pa3yBaHeTO Ha CbAOBETE MO BpeME Ha
emOpHoreHesara.

3aTtoBa (PUHTOAUMO/ € NPOTUBOMOKA3aH No BpeMe Ha OpeMeHHOCT (BXK. Touka 4.3). @uHroaumon
TpaOBa Ja ce ¢npe 2 Mecela npeay NNaHUpaHeTo Ha OpeMEeHHOCT (BxK. TO4Ka 4.4). AKO KeHa
3abpeMeHee Mo BpeME HA JIEUEHHETO. NpUeMbT HA PUHronKMOoa TpAOGBa 1a ce NPEYCTAHOBH.
Heo6x0aHMMO € na ¢ce Hanpasyu MeHUMHCKA KOHCYATALMSA OTHOCHO PUCKA OT YBPEXJAaHE HA MnUioja.
CBBP3aH C NEUYEHHUETO K Ja C€ NPOBEKAAT YJITPa3BYKOBH NPErJicaH.

Kbpmehe

MOUHrOAUMOA CE€ EKCKPETHPA B MASAKOTO Ha YKMBOTHH. TIPU KOWTO € NpUaaraH npe3 nepyuoaa Ha
naktauus {BxK. Touka 5.3). Iopaau Bb3IMOKHOCTTA OT NOABA HA CEPUOIHU HEKENAHU PEAKLMH KbM
(GPUHrONMMOI NPH KbpMAaYeTa., KeHU npueMawm ['akceHnm He Tpabea n1a KbpMAT.

BepTuanTeT

JHaHHnTe OT NPEAKTHHHUYHHUTE NPOYYBAHUA HE NOKa3BaT (PHHIOAUMOI Aa € CBbP3aH ¢ MOBHLIEH PUCK
OT HaMmanaBaHe Ha PepTHAMTETA (BK. TOUKA 5.3).




4.7. EderTH BbpXY cMOCOOHOCTTA 32 Wo(HpaHe 1 padOTA ¢ MAIINHYH

DUHrOAUMON HE NOBAHABA HAH NOBAHABA NpeHedpexuMo cnocoOHOCTTA 3a wodupane W padoTa C
MalLiHHU.

He3zaBMCHMO OT TOBA. € Bb3MOXHA NOABATA HA 3aMAasHOCT MM CHHJIMBOCT MPH 3anQuBaHe Ha
neyenneTo. [Ipenopbua ce. npu 3anouBaHe Ha ['AKCEHMM. MALHEHTHTE 13 OCTAHAT B NPOABLIKEHHE
Ha 6 4aca noa HabnracHWe (BK. Touka 4.4 “bparuapurmng ).

4.8. He:ke1aHH JIEKAPCTBEHH pPeakuHN

O6001eHYe Ha npoduna Ha He30NaCHOCT

Ha#-uectuTe Hexenanu peakumnu (wectora >10%) npu no3a 0.5 mg ca rnasodbonue (24.5%).
MOBUILEHW UYepHOAPOOHHU eH3umu (15.2%). arnapna (12.6%). kawanua (12.3%). rpun (11.4%).
cuHy3uT (10.9%) n 6onka B ropbda (10.0%).

TadbnuuHo NpCiaCTaBadHC Ha HOAKCNAHHTEC PCAKLIHH

Hexkenanure peakumH, ¢boOLUEHN OT KJIHHWYHHA H3MKWTBAHUA H OT NOCTMAPKETHHTOBUSA OTUT,
NOAYYEHH YPE3 CMOHTAHHHU CHLOOLIECHHUSA 3a CAYHAU WU CllyUYan, ONTUCAHU B IUTEpPATYpaTa ca
fpeacTaBeHH no-aony. Hectoture ca onpeeneHH KaTo € U3MON3BaHa C/Ie1HaTa KOHBEHLIUA: MHOTO
yecTH (=1/10): yectn (Z1/100 no <1/10). reuectu (= 1/1 000 no <1/100).

peaku (=1/10 000 no <1/1 000); muoro peaku (<1/10 000): ¢ Heu3zBecTHA 4eCTOTA (OT HATUYHHUTE
JaHHHU He MOXe 1a Obae HanpaseHa oileHKa). [1py BCAKO rpynMpaHe no 4ecToTa. HesKENaHUTe
peakUMK Ca NPEACTABEHN B HU3XOAAUL pea NO OTHOLIEHWE HA TANHATA CEPHO3HOCT.

Hudexkunu H HHPecTALHH

MHOro 4ecTH: [ pun
CHHY3HT

Hectu: Xepnec BUPYCHU HHEKLHH
bpoHxuT

TuHea Bep3nkoaop

HevecTw: [THeBMOHUA

[IporpecuBHa mynTHdokaiHa neskoeHuedanonatua (ITMJT)**
KpuntokokoBu HHEKLUHUH**

C HeM3BeCTHA 4ecToTAa;

Heonnaasmu — ﬂOﬁpOHﬂ‘lECTBE‘HH, JMORAMECTBECHH H HEONPCACJACHH (BKJI. KHCTH H MOJHIIH)

Yectu: bazanHOKETHUEH KapLUHMHOM
HeuecTu: 3N10Ka4YeCTBEH MeTaHOM* * **
Peku: JInmgom™**

CKBaAMO3HOKIETBUYEH KapLHHOM** **

MHOro peaku: CaprkoMm Ha Kaposi****

C HeusBecTHA YeCTOoTaA:

Merkel-kneTbueH kKapuMHOM***

HapyweHHst HA KPHBTA H JIHMPHATA CHCTEMA

YecTu: Jinmdonerns Qgﬁ‘
JleBKONEeHUA Lﬁs\ ad
7 =3 I %oy
HeuecTu: TpomGouuToneHns IERNAS
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C HEeU3IBECTHA 4eCcTOoTAa:

ABTOMMYHHA XNeMONUTHUHA aHEMUA***
[lepupeprn oToun***

Hapymensnst HA HMYHHAT2 CHCTEMA

C Heu3BeCTHa 4eCcToTAa:

PeakunH Ha CBPBbXUYYBCTBHUTEIHOCT. BKJIKOUYHUTETHO OOPHB. VPTHKAPHS H
AHFUOEAEM MpPH 3aNMOUYBAHE Ha NeYeHHeTO* **
BbinanuteneH CHHAPOM NPH HMYHHO Bb3cTaHoBABaHe (IRIS)**

MenxudHN HApYWIEeHUA

YecTh:

Jenpecus

HeuecTu:

HenpecHBHO HacTpOEHUE

HR[)}’HIEHHH HA HEPBHATA CHCTEMA

MHOFO uecTH: ['nasobonue
YecTu: 3aMasgHOCT
Murpena
HeuecTu: [ Lpuyose
Penku: Cunapom Ha oOpaTuma 3anua eHuedanonatus (CO3E)*

C HeW3BeCTHA 4eCTOoTA:

Texko BiowaBaHe Ha 3a00NABAHETO Clte1 NPEYCTAHOBABAHE HA NpHEMA
Ha PUHroanuMoa***

HapylieHHSl HA OYHTE

YecTtH:

3amMBLINABAHE HA 3PEHHUETO

HeuecTu:

MakyneH eaem

CopaeyHH HAPYIIEHHA

YecTH:

bpaaukapaus
ATpHOBEHTPUKYAAPEH ONI0K

MHOro peakm:

Uusepcua Ha T-pbaHaTa***

CowaoBH HapyuieHHs

HecTu:

XHMEPTOHUA

PecnupatopHu, rpbAHH H MEANACTHHAJIHH HAPYIICHHS

MHOro uecTu: Kawnuua
YecTH: Jucnyes
CTroMalliHO-YPEBHH HApYIUEeHHUSA
MHOI0 4ecTH: Huapus
HeuecTH: [[aneHe™***

XenaToOHAHAPHH HAPYLIEHHS

C HeM3BeCTHA 4YecToTa:

OcTpa yepHOAPOOHA HETOCTATHLYHOCT** ¥

Hapymenns Ha KOXKAaTA H NOAKOKHATA THKAH

UecTH:

Exk3eMa
Anoneuus

[pyputyc

HapyuweHus Ha MYCKYJTHO-CKENETHATA CHCTEMA H CHeANHHUTEIHATA ThKAH

MHOro yecTu:

boaka B repba

YecTu:

Muanrus
ApTpanrus

O01uu HapyueHHs H eeKTH HA MACTOTO HA NPHJIOKEHHE

YecTH:

ACTeHus

UicaenBanus




MHOro yecTu: [ToBHUIaBaAHE HA YEPHOAPOOHUTE €HIUMHU (NOBULIABAHE HA AaHUH
TpaHcaMUHAaza. FraMa riayramuaTpaHcdepasa. acnaprar TpaHCaMHHA3A)

HecTu: [MouuskeHOo Terno™**
[ToBULIABaHE HA TPUIMHUCPHINTE B KPHBTA

HeuecTu: [ToHKr:kaBaHe Ha OpOd HA HEYTPODUAUTE

* KareropusaTa no uectoTa € onpejaesieHa Bb3 OCHOBA Ha EKCNO3HUMATA Ha npubauzuTenHo 10
000 naudeHTH HA PUHIOJAMMOI B XOAa HA BCHUYKH KJIIMHHYHH H3INHUTBAHHUA.

o Covobuwaea ce 3a [IMJI, IRIS v KpHNTOKOKOBH HH(PEKUNH (BRNIOUYUTENHO CNyUaH Ha
KPUNTOKOKOB MEHUHIUT) NO BpeME HA NOCTMAPKETUHIOBHA Nepuol (BXK. Touka 4.4).

ook HexkenaHu peakumMu OT CMOHTaAHHH CHOOLUCHHA U IMTEPATYPHH CAYUAH.

R X KateropuaTta no 4yectora U OLEHKaTa Ha pUCKa ca ONpeae/ieHH Bb3 OCHOBA HA €KCMO3ULIMATA

Ha noBeue o1 24 000 naumeHTH Ha PUHroAMMOA 0.5 ME BLB BCHUKH KNIUHHYHH H3MHUTBAHKA.

OnucaHue Ha U30paHK HEKETAHH peakilHi

Hudhexnyuu

B KJAMHUUHUTE NPOYUBAHUATA 3a MHOXKECTBEHA CKNepo3a odaTta yecToTa Ha HHdekuuuTe (65.1%)
npu npuaaraxe Ha no3a ot 0.5 mg e noaobHa Ha nmnauedo. Bbnpeku ToBa, MHPEKUMHTE HA JONHU
AMXATENHHU MbTHLLA. NPEAUMHO OPOHXHTH H B NO-MAAKA CTENEH XEPHNECHH HH(EKUMH Y MHEBMOHHMU
ca OMIIM NO-YECTH NPH NAUMEHTUTE HA NeueHUe ¢ PUHronumoa. CrodbuiaBar ce HAKONKO ¢nydas Ha
AWCEMHHHpaHa XepnecHa HHEKLHA. BRIKHYUTEAHO ¢ (aTaneH u3xoi. npu ao3a ot 0.5 mg.

I1pe3 NoCTMAPKETHHIOBHSA NEPHOA HMA CHOOLUEHUA 3a CyvaH Ha HHPEKUMHU ¢ ONOPTIOHUCTUUYHH
MaTOreHW. KaTo BUPYCH (Hanp. Bapuuena-soctep supve [VZV]. Bupyc Ha /HkoH Kvaudrasm [JCV].
NMPpUUYHUHABALL NPOrpecuBHa MyaTudokanHa neskoeHuedanonaTus. xepnec cummieke supyce [HSV]).
rbOMUKH (Hanp. KPUNTOKOKH., BRKAKYUTEIHO KPUIITOKOKOB MEHUHTHT) Ui OakTepuu (Hanp.
ATUMHYEH MHUKOOAKTEPHI). HAKOHU OT ciyqauTe ¢a OMU ¢ netaneH u3xoa (B, Touka 4.4),

[To BpeMe Ha NOCTMAPKETUHIOBHA NEepuo ce crobdlaBaT cayyad Ha HHGEKLMA ¢ YOBELIKH NanuioMa
Biipyc (HPV). BKNIOUHTENHO NANKWAOMH. AKcNAa3HA. Opanasuun M pak. cebp3ad ¢ HPV. npu neuenue
¢ puHronnmon (Bx. Touka 4.4.). lNopaau umyHocynpecuBHHUTE CBOHMCTBa Ha GUHIONUMOA TpsiOBa aa
ce oOMHCAn uMyHH3anus cpeuly HPV npenu 3anouBaHe Ha ne4yeHHETO ¢ GHHIONMMOA, KAaTO Ce
CneaBaT NPenopbKUTE 3a HMyHU3auua. [IpenopbyBsa ce CKPUHUAT 32 3N10KA4YSCTBEHH 3a00NABaAHMA,
BKJIKOUUTENHO UMTOHaMaska {( PAP TecT). cbrnacHo CTaHAapTHaTa NpaKTHKAa.

Mary.1en edent
B K1HHUYHKTE NPOYUBAHHA 3a MHOXKECTBEHA CKJIEpO3a MaKyAeH eaeM € Hadnaasan npy 0,5% ot
NalUMEHTUTE, NEKYBAHU ¢ NpenopbuMTennara 103a ot 0.5 mg v npu 1.1% OT nauMeHTUTE, NEKYBAHH C
no-eucokata ao3a ot 1.25 mg. boNWKHCTBOTO OT C/IVUAUTE ca HadMI01aBaHH B PAMKHTE HA MbPBUTE
3-4 mecena ot JsiedeHHeTo. HacT OT naumeHTUTe €a UMANH 3aMbINABAHE HA 3PEHHETO HIIK HAMANABAHE
Ha 3pUTENHATA OCTPOTA. HO APYrH ca OWMNH aCHMNITOMATHYHM H ¢a OMIKM NHArHOCTUUMUPAHU 1O BPEME
Ha peAOBHUTE OPTANIMOAOTHYHH Nperneau. Kato uiano MaKkyIHHUAT e1eM ce € NMOBIUAN 61aronpuaTHO
WK € NPEeTbPNAN CMOHTAHHO OOpaTHO Pa3BUTHUE Clie CMUPAHE Ha Je4eHHeTo. PUCKBT OT peunaus
cnel Bb30OHOBABAHE HA JIEYEHHETO HE € NPOYHBaH.

HecToTaTa HA CllvHAKTE HA MAKYJIEH €1€M € MOBUWEHA NMPH NAUNEHTH ¢ MHOKECTBEHA ¢
aHamHesa 3a yBeuT (1 7% ¢ anamuesa 3a yeeuT cnpamo 0.6% 0e3 aHaMHesa 3a VBEUT).




HE € NPOVYBAHA NPH NALKMEHTH ¢ MHOKECTBEHA CRJIEPO3a M 3axapeH nuadeTt — 3adonaBaHe. CBLP3aHO
¢ NMOBHULLEH PUCK 32 PA3BHUTHE HA MaKYJIeH eaem (Bx. Touka 4.4). B KIMHUYHUTE NpoVUBaHUSA NPH
O6b0peUHO TPAHCMNAHTHPAHU. B KOUTO ca OMAH BKAKOHEHH NAUHEHTHTE ChC 3axapeH QnaderT,
nevyeHHeTo ¢ GUHIoaUMOoa 2.5 mg 1 5 mg e 10BeN0 10 ABVKPAaTHO NOBHUIABAHE HA 4€CTOTATA Ha

CIIYHAHUTC HA MaKYJICH €ACM.

bpaouuptiniyius

3an04YBaHETO HA JICHEHHE BOIY J0 NPEX0.IHO HAMAJISBAHE HA CHPACUHATA HE€CTOTA MU MOXKE Ja e
CBBP3AHO CBC 3a0aBAHE B ATPHOBEHTPUKYNapHaTa NPOBOIMMOCT. B KIIMHHYHHTE RPOVUBaHHA 34
MHOMXECTBEHA CKJIEPO3a MAKCHMATHOTO MOHWKEHKE HA ChpAeUHAaTa HECTOTA € HabatoaaBaHo 10 6
yaca cse/ 3anoUuBaHe Ha ACUEHHETO CbC CPeAHO NOHHKEHRHUE Ha CbpaevHaTa yectota ¢ 12-13 ynapa 3a
MHHYTa npy GHHronnumoa 0.5 mg. Paako ce HabmoaaBa cepaeyHa yectora noa 40 ynapa B MUHYTA
npv Bb3PacTHH NAaUHEHTH ¥ noa 50 yaapa B MMHYTA [PH NEAHATPHUHK MALMEHTH HA IEUEHHE C
dyvHronumon 0.5 mg. CpeaHara CTOHHOCT Ha CbpAeyHaTa HECTOTA C€ BpbLUA A0 HOPMANHUTE
M3XOAHU CTOHHOCTH B paMKHTE Ha | mMecew ciel 3anousBaHe Ha aeyeHueTo. bpaankapauara kato
LAJ10 € ACUMNITOMATHYHA, HO NPH HAKOW NAaUMEHTH ce Habo1aBaT IEKH 10 YMEPEHH CHMITTOMM,
BRIKOUUTETHO XUNOTOHUR. 3aMAasHOCT, yMOpa H/UNH NAJINUTAUMH, KOUTO H34E3BAT B PAMKHTE Ha
nbpBuTe 24 yaca ciaen 3anoYyBaHe Ha IEUEHHUETO (BXK. CbIUO TOUKHU 4.4 U 5.1).

B KAMHUYHUTE NPOYUBaHMA 3a MHOXKECTBEHA CKIIEPO3a aTPHOBEHTPYKYNapeH DAOK NbpBa cTeneH
(yabskeH PR nuTeperan Ha EKIY) ce yetaHoBsABa cnes 3anouBaHe HA NEYEHUETO NPH Bb3PACTHH U
ieAHAaTPUUHHM MAUUEHTH. B KAMHUUHHTE W3NUTBAHWA MPHU BL3PACTHU NALMEHTH Bb3HUKBA NpH 4.7%
OT naureHTUTe Ha puHronumon 0.5 mg. npu 2.8% OT naUMEHTUTE HA UHTPAMYCKY1eH UHTEPPEPOH
Oeta-la v npu 1.6% o1 nauMeHTuTe HA Wtauedo. ATpUOBEHTPHUKYNapeH OJIOK BTOpa CTENEH ce
ycTanoBasa npu no-manko ot 0.2% ot Bb3pacTHUTE nauneHTH Ha Gpurronumon 0.5 mg. [pe3s
NOCTMAPKETUHIOBHA NEePHO/ ca HAbMIOAaBaHN H30NMPAHU CTYHAH HA NPEXOIEH. CNOHTAHHO
OT3BYuYaBall NbjeH AV 610K, No BpeMe Ha 6-4aCOBHA NEPHOA Ha NPOCTESAIBAHE CEA NpriaraHe Ha
nbpsaTa 103a puHronumoa. IlaynenTure ce Bb3CTaHOBABAT CIIOHTaHHO. HapyweHusTa B
NpOBOAKMOCTTA. HabAKOAABAaHH MO BPEME HA KJIMHHUYHHUTE WINUTBAHWA U 1Pe€3 NOCTMAPKETHHIOBHS
nepuoa. cduyaitHo ca npexoaHu. aCHMNTOMATHUHK KU H3UE3BAT B paMKHTE Ha NbpBUTE 24 Yaca ciea
3aMoYBaHe Ha NeueHneTo. Bunpeku e npyu NOBEYETO NAUMNEHTH HE C€ Hajlara B3€MaHeTo Ha
MEAHLIMHCKHW MEPKH, MPH €/IHH NALKUEHT Ha aeueHne ¢ dpuHronumon 0.5 mg e aaneH u3onpeHanuH
Mopajan aCHMMNTOMATHYEH aTPUHOBEHTPUKYNapeH BJIOK BTOpa cTencH T Mbobuu |,

[To Bpeme Ha NOCTMAPKETUHIOBUA NEpHO. A0 24 yaca ciie] npyiarade Ha nbpeBara jo03a, ce
HabnoAaBaT OTAENHHU. NO-KbCHO Bb3HHKBALLMW HEXENaHH CbOHTUR. BKIKOMHTENHO TPAH3IHTOPHA
ACUCTOJIUA U HEODACHUMA CMBPT. Te3M clyuau ¢ca B Pe3yATaT HA € AHOBPEMEHEH IPUEM HA APYTH
JIEKAPCTBEHN NPOAYKTH W/HIIH HA NpealuecTrawlo 3abonssaHe. Bpbikata MexAY TE3H CHOMTHA K
(pUHroNMMOA e HeonpeaeneHa.

Kpvearno naiaeane
B KAHHHYHUTE NMPOYYBAHU 3a MHOXKECTBEHA CRepo3a puHronnmMoa 0.5 mg e Oun cebpiaH ¢
MOBHIUABAHE HA KPLBHOTO Hangraxwe cpeaHo ¢ npudunnintTesnHo 3 mmHg Ha CUCTOAHOTO KPLBHO

HanfaraHe W NpuoAH3IUTERHO ¢ | mMHE Ha 1MAacCTONHOTO KPBLBHO HANATAHE. NPOABABALUO CE ——

NpUONHIMTENHO | Mecell Clie 3an0yBaHe Ha JieyeHHeTO. [1oBHLIlaBaHeTO Ha KPBLBHOTO H

NePCUCTHPA QOKATO NPOabJKaABa fedeHHeTo. CNyyan Ha XHOEPTOHUSA ¢e ¢hodlasar n

NALMEHTUTE Ha JieueHUe ¢ puHronumon 0.5 mg v npyu 3.3% oT nauneHTUTe Ha naaue ,

NOCTMAPKETHHFOBUA MEPHOI. IPE3 NBPBHA MECELl OT 3aNOUYBAHE HA JICUEHHETO H NpPe3 ﬁb,pf{un ,Qeﬂ % H';‘ E‘: ]
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JEUYECHHETO. Ce CHOOLIABA 3a CAVHAH HA XHNEPTOHUA. MPH KOMTO MOXKE 1a C€ HANOKH IEUEHHE ¢
AHTHXHIIEPTEH3UBHU CPEICTBA MIIH CIIUPAHE HA QUHIONNMMOI (BAK. Cbillo Touka 4.4 "EderTH Bbpxy
KPbBHOTO HandraHe ).

Heproopoona ¢yvuxiyus

CvobuiaBa ce 3a MOBULLIABAHE HA YEPHOAPOOHHTE €H3HUMHU NPH BB3PACTHH H NMEIUATPUUHH MALHEHTH
¢ MHOXKECTBEHA CKNepo3a. NPOoBex a1y AeUeHUe ¢ PHHroauMoa. B KIHHUYHNTE H3NUTBAHKA NPH
8.0% u 1.8% 0T Bb3pacTHUTE MAUNEHTH HA AeueHHUe ¢ puHroanmon 0.5 mg ce Habnoara
ACUMMNITOMATHYHO MOBULLABAHE HA Nha3MeHUTE HMBA Ha AJIAT ¢voTBeTHO 23X ['T'H (ropsa rpanuua
Ha HopmaTa) U 25X [T H, pecniekTusHo. IlpH HAKOH NAUNEHTH NPH NOBTOPHO NpHANAraHe Ha
NeKapcTBOTO €& Habnaapa MOBTOPHO MOBHLUABAHE HA YEPHOAPOOHUTE TPAHCAMUHAZW. NOAKPENAHKN
BPBH3KaTa ¢ NPUEMa Ha NEKaPCTBEHUS NPOAYKT. [IpH KNHHUYHW NPOYUYBAHHUA. MO BCAKO BPEME B X014
Ha NeYEeHHUETO € HadNKAABAHO NOBKULLIABAHE HA TPAHCAMUHAZUTE, BBIIPEKH UE HAN-YECTO €
HabnroaBaHo npes nbpBuTe 12 Mecena. Huearta Ha AJIAT ca ce sbpHanu ao odnvaiinute cu
CTOMHOCTH B paMKHTE Ha 2 Meceua cnell CnUpaHeTo Ha JeyeHUeTo. [1pu Mansk Opol nauneHTH
(N=10 npu 1.25 mg. N=2 npu 0.5 mg). npu konto nopHwapaHeTo Ha AJIAT e 6uno >5x [TH u
KOMUTO Ca MPOABIKHIN ICUCHUETO ¢ PUHIONUMOA, NOBULWEHWTE HUBA HA AJIAT ca ce BbpHanu ao
HOPMAaNHUTE H3IXOAHH CTOHHOCTH B PAMKHMTE Ha NPpUONU3IUTENIHO 5 Meceua (BX. CbLo TOoYKa 4.4
“YepHoapoOHa GpyHkuMa ).

HCU)_I'IHE’HHR Hd HECPEHANIA CHCINENd

B xo0na Ha KIIHHUYHUTE NPOYYBAHHA Bb3HUKBAT PEAKH CIyYaH HA HApYUIEHWA Ha HEPBHATA CUCTEMA
NpH NAUMEHTHUTE HA Nie4yeHHe ¢ PUHIOIMMOA B NO-BUCOKH 103H (1.25 uan 5.0 mg). ekarouuTenHo
HCXEMHUYEH U XEMOPArU4e€H MHCYAT H aTHITHHHH HEBPOROTHHHH HAPYIICHHUA. KATO HANPHUMEpP CbOUTHA
Hanonofg8aLlM OCcThp AMceMHHUpaH eHuedanomuennt (OM).

Cvo01aBaT ce C1y4au Ha rbpuoBe, BKIIOYHTENHO CMUISNTHYEH CTATYC. MPU ynoTpedaTa Ha
GHHCOAUMON B KIIMHUYHHUTE NPOYUBAHUA U M0 BpeME Ha NOCTMAPKETHHIOBUSR NEPHO.

Cwdosu napyveniis
Cuo0LuaBa ce 3a pelky ciyyaHd Ha nepudepHa apTepHanHa oKNy3MBHA 00€CT NMPH NaUUEHTH Ha
neyeHue ¢ PUHTOIMMOA B NO-BUCOKK R03H (1.25 mg).

Huxamena cucntexa

Ha 1-us Meceu OT 3anouBaHe Ha jie4eHHETO ¢ GUHroNnuMoa ce HabmoaaBa MHHUMANHO 10303aBUCHMO
NOHHIKEHHE B CTOHHOCTUTE Ha (hopcupaHna ekenupatoper obem (DEO)) u 1M} Y3MOHHUA KanauMWTET
1a BbriepoieH okue (DLCO). koeTo nepcuctHpa U HaTaThK. Ha 24-ua Mecell NOHUXKEHHETO CNPAMO
M3IXOIHHUTE CTOHHOCTH B NpoueHTa Ha ovakBaHuad PEOI e 2.7% 3a dunronnmox 0.5 mgn 1.2% 3a
nnauebo0. KaTo pa3MKaTa U3ye3ea el npexkparaBaHe Ha neuerueTo, 3a DLCO noHumxkeHueTo Ha 24-
na Mecew e 3.3% 3a ¢guHronrmon 0.5 mg u 2.7% 3a nnauedo (BxK. ¢bwo Touka 4.4, Edektu Bbpxy
aMxaTeaHaTa cUcTeMa).

Jhvighoan
HabniwoaasaHu ca cayyan Ha NTHMEBOM OT Pa3NHUEH BH/I. KAKTO B KIIMHHYHHUTE POYYBAHHA.
BpeMe Ha NOCTMAPKETUHIOBHA NEPHOI. BRIHOUUTEIHO €AMH (haTaneH cayyait Ha Enulait
(EBV) nonoxkurenen B-rkietbuen aumdom. Hecrorata Ha ¢avuanuTe Ha HexonkKkMHOB
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KAETBUYECH TUM(POM, BRTIIOUHTEAHO CNVUAH HA KOXKEH T-KJIeTbUeH NTUMPOM (MUKO3HC PYHIOHTeC) (BXK.
¢BLO TOYKA 4.4, 3noKavyecTBEHW 3a00N9BaAHNRA).

Xevoddeoytmen cunoposi

CooOwiarar ce MHOTO peaKH CNyvan Ha XeMo(arouMTEH CUHAPOM ¢ (aTaNeH WIX0I NPH NALUCHTH.
NICKYBAHKW ¢ PUHTONMMO/ BbB BPbi3Ka ¢ HHPEKUHUA. XeMOParouMTHHAT CHHAPOM € PATKO ChCTOAHHE,
KOETO C€ ONUCBA BbB Bpb3ka ¢ HHMEKLUHHN. HMYHOCYTIPECHS U peauua aBTOMMYHHH 3abongasaHus.

[leanaTpuyHa nonynauus

B koxTponupaHoTo neauatpuyHo u3nuTeane D23 11 (Bxk. Touka 5.1). npoduabT Ha Ge3onacHoCT Npu
neaHaTpHYHK naurenTu (Ha ewv3pact ot 10 30 noa 18 roavuu). nonyuasawy dudronuMon 0.25 mg
Uy 0,5 mg aHeBHO, KaTo uAmo € moao0eH Ha TO3U. HabnaaBaH NpU Bh3pacTHH nauveHTH. B
npoy4saHeTo 00aue ca HadNoaaBaHW NOBEYE HEBPONOrUYHHU H MCUXHYHH HapyweHna. Heobxoaumo
€ NOBULIEHO BHUMAHKE B Ta3K NOArpyna Nopaan CHAHO OrpaHUHEHUTE AAHHH, NONYUEHH OT
KNHUHUYHOTO NPOYUBaHE,

B neaaTpHuHOTO NpOoyYBaHE CYy4au Ha rbpuoBe c¢e cbodwasat npu 5,6% oT naumeHTHTE Ha
neueHune ¢ guuronumon u 0.9% ot naunenTHTE Ha NeueHue ¢ MHTEpdepoH OeTa-1a.

H3secTHO e. ye aenpecuaTa U TPEBOKHOCTTA BbIHUKBAT ¢ NO-BHCOKA Y€CTOTA B NONYNalMATa €
MHOXKECTBEHA CKIEpO3a. Jlenpecys v TPeBOXKHOCT c€ CHOOLLABAT CHLUO U NPH NMEAHATPHUHHUTE
NallMeHTH. IEKYBAHK ¢ PHHIOSTUMON.

YCcTaHOBEHHW ca U30NHpPaHK Clydau Ha JIEKO NoBHUIaBaHe Ha OMNUpyOHHA NPH NeaHATPHUHH
NauKMeHTH Ha AeueHUe ¢ PHHroIUMON.

ChobuiapaHe Ha NOIO3UPAHY HEXKETAHHU PeaKLMH
Coo0@aBaHETO HA NMOA03UPAHU HEXKENAHW PEaKUIMHU CIeA pa3pellapaHe 3a ynoTpeda Ha NeKapCTBEHHUS

NPOAYKT € BaxKHO. ToBa No3BOAABA 13 NPOABLAKH HADNIOACHUETO Ha CbOTHOWEHHUETO MOJ3a/pUCK 3a
nekapcTBeHUs NMpoaykT. OT MEAUUMHCKUTE CNEUHATHCTH C€ HU3MCKBA 1a cboOUaBaT BCaka
NoN03HPaHa HEXeNaHa peaKklns upes

HUinbaHUTENHA areKUMS No AeKapeTBara

yn. . Jamad I'pyes™ Ne 8

1303 Cogus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9. Ilpeao3npane

EanokpaTHOoTO npunaraHe Ha a03a npesuwasaiia 80 neTy npenopbunTennara no3a (0.5 mg)e

noHeceHo A00pe OT 3ApaBH Bb3pacTHU Aodposonud. [1pu npunarane Ha 1o3a ot 40 mg. 5 ot 6-1¢
VUYACTHUUM Ca ChOOLUMIH 33 JIEKA TEXKECT UK AUCKOMOPOPT B FbPAMTE. CBBP3AHHU C NOBHLLEHATA
PEAKTUBHOCT HA MAJIKHTE BbL3YXOHOCHH MbTHLLA.

OuUHroNKMMOA MOXE Aa Npean3BrKa Opanvkapans Npu 3anouyBaHe Ha nevyeHUeTo. [ToHuxg

i
ChpaeyHaTa HECTOTA 3anouBa OOMKHOBEHO [0 €1HH 4ac ¢J1ea NpHiaraHe Ha Nbpeara 4033 .
wipaseno 10 6 uyaca. OTpHUATERHHAT XPOHOTPONEH ePEKT HA (PUHIONKMOA ce 3aabpka NOpele BT

] -~r




yaca U NOCTENEHHO HAMAJIABA Npe3 CJieABAUMTE THH OT JICUEHUETO (32 NOAPOOHOCTH BK. TOUKa 4.4).
Mna cbobleHns 3a 3adaBeHa aTPHOBEHTPHUKYN1APHA NPOBOAMMOCT. C H30NHPAHH CHOOLUEHHS 33
TPaHIMTOPEH CIIOHTARHO OT3BYUaBaW NbiieH AV 0nok (8x. Toukd 4.4 u 4.8).

BaxHo €. ako nNpeao3upaHeTo Ce € CIYYHIO NPpU NbpBata ekcno3uuuMa Ha ['akceHnm. naukMeHTHTE 12
ObaaT NPOC/EAEHHU Ype3 NpoabixuTeNnHO (B peanHo Bpeme) EKI u exxevacHo nimepsaHe Ha
CbpAEYHATA YECTOTA M KPLBHOTO HAJIAraHe. Hal-Manko Apes NbpeUuTe 6 vaca (BK. Touka 4.4).

(OcBeH TOBA. aKo ¢fea 6 vaca cbpacUuHaTa 4ecToTa € <45 vhapa 8 MHHYTA NPH BB3PACTHH NAUHEHTH.
<55 ynapa B MHHYTA NpH NeHaTpUYHU NAUKEHTH HA Bb3pacT |2 roauuy u noeeue uwan <60 yaapa B
MHUHVTA NP MeIUaTPHUHHU NAUUEHTH Ha Bb3pacT oT 10 1o noa 12 roaunu. vnau EKI -70 na 6-us uac
Cflena npunarade Ha nbpeaTa 103a noka3ea AV 010K BTOpa UK no-BUCOKa cTened. uian QTc
nuTepsan >500 msec, npocneasBaHeTo TPAOBa 1a Obae YAbIKEHO. HAR-MANKO NPe3 HOLLTA W 10
niyesBaHe Ha HaxoakuTe. [loasata. no KOETO U na e Bpeme, Ha AV DIOK TpeTa cTeneH. Ccbllo TpsadBa
na 0bae NOCeABAHA OT NPOABKUTENIHO NPOC/ieAABAHE. BRIIOUUTETHO NPOCNEAsBaHE Npe3 HOWITA.

G)HHI“OHHMGII HE MOXE 14 ﬁb,ue {)TCTpaHEH OT TANNOTO HpE3 Adainia N I'IJ'IEHM&(I)EpE'Etﬂ.
5. PAPMAKOJOI'NYHU CBOUCTBA

5.1. PapmakoAHHAMUMHH CBOHCTBA
(dapmaxoTepanesTU4iHa rpyna: FIMyHocynpecopu. MoaynaTopy Ha peuentopa 3a CPUHro3uH-1-
docar S1P). ATC koa: LO4AEOQ]

MexaHH3bM HA JEHCTBHE

dunronumoa € chuuroszud |-dgocdat peuentoper moavaatop. GDuHronumMoa ce Metabonusnpa or
c(PUHro3MH KHHa3a 10 aKTHBEH MeTaboauT gurronumoa gocedar. DuHronumoa ce cBbLp3Ba B HUICKH
HAHOMOTAPHU KOHUEHTPALUKUH CbC CPUHIO3UH 1-ocdaT (C1D) peuentop 1. nokasuupaH BepXY
NUM$POUNTHUTE K C NEKOTa NPEMHHABA KPLBHO-MO3bYHATA DapHepa. 3a aa ce cbpxe ¢cbve ClP
peuenTop |, Tokanu3upaH B HEBPOHUTE Ha LeHTpanHaTta HepsHa cuctema (LIHC). JleficTBakiku kaTo
(byHKUHOHaNeH aHTaroHUCT Ha C 1 ® peuenTtopa BbpXy AUMdounTuTe. GuHronnmMoa ¢ocdat 0J0KHpa
¢cNoCcOoOHOCTTA HA NUMMOLMUTHTE Aa HAMYCHAT TIMMQPHHUTE Bb3NH. NPEAUIBUKBARKH TAXHOTO
npepasnpeaesicHUe, a He NoHW»KapaHe. [1poyuBaHus NPy )KUBOTHH NOKa3BaT., Y€ TOBA
npepaznpeeneHne Hamanapa HHpuntpupadeTo Ha LIHC ¢ natoreHHn TUM$POLUMTH, BKIHOUHTETHO
npo-uHdnamatopHu Thl7 KneTKW. KOKTO y4aCTBAT BBE BH3MAJIMTEIHUTE NPOLCCH H YBPEXKNAHETO HA
HepBHaTa TbKaH. [IpOYyYBaAHUATA NPH XKUBOTHH U ONKTH i1 vitro NOKA3BaT. Y& PUHTOIHMOA MONKE
ChLULO TaKa Aa AeHCTBA 4pe3 AHPEKTHO B3aUMoaeHCTBHE CbC C 1D peuenTOprTe HAa HEPBHUTE KAECTKH.

dapMakoAMHAMHYHU edeKTH

B pamkuTe Ha 4-6 yaca cnea npuaaraHe Ha nbpBata A03a guHroaumon 0.5 mg, OpoAaT Ha
nuMbounTHuTe B neprhepHaTa KpbE cnana 10 npudnanintento 75% ot wixoaHua. Mpu
NPOJB/HKABAHE HA ICHEHUETO H €XKCAHEBEH NPUEM Ha 103aTa OPOAT HAa MMMQPOLHTHTE NPoabLIKABA 1A

KNeTKH/MHUKPOAHTBD WK NpHOAH3IHTENHO 30% OT uixoarara ctoiHocT. OceMHaneceT
NAUMEHTHTE NOHE €IHOKPATHO €A AOCTHFANHW A0 MUHUManeH numdounteH Spoi no 2

:. -.
KNETKH/ MUKPONMTBY. HUCKHAT numdounTeH Dpoi ce 3aabpika B X0/1a HA IEYEHHETO. | Gﬂu’.llél ﬁp ) =
oT T- 1 B-nuMpounTUTEe peI0BHO NpeMHHABRAT NPe3 TMMPOUTHUTE OPraHH U HMEHHO, 'Tegu me:rhn ca / o
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3acerHaTH B Hal-roaamMa crened oT dunronumon. Mpubnusutenno 15-20% ot T-nuM@pounTHTe ca
epeKTOPHH T-KAETKH HA MAMETTa. KJIETKH. KOWTO €& BAXKHH 3a NEPUPEPHOTO UMY HHO HADIIOAEHHE.
THh kaTo TO3H ANMPOUUTEH NOABH HE MPEMUHABA NPE3 HMYHHHUTE OPraHH. HE Ce NOBAUABA OT
hurronnnson. [Nosuinasaneto Ha nepHdepHrs TMMAOLUTEH OPOH € BUAMMO B PAMKHTE HA HAKONKO
AHH CNell CriipaHe Ha NEUEHHETO ¢ (PUHTOAUMOL H OOMKHOBEHO B PAMKHUTE HA ABa MECeUa ¢€ JOCTHra
710 HOPMATHHTE U3XOAHW HUBA. [1pOIBHKHTENHOTO eueHne ¢ PUHTONHMOMA BOAH A0 JEKO
NOoHHXKeHHe B Opos Ha neBkouUTHTE 10 80% OT M3x0aAHMA. MOHOUMTHTE HE Ce MOBNHABAT OT
(hHHroANMOA.

(DUHroMMMOoa NPUYUHABA NPEXOIHO HAMAMABAHE HA ChPACYHATA YE€CTOTA W 3aDaBAHE B
aTPHOBEHTPUKYNAPHATA NPOBOAHMOCT TIPH 3aMNouUBaHe Ha NeveHUeTo {BAK. Touku 4.4 n 4.8).
MaKkcUManHO NOHWKEHHUE HAa CbpAEcUYHATA YeCTOoTa ¢€ HaDaaBa 10 6 yaca ¢nel npuiaraHe Ha
no3ata, ¢be 70% HeraTvBeH XpoHOTponeH e(eKT B paMKUTe Ha mbpBMA JeH. [1pu npoabnixkapaHe Ha
NTEYEHHUETO ChpAeUHATA YECTOTA CE BPbLUA 10 HOPMAJTHK CTOWHOCTH B PAMKHTE Ha €1HH Mecell.
[ToHMXKEHHMETO Ha CbpaevHaTa YeCTOTa, NPEAN3BHKAHO OT (PUHTOJHMO/ € OOPATHMO MpU
NnapeHTEePaTHO NPUAMKEHHE HA aTPOMNMHH WK H30APEHANHH. YCTaHOBEHO €. Y€ HHXANATOPHUAT
CaIMETEPOJ CBLLO HMA YMEPEH NO3IHTUBEH XPOHOTponeH edekT. [1pH 3anouBaHe HA NEYEHHETO ¢
¢uHronMmoa ce HabmoaaBa NOBUILABAHE HA CIYHAHTE HA MPEXKIACBPEMEHHO NPEACHPAHO
CbhKpalllaBaHe, HO He ce HaOnt0/1aBa NOBUILABAHE HA YECTOTATa Ha MPEACHPAHO MbKIAEHE/TpenTeHe.
KaMEPHH apUTMHH HJIH €KTONHYEH PHTEM. JIeueHUeTo ¢ (PUHIONMMO/I HE € CBBP3IAHO ¢ MOHWKEHHE HA
¢pakuHATA Ha UITIIACKBAHE. ABRTOHOMHATA (PYHKLUHA HA CHPLETO, BRITIOYUTENHO BapHaLHMATa HA
ChpAEHHATA YECTOTA B PAMKHTE HA N€HR U OTrOBOpa KbM (PUIHYECKH YNPAKHEHHA HE CE MOBNUABAT
OT JIEHEHHETO ¢ PUHIOAMMO.

S1P4 MokKe 4acTUUHO aa AOMPUHECE 3a €(PEeKTa, HO HE € OCHOBHUAT PELENTOP. OTIOBOPEH 3a
M3UEPNBAHETO HA NUMbounTHTE. MeXxaHNW3IMBT Ha OpaaMKapaMaTa ¥ Ba30KOHCTPUKUUATA Ca
MPOYHEHH CHLLO i1 Vilro TIPH MOPCKH CBUHYETA M U30JIMPAHA 33€1UKa a0pTa K KOPOHApHA apTepus.
HanpaseHo e 3akntoueHue. e 6paaukapavaTa MOXKe 44 ce MEAUUPa OCHOBHO 4pe3 aKTUBUPAHE Ha
KIR kananu uau G-nporenn aktusupann KIR kananu (IKACh/GIRK) 1 4e Ba3OKOHCTpHKUMATA
BEPOSAITHO Ce Meauupa upe3 Rho KHMHa3a v N0 KaNMUHH-3aBUCHM MEXAHUIBM.,

JeueHUeTO ¢ QUHIONUMOI NMPH €AHOKPATHO WK MHOTOKPATHO npuaaraHe Ha Ao3uTe ot 0.5 n 1.25
Mg B NPOABLAKEHHUE HA JABE CEAMHWLHN HE € CBBP3aHO CbC 3HAUYMMO MOBULUABAHE HA PE3UCTEHTHOCTTA
Ha JMXxaTe/IHATE NbTHa. n3MepeHa ypes PEOI u popcupadus ekcnupaTtoper aedut (PEJL) 25-735.
HeszaBHCHMO OT TOBA €AHOKPATHOTO NpuiaraHe Ha PUHTONUMOA B 1033 =5 mg (10-nbTH Haa
NpernopLYUTEAHATA 103a) € CBBP3aHO ¢ 10303aBHCUMO NOBHULLIABAHE HA PE3UCTEHTHOCTTA HA
NUXaATEJTHUTE MbTHILA. MHOMOKpaTHOTO NpUAaraHe Ha GUHroanmMoa B 103d ot 4.5, 1.25 uan 3 mg He
€ CBbP3aHO ¢ HAPYWEHUA B OKCUT€HUPAHETO UK C KMCIOPOIEH rN1aa Mpyu YNPaxKHEHHUS. HUIHN ¢
NOBUILEHA YYBCTBUTEIHOCT HA AMXATENTHUTE NbTHLIA KbM MeTaXONHH. HHAMBHANTE HA NedeHue ¢
(PMHrOAHMOA HMAT HOpManeH DPOHXOANNATATOPEH OTIOBOP KbM HHXANATOPHH OE€TA arOHUCTH,

KnnHuuHa edbnkacHOCT U He30nacHoCT

NALUHEHTH, KOUTO €a HMANH =2 NpyMcThA Npe3 NPeaWecTBaUMTE 2 MOAHHH HAH > |
npealecTBallaTa €1Ha roauMHa. PaslupeHUsT CKOp 3a OUEHKA Ha HHBAIWAN3ALMAT




Disability Status Score [EDSS]) e 0un mexkay 0 m 3.5, Cnen peructpauusata Ha QUHIONUMON €
NPOBEIEHO W TPETO NPOVHUBAHE NPU CbLUATA BB3PACTHA NALUHEHTCKA NOMYIALIHA.

Usnuteane D2301 (FREEDOMS) € 2-roavuHo paHAOMH3HPAaHO, ABORHO-CNANO. f1auedo-
koHTponuparno ®aza Il nznuteade npu 1 272 naumerdtd (n=425 3a 0.5 mg: 429 3a 1.25 mg: 418 3a
naaunebo). MennaHaTta Ha M3XOHHUTE XapaKTEPUCTUKH € Ounia: Bb3pact 37 FroAUHMN.
NPOABLIKUTENHOCT Ha 3abonasadeTo 6.7 roanHy 1 EDSS - 2.0. KpaitHuTte pe3yararu oT npoyusaHeTo
ca npeacraBeHn B Tabnuua 1. Hama curHvgpukanTHH painuku Mexay aosurte ot 0.5 mgu .25 mg no
OTHOLLIEHHE HA KPAHHUTE TOUKH,

Tadaunua 1 Hanursane D2301 (FREEDOMS): ocHoBHH pe3yaraTh

POuHroanmon
Ilnranebo
0,5 mg
KAnHHYHE KPAHHA TOYKH
["onMiHa YecTOTa HA peUnaAMBHTE (MbPBHYHA KpaHHA
8 P (mep P 0,18** 0,40

TOUKA)
[TpoueHT naumeHTH 6€3 peunaue Ha 24-us mecel 70%** 46%
[TpoueHT nauMeHTH ¢ 3-mecevHa NOTBbPAECHA NPOTPECH 17 % 24 %
Ha MHBANKAW3aUMATAT
KoetnumneHT Ha pucka (95% CI) 0,70 (0,52, 0.96)*
AMP kpaiiHu TOUKH
MenuaHa Ha (cpeaeH) Opos HOBH WA Ha yrojeMeHuTe T2

(cpenen) Op ’ 0,0 (2.5)** 5,0 (9.8)
Ne31u 3a Nneproa ot 24 Meceua
Menuana Ha (cpeaeH) 0pos Ha Gd-ycuneHuTe nesuu Ha 24-

(cpeacH) Op ' 0,0 (0,2)** 0,0 (1.1)
us Mecel
Mennana Ha (CpeaHa) npoMsHaTa B roNeMHHAaTa Ha

8 (cpeana) np 10,7 (-0,8)** 1,0 (-1,3)
rnaBHUA MO3bK B % 3a nepuoa ot 24 mecela
T [IporpecusTa Ha nHBaNMAW3aUMATA ce AeduHKMpa KaTo nosriabaHe Ha EDSS ¢ | touka.
NOTBBLPAECHO 3 MeceLla No-KbCHO

k¥ p<(,001, *p<0,05 cnpamo nnauedo
BCHUKH aHANTW3H HA KIMHUUHHTE KpaiHU TOUKHK ¢a npH intent-to-treat nonyvaauuns. lMpu AMP
AHATMIKTE Ca MU3NOJ3BAHH OUEHUMH JaHHH

[lauueHTHTE. KOUTO ¢a NPHUKAKUKAN CBOETO YHACTHE B 24-MECEUHOTO OCHOBHO H3NUTBAaHE
FREEDOMS. morat ga 0b1aT BEJAKOUEHH B 3aCAENEHOTO MO OTHOLWEHHUE Ha NPHEMaAHAaTa 103a
npoawvLKeHWe Ha uinuTeaHeTo (D2301E1) 1 na nonyuapat ¢purronumon. Oowo 920 nauneHTy ca
praoueHd (n=331 npoabnxkasat aa nonyuasat 0.5 mg. 289 npoavmkasar aa nonyuasart .25 mg.,

155 npemuuaegat ot naaueto Ha (.5 mg v 145 npemunasar oT nnauedo Ha 1.25 mg). Cnea 12 meceua
(36-TH Mecew), 856 naurenTH (93%) npoabmKaBaT yuacTHETO ¢v. Mexay 24-ua v 36-Hs Mecel
roaMlHaTa yectota Ha peunamneute (I'UP) npu naunenTuTe Ha puHronrmon 0.5 mg B OCHOBHOTO
npoyuBaHe. KOMTO oc¢Tasart Ha A03a oT 0.5 mg e 0.17 (0.21 B ocHOBHOTO uinuTeane). [ 'HP npu
NaUUeHTHTE. NpeMUHanu oT naauedo kuvM puHronumon 0.5 mg e 0.22 (0.42 8 OCHOBHOTO U3INUTBAHE).

koHTpoauparo @aza Il n3nuTeane Ha GUHroNMMOA. CbC cbluma au3aid, npy |1 083 naum
Ha 0.5 mg, 370 Ha 1.25 mg. 355 va nnauedo) ¢ TIPMC (D2309: FREEDOMS 2). Menua

\ .-:’" R‘-.- g ‘I A v ; ®
Et. '; \‘-‘__‘ } f ':“-.. /'
o, "



CTOHHOCTHTE HA U3XOHUTE XAPAKTEPHUCTHRH €A; BBL3PpAcT 41 roanHU. NPOABNKUTENHOCT HA

3abonasaneTo 8.9 roauHu v EDSS ckop 2.5.

Taoauua 2 Uinureane D2309 (FREEDOMS 2): ocHOBHH pe3yaTaTH

DUHrOINMOA
Ilnauebo
(3,5 mg
KJHHHYHHE KPAHHE TOYKH
[onnwiHa yecToTa Ha peLUnaAMBHTE (MbpBHUUHA KpakiHa Touka) | 0,21** 0.40
[IpouieHT nauneHTH O€3 peunane Ha 24-yug mecel 71.5%** 52,7%
[TpoueHT maumMeHTH ¢ 3-MeceuHa NoTebLpPACHA nporpecus Ha | 25% 29%
WHBanuau3aungaTat
KoeduruueHt Ha pucka (95% CI) 0,83 (0,61, 1,12)
SIMP kpaiinn TOUKH
Menuana Ha (cpeneH) Oposi HOBH MK Ha yrosieMeHuTe T2 0,0 (2,3)** 4,0 (8,9)
Ne31H 3a NepHoa oT 24 meceua
Menauvana Ha (cpeaen) 6pos Ha Gd-ycuneHnurte aesuu Ha 24- | 0,0 (0.4)** 0,0 (1,2)
WA Mecell
MennaHna Ha (cpeasa) npomsaHaTta B o6ema Ha rasHis Mo3bk | -0,71 (-0,86)** -1,02 (-1,28)
B % 3a nepuoa oT 24 meceua
T [TporpecusTa Ha MHBanHMAM3aLMUATA ce aedHHHpa kaTo noBuwapaHe Ha EDSS ¢ | Touka,
NOTBBPACHO 3 MeceLa NO-KbCHO
% p<(,001 cnpamo niaaue6o
BcrukH aHanu3u Ha KIMHUYHKTE KpaliHu TOYKH ¢a NpH intent-to-treat nonynauus. Hpu AMP
AHANWIKUTE Ca U3MN0JI3BAHU OLIEHWUMH NAHHM.

HUsnureane D2302 (TRANSFORMS) € |-roauinHo paHaoMH3KMpaHo, ABOHHO-CIANO, AKTHBHO
(wHTepcepoH GeTa-1a) koutponupaHo ®aza Il winureade npu 1 280 nauneHTu (n=429 3a 0.5 mg.
420 3a 1.25 mg. 431 3a untepdepon Oeta-la. npunarad 8 103a oT 30 [lg KATO HHTPAMYCKYJTHA

HHIXKEKLIMA BeAHbX CeAMHUYH0). MenuaHaTa Ha W3XOHUTE XapakTepUCTUKHK € Ouna: Bb3pacT 36
FrOAUHHU. NPOABIKHUTENHOCT Ha 3abonseaHeTo 5.9 roavun u wixoaex EDSS - 2.0. Kpaiiuure
pe3yJITaTH OT U3NUTBAHETO ca npeacTaBeHd B Tadnuua 3. Hama CUrHMDHUKAHTHY pa3IuKK Mexay
ao3ute oT 0.5 mg u 1.25 mg no oTHOWEHHE HA KPpaHHHUTE TOUKHK HA APOYYBAHETO.

Tatnuna 3 Usnureane D2302 (TRANSFORMS): ocnoBHE pe3yaTaTh

HHBaAAMAM3auHaTat
KoeduuuneHT Ha pucka (95% CI)

0,71 (0,42, 1.21)

DOUHI0IHMO] Hutepdepon
0,5 mg beTa-1a, 30 ng
KaHHH4YHNA KPAHHH TOUYKH
[0AMLLIHA Y4€CTOTA Ha peUUIHBUTE (ITEPBUYHA KpailHa 0,16*%* 0.33
TOYKA)
[MTpoueHT naunenTH 6e3 peunans Ha 12-ua meceu 83%**
[poueHT NaUMEeHTH ¢ 3-MeceUuHa NOTBbpAEHA nporpecus Ha | 6%

AMP kpalinu TOUKH

Menuana Ha (cpeiaeH) 6post HOBH UK HA yrojiemMeHuTe 12

Je3uH 3a nepuoa ot |2 meceua

0,0 (1.7)*




MeaunaHa Ha (cpenen) 6pos Ha Gd-yeunenuTe fezud Ha 12- | 0,0 (0.2)** 0.0 (0.5)

Ha Mecel

MenauaHa Ha (cpenHa) npomMsHaTa B ronemuHara Ha rnashus | -0.2 (-0,3)** -0.4 (-0,5)

MO3BLK B % 3a nepuoa ot 12 meceua

T [IporpecraTa Ha MHBaNMIM3aALMUATA c€ AeUHHUpa KaTo noBuwasaHe Ha EDSS ¢ | Touka.
NOTBLPACHO 3 Mecela NO-KbCHO

* p<0,01, ** p<0,001, cnpamo unTepdepon Hera-la

Bcuuky aHany3M Ha KAMHWUYHWUTE KpaiiHU TOYKKU ca Npy Intent-to-treat nonyvaauus. [pw AMP
aHANUIUTE Ca UINO3BAHK OUCHHMH JaHHH

[TaLpeHTHTE. KOUTO ca NPHKITKOUHIK CBOETO YHacTHE B | 2-MECCUHOTO OCHOBHO H3MHUTBAHE
TRANSFORMS. morat na 6b3at BKAKYEHHU B 3aCNENEHOTO NO OTHOWEHHE HA NpUeMaHnarTa 103a
npoabakeHue Ha uinuTeaneto (D2302E1) v na noayuasat ¢puuronumon. Oduwo 1 030 nauneHnTH ca
BKAKOUYEHH. BBIPEKH Ye TPH 3-MAa OT NTAUHEHTHTE HE € NPOoBEXKIAHO neveHne (N=356 npoabnkKaBaT Ha
0.5 mg. 330 npoasmkaear Ha 1,25 mg. |67 npemuHasat oT uHTeppepoH Oeta-laHa 0.5 mgu 174
npeMuUHaBaT oT HHTepdepoH Oeta-l1a Ha 1,25 mg). Cnea 12 meceua (24-tu mecewn). 882 nauneHTH
(86%) nponvaxapaT yuactueto cu. Mexay 12-va u 24-ug mecen, I'YP npy naumeHTHUTE HA
tdmuHronumon 0.5 mg B OCHOBHOTO U3MUTBAHE. KOWTO OCTaBaT Ha ao3a ot 0,5 mge 0.20 (0.19 B
OCHOBHOTO u3nuTBaHe). ['HYP npu nauneHTUTe. NpeMUHANH OT HHTEepdepoH OeTa-1a KbM
duHronumoa 0.5 mg e 0.33 (0.48 B OCHOBHOTO U3NUTBAHE),

CoopHuTe pe3ynTaTh oT uinuteaHusta D2301 u D2302 noka3aT peanHo ¥ CTATUCTHUYECKH 3HAYUMO

MOHMXKEHHE HA rOJHUWHATA YECTOTATA HA PELIHAMBHTE CNPAMO CPABHABALLMA areHT B OTIAS/THUTE
NOACPYNH, pa3zleNeHH N0 NOJ. Bb3PacT. NPeaIecTsalla Tepanus 3a MHOXKECTBEHA CRNepo3a,
AKTHBHOCT Ha 3a00NABAHETO WAH CTEMEH HA HHBANUAHOCT B HA4YANOTO Ha NPOYUBAHETO.

[To-HATATBLIHWTE aHAMKM3HU HA KIHHHUYHWTE JaHHH NOKA3BaT TPAHHKW TEPanNeBTHYHH PE3Y/ITATH B
NOArPYNUTE Ha NALUMEHTUTE ¢ BUCOKOAKTHBHA NMPHCTBIHO-PEMHUTEHTHA MHOXECTBEHA CKAEPO3A,

[leauaTpuuHa nonynauus

EdukacHocTra 1 Oe3onacHocTTa Ha 1034 0,25 mg unun 0.5 mg brHronumon seAHbX AHEBHO (103UTE
ca W30paHH B 3aBHCUMOCT OT TEIECHOTO TEMI0 M U3IMEPEHATA eKCITO3ULMA) ca YCTAHOBEHWU NPH
neIMaTpUUHH NallMeHTH Ha Bb3pacT oT 10 a0 <18 roamHHU ¢ NpUCTBIHO-PEMUTEHTHA MHOMKECTBEHA
CKIIEpO3a.

[Ipoyuyeane D231l (PARADIGMS) e asoirocnnno, ABONHOMaCcKKPAHO. KOHTPOJIUPAHO ¢ AKTHBHO
BELLECTBO MPOYUBRAHE C pa3iviHa NPOIAbMKHTENHOCT 10 24 Meceua. ¢ 215 nauneHTH, Ha BB3pacT OT
10 10 <18 roamnu (n=107 Ha puuronumoa. n=108 Ha unTephepon deta-la 30 pg. npunaran upes
MHTPaMYCKYJIHA HHXKEKLUHA BEIHBK CEAMHUYHO).

CTOHHOCTHTE HA MEAMAHUTE HA M3XOTHHUTE XAPAKTEPUCTHKH ca: Bb3pacT 16 roaMHU. meanaHa Ha
NPOALLKMTENHOCTTA Ha 3a0onasaHeTo 1.5 roaudu u EDSS ckop 1.5. MHO3HHCTBOTO OT NaLUMEHTHUTE
ca cTaaui Ha paisuTHe no Tanep 2 uau no-eucok (94.4%) n ca >40 kg (95.3%). KaTto ugno 180
(84%) oT nauMeHTHTE ca 3aB8bPUIKAM OCHOBHATA (ha3za Ha npoyvuBaHeTo (=99 [92.5%] Ha
dunronumon. 81 [75%] Ha nurepdepon beta-1a). KpaliHute pe3yaTaTv ca npencTaBeHu




Tadauuna 4 Ipoyusane D2311 (PARADIGMS): ocHoBHH pe3yaTaTh

Fingolimod [nterferon
925 mg or beta-1a, 30 pg
0.5 mg

KAHHHYHH KPAHHH TOMKH N=107 N=107"

YecToTa Ha peUMAMBHTE Ha roauilIHa 0asza (NMbpBUYHA 0,122%* 0,675

KpaHHa TOUYKa)

[TpoueHT nauneHTn 6e3 peuHanB Ha 24-ua mecell 85,7** 38,8

AMP kpaiiHH TOUKH |
YecToTa Ha Opost HOBOTIOABHUIH C€ HAW HA HACKOPO n=106 n=102
yroieMeHd T2 ne3un Ha roaniuna dasa

Kopurupana cpeaHa cToORHOCT 4,393%* 9,269

Bpoti Ha Gd-ycunenute T1 ne3uu Ha ckaddpaHe 00 24-us n=106 n=101
MeceLl

Kopurupana cpeaHa CTORHOCT 0,436** 1,282
YecToTa Ha aTpoPus Ha MOIBKA OT U3XOHOTO HUBO 10 24- n=9%6 n=89

Ha Mecell. Ha roguuiHa basa

CpeaHa cTORHOCT Ha HaH-MaNIKUTE KBaapaTH -0,48* -0,80

# EauMH nauveHT, paHAOMHW3HPpAH Aa nony4vasa wHtepdepon 0eta-la upe3 MHTpaMyCcKyHa

HHKEKUHA. HE € OUN B CHCTOAHHWE Aa NOrbjHe ABOHHOMACKMPALLIOTO NEKAPCTBO U €
NpeyCTAHOBHA YUYacTHE B NPoy4uBaHeTO. [TaLUHEHTBT € HIKTIOUYEH OT LAIOCTHUS AHAAH3 W
OT UAJIaTa aHaNM3UPpaHa nonyanus 1 NonyiauuaTa 3a aHau3 Ha 6e30nacHoOCTTa.

* p<0,05, ** p<0,001, B cpaBHeHue ¢ uHTEpdepoH OeTa-1a.

Bcytky aHaniM3KM Ha KIMHHYHHWTE KPaiHH TOUKHK €a M3BbPLLEHH HA LANaTa aHaIU3UpaHa

nonynauus.

5.2. PapMaKOKHHETHYHH CBOHCTBA

DapMaKOKHHETHYHHTE JaHHKW Ca NOAYYEHH OT 3ApaBu Bb3PACTHH A100pOBOILK, OBOpEUHO
TPAHCIJIAHTHPAHH Bb3PACTHU NALHEHTH U Bb3PACTHH NALUMEHTH ¢ MHOMKECTBEHA CKilepo3a.

dapMaKoNOrH4HO aKTUBHHUAT META0O0/IMT, OTFOBOPEH 3a e(UKACHOCTTA € hUHronumoa dbocdar.

Abcopbuma
Dunroaumon ce abcopbupa H6asHo (tmax € 12-16 yaca) u B roaama cteneH (285%). [lprenanara
abcontoTHa nepopanHa OMORAAUUYHOCT € 93% (95% aoseputeneH untepsan: 79-111%). CtaunonapHo
ChCTOAHHE HA KOHUEHTPALKATA B KPbBTA C€ NOCTUra B paMKHTE Ha | 10 I Meceua npy npunaraue
BEAHDbK IHEBHO H HHUBATA MPH CTALMOHAPHO CLCTORHHE Ca NPUONU3HUTENHO 10-NbBTH NO-BUCOKK OT
HavaHaTa 101a. 1




[TpuenmbT Ha XpaHa He noBauaBa C ., UK excnosuumata (AUC) Ha Gunronumoan. [ipu ¢punronumon
pocat Cmax ce noHnkasa cnabo ¢ 34%. nokato AUC octasa HenpomeneHa. Ilopaam Tazu npuumna
(uHronnmon Moxe 1a ce npvema 0e3 HAKAKBA 3aBHCHMOCT OT XpaHaTa (BxK. Touka 4.2).

PaznpeieneHue
duHronnMmMon ce painpeness BbB BHCOKA CTEMEH B YEPBEHUTE KPBbBHH KNETKH, KOUTO ChCTaBAABAT

86% oT KnerbuHaTa ppakuma Ha KpbeTa. PuHroaumoa pocdar ce ycBoABa B NO-MANKa CTENEH OT
KpbBHUTE KNeTkH <17%. GuHronumoa U puHronumon pocedar ce CBbp3BAT BLB BUCOK CTEMEH €
oentTuuUTE (>99%).

®uHroaumMoa ce pa3npocTpaHaBa BB BUCOKA CTEMEH B TbKAHWTE ¢ 00€M HA painpeaeseHUE OKOM0

1 200£260 nutpa. [Ipoyusane npy YeTHPHMA 3ApaBH J0OPOBOIUH. NPH KOHTO € NMPHUIIOKEHA
eIMHHYHA HHTPABEHO3HA 103a PAAHOHIOTONHO MAPKHUPAH aHANOT HA (PUHCONKUMO. TTOKa3Ba. He
dbUHroIMMOA NpeMHHaBa B MO3bKa. B npoyusaHe npu |3 nauneHTH MBKE ¢ MHOXKECTBEHA CKNEpO1a.
ripuemaliyn GuHronumoa 0.5 mg/neH. cpeaHOTO KOIMUECTBO Ha (PUHIOAUMOA, (H PHHIOMUMOS
docdart) B ceMEHHATA TEUHOCT, B CTALUHOHAPHO cbCTOAHME, € Npubnn3nTenHo 10 000 nbTi no-HHCKO,
OTKOJIKOTO B NepopaiHO nprioxkeHara no03a (0.5 mg).

buorpanchopmaumns

[1pu xopara dhHHronnumMoa ce TpaHcpopmupa upes odpaTHMO CTEPEOCCNSKTHBHO GOCPOPHIHUPAHE A0
chapMarkonorudHo akTHBHHS (S)-eHaHTHOMEP Ha (puHronumoa docdar. GUHroaMMO ce eNMMHHNpa
upe3 OKCHIaTHBHA OHOoTpaHchopMauns. KaTanusupaHa npeanmHo dpes CYP4EF2. a sepodaTHO U upes
APYrH U30CH3UMH. H YACTUYHO Pa3nNajaHe Ha MacTHY KHCENHHHU A0 HEAKTHBHU METabOoNnTH.
Habnionaea ce cblo Taka odpazyBaHe Ha (papMaKONOrHYHO HEAKTHBEH HENMOJIAPEH LEPAMUIOR
aHanor Ha GpuHronuMoa. OCHOBHHUTE €HIUMMU, YHACTBALUK B METAOONW3HPAHETO HA PUHIOAUMOA Cca
4AaCTUHHO onpeneneHy n morar Ja 6bvaat CYP4F2 nnm CYP3 A4,

Cnen eAHOKpaTHO nepopaiHo npunarane Ha [ *C] ¢puuroanmmon. GONWKUHCTBOTO OT KOMIMTOHEHTHUTE HA
GUHrONMMO B KPLBTA, ONPEACNEHH Ype3 TAXHOTO aonpuHacaHe 3a AUC 10 34 auu chea npunaraHe

Ha n03aTa. ¢a CaMHAT GUHroanuMon (23%). duuroaumon docdat (10%). U HeakTUBHH MeTabOAHTH
(M3 kapbokcunupaH kuceanHeH metabonut (8%). M29 uepammnaen metadonur (9%) n M30

uepampnieH metabonut (7%)).

EnnMuHupaHe

KnupbHCBLT Ha pHHroaumoa oT kpbeTa € 6.312.3 I/h ¥ cpeaHMAT NPUBUICH TEPMHHANEH MOAYXKHUBOT

Ha eNUMUHKpaHE (11 2) € 6-9 aHW. HrBaTa Ha pHHronuMoa M pURronumMoa gocdar B KpbBTa Ce
MOHWKABAT YCIOpeaHO B TepMHHaNnHaTa (haza, KOeTO BOIH 40 NoA00EH NOAYXUBOT U 3a ABaTa

MeTadonUTa.

[1pu nepopanHo npuaoxkeHye okono 81% ot go3ara ce ekckpeThpa 0aBHO B VPHHATA KAaTO HEAKTHBHH
MeTaboauTH. PuHronumon u puHronumo hocar He €€ eKCKPETHPAH HENPOMEHEHH B YpHUHATA. HO
Ca OCHOBHHW KOMMOHEHTH BLB (Ppeleca. KbIAETO BCEKH €1HH OT TAX C€ OTKPUBA B KOTMUECTBA




JiMHeHHOCT

KoHueHTpauuuTe Ha (QUHIONIMMO1 U PUHTONUMOT (POCKAT HapacTBaT BHAMMO 10303aBUCUMO NpUH
MHOTOKPATHO MpUNlaraHe BeAHbAK AHEBHO Ha 103a oT 0.5 mg vnn 1.25 mg.

XapAKTEPUCTHUKU NPH cNeUUPUYHN [PYIH NAUHEHTH

Ho, eniiuecka APUHAO.TCHCHOCH U OBONCUHO VEPIEHCOUNHE
dapMaKkOKWHETUKATA HA (PUHIONKMMOA H GUHTONIUMO ocdaT HE ce pa3IHYaBa NMpy MbKE U NPH
YKE€HHW. MPH MAUHEHTH C Pa3IMUHa ETHHYECKA IPHHALNEKHOCT HITH MPH NALMEHTH C JIEKO A0 TEXKO

OBLOPEYHO yBpeKaaHe.

Yeproopooro yepescdaie

[Tp¥ MHAMBUAMW C NEKO. YMEPEHO MK TEXKO uepHoapodHo yepexaane (knac A. B u C no Child-
Pugh) He ce nabmoaasa npomsaHa B Cing Ha puHronnumoa. Ho AUC Ha ¢pUHronumoa ce noB1LuaBa
cbOTBETHO ¢ 12%, 44% u 103%. TIpu nauneHTH ¢ TEXRKO HepHoaApoOHO yBpexaaHe (knac C no Child-
Pugh), Cmax na ¢gmHronumopn docdar Hamanasa ¢ 22%. nokato AUC He ce NMpoOMeHs 3HaYUTENHO.
dapmakokuHeTHKaTa Ha GUHTONMMOA (pocdaT HE € OUEHABAHE NPH NALUMEHTH C IEKO HIH YMEPEHO
HepHOAPOOHO yBpexaaHe. BUAUMUAT NOAYXUBOT HA €IMMUHUPAHE HE C€ NPOMEHA NPH HHAUBHUIH C
NIEKO YEPHOAPOOHO YBpEKAAHE, HO ce yabikasa ¢ 0kon0 50% npu NauHEHTH C YMEPEHO UNH TEKKO

YUepHOAPOOHO YBpEeXKaaHe.

duHronuMon He TpabBa a ce npuiara Npy MabHEHTH ¢ TEKKO YepHoaApoOHO yBpexaaHe (kitac C no
Child-Pugh) (Bx. Touka 4.3). ®unronumon tpsabea aa ce npuiara ¢ NOBUMLLIEHO BHUMAHWE NpPU
NAUHUEHTH C JIEKO U YMEPEHO YEPHOAPOOHO YBpEKIaHe (Bx. Touka 4.2),

Cmapueckda éu3pac
KAMHUUHHAT ONUT U UHPOPMALIUATA OTHOCHO (PapMaKOKHHETHKATA NPY NAaUUMEHTH Ha Bb3pacT Had 65
roAMHH Ca orpaHyueHu. ['akceHum TpadBa aa ce H3INON3BA ¢ MOBULIEHO BHUMAHHE NPU NALUEHTH HA

Bb3pacT 65 roauHY H noseye (BxkK. Touka 4.2).

Heouampurunia nony.iaitis
[Tpu neanaTpUuHK naurMeHTH (Ha BH3pacT |0 roMHKU W NOBEYE) KOHLICHTPAUUATA HA (PHHIOAUMOA]
¢docdaT ce NOBULLIABA MO ACEH 10303aBUCHM HAYHH B HHTepBana mexay 0.25 mg n 0.5 mg.

KoHueHTpauusTa Ha puHronumMoa docdar B CTAUHOHAPHO CLCTOAHKWE € NpudaninTenno 25% no-
HUCKa NPH NeAUaTPpUUHHUTE NauMEHTH (Ha Bb3pacT |10 ronMHH M NOBEYE) NPH eXEeAHEBHO
npuaoxeHue Ha 0,25 mg vunn 0.5 mg PUHronMMoa B CpaBHEHHE C KOHUEHTPALHATa NPU Bb3PacTHH
NAUKEHTU. NeKyBaHH ¢ GUHroaMMOoa 0.5 mg BEAHDBK AHEBHO.

JlunceaT KaHHU NpYU NeaAHATPUUHK NMAUKMEHTH HA Bb3pacT noa 10 roauuA.

3.3, IpeakaHHHYHHK AaAHHH 32 Oe30NacCHOCT

[Tpe AKAMHWUHUAT Npodua Ha He3onacHOCT Ha (PHHTOAMMO.1 € OUCHABAH NPH MHLLKH, 111
kydeTa W MaiimyHu. Hpu npunarase B 1034 o1 0.15 mg/Kg 1 noBeue. npeBHLIABALLY T
4-nbTHU ropHaTa rpaHiua Ha ekcnosuunsata (AUC) npu xopa. npy aHeBHa 103a oT 0.5




nposose (yBeNHUaBaHE HA TEINOTO UM, MMAaaKOMYCKYAHA XHNEePTPOo(GHA Ha OpPOHXO-aNBeONapHaTa
BPB3KA) U CHPUETO (HEraTUBEH XPOHOTPONEH e(hpeKT. MOBHIIABAHE HA KPBBHOTO HANATAHE.
NEPHUBACKYIAPHH NPOMEHH H MHUOKAPIHA TereHepauuns ) Npy OTACIHH BU10BE. KPLBOHOCHHTE Cb10BE
(sazonaTvs)} camMo NPpH MTbXOBE.

HamMa naHHH 38 KAPUMHOTEHHOCT B X014 2-FOAULLHO BHONOrHYHO H3CIE1BAHE fIPH MABXOBE NPH
NepopasiHO NpUaaraHe Ha (PUHroIMMO B 103a 10 MAKCHMANTHO NOHOocHMarta ot 2.5 mg/kg.
CLOTBETCTBALLA NMPHOINIUTENHO HA S0-TILTH HAO AOCTHraHaTa APU XOpa CUCTEMHA eKCNOBHLUHNS
(AUC) npu no3a ot 0.5 mg. HezaBucumo oT TOBA. B X0/1a HA €1HO 2-TOJKHLIHO NPOYUBaHE NMpH
MHUIKH. € HADM0NaBaHA NOBULIEHA HECTOTA HA 3N0KAYECTBEH TUM(POM NMPH NPHUIIATAHE HA 103U OT
0.25 mg/kg U NO-BUCOKH, CHOTBETCTRAIN NPHONUIHUTENHO HA 6-MBTH HAX AOCTHIAHATA NPH XOpa
cuctemMHa ekcnozuuma (AUC) npwn aHesHa j103a oT 0.5 mg.

B npoyvBaHHATA MPHY 2KHBOTHH (])HHF{)HHMO,II HC NMpodaBaABa MYTAar€¢HCH HIH KJJACTOTCHCH NOTCHLIKAJ.

@ HHroNMMo He NOBNKABA Opos/NOKBUKHOCTTA HA CNEPMATO30UAUTE WKW (DEPTHAUTETA NTPH MBKKH
H XKEHCKH MJTbXOBE MpH NMpHIaraHe Ha Hai-eucokara uinuTeaHa no3a {10 mg/kg), cvorBercTBalna
npudnnzuTento Ha 150-nbTH HAA J0cTUraHaTa Nnpy xopa cucteMHa ekcno3uuusa (AUC) npu aHeBHa
no03a ot 0.5 mg.

MUHIONUMOA € TEPATOTEHEH TIPH UTbXOBE MNpHU npuaarane 8 103 oT 0,1 mg/kg namn no-sHcoku.
JlekapcTBeHaTa €KCNO3UUMA NPH MIIBLXOBE MPU TazH 1034 € NO100HA HA Ta3M [IPU NMALHEHTH MPH
TepaneBTHUHATA 1034 (0.5 mg). Haii-decTuTe heTaNHU OpraHHd ManpopmMaLMH BRIKOYBAT
NepcUCTUpALL TPYHKYC apTepHUO3YC M MEXKAYKAMEpeH centalieH aedekt. Hanm4neto Ha TepaTtoreHeH
NOTEHLHAJ NpH 33K HE MOXe 13 Obae HAMBAHO OLEHEHO. HEZABHCUMO OT TOBA. MPH NMPUIAraHe 8
1034 oT 1.5 mg/Kg ¥ noeeue ce HabN0AaBa NOBHILUEHA EMOPHO-(heTaNHA CMBPTHOCT. a NPHU
npunarade B 1034 oT 5 mg/kg ce HaOnonasa HaMansBake Ha Opoa Ha xH3HecnocodHuTe deTycH,
KaKTO ¥ 3abaBaHe Ha pacTexxa Ha deTyca. JlekapcTBeHaTa eKCIMO3IUUMA NPH 3aiLKM NPH TE3MW A03U €
Nnoa00OHA HA TA3U MPH MALHEHTHTE,

”pH NMNBLXOBEC NPEKUBACMOCTTA HA Fl nokoneHueTo npe3 paHHHA HEOHATANCH NEPHO A € HAMAICHA,
ApH npyUaaraHe Ha 1031, KOXWTO HE NMpHUYNHABAT MantdHa TOKCHYHOCT. B'I::I'IPQI{H < TCIJo0TO,

Pa3BUTHETO, NOBEACHHETO W depTunuTeTa Ha F 1 He ce NOBAMABAT OT NEUEHHETO ¢ PUHIONUMO.

MUHroNHMO] CE EKCKPETUPA B MIAKOTO HA XKHUBOTHH, NPH KOWTO €& NpHaara rno BpeMe Ha NakTauus,
B KOHUEHTpALNA 2 10 3-MbTH NO-BUCOKA OT YCTAHOBEHATA B Nia3Marta Ha Maidkute. QuHronnumoa u
HeroBHTe MeTadoNIUTH NpeMUHaBaT Npe3 NnaleHTapHaTa dbapuepa Npy NIbXOBE.

[TpoyusaHHs MPH FKOBEHHUIIHH dKUBOTHH

PesyntaTvTe OT ABE IPOYYBAHNA 3a TOKCHUYHOCT NMPH HOBEHWIHH NMABXOBE MOKA3BAT JIEKH
HEBPOMNOBEACHYECKH OTKNIOHEHUA, 3a0ABEHO CERCYAIHO CB3PABAHE H MOHWKEH UMYHEH OTrOBOP NpH
MHOTOKPATHO CTUMYJIUpaHE ¢ XeMouMaHKH, u3oaupaH ot Keyhole limpet (KLH)., kouto He ce cuurar
3a HexkenaHu. Kato usano cabpiaHuTe ¢ IeueHHeTO €PEKTH Ha (PHHIOIMMOA NPH KOBEHHWAHY
ca cpaBHUMH C HAOMIIONABAHWTE NPH BBIPACTHH NABXOBE NPH NMOA00HW 1030BH HUBA, C
Ha NPOMEHHMTE B KOCTHATA MUHEPATIHA NNBLTHOCT U HEBPONOBEAEHUECKHUTE OTKNOHEHH

peaKkLiusa Ha CTPACKALLM ILYMOBe), HaDM0daBaHHU NpH 103K 1.5 mE/Kg U NO-BUCOKH N
KHBOTHH. U JIMIICATA HA FNAAKOMYCKYIHA xunepTpohus B Denvs 1pod Npu KBEHUTH



6. PAPMALLEBTHYHHU JAHHH
6.1. CriuebK HAa NOMOLUIHHTE BeleCTBA

Kancy o cwvObpicio

kanuues xuaporendocdar AMxnapaT
KpOCKapMeJio3a HaTpHH
xuapoxkcunponunuenynosa (E463)
marHe3deB c¢teapat (E470b)

(oguekda Ha NUNCY Iddiid

1510
KenaTHH
TuTaHOB Avokcun (E171)

Kanaue

»KenNaTHH

TiTaHoB Auokcua (E171)
ACBAT xeneszeH okcun (E172)

Heuamuo vacniiio

wennak (E904)
nponuaeHravkon (E1520)
yepeH xkeneieH okeua (E172)
kKanHeB Xxuapokcua (E525)

6.2. HecbBMeCTHMOCTH
Henpunoxumo
6.3. Cpok ua roanocTt

sa PVC/PVDC/lanvumuni daucmepu
3 roauHu

sa PVC/PE/PVDC/anyyiunun Oucmepu
2 rOAMHH

6.4. CneuHanuy ycJ10BHSA Ha CbXPAHEHHE

3a PVC/PVDC/ananunuii daucnepi
Ha ne ce cbxpaHasa Haa 30°C.,

3a PVC/PE/PVDC/anyunuir aucmepu
To3u nekapcTBeH NPOAYKT HE H3HCKBA CMIEUHANHH YCIOBUA HA ChXPAHEHHUE ..

6.5. Bua u cbaAbLp/RAHHE HR ONAKOBKATA




OnakoBkute 01 PVC/PVDC/anymunnii 6nuctep u PVC/PE/PVDC/anymunnii GancTep chabpixar 28
WK 98 TBBPAM Kancyau.

He BCU4KH BHO0BE ONakoBKKM MoraT 1a 6baaT NycHaTH Ha rnasapa.
6.6. Crieunanuu npeinasHu MepKH nNpH HIXBbJIAHE

Heu3nonseaHUaT nekapcTBeH NPOAYKT MAM OTNATBYHHTE MaTe€pHaiK OT Hero Tpadbea Ja ce
H3IXBBLPJIAT B CbOTBETCTBUE C MECTHUTE H3UCKBAHHUS.

7. INPUTEXKATEJI HA PASPEHIEHHUETO 3A YIIOTPEEBA

Bausch Health Ireland Limited
3013 Lake Drive

Citywest Business Campus
Dublin 24, D24PPT3
HUpnanaus

8. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEEA
Per. Ne: 20220324

9. JATA HA ITBPBO PA3PEINABAHE/MIOAHOBSIBAHE HA PAZPEHIEHHUETO 3A
YIIOTPEBA

Hata Ha nbpBo pa3spewasane: 12.12.2022
Jlata Ha nocnaeaHo NoaHoBRBaHe:

10. JATA HA AKTYAJAH3IUPAHE HA TEKCTA 04/2025




