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2. KAYECTBEH 1 KOJIMYECTBEH CHCTAB

Bcaka TBbpaa kancysna ot 0,5 mg cuavpxa 0,5 mg puaronumon (fingolimod) (kato xuapoxnopuz,
hydrochloride).
3a MBJIHNASA COMCHK HAa MOMOILHHTE BELLECTBA BHXKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA

TeBpAa xancyna
bsan no mourtu 61 cBoGoaHO ABHIMKEL ce rPpaHyHMpaH Npax B Kancyaa ¢ pasmep “3” (15,8+0,4 mm) ¢
APKO XBJITO HEMPO3Pa4YHO Kanaye ¥ 6410 HENPO3PaYHO TAJIO.

4. KJHMHHYHHU JAHHH
4.1 TepanepTHUHRH NOKA3IAHHN

DHHroNMMO/ 3€HTHBA € NOKa3aH KaTo CaMOCTOATENHA Tepanus, MoaugHLMpaltia Xoaa Ha 60secTTa
TIpU BHCOKOAKTHBHA NMPHCTHIIHO-PEMHTEHTHA HOPMa HA MHOXKECTBEHA CKJIEPO3a, MPH CNEAHUTE IPyINH
BBb3PACTHH NALUHUEHTH U NMEARATPHYHH NMALMEHTH Ha BB3pAacT 10 ronMHH H No-roIEMHU ¢ TENECHO TErJIO

> 40 kg

- NauHEHTH ¢ BHCOKA BKTHBHOCT Ha 00MECTTa, BLIPEKH NPOBEEeHHs IThJEH H AREKBAaTEH KYpC Ha
NIEYEHHE C MOHE eHO MOAMMHIMPAWIO X0Aa Ha BONECTTa TepaneBTHYHO CPEACTBO (3a
H3KIIOYEHHATa H HHPOPMaLHA 32 NEPHOAHTE HAa MEAWKAMEHTO3HO OuKcTBaHe (washout) BinkTe
TOukH 4.4 u 5.1).

- MauHeHTH ¢ OBP30 pasBUBALLA CE, TEXKA NPHCTHNHO-PEMUTEHTHA MHOXKECTBEHA CKIIEPO3a,
Ae(MHUpaHa KaTO 2 WK NOBEeYE HHBATHAHW3IUPALUM NTPUCTHNA 3a | roaMHa ¥ HalHuKe Ha | WK
noBeye MO3bYHHU rafoNMH-pHKkcHpaily ne3n Ha IMP, unu 3HauuTenHo yBenHyeHue Ha T2
NIC3HHTE, B CPABHEHHE C NOCJIEAHHA, HEOTAaBHA HanpaseH, IMP.

4.2 Jlo3ApoBKA H HAYHH HA NPHJIOKEHHE - \

Jleuennero TpabBa Ja ce 3aN04HE M CNEAM OT JIEKap C ONUT B TEPANHATA HA MHOX

JO3UPOBKa
IIpy BB3paCTHH MAlLMEHTH NMPENOPBYHTENHATA 1038 PHHIOJIMMO € €fiHa Kafcyna i,
MIEPOPATHO BEAHDBK JHEBHO. —




Ipu neauaTpuunk nauueHTH (Ha BB3pacT 10 roguHY M NO-rONEMH) MPEeNnoOpbYHTENHATA 1033 3aBHCH
OT TErNOTO:

TleanaTpuyny nauxeHTy ¢ Terno >40 kg: exna kancyna or 0,5 mg, npxera NEPOPANHO BEAHBXK
JHEBHO.

lNeauaTpuunn nauyeHTH ¢ Terno <40 kg: enna kancyna ot 0,25 mg, NPHETa IEPOPATHO BEAHDK
AHEBHO. Tvi kaT0 OHHIrOIMMOA 3eHTHBA € HATHYEeH CaMO KaTo 0,5 mg kancyJu, He e noaxXnadly 3a
ynorpeba npu neaHaTpUHHH NaLHeHTH ¢ Tero < 40 kg. Hanuunu ca APYTH NOAXOAALUH JIeKaPCTBEHH
MPOXYKTH.

[TeauaTpuuHUTE NALMEHTH, KOUTO 3AMOYHAT JCUYEHHETO C 0,25 mg 1 BnocneacTBHE JOCTUTHAT
nocToAHHO Terio Hax 40 kg Tpa6ea na npeMHHaT KbM NeueHue ¢ Kancynu ot 0,5 mg.

I1pu npemunasane or 0,25 mg AHeBHa 1032 kbM 0,5 mg AHeBHa 1033, Ce Nnpenopuyea 21a ce NOBTOPH
CHLIOTO MPOCICAABAHE CIICA NMPHIaraHe HAa ITbPBATa 033, KAKTO NPH 3al04YBaHE HA JICYCHHETO.
Ilpenopbuea ce ChIIOTO NpocneasBaHe, KAKTO NPH 3aN0YBAHE HA JICYEHUETO NPH MPEKBCBAHETO MY
3a:

- I men unu noseye npes ITbPBUTE 2 CEAMHLIM OT JICUEHHETO:

- noBede OT 7 AHHM Npe3 3-TaTa WM 4-TaTa CEAMMHLA OT NEYEHHETO:
- NOBEYE OT 2 CCAMHLIM €HH MECeLl C/Ie] 3aroYBaHEe Ha IeYeHHEeTO.

AKO J1e4eHHETO € GH0 MPEKBLCHATO 32 NO-KPAThK NEPHOA OT ONMHCAHHA no-rope, To TpAdBa na
NPOAR/IKH € IpHEMa Ha CieABallaTa 103a TaKa, KaKTo € NMpeAnHcaHo (B, Touka 4.4).

CrieLiHanHM nonynaumu

Hayuenmu e cmapuecka evapacm
®unronnumos 3eHTHBa TpAGBa Aa ce H3NMON3BA C MOBUIIEHO BHUMaHHE [pH NALMEHTH Ha Bb3pacT 65

TOAHHH H NOBEYC NOPaAH HEAOCTATHYHOTO JaHHH OTHOCHO 6€30MacHOCTTa U epHKACHOCTTA (BXK.
TOYKa 5.2).

bybpeuno yepescoane
B x01a Ha mWIOTHUTE NpOy4BaHNA MpH NALHEHTH ¢ MHOXKECTBEHA CKJIEPO3a PHHIONHMON He e

Npoy'iBaH NpH NauHeHTH ¢ 61bOpeyHo yBpexaane. basupaiiku ce Ha KIHHUYHUTE BapMAaKOIOrHYHH
NpOYYBAHHA, HE € HCOOXOANMO KOPHIHpaHe Ha J03aTa NPH NaLMeHTH C JIEKO 10 TEXKO OBOpeuHo
YBpeKAaHe.

Heproopobuo yaepeacoane

OuHrosmMon 3eHTHBa He TPi6Ba fa ce H3INON3BaA NPH NALMEHTH C TEXKKO 4YepHOAPOOHO yBpexXnaHe
(knac C no Child-Pugh) (Bx. Touka 4.3). Buiipeku ue He e HeoBX0aHMO KOpHrupaHe Ha J03aTa npH
MALMEHTH C JICKO IO YMEPEHO YEPHOAPOOHO yBpexkaaHe, € HeOOXOAUMO MOBHIIEHO BHUMAHHE NPH
3anotBaHe Ha JICUCHHE NPH TaKWUBA NALMEHTH (BX. TOUKH 4.4 1 5.2).

lleouampuyna nonysayus

bezonacHoctTa 1 edukacHocTTa Ha DUHroNMMOA NpH AeLia Ha BB3pacT f1on 10 roaMHM Bce oune He ca
YCTAHOBEHH. JIMIICBAT NAHHM.

Hauun Ha npwioxeHue
To3u iekapcTBEH NPOAYKT € 38 NEPOPATHO NPHACKEHHE.




OuHrommMoa 3eHTHBa MOXeE Jia ce TipHeMa Che WK 6e3 XpaHa (BXK. Touka 5.2). Kancynure Tpa6Ba na
Ce I'bJITAT BHHArH UeNH, 0e3 1a ce oTBapHT.

4.3 IIporuBonoxazanus

- CBpPBXUYBCTBUTETHOCT KbM aKTHBHOTO BEILECTBO WIH KbM HAKOE OT MOMOLLHMTE BElICCTRa,
H30pOeHH B TOUKa 6.].

- HmynoaepHuuTeH CHHAPOM.

- [TauneHTH ¢ NOBUIIEH PHCK OT Pa3BHTHE HA ONIOPTIOHUCTHYHH HHQEKLIMH, BKITIOUUTESTHO
HMYHOKOMINPOMETHPAHH NALMEHTH (TAKHBA, KOHTO B MOMEHTA NPOBEXKAAT HMYHOCYNIPECHBHA
TEPANHA H TAKHBA ¢ HMYHOCYIIPECHS OT NPEAXOKAALUH TEPANHH).

- TexKn aKTHBHYM HHEKLMH, aKTHBHH XPOHHYHH MH(EKUMH (XenaTHT, TyBepKkynosa).

- Heomnasmu.

- Texxko yepHoapoOHO yBpexaane (knac C no Child-Pugh).

- [MaunenTty ¢ muokapaexn undapxr (MH) npes nocnenuure 6 Meceua, HecTabuHa CTEHOKapaH,
HHCYJIT/TpaH3uTOpHU HexemuunH atakd (THA), nekoMnieHcHpaHa ChpAeYHa HETOCTATBYHOCT
(M3KcKBallla He3a0aBHO JIeUeHHE) WK CBPAeYHa HeaocTaTbuHoCeT Knac IIVIV criopea
Hiofiopkckara kapanonoruuna acounauus (New York Heart Association - NYHA) (8x. Touka
4.4).

- [TawieHTH ¢ TEXKKH ChpREHHH ADHTMHK, H3UCKBALIH AHTHAPHTMHYHO JICYEHHE C
aHTHAPHTMHYHH JIeKapCTBEHH NPOAYKTH xuac la unu xnac I1I (px. Touka 4.4).

- HaunenTu ¢ atpHoBEeHTpHKYNapeH (AV) 610k BTopa crenen Tun Mobitz 2 unu AV 6ok TpeTa
CTeMneH, WK CbC CHHAPOM Ha OOJIHHS CHHYCOB BL3€JT, aKO HE HOCAT NEHCMeENRKDbp (BXK.

TOuKa 4.4).

- Haunenrtn ¢ QTc nurepran >500 msec Ha H3XOAHOTO HHBO (BXK. TOuKa 4.4).

- ITo Bpeme Ha GPEMEHHOCT H NPH KEHH ¢ AETEPOAEH NOTEHUHAN, KOHTO HE H3MOJ3BAT
edexTHBHA KOHTpauenuus (Bx. To4kH 4.4 u 4.6).

44 CpennanHu npeaynpexaenus H NPEAUATHH MEPKH NPH ynorpeba

bpanuapurmns

3anouBaHeTo Ha ICYEHHE BOAH N0 MPEXOAHO HAMANABAHE HA ChPAEYHATA YECTOTA M MOXKE /1a €
CBBP3aHO ChC 3a0aBeHO NPOBEXKAaHE B aTPUOBEHTPHKYNAPHHSA Bb3e (AV), BKIIOUHTENHO 10 HOSBATA
Ha H30JINpaHH CJIy4aH Ha MPEXOACH, CHOHTAHHO NpeMHHaBall mbJieH AV 6710k (Bxk. Touku 4.8 1 5.1).
Cnen npunarane Ha NepBata 1034, MOHKABAHETO HA ChPAEYHATA YECTOTA 3aN0YBa B paMKHTE Ha |
4ac M € HaH-CHIHO H3pa3eHO B paMKHTE Ha 6 yaca. Tosu edexT OT npunaraHaTa go3a ce 3arbpxa u
Npe3 CNeABALMTE JHH, BBIPEKH Y€ OOHMKHOBEHO € NMo-c/1abo H3paseH, H OOHKHOBEHO HAMANIABA Npe3
cneasawmTe ceAMHIH. I1pyn npoabkaBaHe Ha MIPHIOKEHHETO, CPEAHATA CTORHOCT Ha CHpAEYHATa
“€CTOTa CC BpBINA 10 H3XOAHATa B paMkuTe Ha 1 mecel. [Ipu oTAeNHH nauMeHTH € Bb3MOXKHO
ChpAeuHaTa Ye€CTOTa Aa HE Ce BBPHE IO H3XOAHHTE CTONHOCTH A0 Kpas Ha ITbPBHA MeECELL.
[TpoBoanuTe HapyneHHa OGHKHOBEHO Ca MPEXOAHH H ACHMITTOMATHYHH. OGHKHOBEHO HEe HBHCKBAT
NICYeHHE H MPEMHHABAT B PAMKHUTE Ha ITLPBHTE 24 yaca Ha TepanuaTa. AKO ce Hajlara, HOHIKABAHETO
Ha CbpA€4HATa Y€CTOTa, MPEAH3BUKAHO OT GHHrONHMOR, MOXeE A8 Gble HeyTPaTH3RPAHO Ypes
napeHTEePaiHO NPHIOKEHHE Ha AaTPOTIHH WIH H3ONPEHANHH.
Ha Bcnukn naunenTn Tpsabea na ce Hanpasu EKT 1 aa ce u3Mepn KpBBHOTO HandraHe Q
npunaraxe Ha IMbpBaTa A03a PUHroAUMOL K 6 vaca cnest ToBa. Bcuuku nauueHTH Tp -
Mpoc/ieNeHN B NPOALDKEHHE Ha 6 Yaca, 33 MPH3HALIA M CHMIITOMH Ha GpagHKapaus
H3MEpBaHe Ha IMy/ica H KPbBHOTO HassraHe. [IpenopbyBa ce NpoaL/IKHTENEH (B pe
MOHHTOPHHI 110 BPpEME Ha TO3H 6-4acoB MEPHO Ha MpoCneasBaHe.




ChiuMTe npeanasHu MEPKH, KaKTO NPH MPHIOKEHHE HA ITbPBATA 034, CE MpenopbL4BAT NpH
NpEMHHABAHE Ha NAUMEHTHTE OT NedeHHe ¢ 0,25 mg nHeBHa Ko3a KkbM 0,5 mg nHeBHa H03a.

AKoO cNiesi mpHeMa Ha 103aTa BL3HHKHAT CUMITTOMH Ha OpanuapuTMus, TpaGea aa ce npeanpuemar
CBOTBETHUTE KITHHHYHH MCPKH, a MPOCIIEAABAHETO Ja Obae NPOABLHKEHO A0 H3UE3BAHE HA
cumnToMuTe. Tpabea aa ce HasHaun NpocnensABaHe pes LAIaTa HOLll, B MEAHLIMHCKO 3aBeficHHE, ako
MPH NAUHEHT Ce HANOXKH (PapMaKOIOTHYHA MHTEPBEHLIMA 110 BpEMe Ha MPOCIEAABAHETO Clie
NpriaraHe Ha IMLpBaTa 103a ¥ TpAOBa fa ce mpoBeae NOBTOPHO CHLIOTO MPOCIEAABAHE CAEl
NMpUIaraHe Ha BTOpaTa J103a GUHTOTHMOA,.

AKO ChpieYyHaTa Y€CTOTa Ha 6-HA Yac e NOCTHIHaNa Hali-HUCKATa CTOMHOCT, clief NpHlaraHe Ha
MLpBaTa 03a (KOeTo Mpeanonara, Ye MaKCHMAaTHHAT GapMakoAHHAMHYEH e(eKT BLPXY CBHPLETO BCE
OLIE HE CE € MPOABKI), MPOCIEASBAHETO TPAOBa na 6bae yABDKEHO Hali-MalKoO ¢ 2 yaca M JOKATO
ChpACHHATa HECTOTA HE 3aM0YHE OTHOBO Ja ce noBHiuaBa. OcBeH ToBa, aKo Clie 6 yaca chpJevHaTa
yecToTa € <45 yiapa B MHHYTA NPH BB3PACTHH NALMEHTH, <55 yAapa B MMHYTa NP NeAHaTPHYHH
NAUHEHTH HA BB3PacT 12 roauny 1 noseye WK <60 yaapa B MUHYTa npH neaHaTPHYHH NMALHEHTH Ha
Bb3pacT ot 10 ao non 12 roaunn, win EKI'-to nokassa HOBonosBuWi ce AV 6510k BTOpa HJIH NIOBHCOKA
creneH, Wik QTc HuTepsan >500 msec, npocneassaHeTo TpabBa na 6bAe YABDKEHO (HaMMAKO K
Mpe3 HOLITA), 0 H34e3BaHe Ha HaxonkaTa. [loseara, no koero U na e BpeMme, Ha AV B0k TpeTa
CTereEH, ChLIO TpAOBa Ja BOAM 10 YOB/DKABAHE HA NMPOCTIEAABAHETO (Hal-MAIKO 33 npe3 HollTa).
EdexTute BLpXy chpaeuHaTa uecToTa H AV NPOBOAMMOCT, MOTAT A2 CE NOABST OTHOBO npH
MOAHOBABAHE Ha JICHEHHUCTO, KATO 3aBHCAT OT MPOAB/DKUTENHOCTTA Ha NMPEKBCBAHETO W BPEMETO OT
HAa4aNoTo Ha neueHuero. Ilpenopbysa ce CrIIOTO NpocneAsBaHe, KAKTO NPH 3aI0YBAHE HA ICUEHHETO
NpH NMPEKBCBAHETO MY (BXK. TOUKA 4.2).

Crobinasar ce MHOTO penxH ClTy4aH Ha MHBEPCHR Ha T-BRJIHAaTa NpK Bb3PAaCTHH NaLUMEHTH, JIEKYBaHH
¢ dhunronumon. B ciyyaii Ha uHBepcua Ha T-BLIHATA, NPEANUCBALUMAT nekap TpaOea Aa ce yBepH, ye
IMICBAT NPH3HALIH HIIH CHMITTOMH Ha MHOKapHa MCXeMHS. AKO C€ NOA03HPa HAIMYKME HA MHOKAPAHA
HCXeMM3, Ce MPENOPBYBA Aa C€ NOTHPCH KOHCYJITALHA ¢ KAPIHONOT.

[Topaau prcka OT CEpHO3HH PUTHMHH HApYLICHHA WIH 3HaYMMa Opannkapauns, duHronHuMon He
TpsbBa 1a ce HIN0A3BA NPH NALHEHTH ChC CHHO-ATPHAIEH cupaeyeH OJI0K, aHaMHe3a 3a
CHUMITTOMATH4YHA OpaauKapaHs, MOBTapALL C& CHHKON WIH ChpAEYEeH apecT, WiH MPH NALKEHTH CBbC
3HaUMTENHO yab/okaraHe Ha QT (QTc>470 msec [Bb3pacTHH naumMenTy ot sxxencku nonj, QTc >460
mMSsec [MeJHaTPHYHN NaUMEHTH OT HKEHCKH ron] wan >450 msec [BBr3pacTHH U neauaTpHUHK
MALKEHTH OT MBXKH NOJT]), NALMEHTH C HEKOHTPOJIHPaHA XUIIEPTOHHA WIH TEXKA ChHHA anHes (BXK.
To4ka 4.3). Ilpu TakuBa nauMeHTH, nedeHHe ¢ PHUErOIMMOA MOXE 1a ce HMa NPEBH CAMO, aKO
OYaKBAHHTE MOJI3H NPEBB3X0KRAT NOTCHUHATHHTE PHCKOBE, H aKO CE MPELICHH, Y€ € YMECTHO
NPOBEXKAAHETO HA JIEYEHHE C PHHTONHMOZ, TPAOBA ia Ce NOTBPCH KOHCYATALMA C KAPAMONOT, npeau
3aMoYBaHe Ha JIEYCHHETO, 32 J1a Ce ONpee/IH Hal-TIOAXOAALLNA PEXHM Ha NPOCCAABaHE.
[Ipenopwusa ce noHe paswHpeHo NpocneasBaHe Npe3 HOWITA, NMPH 3aN0YBAHE HA ICYEHHETO (BXK.
TO4YKa 4.5).

DHHrONHMON He € NPOYYBAH NPH NALMEHTH C aPHTMHS, H3HUCKBallla JIEYEHHE C AHTHAPHTMHYHHU
JICKapCTBEHN NPOAYKTH Knac la (Hanp. xuHuanH, Ausonupamua) wiu knac I (wanp. aMHOJapoOH,
coTanon). AHTHAPHTMHYHHTE NeKapCTBEHK NPOAYKTH Knac Ia u knac 111 ce CBBP3BAT C
Npear3BHKBaHeTO Ha “torsades de pointes” npu nauuerTu ¢ Gpanukapauns (Bx. Touka 4.3).

OnuTeT ¢ QHHIONHMOA € OrpaHHYEH NPH TALMEHTH, NPH KOHTO €AHOBPEMEHHO CE NpoBeXaa
Teparnis ¢ 6eta 610KepH, NOHHKABALIH CHPACYHATA YeCTOTa GIOKEPH Ha KAJIIHEBHTE KaHaN

(Bk. CBLIO TOYKa 4.8 “BpaanapHTMHA™), €NHOBPEMEHHOTO MpUAOKEHUE HA TE3H Belll
BPEME Ha 3aN0YBaHe HA NEYECHHETO, MOXe Aa Oblie CBLP3aHO C TeXKa GpaxHKapaus 1




6siok. [lopanu noTeHUHanHUA aJHTHBEH eeKT BBPXY CHPAEYHATA HYeCTOTa, He TPAOBa Ja ce 3amouBa
neveHre ¢ GUHrOIMMOA 3eHTHBA NpPH MALMEHTH, KOUTO C€ JIEKYBAT C Te3H BELIECTBA N0 ChILOTO
BpeMe (BXK. CbIlo TouKa 4.5). IIpy TakuBa nauneHTy, neyeHue ¢ QUHroHMO 3eHTUBA MOKe f1a Ce
00CBAH, CAMO KO OUAKBAHHTE MOJI3U NPEBHIIABAT NOTEHLMAIHHTE PHCKOBE. AKO ce OOMHCS
3ano4BaHe Ha jieueHHe ¢ OHHrONUMOJ 3eHTHBA, TPAOBa 1a ce NOTHPCH KOHCYITALIMS ¢ KapAHONOT,
BbB BPB3Ka C IPEMHHABAHETO KbM APYTH, HE-NOHIKABAILM ChPJEYHATA YECTOTa JIEKAPCTBEHH
NPOLYKTH, NMPEAN 3aM0YBAHE HA JIEUEHHETO. AKO MOHIDKABALIOTO CHPAECYHATA YECTOTA JICYEHHE HE
MOX€ 1a ObJe cnpsaHo, TpAOBa Na ce MOTbPCH KOHCYATALMA ¢ KapHONOT, 33 1a C€ ONpees Hail-
NOAXOAALLUHSA PEXKHM Ha MPOCNEAABAHE CJIE/ ITbPBATA /1034, KATO Ce Npenopb4Ba pasiiipeHo
npocaeasBane, Hal-Manko npe3 HowTa (BX. To4ka 4.5).

OT unTepBan

B npoy4eaHe 3a Npoab/KUTENROCTTa H2 QT HHTepBana B CTRLMOHAPHO CHCTOSHHE NPH JO3M Ha
punronmumon or 1,25 uiu 2,5 mg 1 Bee olie HANKMYEH HETFaTHBEH XPOHOTPOMNeEH edeKT Ha
(DHHTOIHMOZ, JIEYEHHETO ¢ (PHHrOMMOZ BOAM 10 yawnkasane Ha QTc uHTepBata KaTo ropHa
rpaHnua Ha 90% CI <13,0 ms. Hama 3aBUCHMOCT MEXIY 103aTa H NPOIL/DKUTENHOCTTA HA
EKCMO3ULMATA Ha QUHIOIMMOJ H yaAb/kaBaHeTo Ha QTc unreppana. HaMa nanny 3a noBuiasane Ha
YCCTOTaTa Ha Cily4auTe Ha yawpkaBaHe Ha QTc uHTepBana, abcomoTHO MM CAPAMO H3XOAHUTE
CTOMHOCTH, CBBP3aHO C TepanuaATa ¢ GHHrOMHUMOL.

KJiHHHYHATa 3HaYMMOCT Ha TAa3H HAXOJKa € HEM3BECTHA. B MpoyuyBaHHsATa NPy NauMeHTH ¢
MHOXECTBEHa CKJICpo3a He ca HabuTioJaBaHy KIIMHHYHO 3HAYHMHU €(DEKTH MO OTHOLIEHHE Ha
yAwnkasaHero Ha QTc HHTepBana, HO H NALKEHTH CbC CHLIECTBYBAL PHCK OT yab/bkaBaHe Ha QTc
HHTEPBANA HE Ca BKIKOUYBAHH B KIIMHHYHHTE NIPOYYBAHHA.

JlexapcTBeHNTE NPOAYKTH, KOWTO MOraT Aa NoBeAaT Ao yakmkaeaHe QTc uHTeprana e Haili-no6pe aa
C€ H30ATBAT MPH NALHEHTH CbC CHOTBETHHTE PUCKOBH GAKTOPH, KATO HAMPHMEP XHITOKATHEMHSA HWIH
BpOACHO yar/bKkaBaHe Ha QT uureprana.

HmyHocynpecHBHH edekTH

DHHroNHMMOA HMa HMYHOCYNpecHBeH edeKT, KOHTO Npeapa3nonara NaUMEeHTHTE KbM PHCK OT
MH(EKLMH, BIVTIOYHTETHO ONOPTIOHHCTHYHH MH(EKLIMK, KOHTO MOTAT Ja MMaT JICTaleH H3XO, H
NOBHLIABA PHCKA OT pa3BHTHE Ha NUMGOMH U APYrH 3NOKAYECTBEHH 3a0019BaHHA, OCOOEHO TAKUBA HA
koxkaTa. JlekapuTe Tpabea na npocneaaBaT BHHMATENHO CBOHTE MALMEHTH, OCOGEHO TE3H ChC
CBHITBTCTBALUM 3800/1ABAHHS WM M3BECTHH PHCKOBH (aKTOpH, KATO HANPHMEP NpeAllecTBaLIa
HMYHOCYIIPECHBHA Tepanua. AKO C€ NoJ03Hpa HAJIMYHETO Ha TAKBB PUCK, JIEKapAT TpsbBa aa
0OMHCNH NPeyCTRHOBABAHE HA JICYEHHETO NPH OTAETHHTE Chiyyan (BXK. Touka 4.4 , Undexunu™ n
,»KOXHHA Heomnasmu™ u Touka 4.8 , Jlumdomu®).

Hngexuyn

KroyoB dapmakoanHaMuyeH edekT Ha GHHrONTHMMOA € A0303aBUCUMOTO HaMASBaHe Ha 6pos Ha
nepubepuuTe AMMPOUNTH, KOUTO aocTHraT 10 20-30% oT u3xoaHuTe cu HuBa. To3u edeKT ce ABbIKK
Ha oOpaTHMa CexBecTpalus Ha TUMQOUNTH B THMGOHAHATE THKAH (BX. Touka 5.1).

[penu Aa ce 3anoune neuense ¢ GunronnMon Tpabea na 6bae NpeaOCTABEHO HEOTAABHA HATIPABEHO
n3cneaBaHe Ha ImbiiHaTa KpbBHA KapTHHA (ITKK) (T.€. B paMkyTe Ha nocnenHuTe 6 Meceua WM clieln
CMMpaHe Ha npefulecTsaiua repanu). Ilpenoprusa ce cbino Taka [IKK aa ce uacneapa nepHogayHo

MPH3HAUM Ha MHGeKuua. AKo ce ycTaHOBM abcomoTen aumdounTer 6poit <0,2x 10%1,
TpAOBa f1a ce npeycTaHoBH Ao noaobpsasaHe Ha NUMQOLMTHUA GO, Thil KaTo 1Mo Bpe
KIIHHHYHHTE B3NHTBAHHA JICYEHHETO ¢ GHHIONHMON € OMIIO CIIUPAHO NMPH NMalMEHTH
numdouuTteH Gpoii <0,2x10%1.




3anoyBaHeTo Ha NeueHHe ¢ GHHronumon TpabBa a Gbae OTAOXKEHO MPH NALIMEHTH C TEXKA aKTHBHA
HMH(EKLHA 10 HEHHOTO OTIIYMABaHE.

EdexTrre HA PUHronnMon BLpXy HMyHHATa CHCTEMa MOTAT Ja MOBHIIAT PHCKA OT BL3HUKBAHE HA
HHQEKUMH, BKIIOUHTETHO ONIOPTIOHHCTHYHN MHbeKUHH (BXK. Touka 4.8). HeobxoauMo e npuiararero
Ha e(eKTHBHH ANArHOCTUYHH H TEPaneBTHYHH CTPATErHH NpPH NALMEHTHTE CbC CHMITTOMH Ha
HH(EKUHA NO BpeMe Ha JeueHuero. Korato ce ouenssa nauueHT, IPH KOUTO ce nNogo3upa WHdeKLus,
KOATO MO’e JIa € CepHO3Ha, TpAOBa Na ce HMa NpeABH KOHCYJTTALMA C JIEKap ¢ ONHUT B JICUSHHETO Ha
uHopekunu. [lo BpeMe Ha neucHHETO, NaLHeHTHTE, TPAOBA 1a 6LIaT HHCTPYKTHPaHH Aa ChoOILABAT
He3abaBHO Ha CBO#A JieKap 3a MOABATa Ha CHMITTOMH Ha HHQEKLIHS.

I1pw pa3suTHe Ha cepro3Ha HHpeKnA, TpAOBa 1a ce OOMHCIM CNUpaHe Ha ICYEHHETO ¢ (PHHIONKMOL
H 1a C€ HaMpaBH MPEOLICHKAa Ha CbOTHOLIEHHETO NOJI3a-PHCK NMpeAM Bb30GHOBABAHE HA TEPAaNMATA.
ENMMMHHHPaHETO Ha QHHrONHMON ClleN CMpaHe Ha TepanusaTa MoXe Ja NMPOXLIDKH A0 2 Mecella,
3aTOBA H Mpe3 TO3U NepHoJ TpAbBa na ce NPOABL/DKH HabNIOAEHHETO 3 NOKBA HAa HHpEKLMA.
[TanpenTHTe Tpabea na 6bAAT HHCTPYKTHPAHH Ja CHOOILABAT 3a MOABATA HA CHMITTOMH Ha HHeKLHA
1o 2 Meceua cne cnipaHe Ha (PMHrONHMO.

Xepnec- 8upycHa um usn

CepHO3HH, XHBOTO3aCTpallaBaLM H TOHAKOTa GaTAIHH CTy4aH Ha eHledanuT, MEHHHTHT WIH
MEHHHroeHUe(anuT, IPHYHHEHH OT XepIieC CHMILIEKC BUPYC WM BapHLENa 30CTEP BUPYC, ca
Bb3HHKHAJIM 110 BCAKO BPEME B X0/1a Ha NIEYEHHETO ¢ GHHroNuMoa. AKO BB3HHKHAT Xepriecen
CHUEQDAINT, MEHHHIHT HWIH MEHHHrOCHUE(anHT, Te4eHHeTo ¢ PUHronumon TpabBa aa ce
NPEYCTAHOBH M J1a C€ HA3Ha4W NOAXOIAUIO JIEYEHHE 32 CHOTBETHATA HHDEKLHS.

Ilpenu 3anouBaHe Ha jieueHHe ¢ GUHronUMOL € HeOGXOMUMO Ja Ce OLIEHH HMYHHTETA HA NALUEHTHTE
cpety Bapuuena (newexka). [IpH nauneHT, NpH KOUTO JIMNCBA NOTBBPAEHA OT MEAWULIMHCKH
CMELHATHCT aHAMHE3a 3a MpeKapaHa BapuLuelia WIH JOKYMEHTALIMA 38 MPOBEAEH IThIEH KypC Ha
BaKCHHaLMs C BAKCHHA Cpelly BapHilena, Ce NpenopsyuBa Aa ¢e H3CIeABa HAUTHYHETO HA aHTHUTENA
cpewry BapHuea 30cTep BHpyc (varicella zoster virus, VZV), npeas 3anousaHe Ha Tepanusta ¢
(unronumon. Ipn naunenTHTe Ge3 aHTHTENA, Ce NPENOPBHYBA NPOBEXAAHE HA THJIEH KYpPC Ha
BaKCHHalMA C BAKCHHA CpPELLy BapMLena, NpeaH Ja ce 3ano4He iedeHHe ¢ GHHronMMon (BXK. Touka
4.8). 3anoyBaHeTo Ha j1leueHHETO ¢ PUHroNnHUMoxn TpAGBa Aa ce OTIIOKH ¢ 1 Mecel, 3a 1a Ce NOMy4H
IThJICH €(E€KT OT BAKCHHALIHATA.

Kpunmoxoxoe menunzum

Cro0LuaBar ce ciryyad Ha KPHITTOKOKOB MEHHHTHT (rbOryna HHQEKLMA), MOHAKOTA C JIETANIEH H3XOL,
0 BpEME Ha NOCTMAPKCTHHIOBHA NEPHOA el NpUOIHIHTENHO 2-3 rOAHHH ICYEHHE, BBIIPEKH e
TOYHA BPBH3Ka C MPOABL/DKHTETHOCTTA Ha NEYEHHETO He € H3BecTHa (Bk. Touka 4.8). [Ipn naumeHTHTE
CbC CHMNTOMH H NPH3HALIH CHOTBETCTBALUM Ha KPHITTOKOKOB MEHHHTHT (HAMp. riasobolue,
CBHIIPOBOACHO OT MPOMEHH B CE3HAHHETO, KATO O0BPKAHOCT, XaMOLMHAUWK W WM THYHOCTHH
npoMeHH) TpAbBa aa 6bae NpoBeacHa BHUMATENHA AHATHOCTHYHa oleHKa, TIpy quarHocTHLHpaHe Ha
KPHITTOKOKOB MEHHHTHT, JICYCHHETO ¢ GHHronMMOoA TpabBa Ja ce NpeyCTAHOBH H Ja CE 3afoyHe
CBOTBETHA Tepanus. TpaOBa na ce npoeene My THAMCLMIVIMHAPHA KOHCYATALMS (Hanp. Cbe
COCUHANTHCT N0 HHPEKLIMO3HH 3a00/19BaHHA), aKO NOAHOBABAHETO HA JIEUEHHETO ¢ PHHIONHMOA €
OCHOBATEJIHO.

IIpozpecusna myamugoxanna neexoenyedparonamun (TIMJ/1) i no%\

IIMJI no BpeMe Ha NedeHne ¢ GHUHroNHMOZ, ciel pa3pelleHHETO 33 ynoTpeba (BkK. TOUKS 4@“ AL

ONOPTIOHHCTHYHA WH(EKLIMA, NPHYHHABAHA OT BHpYyca Ha Jlxon Kenunram (John Cunfippiy .._,-.5-'-*-;;;- DX,
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JCV), xoaro Moxe na 6bae ¢aTanya win na noBeae A0 TeXKa MHBATMAHOCT. ClyyaHTy M ﬁ Bt v

BB3HHKHAJIH Cnefl NpuOIH3UTENHO 2-3 rOAMHH NeYeHHe KaTo MoHoTepanusd, 6e3 npeay
SKCMO3HLIMA HA HaTanu3ymab. BLnpeku ye H3YMCICHHAT PUCK M3riex/a ce yBennyaBa\RpE Nk
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KyMyJIaTHBHa €KCNO3ULIMA C TEUCHHE HA BPEMETO, TOYHA BPB3Ka C MPOAB/DKHTENHOCTTA Ha JICYEHHETO
HE € W3IBECTHA.

JlonmbanuTenHy cityyan Ha IIMJ] ca BB3HMKHANIM NpY NALMEHTH, KOMTO NIPENH TOBa ca GWIH JIEKYBaHH
C HaTaIH3yMao, 3a KOHTO e HIBECTHO, ue ¢ cBbp3aH ¢ ITIMJI. TIMJI Moxe fa BLIHHKHE caMo NpH
HamHiHe Ha HHbekua ¢ JCV. Axo ce npeanpueme uicnenpare 3a JCV, tpabea aa ce uMa npeaBua,
Y€ BJIIMAHHETO HA JIMM(OMNEHUATa BbPXY TOYHOCTTA Ha H3CJIEABAHETO 3a aHTH-JCV aHTHTeNa He e
NpOYYEHO MPH NMaLHEHTH, NEKYBaHH ¢ puHronuMon. Chio Taka, TpAOBa Ja ce MMa NMpeABHA, Ye
HETaTHBEH TECT 32 aHTH-JCV aHTHTeNa HE W3KITIOUBA BL3MOXKHOCTTA 38 NOC/EABAIA HH(EKLMA ¢
JCV. Ilpean na ce 3anoune neyenue ¢ Guxronumon e Heobxoaum uaxoned SIMP (06HKHOBEHO B
pamMkHTe Ha 3 Mecela) kaTto pedepeHupa. Haxoaxure ot uscneasanero ¢ IMP Moxke na ca SBHM
NpeJy HAMHYHETO Ha KIHHUYHH NIPU3HALK WK CHMITTOMH. [To BpeMe Ha pyTHHHHTE NpocaeasBally
AMP m3cnenBaHus (B CHLOTBETCTBHE € HALHOHANHUTE M MECTHHTE NPENOPBKH) JIEKAPHTE TpabBa na
BHHMAaBRAT 3a [10ABA HA JI€3HH, npeanoaarauy Hanuuue Ha [IMJ]1. AMP moxe aa ce cuuTa KaTo 4acT oT
NOBHLICHATa OJHTENHOCT NPH NALKMEHTH, 33 KOHTO CE CYMTA, Ye Ca C MOBHIUEH PHCK 33 Pa3BHTHE HA
[IMJ1. Crobmaea ce 3a cryyan Ha acuMromMaTuHa [TMJI B3 ocHoBa Ha HaxoakH ot SIMP, kakTo u 3a
Hannyre Ha JIHK or JCV B rpp6HayHO-MO3BYRATA TEUHOCT PU NALMEHTH, 1EKYBAHH ¢ (PHHIOIHMOA.
Ako ce nogosupa IIMJ], Tpabpa HesaGaBHO aa ce Hanpasu SIMP ¢ quarHoCTHYHA Lie1, 4 JIEUEHHETO ¢
¢uHronMMon TpaGea BpeMEHHO 1a Ce Cripe, AOKATO He ce M3Kkmoud [IMJI.

HYosewxu nanunoma eupyc (Human papilloma virus, HPV) ungbexyus

[lo BpeMe Ha MOCTMAPKETHHIOBHA NMEpHOL ce CLOGIIABAT ciyuan Ha HHpekumns ¢ HPV, BrmounTento
MaNUIOMHK, InCIUIa3kA, Opanasuum u pak, cabp3ad ¢ HPV, npu neuenne ¢ dpunromamon. Mopaau
MMYHOCYNPECHBHHTE CBOACTBA Ha QuHronuMon tpabea na ce o6Mucau HMyHu3aiua cpemyy HPV
MpeJd 3aroYBaHe Ha JICYEHHETO C (PHHIOTMMOZ, KATO Ce CNICJBAT NPENOPBKHUTE 38 HMYHH3ALIHA.
[lpenopbuBa ce CKPUHMHT 32 3OKaYECTBEHH 3a60NABaHMA, BKIIOYHTENHO LMTOHaMa3ka (PAP TECT),
ChHINIACHO CTAHJApPTHATA NpPaKTHKA.

MakyneH exem
I1pn 0,5% ot maumenTuTe Ha neucHHe ¢ puHronnmon 0,5 mg ce cLobuABa 32 MAKYJIEH €AEM C WIH

Oe3 3puTe/IHH HapyWeHHs, Pa3BHBALI Ce NPEAUMHO Npe3 ITHPBHTE 3-4 MEceLa OT NEeYECHHETO (BXK,
Touxa 4.8). Ilopanu Tasu npuunHa, Ha 3-4 Mecell cnel 3aNoYBaHE Ha IEUEHHETO Ce MPEenopbYBa
MPOBEXAAHETO HA OQTANMONOrHYEH NperaeA. AKO NALHEHTHTE ChOGIUAT 38 HAKAKBH 3PHTENHH
HAPYLICHHA IO KOETO U J1a € BpeMe Cliell 3aMo4BaHe Ha JieyeHueTo, Tpabea na 61ae nposeaeHo
H3cneaBaHe Ha ¢yHayca H MaKyaTa.

HaumeHTHTe C aHAMHE3a 3 YBEHT M MTALIKEHTHTE ChC 3aXapeH AHabeT ca ¢ MOBMILEH PHCK OT Pa3BHTHE
Ha MaKyJieH eaeM (Bx. Touka 4.8). (DHHromMMoA He € NPoYUBaH NMPH NMalHEHTH ¢ MHOKeCTBEHA
CKJIE€po3a H 3axapeH fAnaber. Ipenophysa ce NpH NaLUKHEHTHTE C MHOXECTBEHA CKIEpO3a H 3aXapeH
Anaber WM aHaMHe3a 3a yBEHT Aa Oble NPOBEXKIAH OYEH TPEriie]] IPEaH 3aTloUBaHe HA NIEYEHHETO,
cjiel KOETO na ObaaT MpoceBaHu MO BpEME Ha JICUEHHETO.

ITpoaw/mkaBaHeTo Ha NEYEHHETO TIPH NALMEHTH C MAKYJIEH €IEM He e npoyurano. [Ipenopbusa ce
CNHpaHe Ha IEYEHHETO ¢ (PUHIONWMOZ MPH pa3sBHTHE Ha MaKyleH eaeM. Peenwero nanu aa ce
Bb300HOBM TEPaNHATA CEA 0OpaTHO pa3BHTHE Ha MAKYJIHHA eeM TpAGBa fa 6b/e B3eTo KaTO ce MMaT
NpeABHA NMOTEHUHATHHTE MON3H H PHCKOBE NIPH OTAENHHTE NMaLUEHTH.

UeproapoSHO YBpExKIaH
CobobluaBa ce 3a NoBUILICHHE Ha uepHOAPOOHUTE EH3UMH, 0COGEHO Ha aNaHHH AMUHOTDY,

-l"

(AJIAT), Ho cbLIC H Ha rama riyTamwrTpaHcgepasata (ITT) u Ha acnapTaT TpaHCc: FACA
NPpH NALMEHTH ¢ MHOXKECTBEHA CKJ1epO3a, NPOBeXAALH NevyeHHe ¢ dunronumos. Cr r#‘ |

38 HAKOJIKO CITy4as Ha 0CTpa YepHOApoOHa HEAOCTATEYHOCT, HANlaramla YePHOAPOOH; : 1:’"-4 43
TPaHCIIIaHTaLMs, U KINHHYHO 3HAYHMO YepHOAPOOHO yBpexxaaHe. [Tpu3Hai Ha uep @ hot
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YBpCKIAaHe, BKIIOYHTETHO 3HAYHTETHO NOBHILIEHHE HA CEPYMHMTE HHBA Ha qepﬂonpo&{ "CH3UMH ¥
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MOBHILCH 001 OMNUPYOHH, Ca HACTBITHIIM B PAMKHTE Ha AECET JHH C/EA NPHEM Ha TLPBAaTa 2034,
AOKJIANBAHH CHLUQ TaKa H CNEA NMPOAB/DKHTENHA ynoTpeba. B kiinHiYHHTE H3nuTBaHKA npw 8,0% oT
Bb3paCTHHTE MalHeHTH Ha JieyeHue ¢ puHronumMon 0,5 mg e HabmonasaHo noBuapane Ha AJIAT 3
X HaJ ropHa rpaHuua Ha Hopmarta (I'T'H) cnipamo 1,9% ot nauneHTHTE Ha Neyenrue ¢ maLedo.
INosumasaxe 5 x I'TH sy3unkBa npu 1,8% ot manuenTHTe Ha GUHrONUMOA H nipH 0,9% ot
NAUMEHTHTE Ha rutane6o. T1o BpeMe Ha KIMHHYHHTE H3NUTBaHHA GUHrONMMOL € 6N CIHpaH Npwu
MOBHIIEHHE HA YEPHOAPOOHHTE TpaHCcaMUHasK Haa 5 x I'HI. [1pu noaxoBsBaHe Ha neyeHHeTo NpH
4acT OT NalMEHTHTE OTHOBO ¢ HabMmoJaBaHO NOBUIIABAHE Ha TPAHCRMHHA3HTE, KOETO JIOKA3BA
HAJIMYHCTO Ha MPHYMHHO-CIIEACTBEHA Bpb3Ka C IpUeMa Ha ¢uHrosnumon. IpH KIMHHYHH NpoyYBaHHs,
¢ Hab/MOAaBaHO MOBHILIABAHE HA TPAHCAMMHA3HTE MO BCAKO BPEME B X0Oa Ha JICYESHHETO, BBLIIPEKH Ye
HaH-4€CTO € HAOMOAaBaHO Npe3 MypBHTe |2 Mecella. CepyMHUTE HHBA Ha TPAHCAMHHA3HTE CE BPBLIAT
A0 HOPMAITHHTE CTOHHOCTH NMPHOIU3INTENHO 2 MECELIA CJICA CHUPAHE Ha IEYEHHETO ¢ (PHUHTOIUMOL.
@OHHrONMMOA He € NPOYUBAH NMPH NALKEHTH C TEXKKO NpeALIeCTRAII0 uepHORpOOHO yBpexaaHe (Ki1ac
C no Child-Pugh) u He TpaGea na ce npunara npu TakuBa nauHenTH (BX. TouKa 4.3).

[Topanu nmMyHOCYNpecHBHITE CBOWCTBA HA PHHIOIMMOL 3aMOYBAHETO Ha JIEYEHHETO TpaOBa aAa Onne
OTJIOXEHO NMPH MALMEHTH C aKTHBHA XENAaTHT BUPYCHA HHGpEKINS.

INpenu na ce 3anoune neuenne Tpa6Ba aa ce MPEAOCTABAT HATIPABEHH HEOTAABHA (T.€. B pPaMKHTE Ha
MOC/IEAHHTE 6 Mecela) H3CneBaHKA Ha TPAHCAMHHA3KUTe U OunHpy6uHa. [Tpy unca Ha KNIHHUYHK
CHMITTOMH, HHBATa Ha YSPHOAPOOHHTE TpaHCAMHHA3H M CepyMHHS Gumupy6HH Tpsa6Ba na ce
NpocneAT Ha 1-BH, 3-TH, 6-TH, 9-TH 1 12-TH Mecell OT JIEYEHHETO M MEPHOZUYHO CNE TOBA A0 2
Mecela cieql MpeyCTaHOBABAHE HA NICYEHHETO ¢ puHronumoa. [lpu nunca Ha KITHHUYHY CHMITTOMM,
aKo 4epHOAPOOHHTE TpaHCAMHMHA3M Ca Hal 3 MBTH, HO MO-MAJIKO OT 5 meTH I'TH, Ge3 NoBHLLIEHHe Ha
cepyMHus OunupyOuH, TpaGBa 1a ce Ha3HAYH T0-YECTO NPOC/ENsBaHe, BKIIOYHTENHO Ha CEPYMHHA
OunupyOuH 1 ankanHata docdarasa (AD), 3a 4a ce YCTAHOBH JaNM HACTHLNBAT JOMTBIHHTEHH
MOBUIICHHA, H 1a C¢ pa3bepe AanH HMa AITEPHATHBHA €THOJIOTHA Ha YepHOAPOOHaTa JucdyHKLM.
AK0 YepHOApOOHHTE TpaHCaMKHa3K ¢a noHe 5 bt ITTH wawn noHe 3 metu [TH, CBBP3aHM C HAKAKBO
MOBHIUIEHHE Ha CCPYMHUA OUNUPYOHH, JiIeueHHETO ¢ GHHroNuMOoA TpAGBa 1a Ce NMPeyCTAHOBH.
Ilpocnenssanero Ha yepHus npo6 TpAGBa Aa NPOALIHKH. AKO CEPYMHHTE HUBA Ce HOpMAaIM3UpaT
(BKTIOUHTENIHO, 8KO Ce OTKPHE aITEPHATHBHA MPHYMHA 32 YepHOApoGHaTa ANCHYHKUMS), TEYSHHETO ¢
¢uHronuMon Moxke a ce B300HOBM Bb3 OCHOBa HAa BHUMATE/HA OLIEHKA Ha ChOTHOLICHHETO NOJI3a-
PHMCK 3a MauMeHTa.

[1py nauneHTH, npy KOHUTO ce HAGMIONABAT CHMITTOMH, NPEANONArallll YepHOApoGHa AUchYHKUMA
KaTo HEOOACHUMO rafieHe, NoBpbILaHe, KOpeMHa GOSIKa, YMOPa, AHOPEKCHA HITH KBJITEHHLIA WHIH
NOTbMHABAHE HA YpHHaTa, TpaOsa HezabaBHO na 6baaT M3CNIEABAHH YEPHOAPOOHHTE EHIUMM M
61nupy6HH, H fa Gbae CPAHO NeUeHUETO, aKo Ce NOTBLPAH 3HAUHMO YepHOAPOOHO yBpeKIaHE.
JleyeHneTo He TpsAGBa Aa ce MOAHOBSABA, OCBEH KO HE CE YCTAHOBH NpaBaoONonoGHa aJTepHaTHBHA
€THOJIOTHA 32 MPH3HALIUTE H CHMITOMHTE HA YEPHOAPOGHOTO YBpEKAAHE.

Bnnpeky 4e TMNCBAT NaHHH, KOMTO /1a AOKA3BAT, ¥e 110 BpeMe Ha NpHeMa Ha DMHroIMMOz npH
NalMEHTHTE C MPEALICCTBALIO YepHOAPOOHO 3abongBaHe € No-BepoaTHO Aa 6baaT HabMOaABAHK
NOBUIIEHH CTOHHOCTH Ha YePHOAPOOHHTE PYHKIIMOHAIHH TECTOBE, € HEOOXOAMMO NMOBHILIEHO
BHMMaHHE NpH ynoTpebara Ha GUHrONMMO/L NPH MALIHEHTH ¢ aHAMHE34 38 NPEALIECCTBALIO 3HAYUMO
yepHOAPOOHO 3abonsBaHe.

EdekTH BbpXy KpBBHOTO HajigraHe




INo BpeMe Ha KIHHHYHHTE H3NHTBaHKA 38 MC 1IpH NALMEHTHTE HA JleYeHHe ¢ ¢unronumoyn 0,5 mg e
Habo1aBaHo NMOBHIIaBaHE Npuban3uTenHo ¢ 3 mmHg Ha cucTOMHOTO KPBbBHO HanfArase u
npubausutenHo ¢ | mmHg Ha 1MacTONHOTO KPBBHO HAAraHe, OTYETEHO 38 ITbPBH ITHT
NPHORU3UTENHO 1 Mecell Clie]l 3a1104BaHe Ha IEYEHHETO M NEPCHCTHPALLO NpH NPOAB/DKABAHE Ha
neueHneTo. B xona Ha 2-roauuHo niane6o-KOHTpOIHpaHo npoyyBaHe npu 6,5% OT NaLMEHTHTE Ha
neyeHHe ¢ punronnmon 0,5 mg ce crobiara 3a XHNEPTOHHA KATO HEXKENaHa peakuua # npu 3,3% ot
nanueHTHTe Ha mnaueto. CiieloBaTeNHO, KPLBHOTO HansraHe TpsGea fa 6bae penoBHO POCICAABaHO
NO BPEME Ha JICHEHHUETO.

€KTH BBPX aTenHaTa CHCTEMa
Ha 1-us Mecell OT 3ano4BaHeTO Ha JieyeHHe ¢ PUHrOIMMOL ce HabmoaaBa MHHHMAJTHO, 10303aBHCHMO
HamanaBaHe Ha CTOHHOCTHTE Ha opcHpaHHs ekcriupaTtopeH obeM 3a 1 cexynma (DEQ,) u
InQY3HOHHHA KanauMTeT 3a BuriaepoaeH okuc (DLCO), koero ce 3a4bPKa U BIIOCIEACTBHE.
Ouxronnumon Tpabdea Na ce M3MON3BA C NOBULIEHO BHHMAaHHE NPK NALMEHTH ¢ TEKKO 3a60JIIBaHe Ha
AuXaTeHaTa cHcTeMa, Genoapobua pubposa u xpoHuuHa o6eTpykTHBHA GenoapoGHa Gonect (BK.
TO4Ka 4.8).

CuHipoM Ha oOpaTnma 3anHa eHlledaronaTus

B WIHHHYHHTE H3NUTBAHUSA H MOCTMAPKETHHIOBHS NEPHOJ Ce ChOOILABAT PeakH CJTyyad Ha CHHIPOM
Ha 0bpaTiMa 3azHa eHuedanonatus (CO3E) npu no3a ot 0,5 mg (Bx. Touka 4.8), CumnroMuTe
BIJIIOYBAT BHE3ANHA NOABA HA CHIHO rNaBobo/iHe, raieHe, NOBPBILAHE, HAPYIIEHHE Ha Ch3HAHHETO,
3pHTENTHH HapyuieHUs U repyoBe. CumnromuTe Ha CO3E o6ukHOBeHO ca 06paTHMH, HO MOTAT 43 ce
Pa3sBHAT A0 HCXEMUYEH HHCYNT HNH MO3bYEH KPLBOHUIHMB. 3a6aBaHeTo Ha THATHO3aTa H JICUCHHETO
MOFAT 1a NOBERAT 10 TPAHHH HEBPOIOTHYHK NociieAHLM. Ako ce noaosupa CO3E, npHemsT Ha
¢uHronMMoa TpsabGBa aAa ce NpeycTaHoBH.

IlpeamecTsaiio JeyeHNE ¢ HMYHOCYIPECHBHH WIH WMYHOMORYJTHPAINH TEPanHu
He ca nposexaHi H3NUTBaHHA, KOMTO Na OLEHAT ehHKAaCHOCTTA H He30MacHOCTTA Ha ¢HHroIMMO

NMpH NpeMHHABaHE Ha MALMEHTHTE OT TEPHGUTYHOMHUN, THMETHNT GyMapaT WIH aneMTy3yMab KbM
nevyeHue ¢ puHronumon. [lpu npeMuHaBaHe Ha NalHEHTHTE OT JIeYEHHeE C Apyra MoaudHLMpalna
Gonectra Tepanma KM JleueHHe ¢ huHronuMo, TpaGBa aa ce HMa NPEaBU/] KAKBB € NOTY)KHBOTHT Ha
ApyraTa Tepanus, 3a a ce H30EerHaT aAMTHBHH UMYHHH €(PeKTH H CHILIEBPEMEHHO /1a C& MHHHMH3UpA
pHCKa OT peLHAUB Ha 3a6onasaHero. Ipenopbysa ce 1a ce M3CIeABa TbJHA KPbBHA KAPTHHA NIpeay
3aM0BAHE Ha JIEYCHHETO C (PUHIONUMOR, 38 1a € CHIYPHO, Ye UMyHHHUTE eheKTH Ha MpeaxoxaalaTa
Tepan#s (Hanp. LIHTONEHHA) Ca OTMHHAIH.

Kato wwio neyeHnero ¢ pUHronmMon Moxe a 3anouHe BeaHara clie CIIMPAHETO HA HHTEPHEPOH WK
riiaTMpaMep aleTar.

[1pyu numeTn dymapar nEpHOALT Ha MEAMKAMEHTO3HO OYHCTBAHE TpAOBa na 6bae nocTaThuCH, 3a Aa
C€ BL3CTAHOBM ITHJIHATA KPhBHA KAPTHHA NPEAM [1a CE 3arovHe JIeYeHHe ¢ (PUHrONHMO,

Ilopaan ABATHA NOMYXHBOT HA HATANIH3YMal, ENTUMHHHPAHETO My OGHKHOBEHO NpoAB/KaRa o 2-3
Meceua ciie cnupaHeTo. TepudmyHoMuUI cbino ce eMMMuHKpa 6aBHO OT wia3Mara. bes npouenypa

38 YCKOPCHO €JIHMHHHpaHE, KITHPBHCHT HA TEPHGMIYHOMHA OT IUIA3MaTa MOXKE a OTHEME OT

HAKONIKO Meécela 10 2 roanHH. [Ipenopbusa ce npoLiexypa 38 YCKOPEHO €IHMHHUPAHE, TAKA KAKTO €
ONMHCAHO B KPaTKaTa XapaKTePHCTHKA Ha NPOAyKTa TepUGTyHOMM, WIH NEPHO/ HA AITTEPHATHBHO

AnemTy3ymMad MMa CHIIHH H IPOARDKHTENHH HMYHOCYTIPECHBHM edextn. Trit kaTto
NPOAWDKHTENIHOCT Ha TC3H e()CKTH He € H3BECTHA, He CE NPENnopbLYBa 3aM04YBaHe Ha NI
$unronumMon cnen Tepanus ¢ anemrysymab, OCBEH aKO NON3HTE OT TOBA JICUCHHE HE II
HECBMHEHO DUCKOBETE [IPH OTIACIIHHA NMALIUEHT.




PeiieHHeTO 32 NpoBex/aHe Ha NPOAB/DKHTENHA CHITETCTBALLA TEPANIHA ¢ KOPTHKOCTEPOHIH, TPA6Ba
Ja ce B3eMe ciel BHUMATE/IHA NpeLIeHKA.

EnHospemenHo npunarate ¢ Momxu CYP450 uuaykTOpH
KomOuHupanero Ha Gunronnmon ¢ Mo CYP450 unaykropu Tpabea aa ce npunara ¢ NOBHILEHO

BHHMaHHe. He ce npenopbusa eAHOBPEMEHHO NPHIIATaHE ¢ KHIT KAHTAPHOH (BXK. TOuKa 4.5).

3noxavyecTBeHH 3a0009BaAHNS

Kooxenu 3noxauecmeenu 3abonnsanus

Coo01uasar ce cryyan Ha 6azanHoknerbuen kapunnom (BKK) u apyru kokHu Heornasmu,
BIJIFOYHTEHO 310Ka4Y€CTBEH MEJIAHOM, CKBAMO3HOKNETBhYEH KapLHWHOM, capkoM Ha Kaposi u
MerkelkieTbueH kapUHHOM, NpH MALMEHTH, NpHeMall GUHTONHMOJ (BX. Touka 4.8). Heobxomumo e
Aa ce CJICH 32 MOABATA HA KOXKHH JIE3UH H CE NPENOpLYBAT NPCBAHTHBHH NPErjieaM Ha KoXaTa NpH
3aNnoYBaHE Ha JEYEHHETO U Ha BCeKH 6 10 12 Mecena, cnopea KIMHHYHATA NPELiEHKa. AKO ce
YCTAHOBAT MMOZIO3PHTENIHH KOXKHH JIE3HH, NALMEHTHT TPAOBa Aa Oblie HACOMEH KbM JIEPMATONOr.
T'bii KaTO NOTEHUHANHUAT PHCK 33 BB3HHKBAHE HA KOXKHM HEOMUIa3MH HApacTBa, NalHEHTHTE,
NeKyBaHH ¢ GUHrosnMo TpsbBa na 6BAAT NPEeAYNPEACHH, Aa HE CE H3NATraT Ha CTbHYEBA CBET/IHHA
6e3 sawura. Ilpn Te3n naumenTn He TpaGBa ia ce npunara ceMbTCTBaIa doToTepanus ¢ UV-B-
npuyeHue Wi PUV A-dororepannus.

JTumgomu

Hma ciryuau Ha nosea Ha TUMGMOM B KTHHHYHHTE NIPOYYBAHHMA M NPH NOCTMAPKETHHIOBH YCIIOBHS
(Bx. Touka 4.8). ChobweHHTe CTyuan ca XeTEPOTEHHH MO NPHPONA, OCHOBHO HEXOKKHHOB TMMQOM,
BIJIIOYHTENHO B-kiierbunn U T-xneTbunn numeomn. HaGrionasanu ca u ciryyan Ha koxeH
Tknersuen inmom (mycosis fungoides). HabmonasaH e u enun neranen ciyuait npu Epstein-Barr
Bupyc (EBV) monoxurenen B-knetnuen numdom. Ako ce nonosupa nossata Ha THMGOM, JIeUEHHETO
TpadBa Aa ce NpeycTaHOBH.

XeHu ¢ nereponeH NOTEHLHAN
ITopanu puck 32 niofa GpUHroMMO/ € NIPOTHBOTIOKA3aH NO BPEME Ha GPEMEHHOCT H MPH JKEHH ¢

ACTCPOACH NMOTEHUMAN, KOMTO HE H3MNON3BaT epeKTHBHA KoHTpauenuus. [Ipeau 3anoysane Ha
JICYCHHETO XKEHHTE C ACTEPOCH NOTeHUHaN TpsaOBa na 6baaT HHPOPMHPAHH 38 CHIECTBYBALIMA PUCK
3a IUI0/1a, TPAOBA /1a MMAT OTPHLATENIEH PE3yITaTa OT TECT 3a GPEMEHHOCT H TpA6Ba Ja H3NON3BAT
e(eKTHBHA KOHTpALIETILIHA N0 BPEME Ha JICYUEHHETO H B NPOIBIKEHHE Ha 2 Mecelia el
NpeyCTaHOBABAHE HA JICYCHHETO (BXK. TOUKH 4.3 U 4.6 U HHPOpMaALIMATA, CHALPIKALLA CE B
HHdopmaumoHHNa nakeT 3a nekaps).

[1ceBaOTYMOPHH J1€3UH
Cbobuiasar ce peaxH ciyyau Ha NoOsBa Ha NCEBAOTYMOPHH JIE3UH, CBBP3aHH ¢ peLuaus Ha MC, MpH

MOCTMAPDKETHHIOBY YCJIOBHA. B ciyyaii Ha TexbK peunaus Tpa6Ba 1a ce Hanpasu SIMP, 3a na ce
H3KJIIOYAT NCEBAOTYMOPHH JIE3HH.

[IpeycTanoBsBaneTo Ha yiedeHHETOTPAGBA fa ce OGMMCAH OT JIEKYBallHs JIEKAP NPH BCEKH cnyyvai
MOOTACITHO, KaTO Ce¢ B3EMAT NPeABHI HHAWBHAYAIHHTE NOJI3H H PUCKOBE.

BB3BphiaHe Ha aKTHBHOCTTA Ha 3aboasBaHeTo (pubayvua) clien NpeyCTAHOBABAHE HA JIeUe HHE: 0 ﬂO‘
duHronumon / ‘3‘(3‘\ ﬂetzo
.. Z - 0

Ilo BpeMe Ha NOCTMapKETHHIOBHA NIEPHOA PAIKO Ce HAGMIOAAaBA TEXKKO 0BOCTPAHE Ha i ’*".'-3;,-, , % -
NpH HAKOH NaLMECHTH, CIIPENH JIeYeHHeTo ¢ ¢pHHroaumon. ObuxHOBeHO ce Habmonanea § ,,__;: ‘-ﬁ"-" 3 &@\ =
12 ceaMuiM ciien cNHpaHe Ha NEYeHHETO ¢ (GHHTOTHMOZ, HO € ChOGIRAaBaHO H N0 24 ce !\ e hj:{’;v / o
NpeyCcTaHOBABaHE Ha NeueHHETOo ¢ puHronumon. Ilopaay Ta3u npyyHHA € HEOGXOIHMO X -.J‘: 5= g

—__ &8
BHHMaHHE IIpH CMIHPaHE Ha JICYCHHETO ¢ GUHTONTUMOA. AKO Ce NMPELICHH, Y€ € HEOOXoauMdY,_ * T ranid o /,
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MpeyCTAHOBABAHE Ha JIEYEHUETO ¢ PHHTONUMOS, TpaOBa Aa ce HMa NpeaBUI Bb3MOXHOCTTA 34
MOBTOPHA MOABA HA M3K/TIOYHTE/THO BUCOKA aKTHBHOCT Ha 3abonsBaHeTo, nalueHTHTE TpAbBa fa
ObaaT BHHMAaTENHO HabMI0AaBAHH 3a CHOTBETHHTE NMPH3HALM H CHMITOMH H [1a Ce 3allouHe
NOAXO0AAIO JieueHHe, aKo € HeoOxoauMo (Bx. ,,CriHpaHe HAa TepanuATa“ NMo-A0Aay).

CrupaHe Ha TepanusaTa
I1pn B3eMaHe Ha pelieHHE 3a CIIHPAHE HA NEYEHHETO ¢ PUHTONHUMOA € HEOOXOAHMO Aa CE OCHTYPH 6

CeIMHYECH WHTEPBAJT O€3 Tepamnus, Bb3 OCHOBA HA MOJIYKHBOTA Ha JIEKAPCTBOTO, 3a 2 MOXKE
(GHUHrONUMOA A1a C€ M3YHCTH OT KPbBOOOpallleHHeTO (BXk. TouKa 5.2). BpoaT Ha numd¢ounTHTe
MOCTENEHHO C€ BpbILA 0 HOPMAIIHUTE CTORHOCTH B paMKHUTE Ha |-2 Mecella clie] CrIApaHe Ha
NICYEHHETO MpH MOBEYETO NALMEHTH (BXK. TOYKA 5.1), BHIIPEKH Y€ ITHIHOTO BH3CTAHOBABAHE MOXeE /a
OTHCME 3HA4YHMTENHO NMOBEYE BPEME NMPH HAKOH MALMEHTH. 3aNOYBaHETO HA APYTrH TEPAIHY Npe3 TO3H
nepHoA Lie AOREAC 1O €AHOBPEMEHHA CKCMO3HINA H HAa QUHrONIMMOA. Ynortpebara Ha
HMYHOCYTIPECOPH CKOPO Cliell CTTHPAaHE Ha NCYEHHETO ¢ PHUHTOMIMMO MOXKE A8 AOBEIE A0 AJUTHBEH
e(eKT no OTHOLIEHHE Ha HMYHHATa CHCTEMA W NOPAJH Ta3H NPHYHHA € HEOOXOAMMO NOBHIIEHO
BHHUMAaHHE.

HeobxoaMMO € ChLIO Taka MOBHIIEHO BHUMAHHE NpH CIIMPaHEe Ha JIeYeHHETO ¢ PUHIrONMMO/ NOPaIK
prcka ot pubayHn (Bx. ,.Be3BpriiaHe Ha akTMBHOCTTa Ha 3a6onssanero (pubayHa) cnen
MPeyCTAHOBABAHE Ha IEYCHHETO ¢ QHHIOIMMOA" O-rope). AKO NPEyCTAHOBABAHETO HA NIPHEMA Ha
¢GUHrOIMMO] Ce CYMTa 338 HeOOXOAHMO, NalHeHTHTe TpAbBa na 6bAAT nNpocneaABaHH Npes TO3H
NEPHOA 3a CbOTBETHHTE MPH3HALIK HAa BE3MOXKEH pubayHA.

llopnuaBaHe Ha CEPONIOTHYHHTE TECTORE

Toit kato puHronMMon Hamanapa 6pos Ha THMQOLIMTHTE KATO T NIPEpasNpeens B nepudepHHTE
NMMMQOHIHA OPraHH, NPH NALHEHTH Ha jeYeHHe ¢ (UHrONHMOA OpoAT Ha nepudepHUTE THMBOLIUTH
He MOXe Aa Ob/ie H3MOA3BAH 38 OLUCHKa Ha TUM(OLHTHHA cTaTyc. 3a naGopaTOpPHHTE TECTOBE, NPH
KOHTO C€ H3NOJI3BAaT LHPKYJAHpALIA MOHOHYKJICAPHH KJIETKH € HeoOX0AHMO HabaBIHETO Ha MO-TOMAM

0beM kp1B Nopaay HamaneHus 6poit Ha LHPKYAHpaMTe TUMPOLIUTH.

[MenuaTpuyHa nomyaalus

[1popunsT Ha Ge30MacCHOCT NPH NEAHATPHYHH MALMEHTH € NoAo6GeH Ha TO3H NPH BB3PACTHH H NMOpaau
Ta3H NPUYHHE NPEAYNPEKIACHHUATA H NMPEANasHUTE MEPKH NPH Bb3PACTHH Ca NPHICXKHMH H [IPH
NeARATPHYHHTE MALMEHTH.

[lo-cneunanyo, npH NpeAnUCBaHe Ha GHHrOMUMOI NPH NEeAUATPHYHH NALHEHTH TPAOBa Aa ce MMa

NpeaBRA CACAHOTO:

. Tpabra na ce cneapaT NpeAna3HATE MEPKH Clie MPWIMKEHHE Ha IMbpBaTa 1032 (BX.
»DPAAHApHTMHUA" 1TO-rope). ChllMTe Npeana3sHd MepkH, KaKTo cliell MPWIOKEHHE Ha ITbPBAaTa
A03a, C¢ NPENOpPBUBAT W NPH NPEMHHABAHE Ha NAaLMeHTa oT Jeyerue ¢ 0,25 mg AHeBHa 1034
kbM 0,5 mg nHeBHa Ao3a

. B koHTpoMpaHoTO neaAvaTpuyHo HanuTeade D23 11 ce cprobiuapar cay4an Ha repuose,
TPEBOKHOCT, MOHHKEHO HACTPOCHHE H AETIPECHs, C MO-BHCOKA Y€CTOTA NMPH NALMEHTHTE,
NIEKYBaHH ¢ QHHIONIMMOI, B CPABHEHHE C MAlLlMEHTUTE Ha JieueHue ¢ HHTepdepon Gera-1
Heobxoaumo e nopuieHO BHHMaHHe B Ta3u noarpyna (Bx. ,JlequaTtpuuna no
TOouyKa 4.8).

. 3abenA3aHo € 1eKO NOBHILIABaHE Ha GUNupyOHHa B H30NHPaHH CITyyad TIPH I
NAaLHEHTH Ha JievieHHe ¢ (PHHTONTMMO.
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. Ipenopbyba ce Ha NEAHATPHYHWTE NMALUMEHTH Aa C€ HANpPaBAT BCHUKH HMYHH3aLHH, ChITIACHO
HaCTOALNTE PbKOBOACTBA 338 UMYHH3ALIHH, MPEAH 3aNOYBaHE HA NICYEHHETO ¢ GHHrONMHMOA (BK.
To4Ka ,,MHpekuun* no-rope).

. MmMa MHOTO OrpaHHY€HH IAHHH NPH Aetia Ha B3pacT 1012 roaunu ¢ terno noa 40 kg win
cTaauii Ha pa3suTHe 1o TaHep <2 (Bx. Touku 4.8 1 5.1). Heobxoaumo € noBUIIEHO BHUMaHHE B
TE3M MOATPYIH NMOpany HaJIHYHETO Ha MHOTO ONPAHHYCHH AaHHH OT KJIHHHYHHUTE NPOy4YBaHus.

. JIMncBaT AaHHH 3a ABJIrocpoyHaTa 6e30MacHOCT B MEAHATPHYHATA MOy NaLHA.

4.5 Biaumoae#HicTBHe ¢ APYTH NeKAPCTBEHH NPOAYKTH H APYrH GOpMH Ha BIaHMOAelcTBHE

AHTHHEOIWIACTHYHA, HMYHOMOAYIHPALIA WIH HMYHOCYTNIPECHBHA Teparys

He tpa0sa na ce npunara ¢IHOBPEMEHHO ¢ aHTHHEOITACTHYHA, HMYHOMOY IHpallla WiH
HMYHOCYTIPECHBHA TE€parnus nopaaH NOBHINEHHS PUCK OT AAMTHBHH €(CKTH BbPXY HMYHHATA CHCTEMA
(BXK. TOMKH 4.3 1 4.4).

HeobxoanmMo e noBHilieHO BHUMaHHE NPH 3aM0YBAHE HA NIEYEHUE NPH NALHEHTH, NPH KOMUTO
NMPOABLDKHTENHO BpEMe ca MpUIIaradH JIeKapcTsa, NORIHABALLYA HMYHHATA CHCTEMA, KaTo
HaTaIH3yMal, TepHPIYHOMHA HIM MUTOKCAHTPOH (BX. Touka 4.4). B KIIHHHYBKTE H3NHMTBAHKA [IPH
NaLMEHTH ¢ MHOXECTBEHA CKJIepO03a, €AHOBPEMEHHOTO NPHIIOXKEHHE Ha KPATKH KypPCOBE
KOPTHKOCTEPOH/IH 38 JICYEHHE Ha pPeLIHAHBHTE, HE € OUNO CBBbP3aHO ¢ MOBHINCHA YE€CTOTA Ha

HH}pEKLMH.

BakcuHu

[1o BpeMe Ha NCYEHHETO U A0 2 MEceLa CNe/l CITUPAHE Ha JIEYEHHETO ¢ (PUHTOIUMO] BAKCHHHMTE MOTAT
Aa ObAAT NO-MaNko epeKTHBHH. YnorpebaTa Ha )KUBH aTEHIOMPAHE BAKCHMHHM MOJKE 1a KpHE PHCK OT
MHEKLHH H TTOpaJM Ta3d NpHYHHA TpAOBa na ce H3bArea (BK. TOUKH 4.4 1 4.8).

BemecTsa, npeny3pukBalM 6paavkapaus

(DHHrONMUMOA € 611 MpoyUBaH NpH NpwiaraHe B KOMOGMHALIMA C aT€HONON ¥ AWSITHa3eM. [Tpu
MpHJiaraHe Ha GQUHroONHMON C ATEHOJION B X0/1a Ha NPOYYBAHE 3a B3aUMOJCHCTBHS MPH 3ApaBH
noOposoniiu ¢ HabmoaasaHo 15% HaMansBaHe Ha ChpAcyHaTa HectoTa. [Ipu 3anoysaHe Ha ieueHue ¢
¢MHrOIMMOL H € AMNTHA3EM He e HabnronaeaH TaxkbB edekT. He Tpatea a ce 3anousa neyeHue ¢
DHHTrOAHMO 3€HTHBA NPH MALMEHTH, pHeMalnd 6eTa ONOKepH WIM APYTH BEIECTBA, KOHTO MOTAT
Aa HAaMANAT CbpJC4YHATa YeCTOTa KaTo aHTHAapUTMHLM Knac Ia u 111, kanunesn avTaronucTH (kato
BepanaMHl WIH AWITHA3EM), HBaOpaiH, IWUTOKCHH, AHTHXOTHHEPIHYHH CPEACTBA WH NWIOKAPINHH,
Nopaan NOTEHUHATHHA aAHTHBEH €(PEKT BEPXY ChpASYHATA YecToTa {B3K. TOUKH 4.4 n 4.8). Axo ce
obmucns neuenne ¢ GUHronuMon 3eHTHBA NPH TAKHBA NALIMEHTH, TpAGEA Aa ce MOThPCH
KOHCYJITALIKMA C KAPAUOJIOr BBB BPB3Ka C IPEMHHABAHETO KbM APYTH JIEKAPCTBEHH NPOLYKTH, KOHTO
He MOHWKABAT ChbPACYHATA YECTOTa WIH ChOTBETHO MPOCeAIBaHE NPH 3arouBaHe Ha JICYEHHETO, KAaTO
Ce IpenophkUBa NpocieaaBaHe Hal-ManKo Mpe3 HOLLTa, KO MOHWKABALIUTE CHPAEYHATA YECTOTa
N€KapcTBa He Morart aa ObaaT cnpenH.

DapMaKOKHHETHYHH B3aWMOACHCTBHUA HAa JPYTH BELUECTBA ¢ PMHronnmox
®uHronuMon ce Merabonusupa npeaumnao or CYP4F2, dpyru ensumu kato CYP3A4 cbiuo
AOTIPUHACAT 34 HErOBHA META00NMH3BM, OCOOEHO B CITyuanTe Ha CHIHO uHayuMpaHe Ha CYE
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BeLECTBA, KOUTO MHXUOMpaT CYP3A4 (nporeazin MHXHOHTOPH, MPOTHBOrLOHYHH a30/TH, HAKOH
MAaKPOJIHAH KATO KJIAPHTPOMULIWH WIH TEJINTPOMHLINH).

B crantonapHO ceCTOsIHME, €JHOBPEMEHHOTO NpUNaraHe Ha kapGamasenuH 600 mg Ba METH HEBHO
H €JMHHYHA 1034 Ha pUHronuMoa ot 2 mg, HaManaea AUC Ha (pHHrOIMMOA H HErOBHA MeTabOJIHT
npubnusurento ¢ 40%. Apyrure cunnn CYP3A4 eH3UMHM MHIYKTOPH, KaTO HaNpUMep
pudamnuuuH, peHoGapSuTan, GeHHTOHH, epaBUPEHI] H XK BIT KAHTAPHOH, ChLIO MOTAT 13 HAMAJIST
AUC Ha QpUHronuMon 1 HeroBHa MetabonuT noue ¢ ToskoBa. Thil KaTo TOBA MOXe NOTEHLMAIHO fa
MOBIHAC OTPHLIATENTHO eHKACHOCTTE, EIHOBPEMEHHOTO MM NpujiaraHe Tpa6Ba a ce NpasHu c
MOBUILICHO BHHMaHHe. ENHOBpeMEHHOTO MpHiIaraHe ¢ BJIT KAHTAPHOH, HE CE NPENopbYBa (BX. TOUKA
4.4).

DapMaKOKWHETHYHH B3AWMOAEHCTBHA HA QMHIOIMMO] ¢ IPYTH BEIECTBA

Manko BepoaTHO € PHHronMMoz Aa B3IaUMOAEHCTBA C BEIIECTBA, KOHTO Ce mMeTabonu3upaT NpeauMHO
ot CYP450 ensumure wid ca cybeTpaTH Ha rNaBHUTE TPAHCTIOPTHH TMPOTEHHH.

EnHoBpeMeHHOTO npuiiaraHe Ha (GMHrOJHMO/ H LIMKIIOCTIOPHH He BOAM A0 NPOMEHH B €KCIIO3HLMATA
KaKTO Ha UMKNOCNIOPHH Taka M Ha ¢puHroanmon. CaeaosarenHo, He ce ouaksa GHHronMMon aa
MOBJIHABA (PaPMAKOKUHETHKATA Ha JICKAPCTBEHH NPOXYKTH, KOMTO ca cyGcTpaTh Ha CYP3A4,
EnHOBpeMEHHOTO MpuiaraHe Ha GUHrOAWMO], C MEPOPASIHH KOHTPALIENTHBH (€THHWIECTPAIHON B
JICBOHOPTeCTpe) He NPEAM3BHKBA NIPOMEHH B €KCMIO3HLIMATA NEPOPANHHTE KOHTpauenTHey. He ca
APOBCIKAAHH NPOYYBAHHSA 33 B3aHMOACHCTBHA Ha PUHIOTHMO C IEPOPANHH KOHTPALICITTHBH,
CBHABPXKALUH NPOreCTarcHH, BLIPEKH TOBA HE C€ 04aKBa (PHHrONIMMOA Aa OKA3Ba BITHAHHE BHPXY
TAXHATA €KCITO3HLIHA.

4.6 @epruanrteT, 6peMEHHOCT H KLpMene

Kenu ¢ nereposeH norenuuan/KoHrpauenums npu xeHu
DUHrONMMON € MPOTHBOMNOKA3AH NPH KEHH ¢ JIETEPOACH NOTEHIHAN, KOHTO He M3ION3BaT edeKTHBHA

KOHTpauenums (BxK. Touka 4.3). [lopanau Tasy NpUYHHA NPeH 3aM0YBAHE HA NEHEHHETO MPH KEHH C
ACTEPOACH NMOTeHLHAN TPAOBA 1a € HAMLIE OTPHLIATENEH Pe3yITaT OT TECT 3a OPeMEHHOCT H Ja ce
HalpaBH KOHCYJITallHA BbB BPB3Ka ChC CEPHO3HHA PHCK 3a ruiona. JKeHuTe ¢ aeTeposieH NoTeHmHal
TpAGBa fa M3NON3BAT ePEKTUBHA KOHTPALENLMSA M0 BPEME Ha IEYEHHETO H B NPOXB/DKEHHE Ha 2
Mecewa Cea NpeyCTAHOBABAHE HA JISYEHHETO ¢ (PUHIONHMMOJ, Thi KAaTO ClE NPeyCTAHOBABAHE Ha
JICYEHHETO Ca HEOOXOAHUMH NPUGIM3UTENHO 2 Mecella 3a ENIHMHHUPaHe Ha GHHTOJTUMO OT OPraHH3Ma
(BX. Touka 4.4).

KoHKpeTHH MepKH ca BKIIOYEHH Chilo Taka B MHopMaLMonHus naker 3a nekapa. Tesn MEpPKU
TpAOBa na ce BbBEAAT NpeaH PUHIOIHMMON A3 CE NPEANULIE Ha GPEMEHHH NalMEHTKH H Mo BpEME Ha
JIGUEHHETO.

Koraro ce cnipa neuenuero ¢ puHronnMon npu riaHupane Ha GpeMenHocT, TpaGBa aa ce Uma
NpeABHT BB3MOXKHOCTTA 32 BL3BPbIIAHE HA AKTHBHOCTTa Ha 3a0onsBaHeTo (BXK. TOUKa 4.4).

bpemenHoct
B13 ocHOBa Ha ONMTA NPH XOpa, TOCTMAPKETHHIOBHTE AAHHH MPEATIONAraT, e ynoTpebara Ha
(QHHrONKUMO/1 € CBBP3aHa C 2-KPaTHO NOBHLIEHHE HA PHCKA OT Bh3HHKBAHE HA FOJIEMH BPOJACHH
ManQopMallMH, KOTATO ce MpHIara no BpeMe Ha GpEeMERHOCT, CPaBHEHO ¢ YeCTOTaTa, Haﬁmonanaﬂa B
obmara nomynaums (2-3%; EUROCAT).

Haii-uecto chobiaBaHuTe roneMu MasihopMaLiMM Ca CIIEAHUTE:

- BpoaeHH chpaeuny 3a6019BaHMA KATO MEXIYNPEACHPAECH WIH MEXTyKaMepe
negekT, rerpanorua Ha Gano

- br6peurn aHoManuu

- MyCKyNHOCKeIETHH aHOMAJTHH
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Jlunceat 1aHHH 32 BAUAHHETO Ha (PHHIOIMMOA BbPXY POAOBHSA NMPOLIEC H PAXKIAHETO.
[IpoyuBaHMATA NIPH XKMBOTHU NOKAIBAT PENPOAYKTHBHA TOKCHYHOCT, BKJIIOMHTETHO 3ary6a Ha mjojia
H OPraHHM AaHOMAJIHH, 0COOEHO HANMYHE HA NEPCHCTHPAIL TPYHKYC APTEPHO3YC H MEXTYKAMEpPEH
cenraneH aedekT (BXk. Touka 5.3). M3secTHO e, 4e peLienTOpET BEPXY KOKTO OKA3Ba BIHAHME
$unroanmon (cduurosun 1-pocdar peuenrop) yuactsa B 06pasyBaneTo Ha ChAOBETE HO BpEME Ha
eMOpHoreHesara.

3aTOBA (PHHTONMMO/ € POTHBOMOKA3AH 1O BpeMe Ha GpeMeRHOCT (BX. Touka 4.3). GuHronuMo
TpsiBa na ce cnpe 2 MeceLa NpeaH IUIAHHPAHETO Ha GpeMEHHOCT (BX. TOUKa 4.4). Axo xeHa
3a0peMeHee 110 BpeMe Ha JIeYEHHETO, NPHEMBT Ha (PMHrONTHMOJ TPAGBa Aa ce NpeyCTAHOBH.
HeobxoanMo e na ce HanpaBy MEAHLMHCKA KOHCY/ITALIMS OTHOCHO PHCKA OT YBPEXIAHE Ha IIOA],
CBBP3aH C JICMEHHETO H Aa Ce NPOBEX/AT YITPa3BYKOBH Nperjieau.

Ktpmene
QUHTONHUMO] Ce €KCKPETHPA B MJIAKOTO Ha )KMBOTHM, NIPH KOMTO € NPWIAraH Mpe3 NepHoaa Ha

NakTaums (BK. Touka 5.3). Hopaau Bb3MOXKHOCTTA OT NOABA HA CEPHO3HM HEXENaHM peakum# KbM
(HHronuMon npu KbpMaueTa, KeHH npHeMalli GHHIONHMOJ He TpsAOBa na KbPMAT.

QepTHIHTET
JaHHHUTE OT NpeAKNTHHHYHHUTE Npoy4YBaHHA He NoKa3paT (PHHIOIHMOA Aa € CBBP3aH € NOBHLIEH PUCK

OT HAMaJIABaHE Ha QepTHIHTETa (BXK. TOUuKa 5.3).

4.7 Edextn Bupxy cnocobHocTTa 33 modupane n pabora ¢ Mammng

QUHrOMMON HE NOBJIHARA WIH MOBIUABE NPeHeOPeRHMO CNocoGHOCTTA 3a umiopupane u pabora ¢
MALIHHH,

HesasucuMo 0T TOBa, € BB3MOXKHA NOABATA HA 3aMATHOCT HIH CHHJIMBOCT MPH 3ano4YBaHe Ha
nevenunero. [Ipenophusa ce, npy 3anousaHe Ha NeueHHe ¢ PUHrOIUMON, MALMEHTHTE 1a OCTAHAT B
MPOABDKEHHE Ha 6 Yaca noa Habmonenue (Bx. Touka 4.4 “BpaaHapurmus”).

4.8 Hexesann JieKapcTBEHH PeaKIHHA

Ob6001eHne Ha npoduna Ha He3onacHoCT

Hafi-uectute Hexcenanu peakiuuu (decrora >10%) npu g03a 0,5 mg ca rnaeoGonue (24,5%),
MOBHLICHH Y€PHOAPOOHH eH3uMH (15,2%), nuapus (12,6%), kaunuua (12,3%), rpun (11,4%),
cHHY3HT (10,9%) u 6onku B rep6a (10,0%).

TabanuHo npeacTapsHe Ha HEXeIaHHUTE peakiiiu

Hexxenanurte peakuuy, cboOUIEHH OT KIMHHYHH U3NUTBAHHUA H OT NOCTMapKETHHIOBHA OITHT,
MOJTyYCHH Upe3 CNIOHTAHHH ChOOLIEHHA 3a ClTy4aH WIH CITy4aH, ONIMCAHHU B JINTEPATypaTa ca
NpeAcTaBeHH No-A0ay. YecToTHTe ca onpeneNieHH KaTO € HIION3BAHA ClIeIHATA KOHBEHILHA: MHOTO
4ecTH (21/10); uectu (21/100 no <1/10); Hewectn (=1/1 000 ao <1/100); peaxu (>1/10 000 no <1/1
000); muoro peaxu (<1/10 000); ¢ Heu3BecTHa YecTOTa (OT HATHYHHTE NAHHHU HE MOXKE na owae
HanpaBeHa oueHka). [Ipn BCAKO rpynupaHe no 4ecToTa, HEXeNaHHTE peakLuy ca NpeACTABEHH B

HH3XOMLLE PEA MO OTHOIUECHHE Ha TAXHATA CEPHO3HOCT. WA fig \
S,
MEDRA cuctemo- YectoTa Hexxenanu peakuqu VT \\.‘
opraHeH Knac .
Hudexunm u MHoro yectH [ 'pun, CHHY3HT
HH}ecTaLMH YectH Xepnec BUpYCHH HHpeKUHH, 6po

BEP3HKONOP
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Heuectu

ITHeBMOHMSA

C HeM3BeCcTHA 4YeCTOTA

[IporpecusHa MynTH(OKaNHA NeBKOCHLEDaTONATHA

Heonnasmu —
AoOpOKaYeCTBEHH,
310KAYECTBCHH H
HeonpeaeneHH ( BKI.
KHCTH M MOJIKIHN)

(IIMJI)** , kpUIITOKOKOBH HHGEKLHU**

Yecti bazafHOKIeThYEH KapLIMHOM

Heuectn 30KAYECTBEH MEJTAHOM* * * ¥

Penxn JInMpom* ** | cCKBAMO3ZHOKJIETHYEH KAPIMHOM™* ** *
MHoro peaxu Capkom Ha Kaposi****

C Hen3BeCcTHA HecToTa

Merkel-knerbueH kapuaHOM* **

Hapyuienus Ha kpeBTa
U TMMQpHAaTa cHcTEMA

YecTH

JIuMdonenns, neBkoneHus

Heuectn

TpoMmGoumTonenus

C HEH3BEeCTHA YecToTa

ABTOHMYHHA XEMONIHTHYHa aHeMuUs***, nepudephu
OTUHH***

Hapyumenns na
HMYHH&TA CHCTEMa

C HeH3BEeCTHA 4YecTOoTa

Peaxuny Ha CBPBXYYBCTBHTEIHOCT, BKIIOYHTEITHO
0OpHB, YpTHKApHA H aHTHOEAEM NPH 3aMOYBaHEe HA
JTeYeHHeTO* **

Ilcuxuynu HapyumieHns | Yectu Jenpechs
HeuecTn JlenpecHBHO HACTPOECHKE
Hapyuienus Ha Muoro yecTu I'nasobonue
HEpPBHATA CHCTEMA YectH 3aMasHOCT, MHIPEHa
Heyectn I 'bpuoBe
Penxu Cunapom Ha o6patuma 3aaHa eHuedanonatus (CO3E)*

C HeHM3BEeCTHA YecToTa

Texko snomasane Ha 3abonsBaHeTo cies
NpeyCcTaHOBABAaHE Ha NMPHeMa Ha (PUHTroHMOoa™* **

Hapyinenus Ha ounte | YecTH 3aMBIIISBaHE HA 3PEHHUETO
HeuectH Makynen enem
Crpacunn Hapywenns | YectH bpanukapaus
AV 6nok
MHoro peaku HHBepcua Ha T-BoiiHaTa***
CH/I0BH HapylLUeHHus Yectn XHIePTOHMS
MHoro yecTu Kamnnia
Pecniuparophn, YecTH JIicnHes
I'PbIHH H
MEQHACTHHATHH
Hapy1LIEeHHA
CToMauIHO-YpeBHH MHuoro yectH Juapus;,
HapyWEeHHUA HeuecTn ["anene***
XenarobunuapHu C HeM3BeCTHA YeCTOTA: OcTtpa yepHOapOGHA HEAOCTATHYHOCT* **
| HapylieHus

Hapyienus Ha Koxata
H NMOAKOXHATA ThKaH

YecTH

Ex3ema, anoneuss, npypHTyc

Hapymenns Ha

MHoOro yectu

boaku B rep0a;

€(PEKTH Ha MACTOTO Ha
NPHIOKEHHE

MYCKYNHO-CKENETHATA | YecTy Muanrus, apTpanrus
CHCTEMA M

ChEeAUHHTE/THATA

ThKaH

Obwy HapyiueHHus u YecTu AcTeHns

¥R 110 oo

HiacnenpaHus

MHoro yectH

[1IoBHLIaBAHE Ha YepHOAPOOHHTE cHAM
Ha AJIAT, GGT, AST) §

Hectn [onmkeHo Terno***, nosHiuapan¢|HE T ::“,:,.mg thitd >
e it .
B KPbBTA '?;_ A
Heuectn ITonwxapaHe Ha Oposa Ha He

o
R 118 : . \
ek A A
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* He ca co0wenn B m3nutBaiua FREEDOMS, FREEDOMS II 1 TRANSFORMS.
KaTteropuara no yectoTa € onpezeneHa Bb3 OCHOBA Ha EKCIOIHLMATA Ha npuGnu3uTento 10 000
NaLMeHTH Ha GUHIOIMMOJ B X044 HA BCHYKH KIIWHHYHH H3MHTBAHUS.

e Cpbobiuasa ce 3a [IMJI n KpHNITOKOKOBH HHGbEKUMH (BITIOHHTEITHO CITYYaH HA KPHITTOKOKOB
MEHHHTHT) MO BPEME HAa NOCTMAaPKETHHIOBHA NEPHOJ (BX. TouKa 4.4).

**#*  HexenaHu 1eKapCTBEHH PEAKLIMM OT CIIOHTAHHH CHOOILEHHUS M JIUTEPaTYPHH CJTyvaH.

¥##* KaTeropusata no 4ecToTa M OLIEHKATA HA PHCKA Ca OTIpeieNieHH Bb3 OCHOBA HA eKCNOIHLIMATA Ha

noseve ot 24 000 nauseHTH Ha $puHronuMon 0,5 mg BbB BCHYKH KIHHHYHH W3IIHTBaHHS.

Onucanue Ha M30paHH HEeXKETaHH PEaKLHH

Hugpexuuu

B KIMHHYHHTE MPOYYBAHHATA 32 MHOXECTBEHA CKIIEPO3a 061IATa YeCTOTA Ha HHpekuunte (65,1%)
MpH npunaraxde Ha 103a ot 0,5 mg e nonoGHa Ha rwiane6o. Bunpeku Tosa, HHGEKLMHTE HA NONHH
AWXATE/IHH [THTHLIA, IPEAHMHO OPOHXHTH H B NO-MaJIKa CTENEH XEPIEeCHH HH(PEKLIMH ¥ NTHEBMOHHH Ca
OWNH NO-4€CTH NP NALMEHTHTE Ha NieYeHHe ¢ puHronumon. ChobIIaBaT ce HAKOIKO ciyyas Ha
AMCEMHHHPAHa XePriecCHa HHEKLMA, BIUTIOUHTENHO ¢ daTayieH W3XoA, npH ao3a ot 0,5 mg.

Ipe3 nocTMapkeTHHroBHA NEpHO. M2 CHOOLUEHHS 32 Cy4aH Ha HHMEKLHY ¢ ONOPTIOHUCTHYHH
NATOreHH, KATO BHPYCH (HANp. Bapuuena-3octep Bupyc [VZV], Bupyc Ha [xon Knuuuram [JCV),
MPHYKHABALN MPOFPECHBHA MYITH(QOKAIHA IeBKOeHLehanonaTus, xepnec cumruieke eupyc [HSVY]),
rbOHYKH (HaNp. KPHITTOKOKH, BIJIIOYHTEHO KPHITTOKOKOB MEHHHIHT) WM Gaxrepuy (Hanp. arWnuueH
MHKOOAKTEpHit), HAKOM OT CiryyauTe ca GWIH ¢ NeTaneH u3xox (Bx. Touka 4.4),

INo Bpeme Ha NOCTMAPKETHHIOBHSA NEPHOA C& CHOGILABAT CITyHaH Ha HHOEKLMH ¢ ONOPTIOHUCTHUYHH
NMaTOreHH, KaTo BHPYCHH (Hanp. (VZV, JCV npuuunspam PML, xepnec cumuiekc Bupyc [HSV]),
ryOMYHH (Hanp. KpHITOKON BKJHOUHTEIHO H KPHITTOKOKOB MEHMHETHT) WK baxTepuanHu (Hanp.
aTHNHYHH MHKODAKTepHH), ca 6unu choOwaBaHH, KaTo HAKOH OT TAX ca TN daTanHu (BIKTE TOuKa
4.4).

HPV undexuus, BKIIOYHTENHO MANKWIOMH, AUCIUIa3HA, GpaJaBHLM U pakK, ¢bp3aH ¢ HPV, npu
nedeHHe ¢ YUHronMMOz ca GUTH CHOILABAHH MO BPEME Ha MOCTMAPKETHHIOBHS nepuon. [fopaau
HMYHOCYTNPECHBHHTE CBOACTBA Ha PUHIONMMOA TPAOBa Ja ce oGMUCIN uMyHH3aLHa cpelry HPV
[IPEAH 3aMn04BaHE Ha JIEYCHHETO C (PHHTOIMMO, KAaTO CE CIEABAT MPENOPLKATE 33 MMYHH3aLl|S.
[lpenopryBa ce CKPHHHHT 3a 37I0KAYECTBEHH 3200/19BaHM, BKJIIOYHTEIHO LIHTOHAMA3Ka (PAP TecT),
CBHIIACHO CTAHAAPTHATA NMPAKTHKA.

Makynen edem
B xiMHHUHHTe NPOyuBaHUs 38 MHOXECTBEHA CKJIEpO3a MaKy/leH €eM € HabmoaapaH npu 0,5% ot

NallHCHTHTE, ICKYBaHH C NPENopbYHTENHaTa 1034 OT 0,5 mg v npH 1,1% OT nauneHTHTe, NEKYBaHH C
no-BUCOKaTa 103a ot 1,25 mg. BoamumHCTBOTO OT CiTyyanTe ca HaGAIOAABAHM B PAMKHMTE Ha ITPBHTE
3-4 MeceLia OT JledeHHeTO. YacT oT mauMeHTHTE ca UMAaTH 3aMEITISABaHE Ha 3PEHHETO WIH HaMaIABaHe
Ha 3pHTENTHATa OCTPOTa, HO APYTH Ca OWIIH aCHMMITTOMATHYHH M ca GWIH AHATHOCTHLIMPaHH 10 BpeMe
Ha PEAOBHHTE OPTANMONOrHYHH Npernean. Karo uano Maky THHAT eaeM ce e noBJIHAN OnaronpusTHo
WM € NIPETHPMsT CIOHTAHHO OOPaTHO PA3BHTHE Clle/l CIIHPAHE Ha NeueHHeTo. PHCKET OT peumams
c/iel Bb30OHOBABAHE Ha JICYEHHETO HE € MPOYyYBaH.

HectoTara Ha cryuanTe Ha MaKyJieH eeM € NOBHIIEHA NMPH NALMEHTH ¢ MHOKECTBEHa CKJIepO3a H
aHamHe3a 3a yseHT (17% c aHamuesa 3a yBeuT cnpsmo 0,6% Ge3 anaMHesa 3a yBenT). DHHIp}

CIy4YauTe Ha MaKyJieH eJeM.
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Bbpaouapummun
3anouYBaHeTO Ha JICYECHHE BOOH 0O NPeXoAHO HAMAIABAHE HA ChPAEYHATA YECTOTa H MOXE 4 €

CBBP3aHO CbC 3a0aBsHe B AV NpoBoaAMMOCT. B IWIHHHYHHTE NPOyYBAHUA 33 MHOXKECTBEHA CKIIEPO3a
MAKCHMAJIHOTO MOHH)XECHHE Ha ChpACcYHATA Y€CTOTa € HabmonaBaHo N0 6 vaca cnen 3ano4YsaHe Ha
NEYCHHETO CHC CPEIHO MMOHIDKEHHE Ha ChpaevHaTa YectoTa ¢ 12-13 yaapa 3a MuHyTa npu
¢unronumon 0,5 mg. Paaxo ce Habmonasa cppaeyHa yecrora noa 40 ynapa B MHHYTA Npy Bb3PACTHH
nauxeHTH U noa S0 yxapa B MHHYTa MpH NEAHATPHYHH MALMEHTH Ha nevcHue ¢ GpuHronumoxn 0,5 mg.
Cpennata CTORHOCT Ha ChbpIeUHATa YECTOTA CE BPBLIA JO HOPMAJTHHTE H3XOOHH CTOWHOCTH B
paMkuTe Ha | Mecel crie 3anoyBaHe Ha JieueHueTo. BpaavkapauMaTa KaTo Lo € aCHMITOMaTHYHA,
HO MPH HAKOH MALHEHTH ce HAOMIOaBaT JIEKH 10 YMEPEHH CHMITTOMH, BKJIIOYHTENHO XUTIOTOHMS,
3aMasHOCT, YMOpPa W/WIH NANNMKTALHNH, KOHTO H34e3BaT B PAMKHTE Ha MbpBHTE 24 Yaca cnen
3aMo4YBaHe Ha Ne4eHUeTo (BXK. ToukHu 4.4 U 5.1).

B KIMHHYHHTE NPOYYBaHHUA 38 MHOMKECTBEHA CKIIEP03a aTPHOBEHTPHKY 1apeH 610K IMLPBa cTerneH
(yanmkeH PR uurepsan na EKI') ce ycTaHOBABa ciieli 3anouBane Ha JIEUEHHETO NPH BB3PACTHH M
NeAHaTPHYHH NALMEHTH. B KIMHHYHUTE W3NHTBAHHA NPH Bb3PACTHH NALMEHTH Bb3HHKBA NpH 4,7%
OT MauMeHTuTe Ha punronumon 0,5 mg, npu 2,8% oT NaUMEHTHTe HA HHTPaMyCKYJIEH HHTEpGhEpOoH
6era-1a u npu 1,6% ot naumeHTHTE Ha MNane6o. ATPHOBEHTPHKYIapEH 60K BTOpPA CTENEH ce
ycTaHOBABa NpH No-Manko ot 0,2% or pb3pacTHHTE NauueHTH Ha PpuHronumon 0,5 mg. INpes
NOCTMAPKETHHIOBHA MEPHOA Ca HaONIOJaBAHH U30JIHPAHH CITyYaH Ha NPEXOACH, CNOHTAHHO
OT3BY4aBall 'bjieH AV 00K, 1Mo BpeMe Ha 6-4acoBMA NMEPHOI Ha NPOCAeAsBAHE Cle/l NpWIaraHe Ha
nbpBaTa ao3a puHronumon. flawuenTure ce BL3cTaHOBABAT ciowTaHHO. Hapywenusra B
MPOBOAHMOCTTA, HabmonapaHH NO BpEME Ha KIHHHYHHTE H3MMTBAHHA H NP3 NOCTMAPKETHHTOBHA
nepHoA, 0OHYaKHO Ca NpexoaHH, aCHMITTOMAaTHYHH M M34€3BaT B PAMKHTE Ha IMbPBHTE 24 yaca crej
3aMoYBaHe Ha JIEeYeHHETO. BbNpekH ye npH noseyeTo NaLHEHTH He C€ Hajlara B3eMaHeTo Ha
MEAHLUHWHCKH MEPKH, NPH €1MH MaUMEHT Ha Ne4YeHHe ¢ PuHronumon 0,5 mg e JaseH H3oNpeHaNIHH
NOpaaH aCHMNTOMaTHYEH aTPUHOBEHTPHKYNapeH ONok BTopa creneH THN Meo6uu 1.

[1o BpeMe Ha NOCTMapKETHHIOBHA MEPHOA, A0 24 yaca c/ied NpUiaraHe Ha MbpBaTa 4034, Ce
HabMOJaBaT OTAENHH, NO-KBCHO BLIHUKBALIM HexXenaHW ChOUTHA, BKIIOYHTEIIHO TPAH3HTOPHA
acHCTONNA M HeoOACHHMa CMBPT. Te3H crydau ca B pe3yNTaT Ha €JHOBPEMEHEH NMPHEM Ha ZIPYrH
NeKapCTBEHH MPOAYKTH W/HIH Ha npemwecTpaulo 3aGonssaHe. BpbikaTa Mexxay Te3H chOHTHS U
(GHHroIMMONA € HeompeeNeHa.

Kpveuo nangeane

B kIHHHYHMTE NPOYYBAHH 38 MHOXECTBEHA cKilepo3a ¢uHrommumon 0,5 mg e 61n cpbp3aH ¢
MOBHIIABAHE HR KPBBHOTO HaNfraHe CPeaHo ¢ MpubmwinsuTento 3 mmHg Ha CHCTONHOTO KPLBHO
HajsraHe ¥ npubnusuTento ¢ 1 mmHg Ha AMACTONHOTO KPLBHO HaNAraHe, MPOABABALLO CE
NpHONU3UTENHO | Mecel cnel 3anouBaHe Ha neueHHeTo. [ToBUINaBaHeTo Ha KPLBHOTO HaJIAraHe
NEPCHCTHPA AOKATO NMPOABDKABA JieyeHHeTo. CiTyyaH Ha XHMEPTOHHUA ce ChOOLIABAT NpH 6,5% oT
MaLMeHTHTe Ha iedeHne ¢ puHronumon 0,5 mg u npu 3,3% ot nauuerTHTe Ha nnaue6o. [Ipes
NOCTMAPKETHHIOBHA NEPHO, Npe3 IbPBHS MECEL! OT 3aNOYBAHE HA JICUCHHETO H Npe3 IMEPBHA JEH OT
NICYEHHETO, Ce ChOOLaBa 3a CITyuyau Ha XHITEPTOHHA, IIPH KOUTO MOXKE a CE€ HANIOKH JICUEHHE C
AHTHXHMNCPTCH3HBHH CPEACTBA WIH CIIHpaHe Ha GHHIOAHMOJ (BXK. Chito Touka 4.4 “Edextu pupxy
KPBLBHOTO HaNATaHe”).

Yepnoopobrna @ynxyus

CpobLiaea ce 32 NOBHINABAHE HA YEPHOAPOOHHUTE €H3IHMH NIPH BL3PACTHH H MeHaTPHY
MHOXECTBEHA CKJIEpO3a, NPOBEXKAAIH NedeHue ¢ OuHronuMoa 3eHTHea. B KJIHHHYH
npH 8,0% u 1,8% ot Br3pacTHHTE NnauMeHTH Ha neueHue ¢ puHronumog 0,5 mg ce Ha
aCHMNTOMATHYHO NOBHILIABaHE Ha IUTa3MeHHTE HHBA Ha AJIAT cbhoreerHOo >3 % ropHa
Hopmata (I'TH) u 25 x I'TH. Ilpn HakoM naleHTH NpU NOBTOPHO NpPWIATaHE Ha Jie
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HabJonaBa NOBTOPHO NMOBHIIABaHE Ha YePHOAPOOGHHTE TPAaHCAMHHA3H, TIOAKPENAHKH BPH3KaTa ¢
npHeMa Ha NIEKapCTBEHHA NMPoAyKT. IIpu K THHHYHM MpoyuBaHMs, [0 BCAKO BPEME B X0/a Ha
NIEYEHHETO € HabMoaaBaHO NOBHILIABaHE Ha TPAHCAMHHA3HTE, BHNPEKH Y€ Haii-uecTo ¢ HabmoaasaHo
npe3 nbpeuTe 12 Mecena. Husara Ha AJIAT ca ce BopHanu no o6HYaiiHUTE CH CTOMHOCTH B PAMKHTE
Ha 2 MeceLla CIe CTMpaHeTo Ha neveHuero. Ipu Manbk 6poit nauuent (N=10 npu 1,25 mg, N=2
npu 0,5 mg), npu kouTo noeHwaeaHeTo Ha AJIAT e 6uno >5x I'TH u koMTO ca npoABLKHAM
JEYEHHETO ¢ PUHroNUMO, noprieHuTe HUBa Ha AJIAT ca ce BbpHAIH A0 HOPMATHHTE H3XOAHH
CTOHHOCTH B PAMKHTE Ha NPUOIM3MTENIHO 5 Mecela (Bx. Touka 4.4 “UepHogpobua dyukims”™).

Hapywenun na nepenama cucmema

B xoaa Ha KIIHHUYHHTE MPOYYBaHUA BB3HHKBAT PEAKHM CITydaH Ha HAPYILIEHHSA HA HEPBHATA CHCTEMA
NPH NALHEHTHTE HA JICYeHHE ¢ QHHTOMMOL B NMO-BHCOKH 103H (1,25 unu 5,0 mg), BIJIIOYHTENHO
HCXEMHYEH H XEMOPArHYeH HHCYIT H ATHNHYHH HEBPOJIOTHYHH HAPYILIEHHA, KATO HANPHMEP CHLOUTHS
HanoAoOABAallH OCTBp JUCEMMHHpPaH eHuedanomMuenur (OJIM).

CrobiiaBar ce cyuan Ha rep4yOBE, BKIIOYHTEIHO ENWIENTHYEH CTATYC, IPH ynorpebara Ha
(GHHrONMMOA B KIIHHHYHHTE NMPOY4YBAaHHA H MO BPEME HA NMOCTMAPKETHHIOBHS NIEPHOL.

Cvooeu Hapyiuernus

Cpo01uaBa ce 3a peakH cilydan Ha nepudepHa apTepuaTia OKITy3HMBHA GOMECT MPH MALMEHTH Ha
neyeHne ¢ HPUHTONHMON B MO-BUCOKH J03H (1,25 mg).

Huxamenna cucmema

Ha 1-us Mecell OT 3anoyBaHe Ha Ne4EHHETO ¢ GMHrOMUMOA, o€ HabmoAaBa MMHUMAJTHO [I0303aBUCHUMO
MOHWKEHHE B CTOMHOCTHTE Ha GOpcHpaHus ekcriuparopeH obem (OEO)) ¥ 1udy3HoHHHMS KanaLuTeT
3a praepoaeH okuc (DLCO), koero nepcuctupa M HataTeK. Ha 24-1a Mecew MOHWKEHUETO CIIPAMO
H3XOHHTE CTOHHOCTH B MpolieHTa Ha ovakBaHug OEO, ¢ 2,7% 3a dunroaumon 0,5 mg u 1,2% 34
anebo, KaTo pasnukaTa H34e3Ba ciiejl MpeKkpaTaBaHe Ha neuennero. 3a DLCO noHmwkenuero Ha
24ua meceu ¢ 3,3% 3a ¢puuronumon 0,5 mg u 2,7% 3a raue6o (BXx. Touka 4.4 «Edextu Bupxy
AMXaTETHATa CHCTEMAY)

JTumebomu

Habnionapanu ca crydau Ha 1HMQOM OT paznuueH BUI, KAKTO B KJIMHMYHMTE NPOYYBAHUSA, TAKA H IO
Bpeme Ha MOCTMAPKETHHIOBHA NMEPHOJ, BKIIOYMTENHO e/IMH (aTaneH cmyyaii Ha Enmaiin-bap Bupyc
(EBV) nonoxxurenen B-knerruen numepom. YectoraTa Ha cnyuaure ka HexoKKUHOB 1THM(OM
(BxnerbueH U T-kneTbueH) B KIHHMYHUTE H3IIMTBAHHA € NO-BHCOKA OT OYaKBaHATa B o0Inara
nomyJiauns. Ilo BpeMe Ha NOCTMAPKETHHIOBHA NEPHOA ce ChOOLIABAT HAKONKO C/Tydas Ha T-KieThueH

NUMGOM, BKTIOUHTENHO ClTydaHn Ha KokeH T-knerbueH numpom (MHko3uc GyHromaec (Bx. Touka 4.4
«3nokavyecTBeHH 3a00NABAHNAY ).

Xemoghazoyumen cundpom
CrpobiuaBaT ce MHOIO pelIKH Clly4ad Ha XeModaroluTeH CHHAPOM ¢ ¢aTaleH H3X0A NPH MaLHEHTH,

NEKYBaHH ¢ UHIONIHMOA BLB Bpb3Ka ¢ HHpeKLHA. XeMOPAroUUTHHAT CHHAPOM € PAIKO ChCTOAHHE,
KOETO C€ OMHCBa BLB BPb3Ka ¢ HHPEKLUHH, HMYHOCYTIPECHS H PeANLIA ABTOMMYHHH 320015

[leguaTpuysa nomynauus
B konTponupaHoTo neauatpuyHo uanurBaHe D2311 (Bx. Touka 5.1), npodunst Ha
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NMOBHLIEHO BHUMAHHE B Ta3H MOArPYNa Mopaay CHIHO OrpaHUHEHHTE NaHHH, NOMYHYEHH OT
KJTHHHYHOTO NMPOYYBaHe.

B neauaTpH9HOTO NpoyuBaHe CiTy4aH Ha IbPYOBE Ce ChoOILaBAT NPH 5,6% OT NALMEHTHTE Ha JIEYEHHE
¢ purronumon u 0,9% ot nauueHTHTE Ha NeveHHe ¢ HHTepdepoH Geta-1a.

HapecTHO €, 4e aenpecHITa H TPEBOXKHOCTTa BB3HHKBAT ¢ MO-BHCOKA YECTOTA B NONMyNanHnATa ¢
MHOXECTBEHa CKICpo3a. JlenpecHs u TPEBOXKHOCT ¢€ ChOGLIABAT CHILO H NPH NEAHATPUYHHTE
NALHEHTH, JTEKYBaHH ¢ GHHIOTHMOA.

YcTaHOBEHH Ca H30MMpPaHH CTy4aH Ha JIEKO MOBHILABaHe Ha GUNHpyGHHa NpH NeAHaTPHYHH

NAaLHUEHTH Ha JieYeHne ¢ GUHTOTUMOL.

CrobliaBaHe Ha NOAO3HPAHH HEXEJIAHH PEAKLIMH

CrobiiaBaHeTo Ha NOIO3UPAHH HeXXENAHH PEAKLIMH Clie]] pa3pellaBaHe 3a ynorpeda Ha JIeKapCTBEHHS
NpOAYKT € BaxHO. ToBa No3sonsABa Aa NPOAL/DKH HAGMIOAEHHETO HAa CHOTHOLIEHHETO NOM3a/PHCK 34
JIEKapPCTBEHHs NMPOAYKT. OT MEAHIIMHCKHTE CIIELIMATIHCTH C€ M3HCKBA [1a CHhOOIMIABAT BCAKA

NOAO3NpaHa HEXKeENaHa peakiug upe3 MsnbnHuTenHa areHuMa no nekapereara, yi. ,,Jlamsu Ipyes” Ne
8, 1303 Cogua, Ten.: 02 8903417, yeGeaiir: www . bda.bg.

4.9 Ilpenosmpane

EnnoxpaTHOTO npunarade Ha f03a npepuapama 30 reTu npenopbunTenHara a03a (0,5 mg) ¢
[MOHECeHO 100pe OT 3ApasH Bb3pacThu Aobposonuy. [Ipu npunaraxe Ha no3a ot 40 mg, 5 ot 6-Te
YYACTHHLIM Ca ChOOLIMH 32 JIEKa TEXECT WIH AUCKOM(OPT B IbpAMTe, CBbP3aHH C NOBULICHATA
PEAKTHBHOCT Ha MAJIKUTE Bb3AYXOHOCHH IThTHIIA.

DOHHronMMoa MOXe Ja NpeM3BHKa SpaauKapaAns NPH 3ano4YBaHe Ha feyeHHeTo. [ToHIKaBaHEeTO Ha
ChpAeYHaTa YeCTOTa 3aMo4Ba OOHKHOBEHO 10 1 4ac cllel NpWIAraKne Ha ITbpPBaTa 4032 M €
Ha#iu3paseHo 10 6 yaca. OTPHUATENIHHAT XPOHOTPONEH edeKT Ha GHHIONHMO ce 38/1bpKa NOBEYE OT
6 4aca U NOCTENEHHO HaMANABA NPE3 CCABAUIMTE AHH OT JICYEHHETO (BK. TOUKa 4.4). Uma
CHOOLIEHHS 3a 3a06aBEHA ATPHOBEHTPHKYIapHa NPOBOIMMOCT, ¢ H30JAHPAHH CHOBIIEHHS 38
TPAH3HTOPEH CIIOHTAHHO OT3BYYaBalll NNbjieH AV 6510k (Bx. TOUYKkH 4.4 u 4.8).

BaxkHo €, ako Mpeno3upaHeTo ce € CITYYHIIO NPH ITHPBATA EKCTIO3MLMS HA (PHHIOMMMO, TALHEHTHTE
Aa ObAaT NpocieneHH! upes NPOILIKUTENHO (B peanno Bpeme) EKT™ 1 exeuacno H3MeEpBaHe Ha
CbpAieYHAaTa Y€CTOTa H KPLBHOTO HalAraHe, Hall-Manko frpes mbpBHTE 6 Yaca (BX. Touka 4.4).

Oceen ToBa, ako cnea 6 yaca ChpACYHATA YECTOTA € <45 yAaapa B MHHYTA IIPH Bb3PacTHH NALIMEHTH,
<55 yAapa B MHHYTa NpH NEAMATPHYHH NALHEHTH HA BB3pacT |2 roAMHK K NoBeyYe WK <60 yaapa B
MHUHYTa IpH NEANATPHYHH NALMEHTH Ha BB3pacT oT 10 no noxa 12 roamuu, win EKI'-To Ha 6-Hg uac
C/iell ipunarate Ha IMbpBaTa 103a rokasea AV 60k BTopa WiIH No-BUCOKa cTeneH, Wik QTc uHTepBa
2500 msec, npocrneaspadeTo TpAOBa Aa GbAE YABIKEHO, HA-MANKO NIPE3 HOLITA ¥ 10 H3Ye3BaHE Ha
Haxoakure. [loasara, no koeTo H na e BpeMe, Ha AV Gnok Tpera creneH, chino Tpa6Ba aa Gbae
FIOC/I€/BaHA OT NPOABIKHTENHO NPOCIEAABAHE, BITIOYHTENHO NPOCNEAABaHe NPe3 HOLITA.

DHHFONHMOA He MOXe 1a 6b/ie OTCTPaHEH OT TANOTO Ype3 AMANH3a WIK nnazMadepesa.

5. @®APMAKOJIOrMYHHU CBOWCTBA

5.1 <DapMaxoIHHAMHYHHA CBONHCTBa

dapmakoTepanesTHYHa rpyna: IMyHOCYnpecopH, ceNleKTHBHH WMYHOCYNPEcopH, A
LO4AEQ]
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MexaHU3LM Ha JeficTane
dunronumon e chunrosun 1-gocdar peuernropen Moaynarop. GUHrONUMOZ ce meTtabonuzupa or
CHHrO3MH KHHa3a NO aKTHBEH MeTaGonuT puHronuMon docdar. GHHroIHUMOL ce CBBP3Ba B HUCKH
HAHOMOJIZDPHH KOHLIEHTPALHH CBC ChuHrosun 1-pocdat (C1®) peuenrop 1, NokanusupaH BbpXy
NTMMQOLHMTHTE H € JIEKOTA MPEMHHABA KPBBHO-MO3bYHATa Gapuepa, 3a Ja ce cBbpXke cpc C1D
peuenTop 1, IOKANM3WpaH B HEBPOHHTE Ha LEHTpaNHaTa HepBHa cucreMa (IJTHC). JlelicTraliky kaTo
yHKIHOHaNeH aHTaroHKCT Ha C1d penenTopa BbpXY mmbounTte, hHHronumMoxn docdar Grokupa
CMOCOOHOCTTA Ha IMM(OLIUTHTE 1a HAMTYCHAT TIMMGHHUTE BBIJIH, NPeAH3BHKBAIKH TAXHOTO
npepasnpencieHue, a He NoHwkKapaHe. [1poy4yBaHHs NpH XXKMBOTHHU NOKA3BAT, Y€ TOBA
npepasnpeaeneHue Hamanaea HHpunTpupadero Ha L{HC ¢ naroreHHH TMMQOLIMTH, BKITIOYMTETHO
npo-utnamatopu Thl7 kAETKH, KOMTO yUacTBAT BbB BH3NANMTENHHTE NPOLIECH H YBPEKAAHETO Ha
HEpBHATa TbKaH. [IpOy4BaHHATA NPH XKHBOTHH H ONMTH iN Vitro NOKA3BAT, Ye (PUHTOIMMOI MOKE
CHLUO TaKa /1a ACHCTBA 4Ype3 AMPEKTHO B3auMozelicTeie cbe C 1O peuenTopuTe Ha HEPBHHTE KIIETKH.

QdapmakoaHMHAMHWYHH eeXTH

B pamk#Te Ha 4-6 yaca cien npuiiaraHe Ha bpBarta qo3a GpuHronumon 0,5 mg, OpoAT Ha
NTHMQoUMTHTE B NepudepHaTa KpbB criafa 20 NpuGausutento 75% ot usxoguns. [pu MPOABIKABAHE
Ha NICYCHHUETO H €XXCAHEBEH NPHEM Ha 103aTa OpoAT Ha TUMGOUHTHTE NPOALIKABA Ja Caja B
TPOABIDKEHHE Ha 2 CCAMHLM, NOCTHraHKH MUHHMANEH GPoii OT NPHONH3NTENHO

500 kneTKH/ MHKPOAHTEP HiIH npuGIH3nTENHO 30% OT H3XOAHATa CTOMHOCT. 18% OT NaLMEHTHTE
NOHE €AHOKPATHO €a JOCTHraNH A0 MUHMMaNeH TuMpounTeH 6poi no 200 KNeTKH/ MHUKPONUTLP.
Hucxuat numdonnten Gpoii ce 3agppika B Xona Ha neueHHeto. BomuuncTRoTo o1 T- H B-
TUMGOLMTHTE PEIOBHO NPEMHHABAT Npe3 JJMMGOHAHHTE OPTaHH M HMEHHO Te3H KJIETKH ca
3aCCrHATH B Hal-rofama creneH ot ¢unronumon. Ipubnusurenno 15-20% ot Tnumdouurute ca
epexTopHH T-KieTku Ha NAMETTa, KIIETKH, KOWTO Ca BAXHH 38 NepH(PEpHOTO HMYHHO HAGIOAEHHE.
T# kaTo To3u AMMPOLIUTEH MOABHA HE NPEMHUHABA NP3 MMyHHHTE OPraHH, He Ce MOBAMABA OT
¢unronumon. losnasanero Ha nepudepHus AumourTen Gpoii € BAAMMO B PAMKHTE Ha HAKOIKO
JAHH CNEN CITHPAHE Ha JICYCHHETO ¢ PUHTOIHMOA U OOMKHOBEHO B paMKHTe Ha 1-2 Mecelia ce 40CTHra
AO HOpPMAalTHUTE W3XOAHH HHMBA. [1poab/DKHUTEHOTO NeueHHe ¢ PHHTONUMON BOIH JI0 JIEKO
MOHIKEeHHe B Opos Ha JeBkoUMTHTE A0 80% OT U3x0oAHHA. MOHOLMTHTE HE Ce TOBJIMABAT OT
(dbHHroNuMoOYI.

DHHrONHMON NMPHYHHABA NPEXOHO HAMANABAHE HA ChPACYHATA 4eCTOTA H 3a6aBsHe B AV npu
3aN0Y4BaHe Ha JIeYeHHeTO (BXK. TOUKH 4.4 K 4.8). MakcHManTHO NOHIKEHHE Ha CHPACYHATA YECTOTA Ce
Habmonaea 1o 6 vaca ciien npuaraHe Ha 103aTa, CbC 70% HeraTHBEH XPOHOTPONEH eDeKT B paMKuTe
Ha mbpBH ieH. llpu npoabmkaBaHe Ha JleYEHHETO ChpAEUHATa YECTOTA Ce Bpbla 10 HOPMATHH
CTOHHOCTH B paMkHTe Ha | Mecell. [ToHDkeHHETO Ha CHPAEYHATA YECTOTA, NPEIHU3BHKAHO OT
huHronuMon € oGpaTHMO NpH NapEeHTEPATHO NPWICKEHHE HA ATPONMH HIH H30NPEHAHH,
YCTaHOBEHO €, Y€ HHXANATOPHUAT CAIMETEPON ChUIO HMa YMEPEH NMO3UTHBEH XPOHOTPONEH edexT.
[1pH 3anouBaHe Ha ne4eHHETO ¢ PHHroNMMOA ce HabNIONaBa NOBULIABAHE HA CITYYaHTe Ha
NPCKACBPEMCHHO MPEACHPAHO CHKpaillaBaHe, HO HE ce HabmoaaBa MOBHILABAHE HA YECTOTATA Ha
NPEACHPAHO MBKACHE/TPENTEHE, KAMEPHH apPUTMHH WIH eKTONHYeH pHTbM. DUHrONIHMO] He €
CBbP3aH C MOHIDKEHHE HA (PPAKLMATA HAa M3TJACKBaHE. ABTOHOMHATA (PYHKLMS HA CHPLIETO
BKIIOYHUTENIHO BAPHALMATA HA CHPACYHATA YECTOTA B PAMKHUTE Ha I€HS H OTIOBOPa KbM di#
YNPa>KHEHHA HE Ce MOBJIMABAT OT JICUEHHETO ¢ PUHIONMUMOL,. *\
S1P4 mMOke 4acTHYHO Jia ROTIPHHECE 32 e(eKTa, HO HE € OCHOBHMST PELIENTOP, OTTOBGPES:
H3YEpPNBAHETO Ha NMMPOUMTHTE. MexaHHW3IMBT Ha GpanuKapAUsSTa H BA3OKOHCTPH “ £ qufdyudiof: ] |
CBLO in Vilro fipH MOPCKHM CBHHYETA W H30JIHPAHa 3a€elliKa a0pTa H KOpOHapHa aprep \ iy .:‘:;".'fm o ,§
3aKNOUCHHE, e OpaaukapanaTa MOXe 1a ce MEAMHPa OCHOBHO 4pe3 akTHBHpaHe ha KIR ’xauﬁhm—aﬂu‘ . ;..J"::.
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G-nporens aktueupanu KIR xananm (IKACh/GIRK) 1 Ye Ba30OKOHCTPHKLHSTA BEPOATHO C€ MCAUHPa
upe3 Rho KHHa3a M no KajiuKi-3aBHCHM MEXaHU3BM.

JleueHneTo ¢ GpuHronAMon Npu €JHOKPATHO WIH MHOFOKPATHO NPHAIAraHe Ha A03uTe oT 0,5 K 1,25 mg
B NPOABJDKCHHE Ha 2 CEAMMLIM HE € CBBP3aHO ChC 3HAUHMO MOBHILIABAHE HR PEIHCTEHTHOCTTA Ha
JHXATCNHHUTE MbTHLLA, H3MepeHa upe3 DEO; u dpopcupanna ekcnuparopen acbur (OEJ) 25-75.
HesaBUcHMO OT TOBa €AHOKPATHOTO NPHIaraHe Ha (PUHTONMMOL B 1032 >5 mg (10-rsTi Han
NPENOpBHYUTENHATA 103a) € CBHP3AHO € I0303aBUCHMO MOBHLLIABAHE HA PE3HCTEHTHOCTTA HA
ANXATETHHTE ITbTHIA. MHOrOKpaTHOTO NpHilaraHe Ha QMHronMMog B 103 ot 0,5, 1,25 Wi 5 mg He €
CBBP3aHO C HAPYLICHHUA B OKCHI€HHPAHETO MJTH C KHCIIOPOICH IJ1aj NPH YIPaOXKHEHHS, WIH C
NOBHLICHA YYBCTBHTCIIHOCT Ha AMXATE/IHHTE MHTHIIA KbM METAXONHH. UHAMBUANMTE Ha NICYeHHe ¢
¢HHroaHMOA UMaAT HopMalieH GPOHXOAMNIATATOPEH OTIOBOP KbM MHXANATOPHH OeTa arOHHCTH.

Knunnuna edHKkacHOCT B 6e30MacHOCT

EdukacHocTTa Ha PHHTOIMMO] € A0KA3aHa B X0/ HA 2 H3NIMTBAHHMA, B KOHTO € OLEHEHO NPHAAraHeTo
BEAHBK AHEBHO Ha puHronumon 0,5 mg u 1,25 mg npH BE3pacTHM NALMEHTH C IPHCTBLAHO-
PCMHTEHTHA MHOXECTBEHA CKilepo3a (ITPMC). Jlsete u3nuTranus BKIIOYBAT BL3PacTHH NALMENTH,
KOUTO ¢a MMAJTH >2 NMPHCTBIIA Npe3 NpeAlecTBalMTe 2 FOAMHH WK > | NPUCTBII IIpe3
MpenllecTBaATa €aHa rofsHa. PasiivpeHust ckop 3a oleHka Ha uHBanuausauuaTa (Expanded
Disability Status Score [EDSS]) e 61n mexny 0 u 5,5. Cnen peructpaumsTa Ha ¢uHrONUMO €
NPOBEACHO H TPETO NMPOYYBaHe NPH ChIRaTa BH3PACTHA MALHEHTCKA MO NALMA.

Hanureane D2301 (FREEDOMS) € 2-roguuiHo paHaOMH3HPaHO, ABOHHO-CIIATIO,
rnatiebokonTponupano Paza Il uanureane npy | 272 naunentn (n=425 3a 0,5 mg; 429 3a 1,25 mg;
418 3a maue6o). MeanaHata Ha M3XOJHUTE XapAKTEPUCTHKH € Guna: BB3pacT 37 rOAHHH,
NPOBIDKMTETHOCT Ha 3abonsBaHeTo 6,7 roquun 1 EDSS - 2,0. Kpaiinure pesysratu ot MPOYYBAHETO
ca npeacTaBelu B Tabmmua 1. Hama curandukanTHr pasivkn Mexay Rosure ot 0,5 mg 4 1,25 mg no
OTHOLICHHE Ha KPAHHHUTE TOUKH.

Ta6nana 1 Hsnnreane D2301 (FREEDOMS): ocHOBHH pe3yJTaTH

OHHrOJITHMOS ILhane6o
0,5 mg

KAHHH9HE Kpa¥BEH TOYKH
l'opHIuHa yecToTa Ha peuMAHBHTE (IThPBHYHA 0,18** 0,40
Kpalina Touka)

| IIpoueHT nauneHTH 63 pelMaus Ha 24-us Mecel, | 70%** 46%
[IpoueHT malMerTy ¢ 3-MeceyHa MOTRbpPAEHA 17% 24%
NnporpecHs Ha HHBanHau3auMaTat
KoedmupieHT Ha pucka(95% CI) 0,70 (0,52, 0,96)*
AMP xpaiinn Toukn
MeanaHa Ha (cpeneH) Opos HOBH UNH Ha 0,0 (2,5)** 5,0 (9,8)
yronemenure T2 nesuu 3a nepuon ot 24 Mecelia
Menunana Ha (cpenen) Gpos Ha Gd-ycunenure | 0,0 (0,2)** 0,0 (1,1)
Ne3uH Ha 24-us Mecell
Menunana Ha (cpeana) npomsHata B ronemunara | -0,7 (-0,8)** -1,0 (-1,3)
Ha rl1aBHHA MO3BK B % 32 NEpHOA OT 24 Mecelia
¥ [IporpecusaTa Ha HHBaIMAH3aLMATA Ce AeHMHUPA KaTO NOBHLIaBaHe Ha EDSS ¢

1 Touka, noTRBEpAEHO 3 Mecena No-KbCHO

**  p<0,001, *p<0, 05 cnpsMo nnaueto
BeHuky aHANK3KM Ha KTHHMYHKTE KPaiHH TOYKH ca rmpy intent-to-treat momynamus. I1g
JAMP ananu3uTe ca H3NON3BAHHU OLIEHUMH JaHHH
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[TauneHTHTE, KOHTO Ca NPUKJIIOYIWIH CBOETO Y4acTHE B 24-MeCEeYHOTO OCHOBHO H3MUTBAHE
FREEDOMS, morar na 6bat BKJIIOYEHH B 3aC/IENEHOTO 110 OTHOLIEHUE Ha NpHEeMaHaTa 1034
npoab/oKkeHHe Ha u3nuTeaneTo (D2301E1) u na nomyuasat dunronumon. O6imo 920 naumenTH ca
BKMO4EHH (n=331 npoawiokasat ga nomyqaear 0,5 mg, 289 npoaskaBaT Aa nomy4asar 1,25 mg, 155
NpeMHHaBaT oT Mnauebo Ha 0,5 mg 1 145 npemunasar ot niaue6o na 1,25 mg). Cren 12 mecena (36-
TH mMecel), 856 naumenTn (93%) npoabikasat yuactreto ¢H, Mexay 24-us 1 36-us mecelr
FOAKLIHATA 4eCTOTa Ha peunauente (I™1P) npu naumenTHTe Ha puHronumon 0,5 mg B OCHOBHOTO
npoy4BaHe, KOMTO ocTapar Ha fo3a ot 0,5 mg e 0,17 (0,21 B ocHoBHOTO M3nuTRaHe). T'YP npu
NaLUHEHTHTE, IPEMUHANH OT Inauebo kem ¢puHronumon 0,5 mg e 0,22 (0,42 B OCHOBHOTO H3NHTBaHE).

[Tonobuu pe3ynTaT ce YCTAHOBABAT M B 2-TFOAMIIHO PaHAOMH3HPAHO, JBOHHO CJIATIO,
nnanebokonTponupato ®aza Il n3nuTBane HA PHHIOIHMOL, ChC CHLUMS JH3AIH, npu 1 083
nauneHTH (n=358 Ha 0,5 mg, 370 na 1,25 mg, 355 na mauebo) ¢ [IPMC (D2309; FREEDOMS 2).
MennaHHTe Ha CTOHHOCTHTE Ha M3XOJHUTE XAPAKTEPHCTHKH ca: Bb3pacT 41 roauum,
NMPOAB/DKHTETHOCT Ha 3abonaBadero 8,9 roquun u EDSS CKOp 2,5.

Tabauua 2 Hanursane D2309 (FREEDOMS 2): 0cHOBHH pe3y.ITATH

OHETOTHMOS ILnane6o
0,5 mg
Kananunu kpaling Touxe
'oamIIHa YyecTOTa Ha peLHAMBHTE (ITHPBHYHA 0,2]1** 0,40
| KpaiHa To4Ka)
[IpoueHT naiwenTy 6e3 peLUaUB Ha 24- 71,5%** 52,7%
HA Mecell
[TpoueHT nauneHTH ¢ 3-MeceyHa roTBEpAEHA 25% 29%
nporpecys Ha HHBanHau3aumarat
KoeduumeHt Ha pucka (95% CI) 0,83 (0,61, 1,12)
SIMP kpaiinn To9KH
Meanana Ha (cpeneH) 6pos HOBM HIH Ha 0,0 (2,3)** 4,0 (8,9)
yronemenure T2 ne3uu 3a nepuon ot 24 Mecena
Menuana na (cpener) 6pos Ha Gd-ycunenure | 0,0 (0,4)** 0,0(1,2)
JIE3UH Ha 24-1a Mecel]
Menuana Ha (cpeaHa) npoMsHaTa B obeMa Ha -0,71 (-0,86)** -1,02 (-1,28)
rnasHHUs MO3LK B % 3a nepHoa oT 24 Mecela
t [Iporpecusira Ha HHBaNHAM3aLUMATA ce AedHHMpPa KaTO NoBHaBaHe Ha EDSS ¢ 1
TOYKA, MOTBLPAECHO 3 MEceLd NTO-KbCHO
**  p<0,001 cnpamMo nmnaueGo
BeHYkH aHanmM3H Ha KNHHHYHATE KpaliHH TOUKH ca NpH intent-to-treat nomynaumus. [pu
AMP ananusnTe ca M3MON3BAHH OLICHUMH JAHHH.

Hanuteane D2302 (TRANSFORMS) e 1-roaMinHo paHAOMH3HPaHO, ABORHO-CIIAIO, AKTHBHO
(uHTepdepoH Geta-1a) koHTponnpaHo ®asa Il usnuTsane npu 1 280 natwmenTu (n=429 3a 0,5 mg,
420 3a 1,25 mg, 431 3a unrepepon Gera-1a, npunaran B 103a ot 30 pg Kato HHTPaMYCKyJaHa
HHXCKLHMA BEAHEK CEAMHYHO). MeanaHaTa Ha M3XOHHTE XapaKTePUCTHKH e 6uia: Bb3pacT 36
FOHHH, NPOABDKHTETHOCT Ha 3a6onaBanero 5,9 roauun u uaxoaen EDSS - 2.0. Kpaiin
PE3yJITATH OT H3MTHTBAHETO Ca NpeacTaBeHu B Tabnuua 3. Hama curingukanTHn pazny
nosute ot 0,5 mg u 1,25 mg no oTHOLIEHHE HA KPalHKUTE TOYKH HA NMPOYYBAHETO.

Tabanna 3 Hanutreane D2302 (TRANSFORMS): ocHOBHH pPe3yJATATH

DUHroOIAMO/T Hurepdeps P
0,5 mg Geta-1a, 30 PR\ A5, ”Ff&\ ~
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KAnEHYHH KpaHiHA TOUKH

I'onuuiHa yecToTa Ha peunaMBuTe (ITHPBHYHA 0,16** 0,33

Kpa#Ha Touka)

[IpoLeHT naupeHTH 63 peLane Ha 12-us Mecery | 83%** 71%

I[TpolLieHT NnaLueHTH ¢ 3-MeCeYHA NMOTBBP/EHA 6% 8%

Nporpecys Ha HHBANHAH3auHaTat

KoeduuuenT Ha prcka(95% CI) 0,71 (0,42, 1,21)

AMP xpaiinn Toukn

Meauana Ha (cpeneH) 6pos HOBH WIM Ha 0,0 (1,7)* 1,0 (2,6)

yronemeHute T2 nesnn 3a nepuoa or 12 meceua

Meanana Ha (cpeneH) 6pos Ha Gd-ycunenure | 0,0 (0,2)** 0,0 (0,5)

Ne3UM Ha 12-ud Mecell

MenunaHa Ha (cpeaHa) npomsHarta B roneMuHara | -0,2 (-0,3)** -0.4 (-0,5)

Ha INIABHUA MO3BK B % 34 nepHoa or 12 mecena

t [TporpecusTa Ha HHBaNUAM3aLMATA ce AedHHKMPa KaTo noBHmrasaHe Ha EDSS ¢ 1
TOYKa, MOTBBPACHO 3 MeceLa NMo-KbCHO

* p<0,01, **p<0,001 cnpsmo nurepdepon Gera-la

Beuuky aHaNmM3M Ha KIIMHHYHHMTE KpaiHH TOUKH ca NpH intent-to-treat nomynatus. [Tpu

AMP aHanuauTe ca H3MON3BAHH OLEHHMH JIAaHHH

[TaLineHTHTE, KOMTO Ca NPHKAIOYKIH CBOETO YUYACTHE B |1 2-MECEYHOTO OCHOBHO M3TNIHTBaHE
TRANSFORMS, morat na 6baaT BIUIIOYEHH B 33CJIENEHOTO MO OTHOLICHHE HAa NPUEMAaHaTa J103a
npoab/DkeHHe Ha w3nureaHeTo (D2302E1) u aa nonyyasar ¢punromumon. O6umo 1 030 naunenTy ca
BKJIOYEHH, BBIPEKH Ye NpH 3-Ma OT NALIHEHTHTE HE € MPOBEXIAHO JeueHHe (n=356 NpoARIDKABAT Ha
0,5 mg, 330 npoavkasat Ha 1,25 mg, 167 npemMuHaBat ot HHTepdepoH Gera-1a Ha 0,5 mg 1 174
NMpeMUHABAT 0T HHTEpdepoH bera-1a Ha 1,25 mg). Cnen 12 Mecena (24-t Mecen)), 882 nauueHTH
(86%) npoawspkaBaT yyacTHeTO CH. Mexay 12-us u 24-1a mecenl 'YP npu nauMeHTHTE Ha
¢punronumMon 0,5 mg B 0CHOBHOTO H3NHTBaHE, KOUTO OCTABAT Ha Ao3a ot 0,5 mg e 0,20 (0,19 B
OCHOBHOTO M3nuTBaHe). 'YP npu nauueHTHTE, NpeMHHANH OT HHTEpdepoH GeTa-1a KbM PHHroNUMON
0,5 mg e 0,33 (0,48 B OCHOBHOTO M3NHTBaHE).

COopHuTe pesynraTh ot v3nuTBaHHATa D2301 u D2302 nokassar peallHO M CTATUCTHYECKH 2HAYHUMO
NTOHWXKEHHE Ha FOAMIIIHATA YECTOTATA HA PELIMAMBUTE CNIPAMO CPABHABAIIHA areHT B OTIE/IHUTE
NOArpynu, pasacacHu Mo Nnoj, BL3pacT, NpeilecTBalla TEPAnHs 3a MHOXKECTBEHA CKIIEpO3a,
aKTHBHOCT Ha 3a00NI1BAHETO MJIH CTEMNEH Ha HHRAIHAHOCT B HAYAJIOTO HA NMPOYUYBAHETO.

[To-HATATHUWHHTE AHANH3H HA KIIHHHYHUTE NaHHH NMOKA3BAT TPAHHHK TEPANECBTHYHH PE3Y/ITaTH B
MOArPYNHATE Ha MAllUCHTHTE C BHCOKOAKTHBHA MPUCTBITHO-PEMUTEHTHA MHOXKECTBEHA CKIEpO3a.

[lenvaTpuyHa nomynanus

E¢ukacHocTTa ¥ 6e3onacHocTTa Ha no3u 0,25 mg win 0,5 mg GHUHroIMMOA BEAHBLK OHEBHO {HO3MTE
ca H30paHH B 3aBHCHMOCT OT TENIECHOTO TeIJIO M H3MEPEHATA eKCITO3MIIMA) Ca YCTAHOBEHH NPH

NEANATPHYHM NALMEHTH Ha BL3pacT oT 10 a0 <18 roauHH ¢ npHCTHENHO-PEMHTEHTHA MHOXK
CKJIepo3a.

[Tpoyusane D2311 (PARADIGMS) e asoiiHocnano, ABOWHOMACKHPaHO, KOHTPOJIHP
BELLIECTBO NPOYYBAHE C Pa3HUYHa MPOABDKUTETHOCT A0 24 Meceua, ¢ 215 naLMeHTH,
10 no <18 roaunn (n=107 Ha Ppunronumoa, n=108 na uurepdepon 6era-1a 30 pg, np
HHTPAMYCKY/THA MHDKEKLIMA BEHbXK CEAMHYHO).
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CToliHOCTHTE Ha MEAMaHHUTE HA M3XOAHUTE XapaKTEPHCTHKH ca: Bb3pacT 16 roauHs, MeAHaHa Ha
MPOAB/DKMTENHOCTTA Ha 3aboaBaHero 1,5 rogunn n EDSS ckop 1,5. MHO3HHCTBOTO OT nauMeHTHTE
ca cTaJdi Ha pa3suTHe o TaHep 2 win no-BHcok (94,4%) m ca >40 kg (95,3%). Kato ugno 180 (84%)
OT MalHEeHTHTE Ca 3aBBPLINIH OCHOBHATA (a3a Ha npoy4usaHeTo (=99 [92,5%] Ha punuronumon, 81
[75%) na unTepdepon 6era-1a). Kpalinure pesynratd ca npencrasenu B Tabnuua 4.

Tabauna 4 IIpoyusane D2311 (PARADIGMS): ocHOBHE pe3yaTaTn

OEATOIHMON Huarepdepon OeTa-1a
0,25 mg nau 0 ug
0,5 mg
Knunnqun Kpainn Toukn N=107 N=107*
YecToTa Ha peLUMAMBHTE Ha TORHLIIHA Oa3a 0,]22%* 0,675
(TbpBHYHA KpailiHa TOYKa)
[TponeHT nauxeHTH 6¢3 peunams Ha 24-Ha Mecel 8S,7** 38,8
AMP kpalinRr TOUKH
YecTtoTa Ha Opos HOBONOSBWIM CE HWIH HA HACKOPO n=106 n=102
yrojieMeHH T2 ne3un Ha roaminHa 6asa
KopurupaHa cpeliHa CTOHHOCT 4,393** 0,269
bpoit na Gd-ycunenure T1 ne3un Ha ckauupade 1o | n=105 n=95
24-us Mecell
Kopurupana cpeaHa cTodHOCT 0,436** 1,282
YecToTa Ha aTpodHa HA MO3BKA OT H3XOAHOTO HHBO | N=96 n=89
1o 24-us Mecel, Ha roaMinHa 6aza
CpenHa cTOMHOCT Ha Hali-MaJIKMTe KBaApaTH -0,48* -0,80
# EnvH naumueHT, paHaoOMH3MpaH Aa Noy4yaBa HHTepgepoH Gera-1a upes WHTpaMycKyIHa
HIDKEKLIMA, He € OH B CECTOAHHE J1a MOT'BIIHE JBOMHOMACKHPAIIOTO NEKAPCTBO H €
[IpeyCTaHOBWII y4acTHe B NpoyysaHeTo. [IaLMEeHTHT € H3KMOUEH OT UAJIOCTHHA aHAJIM3 H OT
LisiNara aHanH3KpaHa NoMmyNaLxa | MOMyJaLMUATa 3a ananHu3 Ha 6e3onmacHocTTA.
* p<0,05** p<0,001, B cpaBHeHye ¢ HHTEpdEpoH Gera-1a.
BcHukH aHATM3W HA KITHHHYHUTE KPalfHH TOYKH ca W3BBPLICHH Ha 1s1aTa aHAJIH3MPaHa NOMyJauHs.

5.2 PapMaKOKHHETHYHH cBoilicTBa

QapMakOKMHETHYHHTE JAHHH €a MOJYHYESHHN OT 3ApaBH Bb3PacTHH A0OposontH, Su6peyno
TPaHCIUIAHTHPAHH Bb3PACTHM NAUMEHTH H Bb3PACTHH NALIMEHTH C MHOXKECTBEHA CKIepo3a.

DapMaKoNIOrHYHO aKTHBHHSAT METabOMHT, OTTOBOPEH 3a e(pHKacHOCTTa € QHHronumox docdar.

Abcopbuus

@unronumoz ce abcopbupa 6aBHO (tmax € 12-16 yaca) u B rosiama crenex (>85%). INpusnaHaTa
abcomoTHa nepopaiHa OHOHANHYHOCT € 93% (95% noeepureneH uHrepran: 79-111%). CraumorapHo
CBhCTOSHHE Ha KOHLUCHTPAIIHATA B KPBBTA CE MMOCTHI'a B paMKHTE Ha | - 2 Mecella npH MpHiaraHe
BeIHBXK AHEBHO M HMBATA NPH CTALMOHAPHO CBCTOAHHE ca NPHONH3HTENHO 10-MLTH Nno-
HavaJHaTa A03a.
[pueMBT Ha XpaHa He NOBANABA Cmax WiH excnosuunaTa (AUC) Ha duHronumon. PPN A
¢ocdat Crax ce noHmkaBa cnabo ¢ 34%, noxaro AUC ocraBa HenpomeHeHa, [To WD ,,' )
(PHHrOTHMOR MOXE JIa ce npHeMa Oe3 HAKAKBA 3aBHCHMOCT OT XpaHaTa (BxK. Touka 4 % : *’@ﬁf
%
»
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Pasnpenesienue
OUHIOJIHMO]] CE pasnpees BLE BUCOKA CTEIEH B YePBECHHTE KPbBHH KJIETKH, KOUTO ChCTaB/ABAT

86% ot KieThuHaTa ¢pakiHs Ha kpbBTa. OUHroaMMOA pocdar ce ycBOsBa B IO-MaIKa CTeNeH OT
KPBBHHTE KJIETKH <17%. @uHronumon u puuaronumo ocdar ce CBbp3BaT BLB BHCOKA CTEINEH C
benrbuMTe (>99%).

(DHHrONMMOZ C€ pa3NPOCTPaHABa BbB BUCOKA CTENEH B THKAHHMTE ¢ 00eM Ha pasnpeaesieHHe OKOJIO
1 2004260 1. Ilpoyusane npu yeTHpHMa 3apaBH ROGPOBONLH, TPH KOHTO € MPHIIOKEHA eHHUYHA
HHTPaBEHO3HA 11034 PAJTHOU3OTONHO MAPKHPAH aHAJIOr Ha (PMHIONKUMO, NIOKA3Ba, Ye PHHIOIUMOL
NpeMHHAaBa B MO3bKa. B npoyusaHe npy 13 nailiHeHTH MBbke ¢ MHOKECTBEHA CKAEpO34, TIPHEMAILH
¢unronumon 0,5 mg/aeH, cpeaHOTO KONHYECTBO HA GUHroauMon (M GuHronumon docdar) B
CEMEHHATA TeYHOCT, B CTAUHOHAPHO CBHCTOSHKUE, € npubausureato 10 000 meTH no-Hucko,
OTKOJIKOTO B MepopanHo nNpwioxkeHara go3a (0,5 mg).

buorpaHcgopma

I1pn xopara punronuMon ce TpaHcopmupa upes ob6paTHMo crepeoceeKTHBHO docthopriupane 10
$hapMaKoJIOrHYHO aKTHBHHA (S)-eHaHTHOMEDP Ha duHronuMon docdar. GUHTONHMOZ ce eTUMHHADA
Ype3 OKCHAATHBHA OHOTpaHChOpMals, KaTarHsHpaHa npeaumuo Ype3 CYP4F2, a eposaTHo H upes
APYTH H30€H3HMH, H YaCTHUHO pa3najaHe Ha MACTHH KHCEIIMHM A0 HEAKTHBHH MeTabOoJIHTH.
Habmoaaea ce chuio taka o6pasysane Ha GpapMakonOrHYHO HEAKTHBEH HEMOJIAPEH LIEPAMHIOB
aHator Ha PUHTONUMOA. OCHOBHHTE €H3HMH, YHACTBALK B METaGONM3NpaHeTo Ha GHHIOIHMOA ca
4aCTHYHO onpeaeneHy U morar aa 6saat CYP4F2 unu CYP3A4.

Cren eqHokpaTHo nepopanto npunarare Ha ['4C] ¢punronnmon, 60NLIMHCTBOTO OT KOMIOHEHTHTE Ha
¢uHronMMon B KpLBTa, ONpeeNeHH Ypes TAXHOTO aonpuHacare 3a AUC 1o 34 ouu cnen npWiaraHe
Ha 103aTa, ca caMHAT (puHronumon (23%), punronumon docdar (10%), v HeakTHBHM MeTabOAUTH
(M3 kapboxcrnpan kucennHeH metaGonut (8%), M29 uepamunen merabomur (9%) u M30
LepaMHacH MeTabonuT (7%)).

EnuMuHHpaHe
KiMpBHCBT Ha GUHrOIMMON OT KpBBTa € 6,3+2,3 I/h U cpeqHnAT NPHBUAEH TEPMHHAJICH MTOTYKHBOT

(t12) € 6-9 nuu. Husata Ha puHronmmon u puHronumorn docdar B KpbBTa Ce NOHWKABAT YCTIOPELHO B
TePMHHANHaTa (a3a, KoeTo BOAH A0 NogobeH NMOMYyKMBOT H 3a ABaTa METabOJIHTA.

IMpn nepopanuo npunoxexue okono 81% ot no3ara ce eKckpeTHpa 6aBHO B YPHHATA KATO HEAKTHMBHH
MeTaboaHTH. PHHIONHMOA H PHHTONHMOZ BocdaT He Ce EKCKPETHPaH HEMPOMEHEHY B YPHHATA, HO
Ca OCHOBHH KOMITOHEHTH BLB (elieca, KbAETO BCEKH €AHH OT TAX CE OTKPHBA B KOJMYECTBA NO-MaJIKH
oT 2,5% oT npunoxeHarta no3a. OTKpHBaEMOCTTA Ha NPHIOKEHATa f03a chen 34 aHH e 89%.

JInHeHHOCT
Konuenrpaumure Ha puHronumon 1 punrosnMon docdar HapacTeaT BHZHMO N0303aBHCHMO TIPH
MHOI'OKPAaTHO MpHJiaraHe BeAHbXK AHEBHO Ha no3a ot 0,5 mg wiu 1,25 mg.

OcobeHocTH npH cneunUYHH rPYIM NALMEHTH
Ilon, emnuvecka npunaonedcHocm u 6vbpeyno YBPENCOAKE

(dapMakOKMHeTHKaTa Ha GUHronumMoA 1 puHronumon docdar He ce pasnHyaBa Npu MbKE H NPH
KCHH, MPH NALHEHTH ¢ Pa3IHYHA €THHYECKA NPHHAUIEKHOCT WIH [TPH NMALMEHTH C JIEKO AQ

O6BOpeuno yBpexaaHe.

Yeproopobro yepexcoane
ITpy MHOAMBHAM C NEKO, YMEPEHO WITH TEXKO YePHOAPOGHO yBpekaaHe (kinac A,
He ce Habmonapa npomMaHa B Cusx Ha GHHronumosn, Ho AUC Ha puHrosMMon ce 1
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¢ 12%, 44% 1 103%. [1pn naumeHTH ¢ TEXKO YepHOAPOoOHO yepexaaHe (knac C no Child-Pugh), Cuax
Ha uHronumon dochar Hamanssa ¢ 22%, nokato AUC He ce npoMeHs 3HaYMTETHO.
DapMaKOKHHETHKaTa Ha ¢puHronumon gocdar He € oueHABaHA NPH NALKEHTH C JIEKO HIH YMEPEHo
YepHOAPOOHO yBpeKAaHe. BHANMUAT NOMYXHUBOT Ha ENMUMHHHPAHE HE C€ MPOMEHA NMPU HHAWBHIH C
JIEKO YEPHOAPOOHO yBpeKIaHe, HO ce YALDKaBA ¢ 0KoNo 50% npyu RALMEHTH ¢ YMEPEHO WIIH TEXKO
4yepHOAPOOHO yBpeKaaHe.

®uHronuMoy, He TPsOBa na ce npuiara Npy NaLMEeHTH ¢ TEXKO yepHoapobHo yBpexaaue (kiac C no
Child-Pugh) (Bx. Touka 4.3). ®unronumon Tpsbea na ce npuiara ¢ NOBHIIEHO BHUMAHHE MPH
NAaLMEeHTH ¢ JICKO H YMEPEHO YepHOApOoOHO yBpexaaHe (BxXK. Touka 4.2).

Cmapuecka ev3pacm

KNMHHYHHAT ONHT H HHPOPMALMATA OTHOCHO (apMaKOKHHETHKATA NPH NMallHEHTH HA BB3PAcT Hax 65
FrOJHHH ca orpaHHYeHH. DHHroKHMOA TpAOBa a ce H3NON3BA C MOBHILIEHO BHHMAHHE MPH NALMEHTH
Ha Bb3pacT 65 ronMHu H noeye (BXK. Touka 4.2).

IleanaTpyyHa nomnyaauus
I1py neauaTpruny nauMeHTH (Ha Bbp3pact 10 roaAMHH H noBeye) KOHLIEHTpALMATa Ha QHUHIOTHMOJ

(ocdar ce nosHIIaBa NO ACEH N0303aBHCHM Ha4YMH B MHTepBana Mexay 0,25 mg u 0,5 mg.
KoHuenrpanuusara va ¢puHronumon pocdar B cTalHOHAPHO CHCTOSHHE € NpHONH3HTENHO 25% no-
HHCKA MPH NEJHATPHYHHUTE NAUHEHTH (Ha Bb3pacT 10 roHHH 4 noBeye) NpH eXXeAHEBHO NPHAOKCHHE
Ha 0,25 mg unu 0,5 mg GHHroNMMOA B CPaBHEHHE ¢ KOHLEHTPALMATA MPH BL3PaCTHH NaLHEHTH,
nexyBaHH ¢ ¢puHronumon 0,5 mg BeAHBK AHEBHO.

JIMnceaT 1aHHM MpH NeAUATPUYHH NALMEHTH Ha BB3pacT noA 10 roguHy.

5.3 IlpeakiHHHYNH J3HHH 3a Ge3onacHocT

[TpeaxnnaryHrAT npodrn Ha 6€30NaCHOCT Ha (PUHTOIMMO € OLICHABAH MPH MMLIKH, TUTHXOBE,
Kydera H MaiiMyHH. I1pu npunarane 8 ao3u ot 0,15 mg/kg u noBeye, npeBUIIaBaIM NPHOIHIUTENHO
4-mbTU ropHarta rpaHuua Ha excriosuuuaTa (AUC) npu xopa, npy aueBHa 103a ot 0,5 mg 0CHOBHHTE
NpHLUENTHUTE OpraHH ¢a 6uny auMdnara cucteMa (MumdoneHus v aumdounaHa atpodus), Seaure
npo6ose (yBenHuaBaHe Ha TEINIOTO MM, INIaAKOMYCKYJIHA XHUIIepTpodua Ha GpoHXO-aBeonapHaTa
BPB3Ka) H ChpLIETO (HEFATHBEH XPOHOTpPONEH e(eKT, MOBHILABAHE HA KPHBHOTO HAJIAraHe,
IepMBacKyapHH NMPOMEHH H MHOKapAHa Jer¢Hepallvsa) NpM OTACIHH BHI0OBE; KPEBOHOCHHTE CHAOBE
(Ba3zonarTHs) CaMO NPH ILTBXOBE.

Hama naHHH 33 KAPUMHOrEHHOCT B X018 2-FOAHIIHO GHOMIOTHYHO M3CNEIBaHE ITPH IUTLXOBE NPH
nepopaiHO NpHiaraHe Ha GUHroIMMOZ B 1032 10 MaKCHMAITHO NOHOCHMaTa oT 2,5 mg/kg,
CBHOTBETCTBALLA NPHONUIUTENHO Ha SO-ITETH HAA JOCTHraHATa NMPH Xopa CHeTeMHa excro3nuus (AUC)
npy go3a ot 0,5 mg. HezaBucHMO OT TOBA, B X044 Ha €AHO 2-FOAMUIHO NPOYYBAaHE NPH MHLIKH, €
HabnonaBaHa MOBHILIEHA YECTOTA Ha JI0KA4YeCTBEH NUMPOM TpH npuiaraHe Ha 1o3u ot 0,25 mg/kg H
Mo-BHCOKH, ChOTBETCTBALUH MPHOMH3MTENHO Ha 6-ITBTH HaJl AOCTHFAHATA NPHK XOpa CHCTEMHA
excno3nums (AUC) npu aneBHa no3a ot 0,5 mg.

B npoyuBaHHsATa NPH XUBOTHH GHHIOIMMOA HE NPOSBIBA MYTAr€HEH WIHM KJIACTOFEHEH NOTEHLMA.
DHHrONMMO/], He NOBNHABA 6pOA/NOABIHKHOCTTA Ha CTIEPMATO30NINTE HIH (JEPTHIMTETA IPH MBXKKH H
XKEHCKH TLUThXOBE NpPH NpHaaraHe Ha Hai-BUcoKaTa w3nuTeaHa Jo3a (10 mg/kg), choTBeTCTBRALLA

ao3a ot 0,5 mg.
OUHrOIHMO] € TEPATONeHEH NPH IUTbXOBE NMpH Npuiarade B Ao3u ot 0,1 mg/kg wim
JlekapcTBEeHaTa €KCO3HULIMA NPH TUTEXOBE TIPH Ta3u 1032 € NoAo0Ha Ha Ta3u NpH 11
TepaneBTHYHaTa J03a (0,5 mg). Haii-uecture derantu opranau MangopMalyn BKIIF
MEPCHCTHpAIL TPYHKYC apTEPHO3YC U MexAYkaMepeH cenrtasieH aedekr. Hamuuuero K
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MOTEHUMAN MPH 3aHIH He MOXe fia b€ HAITBJIHO OLICHEHO, HE3ABHCHMMO OT TOBA, TNPH NPHIATaHE B
no3u ot 1,5 mg/kg ¥ noseue ce Habnonara nosuineHa eMGpUO-PeTaNHa CMBPTHOCT, a NpH npuiaraHe
B 1034 oT 5 mg/kg ce HabnonaBa HamangBaHe Ha GPOs Ha KHUIHECTOCOOHHTE DETYCH, KAKTO H
3abaBsHe Ha pacTexa Ha ¢eryca. JlekapcTBeHaTa eKCTIO3MLMA NPH 3alLM NPH TE3H JI03H € NOoJT0BHa Ha
Ta3H NPH MALUECHTHTE.

IMpu nabxose npexcuieMoctTa Ha F1 nokoneHHeTo npes paHHMA HeoHaTaleH NepHOA € HaMalleHa,
[pH ApHiaraHe Ha K03H, KOWTO He NPUYMHABAT MauHHA TOKCHYHOCT. Bunpek# ye Ternoro,
Pa3BUTHETO, NIOBEACHHETO H GepTHINTeTa HA F1 He ce mornusBaT ot fieyeHHeTo ¢ GHHrOMMMOA.
DHHIOIMMOJ Ce EKCKPETHPa B MIAKOTO Ha XKMBOTHH, MPH KOUTO Ce NMPHIATA NO BPEME HA aKTaLus, B
KOHLICHTpaLus 2 10 3-MbTH NO-BHCOKA OT YCTAHOBEHATA B IU1a3Mata Ha Maiikure. DHHroauMon U
HEroBHTE METa0ONUTH NPEeMHHABAT Npe3 IUIaLieHTapHaTa 6apuepa NpH TUTEXOBe.

[IpoyyBaHus MPH KOBEHWIHH KHBOTHH

PezyntaTture OT 2 Npoy4YBaHHA 32 TOKCHYHOCT NPH IOBEHWIHH [UTHXOBE [1OKA3BAT JICKH
HEBPOMOBEACHYECKH OTKIOHEHHH, 380aBEHO CEKCYanHO Ch3pABaHe H MOHIDKEH HMyHEH OTTOBOP MPH
MHOTOKpPaTHO CTUMY/HpaHe ¢ XeMOoLHWaHHH, H3oiHpaH ot Keyhole limpet (KLH), konto He ce cuuTar
3a HeXenaHu. KaTo 110 cebp3annTe © NeueHHEeTO eeKTH Ha PHHTONHMOZ NIPH KOBEHIIHH KMBOTHH
ca CpPaABHHMH ¢ HaOMOAABAHHTE NPH BB3PACTHH IUTBXOBE MPH MOAOOHH NO30BM HHBA, ¢ H3KTIOYEHUE
Ha MPOMCHHTE B KOCTHATa MHHEPATHA NITETHOCT H HEBPOTIOBEAEHUYECKHTE OTKIOHEHHA (HaManeHa
PCAKLMA HA CTPACKAILH UIyMoBe), HabmoaagaHy npy 1034 1,5 mg/kg ¥ NO-BHCOKH NPH I0BEHWIHHTE
*KMBOTHH, H JIMIICATA HA NIAAKOMYCKYJIHA XHunepTpodus B Genns Apob NpH I0BEHUNHHUTE ILUTBXOBE.

6. OAPMALEBTHYHH IAHHH

6.1 CoHcbk Ha DOMOIMHHATE BemECcTBA

Kancyano cvovpacumo
Mukpokpucransa uenynosza 101 u 102

Kannues xuaporen gocoar, 6e3ponen
MarHesueB creapar

Cwemas na kancyrama

Xenatun

Turanos anokcua (E171)

Kwat kenesen okcua (E172) (caMo B kanauero Ha kancynara)

6.2 HecbBMECTEAMOCTH

Henpwioximo.

6.3 Cpok na rognocrt

3 rOAMHH

6.4 Cnennajdn yc10BHE HA CLXpAHCHHE

Ala ce cbxpanssa noa 25°C. [la ce chbxpaHaBa B OpHrHHANHHA GnuUcTep, 3a 1a ce
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6.5 BuaucbhabpxaHHe HA ONAKOBKATA

Kancysiute ca onakoBanu B PVC/PVDC/AI 6nuctepw.
OnakoBkure chabpxar 7, 28, 30, 56, 90, 98 kanyciu.
He BcHYKH BHI0BE ONAaKOBKH MOraT na 6bJaT MmycHaTH Ha nasapa.

6.6 CrneunajHu npeANa3sHH MEPKH NPH H3XBbPJIsHE

HensnonsBaHUAT 1eKapcTBEH MPOAYKT WK OTNAXb4YHHTE MaTEpPHAITH OT HEFO TPAGBA /1a ce H3XBBPJIAT
B CbOTBETCTBHE C MECTHUTE H3HCKBaHHS.

s INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Zentiva k.s.
U kabelovny 130,
Dolni Mécholupy

102 37, Prague 10
Yewuka penybanka

8. HOMEP(A) HA PABPELHIEHUETO 3A YIIOTPEBA

Per. No: 20210224

9.  JATA HA ITBbPBO PABPEHIABAHE/IIOJJHOBSIBAHE HA PA3ZPEIIEHUETO 3A
YIIOTPEBA

Jlata Ha mbpBO pa3peuiasane: 29.7.2021
JlaTa Ha nocineaHO NMOAHOBABAHE:

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA
25.06.2025 r.
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