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duuronymon Jentrsa 0,5 mg TBLPAM Kaucyau

Fingolimod Zentiva 00,5 mg hard capsules

2

KAYECTBEH ¥ KOJIHYECTBEH CHhCTAB

Besxa 1ppra kancynma o1 0,5 mg ceaepaa 0,5 mg dunronumon (fingolimod) (karo xuapoxnopua,
hiydrochloride).
3a NENHUA CIUCEK HA MOMOILHKATE BEIIECTRA BIDKTE ToukKa 6.1,

3,

JEKAPCTBEHA ©®OPMA

Tewpaa kancyna
Ban 1o noutu 64n cs060aHO ABIKEI c& TDAHY THPAH NPax B Kancyma ¢ pasmep “3” (15,8404 mm) ¢
APKO ¥ BATO HENPOIPAYHO Kanaue K 0410 Henpo3payHo TAI0.

4,

4.1

KJIVMHUYHHU JAHHI

TeanEBTH‘IHH noexaiasnna

‘DHHPOHHMOR 3eHTHBA € NoKa3aH KaTo CaMOCTOATENHA Tépanui, MOHH!bHHHanla X044 Ha GDJTCCTTH.
1IPA BUCOKOAKTHBHA NMPUCTENHO-PEMHTEHTHA (bopma Ha MHOXECTBEHA CKIIEPO3a, MPH CACAHHTE UPYITH
BB3pACTHHY NaLHCHTH H neAHaTpHYHH NalUeHT Ha B'LSPE\CT 10 TOOMHH H NO-TOAEME C TENECHD TErAO
> 40 kg

HIH

4.2

TAUHEHTH C BUCOKA akTHBHOCT Ha GONECTTa, BhIPEKH NPOBEASHAS ITL/IEH | AJleKBATEH KYPC Ha
NEYCHHE ¢ TIOHE eTHO MoIMBHUMPANIO X042 Ha GONecTTa TEPaTiCBTHYHO CPeacTao (3a
H3KROMEHIATA H HHOPMaNHL 33 NePHONTE Ha MEYKAMEHTO3HO ouncTBane (washout) sixre
Touku 4.4 u 5.1).

nauneHTH ¢ Gbp30 pasBHBAIlA CE, TeKKa TPRCTHEIHC-PEMHTENTHA MEOKECTBEHA CIUIEPO3a,
nedHHMpPaHa KaTe 2 WK NIOREYE MHBAJMAMIHPAILM NPUCTERIIE 34 | roJHHa H HanmuHe Ra | Wi
NoBeye MO3ILYHA ragoisH-Gukchpamy nesvu na AMP, ynu spaunrenyo yeenvuenne na T2
NIE3MUTE, B CPABHEHUE C MOCICIHMA, HEOTOABHE HanpaseH, AMP.

,HOLWI[]OBK& H HAYMHH B3 NPpHI0AKEH e

Jlevennero Tpsﬁsa Ja ¢e 3a1049He ¥ CNneaH OT JIEKap C OUHUT B TepalHATa Ha MHOKECTBEHA CKNEPO3a,

Hoanposka
[MpH BE3pacTHH MaUHEHTH NPETIOPEYHTENHATA 1032 PUHTONMMON € eHA Kancyna
NEPOPanHo BEIHEK AHEBHO.

6°€



Ipu nemkatTpyYHH MaukeHTH (Ha BE3pacT 10 FOaHHHE 1 O-TONeMH) IpeaoprYUTENHATA 1033 3aBHCH
OT TEroTY:

Ieauarprupy nauwedTy ¢ Terno >40 kg: enHa xancyna ot 0,5 mg, MpUeTa NEPOPATHO BETHBK
ITHERHG.

TMenuarpuuan naunentd ¢ rerno <40 kg: eana kancyna ot 0,25 myg, npueta nepopaHO BeIHEBNK
aHeBHo. Teit kato Gunronumon 3eHTHEa © HATHYEH camo Kato 0,5 mg Karcy/iH, He e HOAXIIILY 32
ynotpeba Mpy NeAKaTPHYHH nannedTd ¢ Terno < 40 kg, Hamwinu ca gpyrn NOAXOAAUIH NeKapCTREHU
NPOOYKTH.

TMeauatpuutinTe NAUHEHTH, KOWTO 32004HAT NevenreTo ¢ 0,25 mg o BNOCNEACTBHE JCCTHTHAT
nocTednHo Terno Haa 40 kg Tpadsa 1a npeMMHAT KBM SeUcHHE C kancyni of 0,5 mg.

Ipx npeMuraBae o 0,25 mg nHesHa go3a kbuM 0,5 mg Auesna ao3a, ce NpenopreYBa A e ROBTOPH
CBHUIOTO TPOCIIEIABAHE CJief MPHAAraHe Ha IBPBATA 1033, KAKTO MpPH 3aTI04BAHE HA NEUEHHKETO.
Hperniopsysa ce CHINOTO NPOCIENABAHE, KAKTO NPY 3aN0YBAHE HA JIEUYSHUETO NPH NPEKHCBAHETO MY
3a:

- 1 AeH vy noseTe Mpe3 MBPEHTE 2 CEAMALH OT e HHETO;

- noBeyde 0T 7 GHY Npe3 3-1aTa v 4-TATa CeIMHUR OT NEHSHHETO,

- noBe4e 0T 2 CeIMMIU eINK Mecell ClIe 3AR0YBAHE HA ISHEHHETO,

AKO IleueHHeTo € OMno NPeKBCHATO 33 NO-KPaThK AEPROA OT ONHCAHHA MO-TOpe, To TPAGSA 18
NPOABILKY ¢ MPHUEMA Ha CIEIBAINATA 1032 TAKA, KAKTO € Ipeanucaso (Bx. Touka 4.4).

Coenyatuy oonyaauuu

Ilayuenmu & cmapuecka svapacm

OuuroMnmMo 3enTHpa TpAOSA Oa c& M3NON3BA ¢ NOBUIUEHO BHHMAHHE TIPH MAlMeHTH Ha Bb3pact 65
roflgHp ¥ NeBeYe nopaaH HeAOCTATEYHOTO NaHHU OTHOCHO Ge3onacHocTTa U euKacHoCTTa (BK.
TouKa 5.2},

Bvipeuno yepescdane
B Xona Ha NMNOTHHTE TPOYHBAHUSA TIPH TIALMEHTH C MHOKECTEEHA CKIlepo3a PUHroNMMOoN He €

Ipoy4BaH npH Nanyentd ¢ 6p6peuno yepexnake. bazupatiku ce Ha KMuBEHIHMTE PapMaKOIOrHUHH
NPOY4BAHEA, HE € HeOOXOIHMO KOPHTHPIHE Ha J03aTa IPH [TALHEHTH ¢ NeKo A0 TeXKo Ou0peyHo
YRpeXAaHe,

Yeproopolno yepexcdane

DuraronuMon 3EHTERE He TpaGBRa Aa Ce HIMOMN3BA TP NAIMEHTH ¢ TEKKO 4epHOApOGHO YBpeRIaHe
(kniac C no Child-Pugh) (px. Touka 4.3). Benpesu 4¢ He e HeoGxoauM0 KOpHTHPaHe Ra J03aTa Npy
DAUMEHTH C NIEKO N0 YMEPEHO HEpHOMpOoOHD YBpeXkIaue, e HeoOX0IUMO TOBHIIICHO BHHMAaHUE TIPH
3ATIOYBAHE HA NEYEHHE NIPH TAKMBA NAUHEHTH (Bx. Touku 4.4 1 5.2).

{leduampuung nonynayus
BesonacHocTTa ¥ edrkacHOCTTa HAa GUHrONIUMOI NpH Seua Ha ss3pact nog 10 roguru bee ome He ca
ycTaHOBeHH. JIMIICBAT NaHHHU.

Hwma mi0TO orpaHideHt TaHHH NPH Aeua Ha sp3pact 10-12 rominm (px. Toukn 4.4, 4.8 u 5.1),
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To3H JexapcTses NPOOYKT € 33 NEPOPATHO TPUIOKEHIE,




Punronumon JeHTHBA MOKe Jla ce NpHeMa cbe HH Ge3 xpara (8. Touka 5.2). Kancynute tpabea na
©e rhITaT BUHATM LenH, 6e3 na ce oTBapar.

4.3 TIporusonoxazanns

- CBpBXYYBCTBHTSIHOCT KBM BKTHBHOTO BEILECTBO WM KBM HAKOE 0T MOMOLIHNTE BEUIECTEA,
H30poeHH B TO4YKa 6.1,

- Hwmyronednuuten cRHOpOM.

- TlaunedTy ¢ NOBHIIEH PHCK OT PA3BUTHE HA ONOPTIOHHCTHYHH UHGEKIMH, BITIOYHTETHO
HMYHOKOMIPOMETHPAHH NalMEHTH (TaKNBa, KOUTO B MOMEHTA IPOBEKIAT HMYHOCYIPECHBHE
Tepamis M TAaKHRA ¢ HMYHOCYNPECHA OT NPSAXOMKIANM TEPaITHH),

- TexKH aKTHBHH HH(EKINY, aKTUBHE XPOHUYHM HAEKUMH (XemaThT, TyGepKynosa).

- Heomnasmy.

- Texxko veproapoSae yBpexaare (knac C no Child-Pugh),

- [Nauuenrtd ¢ Muokapaen uadapkr (MH) npes nocnensnte 6 Meceur, HecT26HNHA CTEHOKAPARS,
HHCYT/TPAH3NTOPHN HCXeMu4HH aTaku (THA), JekoMneHcHpata CbpeuHa HeAOCTaTHYHOCT
{i3uckBama ne3abaBHO JIeYeHNe) WM ChpACYHA HEaocTaTRuHocT Knac [I1/1V cnopen
HroitoprekaTa KapanomoruyHa acotuanin (New York Heart Association - NYHA) (Bx. Touka
4.4y,

- TMamseHTH ¢ TEKKHM CHPAEUHN APUTMUH, H3HCKBAIIM AHTHAPUTMUIHO JICUEHHUE C
AHTHAPHTMUYHH JlexkapCTeeHH npoayKTH knac 1a umu xnac 111 (ex. Touxka 4.4).

- [MaumeHTy ¢ aTpHOBEHTPHKYMApeH (AV) Giiok BTopa crerien THn Mobitz 2 nnu AV 6ok Tpera
CTETISH, WM ChC CHHAPOM Ha GONHHA CUHYCOR BB3EN, aK0 HE HOCAT NelcMeiKsp (B,

Toyxa 4.4).

- [Taupentr ¢ QTc unTepsan =500 msec Ha u3XOTHOTO HUBO (B3, Touka 4.4).

- [lo BpemMe Ha OpEMEHHOCT H IIPH YKEHH € NETEPOIEH NOTSHIHAT, KOHTO HE HIQI3BaT
edeKTHBHA KoHTpauenuus (Bxk. Toukd 4.4 u 4.6).

4.4 Coenuanauu Npenynpe:RICHAS M TPEeNUAIHA MEPKH NPL yneTpeda

Bpaguaprtmug

3ano4BaHeTO Ha NeYEHIE BOAH OO OPeXONHO HAMANABAHE Ha ChPISYHATE HECTOTA H MOXKE A4 €
CBBP3aHD CBC 3a0aBEHO NPOBEKIAHE B aTPHOBEHTPHKYNAPHIA BRaen (AV), BRIIOUNTENHO [0 M0ABATA
HA U3OHPAHH CYYaH Ha HpeXoAeH, CNIONTAHHD NpeMHHaBall TeaeH AV 6ok (Bxk. Touku 4.8 n 5.1).
Crien nputarase Ha ITPBATA 4034, TOHWAKABAHETO Ha CHPACYHATA HECTOTA 3aROYBa B PaMKHTE HA |
qac U € Hali-CHITHO M3pa3eHo B paMKUTe Ha 6 yaca. To3n edekr OT npunarasaTa 1032 ce 3aALPHAE H
Hpe3 CAeaBALINTE OHH, BRIIPEKH Ye OOWKHOBEHO & No-cNabo H3paseH, ¥ 0GMKHORSHO HAMANABA Npes
cnensammTe ceAMuud. [IpH Mpoas/HKkapaHe Ha NPHACKEHUETO, CPENHATa CTOHHOCT Ha ChpIedHaTa
HECTOTA C€ BPhLUA OO MIXOJHATA B paMKuTe Ha 1 Mecew. [IpH OTOEMHN HALMEHTH € BR3MOXKRO
CBPIAEUHATA YECTOTA Aa He Ce BbPHE N0 H3XOMHHTE CTOMHOCTH IO Kpas HA WBDRHUA MECeLL.
IMposoanute HapyieHa oOHKHOBEHO CaA NPEXONHU W acuMrToMariyuy. OOUKHOBEHO He M3WCKBAT
NeYeHHE Y IPEMHHABAT B PAMKHTE Ha ((bPBHTE 24 Haca HA Tepanuara, AKO ce Hanara, TOHHXaBaHeTo
HA CBPJEYHATA HECTOTA, IPEJH3BUKAHO 0T (PHHIONMMO, MOXe A2 OhAe HEYTPATHIAPAHO Ypes
NAPEHTEPATHO NPHIOKESHIE HA ATPONUH UK W3OTMPEHANMH,

Ha scrriky nannenTy Tpadea ga ce Hanpasu EKT 1 0a ce m3Mepy xpsBEHOTO HANIATAHE MpPeu
MpHIaraHe Ha ITBPBATA J03a PUHIONUMOL, K 6 daca cnen Tosa. Boruky manueHTH Tpa6aa Ja 6uaar

MOHHTODHHT 0 BpEMeE Ha TO3H §-4ACOR TEPHON Ha OPOCAEAABAHE,




Coinmre Npeamasdi MepKH, KakKTo IPR NPWIokeHHe Ha NBPBATA 0034, Ce NPEenopbUBaT NP
npeMuHaBate Ha MALHEHTHTE oT Aeuerue ¢ 0,25 mg nuesna fosa kM (0,5 mg nHesaa J034.

AKO clien TmpHeMa Ha J03aTa BEIHRKHAT CUMATOME Ha SpanuaputMud, Tpadhka Aa o¢ npeanpueMar
CHOTBETHHTE KITMHWYHH MEPKH, & TPOCIEAABaHeTo 12 Oblle NPONBIKEHO 00 HIMEIBAHE HA
cuMnToMute. TpaGea fa ce HasHATM HPOCAEAABAHE NPE3 LAATA HOU, B MEAHLIMHCKO 3aBSJCHHE, ako
NpH MALMEHT ¢e HANOKY (PAPMAKOIOCHIHA HHTEPBEHIMS 0 BPEME Ha MPOCIeAABAHETO ClIeT
ApUNAraHe Ha MbPBATa 1033 U TpA0Ba 12 ce NMpobeng HOBTOPHO CHILOTO NPOCIENABANES Clel
ApHIarale Ha BTOpara K03a GUHroIMMOoY.

Aro cppAeyHaTa YeCTOTa Ha G-u% YAC € JOCTHTHAA Hall-HHCKaTa CTOMHOCT, Cen MPUIAraHe HA
THPBATa No3a (KOSTO MPEONoIara, 9¢ MAKCUMATHHAT GapMakofuHamMHyeH eexT BLpXy CHPUETO BCe
OLLE He Ce & NpOoABUIL), IpocieaiapaHeTo TpAGRA 13 6bAe YABILKEHO HAR-MAIIKO ¢ 2 4aca W JOKATO
CHpAeYHaTa YeCTOTA He JANOYHE OTHORO Na ce mosmirasa. {Jceen ToRA, axe cneq 6 yaca CupaevHaTa
4eCTOTa € <43 yJapa B MUHYTA TIPH BPLIPACTHA NauMeHTH, <55 yAapa 8 MUHYTA IPH NeIHATPUYHK
MAUUeHTH HA BL3pacT 12 roguHu U riobede My <60 yaapa B MHHYTE P HEAHATPHYHE TTALMEHTH HA
aB3pact ot 10 g0 roa 12 rognny, vnu EKI-1o noka3sa Horomoseua ce AV S0k BTOpA MM NOBHCOKA
crened, wnn QT Hurepsan =500 msec, npocnenAsaneto TpaGea aa Hsae yasbkeHo (HaliManko i
npes3 Hotilra), 10 #3ueipaHe HA Haxonxara. [ToAsaTa, IO KOETO 1 14 ¢ BpeMe, Ha AV 610k Tpera
CTeneH, chite TPAGBa A2 BOAM 0 YUBLDKABAHE Ha NPOCIeIABAHETO (Hali-Mallke 3a Ipe3 HomTa).
Efextute sppxy chpaednata 4ecToTa ¥ AV NpoBONMMOCT, MOTAT HA CE MOABAT OTHOBO APH
TOAHOBABAHE HA JICUSHHET, KATO 3aBHCAT OT HPOJBDKKTENHOCTTA HA NPEKECBAHETO H BPEMETO OT
HAYanoTo Ha nevenHeto. [Ipenoprusa ce CHIDOTO NPOCNEIABAHE, KAKTO NPH 3AMOYBIHE HA JIEYESHNETO
NPH MPEKBLCBAHETO MY {(BXK. Todka 4.2},

Crobwasar ce MHOTD Pefku CTy4aH Ha HABEPCHS HA T-BLIHATA TIPH BRIPACTHH MAUMSHTH, JTekYBaHH
¢ punronnmon. B cnyvail ua unsepers Ha T-R1HaTa, NPENNMCBAILMAT Nekap TPAGRA Na Ce yBepH, ye
JIMNCBAT HPUM3KALM WA CUMITOMH HA MHOKARPAHA HEXeMHS. AKO C& TI0N03(pa HAMUYHEe HA MUOKapiHa
HCXEMUS, €8 PenoppyBba 13 ¢8 NOThPCH KOHCYITAUHA C Kapauonor.

Ilopaan prcka 0T CEPUO3HA PHTHMHN HAPYUISHHUA MM 3HAYUMa Opanykapins, EHrONUMon He
TpaGBa na ce MANON3BA NPA MAUNEHTH ChC CAHO-ATpHATEN chpaedel GNIOK, aHaAMHe3a 3a
CHMHOTOMATHYHA OPasMKApAKs, NOBTAPAIL Ce CHHKOI WM ChPAEYEH aPeCT, HiTH NPH NARKEHTH Cbe
3uayuTenHe yaemkaBane Ha QT (QTc>470 msec {Br3pacTHH navdenTH 0T XeHckd noanj, QTc >460
msec [RegHaTPHYHH NALKMEHTH OT REHCKN NoN] Wik >4 50 msec [BrIpacTHi ¥ NAHATPUYHK
MAUHEHTH OT MEXKH 1101]), MALHEHTH ¢ HEKOHTPONHPAHA XHIEPTOHHA WIH TEXKA ChHHBa anHes (BK.
Touka 4.3). Ilpu Taxiea naupenTy, Neyenue ¢ GUHIONMMOI MOXE A4 Ce UMa HPENBHS CaMO, aKo
OYAKBAHHTE MOMI3H NPEBRIX0NKIAT NOTEHUANHNTE PHCKOBE, H 4KO Ce IIPelieHH, Y¢ & YMECTHO
NPOBEXAAHETO HA NEHeHNe ¢ HUBroIMMo, TPAGEA A Ce MOTEPCH KOHCYJ/ITALMS ¢ XapAHONOT, IPEH
IAN0YRAHE Ha JICYESHHETO, 38 Ja Ce onpeneni Hali-noIXOaAis PEKEM Ha TPOCACHABAHE,
[Tpenopruea ce OHE pa3mHPEHO NPOCHCAABAHE NPE3 HOUITA, IPH 3a04BaHe HA TeUSHHETO (BXK.
Tobka 4.5).

DUHATONMMOL HE € [IPOYHBaH MPH NALUeHTH ¢ ApUTMAA, H3UCKBALIA EYSHHE ¢ AHTHAPHTMHIHH
neKkapcTBeHy Npoay«T Kiac la (Hanp. xuuuany, qusorupamun) unu kiac I (Hanp. amuomapon,
€OTanoN). AHTHAPHTMHYHATE NexapcTRedy nponyxTh knac [a u knac 111 ce cawpasar ¢
npeaH3BHEBANETO HA “torsades de pointes” npyn naumenT™ c Gpaguxapaua (Bx. Touka 4.3).

OnuteT ¢ GUHTONMMOI € OTPAHHYESH PH NAHHEHTH, Pk KOHTO eNROBPEMEHHO c& TPOBENKIA
Tepanus ¢ HeTa Gnokepu, NOHHAKABALIM CBPACHHATA HECTOTA BIOKEPH HA KANUMEBKTE KAHAIM (KATO
BepanaMul HIIH TUATAA3EM) UNH APYTH BEHECTRA, KOHTO MOTAT Ja IIOHIDKAT CHPAEYHATA YeCToTa
{nanp. HBaOPanHH, THTOKCHH, AHTHXOIMHECTEPAZHK CPEACTREA BIH mU1oKapnu). Thit kaTo
3a00YBAHETO Ha JedeHle ¢ QUHTOMMON ¢ CEBP3IAH0 ChILQO H ¢ NOHUKABAHE HA ChPIEYHAT




6nok. ITopann noTeHUHANHU aAMTHBEH eeKT BBPXY ChPACIHATA 1€CTOTA, HE TPADBa Ma Cce 3an0yBa
neueHue ¢ @HHTONMMO7 3eHTHBA NIPH NAUNEHTH, KONTO ¢€ JIEKYBAT C Te3H BEWECTsa [10 CHHIOTO
Bpeme (BX. CBILO Touka 4.5). [Ipu Takuea nauHeHTy, tevenne ¢ OUErOAUMOA JeHTHERA MOXKE [1a ce
00ChIH, cCaMo aKO 0YAKRAHUTE TIOJI3H MIPERMIIABAT NOTEHLMANHHTE PHCKOBE, AKO ce oOMHenA
3an04BaHe Ha Medenne ¢ PuHronumon 3enTusa, TpAGEa Ja ce MOTHPCH KOHCYNTALMA ¢ KAapIHOJIOT,
BHB BPB3Ka C IPEMKEHABAHETO KBM JAPYTH, He-[IOHIKABAIIY CHPASYHATA YECTOTA IEKAPCTBENN
NPOOyKTH, NPEXN 3aI04BAHE HA NeIeHHETD. AKO NOHHKABAILOTO ChPASHHATA HECTOTA NCUEHHE He
MOXKe na O0BAe CpAHo, TpAGBa aa ¢e ROTHPCH KOHCYNTALMA C KapIMOJIOr, 33 14 Ce OLpeaeny Hai-
TOAXORALINA PEXIM HA NPOCIICAABAHE CITE MBPBATA 034, KATO CE€ [pelopkuba pa3uiupeHo
npocigassane, Hall-Manko npe3 HOWTa (BK. TouKa 4.5).

QT unutepsan

B npoyunase 3a npogbukuTenHocTTa Ha QT HuTeprana B CTAUMOHAPHO CHCTOAHME NPR TO3H Ha
¢unronnmon ot 1,25 unu 2,5 mg M BCe OLIE HAIMYEH HEraTHBEH XPOHOTponeH edekT Ha
(uHroIHMO, edeneTo ¢ GHHrONMMOI BOOM 10 yARIDKasaHe Ha QTc unTepBana xaro ropHa
rpanuua #a 90% CI <13,0 ms. Hama 3aprcuMocT Mexay J03aTa ¥ IPOTRICKATEIHOCTTA HA
EKCMO3HUUHATA Ha DUHrOMHMOT i yabmKaBaHeTo Ha QTc rurepsana. Hama nauny 3a noByLIapaye Ha
YecToTaTa Ha Cy4auTe Aa yabmkaeane ha QTc HHTepsana, a0COMOTHO HITH CNPAMO HIXORHHTE
CTORHOCTH, CBBHP3aHO C TepanusTa ¢ HHHrOAUMON.

KHHHYHATA 3HAYMMOCT Ha Ta3K HaXo4Ka € HeW3RecTHA, B Npoy4BaHUATA IpH NAUWEHTH ¢
MHO'KECTBEHA CKITEpO3a He ca HabmonasaHy KTHHUYHO 3HAYMMHK eeKTH [0 OTHOLIEHHE Ha
yanmxaBadeTo Ha QTc MHTEPBAna, HO M MAIMEHTH CBC CHUIECTBY BAlll PUCK OT yIBIDKaBaHe Ha QTc
HHTEPBAN2 HE C2 BINOUBAHY B KIMHHIHWTE NPOYYBAHHA,

JlexapcTaernTe NPOAYKTH, KOHTO MOFaT Ja A0s8enat no yashxaeane QTc vuTepsana e nati-noGpe na
ce H30ATBaT NpPH MAUHSHTH ChC CHOTBETHHTE PHCKORH (aKTOPH, KATO HANPUMED XHIIOKATWEMHA HITH
BPOIeHO yabmkasane Ha QT uHTeppana.

Hmynocynpecushu edextu

®OUHrOMIMOA UMa HMYHOCYTIpecHBeH eiekT, koHTO peapaznonara NalHeHTHTE KbM PHCK OT
WH(EKLNH, BKIIOYMTETHO ONOPTIOHHCTHMHN HHGEK UK, KOMTO MOTAT A3 UMAT JISTANIEH U3XO0J, U
NOBHIDARA PUCKA OT PAIBUTHE Ha NUM(OMH U IPYIH 3N0KaUuecTBEHH 3a001nBaHIS, 0COOEHO TAKHMBA Ha
Koxata. Jlexapure Tpabpa Aa MpocaensBaT BHAMATEHO CBOUTE NALMEHTH, 0Co0EHO Té3M Chbe
CBIBTCTRAWIH 3a00NABIHNA HITH HIBECTHH PHCKOBH $akTOPR, KaTo HANPUMEP NpealecTRALLA
HMYHOCYNPECHBHA Tepanii. AKo ce IORO3HPE HATHYHETO HR TAKED PHCK, TeKap4T TpatBa da
oOMHCITH TIpeyCTAHOBABAHE HA NIEUSHHETO NPH OTHETHATS Ciy4an (B, Touka 4.4 , Unpexuun™ u
,»[KOMHH HeomnaiMu® 1 touka 4.8, JTumdomu™),

Hudrexnpu

Kmouor papmaxonusamudeH edext Ha GHHFOIHMOL € 0303aBUCUMOTO HaMaIABAHE Ha Gpod Ha
rrepudepanre numbounTy, Konto focturar Ao 20-30% ot HaxonHUTe ¢l HHBa. To3d edeKT ce AbmkY

Ha ofpariMa cekBecTpallHd Ha JMPoUHTH B THMOMINATA ThKad (BXK. Touka 5.1).

Ipenu na ce 3anodne nedenue ¢ Grsromumon tpabea g2 6bae NPeAOCTABEHO HEOTIAENA HANPABEHO
Wicle/iBaHe Ha NbJHATa kKpbBHa KapTura ([IKK) (T.e. B paMknte Ha ToCreanHTe 6 MeceLa UaM cien

ClHpaHe Ha npeqmecTsawa tepanna). [Ipenopreysa ce cnuo Taka [TKK ga ce uscregra nepuomrino

Mo BpeMe Ha NeUEHHETO, Ha 3-Ha MeceU H MOHe BeAHEK rOAHILHO CNel TOB3, ¥ MPH TI0ARA Ha

NpH3HAUM Ha dHdekuna. Ako ¢e yeTanoBH alcomoTen numbounten Opoit <0,2= 10%1, seveuuero

Tpafea na ce MpeycraHoBH 10 nonobpieake Ha THMQpounTHEA Gpoil, ThH KaTo [0 BpeMe Ha

K/IHHHIHUTE W3NHUTBANHS IEYEHHETO ¢ (PHHTONHMO € GHiI0 CIIMPAH0 [pH NAUHEHTH C aﬁcomg;gﬂ:f "::::3’”\\.
Mumdonured Gpoit <0,2x 10%/1. f//';i\\’*\”mﬁl ‘




3anoYBaneTo Ha NedeHHe ¢ PHHTONEMON TPAGBa Aa GBAE OTNOKEHO NPU MAUKHEHTH ¢ TEKKA AKTHRHA
HHPEKUMA A0 HeliHOTO OTLIYMABAHE.

EdextiTe Ha PHATrOnTAMO) BEPXY HMYHHATA CHCTEMA MOTAT A TIOBUILIAT PHCKA OT BH3HHKBAHE Ha
HHpEKLNY, BKIHOYHTEMHO ONOPTIOHACTHYHY HHbeKIuY (Bk. Touka 4.8), HeoBxonuMmo & npuiarasero
Ha e)eKTHBHYE AHATHOCTUYHH H TEPANEBTHYHH CTPATErMH TIPH MANHEHTUTE ChC CHMNTOMH HA
AHQEKLMA N0 BpeMe Ha NeueHreTo. Korato ce 0leHABA MALMEHT, IIPU KoHTO ce Noto3upa uadekums,
KOSTO MOXKE 14 € cepHo3Ha, TpadBa Ja ce MMa MPeABHI KOHCYATAUMA ¢ IeKap ¢ OIMT B NEYESHKETO Ha
napexnny. Tlo BpeMe Ha NEUEHHUETO, MAlHEHTHTe, TPAOEA 1a GbAAT HHCTPYKTHPAHH A3 choBINABAT
He3abaBBo Ha CBOA MleKap 34 NOABATA HA CHMIITOMH Ha HH(EKIMA.

[py paseuTHE HA cepHio3Ha MHQEKUNA, TPAGBA na ce 0OMHCIH CIIHPAHE HA JIEYEHRETO C PHHTONUMOL
H 12 Ce HANpaBH NpeoleHKa Ha ChOTHOIIEHHETO NOM3a-PHCK NpelH Bb300HOBABAHE HA TEpamuATa.
EnumuaupaneTo Ha $UHTOTHMON cIgll CTIMPAHE HA TePaMATa MOKE [1a NPOXEIDKHE 00 2 Mecela,
33TOBQ M FIPE3 TO3M NepHoa TpaOBa Ja ce NPONBLKH HAGMIONEHHETO 3a NOARA HA MHBeKUHS,
[amenture Tpabaa na 6pAaT HHCTPYKTHPEHU 1A CHOOIIABAT 3 NOABATA Ha CUMIITOMM HA MHGEXLM
A0 2 Mecella clefl cipaHe Ha $HHTOIHMON.

Xepnec- supycna underyin

Cepuo3s, ¥HEOTO3ACTPAIHABALIH  IOHAKOTA $HaTaHy CllyYan Ha eHueaInT, MEHHHIHT WK
MEHHHTOCHUEPATUT, NPHHHHEHH OT XEPNEC CHMIUIEKC BHPYC WK BAPHUENa 30CTep BHPYC, Ca
BBIHHKHAIY (0 BCAKO BPEME B X013 HA JIETEHHETO ¢ PHHTOMHMON. AKO BESHHKHAT XEprneceH
eHUEATHT, MEHHHTHT HITH MEHHHIOSHUSQATHT, JeHeHMeTo ¢ (DHHTONAMOY Tpabpa aa ce
NPEYCTAHOBH H /1a C& HAZHAYH MOOXGIAILO IEYSHHE 33 CHOTBETHATA HHEKDMS,

[Ipenu 3ano4BaHe HA NEYSHHE ¢ PUHTONHMOR € HeoOXOMIMO 12 €€ OUEHH HMYHHBTETA Ha MAIHEHTUTE
cpelty sapkuena (neutenka). [Ipu nagueTH, Opd KOUTO JUNCEA NOTEBREEHE OT MEJHLMHCKH
CNIeLMANTMCT aHAMHE3A 33 TPeKApPaHa BApHIENa HITH IeKYMERTAHA 32 NPOBeAeH MbJeH KypC Ha
BAKCHHALMA C BAKCHHA CPeLLY BAPHIENA, Ce MPenopsiBa Aa Ce H3CIeaAka HAAHIHETO HA aHTHTEa
cpely BapKlena soctep pupyc (varicella zoster virus, VZV), npeau sanodsate Ha TEPamHATA C
¢unronumon. [Tpr nauMenTHTe Ge3 aHTUTENA, CE MPENOPBYBA MPOBEXKAAHE HA IVBIISH KYPC Ha
BaKCHHALMA C BAKCHHA Cpellly BAapHUeNa, MPed Oa Ce 3anodHe federHne ¢ GHHromHMon (BK. ToUKa
4.8). 3ano4usaHeTo Ha NedeHHETO ¢ PUHrONMMON TPAGBA Ja C& OTNOXKH ¢ | MECEL, 34 Aa cC NonyqH
IeNeH edeKT 0T BAKCHHALIMATA. '

I_( PURMOKOKOE8 MEHUHIUM

CrobILaraT ce crydan Ha KPHITTOKOKOB MEHRHTHUT (rbOuuHa undeKups), TOHIKOra ¢ eTaned H3Xon,
N0 BpeMe Ha MOCTMAPKETHHIOBHA NePHOA CAeA RPUGIM3UTENHO 2-3 roguHu NedeHHe, BBIPeKU ye
TOYHA BPBIKA ¢ NPOABILKATENHOCTTA HA TEUEHHETO HE € WBecTHA (BX. Touka 4.8). [Tpu nmauueHTHTe
ChC CHMIITOMH M NPH3HANY ChOTBETCTRALLKE HA KPHITOKOKOB MEHUHIUT (Hamp. raasoBonue,
CBLITPOBOARHO OT NPOMEHH B CH3IHAHUETO, KATO 00BLPKAHOCT, XAMOLUMHAUMA W/ HAN JIMYHOCTHH
npoMeHy) TpaGpa na 6bae NpoBeaeHa BHHMATENIHA AHATHOCTHYNA OLeHKa, [Tpn UArHOCTHIMPAHE Ha
KPHATOKOKOB MEHMHTHT, NiedeBHeTo ¢ puuronumon tpadea na ce NpeycTaHOBH U 14 CE 3anoyne
cbOTBETHA Tepanus, Tpabea ga ce nposene My THANCLMIUTMHAPHA KOHCYNTAUMs (HATP. CBE
CHEUMANHCT Mo HHOEKUHOIHM 3a00ABAHHA ), aKO TOTHOBABAHETO Ha NeveHHeTo ¢ GUHIONUMO e
OCHOBATEIIHO.

Hpozpecusna mynmudorxaina nesxoenyedanonamus (M)

HMJI no speme Ba aedeHue © QUBTOAMMON, CNEN PazpelicHUETO 3a yroTpeda (mk. Touka 4.8). l'lMJ'[ e
OIIOPTIOBMCTHYHA HHeKuNa, MpHIMHABaHa oT supyca Ha Jxwon Kenenram (John Cunningha




KYMYIATHBHA SKCO3HLHA C TEUEHNE HA BPEMETO, TOYHA BPB3KE ¢ MPOABIDKHTEIHOCTTA Ha NEYSHHETO
HE € M3BeCTHa,
Jonnanurentu ciayyau Ha JIMJI ca B3HHKHAIY TIPH MAUMEHTH, KONTO MPEaH ToBa ca BUnM IeKyBaHk
¢ HaTaM3yMal, 32 KOWTO € H3BECTHO, 4¢ € cabp3an ¢ [IMJL YIMJI Moxe 12 BB3HMKHE caMO TIpH
HamH4Ke Ha rHeruna ¢ JCV. Axo ce mpennpueMe wicneneade 3a JCV, Tpa0Ba Az ¢e uMa apsasuy,
ue BIMAHRETO Ha NUMGOTNIEHUATA BBPXY TOMHOCTTA Ha M3CNEABAHETO 33 aHTu-JCV aHTHTena He &
MPOYYEeHO MPH [IRLUHEHTH, eKyBaHu ¢ GuaroauMon. Chimo Taka, Tpa0Ba Ia ce HMa pelByJ, 4e
HeraTHBeH TectT 3a aHTH-JCV aATHTENA He H3KTOYBA BRIMMKHOCTT 33 MOCHCABAINA HR(eKIMA ©
JCV. [Ipeny pa ce 3anouHe AedeHMe ¢ PUHTONMMON & HeoBxoauM uzxoneHd AMP (o6rkHOBEHO B
pamkare Ha2 3 Mecelia) Karo pedepentpn. Haxoaxure ot uzcnensanero ¢ IMP moxke 1a ca sBHu

. MPEAK HATHYHETO Ha KITHHAYHH MPH3HAUH IR cuMnToMu. 1o BpeMe Ha pyTHHHMTE NpOCTeIABALLN
AMP wacnensapnd (B ChOTBETCTBHE C HALMOHANHUTE K MECTHHTE IPENOPLKH) IeKapHTe TpaGea 22
BHHMaBAT 33 10584 HA Ne3MA, Ipeanonarawm Hanuaue Ha [TMJ1. AMP Moxke na ce c4uTa KaTo 4acT or
nosueHaTa 6aUTEIHOCT NPH NALMEHTH, 33 KOHTO CE CYHTA, Y€ ca C MOBHIUEH PHCK 33 PA3BHTHE HA
[TMJL. CroGmasa ce 3a CIy4ad Ha acuMToMaTiiHa [IMJI Bs3 ocroBa Ha Haxonku oT SIMP, kakvo  3a
Hannuxe Ha JIHK o1 JCV B rprOHauH0-MO3bUHATA TEHHOCT NPH NALMEHTH, JEKYBAHI ¢ QHHTOIHMO,
Axo ce nogosupa [TMJ], 1pa6ea He3abasHo Aa ce nanpasn AMP ¢ IHATHOCTHYHA IET, 4 IEUEHUETO ¢
HHroMHMaI TpAGBEa BpeMEHHO Aa ¢& Cpe, DokaTo He ce makmoau TTIMJT,

Yoseurxn nanuroma eupye (Human papilloma virus, HPV) uncheiyyus

Ho Bpeme Ha nocTMapKETBHIOBYA Nepyo] ce cho0MaBar cnyvan Ha nugexund ¢ HPV, skaouuTento
TMarlwIioMu, AMCITaszi, Opagaraiy o pax, caspian c HPV, npu nevesye ¢ punromumMon. Iopann
UMYHOCYTIpeCHBHUTE CBOHiCTRA Ha hMHrONMMOT TpAdSa da ce oOMECTH UMy HM3auus cpeny HPV
[IpeAy 3aMouBaHe Ha JEUEHNETO ¢ GUHTONMMOA, KATO Ce CNeABAT MPENOPERUTE 32 UMY HH3aLUA.
INpenoprusa ce CKPHHUAT 33 3N0KAYSCTBEHH 3a001%BaHIA, BKHEOUHTENHO UNTOHAMa3Ka (PAP TecT),
CBIVIACHO CTAHZAPTHATA NPAKTHKA,

MakyneH enem

Ilpn 0,5% o1 nauxeHTHTE HA nevende ¢ punronumon 0,5 mg ce chobiuasa 3a MakymeH eeM ¢ WK
Ge3 3pUTENHH HapYIUSHHA, Pa3BUBALl Ce NPEAUMHO NIPe3 NHPEKTE 3-4 MeCelia OT EUSHUETO (BIK.
To4ka 4.8). [lopany Ta3k npuusHa, Ha 3-4 Mecel cre/ 3aM048aHe Ra TEYEHHETO CE penoprYBa
APOBEKIAHETO HA 0PTANMONOTHHYEH Mpernen. AKO HAUMEHTHTE CHODIIAT 3@ HAKAKBH IPHTEIIHI
HapyWEeHHA N0 KOCTO M 12 € BpeMe e 3al0yBaHe HA JleueHueTo, Tpabea 1a 6bae NpoBeReHo
H3cneaBate Ha GyHAyca B MAKY/TATa.

TlaupenTate © aHAMHE3a 33 YBEHT M IALUHEHTHTE CBC 3aXaped KualeT ¢a ¢ MOBHLICH PHCK OT Pa3BHTHE
Ha MaKyneH eneM (Bx. Touka 4.8). @uHronmuMoz He € npoyysaH MpH NAUHEHTH ¢ MHOMECTREHA
cKknepo3a i 3axaped auabet. Ipenoprisa ce npH NAalMENTHTE C MHOXKESCTBEHA CKIIEPO3a U 3aXapeH
nuabetr UM aHaMHesa 3a yBeuT Ja Oble NpOBekIak OUeH iperied NPeRHt 3an0Ybane Ha JIeYeHHeTO,
crien koeto Ta 6bJaT NPOCTEIARAHH N0 BPEME HA TeYeHUeTo.

IpoabmxaBaHeTo HA AEUEHRETO NP DALMEHTH ¢ MaKy/ICH eleM He & npoyusaho. [penopsusa ce
CMUPAHE HA IEYEHHETO ¢ PHUHNOIHMOZ {IPH PassHTHE Ha MaKyJleH eieM. Peluennero namu oa ce
BB30GHOBH TepanuaTa cnefl oOpaTHO pa3BHTHE Ha MakyNHKA efeM Tpa0Ba 4 O6de BISTO KATO €& UMAT
npeARKHA NOTEHLIHATHUTE TTONI3H H PHCKOBE NMPH OTACIHUTE TALHEHTH.

YepHonpobHo yBpexOake
Crolurapa ce 3a HOBMIIEHHE Ha YepHOAPOOHHTE EH3UMHE, DCOOSHO HA ANaHHH AMHHOTPAHCAMUHA3aTa
{AJIAT}, ro cBuIC M Ha rama rmyTamunTpadceepasata (IT'T) u Ha acmapTat Tpancamunasarta {ACAT)
fIPH NAUHEHTH ¢ MHOKECTBEHA CKNEPO3a, 1IpOBExRawH nevenne ¢ puHronumon. Chobiasa ce Cpile. - -
32 HAKOAKO CTy4ad Ha OCTPa YepHoapoOHa HEROCTATEYHOCT, HANArala YepHoapobta .
TPAHCITAHTANA, H KNKHIYHO 3HAYHMO YepHoIpodHO yepexnaHe. [IpuzHaun Ha depHonp)

yBpeXAane, BKTHOYHTEIHO JHAYHTEAHO NOBMIEHNE HA CEPYMHHTE HARA Ha uepHOAPODH
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nosrireH o0 GAnNpyOMH, ca HACTHITWIK B PAMKHTE HA [eCeT AHH CAell mpueM Ha BPBAaTa A03a,
HOK/IAIBAHH ChHLUIO TaKa H CAEA MPOIB/EkuTeNHa ynorpeba. B kMHusHuTe HanuTeanus npu 8,0% ot
BHL3PACTHATE NANMEHTH Ha Nlevenue ¢ Pprurommon 0,5 mg e Habmoxapaso nopumasane Ha AJIAT 3
¥ TIOBEYE THTH HaJ ropHa rpanyua Ha HopMara (ITH) cnpamo 1,9% oT nauueHTHTE Ha Aedente ¢
nnanebo. ITopumasane 5-wety val ITH pp3nukea npy 1,8% or nauvedTyTe Ha GUHTONMMOZ U Tipy
0,9% OT namMeHTHTe Ha wiaue6o. I1o BpeMe Ha KIIHHMYHUTE HINHTBaHKA GuHronumon e 6w cnupaH
TIpH NOBUIIEHNE HA YepHOAPOGHHTe TpaHcaMuHasy Hax 5 nutd THI. lpu nofHopABaxe HA
JleveHMETO P YaCT OT NALMEHTHTE OTHORO e HabI0NaBaHO NOBHINABAHE Ha TPAHCAMUHASHTE, KOSTO
A0Ka3Ba HATHYHETO Ha NPHYMHHO-CIISNCTREHA BPb3Ka ¢ NpHeMa Ha (hMHromuMon,. 1Ip# KitHHIGHY
npoy4Banusl, & Habiio(aBaHo MOBHINABAHE Ha TPAHCAMHHA3NTE NTO BCAKO BPEME B XOJa Ha JICYeHHeTO,
BBIIpeKH ue Hail-uecTo e HabmoaaBaso npes mbpeuTe 12 meceua. CepyMHHTE HHBA HA
TPAHCAMHHA3MTE Ce BPBLUIAT A0 HOPMAHUTE CTOHHOCTH NPRONM3KHTENHO 2 Mecela C/Ie/l CITHPaRe Ha
JeueHreTo ¢ GHHrOMHMON.

DHHrONNMOZ He € IPOYUBAH MIPH [TALMEHTH ¢ TEXKKO NPeIecTBaI0 YepHOAPoOHO yBpexaaHe (knac
C no Child-Pugh) u se Tps6Ba 1a ce mpunara IpH TAKABA IALHEHTH (BXK. TOUka 4.3).

Tlopany MMyHOCYIpECHBHUTE CBOMCTBA Ha (MHTOIMMOJ 3aMOYBAHETO HA NeUeHHETo Tpadea na Gpae
OTJIOMEHO NP NANHEHTH ¢ AKTHBHA XENATHT BHPYCHa HH(peKIpA,

TTpenu na ce 2ano4He neucHye TPAORA Aa Ce NPEAOCTABAT HalPaBeHH HEOTHABHA (T.€. B PAMKHTE Ha
nocneHHTe 6 Mecelia) H3cneBaH|s Ha TpaHcaMuHasuTe ¥ GumupyOuna. [Ipk Tunca Ha KTHHUYHH
CHMIITOMH, HMBATA HA YEPHOIPOOHWTE TPAHCAMHHA3H U CepyMHHs Ounupy6uH Tpatsa na ce
TpOCHEAAT Ha 1-BH, 3-TH, 6-Tu, 9-T8 K 12-TH MECell OT JISYSHMETO M NIEPHOAIHYHO ClEN TOBa A0 2
MeceLa Clie/l peyCTAHOBABAHE Ha JieweHueTo ¢ GuHromuMon. [Ipy ninca Ha KNMEUYHY CHMOTOMH,
aKo “epHOAPOSHUTE TPAHCAMAHAIM Ca Haj 3 ITBTH, HO no-Masiko o 5 eTu ['TH, Ge3 nosruieHHe Ha
cepymHus Guaupybun, TpaGBa fa ce HA3HAYHM N0-4eCTO NPOCIIEAABAHE, BKIIOUHTEIHO Ha CePYMHHA
GunupyGHH 1 ankanHara docdaraza (AQD), 3a Aa ce YCTAHOBM JAIH HACTBABAT AOIBJIHHTEAHH
TIOBHLIEHHA, U Aa ce pa3bepe Aally HMa AJITePHATHBHA €THOJIOTHA Ha YepHOAPoOHAaTa BHChYHKUNS.
Axo yepHOapoGHKTE TpancamuHasH ca oHe 5 mbTH ['TH win none 3 bty ITH, cpBp3ad ¢ HAKAKBO
noBHeHHe Ha cepyMHUA OrIHpyOHH, aeueHneTo ¢ huHronumon TpAGBa Aa ¢e NPeyCTaHOBH.
IMpocneassaneTo HA YepHHUS APoS TpabBa Aa NPOABIKH. AKO CEPYMHBHTE HUBA Ce HOPMAIH3UpAT
(BRJIIOMHMTENTHO, KO C& OTKpHE ATTTEPHATHBHA IPWMWHA 33 MepHOApoOHaTa MHCQYHKUHR), NEYEHHETO ¢
¢uuronmMon Modke 1a ce Bp306HOBY BB3 0CHOBA HA BHUMATE!HA OlIEHKA HA CHOTHOIIEHKETO NOJI3a-
PHCK 34 MALHeHTa.

[Ipn naumeHTH, TpA KOUTO ce HaGMoTaBaT CHMITTOMH, peanonarany YepHoapotHa muchyHKuMA
KaTO HeoGACHHUMO rafieHe, NOBpPbIane, kopeMHa GoMKa, yMopa, aHOPEKCHS WK XKBITEHHUA W/ HTH
[HOTBMHABAHE Ha YpMHaTa, Tpi6Ba Hezalapto fa GbaaT U3cHeABAHH YCPHOAPOOHHTE SHIUMH U
6unupySHH, ¥ Ja GbAe CAPAHO JIEHeHHETO, aKO ce NIOTBbPAM 3HAUMMO HepHONPOOHO yBpexane.
JleuenneTo He TpAOBA [a ¢ IOAHOBSARA, OCBEH aKO He CE YCTaHOBH NPABAONOACDHA aITEpHaTHBHA
eTHOOTHS 32 MPHUHALUTE ¥ CUMIITOMHTE Ha 4epHoApoGHOTO yBpexaaHe.

Boi1peK# ye IMnCBaT JaHHH, KOHTO Ja JOKa3BaT, 4e Mo BPeMe Ha npHeMa Ha GuHronuMoz, npu
NalMeHTHTE ¢ NpeAlTecTBalLo YepHoapoGHo 3abonasane e no-peposTHo Ja Obnar HabmonasaHH
HoBMIIEHH CTOHHOCTH Ha YepHOAPoOHHTE (YHKIHOHAIHY TECTOBE, € HeOOXORHMO NOBUIIEHO
BHMMAaHHAE NPH yroTpebaTa Ha PUHTOMMMOZ NIPH NALMEHTH ¢ AHAMHE3a 3a NPeLIeCTBAILD 3HAYHMO
qepHoapobro 3abonasane.

Ediextu B5pXY KPBBHOTO HANATAHE
TManeHTHTE ¢ ApTepHaNHa XHNEPTOHHA, HEMTOBTHABALIA C& OT NPHEMA HA JIEKAPCT,
GuH M3KTHOYEHH 0T NPEAMAPKETHHIOBHTE KIHHHIHH U3ITMTRAHYA, ITOPATH KO
CIICUNAIHO BHAMAHHKE TIpU JieueH e ¢ GHUHTOHMO] Ha NALMEHTH C HEKONTPONTHJAHE




Ho speme Ha xInHHUTe w3muTeanMa 33 MC npu nausenTure Ha nedenue ¢ GpHEroanmon 0,5 mg e
HaGNIIaBAHO MORHIIABAHE MPHOMBHTERHE ¢ 3 mmHE HAa CHCTOMHOTO KPBBHO HANATAHE H
npubnuiuTeaso ¢ 1 mmHg Ha NHACTONHOTO KPLBHO HAMATAHE, OTHETEHO 34 HRPBH BT
npubmsHTenno 1 Mecel ciies 3aN0YBAHE HA JIEYEHASTO M NIEPCHCTHPALIO MPH MPOIIDKABAHE HA
nedenrero, B Xona ua 2-rogMinHo mrausfo-kOHTROMIPARO apoyyeaHe npu 6,5% oT NaUHEHTHTE Ka
JeacHue ¢ puHromaMon 0,5 mg ce cro0IABA 33 XANSPTOHUA KATO HEKENaHa peakuus H npd 3,3% or
nmauvMenTHTe Ha mhaiebo. Creqopatento, KPEBHOTO HalAraHe TpAGBa na Gbae pesosHO UPOCIENABANO
110 BpEME Ha IEUESHHETO.

Edextu pbpxy nuxatennara cucteMa

Ha 1-si Meceii 0T 3aM0UBaHETO HA nedesie ¢ PUHIONMMOT ce HabmoJaBa MUHHMATHO, 10303aBHCHMO
HaMaNdBaHe Ha CToHHOCTHTE Ha (hopeupanus ercnupatoped obem 3a | cexyaga (DEO)) i
audy3HOHHHSA KanaunTer 3a seriieposel oxuc (DL.CO), koeTo ce 3aabpxa ¥ BNOCASACTRYE,
@unronuMon TpAGBa Ma ce M3TOJ3RA C OBHIIEHO BHUMAaHHE MpH MAIHEHTH ¢ TexKo 3abonapaHe Ha
Duxarendata cuctema, Semonpobua ¢ubposa u xposHa obcrpyxrusHa Genonpobla Gonect (B,
Touka 4.8).

CuHapoM Ha ofpaTuma 3aaHa eduedanonatun

B KIMHIEYRATE HAIMTBAHHA H NOCTMAPKETHHIOBHA NePUOJ ce ChO0LIABAT PELKH CTyHaH Ha CHHAPOM
Ha ofpartumMa 3aa4a eduedanonatis (CO3E) npwe n1o3a ot 0,5 mg (sx. Touxa 4.8). CHMITOMHTE
BRKIOYBAT BHE3ANHA NOABA Ha CUIHO rasobomnue, rageHe, NOBPBILANS, HAPYIISHHE Ha CH3HAHHETD,
IpHTenHd HApyweHHn 4 repiose. Camnromure Ha CO3E obuxHopeHO ca 06patiMi, HO MOTAT Aa ce
PaIBuMAT KO MCXEMHUEH MHCYNT HIH MO3bUEH KPbBOH3INAS, 3a0asaHeTo Ha AHArHOIATA H ICUEHHETO
Morar fa AOBeAaT A0 TpailHy HeBPONOTHYAH nocaenuin. Axo ce nogosupa CO3E, npueMsT Ha
duHronumon Tpa6sa na ce npeycTaHoRH.

HpenuecTsatio ne4eHle ¢ MMYHOCYIPECHRHM HITH HMYHOMOIY.IHPALIH TepanHi
He ca nposexxaaHM HINHTBAHMA, KOHTO 1 OLEHAT eHKacHOCTTA M §e30nacHOCTTa Ha PUHroIMMOoN
NpH NPEeMUHABAHE HA NALMEHTHTE OT TePHDIy HOMHI, AUMeTit $yMapar wiH anemMTy3yMal KM
feueHHe ¢ GuHroMMMon. TIpy npeMuHABAHE HA MAMEHTHTE OT NEYeHHE ¢ APy ra MoaudHuHpaIa
GonecTTa Tepanis KbM JeueHNe ¢ DKHIOTHMON, TPAOBa Aa Ce HMa HPEABRA KAKLE € I0TyKHROTHT Ha
ApyrarTa Tepanmi, 3a Ja ce HalerHaTr alATUBHY UMYHHH eekTH M ChIUeBPEeMEHHO 1A 06 MHHHMH3HPA
PHCKa OT pelnaMB Ha 3abomearero. [ipenopruea ce A2 6 RIC/ISABA IBJIHA KPBHRHA KAPTHHA PeIq
3an04gaHe Ha JIRUEHHETO ¢ QUHrONHMMO, 33 53 € CUTYPHO, Y& HMYHHNUTE edeKTH Ha Npeaxo:KAalaTa
Tepanya (Hamp. LHTOMSHMA} ¢ OTMIHAITH,

Karo 110 nevesneTo ¢ QUHTOIMMOI MOKE Ja 3aM0UHE BEHATA CIIE[l CIAPAHETO KA HHTepdepoH Wil
TIATHPAMED AMETAT.

TIps auMetdn hyMapat nepuoabT Ha MEANKAMEHTO3HO 04nCTRaNe Tpadsa na Onae ocTaThueH, 3a A2
Ce BR3CTAHOBH I'BJIHATA KPbBHA KapTHHA NPEIH Ja CE 3aN0YHE Ne4eHre ¢ PHHIONMMOI.

IMopany AeIrka NONYKUBOT HE HATANW3YMal, eMMMHHHPARETO My OGMKHOBCHO NMpoabiikaba 20 2-3
Mecena cied crnapatero. TepudayHoMu cbiuo ce enMuHKkpa 6asHo oT nasmara. Bes npouenypa

33 YCKOPEeHOo eNUMUHIPAHE, KTAPRHCHT Ha TepHdUTY HOMU OT [UTa3MAaTa MOMKE A2 OTHEME 0T

HAKONTKO MeCela 30 2 reaxun. [lpenopsusa ce npouenypa 3a yCKOPEHO eNMMUHKUPAHE, Taka KaKTo €
ONMUCAHO B KPATKATA XaPaKTEPHCTHUKA HA TIPOAYKTA TEPHQITYHOMUN, HTH NEPHOR HA anTepHATHEHO
MeAHKaMEHTO3H0 OYHMCTBAHE He [T0-KpaTek oT 3,5 Mecena. Heobxoaumo e nosRileHo BHUMAHKE BHB
BPB3KA C NOTEHIHATHATAE BHIMOKHOCT 33 eAHOBPEMEHHA H3AEA HA SPEKTH BEPXY UMYHHATA CHCTEMA
OpH OpeMUHABaHE HA NALMEHTATE OT HATANM3YMA0 [ TepudITyHOMHI KEM GUHrONAMON,
Anemty3yMal uMa CUIIHA U OPOOBIKHTENHE HMyHOCYTpecuBHE edexry. Tri kaTo TounaTa
APOTBLKHTENROCT HA Te3W eeKTH He ¢ HIBECTHA, HE C& [IPENOPBUBA 3AN0YBAHE HA JIEWSHHS

HECBEMHEHO DHCKORBETE 1IDH OTACITHUA NALISHT.



Pewenuero 3a APOBEXIAHE HAa IPOABRILKUTENHA CRITBPTCTBALLA TEPANMA ¢ KOPTUKOCTEPORIH, TpﬂﬁBa
Ha C€ B3eME Clel BHHMATENHA HPeLICHXA,

Ennospemenno npunarade c Moy CYP450 wnaykropu

KomGnrupaneto ua dunromsmon ¢ Momkin CYP450 nuaykropu TpaGsa aa ce NpHIAra ¢ MOBHIIEHO
BHHUMaHHe. He ce rpenopbdba eMHOBPEMEHHO IPHNATAHE C KHIT KAHTApHOH (%, Touxa 4.5).

3nokayecTBeHy 3a60nABAHHA

Koxecnu 3noxayecmsenu 3a60188aHus

CrobmaBar ce cayyan Ha GazanHokneTsucH kapuudoM (BKK) u npyru koxHH HeonnmasMy,
BKJIIOYHTENIHO 3/I0KAYECTBEH MEIIAHOM, CKBAMO3ZHOKIEThUEH KAPUHHOM, capkoM Ha Kaposi u
Merkelknersuen xapuuHOM, [PH NaUHEHTH, NpHeMaun Gunronumon (px. Touka 4.8), HeoGxonumo e
A2 ce c/lefH 32 TIOABATA HA KOKHM JIEHM H Ce IPENophYBaT NPEBAHTURHH TPETJIeOM Ha KOXKATa pH
3a[I0YBAHE HA ASYEHHETO M Ha Beerd 6 Ao 12 Mecena, cnopen KIHHKYHATA TpelieHka, AKo ce
YCTaHOBAT MOI03pUTENHH KOKHH RE3HH, NAUHEHTHT TPADBa Ja DBIe HacoYeH KEM JIEPMATONOT.
Toif kaTo NOTEHUHATHHAT PHUCK 38 BEIHHKBAHE HA KOAKHH HEOINa3MH HAapacTsa, NallMeHTHTe,
fleKyBaHK ¢ QUHroauMod TpadBea fa ObOaT NpemyNpencH, Ja He C6 H3laratT Ha c/IbHYeBa CBeTIHHEa
Ges 3amura, TpH Tesn naumesTH He TpaGra fa ce Mpunara CeOETCTRALIE (oToTepamnks ¢ UV-B-
meueHne uni PUVA-dototepanus.

Jlumcbomu

Huma crmyqan Ha 10ABa Ha TUM{OM B KIHHHYHHTE NPOYYBAHUA U PN NOCTMAPKETHHTOBH YCIOBUA
(Bx. Touka 4.8). CrobluenuTe cyyan ca XeTEPOTeHHH [0 NPHPO/A, OCHOBHO HEXOKKAHOR IUMDOM,
srTHraHTenno B-pnerbyny # T-wieThusy nuMdomu. Habmonasanu ca 1 cyuan Ha kKowkeH
Tinervueh nnmbom (mycosis fungoides). Habmonasas e u enyn nerane ciyyail nopu Epstein-Barr
supyc (EBV) nonoxuntenen B-knersyen maMdom. Ao ce nogo3upa NoABaTa Ha NHMQPOM, TeUeHHETO
TpAOBA Aa ce NPEyCTAHOBH.

Keuy ¢ ferepoleH moTeHUMan

Tlopamu puck 3a rwioga GUHrOMKMOI € NPOTUROMOKA3aH [0 BpeMe Ha GPEMEHHOCT M NIPH JKEeHH ©
AETEepOleH NOTeHIHA, KOUTO He M3Non3eaT eekTHBHA KOHTpauenuus. [Ipeny sanoysade \pa
NEYSHUETO KEHUTE ¢ AETePOJEH MoTeHLKaN TpAGBa f1a 6BAaT HH(OPMHUPAHH 324 CHLILIECTBYBALULHA PUCK
34 IT0Aa, TpAGRA da MMAT OTPHLATE/EH Pe3yITAaTa OT TecT 3a GpeMenHoCT 1 Tpabsa o3 W3non3BAaT
eheKTHBHA KOHTpallenuus 10 BpeMe Ha JISYSHHETO H B IPOLL/KEHME Ha 2 Mecena cles
peyCTaHOBABaNE Ha aevenneTo (BX. To4ky 4.3 u 4.6 u HuQOpMADUATA, CBABPKALIA CE B
HudopMmaudoHsus naker 2a gexapa).

[ceBnoTyMOpPHYU NEIHK

Crobwiasar ce penku ciyyaH Ha NOABA HA TICEBIOTYMOPHN NIE3HK, CBBP3AHH C petHaue Ha MC, npu
NOCTMAPKETHHIOBH YCII0BHA. B cywall Ha Texbk peUnnns Tpadsa ga ce vanpasu SMP, 3z aa ce
WIKMIOYAT [ICEBI0TYMOPHU NE3HH,

ITpeycTanoBasaneTo Ha neveHueToTpalBa fa ce OOMHC/IM OT EKYBALIUA eKap MpH BCEKH CTyyail
NOOTOSIHO, KATO C& BICMAT TIPeARH UHIUBHIYATHHTE TOM3H U PHCKOSBE.

BBSBE’LE&HE HAa aKTHBHOCTTA Ha 3a00sBapero (pudayna) cnel MpeyeTaHOBABAHE HA ASUCHHETO C

g!HHI‘OJ'[HMOQ

Mo speme Ha NOCTMAPKETHHIOBNS NIEPHOA PALKO ce HaGMI0maBa Texkko 060cTpsHe Ha 3a60IABAHETO
TIPH HAKOM [TAUMEHTH, CTIPE]IH IeYeHHETO ¢ pruronuMorn. OBuKHOBEHO ce Habmoaasa B paMKUTE Ha




NpeyCTAHORABAHE HA NIEUEHHETO ¢ PUHIOIUMOL, TPAOBA 1A ¢& AMa NPEABHA BHIMOKHOCTTA 32
MOBTOPHA NOARE HA HIKMGUHTENHO BICOKa aKTHBHOCT HA 3a00/ABaHETO, NAUMEHTHTE TpAOBa ga
Gbaat BHUMATENHO HAOMONABAHH 33 CHOTBETHHTE NPHIHAL ¥ CHMITTOMH H [a Ce 3anovue
NOAX0AAO JIeYeHHe, aKo € HeobXoanmo (Bx. ,,Crpae Ha Tepanuata” no-gomy).

CrupaHe Ha Tepanuata

Tpu B3eMane Ha peleHHe 3a CNHPaHE Ha NEYEHNETO C PHHIONMMOZ & HeoBXOIHMO 1a Ce OCHTYpH &
ceMIYEeH uHTepsan (e3 TepanKd, Bw3 OCHOBA HA HONY:KHBOTA HA IEKAPCTROTO, 33 A MOKe
$rHTONMMOA 3 C€ H3YHCTH OT KPhBooGpaluenneTo (sx. Touka 5.2). Bpoar na mmmdounrare
MIOCTENeHHO Ce BPBILA [0 HOPMATHUTE CTOAHOCTH B paMikHTe Ha 1-2 Meceua Cien cnupade Ha
NeYEeHHETO TIpH NORECYETO NANMEHTH {BX, Touxa 5.1), BIPEKH Ye IBIHOTO BHICTAHOBABAHE MOXE O3
OTHEME 3HAYHTENHO NOBeYe BpeMe PH HAKOH MAIMEHTH, 3afi09BaHETO Ha APYTH TEPanuH NPe3 TO3H
MEPHO e AOBEAS A0 SAHOBPEMEHHA EKCIIOINIMA U Ha QUHroNHMol. ViotpebGara Ha
HMYHOCYTIPECOPH CKOPO ClIeA CINPAHE Ha JISUEHUETO ¢ QUHTONUMOI MOKE A8 ROBEAE A0 3THTHREN
e(heKT M0 OTHOUTCHHE Ha HMYHHATA CHCTEMA H IOPANH Ta3d NPHYMHA ¢ He0GX0AMMO NIOBULIEHO
BHHMAHHUE,

HeoGxonnMo e chlo Taka NOBHINEHO BHUMAHHE TIPH CIIMPaKe Ha JieueHeTo ¢ GHHroMEMON Mopagn
pucka oT prulayH (Bx. ,,Bo3spsluade Ha aKTHBHOCTTA Ha 3abonapareTo (pubayun) caen
peyCTaHOBABAHE Ha JIEYeHHeTO ¢ GUHrOMUMON’ Mo-rope). AKo NPEyCTAHOBABAHETO HA PHEMA Ha
GbHHrONMMOL ce cuMTa 33 HeOGXOIMMO, MAMMEHTHTE TPAGBa 18 GbIAT HPOCISARBAHY NIPE3 TO3H
[OepHOR 38 CHOTBETHUTE NIPM3IRALIM HAa BE3MOEH puGayHI.

[MosauAgare Ha cepoORQTHIHUTE TECTOBE
Tl kato GHHronUMon HaManiapa 6pos Ha MUMQOLMTHTE KATO [H Npepasnpesend B nepudeprHTe

nuMOHIHK OPTaHK, APH MALHEHTY Ha TeYeHHe ¢ GUHIOAMMOL GPOIT Ha nepudeprUTe TUMPOLHTH
He MOKe 1a 6bAe HINON3BAH 32 OLEHKA Ha TUMQOLMTHYSA CTAaTyC. 3a NabopaTopHute TECTOSE, MPH
KOATO ¢ H3TON3BAT LKPKYJIHPALUK MOHOHYKICAPHH KASTKH € HeoOX0anM0 HaGaBaHETO Ha NO-TOJIAM
obeM KpbB nopank HaManesns Opoil Ha UNPKyIUpaWuTe THMGOLITH.

Henpatputua gonynauds

MNMpoduneT Ha 6e30MaCHOCT NIPK NEHATPUYHH TALMEHT! € TIONOOEH Ha TO3U [HPH BB3PACTHH H IIOPaAH
Ta3u NPHYMHA [PEIYTIPEIRAEHAATA 1 NPEANAIHATE MEPKH IIPK BE3PACTHY Ca MPUIOKUMH ¥ IPH
NEeHATPHYHUTE OALHEHTH.

Tlo-cieunanso, npy npennuceane Ha GHHPONMMOL IPY NEAKATPHHHYM NAUMEHTH TPAGRA 1A ce MMa

NpenRUI CRENHOTO:

. Tpabea na ce cnenpar npeanasHATE MEPKH CIIS IPUIOKEHHE HA ThPBRATA 1033 (BK.
~BpanuapuT™Mus” no-rope). CrluMTe NpenNasHK MEPKY, KAKTO Clle NPHIOAEHHE HA MBPBaTa
H033, ¢ OpeliopbaBat K NpH IPEMHEABAKE Ha [TALMeHTa 0T Nevenwe ¢ 0,25 mg nHeBua nosa
kbM 0,5 mg AHeBHA A03a

. B kouTposHpanoTo fleauaTpuino H3nuTeane D2311 ce cboB1aBaT CHyyan Ha PbPUOBE,
TPEBOXKHOCT, NOHAXKCHO HACTPOSHUE M JENPECHS, € N10-BHCOKA YECTOTA TIPHU MAUMEHTHTE,
NEKYBaHK ¢ QHHTOINMOI, B CPABHEHHE C NAliHEHTHTE Ha feyenue ¢ HHTepbepon Geta-1a.
Heobxonnmo e noByineHo BHYMAaHRE B Ta3K Moarpyna (Bk. Jlenuarpuana nonynauus™ g
Touxa 4.8).

4 3abenn3ano e 1eKo 1IoBHIIABAHE Ha GMINPYOHHA B M30NHPaKH CITY4YaR TIPH TEAUATPUYHN
MAUKEHTH Ha Nevenye ¢ GUHroIMMOon.
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. Tpenopbusa ce Ha NEAMATPUIHATE MALUEHTH A3 e HaPaBAT BCHIKI MMY HH3AUMH, CHLTACHO
HACTOALIMTE PLKOBOJCTRA 32 UMYHH3ZUUH, IPSAH Jal0UBaHe HA JEYeHHeTO ¢ PUHrOmUMO (B
Touka  Mudexuun* no-rope).

. Jima Myoro orparrueny Jadun IPY feua ¥a Ba3pact 1012 roguuu c terno noa 40 kg unn
cTanui Ha paseuTie o Tanep <2 (sx. Toyka 4.8 1 5.1). HeoOx0AMMO € NOBUILEHO BHHMAHKE B
TE3U NOATPY M NOPAIH HATUTHETO HA MHOTO OTPRHHYEHH J3HHH OT KIMHUYHUTE NPOYYBAHMS,

. Jluncear AaHHM 32 SBNTOCPOUHATA OE30HACHOCT B IEAHATPHYHATA NOMY ALK

4.5 BaanmoaelicTBUE ¢ APYId JeKAPCTBEHH NPOZYKTH B APYTH HopMH Ha BIauMoneiicTaue

AHTHHEONIACTHYHA, HMYHOMONYIIMDATIA KT HMYHOCYIPECHBHA TEPanns

He tpabea na ce npriara eqHOBPEMEHHD ¢ aHTHHEOHIACTHYHA, HMYHOMOIYIHPAIA WIH
HMYHOCYNIPECHBHA TEPANHs NOPANH NOBUIUCHHA PUCK OT AHTHBHY eekTy BRPXY UMYHHATa CUCTEMA
(Bx. Touxn 4.3 v 4.4).

HeofxonuMo e NoBHIICHO BHUMAHKE NPH 3AITOUBAHE HA JICHSHHE NPH HALMEHTH, IPH KOUTO
NPOABIKHTENHO BPEME Ca MPUNAraHNn NeKAPCTBA, MORTHARALLH HMYHHATA CUCTEMA, KaTO
HaTa/m3ymal, TepuQITy HOMKI N MHTOKCAHTPOH (Bk. TouKa 4.4). B KIHHWYHHUTE U3NHTBAHKA IPH

. HALNEHTH C MHOKECTBEHA CKIICPO3a, eHOBPEMEHHOTO MPHJIOKSHHE HA KPATKH KypPCOBe
KOPTHKOCTEPOMIIH 33 JICUCHHE KA PeLIMIMBHTE, He ¢ OHI0 CBEP3aHO C NOBYIIEHA YeCTOTA Ha
HHbDEeKIMIL

Bakcuuy

o BpeMe Ba JeuyenneTo y 1o 2 Mecena ciie/l COUpaHe Ha TeHeHHeTo ¢ HHHIOINMOI BAKCHHUTE MOIaT
Ba &baaT no-Manko edexTHBHA. YNoTpedaTa HA XHBH &TEHIOUPAHE BAKCHEH MOXKE 4 KPUE PUCK OT
HH(PESKIMN ¥ TIOPALH Tazd NpyU4uHa TpiGBa na ce w3lsrea (Bx. Touxy 4.4 1 4.8).

Beuectra, ppeausauxpaum Gpagnkapaus
$uyronumMoi € G TIPOYYRAH MIPH NPHIATaHe B KOMOUBAUHA ¢ ATeHOTOT H pirTHazeM. Hpu

npuiarane #a GHATDIMMON ¢ ATEHOJ0M B X013 Ha IPOYYBAHE 33 B3aHMOJeHCTaIA IPH 3PaBH
Aobposoning ¢ Habmonasano 15% HaManiBaue Ha CHPASYHATA YeCTOTa. [IpH 3an04BaHe Ha JTUEHHE ¢
duaronHMOI ¥ ¢ JWITHA3EM He © HaboAABaH TakkB edekT, He TpabBa na ce 22104B8a JeqeHnue ¢
unroiivon 3eHTHRA NPH NARMSHTH, pUeMaUIn Geta SMoKepH Wil ZPYTH BEUIECTBA, KOWTD MOFAT
Ja HAMANAT ChPACYHATA YECTOTA KaTo aHTHapuTMUnH wiac la u 111, kanunesu aHTaroHPCTH (Kato
BepanaMit WiH TMITHA3eM), KEaOpankH, TUroKCHE, AHTHXONRREPTHINHE CPEACTBEA WM NHIGKAPIIHH,
10opadH NOTEHUMATHHA ANMTHBSH edekT BLPXY chpAeynaTa YectoTa (Bx. Touks 4.4 n 4.8). Axo ce
obmucaa nevenne ¢ PunronviMon JeHTHRA NPY TAKHES NANHEHTH, TpL0Ba N2 ce NOTHPCH
KGHCYJITalKA € £2pAROTIOr BBB BPb3Ka C NPEMHHABAHETO KBM APYTH AKapCTBEHH NPOIYKTH, KOWTO
HE NORIHKABAT CHPICYHATA HECTOTA MM CHOTBETHO NPOCEIABAHS MIPH 3JAMOUBAHE HA NEUEHHETO, KaTO
€€ NpEenopLuBa NPOCNEAABaHe Hall-MANKO 1pe3 HOWITA, 4K ROHHKABALLMTE CHPAEUHATA YECTOTA
feKapeTsa He MoraT na Gbaat cnpenu.

PapMaKOKHHSTHYHY B3aUMOISHCTRUA Ha OPYIH BELISCTRA C d!ﬂHFOﬂﬂMOQ

PuyronnMol ce metabomiavpa npenumbo ot CYPAF2, Hpyru enzaMu karo CYP3A4 chino
HBOUPHHACAT 33 HEroBRA MeTabonHIbM, 0C008HO B CiiyuanTe Ha crRAMO HHIyuupanes Ha CYPIA4,
Momgute HuxuOUTOPH Ba TPAACHOPTHPAILMTE IPOTEHHM HE Ce 04AKBa XA OKA3BAT BIIMTHHE BRPXY
BHCMO3HUHATA Ha GHArONMAMO. ENHOBPEMEHHOTO NpHITAraie Ha GHHTOMHMOI ¢ KETOKOHA30N BOAN




BemecTsa, konto MHXHOupatT CYP3A4 (npoteaznn UAXUGUTOPH, NPOTUBOrEOHYHH 230/, HAKOH
MAKDONHMIM KATO KIAPHTPOMULHE HITH TeHTPOMHUHH),

B craumonapuo chcrosnme, EIHOBPEMEHHOTO PUNIArae Ha kapGamasenny 600 mg 18a DBTH IHEBHO
# eAMHKYHA 1032 Ha uHTONHMON OT 2 mg, HaMansBa AUC wua dpunronnMon 1 Herosss Metabonut
npudniauTento ¢ 40%. dpyrure cumiy CYPIA4 eH3s:MAR HHIYKTOPH, KATO HalpUMep
padammuunH, penobapburan, GenuTouH, ehaBUPEHII H HCBIT KAHTAPHOH, ChILO MOTAT 3 HAMATAT
AUC na gurronumon v Herosus MeTaGonuT nose ¢ Tonkosa. Thil KaTo TOBa MOE NOTEHLHANHO A2
TIGBNHSAE OTPHLIATENHO eUKACHOCTTE, €IHOBDEMEHHOTO HM NpIiarane TpAbBA 1a ce TIPasy ¢
NOBHLIEKO BHUMaHHE. EHOBPEMENHOTO NPHIIAraHe ¢ BT KAHTAPUOH, HE CE NPenophyBa (BX. TOYKA
4.4},

d)aQMgg()KHHBTﬂ‘iHH B3aUMOACHCTEHA Ha mHHFQHHMOQ C OIPYTH BEIIECTBA

Marike BepoATHO & GHURIrOMUMOJ 12 B3AHMOECTRA C BELIECTBA, KOUTO ce METAGOMM3HPAT [IPeIUMHO
ot CYP450 ensumuTte unm ca cyGCTpaTH Ha rIaBHUTe TPAHCIOPTHH MPOTEHHH.

EnnoBpemMeHHOTO MpunaraHe #a GHETONKMO M HMKIOCTIOPHH He BOM IO MPOMEHH B SKCMIOAULMATA
KaKTO Ha UHKIOCIIOPHH Taka o Ha ¢mnronimon. CaeJoBaTellno, He ce 0YaKBa QUHTONMMON A3
MOBNHABA (hapMAKOKHHETHKATA Ha NIEKAPCTBEHU TIPOLYKTH, KOKTO ca cyGerpaty ha CYP3A4.
EnnoBpesieHHOTO npunarate Ha GHATONIUMO]L C IIEPOPATHH KOHTPAUENTHSH (e TUHIIECTPANKON 1
ITeBOHOPIeCTPEN) He MPEeRH3BUKEA {IPOMEHH B EXCIIO3ULNATA TepopaIkNTe KonTpalentasu. He ca
NpOBEXAAHH IPOYURAHKA 34 BIAUMOEHCTBAA HA (DMHTOIMMOL © ISPOPAITHHE KOHTPAUEHTHBH,
CHOLPKALIM TIPOreCTANCHH, BBIPEKH TOBA HE CE 04aKBa QMHTOMUMON 12 OKA3Ba BIANAHHME BLPXY
THXHATA eKCIO3M IR,

4.6 DepruiayTeT, GpeMeHHOCT U KbpMERe

Xeun ¢ pereponey noreHIMaN/KoHTPauenIus yIpY HEHHU

DHHTOIMMOJ € NPOTHROTIOKA3AH TIPH XeHN ¢ NeTepo/ieH TIOTEHUHAT, KOHTO He H3NMONM3Bat edeKTHBHA
KORTpatemnims (Bx. Touka 4.3). ITopaas Ta3d npHdHHa Opefy 3an04BaHe Ha ISYEHHETO NPH XKEHN ©
AeTepoaeH NoTeHUMAaN TPAOBA 1a € HANKIE OTPHUATENEH Pe3yIITAT OT TeCT 3a GPEeMeHHBOCT 1 14 ce
Hanpasy KOHCYNTalud BhB BPB3KA ChC CEPHO3HMA PHCK 38 Ni1oda. JKeHuTe ¢ feTepoeH NOTeHHAan
TpsGBa Aa U3NO0N3BAT EYEKTHRHA KOHTPANSTLHA 10 BPEME HA JIEYEHHETO H B NPOBIKEHHE Ha 2
Mecena cie/ NPeyCTaHOBABAHE Ha JIeYeHHeTo ¢ GHHTONUMON, Thi KATO Clel NpeyCTAHOBABAHE HA
NeHeHHeTo ca HeobXouMy IpUOIM3NTETHO 2 Mecela 3a elTMMUHUPAne Ha (UHTOMMMO 0T OpraHu3Ma
(Bk. Touka 4.4).

KoHKperH#: MepKu ca BRIIOYSHH CBILO Taka B MndopMaHoHEs naker 3a Nexaps. Tean MepKH
TpAGBa A2 Ce BBBEAAT NpeaH HUHTONAMON Ja Ce NPedrnLe Ha GpeMeHHM AUMEHTKH U N0 BpeMe Ha
TNIEYEHHETO. : ' '

Korato ce crinpa nevenuero ¢ GURronuMon mpu anupade Ha GpeMeHHoCT, TpAGRA 1a ce UMa
NPeaBHI BB3MOMHOCTTA 328 BLIBPEIIANE HA AKTYBHOCTTA Ha 3afonaBaneto (BX. Touka 4.4),

BpeMeHHOCT

B%3 OcHOBA Ha ONHTA TPH XOpa, NOCTMAPKETHHROBUTE JaHHM Npennonarar, ue ynorpebara na
thRHrOIMMON ¢ CBBP3aHA ¢ 2-KPaTHO NOBUIIEHHE HA PUCKA OT BB3HUKBAHE HA TONEMH BPOISHN
ManhopMaLMK, KOTaTO Ce NpUIara no BpeMe Ha GPEMEHHOCT, CPABHEHO ¢ 4eCTOTATa, HABMIOAABAHA B
ofwata momynauxa (2-3%; EURQCAT).

Hafi-yecto cpobiuapanute roneMu MandopManuuy ca cnegHHTe:
- BponeHu ChpaedHM 3a00/1ABaHHA KATO MENKIYNPEACHPIEH WIH MOXIYKaMepeH

netbext, TeTpanorus Ha dano
- Be0Opeuyny anoManHy
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- MyCKyTHOCKEISTHH 8HOMIHH

Jluncsat IaHKEH 32 BIAAHHETO HA HUHTOMEMO BEPXY POIOBUA NPOLEC ¥ PAKIAHETO.
TpoyupaHpaTa NPH KUBOTHY NOKA3BAT PEIPOTYKTHEHA TOKCHMHOCT, BRNIOWRTENHO 3aryfa ua nnoma
# OPTaHHH AHOMATHH, 0COGEHO HANMMME HA NEPCHCTHPAUL TPYHKYC APTEPHO3YC B MEXIY KaMEPEH
cefraned aedext (Bx. Touka 5.3). M3BecTHO €, ue pelenTopsT BBPXY KOHTO OKa38a BIHAHNE
durronmvon {ctutrosud 1-gocdar perentop) yuacTea B 00pa3yBaHeTo Ha CBAOBETE N0 BPEME Ha
eMOpyoreHelaTa.

3aToBa HMHIOIHMOA € TPOTHBOIIGKA3AH 10 BpeMe Ha GpeMenHOcT {BXK. Touka 4.3). GHHroIMMON
TpAGRA Ja ce cfipe 2 Mecela Mpeln INTaHKPaAETo Ha GpeMeHHOCT (B, Touka 4.4). AKo Xena
3afpeMeties o BpeMe Ha NIEYeHUeTO, TPHEMBT Ha GHHronHMOR TPA6sa 12 Ce IpeyCTaHOBH.
Heobxotumo € aa ce HAPaBy MENHLMECKA KOHCYITALNA OTHOCHO PHCKa OT YEpexkIaKe Ha Maoja,
CBBP3AH € IEHEHHETO U 1 £ TIPOBLKAAT YITPAIBYKOBH TIPErieIi.

Knprmene

DUHTONHMOA ¢€ EKCKPETHPA B MIIAKOTO HA IKKBOTHH, PH KOHTC € NPWIAraH Npe2 IepHoia Ha
NMakTauus (Bx. Touka 5.3). Ilopann BR3MONKHOCTTA OT NOABA HE CEPUOIHE HEKENAHH PEAKUMH KbM
GUHATOTHMOA HPH KBPMAaReTa, KeHH npreMauy QUHTONNMON He TPAlBa 12 KhpMAT.

Deprunurer
JlanunTe OT NPEIKIHHMYANTE TTPOYUBAHMAA HE (IOKAIBAT PUHTOIHMOR A3 € CBhP3AH C NOBUIIEH PHCK
OT damanapaie Ha deprTunnTeTa (XK. Touka 5.3).

4.7 Edextn BbLpry cnocofoctra 33 wodnpane n paGora ¢ MAIARH

DuHronMMon He TORNUABA TN MOBAHARA IpeHebpeschmMO cnocofHoCTTa 32 wogupane i padota ¢
MamIHHH.

He3aBHCHMO OT TOBA, € BR3IMOIKHA [IONBATA Ha 3AMaAKOCT WK CHHIHEOCT [P 3aN0YBAHE HA
nedennero. [Ipenopsusa ce, npu 3an0YBaHe HA NedYeHYe ¢ PUHTOANMOZA, HAMEHTHTE 13 OCTAHAT B
BPpOTBIKEeHUe Ha 0 yaca noa Habmoaenue (Bx. Touka 4.4 “BpanuapurMua™),

4.8 Hekelany AexapeTReHd peakuun

Ofobwenue Ha npoduna Ha Gesonacuoct

Hati-uecture Hexenauu peakiuy (secrota = 10%) opr go3a 0,5 mg ca rnasoGonue (24,5%),
nosHilen YepHonpoOHM ex3umMu (15,2%), nuapusa (12,6%), xaurmuua (12,3%), rpan (11,4%),
cuysnT (10,9%) 1 Gonku B repba (10,0%).

Tabnuuno npeacTagaHe HA HEKENAHUTE PEAKUHH

Hexenawute peakuun, croGiIeH 0T KRHHHYHH H3NHTBAHUS M OT NOCTMAPKeTHHTOBHS OnUT,
{OTY4EHN YPEs CIIONTAHHK CROGIUEHVA 38 CIIYYaR WRH ClIyJaH, OTIMCcaui B IMTEpaTypata ca
npeAacTaselH no-goay. YecToTHTe ca ONpeNenern KaTo € H3NOI3BaHa CHeIHATA KOHBCHUUS  MHOTO
uectd (>1/10); wectu (=1/100 no <1/10); nevects (=1/1 000 go <1/100); peaxu (=1/10 000 mo <1/1
000); myoro pegie (<<1/10 000); ¢ HeussecTHa YecToTa (OT HATHYHETE JAHHH He MOXKE A3 Obae
HANpapeHa OLeHka}). [IpY BCAKO rPYHUMPAHE 110 YECTOTA, HEKENAUNTE PEaKIMK Ca [IPSACTABEHH B
HH3XOI PeJ 110 OTHOIISHHE HA TAXHATA CEPHOIHOCT.

T
MEDRA cuctemo- YecToTa Hexenauu peaxumy 7 I e
OpraHeH Kaac A w e e RN
MHoro uecTu Tpart, cHEY3KT G/
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Hudeximu n Yectn Xeprniec BupycHA UHDEKLIH, GPOHXAT, THHEa
uadecranumn BEPIHKOTIOP

Heuectn TlHeBMOHIS

C HeusBecTHA 1eCTOTa TIporpecueHa MynTH(OXaNHa NeBkocHUEhanonarss

(ITMJD** , kpHNTOKOKOBM WHpEKIMK* *

Heomnaszmu — Yectu bajaaHowneTsue KaplaHOM
noBpokayecTBeHH, Heuectn 3noKayecTBEH MeaHOM * * **
3/10Ka9ECTBCHY H Penku Jlmdom*** | ckBAMOIHOKITETBUSH KapLMHoM****
Heonpee/neHn (BKA. MHuoro penxu Capxom Ha Kaposi****
KMCTH H NIONANH) C Hew3BecTHa wecToTa Merkel-kieTsueH Kapruinom™***
Hapymenud Ha xpbeta | Yectn JlumdoneHns, TeBKONEHMA
W nuMipHata cucrema | Heweorn TpomGounTonenus

C uen3BecTHa 4ecToTa

ABTOHMYHH2 XeMOJUTHIHA AHEMHT***, nepudepHut
OTOHH* Ak

Hapymenna Ha C Heu3pecTHa 4ecToTa

HMYHHATA CHCTEMA

PeakuyH Ha CBPBXIYBCTBHTENHOCT, BKITFOUUTENHO
o0pUB, YPTUKAPUA H AHTHOCNEM TIpH 3aNedBaHe Ha
JleReHReTO* *¥*

TleuxuHy Hapywenus | Yectn Jenpecus
Heuectn JenpecuBHO HaCTpOEHHE
Hapymenws Ha Mroro zecra T'nasobonye
HEPBHATA CHCTEMa Hectu Samasuoct, MHrpeHa
Heuectu ["bpuose
Penxu Cungpom Ha oGpaThMa 3ajIHa eHIedanonaThs
{CO3E

C HemBecTHA 1ecToTa

Tewko BlowaBane Ha 5a0019BaHeTO Cen
HpeycTaHoBABane Ha npuema Ha guuromumon***

Hapyuwiesns Ha ounte | YecTn 3aMbIABake Ha 3PeHUETO
HedectH MaxyneH epeM
Cepnedny Hapymenus | Yectu bpamuxapmus
AV 6ok
MHoro peaxn Wneepcns Ha T-ppiHara***
CBLoBH HApYIIEHHS Hectn XHunepToHHA
MHoro yecTH Kauunuua
Pecnnparopuu, Yecrn JncrHes
TPBIOHU U
MeAHACTHHAIHH
HapyIIEeHUA
CromaluHO-4peBHH MHoro yecTn Juapus;
HAPY (IEHHA Heyectn Tagene***
KenaTobunuapHu C HeusBecTHA 4ECTOTa! Octpa 4epropobHa HEAOCTATEYHOCT **
Hapy lueHHs

HapynueHus Ha kokarta | Hecti

H NOAKOXKHATa TEKAH

Hapymenus na Muoro yecth

Ex3emMa, anoneunus, NpypHTyC

Boiku B repba;
MHITHS, apTPanrus

MYCKYIIHO-CKENETHATA | Ygory
CHCTEMa H

CHENHHWTETHATE

ThKaH

O6wn HapyweHua ¥ Yectn

edleKTH Ha MACTOTO Ha
TIPUIOKEHHE

Wzecnensanns

Muoro yect

AcCTeHHA

J

[Tosuinasase Ha YepHOIPOOHUTE
(nossmasate ha AJIAT, GGT,

16




Yectn TlonikeHo Terno™***, MoBMIIAPAHE HA
TPHTAMUEPHANTE B KPBBTA

Hedectn Norwaanane Ha 6pos HA Hey TpoduanTe

* He ca cpobienu B k3nkTeatuid FREEDOMS, FREEDOMS [l u TRANSFORMS.
KareropHata 10 4eCTOTA € onpefleieHa Bb3 0CHOBA Ha eXCHO3HUMATA Ha mpubmisurenso 10 000
HAllHEHTH Ha PHHIOIMMO], B XOAA HA BCIIKHA KIAHKYHY HANHTBAHHS.

il Coobwaea ce 3a [IMJT 1 KpHOTOKOKOBH HH(EKUHH (BITIOMMTEIHO CITyYay Ha KPUNTOKOKOB
MEHUHTHT) O BPEME HA MMOCTMAPKETHHIOBHS NepHol (B3, Touka 4.4),

¥¥*  HewenaHH TeKapCTBEHH PRAKWHH OT CIOHTAHHU ChOGWICHHS | IHTEPATYPRHE CTy9aH,

*¥** Kareropnsra 10 ECTOTA M OLICHKATA Ha PHCKA C4 OTIPEAEIEHR Bb3 OCHOBA HA EKCTIO3ULIMATA Ha
noreue o7 24 000 nanuenTy na GprHromumon 0,5 mg BB BCHUKM KIHHUYMHA R3TNTBAKUA.

Omncanue na W30pPaHY HEKETAHK PeaKITH

Huderxyuu

B kAuHKYHKTE TPOYYBARAATA 33 MHOKECTBEHA CKIepola oDLIATa YecToTa Ha uHpekumute (65,1%)
NpY npuiarate Ha nosa ot 0,5 mg e nogobHa Ha nnaueBo. Brnpexd Tosa, MHpERUMHTE HA JOTHK
IMXaTeNHH MbTHLLA, IPERMMHEO OPOHXHTH ¥ B NO-MAJIKA CTeleH XepnecHi MHdeKkiudn i THEBMOHHH Ca
OHITH MO-4eCTH NPH MAUUEHTHTe Ha fededne ¢ puHroadmon. CrobasaT ce BIKONKO CTyYas Ha
JMUCEMHHUPAHA XepecHa MRGeKIHA, BIUNOYRTENHO ¢ daTanen u3xon, npu 403a ot 0,5 mg.

[Tpe3 nocTMApKETHHIOBHMA MEPHON HMa CHOOLICHNA 32 CITy4al HA UHDEKUKMM ¢ ONOPTIOHHCTHHHH
NIaTOTeHH, KATO BHPYCH (Hanp. BapHuena-2o0cTep Bupyc [VZ V], supyc Ha Torou Kewunram {JCV],
NPUYHHABALL MPOTPECHBHA MY ITHHOKATHA JTeBKoeHUehanonarua, xeprec cumMiekc supyc [HSV]),
reOUYKH (HAMp. KPHOTOKOKH, BKIFDYHTEIHO KPANTOKOKOB MEHHATUT) MM GakTepits (Hanp. ATHIMMEH
MHKoGaKTepnil), HAKOH OT ciydanTe ca GUIH ¢ ASTaneH u3xoa (BK. Touka 4.4).

[o BpeMe Ha HOCTMAPKETHHIOBHS NIEPHO ce ChOGILABAT CITy4au Ha HHPEKLHH ¢ ONOPTIOHHCTHYHY
Ratoredu, Kato supycus (nanp. (VZV, JCV upwaunssaw PML, xeprec cumnaekce supyc [HSV]),
ryGuyHH (HATP. KPHITTOKOM BKIIOYHTENHO K KPHIITOKOKOR MEHHHErUT) itk Gaktepuanay (Hanp.
aTHIU HE MHKODaKTEPRH), ca OUIH crobiIABAHY, KaTO HAKOH OT 14X ca §unu daranun (BUKTE TOUKA
4.4).

HPV #udrexuns, BKIDUHTENHO NANUIOMHE, UCTUIARUSA, GpafiaBHuH M pak, cabpiad ¢ HPV, npy
nedenne ¢ GuuromMon ca SHIH CHOINABAKM NO BpEME Ha IOCTMAPKETHHIOBHA Hepyo. ITopamu
HMYHOCYNIpeCHEHHTE CROICTBA Ha duHTOIMMOZ TpabBa Aa ce o0Mucar nMyHn3aupd cpeiny HPV
npeay 3anoysane Ha NEUEHHETO ¢ HUHTOMHMON, KaT0 Ce CTeqRaT IPENoPEKUTE 38 IMYHK3ALHA.
Hpenoprypa ce cKPHHMHT 38 3N0KaYeCTBeHH 3a00MABAHHA, BKHOYNTENHD UATOHAMA3KA (PAP TecT),
CHINIACHO CTAHAAPTHATA IPAKTHKA,

Maxyaey ecem
B xnuuuuHMTe NPOYYBAHKA 33 MHOKECTREHE CKITep03a MaKyreH eaeM e Habmonasan npu 0,5% ot

NAaUMeHTHTe, IEXYBaHn C NpenopeautenyHara nosa ot 0,5 mg v apy 1,1% oT naumeHTnTe, NexkysaHu ¢
Ho-BUcOKaTa 1034 o7 1,25 mg. bomuuHCTROTE OT CAYyaHTE ¢2 HabmoNaBaHU B PAMKHTE HA [bPBUTE
3-4 meceua ot neveHueTo. HacT OT MaUHEHTHTE Ca HMATH 3AMBIABAHE HA 3PSHUETO WIM HAMANABAHE
HA 3PUTENHATA OCTPOTA, HO APYrH ca OMITH ACHMUTOMATHYHM ¥ ¢a WM THArHOCTHUMPAHY N0 BPEME
Ha PENOBHUTE ODTANMOTOrHI K Npernean. Karo Uano Maky HUAT e1eM e e MOBMAT GlaronpHUsTHG
WA € NPETHPIT CIIOHTAHEO 00pPaTHO Pa3BHTAE Cre COHPAHE Ha NeYeHUeTo. PHCKBT OT PElMIHE
clies BL300K0BABAHE HA NEUCHHSTO HE € NPOYYBaH.

HecToTaTa Ha CITy4AKHTE HE MAKY/ISH £1EM € NOBHUISHA [PU NALMEHTH C MHOXECTBEHA CKIIC 2y
aHaMHesa 3a yeeut (17% ¢ anamnesa 3a ysent cnpamo 0,6% Ges anaMHesa 3a ysedr). dlltfifrggmaﬂimeﬁ e ‘

€ MpoyuBaHda OpH NALHERTH C MHOKECTREHA CKIIChO3a U 3aXapeH nuaGeT 3360.115133?' gﬂ Pﬁm c
MOBALISH PHCK 33 PRIBUTHE HA MaKysieH eneM (Bxk. Tovuka 4.4). B KiHuudHiTE Opoy
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61,6peyHO TPAHCINAHTHPAHH, B KOWTO ca GHITH BKMIOYEHH MAUMEHTUTE CbC 3aXapeH auaber,
AedeHueTo ¢ QuHromumMod 2,5 mg v 5 mg € A0BENC A0 ABYKPATHO NOBMIIABAHE Ha YECTOTATA Ha
CITy4aUTe HA MAKY/IEH SeM,

Enaduapummusn
3ano4BAHETO HA MEUEHHE BOAH A0 MPEX0IHO HAMAIABAHE HA CHPACYHATA YECTOTA H MOMKE 1A €

CRBp3aHO ¢ 3abarade B AV npoBogHMOCT. B KIMHHUHITE NPOYUBAHIHS 32 MHOYKECTBEHA CKIIEPO3a
MAaKCHMANHOTO NOHMKEHHE Ha ChPIESUHATA YECTOTa € HaOMI0daBano A0 6 Yaca ciel 3an0YBaHe Ha
JIEICHHNETO ChE CPEfHO ToHIKEHHe Ha chpeyHaTa dectoTa ¢ 12-13 ynoapa 3a MuHYTa npy
¢unromumon 0,5 mg. Paako ce vaGmogana cppaeyHa yectora nod 40 ynapa B MHHYTa 1IpH BB3PacTHH
nauueHTh 1 nog 50 yaapa B MHHYTa NPH NeIHATPHYHA NALMEHTH Ha TedeHne ¢ Guuronnmon 0,5 mg.
Cpeanara cToHHOCT Ha CHPA¢YHATA SECTOTA C& BPEHINA A0 HOPMATHUTE W3XOIHH CTONHOCTH B
paMKHTE Ha | Mecel cnea 3ANdYBaHe Ha MeYCHHETO. BpalukapansTa KATO 110 € aCHMITTOMATHYHA,
HO NPY HAKOW [ALMEHTH Ce HaOmO1aBaT JIeKH SO YMEPERU CHMITOMH, BK/TFOUHTETHO XHIIOTOHUA,
3aMasHOCT, yMOpa H/HIH aTfHTALNE, KOWTO W34e3RaT B PAMKUTE Ha MbpBHTe 24 daca crieq
3AM0YBAHE Ha JeueHHeTo (Bx. Touku 4.4 u 5.1). .

B IMHHSHNATE IPOYYBAHMA 32 MHOXECTBEHA CKIEp03a aTpHOBEHTPHKYnapeH 610K nhpsa CTereH
(yasmxed PR unrepean va EKI) ce yeranosapa ciea 3an04BaHe Ha NEYEHHETO NPK BE3PacTHY H
MENUATPHYHA TTAUMedTH. B KTHHWYHUTE H3NWTBAHHUS P BE3PACTHH MAUMEHTH BBIHMKBA IpH 4,7%
oT pauneHTHTe Ha uaronmumon 0,5 mg, npu 2,8% ot naudeHTHTe HA HHTPAMYCKYNIeH HHTephepoH
Geta-T1a u npy 1,6% oT NaUHEHTHTE Ha M1aUe60. ATpHOBSHTPHKYIaper BIOK BTOpa cTencH ce
ycTaHoasa npu no-manko ot 0,2% oT Bby3pacTHHTE NALKEHTH Ha puHronumos 0,5 mg. [Ipes
MOCTMAPKETHHIOBHA IEPHOM €2 HAD/DOJABAHY U30IMPaHK CydaM HA MPEXONSH, CIOHTAHHO
OT3BYUaBail MeNeH AV GNOK, O BpeMe Ha 6-4acoBHd MEpHOoN Ha NPOCAEAIBaHE el NPUIArane Ha
nhspBaTa N03a punronumon. Iaguenrure ce Be3cTaHOBAEAT cnouTanHo. Hapymenusta s
NIPOBOAMMOCTTA, HA0/FOdaBaH 10 BpeMe HA KNHHHYHUTE H3NMTBAHUA H NPe3 TOCTMAPKETHHIOBUSA
nepuos, 0duuaiiHe ¢a NPEXOIHH, ACHMIITOMATHYHHA M U3YE3BAT B PAMKHTE Ha TBPBHTE 24 taca chen
3aNGYBaHe Ha JSICHHETO. BLopeku ye npi NoBe4eTo NalMeHTH He C¢ Hanara B3eMaHero Ha
MEOHUHHCKH MEPKY, FIPH SOHH MALHMEHT Ha Medenie ¢ puHroanmon 0,5 mg ¢ naneH H3onpeHannu
UOpafH aCHMITOMaTHIEH aTpHOBEHTPHKYIapeH Onok Bropa cteneH T MeoGHi 1.

I'lo BpeMe Ha NoCTMapkeTHHATOBMA NepHoA, N0 24 Yaca Clel npWIaraHe Ha ITLPBATA f03a, ¢e
HabIonaBaT OTACNHM, NO-KLCHO BFh3HUKBALMM HEXENAHH CHOHTHR, BKIUOUTHTETHO TPAHINTOPHA
acucTonus ¥ HeoOscHMMa cMBpT. TesH clryuau ca B pe3ynTar Ha eHOBPEMEHEH IIPKEM Ha JpyTH
TIEKAPCTEEHH MPOAYKTH I/HtH Ha TIpeamectsalno 3abo/1aBare. Bpp3kara Mexay Te3n ceOutus
$HHTONMMOS € HeotpeseneHa.

Kpvsno uarneane

B wHHHYHATE NPOYUBaHHK 34 MHOKECTBEHA cKiieposa urronnMon 0,5 mg e Gun cebpaan ¢
NOBHIUARAHE HE KPBBHOTO HANATARE cpeAHO ¢ npubunmsgrenso 3 mmHg Ha cCUCTONHOTO KphBHO
Hangrane u npubnnsurenno ¢ [ mmHg Ha AHACTONHOTO KPBBHO Ha/AraHe, IPOABABALLD CE
ApAGAM3UTENHO | Mecell chel 3ano4saHe Ha fieveHneTo. [ToBUIIABAHETO HA KPBBHOTO HATLITAHE
(EPCHUCTUPA JOKATO IPOAEIKABE AedeHneTo. Caydan Ha XMIEPTOHRA ce crobliasar npu 6,5% ot
MAUMEHTHTE Ha evenue ¢ Guaronumon 0,5 mg 1 npu 3,3% ot nauuentuTe Ha nnanebdo. Tpes
MOCTMAPKETHHTORHA NSPHOI, IPE3 THPBUA MECEI] OT 3aN04BaHe HA NeYCHURTO M NPe3 MEPBHA AeH OT
TIEYEHHUETO, Ce CHOOLIABA 34 CTyYaN Ha XHIISPTOHHA, IPH KOUTO MOKE A3 C& HAJIDKH JIeUeHHE ¢
AHTHXMNEPTEH3MEHY CPEenCTBa MK cnHpane Ha Gunronumon (B, cplio Touka 4.4 “Edextu Bbpxy
KpPBBHOTO HamArane”).

Yepnoopobra hyuryus
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Crobluana ce 3a MOBHILABAHE HA YEPHOAPOGHHTE EHIHMH TIPH BB3PACTHH N NISAUATPHYHY (TALMEHTH C
MHOXCECTREHA CKISpO3a, Npoaekgamy neyerne ¢ Guvronvmon JenTusa. B KIHHUYHATE H3ITMTBAHHST
npu 8,0% u 1,8% OT BB3paCcTHUTE NALMEHTH Ha Nevehwe ¢ GuaromuMon 0,5 mg ce naGmonasa
ACHMITOMATAMHO MOPUITABAHE HA MIa3MeHMTe HHPA Ha AJIAT cpoTBETHO >3 % ropHa IpanKua HA
ropmara (ITH) i =5 = I'TH. I1py BaxoHM DaiMedTH NPy NOBTOPHO NPMIIATAHE Ka IEKAPCTBOTO ce
HabmoJ4BA TOBTOPHO IOBMIIABAKE HA “ePRONPOGHIUTE TPAHCAMHHASH, MOIKPETIAIIKH BPB3KATS ¢
[PHEMA HA NEKAPCTREHUA MpoaykT. [IpH KIUHEIHY NpoydBaHis, DO BCAKO BPEME B X0OOA Ha
NeYeHHeTo ¢ HabIlIoAABAHO NOBUIIABAHE HA TPAHCAMHHAIHTE, FRIIPEKU Ye Hall-1ecTo e Halmoaasato
npe3 mppeuTe 12 Meceua. Husata va AJIAT ca ce BepHany g0 ob6uuaiHmTe CH CTOMHOCTH B paMxuTe
Ha 7 Mecena Cles CNKPaKReTo Ha feuerHeto. Ilpn Mansk 6poi navuenTr (N=10 nmpu 1,25 mg, N=2
npu 0,5 mg), npk xonto nopnmasaneto HA AJIAT e Guno >5x [TH u kouto ca npoasmxrm
JedeHNeTo ¢ QHHTOHMON, NOBHIEHUTE HUBA HAa AJTAT ca ¢e BLPHANH 10 HOPMATHMTE H3XO0NHH
CTOMHOCTH B paMkUTE Ha mpHGIHzHTenHo 5 Mecena (px. Touka 4.4 “Hepronpobua dyuknus™).

Hopyiuenua no nepenama cucmema

B Xoza Ha KAHHWMHATE NPOYYBAHHA BR3HHKBAT PEAKM CIYYaH Ha HADYIUCHAA HA HEPBHATA CHCTEMA
[IPH HAUHEHTHTE Ha JewenHe ¢ GHATONNMOT B [10-BUCOKY J03H (1,25 uin 5.0 mg), BKNOYHTEnHO
HCXeMHYEH M XEMOParuieH WHCYAT W ATHIIMYHK HEBPOJIOTHIHHA HapyIUSHHA, K2TO HapHuMep chOHTHA
HamoA00ABAIUM OCTED AUceMuHIpaH enuetpanomuennt (OJIM).

CrolLiaBaT ce clTyyaH Ha FEPUOoBEe, BKITUATEIHO ENUISNTHYSH CRaTYC, Npy ynotpedaTa Ha
$BHroNMMOA B KITHHUIHUTE NPOYUBAHUA N N0 BPEME Ha NOCTMAPRETHHIOBHRA NEPHO.

Crdoeu sapyuierus
Crofiara ce 3a penki cnyyay Ha Nepubepua apTepHaHa OKTy3HBHa GOAECT HPH NAUMEHTH Ha

nevenne ¢ YUHTOMUMOI B TTIO-BHCOKH 203 (1,25 mg).

uxamesna cucmema

Ha 1-ua Mecewl oT 3anouBane Ha NEYSHAETO ¢ PHATOAMMOS ce HaDMOAABE MUHMMAITHO 03034BHCHMO
NoKWKeHHe B cTolHoCTHTE Ha Hopedpauna ekcnupatoper obem (DEO;) n qudy:3HoHHKA KanaudTer
3a grragponeH okue (DLCO), xoeTo nepeucTrpa u HaTarek. Ha 241 Mecen RoHIKEHHETO CIIPAMO
H3XOIHWTE CTORHOCTH B (IpOLEHTA HA oxaksaHra PEO, e 2,7% 3a unronumon 0,5 mg u 1,2% za
nauefo, karto painHKaTa HIYesEa Ciell MpeKpaTarane Ha ievelneto, 3a DLCO noHumkeHMETO Ha
24ua mecen e 3,3% 3a duuronmmon 0,5 mg u 2,7% 3a nnanedo (8. todka 4.4 «EdekTn prpxy
AMXATEITHATA CUCTEMEAN)

Jhumgbomu

HaGmogapaun ca cyswan Ha MuMBOoM OT pRITHYed B4, KAKTO B KIMHHYHNUTE NPOYYBAHUA, TAKa U [0
speMe Ha MOCTMAPKETHHIOBIA NEPHO, BKIIOYMTENHO evH dataneH crydaii Ha Enniaitu-bap supyc
(EBV) nonoxurenes B-winersien numpom. Hectorara na cnyyante Ha Hexomxxunos mmbom
(Brnersuyer ¥ T-wieTbueH) B KITMHHYHUTE H3MHTEAHMA € FIO~-BUCOKA 0T QUaKBaHata B obara
nomynatud. [lo BpeMe Ha NOCTMAPKETHHIOBHSA [lepro Ce ChobuIaBaT HAKONMKO ciyyas Ha T-knerbueH
JuMPoM, BRMOYATEAHO Cnydan Ha KoxeH T-KknethueH numdiom (Mukoskc Gyrronaec (sx, Touxa 4.4
«3noKavecTBeHH 3a60IARAHUAN ).

Xemogazoyumen cundpou
Cpo0iaraT ce MHOTO PENKH CTYYaH HA XeMO(aToUHTeH CHHAPOM ¢ aTaneH WiXos pH it
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TNenuatpuiba Monynalng

B koHTpoApaHoTO IENHATPHUHO H3MuTRaHe D2311 {Bxk. Touka 5.1), npodunnt ua Ge3onacHoCT mpH
NeRAATpHIHR nauuenTH (Ha se3pact or 10 2o nox 18 roauuy), nomyvaeauy dunronumon 0,25 mg
wn 0,5 mg IHeBHO, KATO UANO € TION06eH Ha TO3H, HabIOAABAH NPH BHIPACTHH NauyeHTH. B
npoyusaneto ofaye ca HabmoaaBaHH NOBEYE HEBPONOTHHHY H CHXMMHH HapyweHwna. Heo6xoqumMo e
ROBHINEHC BHEMAaHHE B TA3H ITOArpyIa TI0pajiH CHITKO OFpaHuueHUTE JaHHK, NOTyYeHH OT
KITHHAYHOTO MPpOYYBaHES.

B neanaTpHUHOTO NPOYUBAHE CIyMad Ha I'bPYORE ce choOmABaT MpH 5,6% 0T NauHeHTHTE HA NeHeHHE
¢ rnronumon v 0,9% oT naumenTHTE Ha NedeHue ¢ uHTepdhepon Geta-la.

HirecTHO e, ye Tenpecusta H TPEBOKHOCTTA BHIHMKBAT ¢ NO-BHCOKA HeCTOTA B NOMYTaUKATA ¢
MHOKeCTBEHA CKnepo3a. [lenpecus H TPEBOKHOCT ce cholIARAT ChUl0 H APH NEIHATPHYHHUTE
NayHesTH, NeKyBaHH ¢ YUHTONHMO.

YcTanoBenH ca HIONHPaRY CTyyaM HA JIEKO II0BULIABAHE Ha GUnupyGuHa NpH NeaNaTPHINY
HALHEATH Ha JIEHEHHE ¢ GUHIOMHMOS.

Crobuapane Ha NONO3KPAHH HEKETAHK PeaKIInK

ChofmaBaHeTo Ha [IOA03HPAHH HEKETaHH peakuMH Clied pajpeliiaBane 3a ynorpeba Ha NeKapCTBeH S
npoaykt ¢ paxkuo. Tosa No3RONASA Ia MPOLEMHEKM HA(MIOACHHETO HA CHOTHOWEHHETO NTOM3a/PHCK 32
nexapcreeHus nponyxr. OT MEAUUMHCKHTE CIEHMATHCTH C8 HIHCKBA A3 CHoOWaBaT BCAKA
MOA03HpAHA HEXeRana peakuhd upes HinkauuTenya arenlls o JEKapeTsara, yiu. ,damad Ipyes No
8, 1303 Codus, ten.: 02 8903417, yeGeadit: www.bda.bg.

4.9 Hpeaosnpane

EnHOKPaTHGTO MpHIarase Ha fo3a npekumiasaina 80 mwta npenopwunTentara go3a (0,5 mg) ¢
noHeceno Jobpe oT 30pagH shapacTHu nodposonus. [Tpu npunaraqe ua no3a ot 40 mg, S ot 6-Te
YUACTHHLUE ca chobIuH 3a feKa TekecT Wiyt ANCkoM(bOPT B ILPIANTE, CELP3aHK C MOBHIIEHATA
PEaKTHBHOCT Ha MANTKUTE BL3TYXOHOCHM MBTHINA,

DyHronuMos Moxke Ja nNpeanspuka Gpanukapaud npy sanousane Ha neuyexnero. [lonmwkasateTo Ha
ChpIeYHaTa YecToTa 3ariousa o6GuKHOBRHO 10 1 Yac cleq IpUnaraie Ha TbpBaTa 4033 1 e
Hailuspasedo o 6 yaca. OTPHIATENHHUAT XPOHOTPOIIEH e(exT Ha MHUHrONHMOZ Ce 3a1BbpsKa ToBeYe oOT
6 yaca H NOCTENEHHO HAMANARA NIPE3 CISNBALIMTE THH OT NedeHueTo (8. Touka 4.4), Hma
cwob1eHns 33 3a0apeHa ATPHOBESHTPUKYTApPHa TIPOBOAKMOCT, C HIONMPAHU CROOLICHHA 32
TPAHINTOPEH CIIOHTAHHO OT3BYYaRal baer AV 6nok (Bx. Touxu 4.4 W 4.8).

BaxHa €, ako NPesosHpaHeTo ce € CIYUWIO TIPH MLPBATA eKCIIOIHLMA HE QHHIOTHMOA, RaHEHTHTe
na 6paaT npocnedeny Upes NMpoasmKitendo (B peanto speme) EKI u exxenacHo uameppane Ha
CBPOSYHATA YECTOTA H KPBEHOTEe HANIAraHe, Kall-MANKo 1Ipe3 MepsuTe 6 uaca (Bx. Touxa 4.4).

Oceen TOBa, aKo ciien 6 4aca chbpAeyHaTa YecToTa € <45 ylapa B MMHYTa IIpU BB3PACTHU NAUHEHTH,
<35 ymapa B MHHYT2 PR NENUATPHYHH NAlIMeHTh Ha Bp3pacT 12 rofuuy v nosede win <60 ynapa s
MHBYTa UPH NeAUATPHYHH NALHSHTH Ha BB3pacT or 10 o non 12 roauuy, nav EKI-1o Ha 6-un yac
Crieq pUNarate Ha MbpPBaTa 0033 Nokalea AV 0G0k BTOpa MNuU NO-BHCOKA CTeneH, wild QT¢ udTepsan
=500 msec, npocienspaneTo Tpabba Ja Oble YIBIKEHO, HAN-MAIKO Npe3 HOUITA B 10 H34e3BAHE Ha
Haxoakute. [lossara, 00 keeTO K Ja € BpeMe, Ha AV B1oK Tpera cTeneH, cbluo Tpadsa oa Obae

NocjaeaBata OT NMPoaRIDKUTENHO NPOCICAARAHE, BRITHOYHTE/THO NPOCASIABaHE IPE3 HOLITA.




5.  ®APMAKOJOI'MTUHHU CBOVICTBA
5.1 dapmakoInHAMHYHH CEOICTBA

®apmakoTepanesTHyda rpyna: HMmyHocynpecopu, ceaektusud uMyHocynpecopt, ATC ko
LO4AA27

MexaHnipm Ha nefcTie

Ourronumon e cpunrozun I-docdar peuentopen Momynatop. OHHroMHMON ce MeTabonusipa ot
COUHTO3UH KMHA3A IO aKTHEER MetaGonut punromMon Gocdar. OHHTONHMON Ce CBLP3Ba B HUCKH
HAHOMOJIApHU KOHUEHTpaUuuK cbe cdunrosun [-gocdar (C1D) peresnitop 1, TOKaH3UPAH BHPXY
TuMGOHHTHTE U C IeKOTa IPEMHHABA KPBBHO-MO3bYHAaTa Gapnepa, 3a a ce cenpke cbe C1D
petleritop 1, NOKANU3HpaH B HEBPOHKTE HA LEHTpanuata HepBua cucrema (LIHC). Hedicroaiixu karo
dyHukunonaner antaronnct Ha C1® peuenTopa BapXy nuMdoumrare, pukronuMon Gocdat Grokvpa
cmocoGHOCTTA Ha TUMGBOLMTHTE 3 HAIlyCHAT THM(HHETE BH3/1H, NPSIHIEHKBANKH TAXHOTO
fIpepasnpenielicHye, a He No¥mxkasaHe. I1poyyBaHus npu XKHBOTHY NOKA3BAT, e TOBA
npepasnpeeicHne Hamansaea vaduntpupasero #a LHHC ¢ matorednn miMdoLMTH, BXIIOYHTENHO
npo-uHdramatopyy Thl7 xneTky, KOMTO y4acTBAT BEB BRANATHTENHATE NPOLECH H YBPEKIAHETO HA
HepRHaTa ThKaH. [TpoyuBaHHATA OpH KUBOTHE H QRUTH i7 Vilro NOKa3Bar, ye GUHronAMon Moske
CHLIO TAKA Ba AeHCTBA Ype3 AUPeKTHO B3anmonedcTeue cve Cl@ penentopuTte Ha HEPBHHTE KITETKH,

DapmakonunamMyuen edbekt

B pamkure Ha 4-6 yaca cien npHiarade Ha Mbpsata 4032 huHronsmon 0,5 mg, Gpoat Ha
nuMbouKTHTE B IepH{iepHaTa KphE cNaia KO npubnusHTento 75% ot nsxoauws. [Ipu npoAsmKaBane
Ha NeYCHHETO H eeqHeBeH pHeM Ha A03aTa OpOAT Ha NUMPOUNUTHTE MPOTHIKABA Ja CHANa B
TPOSBIKEHNE HA 2 CEIMUIM, JOCTHMaKH MUHKMaTeH Gpoil o1 npubiHsHTenHo

500 knetku/MHKPOTRTHD WK npubGmianTendo 30% oT uaxonuaTa cToitkocT. 18% oT mauueHTHUTE
NoHE eJHOKPATHO Ca MOCTHIAIM 0 MUHUMATEH nMdonuten Gpoif mo 200 kaeTku/MHEKPOTHTD.
Huckuar anmdounten 6poii ce 3a0ppxa B X042 Ha JieveskeTo. Bonmuneteoro ot T- u B-
NEMQOUKNTHTE Pe/IOBHO NPEMUHARAT NMpe3 TUMQOHIHHTE OPralkH H HMEHHO TE3N KIETKH Ca
3gcerHaTH B Hali-rofiama cTeneH oT (puHronumon. Npubnumanrenuo 15-20% ot Tnumpouuture ca
eexropyd T-KIIeTKM Ha MaMeTTa, KTeTKH, KOHTO ¢4 BXKHK 33 nepudepHOTO MMyHHO Habmionenue,
Ts# kato To31 TMMOOLMTEH NOABKA He MPeMHHABA [IPe3 KMYHHUTE OPraMH, He Ce TOBIHAABA OT
(unronumon. Tloruinasarero Ha nepudiepHus auMpowdTeH 6poii e BUIHMO B PAMKATE Ha HAKOAKO
AHE CJEJ CTIMPAHE HA NIEYEHHETO ¢ DHHIONIMMOL H OOMKHOBEHO B paMKuTe Ha 1-2 Mecena ce 1ocTura
A0 HOPMATHHTE HIXOKHH HUBA. [IpoxbIKHTENHOTO NeveHye ¢ PUHTOTHMON BOOH N0 NIEKO
nonmxkeHne & Opod Ha neexounTuTe 10 80% 0T H3X0OHUA. MOHOLMTHTE HE Ce NOATUABAT OT
DHHTOIHMOL.

DunronuMor NpuuHHABA NPEXOAHO HAMANSBAHE HA ChPACHHATA YecTOTa H 3aBasiHe B AV npu
3aMI04BalE HA NeYeHHeTo (BX. Toukd 4.4 u 4.8). MaKCHMATHO IMOHKWKEHWE Ha ChpPIEYHATA YECTOTA Ce
HaOJIIOAEEA 10 6 Yaca Cilell NpHIaraHe Ha 103aTa, Cbe 70% HeraruseH XpoHOTpONeH epekT B paMKuTe
Ha nbpBY neH. [pu nponbkabake Ha JTEYEHHETO CHPAEYHATA YECTOTA C& BPBLLIA A0 HOPMAJTHH
CTOHHOCTH B paMKHTE Ha 1 Mecell, JToHuXKeHHETo HA CHPIEYHATA YECTOTA, NPETHIBHKAHO OT
DuUHTOIHEMOL € 0GpaTUMO NPH NMAPEHTEPATHO PHIOKCHHE HA ATPONMH FIH H3OMPEHANHH.
VCTaHOREHO €, He HHXATATOPHHAT CAIMETEPOI CHILO MMA YMEPEH TIO3UTHBEH XPOHOTPO

OpexISBPEMEHHO NPeAChPAHO CRKPaaBake, HO He ce Habnionapa oBvIaBaHe Ha, ﬂ*,tegl‘qfara Ha
npenm:p;mo MEHACHE/ TPENTEHS, KAMEPHH APHTMHH HWIH eKTOMdYel PUTEM, CDHHmﬁﬂIMM pe &
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CEBBP3AH C [IOHIKCHHE Ha (PPaKUMATA HA H3TIACKBaHe, ABTOHOMHATa yHKUAA Ha CHpleTo,
BKJIOYUTENTHO BAPHATIMATA HA CBPACYHATA YECTOTA B PAMKHTE Ha AeHA H OTTOBOPa KbM (PH3NYSCKH
YAPaXHEHW HE C¢ [MOBIHABRAT OT JISHEHHETO © (PHHrOTNMON,

S1P4 moske yacTHYHO 03 NONpHHEce 32 eeKTa, HO HE € OCHOBHUAT PEUENTop, OTroBOpeH 343
M3UEPBAHETO Ha NuMbounTHTe. MeXaHHIMET Ha SpannKapIHATa H BAIOKOHCTPUKIUATA CA NPOYUEHH
CRIOO if Vilko OpH MOPCKH CBHHHETA H H30THPaHa 3acIlKa aopTa U KOpoHapHa aprepud. HanpaseHo e
3aK/noveHHe, ye GpanukapauATa MOKe Ja ce MeIMHPa OCHOBHO upes akTusupane Ha KIR xapamy wim
G-npotenH akruBupand KIR kanans (IKACh/GIRK) i 4e pasoxoHCTpHKIIATA BEpOATHO CE MEAHHpPA
upes Rho kiHaza # RO KannHH-32BHCHM MEXABH3IBM.

JleyenneTo ¢ PUHrOIMMON NP SIHOKPATHO WM MHOTOKPATHO Npuarane ua qosure ot 0,5 # 1,25 mg
B TPOABL/DKEHHE HA 2 CEAMMILK HE € CBRP3IAH0 ChC IHAYHMO HOBMILABANE HA PE3HCTEHTHOCTTA HA
AUXaTeHUTe HbTHINA, H3Mepena upes GEQ,) u dopenpanns ekcnnpatopen neGur (OEJ) 25-75,
He3zasHcHMO 0T TOBA eAHOKPAaTHOTO NPWIAFAHE HA PUMCONHMOL B 034 >3 mg (10-neTH Han
NpenopbYUTEIHATA [034) € CBBP3aHO C A03038BRCHMO NGBHINABAHE HA Pe3HCTEKTHOCTTA HA
IUXaTeltHMTe MhTHWA. MBoroxpaTtHoTo npunarane Ha guaronumon e go3k ot 0,5, 1,25 wmm Smg se e
CBBPIAHO ¢ HADYLISHUS B OKCHI€HHPAHETO WK ¢ KHCIOPOACH IMa/ PR YIPIKHEHAA, WIIH C
MOBKHINEHA YYBCTBHTETHOCT HA IHXATETHUTE MBTHILA KbM METaX0aHK. UHIMBNAKTE HA NeueHHe ¢
HHrOTMOR HMAT HOPMATIeH GPONXONKNATATOPEH OTIOBOP KM HHXANATOPHM §eTa ArOKHCTH.

KJ!JJ_IHPI‘!HH B@HKECHOCT )3 §eaonaci_{ocr

EdukacHocTra na ¢guHronuMoa e JokasaHa B Xo4a Ha 2 HIMHTBRHHUA, B KOMTO € OLEHEHO PHIATAKETO
BEIHBX AHEBHO Ha (puHronumon 0,5 mg 1 1,25 mg npH Bb3pacTHH NALMEHTH C NPUCTHITHO~
PEMUTEHTHa MHOXeCTBEHA CKieposa ([TPMC). pete nanuTBaHuA BEIKIIBAT BH3PACTHH NALMEHTH,
KOMTO Ca MMANH >2 NMPHUCTEIA [PE3 TpeXecTsanuTe 2 roguHy WM > 1 NpHCTRI Npes
NpemuecTEaaTa eAHa FOAKHA. PasliliPEHMAT CKOP 3a OLIEHKA Ha UHBANMHOM3anunta (Expanded
Disability Status Score [EDSS]) e 6un mewny 0 u 3,5 Creq persetpauusta Ha GuAronuMon e
[POBENEHO U TPETO MPOYHBAHE NPH ChIIATA BH3PAcTHA NALHSHTCKA TONYAAUMS,

Hznureane D2301 (FREEDOMS) e 2-roaMulio paHgoMu3Mpano, IBORHO-CIANg,
nnaueGoxoHTponupao Paza Il nsmmreane npu 1 272 naunestd (n=425 32 0,5 mg; 429 3a 1,25 mg;
418 3a mauebo). Meawanata Ha H3IXOZHNTE XapaKTepUCTHKH € Buna: Bu3pact 37 roguuy,
npoasxeTennocT 4a 3abongsanero 6,7 ropuay u EDSS - 2,0. Kpaitunte pesynratu ot Qpoy4saHeTo
ca ripenctaseHu B Tabnuna 1. HaMa curdadaxadTHA pasakka Mexay gosure ot 0,5 mg v 1,25 mg no
OTHOLIEHHE Ha KpaHRHHTe TOUKH.

Tabanua 1 Hannreaue D2301 (FREEDOMS): ocnosRE pe3ynTaT

Dunronamon TlnaueGo

0,5 mg
Kananinn kpafinu roukn
oaumna wectota BHa peudausnTe {MHPBUYHA 0,18%* 0,40
KpaiiHa TOYka)
[Iponenr naumedTn Ge3 peuuans ua 24-ua mecen, | 70%** 46%

- —

TlpoiteHT MAUKCHTH ¢ 3-MECLYHA NOTBEPIEHA 17% 24%
Nporpecys Ha HHBaAMAW3aLMATaT
Koeguunent ma piucka(95% Cl) 0,70 (0,52, 0,96)* |
AMP xpaiinu ToMKH —
Menwnana Ha (cpeneH) Gpos HOBH HIH HA 0,0 (2,5)%* 50098 3
yronemennTe T2 1esid 3a nepnod ot 24 mecena _/’,_f/\@i_
Meauana na (cpenes) Opos wa Gd-younenute | 0,0 (0,2)** 0.0 ﬁ' R N7
ne3uH Ha 24-ua Mecen /: Qs, (’M

s N
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Menuana pa (cpensa) npomasara B ronemMuHata | -0,7 (-0,8)** -1,0(-1,3)
Ha NaRHHA MO3BK B Y 32 nepuon o7 24 Mecena
T IMporpecusta Ha HHRATMAM3AUMATA ¢ nedurupa KaTo nospmapane Ha EDSS ¢

1 Touka, noTBEpICHO 3 Mecena 1Mo-KECHO

p<0,001, *p<0, 05 cnpaMo rutaueGo

Bouuky aHanyan Ba KIMHEMHATE KpadiHH TOUKH ca pH intent-to-treat nomynauma. Ilpn
SAMP aHanv3nTe Ca HIMONIBAHK OUSHUMM NaHKA

*%

[TauHeHTHTE, KOUTO Ca OPHKTIOYKIAH CBOETO YUacTHe B 24-MeCeYHOTO OCHOBHO UINKHTBAHE
FREEDOMS, moraT pa 6b0aT BKIIOMEHH B 33CNENeHOTO N0 OTHOMIEHHES HA MPHEMAHATE 1033
ApoasDxeHde Ha wanursatero (D2301E1) u na nomysaear duuromumon, Odwo 920 nanmedty ca
simioverd (n=331 npogemikasat pa nogywasar 0,5 mg, 289 npoosmkasar xa momyyasar 1,25 mg, 155
npeMuHasar ot nnauedo va 0,5 mg v {45 npemMupasar oT mmaneGo Ha 1,25 mg). Cnen 12 mecena (36-
™ MeceLD), 856 nanuentn (93%) nponbukasat yyactdero cu. Mexny 24-us u 36-ua mecenn
rOIMIHATE HecToTa Ha peuuanBute (FUP) npu nanuentire Ha GpuHronumon 0,5 mg B 0CHOBHOTO
1poy4BaHe, KOHTO ocTaeat Ha 403d ot 0,5 mg e 0,17 (0,21 B ocHoBhoTO H3nuTEaHe). [UP nipu
NayHeHTHUTe, IpeMUHaNH oT miaueto kM danronumon 0,5 mg e 0,22 (0,42 B OCHOBHOTO WINIUTEAHE).
YlongoB6Hu pesynTaTy ce yCTRHOBABAT W B 2-TONUIIHO PAHAOMHUIHPAHO, J8OHHO CIIMO,
nnaueSoxkouTponupano Paza Ll wanunteade na ¢uHronumon, cbe cbiling ousaiiy, npy 1 083
naunentd (n=358 ga 0,5 mg, 370 na 1,25 mg, 355 va nnanedo) ¢ MPMC (D2309; FREEDOMS 2).
MenuannTe Ha CTOIHOCTHTE HA M3XOIHUTE XAPAKTEPHCTHKH Ca: BE3pacT 4| TomuHu,
MPOABIKHTEAROCT Ha 3abonApaneto 8.9 romuny 1 EDSS ckop 2,5,

Tabauua 2 Mannteane D2309 (FREEDOMS 2): ocHoBHN pe3ynTaTu

OuuroanmMon Tinaunedo
0,5 mg
Knusnynn kpaiinn Toxu
Foguinaa dectoTa va penyanerTe (IBPBHYHA 0,21** 0,40
KpafiHa TO4Ka)
Ipouent nanventi Oe3 peruane Ha 24- 71,5%** 52,7%
W Mecel
IpoueHT naunelrty ¢ 3-meceyHa NOTEEPASHA 25% 29%
nporpecis Ha HHBAMMAKH3ALHATAT
Koeduuuent ua packa (95% CI) 0,83 (0,61, 1,12)
SAMP xpajinn ToUykn
MenuaHa Ha (cpefeH) Gpoa HOBH HIR Ha 0,0 (2,3)** 4,0(8,9)
yronemennte T2 neinw 3a nepuof ot 24 Mecelia
Mennana ua {cpenen) O6poa ua Gd-ycunenute| 0,0 (0,4)** 0,0 (1,2)
Jie3un va 24-usn Mecey
Mennada Ha (cpeaua) npoMadara B obema Ha 0,71 (-0,86)** -1,02 (-1,28)
TTaBHUA MO3EK B % 3a nepuon ot 24 mecella
t Iporpecudra Ha HHBATMANIAUMATA ce neduHKpa kaTo NoBHaBaHe Ha EDSS ¢ 1
TOUKd, MOTBBPACHO 3 MECEUA NO-KBCHO
**  p<0,001 cnpsMo nnauedo
Bewuxy avann3y Ha KITHHWYHATE KpaliHd TOYKH ca npH intent-to-treat nomynanus. [pu
HAMP aHanu3uTe ca HINOA3RAHU OLEHUMH JAHHY.

Miznpreape D2302 (TRANSFORMS) e |-roguMimso paHnoMu3dpato, Js0HHo-¢
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{untepdepon Gera-1a) koutponspado $asa I uanuTeade npu 1 280 maumernty (0429 32 0,5 mg,
420 13a 1,25 mg, 431 3a ukrepdiepoH Geta-la, npiaaray B 1032 o1 30 ng KaTo AHTPaMYCKYJIHA
RENEKHHA BEANEX ceIMMYA0). MenuaHaTa Ha H3XOQHHTS XapaKTEepHCTHKU ¢ Guna: sp3pact 36
TOIMHHK, TPONBIDKUTETHOCT Ha 3a0omasasero 5,9 roguay i uaxoaen EDSS - 2,0. Kpailipnte
Pe3yATATH OT HIMMTBAHETO €A ApencTaseHy B Tadmuua 3, HaAMa cUrHUGKaHTHI pasNHKH MeKEY
do3ute ot 0,5 mg n 1,25 mg no oTHOIIEHKE HA KpalfHWTE TOIKK HA IPOYYBAHETO,

Tabanua 3 Hinnteane D2302 (TRANSFORMS): ocHoBHE pe3yaTaTh

Dunroaumon HUnteppepon

0,5 mg Oeta-1a, 30 ug
Knnunuun kpaifavu YoukH
Fogmunna YecTOTa Ha peuHIMBHTE (NBPBITHA 0,16** 0,33
Kpaiina To4Ka)
Npotent nanuenty 6e3 peupaue Ha 12-us Mecen | 83%** 7%
IlpenedT nauueHTy ¢ 3-MecedHa NOTRBpASHA 6% 8%
IPOTPECHA HA HHBANKIHIAMATAT
Koeduimeur va pucka(95% CI) 0,71 (0,42, 1,21
SAMP kpaiiuun Touxu
Mennada Ha (cpeaen) Gpod HOBM WA HA 0.0(1,7* 1,0 (2,6)
yrofemenute T2 ne3mu 3a nepuo o1 12 Meceua
Mennana ua (cpemen) Gpost ma Gd-ycumemure | 0,0 (0,2)%* 0,0 (0,5)
ez Ha 12-ua Mecen
Menpnasa Ha (cpenya) npoMsHaTa B roemMunaTa | -0,2 (-0,3)** -0.4 (-0,%)
Ha [JaBHHR MO3bK B Yo 32 niepuoa oT 12 Mecena
T Tiporpecuara Ha BHBATMAHIALHATA ce AeHMHEHpPA KATO MoBHuasane Ha EDSS ¢ 1

TOYKA, MOTEBPOEHO 3 Mecena [o-KbCHO

* p<0,01, **p=<0,001 crnpamo rurepdepon Gera-1a
Beuukn aHanH3u Ha WINHMMHHTE KpaitHy TOUKM ¢a rpy intent-to-treat nomynauys, [pu
AMP ananu3nTe ca N3N0Y3BAHH OUEBHMH JAHHH

IManueHTHTE, KOUTO CA APHKTIOYIIH.CBOETO YIacTHe B 12-MeCeUHOTO OCHOBHO W3INHTBAHE
TRANSFORMS, Morat 1a G5t BRMOYEHH B 2aCeNeHOTO 110 OTHOWEHHE HA IPHEMAHATA 1032
npoAbaxeHue Ha u3maTeaHero (D2302E1) u aa nomyvasar duproaumon. O6mo 1 030 namuenTs ca
BK/TIOYEHY, BBIPEKHU 46 Y 3-Ma 0T NAUKEHTHTE He & NPOBSKAAHO0 nedeHie (n=356 Mpoab/uKasaT Ha
0,5 mg, 330 npoaskaBar Ha 1,25 mg, 167 npemunasar oT #HTepdepod Geta-la na 0,5 mg u 174
IpeMHBHABAT 0T HHTepepoH Geta-1a Ha 1,25 mg). Cnen 12 mMecena (24-tu Mecen), 882 mauuenTtn
{86%} nponbrokasar yHacTheto cu. Mexay 12-ug u 24-ng mecen I'UP npu mauuenTtuTe Ha
turronnmon 0,5 mg B OCHOBHOTO M3MKTBAHE, KOUTO OCTaBaT Ha no3a ot 0,5 mge 0,20 (0,19 8
ocHOoBHOTO H3nuTeane). [YP npu mauueHTHTE, MpeMuHan oT HaTephepon Bera-1a KM GHHrONUMON
0,5 mg e 0,33 (0,48 8 0CHOBHOTO M3NHTBAHE).

Coopuute pesynrary ot HanyTBanuaTa D2301 u D2302 noxassar peanHo H CTATUCTHYECKY 3HAUNMO
MNOHMKEHHE HA TOAMLIHATA YECTOTATA HA PELMAKBUTE CIIPAMO CPABHABAINHA ACHT B OTASHUTE
NOArPYNH, Pa3fenenu [0 AN, BB3PacT, penlecTpallla TEPANUg 32 MHOMECTBEHA CKIIepo3a,
AKTHBHOCT Ba 3300I5BaHeTO UM CTeMNes Ha HHBANMAHOCT B HAMANOTO HA IPOYYBAHETO.
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IennatpuyHa NQMynanug

EdwracHoctTa 1 GezonacqoctTa Ha ao3n 0,25 mg mnu 0,5 mg dpuxronumon BeaHmK OHEBHO (H03HTE
ca H36paHH B 3aBHCHMGCT OT TEICCHOTO TEYNIO ¥ HIMEPEHATA elccnomu,m) Ca YCTAHOBEeHH NpH
NeIHATPHYHE NalHENTH Ha BE3pacT oT 10 no <18 roauHu ¢ UPACTBIHMO-PEMUTEHTHA MHGKECTBEHA
cKiieposa.

Ipoyysane D2311 (PARADIGMS) e nBoiiHOCTANO, XBORHOMACKHPAHO, KOHTPOJIMPAHO C AKTHBHO
BELECTBO NPOY4RAHE C PATHYHA IPOIBDKHTEIHOCT A0 24 Meceua, ¢ 215 naleHTH, Ha RB3PACT OT
10 no <18 ronunu (n=107 na dmaromumon, n=108 pa uurepdepon Gera-la 30 pug, npunarax upes
AHTPAMY CKYJTIHA MHPKEKLMA BEAHENK CeAMHIHO).

CTOHHOCTUTE Ha MeJHAHITE Ha MIXONHHTE XAPAKTEPHCTHKH ¢a. BB3PACT 16 rOIUHY, MEAHAHA Ha
MpOAB/UKHTENHOCTTa Ha 3abonasaneTo 1,5 roqunn u EDSS ckop 1,5. MH034HCTBOTO OT nauHentyre
ca cTandil Ra pa3suTHe no Tadep 2 wiK no-sucok (94.4%) u ca >40 kg (95,3%). Karo uaro 180 (84%)
OT MalMEHTHTE €3 3ABBPIIMIA OCHOBHATA thala Ha npoywBaneto (n=99 [92,5%] Ha duHronnmMon, 81
[75%) na nnrepbepon Geva-1a). Kpalinure pesynrtatd ca npegctasend 8 Tabnnna 4.

Tatmua 4 Npoyusane D2311 (PARADIGMS): ocHosrM peayaraTy

Pruroanmon WNatepdepon GeTa-Ia
0,25 mg uan 30 pg
0,5 mg
Knupaaynu kpaitin TouKy N=107 N=107*
YecToTa Ha peudaANBHTE Ha roguulHa Gasa 0,122%* 0,675
(aepeiaHa kpaiina Touka)
TIpoueHT nauseHTH Ge3 peLiiaus Ha 24-ua Mecen 85,7%* 38,8
HAMP xpafisin ToOuKn
YecroTa Ha Gpos HOBOHOABHUIK C& WK Ha HACKOPO n=106 n=102
yroieMenn T2 nesnu Ha rogeiua 6aza
Kopurnpana cpeiHa ¢cTOHHOCT 4.393%* 9,269
Bpoit #a Gd-ycunennre T! nesun Ha ckanmpane a0 | =105 n=95
24-un Mecen
Kopurupana cpegHa cToiHoOCT 0,436** 1,282
UectoTa na arpothns Ha MO3BKA OT H3XOAHOTO HHBO | N=96 n=8§9
0 24-Hs Mecell, Ha ronuiuHa Gasa
L Cpenua cToiiHOCT Ha Hali-MaNKKTE KBaapatH -0,48* 1080
# Enun nauuent, panaoMusnpad Aa nonyyasa pHTephepon 6eta-1a ypes UHTPAMyCKY/IHA
HHKEKIINA, He € GHIT B CBHCTORHHE AA NOTBIHE JROHHOMACKUPAOTO IEKAPCTRO U €
NPEeyCTaHOBUT YHacTHe B APOYYRaHeTo. TIAHEHTET € UAKNIOUEH OT WUTOCTHHA aHAIKH3 H OT
udnara aHanH3paHa nonyilauta ¥ NomnyJlauHaTa 3a aHalu3 Ha Ge30nacHoCTTA.
* p<0,05%* p<0,001, B cpasnenne ¢ uaTepdhepos Gera-la.
Bouyki aganisn Ha KIHHBYHKTE KpaiiHv TOYKH CA M3BBPIISHNH Ha USAATE AHATHINDAHA NONY/IALMA.

52 MapMaxoKHHETHHHM CBGHCTRA
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Abcopbia

PuHronumon ce abeopdupa GaBHO (tmax € 12-16 4aca) u 8 rosama cteren (>85%). Npueuanara
abcomotra nepopanya SronamruocT € 93% (95% aopepureneH uutepran: 79-111%). CraumonapHo
CHCTOAHHE HA KOHUCHTPALMATA B KPEBTA CE MOCTUra B PAMKUTE Ha | - 2 MEcela apH IpHiIaraxe
BEIHBX JHEBHO M HABATA NPH CTALMOHAPHO CBCTOARKAE ca NpROAMmIHTeNHo ) 0~I5TH I0-BHCOKH OT
HayaxHaTa no3a.

TipremMsT Ha Xpana He NoBIUABA Crax WiH ekcnio3unmaTa (AUC) Ha duuronumon. [pu ¢uaronnmon
dpocar Crax ce nonsmxasa cnabo ¢ 34%, goxare AUC octasa nenpomenena, [lopaan Tasu npuinua
GHHTOTMMOS MOXE A8 ¢€ npHeMa De3 HAKAKBa 3ABHCHMOCT OT XpaHata (B, Touka 4.2).

Pasnpenenenue

DunronuMon ce paznpenens BbB BUCOKA CTENEH B JEPBEHUTE KPBBHN KISTKH, KOHTO ChCTARIABAT
86% ot xnerrunara ppaxums Ha kpbeTa. GuHronuMon hocdar ce yCBOABA B MO-MAIKa CTENEH OT
KPBBHHTE KNeTkH <17%, Qunronumon ¥ duuroiuson gocdat ce CBEPIBAT BhB BACOKA CTSMEH C
derreimTe (>09%).

(PHHTONIMMO] CE Pa3NPOCTPAHABA BEB BUCOKA CTETEH B THKAHUTE ¢ 06eM HA PAa3IpeicIeHAe OKOI0
1200260 |. [ipoy4pane mpu ueTHPUMA 3APARH 10GPOBOALH, IPH KONTO & HPHIIOKEHA SAHHNYHA
MMTPABSHOIHE 1034 PAIHOHIOTONHO MAPKHPaH 2HANOT Ha GURrOMHMON, TIoka3Bsa, 4e PMHroIuMoa
npeMHHaBa B MO3BKa. B npoyysane npH 13 NauMeHTH MBXE ¢ MEOKECTREHE CKISPO3a, IpHEMAILH
¢uuronumon 0,5 mg/nen, cpeAHOTO KOMHUECTBO Ra GunrosuMon (1 hunromimon docdar) B
CeMEHHATA TEUHOCT, B CTAHOHAPHO CBCTOAHNE, € npudbnusntenno 10 000 neTH no-HUCKO,
OTKOJIKOTO B NEPOPANHO NpUnoxkeHata no3a (0,5 mg).

Buotpancdiopmanns

Tlpu xopata huHrONHMON ce TpaHcGOPMHUpA upe3 ofPaTMO CTEPEOCEIEKTHREC dochopHIupane 20
$apmaxonormiHo akTuBHuA (S)-eHadTHOMep Ha GraroanMon docdar. @HArONMMOI Ce ENUMKHKPA
4pe3 OKCHAATHEHA GuoTpancopMalns, kKaTanyanpada npeauMio upes CYPAF2, a BepoaTHO  upes
OpyT¥ M30SH3NMH, ¥ YaCTHYHO pa3najaHe Ha MACTHH KUCEMHH 10 HEaKTHBHH MeTaboHTH.
Habmonaea ce colle Taka obpalyBaHe Ha QapMakoROTHIHG HEAKTHBSH HESOJIAPSH UepaMuIOR
aHanor Ha uHromIMos. OCHOBHNTE €H3UMH, Y4ACTBAINH B MeTa(oNKU3upaneTo Ha GUAHCOTHMMOL, ¢a
YACTHYHO onpeneneHn u Morar ga Geaat CYP4F2Z unn CYP3A4.

Cnen exHokpaTHO nepopanno opunarane da [“Cl gunrosumon, GOAIHHCTEOTO OT KOMNOHEHTHTE Ha
GUBroHMOR B KPBRTA, OTPENe/IeHN Ype3 TAXHOTO nonpunacsne 3a AUC no 34 nau cnen npunarase
Ha 103aTa, ca caMuAaT puaronumMon (23%), guuronaumon docdiar (10%), o HeakTMEHU MeTaBONHTH
(M3 xapGoxcinupan kncenunen Metabonur (8%}, M29 nepamunen metaGomut (9%) n M30
uepaMune mctabonnt (7%)).

Eaumuaupane
KnupsHChT Ha QPHHrommmMon oT kpbara € 6,312,3 Vh v cpenHUST TPHBYHLEH TEPMEHANEH MOMYHKHBOT

(tiz) € 6-9 num. Huparta na dunromuamon u duaronumon gocdar 8 KpbATa ce HOHIHKABAT YCTIOPEIHO B
TEPMHUHANHATA ha3a, KOETO BORK U NOJOGEH NONYKHEOT M 32 ABATA MeTafonuTa.

[Mpx nepopaano npunexesne oxono 81% ot mo3arta ce ekckpeTHpa 0ABHO B YPHHATA KATO HEAKTHBHH
MeTaGonuTi. MUHroNUMOs U HUHroNEMON PocdhaT He ce eKCKPeTHPaH HETPOMEHEHH B YPUHATA, HO
€3 OCHOBHH KOMITOHEHTH BB# dieucca, KbAETO BCEKH cUlH OT THX C& OTKPHEA B KONWHECTHA 0-ManKH
ot 2,5% oF npunoxenata 1oza. OTKPUBAEMOCTTa HA NPHIIOXEHATA 1038 cnex 34 AHH € :

JluHeiinocT S
Koutientparante Ha dusronuMon 1 pnaronuMon gocdar HapacTsat BHILHMO nosoaanucuMo HPH
MHOTOKPATHO TIPUTATAHE BEIHBIK THEBHO Ha Roza ot 0,5 mg win 1,25 mg. ‘
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Ocobenocty npy cneunbyYHH [PYIM TAUHEHTH

Hon, emnunecka npunadaenciocm u GvOpetro Vapexcdane

DapMakoKHHeTHKATA Ha PHArorMMo 1 buHronkMon docdar He ce paznuiasa PN MbKE U TP
JKEHH, NPH MAMBEHTH C paTH¥HA ETHHYECKA TPHHANNIEKHOCT WITH [P NAUIHEHTH C IBKO R0 TEXKO
6B0peqHo yBpexIase,

Yepuodpobing yepexcdane

[Tpu unguBMAHM ¢ flexo, yMEpEHO HIR Texxo YepHoapobHO yepexknate (knac A, B u C no Child-Pugh)
He ce Rabmoaapa npomsasa B Cra, Ha dunromimon, o AUC Ha dUAronHMon, ce NOBHILABA CHOTBETHO
¢ 12%, 44% u 103%. IIpn nauveHTH ¢ TeKKo sepHoapobHo yepexaane (knac C no Child-Pugh), Cpex
Ha Qpuaronumon docdat Hamanasa ¢ 22%, nokaro AUC He ce NpoMeHs 3HAUUTENHO.
DapmakokuseTHKaTa Ha punronimoa docdat He € OUSHABAHA MPH AUACHTH ¢ JIEKO HAH YMEPEHO
4epHOApoGHO YBpeKIaHe. BUAHMAAT MOMYKHBOT HA eTHMUHHpAHE HE ¢e TIPOMEHA MPH MHIMBHIH C
J1eK0 4epHOIPoOHO YBpPEXKIAHE, HO C& YABIKABA ¢ 000 50% NpH NANHEHTH C YMESPEHO HAH TEXKKD
YepHOAPOGHO YRpEXIaHE.

PHArONMMOJ He TpaOBa 13 Ce PHAAra NpY MAUHeHTH ¢ TeXKO YepHoApodue yspexaane (kaac C no
Child-Pugh) (mk. Touka 4.3), @reronnmMox Tpaésa Aa ce OpHIara ¢ HOBHLUIEHO BHUMAHHE DK
NMALHEHTH C JIEKO H yMepeHo YepHoApoOHo yBpewxaane (k. Touka 4.2},

Cmapuecka gb3pacm

KOHRUTHAAT OIIHT # MBEHOPMALIAATA OTHOCHO HApMAKOKHHETHKATA IPH MALKEHTH Ha BB3IPacT Hag 65
FOAMHHK Ca OrpaHideHH. OUHTOTNMOA TPAGEA Ja ce M3MOM3BA ¢ HOBHINEHO BHEMAHKE TIPH NIALMEHTH
Ha BB3pacT 65 roJuHi o noseye {mK. Touka 4.2),

Tenparpuuna nomysanus

ITpu neAHATPHYHH NaHHEHTH (Ha BEapacT 10 roquHY ¥ NOREYE) KOHLUSHTPANMATA Ha GHHTOIUMOT
(ocdaT ce noOBHMARA [0 ACEH JO303ABHCHM HaYMH B uHTepBana Mexay 0,25 mg u 0,5 mg.
Konuentpaumsta Ha GpuHronamMon Gocdar B CTALHOHAPHO CHCTOSHUE € IPHONM3UTENH0 25% no-
HHCKa NPH NeAHATPHYHUTE NauneHTH (Ha Bp3pact 10 roguHy | oBeMe) IpH SREAHEBHO [IPHIOKEHHS
Ha 0,25 mp wiu 0,5 mg GUHrosiMMon B cpaBHeHde ¢ KOHLEHTPALHATA TP BEIPACTHH TIALUEHTH,
nexysady ¢ duarondmon 0,5 mg BEAHLXK THEBHO.

JlunceaT JaHEY NPU NESMATPIYHK TIALMKEHTH HA BB3pacT noa [0 roquHHH.

3.3 Hpexxnaupumn njanRy 3a Gesonacnocy

Hpensimmununudar npodun #a Ge30UACHOCT HA PHETOAMMO € OLUEHABAH NPH MHUIIKH, TTLXOBE,
kyueta ¥ maiimyun. Tlpu npunarane s nosu ot 0,15 me/ky ¥ nosede, npepditasaiuy IpHGAHIHTENHO
4-nbTH TopHaTa rpaHyua Ha excriosaunaTa (AUC) npu Xopa, npu nHesHa no3a ot 0,5 mg ocioBHUTE
IpHueRHATe oprany ca 6uny mumuara cucreMa (Avdonens u namdonaHa atpodus), Gerure
Apobose {yBelMuapaie Ha TErJI0TO UM, TNIAIKOMYCKYIHA XHIIEPTPOPHA Ha GPOHXO-ANBEOAAPHATA
BPB3Ka) H CBPUETO (HErATHBEH XPOHOTPONCH ediekT, NOBHIIABAHE HA KPRBHOTO HANArAHE,
HEPABaCcKyapHY [IPOMEHK X MHOKAPAHA AeTEHEpauUa) [Py OTOCIIHH BUA0BE; KPbBOHOCHHTE CHIOBE
(BazomaTHA) caMo UPH ILTEXOBE.

Hama janku 38 KapUMHOTEHHOCT B X04a 2-TONMIIHO GUOMOTHIHO H3CAEABAHE IPH OTBXOBE IPU
nepopanyo NpPUNarade Ha GHHETOIMMOL B 1033 10 MAKCHMANHO OHOCHMaTE o1 2,5 mg/'kg,
CHOTBETCTBALLA NPHOMHINTETHO Ha 50-A5TH HaA NOCTUTaHATA NPH XOPa CHCTEMHA eKC
np Aesa ot 0,5 mg. HeaaBHCHMO OT ToBa, B X0 HA e1HO Z-rONHIBHO NPOy4BaHe
HabnIapana MOBUINEHA YECTOTA Ha JIOKIYECTREH AHMGIOM MpH HPUIATAHE HA

26

N TER I
a__-i:ﬁ_j}fﬁ;{;f.



{10-BHCOKH, CHOTBETCTBAIOY NPHOIM3MTENHO Ha O~TBTH HAJ] NOCTHIAHATA MPH X0Pa CHCTEMHA
excriosunms (AUC) npyu gpesHa fosa ot (,5 mg,

B ppoyuBaHiATA TIPH JKUBOTHH (UHIONHMON He HPOABKBA MyTAreHeH Wiy KIACTOPEHEH NOTSHIMAT,
PUHTONMMO] HE TIOBNKABA GPOA/MOABIGKHOCTTA Ha CHEPMATOIOMINTE HIH PEPTHIMTETA IPH MBKKH K
MEHCKH IUTHXO0BE NPH NPATAraHE Ha Hail-BHCOKATa manuTRaHa 1033 (10 mg/kg), croTReTCTRALLA
npulnesutente #a 150-n5TH Han nocTHraHATa NpR Xopa cHcTemua excrosnusa (AUC) apu anesHa
do3a ot 0,5 mg.

DHErOTHMOA e TePaTOTeHEH TIPH UTHXOBE NPV npunaraune B 103u oT 0,1 mg/kg win no-BHcoKH.
JlekapcTReHATa €KCOOINUMA NPY ITEX0BE NPH TA3d X034 € Nox06Ha Ya Ta3H NPk NALAEHTV NpY
TepanesTyapaTa 4034 (0,5 mg). Haii-uyectute eranut opravun ManpopManun BKIIOYBAT
NEPCHCTHUPAIN TPYHKYC APTEPHO3YC H MEKIYKaMepeH cenTaneH nedekt. Hanmuuero ua tepatoredes
TIOTSHUKAT pH 3alUy He Moxe 2 OLhe BalThiHO OLEHEHO, He3aBHCHMO OT TOBA, TIPH NMpHIarade 8
o3 o7 1,5 mg/kg n nopede ce HaAGMIOAaBa MOBKHITCHA eMOPHO-QETAIHA CMBPTHOCT, 8 HPH NPHIATIHE
B Ao3H 0T 5 mg/kg ce Habmonaea HaMandBaHe Ha Gpon Ha xur3HeCHOoCObRUTe deTyCH, KaKkTo H
3abassne Ha pactexa Ha deryca. JlekaperBenara eKCROIMLMA [PH 3aHLM IPH Te3W 103 € Moaodua Ha
Ta3x MpY NAUNCHTHTE,

[pu nibXoBe fMpekuEieMocTTa Ha Fl MoKoneHdero npe3 paHHHA HEOHATANCH NEPHO € HAMAIICHA,
OIPH AIPHITATARE HA [I03H, KOKTO He NPHYHHABAT MaifunHa TOKCH4HOCT. Benpeku ue ternoro,
pazBHTHETO, AOBEACHHETO U (hepTunureTa Ha Fl He ce NORNMUABAT 0T AEYCHHETO ¢ HHTONAMOL.
®HHErONNMOL C& eKCKPETHPA B MITSKOTO Ha XUMBOTHH, MPH KOHTC & IPKUIara no BpeMe Ha JIAKTalluA, B
KOHUSHTPaIUA 2 10 3+T6TH NO-BHCOKA OT YCTAHOBEHATA § I7I2IMaTa Ha MajiKuTe, QUHronaMon 1
HETOBHTE MeTaboNUTH GPeMHHABAT NPE3 IUIAeHTapHaTa Daplepa Py WIbX0Be.

poyusadks Opu 1OBEHUIIHY JKHBOTHY

PezyntaTaTe oT 2 IpoyyYBanHd 32 TOXCHYHOCT UPY KOBEHWIHM [ITEXOBE MOKA3BAT NSKH
REBPOTIOBENEHYECKH OTKIIOHSHNA, 3a0aBEHO CEKCYATHO ChIPABAHE M HOHIKEH MMYHEH OTTOBOP NPH
MHOTOKDaTHO CTHMYTIHpaHe ¢ XeMOUHaHuH, mzoinupar o1 Keyhole limpet (KLH), xouto ne ce cyntat
3a Hewkenauy. Kato niano cebp3aluTe ¢ leyeHneTo edexty Ha QHHTONAMO PH KOBSHIIHN KUBOTHH
ca CPaBHUMHE C HaOMOAABRHUTE IPH BEIPACTHY IBX0BE [1PU TIOKO0OHM N030BH HHEA, C HIKTOUCHHE
Ha HPOMEHHTE B KOCTHATa MHHEPANHA NIIBTHOCT M HEBPOTNIOBEACHUECKHTE OTIITOHEHHA (HAMATEHA
peaxlMg Ha CTPACKAIM IUyMoBe), HaGnoaasauu npu ao3u 1,5 mg/kg 0 No-BUCOKH NPH IOBEHITHUTE
MHBOTHY, ¥ IMMCATA HA TIANKOMYCKYIHA XHNEpTpodus B Gemuts apob npn HOBEHUNHATE MLIHXOBE.

6. @APMALEBTUYHH JAHHH

6.1 Crouehbx Ha TOMOIHATE BEIECTRA

Kancyano cvpdnpacuvo
Mukpokpucransa ueysosza 101 u 102
Kanuues xunporen gocdar, be3sogen
Marne3nes creapar

Cremas na kancvrama

Kenarud

Turanoe auokcun (E171)

Xur xesesen oxclix (E172) (camo 8 KanayeTo Ha kancynara)

6.2 HecbBMecTHMOCTH
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HemprioximMo.

6.3 Cpok Ha roasiocT

3 ronxHU

6.4 CnensajHu YCIOBHA HA ChXpAHEHNE

Ja ce cexpansea nog 25°C. [Ma ce cbxpaHiea B OpHTHHAHKA GIIHCTED, 38 Za Ce NpeANan OT BIars.
6.5 Bua p chIbLpKARNHE HA ONAKOBKATA

Kancymure ca onaxosanu 8 PYC/PVDC/A] Gnucrepn.

Onakoskute ChbabpxaT 7,28, 30, 56, 90, 98 xamycnu.

He pcHuky BHOOBE OMAKOBKY MOTAT Aa OBAAT MyCHATH Ha Nasapa.

6.6 Cnennainu npeanaiHy MEPKH NPH HIXEbPARHE

HeuwsnonapaHHAT IeKapCTBEH NPOAYKT MK OTNAARYHUTE MATEPULTH OT HEre TPAORA N2 Ce M3XBBPIST

8 ChOTBETCTBHE C MECTHHTS HIHCKBAHMA.

7. HNPHTEXATEJ HA PA3PEUIEHUETO 3A YIIOTPEEA

Zentiva k.s.

U kabelovny 130,

Dolni Mécholupy

102 37, Prague 10
Yeiuxa penrybrivka

8. HOMEP(A) HA PASPERIEHHETO 3A YHHOTPEBA

Per. No: 20210224

9.  HATA HA ITBEPBO PASPEHIABAHE/TIOAHOBSIBAHE HA PAZPELIEHHETO 3A
YHNOTPEBA

Hara #a nppso pazpewapane: 29.7.2021
Jata Ha NocnenHo NoaHRoRIBaHe:

1. JNATA HA AKTYAJIM3UPAHE HA TEKCTA
200620622 r.
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