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1. UMEHAJIEKAPCTBEHMSI IPOAYKT o e f
XaHT“KO 0.5 rng TBrbpﬂH Kancyﬂn Kbm Pez. N % Mzoodii““
Chantico 0,5 mg hard capsules Paspewenue N '
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2, KAYECTBEH U KOJTMYECTBEH ChCTAB | J0000re 1

Besika TRbpaa Kancysia chabpika 0,5 mg ¢punronumon xuapoxaopus (fingolimod hydrochloride),
exkBuBanenteH Ha 0,5 mg dunronumon (fingolimod).

3a IMbJIHUS CIMCHK HA [TOMOLIHUTE BELIECTBA BHKTE TOUKA 6.1,

3. JIEKAPCTBEHA ®OPMA
Tebpaa kancysa

Tebpaa xenaTHHOBA Karfcylia ¢ Ab/bkuHa 16 mm (pasmep 3), ¢ 6s/10 HENPO3PayHO TANO H KBITO
HENpO3payvHO Kanaue.

4. KJ/IMHHUYHH JAHHH
4.1 TepaneBTHYHH NOKA3AHUI

XaHTHKO € [10Ka3aH KaTo caMoCToATeIHa Tepanus, Mmoauduimpalla xoaa Ha 6onecrra npu
BHCOKOAKTHBHA MNPUCTHITHO-PEMHTEHTHA (hOpMA HA MHOXKECTBEHA CKJIepo3a, MPH CIEHUTE IPYIIH
BB3PACTHH NALMEHTH Y NMEJIMaTPHYHH NMalMeHTH Ha Bb3pacT 10 roMHH U N0-rojieMu:

- [TaumenTn ¢ BUCOKa akTUBHOCT Ha BosecTTa, BLIPEKH NPOBEIEHHA MbJIEH W a[IeKBaTeH Kypc Ha
JIEYEHHUE ¢ NOHe eHO MOAH(BHULIMPaLIO X0/1a Ha DoecTTa TepaneBTHYHO CPEe/ICTBO (3a U3KIIIOUEHUATa
W MHQOpMalM 3a epUoaHTe Ha MEIHKAMEHTO3HO ouucTBaHe (washout) BukTe Touku 4.4 1 5.1).

HITH

- [MTaunenTu ¢ GBP30 pa3BUBaLIA ce, TEKKA MPUCTBIHO-PEMHTEHTHA MHOXKECTBEHA CKJIEPO3a,
nedHHUpaHa KaTo 2 UK NOBeYe MHBAIMAN3UPALILN MPUCTBIA 3 €/1HA TOAMHA W HaTHYHe Ha | Win
MOBeYE MO3BYHH ra0auH-PpuKrcupauy nesnd Ha AMP, unu 3nauurento yesenuuenue Ha T2 nesuure,
B CPaBHEHHE C NIOCAE/HNA, HeOTAaBHa HarpaBeH, SIMP.

4.2 Jlo3MpoBKa M HAYMHH HA NPHJIOKEHHE

Jleuenuero Tpﬂ6Ba Aa ce 3arno4vHe M CJICH OT JIieKap ¢ OMHT B TepanuaTa Ha MHOXKECTBEHA CKIIEpo3a.

2103HQOBK3

an BB3PACTHH MalLHEHTH NPENOPBUYUTEIIHATA /1034 XaHTHKO € e/Ha Karicylja
NEPOPaAHO BEAHBK JTHEBHO.




Tpu nexHaTpUUHM NaiHeHTH (Ha BB3pacT 10 roanHy U NMo-roieMH) NPENopEYKTENHATA 1033 3ABHCH
OT TErnoTo;

. [MeanaTpuunu nauneHTu ¢ Terno <40 kg: enxa kancyna ot 0,25 mg, npreTa NEPOPATHO BEAHBIK
JTHEBHO.

. [MeanaTpHuHK nauueHTH ¢ Terno >40 kg: enna kancyna or 0,5 mg, NPHETA NEPOPATHO BEAHBXK
JTHEBHO.

[leaMaTpHUunKMTE NAIMEHTH, KOUTO 3aNOYHAT JleyenneTo ¢ kancynu ot 0,25 mg u Bnocnencreue
JOCTHrHAT NOCTOSHHO Terno Han 40 kg, Tpabra na mpeMHHAT KbM JedeHude ¢ kancyau ot 0,5 mg.

[Tpu npemunapane ot 0,25 mg gHesHa Ao3a kbM 0,5 mg AHeBHA 1033, Ce NPENopbYBA Aa Ce IOBTOPH
CBIIOTO NpOCiefABaHe ClleA MpUilaraHe Ha ITbpBaTa 034, KAKTO NPH 3aN0YBaHe Ha JIEUeHHETO.

Hpenop'bqaa ce ChLUWOTO NpoCNeasaBaHe CACA ipy/iaraHe Ha rppBaTa 4033, KaKTo NPH 3ano4BaHe Ha
JICYCHHETO, NPH NPEKBCBAHETO MY 34

. | A€H WAHK MOBeYe NPe3 MbPBUTE 2 CEAMHLH OT JIEYEHHETO;
. noBeve oT 7 AHW Mpe3 3-TaTa und 4-TaTa CeAMHLA OT JEYEHHETO;
. noBeve OT 2 CeIMHLIM €AHH MECELL CTE]] 3arOUBAHE HA JIEUEHHETO,

AKO fleueHHeTo € G0 NMPEeKbCHATO 33 NO-KPaThk MEPHOA OT ONHUCAHHA NO-TOpe, TO TpAOBa na
NpOABLAKH C NPHEMA HA CleIBaLUaTa 1034, TaKa KAKTO € NPeAnUcaHo (BK. Touka 4.4).

Cuoeunanty noiryaalmu

IHayuenmu 6 cmapuecka exzpacm
XanTuko TpAGBa Aa ce U3NO3Ba ¢ MOBHLIEHO BHUMaHHE TIPH MalUMeHTH Ha Bb3PacT 65 roAvHH U
NoBeue NMopagy HEAOCTATBYHOTO AaHHH OTHOCHO D€30MacHOCTTa H eHKACHOCTTA (BXK. TOYKa 5.2).

Bvbpeuno yepexcoane
B xo01a Ha MUIOTHHTE MPOYH4BaHHA MPH NALHEHTH ¢ MHOXKECTREHA CKiepo3a GHHIONHMO. HE €

NpoYyuBaH NpH nauueHTH ¢ 6pOpeuno yepexxaane. basupaiiku ce Ha KiuHHYHHTE dapMaKONOrH4HH
NpoyuBaHus, He e HeoOXOOUMO KOPHTHpaHe Ha 103aTa NIPH MaLHEHTH C JTeKo J0 Texko 6b0petHo
yBpeXAaHe.

Yeprodpobuo yepexcoane

XaHTHKO He TpAGBa Aa ce U3M0A3Ba NPH NALMEHTH ¢ TEXKKO YepHoapobro yepexaaHe (kiac C no
Child-Pugh) (Bx. Touka 4.3). Bbripexu ye He € Heo0XO0AHMO KOPUIrMpaHe Ha 03aTa NPH NALUEHTH C
JEKO 10 YMEpPEHo 4epHOApoOHO yBpexaane, € HeoOXONHMO NOBHUIEHO BHHMAHHKE NP 3aM04YBaHe Ha
JIEYEHHE NPH TAKKHBA MALIMEHTH (BXK. TOUKH 4.4 1 5.2).

Heduampuuna nonyaayus
be3onacHocTTa K edHKacHOCTTA Ha GUHIONUMOI NPH Jeua Ha Bb3pacT noa 10 roanHy Bee ome He ca
YCTaHOBEHH. JIMncear JanHu.

Wma MuaOro orpaHHueHM JaHHM NPy JAeua Ha BbapacT Mexay 10 u 12 roauu (Bx. Toukd 4.4, 4.8 u
5.1).

HauuH Ha npuioxkedye

To3u nexapcTBeH NPOAYKT € 3a MepOpaiHO MPHIIOKEHHE.
XaHTHKO MOJXKe [ia ce pHeMa cbe WK §e3 xpaHa (BK. Touka 5.2).

Kancynure Tpsa6ea 1a ce reiTaT BUHaru uens, 6es 1a ce oTpapsr.




4.3 TlpornBonokalaHus

- WMyHopaeMnuTeH CHHAPOM.

- [TauMeHTH ¢ NOBHIIEH PUCK OT Pa3sBUTHE HA OTIOPTIOHHCTHYHH HHPEKIIWH, BKIIOYHTENTHO
HMYHOKOMINPOMETHPaHH NauHeHTH (TaKKHBa, KOMTO B MOMEHTA MPOREX AT UMYHOCYNPECHBH2
Tepanus # TAKABA C HMYHOCYNPECHS OT NPEAX0KAAIIN TEPAMHH).

- [Toao3upana MM NOTBbpAEHA MPOrpecyupalila MHOTOOrHILHA neBkoeHuedanonatus (TTMJI)
(Bk. Touka 4.4).

- TesxkkH akTHBHH HH(EKLMH, aKTUBHH XPOHHYHH HH(eKUHH (XenaTHT, Tybepkynosa).

- AKTHBHY 3/10KaYeCTBEHH 3a60/1ABaHNA.

- Texko uepHonpobHo yspexaae (knac C no Child-Pugh).

- IMauuenTty ¢ Muoxapzen audaprr (MH) npes nocreaHuTe 6 MeceLa, HeCTaOHIHA CTEHOKAPAHA,
MHCYNT/TPaH3UTOPHH HeXeMMUHH atakH (THA), nekoMneHcHpaHa chpae4Ha HEAOCTATLYHOCT
(u3MckBalua He3abaBHO JieueHHe) ik chpaeuHa HenoctarbyHoct kiac [II/1V cnopen
Hioliopkckara kapauosoruuna acouvauys (New York Heart Association - NYHA) (Bk. Touka
4.4).

- TMalMeHTH C TEXKH CHPAEYHH APUTMHH, M3UCKBALIH AHTHAPHTMHYHO IEUEHHE C
AHTHAPUTMHYHH JIEKAPCTBEHH NpoaykTH Knac la unn kiac 11 (Bx. Touka 4.4).

- MMaunenTH ¢ aTpHoBeHTpHKyIapeH (AV) 6ok BTopa creneH Tin Mobitz 2 unu AV 6ok Tpeta
CTENEH, WIH CbC CHHAPOM Ha GOMHUS CUHYCOB BB3€M, AKO HE HOCAT NeficMEHKDLP (BK.

TouKa 4.4).

- [Maunentn ¢ QTc untepsan >500 msec Ha U3XOAHOTO HUBO (Bi. Touka 4.4).

- Mo Bpeme Ha OpeMEHHOCT ¥ NPH >KEHH C ACTEPOECH NOTEHLIHAN, KOHTO HE U3NOA3BAT
edexTHBHA KOHTpaLernma (BK. Touku 4.4 u 4.6),

- CBpPBbXUYBCTBHTEIHOCT KBM aKTHBHOTO BEILECTRO WM KbM HAKOE OT TIOMOLIHHTE BEILECTRA,
u3bpoeHy B Touka 6.1.

4.4 CoenuaiHi npeiynpexIeHHs H NPeANa3HH MEPKH NpH ynoTpeda

bpaavapyTMus

3ano4YBaHETO HA NEYESHUE BOOU 0 NMPEXOAHO HAMANIABAHE HA CHPAEYHATA YECTOTa M MOXKE J1a €
CBBHP3aHO Che 3a0aBEHO NPOBEXkKAaHE B ATPHOBEHTPHKYTAPHHA Bb3eJ, BKIIOYHTEIIHO IO 1T0ABaTA HA
H3OJHPAHH CITYYaH Ha MPexXoeH, CNOHTAHHO TIpeMHHABAIL TbAcH AV 6nok (Bxk. Touku 4.8 n 5.1).

Cnen npunarase Ha MbpBaTa J103a, NOHHKABAHETO Ha ChpAEYHATA YECTOTA 3aM04Ba B PAMKHTE Ha
€MH 4ac H € Hal-CHIHO U3pa3eHo B paMKHUTE Ha 6 yaca. To3u edexr OT npunarasaTa A03a ce 3a5bpHa
H Mpe3 CNeBailtiTe HH, BLIPEKH Y€ 00WKHOBEHO € mo-cnabo u3paseH, H OOMKHOBEHO HaManaBa npes
ciienpawuTe ceaMuuy. Ilpu npoabikaBaHe Ha MPHACKEHHETO, CpellHaTa CTOHHOCT HA ChpAEYHATa
YeCcTOTa Ce Bpblia A0 U3XOAHATA B PAMKMTE Ha eanH mecetl. Ilpu oTnenHn nauMeHTH € Bh3MOKHO
CbpJEUHATA YECTOTA A HE CE€ BLPHE A0 U3XOJHHUTE CTOMHOCTH A0 Kpad Ha ITbPBHA Mecell,
ITpoBogHHTe HapyLIEHHS OOHKHOBEHO CA NPEXOIHHU M ACUMNTOMATHYHH. OOHKHOBEHO HE W3MCKBAT
Ae4YEeHHe W MPEMHHABAT B PAMKWTE Ha MbPBHTE 24 Yaca Ha TepanuaTa. AKO ce Hanara, NOHIXKaBaHeTo
Ha CbPICYHATA YECTOTA, IPEAH3BHKAHO OT (PHHIONHMO], MOe Aa Oblle HEYTPATH3UPAHO upes
N3apeHTEPATHO MPHUNOKEHUE HA ATPONUH WAH W3ONPEHANHH.

Ha ek naunenTH Tpabea aa ce nanpass EKI W aa ce W3MepH KPBBHOTO HANAraHe Mpeay
npuaaraHe Ha TbPBaTa A03a XaHTUKO U 6 uaca ciie/i ToBa, BCHukM naudenTH Tpadea
NPOCNEAeHH B MPOABKECHHE Ha 6 Haca, 33 NPH3HALK H CHMNITOMH Ha OpaauKapans
M3MEpBaHe Ha ITyJIca W KPbBHOTO HanaraHe. [IpenopbuBa ce npoab/kuTeeH (B p
MOHHMTOPHHT 10 BPEME Ha TO3H 6-4acOB MEPHOJ Ha [POC/EIIBaHE,




ChillMTe npeafiasHy MepKH, KakTO IIPH NPHNOKEHHE Ha TbPBATa 1034, C€ NPenopLYBaT NpH
npeMUHABAHE Ha NauMeHTHTe OT Nedenne ¢ 0,25 mg nHesna no3a keM 0,5 mg AxeBHa 103a.

AKO cJIe/ pHeMa Ha 103aTa Bh3HHKHAT CHMITOMH Ha GpaauvapuTMus, TpaGBa aa ce npeanpHeMar
CHOTBETHHUTE KITHHHYHH MEPKH, a IPOC/ie/IABaHETO fa Obie MPOALILKEHO IO M3UE3BAHE HA
cumnromute, TpsbBa Na ce HA3HAYH NpociesBaHe Npes LAlaTa Holl, B MEJMLIHHCKO 3aBeJIeHHE, aKo
FIpM NALMEHT Ce HANOXKH (PAapMaKoNOruuHa HHTEPBEHLMA N0 BPEME Ha MPOCAEAABAHETO CAEA
MpHIaraHe Ha ITHPBaTa 1032 H TPAGBa Ja ce NPOoBeE MOBTOPHO CHLIOTO NPOCAesBate cnell
npuiaraHe Ha BTOpaTa 1033 XaHTHKO.

AKO ChpIEUYHATa YECTOTA Ha -1 Yac € AOCTHIHANA HAH-HUCKATa CTOHHOCT, C/1efl NPUNAraHe Ha
NbpBaTa 4032 (KoeTo Npeanoara, 4e MaKCHMATHHAT (papMaKOAHHAMUYEH eEKT BpXY ChpLETO Bee
OLLIE HE Ce € NPOoABKI), MPocNeIBaHeTo TPA6Ba da ObAe yABAKEHO HaH-MAIKO ¢ 2 Yaca M I0K4TO
CbpIEYHATA YECTOTA HE 3aMoyHe OTHOBO 3 ce NoBHIlaea. OCBEH TOBA, ako caea 6 yaca chpaeyHaTa
YyecTOTa € <45 yAapa B MMHYTa NPH Bb3pacTHH MaLKeHTH, <55 ynapa B MHHYTA NPH NEAHATPHYHH
IIALMEHTH Ha 8b3pacT 12 roqHu U noseue WK <60 yaapa B MHHYTA [1PY NEAHATPHYHH NALUMEHTH Ha
Bb3pact o7 10 1o noa 12 roauku, win EKI-To noka3sa HoeonosBun ce AV 610K BTOpa MIiH No-
BHcoka creneH, unn QTc uuTepsan >500 msec, npocaeassatero Tpabea fa 6bae yabKEHO (Hak-
MaJTKO M Npe3 HoLUTa), 40 H34Ye3BaHe Ha HaxoakaTa. [losBaTta, Mo KOETO W Na e BpeMe, Ha AV 6ok
TPeTa CTeNeH, ChILO TPAOBa Aa BOAM DO yIBJDKABaHE HA MPOCieaaBaHeTo (Hal-Malko 3a Mpe3 HOILTA).

EdekruTe BHpXy ChpAEYHATA YECTOTA H ATPHOBEHTPHKY1apHATa NPOBOAHMOCT, MOraT Jia C& NOABAT
OTHOBO MpH NMOKHOBABAHE HA JIEYSHHETO C PUHIONHMOA, KATO 3aBHCAT OT NPOABIKUTETHOCTTA HA
NPeKBCBAHETO U BPEMETO OT Ha4aloTo Ha neuenueto. [Ipenopbusa ce chilioTo NpocneaspaHe, KakTo
MpPH 3aM00YBAHE HA JICYEHHETO, MPH NMPEKBCBAHETO MY (BXK. Touka 4.2).

CnobinapaT ce MHOTO pelKH c/y4aH Ha HHBepCHs Ha T-BbJHATa NPH Bb3PACTHH NALIHEHTH, JIEKYBaHH
¢ ¢unroanmon. B cnyyaii Ha vHBepcus Ha T-BbiHaTa, NpeANMHCBAIMAT Nekap Tpa6GBa aa ce yBepy, 4e
JTHACBAT NPU3HALM WK CUMITTOMH Ha MHOKApAHA HCXeMHA. AKO ce MOJ03MPa HanH4e Ha MHOKapaHa
HCXEMHA, Ce NMPENoPbYBa Aa ce NOTbPCH KOHCYATAUHS ¢ KapaIHOIOT.

[MTopanu prcka OT CepHO3HH PHTBMHH HApYLIEHHUA WK 3HauMMa Opaavkapaus, XaHTHKo He TpabBa na
CE H3MOM3BA NPH NALMEHTH CbC CHHO-aTpHaNeH cbpaeyeH 010K, aHaMHe3a 33 CHMITOMAaTHYHA
OGpanMkapaus, NOBTAPALL C€ CUHKOMN MJTH ChPACYEH GPECT, WK MPH MALMEHTH ChC 3HAYHTETHO
yabkaBade Ha QT (QTc>470 msec [Bb3pacTHH MALHEHTH OT XXeHCKH non], >460 msec
[neanaTpruHy NalLMEHTH OT eHCKH non] niu >450 msec [BL3PacTHH H NeHATPUHHH MALMEHTH OT
MBXKKH [0/1]), MALHEHTH ¢ HEKOHTPOTHPAHA XHITEPTOHHS WK TEXKKA ChHHA anHes (BX. ChLIO

Totka 4.3). [1pH TaknBa NauHeHTH, NeueHue ¢ XaHTHKO MOXE J1a c€ HMa TIPeABHA CaMo, aKo
OYAKBAHUTE MOI3H NPEBBL3IX0KAAT NOTEHUIMATHUTE PHCKOBE, M AKO Ce TIPELIEHH, Y€ € YMECTHO
NPOBEXAAHETO Ha Jie4eHHe ¢ XaHTHKO, TPSOBa Ja ce MOTbLPCH KOHCYNTAaUMA ¢ KapJHOIIOr, npeau
3afiOYBAHE Ha NEYEHHETO, 3a J1a CE OlIpeie/TH HA-NOAXOAALIMA PEKHM Ha TPOCIeasBaHe,
[Ipenopeusa ce NoHe paziIUpero Npocie ABaHe Npes HOLTA, NPH 3aMno4BaHe Ha JEYEHHETO (BXK.
cbio Touka 4.5).

DOHHro/IMMOo/1 HE € MPOYYBaH TNPH NAUHEHTH C APHTMHA, H3UCKBALLA JEUCHHE ¢ AHTHAPHTMHYHH
NEKAPCTBEHH NPOAYKTH Kiac la (Hanp. XMHMAHH, ausonupamMuA) win kaac [11 (Hanp. amnonapon,
COTano/). AHTHAPHTMHYHUTE JIeKapcTBeHH NponykTH knac la n knac I11 ce cabp3sar ¢
npeaAn3BHKBaHeTO Ha “torsades de pointes™ npu maumenTH ¢ Gpagukapaua (BX. Touka 4.3).

¢ 6era 6nokepH, NOHMWIKABALLUY CHPAEYHATA YeCTOTa GIIOKEPH HA KATLMEBHTE
WK QUITHA3EM) WIH IPYTH BEIECTBA, KOHTO MOTAT A NOHHKAT ChPAEUHATA



neveHHe ¢ GUHIOMMMOA € CBBP32HO ChIUO H C IOHWKABAHE Ha Chp/IeYHATa HYECTOTa (BXK. ChLUO TOUKA
4.8 “BpaanaputMus’), E1HOBPEMEHHOTO NPHIOKEHHE HA TE3M BEIUECTBA, IO BPEME HA 3a1104YBaHE HA
IEUEHHETO, MOXKE 1a Obae CBbpP3aHo ¢ Texka Opanukapavs U cepaeden 6nok. [lopaan noteHumManHns
aAMTHBEH eeKT BbPXY ChpAE4HATa YeCTOTa, He TPADBA Aa Ce 3aro4Ba NeveHue ¢ XaHTHKO NpH
MalHEHTH, KOMTO Ce JIEKYBAT ¢ Te3M BeNIeCTBa 110 ChLIOTO BpeMe (BXK. Chllo Touka 4.5). [Tpu TakuBa
NIALMEHTH, JieueHHe ¢ XaHTHKO MOXe A3 ce 00ChAK, CaMO aK0o O4WAKBAHWTE NOJI3H NpeBUlLaBaT
NOTEHIHANHHTE PUCKOBE. AKO ce 0OMHCIIR 3al104BaHe Ha iedeHue ¢ XaHTHKO, TpsbBa fa ce noTbpcH
KOHCYJITaLMs C KapAHONOT, BbB BPb3Ka C TPEMHHABAHETO KbM RPYrH, He-NOHHKABALIH ChpAEUHATA
YECTOTA JIEKAPCTBEHH MPORXYKTH, TIPEIM 3aM0YBAHE HA TCUEHHETO. AKO MOHMXKABAINOTO Chp/eYHATA
yecToTa NeyerHe Be Moxke fa Gbae cripaHo, Tpabea Ja ce NOTbPCH KOHCYTALHSA ¢ KapaAHOJIor, 3a na
ce ONpeneny Hal-NOAXOAALUMS PEeKUM Ha TIPOCEASBaHE Chel MbPBATA 1033, KATO Ce Npenopbiba
pa3ilIMpeHo ApocheasBaHe, Hal-MaJIKO 11pe3 HOMITa (BK. ChLIO TouKa 4.5).

OT uureppan

B npoyupase 3a npoab/kuTeNnHocTTa Ha QT HHTEpBANA B CTALIMOHAPHO CHCTOSHHE NPH 1034 Ha
dunronmmon ot 1,25 uin 2,5 mg ¥ Bee OLLE HATMYEH HEraTHBEH XPOHOTpONeH eeKT Ha
dbunronumoa, nedeHueTo ¢ puHronuMoa BoAH 1o yawmkasane Ha QTc unreppana karo ropHa
rpaguua Ha 90% CI <13,0 ms. Hama 3aBRCHMOCT MeX Iy A03aTa U NPOABLKMTENHOCTTA Ha
€KCHO3HLYMATA HA QHHIONHMOA M yabbkasaneto Ha QTc unrepsana. Hama nannu 3a nosHinaBaHe Ha
yecToTara Ha cnydaure Ha yawmkasane Ha QTc HHTepRana, abCoONOTHO WK CIIPAMO H3XOAHHTE
CTOHHOCTH, CBBHP3aHO C TEPanuATa ¢ QHHTONUMOA.

KnauHu4HATa 3HAYMMOCT HA Ta3H HaXOJKa e Hen3BecTHa. B npoyuBaHHATa TP NALIHEHTH ¢
MHOXKECTBEHA CKNepo3a He ca HabNIAaBaHu IIMHHUYHO 3HAYHMK eeKTH Mo OTHOIIEHWE Ha
yabinkaBaneTo Ha QTc uHTEpBaNa, HO M NALIMEHTH ChC CHILECTBYBALL PUCK OT YABbMKaBaHe Ha QTc
MHTEpBana He €a BKIIOYBAHH B KIIHHHYHHWTE [IPOYYBaHHS.

JlexapcTBeHHTE NPOIYKTH, KOMTO MOraT Aa JOBEAAT 40 YArDkaBaHe QTc uHTeppana ¢ Hali-noGpe aa
ce u30ArBaT NpH MAUHEHTH ChC CHOTBETHHTE PHCKOBH (haKTOPH, KaTO HAMPHMEP XHIOKATHEMHA HITH

BpozeHo yabmkasane Ha QT vHTepsana.

HMmyHocvnpecHBHH ebekTH

®duHronuMoa HMa HMYHOCYTIPECHBEH eEKT, KOHTO Npepasnonara NaLuHeHTHTE KbM PHUCK OT
MHOEKUHH, BKIFOUYHTETHO OTNIOPTIOHHCTHYHH WHGEKLHH, KOMTO MOTaT A3 HMAT NETaleH U3Xoa, H
NOBUINABA PHCKA OT pPa3BHTHE Ha NTMMQOMH M PYrH 3n0KauecTBeHH 3a60139BaHuA, 0coOEHO TaKHBA Ha
koxara. Jlekapure TpabBa aa rpoceasBaT BHHMATENTHO CBOHTE HALHEHTH, 0CODEHO TE3HU Che
CBMBLTCTBALIM 3a60JABAHHA WIH W3BECTHH PHCKOBH (PaKTOPH, KATO HANPHMED TipealecTBallA
HMYHOCYTIpECUBHA Tepanua. AKO C€ MoJ03Hpa HAJTHYHETO HA TaKbB PUCK, JiekapaT TpabBa aa
obMucK npeycTaHOBABAHE HA NIEYEHHETO NPH OT/ENHHTE Cilydad (Bxk. ¢blo Touka 4.4 , Undexuun™
H ,,KoxHu 3nokadecTeeHH 3a6onaBanua”, n Touka 4.8 , Jiumpomu™).

Hudexkuuu

Kmouos dapmakoauHamuten edekt Ha GHHIONMMO € 10303aBHCHMOTO HaMansBaHe Ha 6pod Ha
nepudeprUTe TUMGOUNTH, KOHTO JocTHTaT 10 20-30% oT usxoanuTe cu Huea. To3H edekT ce ABIIKY
Ha obparuma cexBecTpauus Ha aumpounTty 8 TumdoviaHaTa ThKan (BX. Touxa 5.1).

[penw aa ce 3anoune neuerue ¢ Xantuko Tpabea na 6bae NpeqoCTABEHO HEOT,
v3cnenBaHe Ha f1b1HaTa kpbeHa kapthHa (TIKK) (r.e. B pamkuTe Ha nocnenHuT
cnapaHe Ha npeaecTsama tepanus). [lpenopbuea ce cbulo Taka [TKK aa ce
MO BPEME Ha JIEHEHHETO, HAa 3-Hs MECELl M TOHE BEIHLK FOAWLIHO cle] ToBa,



npy3HALY Ha uHgekuus. AKo ce ycTaHoeu abcomoTeH numounten 6poit <0,2x109/1, nevennero
TpaBBa Aa ce NPEYCTAHORH 0 nopobpsaeane Ha AumboumTHAA Opoii, ThH KaTo No BpeMe Ha
KIMHMYHHTE H3NWTBAHHA NeveHHeTo ¢ GuHronumon e GUIo CNHPaHoO NPH NALMEHTH ¢ abCoNIOTeH
numdoumren Gpoit <0,2x109/1.

3anoyBaHeTo Ha fieueHHe ¢ XaHTuko TpaOBa aa Obie OTNOKEHO MPH MALMEHTH C TEKKA AKTHBHA
HHEKUHUS, 10 HEHHOTO OTLUYMABAHE.

Edexrure Ha Ghunronmmon Bbpxy HMyHHaTa CHCTEMA MOTAT Aa TIOBMILAT PHCKA OT BB3HMKBAHE Ha
MHOEKIMY, BKIIOUMTENHO ONMOPTIOHHCTHYHH HAdeK1MK (8. Touka 4.8). Heobxonumo € npunaranero
Ha e(eKTHEHH THArHOCTHYHH W TEPANEBTHYHH CTPATETHH MPH MALHEHTHTE CHC CUMITTOMY Ha
MHEKLHA 110 BpeMe Ha nederrero. Korato ce oueHsBa NaLMEHT, NPH KOHTO ce Noao3Hpa HHpeKuMS,
KOSITO MOJKE I3 € Cepro3Ha, TpAOBa jla ce MMa NPEABHA KOHCYITALMA ¢ JIEKAp C ONMT B JIe¥eHHETO Ha
untekuun. [To apeMe Ha eHEHHETO, MaUMEHTHTE TPAGRa 1a 6bAaT HHCTPYKTHpaHH Aa chobluasar
He3a0aBHO Ha CBOA JIeKap 3a NOABATA Ha CHMATOMH Ha HHpeEKuUHA.

[Ipu passuTHE Ha cepyO3HA HHPEKLMA, TPAOBA a ce 0OMHCIM BPEMEHHO CIMPaHE HA IEUEHHETO ¢
XaHTHKO ¥ a C€ HANMPABH NPEOlIEHKA HA CHOTHOILEHHETO MON3a-PUCK NPeiH Bb30OHOBARAHE Ha
TepanusTa.

EnuMUHMpaHeTo HA (PHHTONMMO] Clles CrHpaHe Ha TepalnusaTa Moxe Aa NPOALIDKY A0 JBa MeceLa,
3aTOBA M Npe3 TO3H Nepuoi TpAGea A2 ce NpoawKH HabioAeHHETO 3a N0ABa HA HHPEKLKA.
MauueHTHTe TpbBa /1a 6BAAT HHCTPYKTHPAHH Aa CLOOLABAT 34 MOABATA HA CUMIITOMH Ha HHEKUHA
10 2 Mecelia cnep cripaHe Ha QUHIOTHMO.

Xepnec-supycra ungexyun

Cepuro3HH, %HBOTO3ACTPALIABALIM U NOHAKOTa (haTaMHM CIlyYau Ha eHUedaTUT, MEHHHIUT WITH
MEHHHTOEHLEDANUT, NPUYMHEHH OT XePIec CHMILAEKC BUPYC WIIH BapHLIENA 30CTEP BHPYC, ca
BB3HHKHAIH MO BCAKO BPEME B XOMAA HA NEUSHHETO. AKO BL3IHWKHAT XeprieceH eHlledanyuT, MEHUHIHT
HAH MeHKHroerHuedanuT, eueHreTo ¢ XaHTHKO TpAOBa 1a ce NPeyCTaHOBY M A2 Ce Ha3Hauy
IOMXOAALIO JIEYEHHE 34 ChOTBETHATA MHPEKLIHA.

Tlpenu 3anourane Ha neueHHe ¢ XaHTHKO € HEOOXOAMMO J1a Ce OLIEHH HMYHHMTETA HA NALHEHTHTE
cpely Bapuuena (Jiemenka). [Ips nauyeHTH, NMpH KOMTO JIMIICBA NIOTBBPACHA OT MEIHLIMHCKH
CTHELMAIMCT aHaAMHE3a 3a NpeKapaHa BapHUena WK A0KyMEHTALUs 3a MPOBeASH IMbJeH Kype Ha
BakCHHaUH# C BaKCHHA Cpelly BapHLEena, ce npenope4ba Aa cc H3CACABA HAMHYMETO HA aHTHTENA
cpewny BapHuena 3octep supyc {VZV), npeau 3ariouBaHe Ha Tepanuara ¢ punronamon. [pu
nauueHTHTe 6e3 aHTHTENA, Ce NPenopbLYBa NPOBEHKAAHE Ha ITBJIEH KypPC HA BAKCHHALIUA ¢ BAKCHHA
Cpelly BapHLuesa, Npeay Ja ce 3anouHe NeveHue ¢ GHHromuMoa (BxK. Touka 4.8). 3anouBaHero Ha
nedeHnero ¢ guHronumo TpabBa a ce oTnoxK ¢ | Mecel, 3a Na ce NOAYYH MhAeH edexT OT
BAKCHHALIHATA.

Kpunmoxoxos merunzum
Cpobluapar ce cny4aH Ha KPHIITOKOKOB MEHHHIUT {FbOHYHA HH(EKLMA), [IOHAKOTA ¢ JIETAIEH W3X04,
no BPEME Ha NOCTMAPKETUHIOBUA MEPHO, c/iel MPHOIU3NTENHO 2-3 rOOHHH NeHeHHe, BEIPEKH Ye
TOYHA BPB3KA ¢ MPOJBL/DKHTEIHOCTTA HA IEYEHHETO He € H3BecTHa (BK. Touka 4.8). [Ipu mauuenTuTe
ChC CHMIITOMM H MPU3HALH, CbOTBETCTBALIH HAa KPHITTOKOKOB MEHHHTUT (Hanp. rnasobonue,
CBNPOBO/IEHO OT MPOMEHH B CH3HAHHETO, KATO 00BPKAHOCT, XaIFOUMHALIMN KW/ UMK JTHYHOCTHH
MpoMeHH), TpAOBa fa Objie NMpoBeeHa BHUMATE/NHA IHArHOCTHYHA OleHKa. [Tpu uMpaHe Ha
KPHITOKOKOB MEHHHIHT, IEYEHHETO ¢ (PUHrOAMMOZ TpsORa Aa ce NPEyCTaHOBE
CHOTBeTHA Tepanus. Tpabsa na ce NpoBeae MYJITHAHCLMIUIWHADHA KOHCYAT /
CMEUHATHCT MO MHGEKLHO3HK 3a00NABaHKA), aKO NOJHOBABAHETO Ha JICYe
OCHOBATENHO.




IIpoepecusna myamudoxarna regxoenyeharonamust

Cuobwasar ce cnyuau Ha [IMJ1 no Bpeme Ha nieueHHe ¢ GHHTOIHMMOL, CJIEM pa3peLieHHETo 3a
ynotpe6a (Bx. Touka 4.8). [IMJ] e ONOpTIOHUCTHYHA MH(EKLMA, NPUUKMHABAHA OT BUpyca Ha JHKoH
KuHnunram (John Cunningham virus, JCV), koato Moxe na 6bae aranna iy a qosese 10 TexKa
unBanuaHoct. [To-ronsmara wyact ot cryyaute Ha TTMJI ca Bb3HHKHANHM Ciea 2 WK NOBeYe TOAHHU
neyeHne ¢ QUHronMMos. B AoNnbiHeHHe KbM MPOABLIKHTENHOCTTA Ha SKCIIO3HUMA Ha GUHrONMMON,
ApYTH NoTeHuuanHu pruckosu daxtopy 3a [IMJ] BrIo4BaT NpeaxoaHa TEPANKA ¢ HMYHOCYNPECOPH
WIH HMYHOMOIy1aTOpH WHITH Texika uMboneris (<0,5x10%/1). [TaumenTure ¢ nosumed puck Tpsabsa
A2 OhAaT BHMMATENHO HAGMIONaBaHy 3a npusHaLm Wik cumrromMy Ha [IMJL. TIMJI Moxe ia BL3HHKHE
camo npH Hanuuwe Ha uHbexums ¢ JCV. Ako ce npeanpueme uicnensane 3a JCV, Tpabsa aa ce uma
NpeaBHa, Ye BAHAHHETO Ha TMMQONEHHATA BbpXY TOUHOCTTa Ha M3c/ieBaHeTo 33 anTH-JCV anTuTena
HE € MPOYYEHO NPH NALMEHTH, NeKyBaHH ¢ huHronumoa. HerarusausaT tect 3a antu-JCV anTHTena
He W3KIIOYBA Bh3MOXKHOCTTA 33 nocnenpaila nudekuud ¢ JCV. [pean aa ce sanoude neueHue ¢
duHroamumon e HeoGxonum uzxonen AMP (0OHkHOBeHO B paMKuTe Ha 3 Mecewa) KaTo pedeperuus.
Io Bpeme Ha pyTiHHHTE Npocneaspamiy AMP nicnenpanus (B CLOTBETCTBHE ¢ HALMOHANIHWTE H
MECTHHTE IPENOPLKH) JieKapuTe TpsOBa 1a BHUMABAT 34 MOABA Ha JIE3MH, NIPEANONarall HUTHYHe Ha
IMMJI. C JIMP mosxe ma ce yCcTaHOBAT SBHH HAXOIKHK MPESH HANTHYHETO HA KIHHHYHH NPH3HALH HITH
cumntomu. ExerogHo npopexnade va AMP Moxe ga ce cunta Karo 4acT oT noBHILEHATa
GaHTenHoCT, 0cobEHO Npy MALHeHTH ¢ MOBHILEH PHCK 3a pa3BuTHe Ha [IMJL

CwoOinaBa ce 3a cnyyau Ha acumTtoMaruyHa TIMJI B3 ocHoBa Ha Haxoaku ot AMP, kakTo H 3a
Hanuure Ha JIHK ot JCV B rppGHauH0-MO3bYHATA TEYHOCT NPH NALHEHTH, IEKYBaHH ¢ GUHTOTMMON.
Axo ce nopozupa [TMJI, Tpadea HezabasHo 1a ce Hanpaed SAMP c qHarHoCTHYHA L€, 2 JIEHEHHETO ©
duHronumoz Tpabsa BpeMEHHO Aa ce crpe, AokaTo He ce u3kmnoud [IMJI. Ako IIMJI ce noTebpau,
JedenveTo ¢ puHronnMon TpAGBa Na ce NpeyCTaHOBH OKOHYATENHO (BiK. Chillo Touka 4.3).

Crobuiaea ce 3a BB3MANKTENEH CHHAPOM NPH HMYHHO BBL3CTaHOBARaHe (immune reconstitution
inflammatory syndrome, IRIS) npu nauseHTH, NekyBaHu ¢ peLENTOPHH MOLYNATOPH HA CHUHIO3MH |-
docdar (C1d), BrmounTenHo GHHIOIHMOA, KOHTO ca passuny [IMJ1 1 BnocneacTere ca
NpeycTaHOBWIM ieyeHneTo. [RIS ce nposaBaBa KaTo KNMHHMYEH CIa] B ChCTOAHHETO HA MALUMEHTA,
KoitTo Moke Aa Gbae 6bP3 W MOXKE 12 JOBEAE 1O CEPUOIHH HEBPOTOrHYHH YCIOMHEHHS WK CMBPT, H
4eCTO € CBbpP3aH ¢ XapakrepHu npometd B IMP. Bpemeto 1o Bb3HuxBaHe Ha IRIS npu nauneHTn ¢
[IMJT 06HKHOBEHO € OT CEJIMHLIM 10 MeCELM CIIE[ MpeyCcTaHOBABaHe HA NPHEMA HAa MONYNaTOpa Ha
C1d peuenropa. Tpatea na ce npeanpueme npociaenssane 3a paiputre Ha IRIS v nopxonsio
JIEYEHHE Ha CBBLP3AHOTO ¢ HETrO Bh3NasICHHE.

Hoeewuu nanuioma supyc ungexyus

Mo BpeMe Ha NOCTMAapPKETHHIOBUA MePHOL ce CbOOLABAT CiTyHan Ha MHEKIIHA ¢ YOBELIKY NanuioMa
supyc (HPV), pxntountento nanuaomy, sucnnasms, 6panasuiii U pak, cebp3at ¢ HPV, npu neyenue
¢ punrronumogn. [Nopanu MMyHocynpecuBhuTe cBOMCTBA He PHUHrOMMMOA TpaGea fa ce OOMHCIH
uMyHH3auus cperty HPV npean 3anoupate Ha nedeHneTo ¢ HHHrONAMOL, KATO C€ CIIeABAT
NpenopbLKUTE 3a UMyHH3aLua. [Ipenopbusa ce CKPHHHHT 32 WOKAYECTBEHH 3a00NIBaHN,
BKIHOYHTENHO UHTOHaMa3ka (PAP tecr), cbrnacHo craHzapTHaTa NPaKTHKA.

Makynen enem

ITpu 0,5% ot nauneHTHTE Ha NeveHHe ¢ puHronumon 0,5 mg ce cLobUIaBA 3a MaKy/IeH €eM ChC UAK
0e3 3pUTeITHH HApYWISHH A, PA3BHBALY C& NPEAUMHO Npe3 ITLpBUTE 3-4 Mecela OT JIEYEHHETO (BXK.
Touka 4.8). [lopany Ta3u npuukHa, Ha 3-4 Mecel ciie) 3aMOYBaHe Ha JICYEHHETO CE NPENophYBa
NPOBEXIAHETO Ha oTanMONOru4eH rnperie. AKo NaUMeHTUTE ChoOLIAT 3a HAKAKB

M3cneaBaHe Ha QyHayca v Maxynarta.



[TauMeHTHTE C aHAMHE3a 34 YBEUT M NalMeHTHTE ChC 3aXapeH auabeT ca ¢ NOBHLUEH PHCK OT PasBUTHE
Ha MaxyJied eaeM (Bx. Touka 4.8). OuHronMMo]] He € NPoyYBaH NPH NAUKREHTH C MHOXECTBEHA
cknepo3a M 3axape auaber. Ilpenopbusa ce NpH NalMEHTHTE C MHOXKECTBEHA CKIIEPO3a M 3aXapeH
nuabeT WM aHaMHe3a 3a YBeMT a Gblle NPOBEXIaH OueH nperne Npeiy 3anoYBaHe Ha ICUCHHETO,
crell KoeTo aa Obat NpocneasBaHy 110 Bpeme Ha JIEYEHHETO,

[TponBNKABAHETO Ha JIEYEHHETO NPH NALMEHTH C MAKYJIEH €/1eM He € npoy4saHo. [Ipenopbusa ce
CMIHPAHE Ha JIeYEHUETO ¢ XaHTHKO MPH pa3BMTHE Ha MaxyneH eaem. Peluenrero nanu fa ce
BBE306GHOBH TepanuaTa cien 06paTHO Pa3BHTHE HAa MAKy1HUA eaeM, TpsOBa a Hbae B3eTO Kato ce
MMAT MPEABH NOTEHUHANHHTE TION3H # PUCKOBE TIPH OTIEIHKTE NALHEHTH.

YepHonpobHo yBpekaaHe

Cpofiuapa ce 3a NOBHIIEHHE HA YEPHOAPOOHHTE €H3NMH, 0CODEHO HA aTAHHH AMHHOTpaHCAMKHHA3ATA
(AJIAT), HO cBbLIO ¥ Ha rama rayTamurrpancdepasara (I'T'T) u Ha acnapraT Tpancamunasata (ACAT)
NPH NALMEHTH ¢ MHOXKECTBEHA CKNEPO3a, MPOBEKAALIM ieyeHne ¢ punronumo. Crobiuasa ce ChriLo
33 HAKOJIKO CNy4as Ha 0CTpa YepHoapoGHa Hel0CTaTLHHOCT, Hallaralla YepHoapobHa
TPaHCMNAHTALMA, ¥ KJTHHUYHO 3Ha4MMO YepHOApoOHO yBpexaake. [TpusHauy Ha uepHoapobHo
YBPEKIAHE, BIIIOUHTEHO 3HAUUTENIHO IOBKIIEHHE HA CEPYMHHTE HHBA Ha YEPHOAPOOHHTE €H3UMH H
nos#ieH 061 GUIHPYOHH, ca HACTBITWITH B PAMKHMTE Ha JeCceT AHH Cnej fIpHEM Ha [TbpBara 103a,
JOKNABAHH CBLIO TaKa H ClieA NPOALIKUTENHA ynoTpeda. B kiMHu4HKTe w3nuTBanua npH 8,0% ot
BBL3IPACTHHTE NALMCHTH Ha Jeuenue ¢ hunronumon 0,5 mg e vabmonasaHo nosumasane Ha AJIAT 3
W MOBeYe MbTH Haa ropHa rpaHuua Ha HopMata (I'TH) cnpamo 1,9% oT naunenTHTe Ha levenie ¢
nnauebo. [osuwarane S-mbTi Hax ['T'H sb3HKkBa npu 1,8% oT naunenTHTe Ha PUHrOMMMOA H NPH
0,9% ot nauneHTuTE Ha Iwauedo. o BpeMe Ha KIIHHHYHHTE HANHTBAHUA (PHHTOIHMOL € OHT CITHpaH
MpH NOBHILIEHHE Ha yepHOApoOHHTE TpaHcaMHHasH Haa 5 et [HI. flpn nogHoBABaHe Ha
JIEYEHHUETO MPH YACT OT MMALMEHTHTE OTHOBO € HabMI0AaBaHO TIOBHILIABaHE HA TPAHCAMHHABHTE, KOETO
AOKa3Ba HATHMHETO HAa NPHHYMHHO-C/IEACTBEHA BPb3Ka C NMpHeMa Ha guHroauMos. Ipy IIIHHWYHH
NIpoy4BaHus, € HabnoAaBaHO NOBKHILABAHE HAa TPAHCAMHHA3UTE MO BCAKO BPEME B X0/ Ha JISYEHHETO,
BLOPEKM 4e Hali-uecTo € HabmoaasaHo npes nepauTe 12 Meceuta. CepyMHHUTe HHBa Ha
TpaHCAMHHA3HTE CE BPBIIAT A0 HOPMATHHTE CTOHHOCTH NPUOAH3UTENIHO 2 MeCeLa C/Iel CTIMpaHe Ha
NeYEHHETO ¢ PUHIONTUMO,.

DuHronuMon He € NPOyUBaH NPH NMAUMEHTH C TEXKO NpeALIecTBAaLIO YepHoApaOHO yBpexkaaHe (iac
C no Child-Pugh} 1 ne Tpabea na ce npunara npy Takuea naumeHTH (Bx. Touka 4.3).

[lopanu uMyHocynpecHBHUTE CROHCTBa Ha QHHTONHMO, 3aMOYBAHETO Ha JleueHHeTo Tpalea na Obae
OTJ0MEHO AP NAUWEHTH C aKTHBHA XENMaTHT BUPYCHA HHEKLIKL.

IMpeay na ce 3anoyne nevenue TpsaOBa Aa ce NPeJOCTABAT HANPABEHM HEOTAABHA (T.€. B PAMKHTE Ha
nocjeJHUTE 6 Mecewlia) HaceABaHUA Ha TpaHCaMHHa3uTe H 6unupy6una. [Ipun nvnca Ha KIHHUYHK
CHMITTOMH, HHBATa HA 4ePHOAPOOHUTE TpaHCaMHUHA3H U cepyMHua SunnpyOun Tpabea 1a ce
NpOCIEAAT Ha |-BH, 3-TH, 6-TH, 9-TH 1 12-TH Mecell OT IEYEHHETO W NIEPHONUUHO CJIejl TOBA B0

2 Mecelia c1eA NPeyCTaHOBABAHE Ha JieueHHeTo ¢ XaHTHKO. [1IpH fHnca Ha KITMHHYHH CUMITTOMH, aKO
YepPHOAPOOHHTE TPAaHCAMMHA3M €A Haj 3 MbTH, HO No-Manko ot 5 nytu ['TH, 6e3 noeuiuenne Ha
CepyMHHA GUIUPYOHUH, TpaOBa Na ce HHHLIMKMPA MO-4ECTOTO UM NPOC/IeAIBaHE, BKIIOYHTENHO
U3MEpBaHe Ha cepyMHHA SUNHMpyOuH 1 ankanHata dgocdaraza (AD), 3a aa ce YCTAHOBH NaH
HaCTBMBAT ROMMBJIHUTEAHH TIOBHILEHHA, H Ja ce pazbepe 1any uMa ANTEpHATHBHA ETHOJIONHA Ha
yepHoapobHaTa auchyHKUUA. AKO YepHOAPOOHKTE TpaHcamuHasH ca noHe 5 myru [TH unu nowxe 3




AUchYHKLMA), TeueHreTo ¢ XaHTHKO MOXe Ja ce Bb30OHOBH Bb3 OCHOBA HA BHHMATEHA OLISHKA Ha
CbOTHOLIEHHETO MOJI33-PHCK 33 NAlHEeHTa.

TMpH Nau#AeHTH, NP KOKTO C& HABNIONABAT CHMITTOMH, IPEANO/IArallll YepHOAPOGHa AHCYHKLHA
KaTo HeOBACHHMO raJieHe, IOBPbLIAHE, KOpeMHa 5oNKa, yMOpa, aHOPEKCHS HIIH XKBATEHHLA H/ WK
NOTHMHABAHE HA ypHUHAaTa, TpAOBa na GbaaT H3cneABaHH YEPHOAPOOHHTE eH3UMH H GUIHPYOHH, H
na GbJe CIpAHO AEYCHUETOAKO Ce MOTBBPAM 3HAUMMO YEPHOAPOOHO yBpexnane. JleueHuero He
Tpa6Ba 12 ce NOHOBSBA, OCBEH AKO HE C€ YCTAHOBH NpaBonoaoiHa alTepHATHBHA €THOJIOTHA 33
NPU3HALIMTE ¥ CHMIITOMHTE Ha YEPHOAPOOROTO yBpPEXKIAHE.

Binpeku ue JHINCBAT JaHHHA, KOUTO /1 10KA3BAT, Y€ MO BPEME Ha NMpHemMa Ha GQUHIrOMUMOL NpH
MaLMEHTHTE ¢ [PEeLIECTBAILO YePHOAPOOHO 3ab0n9BaHe € NO-BEPOATHO A4 ObaaT HabNKOIaBaHK
NOBHILEHH CTOHHOCTH HA YEPHOAPOOHUTE QYHKLMOHATHH TECTORE, € HEOOXOAUMO MOBUILEHO
BHUMaHHe NpH ynoTpedaTa Ha XaHTHKO MPU NALMEHTH C AHAMHE3A 33 NPEAIECTRAIIG 3HAYHUMO
yepHOApoOHO 3abongpane.

EdexTn BLPXY KPBBHOTO HandaraHe

Tlauuenrure c apTepHaIHA XHIIEPTOHHKA, HENTOB/TMABALLA CE OT NpHEMa Ha JICKAPCTECHH CPEACTBA, Ca
GHIH H3KJTIOUEHH OT NMpeaMapKeTHHIOBHTE KNHHHYHH H3NHTBaHKA, NnopajHd KOCTo € HeoDXoauMo
CneUHanHo BHUMaHHE TIPH JIEYCHHE HA NAUHEHTH ¢ HEKOHTROAHPAaHA XMIIEPTOHHA.

Mo BpeMe Ha KNUHHUYHHTE M3NTUTBaHKA 2a MC npy nauneHTHTe Ha nedeHue ¢ puHronumozn 0,5 mge
HabmoaapaHo NOBUILABaHE NpHOIN3KTeNHO ¢ 3 mm Hg Ha CHCTOIHOTO KPBBHO HaNAraHe H
npubau3uTenHo ¢ | mmHg Ha AHACTONHOTO KPBBHO HANAraHE, OTYETEHO 33 MBLPBH MBT
npHOIH3UTEIHO | Mecen cliell 3anouBaHe Ha IEUeHHETO U NEPCHCTHPALIO NPH NPOAbIKABAHE HA
neyenueto. B xona Ha Ae-roaMIuHO raue6o-KOHTPOMMpaHo npoyysade npu 6,5% OT NaLHeHTHTE Ha
Aevenne ¢ GuHronumog 0,5 mg ce chodlaBa 3a XUNEPTOHUA KATO HEXeNaHa peakuus U npu 3,3% ot
nauueHTHTe Ha hauebo. CneaoBaTesiHO, KPLBHOTO HanAraHe Tpabea na 6bae penoBHO MPOC/ieAABaHO
MO BpeMe Ha JieyeHHeTo ¢ XaHTHKO.

EdekTy BbpXy IuxaTenHaTa CHCTEMA

Ha 1-u1 Mecen] oT 3anouyBaHeTO Ha JieyeHHe ¢ PHHrONMMO] ce Habniogapa MHHHUMAITHO, A0303aBHCHMO
HaMajisBaHe Ha CTOHHOCTHTE Ha QopcHpaHHa ekcnidparopeH obem 3a | cekyHza (DEO1)
OHGY3HOHHHA KanauuTeT 32 BbraepoaeH okue (DLCQO), koeTo ce 3aabpxka H BNOCHEICTBHE. XAHTHKO
Tpabea na ce H30/13Ba C NOBHLIEHO BHUMAHHE NPH NallMeHTH ¢ TEXKO 2ab0o/9BaHe Ha AHXaTeTHaTa
cucrema, GenoapobHa pubpoza u xpoHuyHa obcTpykTHBHA GenoapobHa Gonect (Bxk. Touka 4.8).

Cunapom Ha o6paTHMa 3afHa eHledasonaTus

B KIMHHYHHTE W3NUTBAHHA H ROCTMAPKETHHIOBHA MEPHOJ ce ChOOILABAT peJKy Cy4aH Ha CHHAPOM
Ha obpaTiMa 3aaHa eHuebanonatus (CO3E) npu no3a ot 0,5 mg (BkK. Touka 4.8). Cumaromure
BIJTIOYBAT BHE3aMHa MoABa HA CHITHO 1apobosiue, rajieHe, NOBpPHILAHE, HAPYWIEHHE HA Ch3HAHUETO,
3pHTENHHU HapyLWeHus H rbpyose. Cumntomure Ha CO3E oBukHOBeHO ca 06paTUM#, HO MOTaT Jia ce
Pa3BHMAT 0 HCXEMUUEH MHCYJIT WK MO3BLYEH KPLBONIMB. 3a0aBAHETO HA AMATHO3ATA M JIEUEHNETO
MOraT ia AOBEJAT [0 TPaiiHH HEBPOAOTHYHH nocneamLM. Ako ce nogosupa CO3E, npuemsT Ha
Xantuko Tpsbea Ja ce NpeycTaHOBH.

Hpenmecrpainio neseHHe ¢ HMYHOCYNIPECHBHH UNH WMYHOMOIOYITHPALIN TEPAaniH

He ca npoBexaHH H3NUTBaHKA, KOWTO Aa OLEHAT ePHKACHOCTTA H Be30MacHo
NpH NPEMHHABAHE Ha MALMEHTHTE OT TePHAIYHOMH, THMETHII (yMapaT WiIH 2



neveHue ¢ gpurronnmo. Ipu npeMyHaBaHe Ha MALMEHTHTE OT NeYeHHe ¢ Apyra MoaudHumpalna
DonecTra Tepanua KuM Jieyenue ¢ prHronumon, Tpabsa na ce MMa NpeABYA Kakbp € NONYKHBOTHT Ha
eTUMUHUpAHE Ha APYraTa Tepanus, 38 1a ce W3GerHaT aAuTHBHY MMYHHH eheKTH 1 CHIUEBPEMEHHO J1a
ce MHHMMH3Hpa PUCKBT OT peuaWB Ha 3aboassaneto. lpenopbuea ce na c¢ U3cneaBa MbjiHa KpbBHA
KapTHHA MPEH 3aMOYBaHE Ha IeHeHHETO ¢ XaHTHKO, 3 Jla € CHIYPHO, U4 HMYHHHTE eeKTH Ha
npeaxomKaallaTa Tepanua (Hanp. UHTONIEHHS) Ca OTMHHANH.

o npHHUMN, NeyeHHeTo ¢ XaHTHKO MOXKe fa 3aMOoYHE BeJHara C/iel CUPAaHeTO Ha HHTepGEepOH KITH
rnaTvipaMep auerar.

[Tpu auMeTint gyMapar nepyHoabT Ha MEAMKAMEHTO3HO ouncTBaHe Tpabea na 6bae nocTaThYEH, 32 Aa
Ce Bb3CTAHOBH IThJIHATA KPLBHA KAPTHHA, MPEIH J1a ce 3aloYHE Ne4eHHe ¢ XaHTHKO.

Topaau AbIrks NONYXUBOT Ha eNHMHMHHPaHE Ha HaTanu3yMal, eMTMMHHHPAHETO My OOHKHOBEHO
npoabmkasa 1o 2-3 Meceua caejl cnupanero. TepudnyHOMA/ CBLIO Ce eTHMHHHMPA 6aBHO OT
naasmara. bes
NpolEAYPa 33 YCKOPEHO EIMMUHKpaHe, KTHPLHCBT HA TePHOAYROMHA OT I1A3MaTa MOKE 1a OTHEME
OT HAKOJIKO Mecena Ao 2 roaunuu. [IpenopbuBa ce npoueaypa 3a yCKOpeHO eTMMHHHPAHE, TaKa KAKTO
€ OITMCaHO B KPaTKaTa XapaKTepUCTHKa Ha NPOAYKTA TEPHGIYHOMM, WK NEPHO] Ha aTTEPHATHRHO
MeIMKAMEHTO3HO OYHCTBAHE, HE MO-KpaThk oT 3,5 Meceta. HeobxoanmMo € NOBHIIEHO BHHMAaHHE BbB
BPB3Ka C NOTEHUMATHATA Fb3MOMXHOCT 32 €AHOBPEMEHHA H3ABa Ha ¢EKTH BLPXY HMYHHATA CHCTEMa
NPH NPeMHHABAHE HAa NAaUMEHTHTE OT HaTanu3ymMal H TepudyHOMHUI KbM XaHTHKO.

AneMTy3ymab HMa CHIHH M NPOABLIDKUTETHE HMYHOCYTIPECHBHH eeKTH. Thii kaTo ToYHaTa
MPOABIKHTENHOCT Ha Te3nt edeKTH He € U3BECTHA, He Ce MpPenopbYBa 3aN04YBaHe Ha JieYeHHe ¢
XaHTHKO crieq Tepanus ¢ aneMTy3ymal, OCBEH ako MNOJI3UTE OT TOBA JeUEHHE HE TPEBB3X0XKIAT
KaTeropH4HO PUCKOBETE JIPH OTICTHUA NaLMEeHT.

PetueduneTo 3a NpOBEXKIAHEC HA NPOAB/DKWTEIHA ChIOBLTCTBALIA TCPAITHA ¢ KOPTHKOCTEPOHIH, TpSIGBa
Aa ce B3EME Cji€] BHUMATCAHA NPELCHKA.

EaHospeMenHo npuaarade ¢ MouiHd CYP450 unaykropu

Kombunupanero Ha duHronumon ¢ Molad CYP450 wHaykropy Tpabea aa ce npunara ¢ NoBHIIEHO
BHMMaHHe. He ce npenopbuBa eAHOBpEMEHHO NMPUIIATAHE C XKBIT KAHTAPHOH (BXK. TouKa 4.5).

3nokavecTbenn 3abongasanus

Koowcnu anonauecmeenu 3aborsteanus

Cbobwasar ce cnyyaun Ha GazanHoknerrsueH KapuHoM (BKK) ¥ apyry koxKHH HeorasMHu,
BK/TIOYHTENHO 3TOKAYECTBEH MEIAHOM, CKBAMO3HOKIEThYEH KapuuHoM, capkom Ha Kaposi u Merkel-
K/IEThYEH KAPLHHOM, TIPY NAUMEHTH, NpHeMailid QuHronuMona (Bxk. Touka 4.8). Heobxoaumo ¢ na ce
CIIE/IN 3a MOABATA HAa KOMHN JIE3WH H CE NPeNopbYBaT IPEBAHTHEHH MpPErjiell Ha KOXaTa npu
3an0YBaHE HA EUESHUETO U Ha BCekM 6 o 12 Meceula, criopes] KIMHWYHATA NpeLieHKa. AKo ce
YCTAHOBAT {10J03PHTENHH KOXKHH JI€3HH, NAUMEHTHT TPAOBA 1a OB1€ HACOYEH KbM AEPMATONOT.

Tobi KaTo NOTEHLIMANHUAT PHCK 32 Bb3HHKBAHE HA KOXKHU HEONA3MU HAPACTRA, NALMEHTHTE,
JeKyBaH# ¢ QUHronumosn Tpadea na 6bLaaT npenyrnpenaeHy, 1a He Ce HATAraT Ha CIbHYEBA CBET/IHHA

Ge3 3awmTa. Tlpu Te3m naumeHTH He TpAGBaA Ja ce NpUnara ChITbTCTBAWA GOTOTEpaN
UV-B-nbuenne umi PUVA-dorotepanus.

Jumpomu
Hma cnyyan Ha nosiBa Ha TMM(OM B KIMHHUHWTE NPOYYBAHHA M IIPH 10CTMAp
(Bx. Touka 4.8). CrobLIeHHTE ClTyyau ca XeTepOreHHH N0 NPHPOAA, OCHOBHO



BKJTIOUMTENHO B-knethunu u T-knersunu numomu. Habniogasanu ca v ciryvau Ha koxeH T-
k1eTbueH TuMpom (mycosis fungoides). Habnroaasak e u enuH netaneH cny4ai npu Epstein-Barr
gupyc (EBV) nonoxwureneH B-knerbuen numpoM. Ako ce Moo3Mpa nossata Ha TiMGoM, IedeHHeTo
TpabBa 1a ce npeyCcTaHOBH.

XeHH ¢ aeTepoaeH NOTEHLHAT

IMopaaw prck 3a n10/a, GUHrONMMOA € MPOTHBONIOKA3AH 0 BpeMe Ha OPEMEHHOCT K MPH XKEHH C
IeTepoAeH NOTEHUHAN, KOMTO HE H3N0N3BaT eeKTHBHA KOHTpalenuus. [lpeau anoysaHe Ha
NEYEHHETO KEHHTE C AeTepoaeH NoTeHuuan Tpsbea Aa 6baaT MHPOPMHUPaHH 38 CHIIECTBYBALIMA PHCK
3a 1044, TpAGBA 1a KMAT OTPHLIATENEH Pe3yNITaTa oT TecT 3a 6pemMeHHOCT W TpabBa Aa MU3MoI3BaT
e)eKTHBHA KOHTpALIENIMA IO BPEME HA JICYEHHETO W B NPOAL/DKEHHE Ha 2 Mecena criell
NPeyCTAHOBABAHE HA JIEUSHHETO (BXK. TOUKH 4.3 1 4.6 U HHQOpPMaLHUATa, ChABPXKALLA Ce B
HudopmauMOHHAA NakeT 3a JieKaps).

ITceBAOTYMOpPHY TE3HH

Cpo0uIaBar ce pesku CTyUYan Ha NOSBA Ha NICeBIOTYMOPHH JIe3UH, CBbp3anH ¢ peunaus Ha MC, npu
MOCTMAPKETHHIOBY YenoBus. B cny4aii Ha Texcbk peunans TpaGea aa ce Hanpasu JIMP, 3a na ce
M3KITIOHAT NICEBAOTYMOPHH NE3UH.

[peycTaHoBABEAHETO HA NEueHHETO TPAGBA Ja ce OOMMCIIH OT NeKyBsallua JICKap NMPH BCEKH clyyail
TIOOTIENHO, KaTO CE B3EMAT NPEABHI HHAWBUAYATHHUTE MOJI3H W PUCKOBE.

Bhaspbillane Ha aKTHBHOCTTA Ha 3a6osBaHeTo (prbayHi) cleql NpeycTaHOBABAHE HA JIEUSHHETO C

QHHFOJTHMOQ

[lo BpeMe Ha NOCTMAPKETHHIOBHA NMEPHOA PAIKO ce Habmoaaea Texko obocTpaHe Ha 3afonaBaHeTo
NpY HAKOH NALMEHTH, CIIPESTH JiedeHHeTo ¢ puHronumoa. O6HKHOBEHO ce HabnroaaBa B paMKHTE Ha
12 ceaMHLM cnefl cndpaHe Ha JIeYEHHETO ¢ GHHIONHMMO/, HO € ChOOIIABaHO U A0 24 ceAMHLU cnex
peycTaHOBABAaHE Ha NeueHHeTo ¢ uHronumon. [Nopaau Ta3u npHyMHA € HeOOXOAUMO NMOBHILIEHO
BHHMaHHeE MPH CITHPaHe Ha JIeYeHHETO ¢ GUHIONUMO/. AKO ce MPELEHH, Ye € HeoOXoqHMO
NpeyCcTaHOBABAHE Ha JICUEHHETO ¢ GHHrOIMMOI, TPAORA Ja Ce WMa NpedBHI Bb3MOXKHOCTTA 33
NOBTOPHA MOSABA HA H3KTIOYHTENHO BUCOKA AKTHBHOCT Ha 3a0onaBaHeTo, NaueHTHTe TpAdea aa
6baaT BHHMAaTENHO HabMIOJABaHY 338 CLOTBETHHTE MIPU3HALIA H CHMITTOMH H JIa Ce 3anoyHe
NOAXOAAILO JICUSHHE, aKo € Heobxoaumo (Bik. ,,CriHpaHe Ha TepanuaTa™ no-ao0my).

Cnupasde Ha TepanydaTa

I[Tpu B3eMaHe Ha pellieHHe 3a CITUPaHe Ha JeYEHHETO ¢ XaHTHKO € HeoOXOAHMMO Aa ce OcCUrypH 6
ceMHYEH HHTepBan €3 Tepanus, Bb3 OCHOBA Ha MMOJY)KHBOTA Ha JIEKAPCTBOTO, 32 Aa MOXe
(HHFONHMOR 1A C& H34HCTH OT KpbBooOpauleHHeTo (B, Touka 5.2). Bpost Ha numdousTuTe
NOCTENMEHHO C€ BPBILA 0 HOPMAJTHHTE CTOHHOCTH B PaMKHTe Ha |-2 Mecela ciied cnuMpade Ha
JIe4EHHETO NPH MOBEYETO NalMeHTH (BXK. ToUKa 5.1), BBIPEKH He MLIHOTO Bb3CTAHOBABAHE MOXE /1a
OTHEME 3HAYHTE/THO NOBEUE BpeMe MPH HAKOH NALMEHTH. 3aN04BAHETO HA IPYIH TEPANHH MPEe3 TO3M
NepHOA e A0BEAE 10 EJHOBPEMEHHA eKCMO3HLKA i Ha pHHronumos. Ynorpebara Ha
HMYHOCYNPECOPH CKOPO ClIEA, CMIHPaHE Ha JIEYEHHETO ¢ XaHTHKO, MOJKe 1A 0Beae A0 aAHTHBEH
eekT Mo OTHOILIEHHe Ha MMYHHATA CHCTEMA H TNIOPajH Ta3d MPHYHHA € HeOGXOIMMO MOBHILIEHO
BHHMaHHE.

Crnen cnvpane Ha durronmoa npu [IMJ, ce npenopbyea naumeHTHTe 1a 6BAAT
Pa3BHTHE HA BBINATWTENEH CHHIPOM NPH UMYHHO BhacTanoBssane ([IMJI-IR1
»I|porpecHpalla MHOTOOFHHUILIHA JIeBKOeHIehanonaTHa“ no-rope).



Heo6X0aMMo € ChLIO TaKa IOBHIIEHO BHUMAHHE TIPH CMHPaHE HA JICYEHHETO ¢ PHHIOIMMOA NOpajH
pHcka oT pubayHa (Bx. ,,Be3Bpbliane Ha AKTHBHOCTTA Ha 3a00n3BaHeTO {puGayua) cnen
TIpeyCTaHOBABAHE Ha JIEHEHHETO ¢ PUHrOTMMON" NO-rope). AKO NPeyCTAHOBABAHETO HA MPHEMA Ha
XaHTUKO ce CUMTa 338 HeoOX0aMMO, naudeHTUTe TpaOBa Aa OBLAAT NPOC/ICAABAHH NIpe3 TO3H NEPUOA 3a
CHOTBETHHTE NPU3HALM Ha BL3MOXeH pubayHa.

IlopaHgaBaHe HAa CEPONOrHYHHTE TECTORE

Twit KaTo GUHrONTMMOJ HamManABa 6post Ha NTUMGBOLMTHTE KATO T'H Npepasnpe/ensd B nepupepHuTe
NUMBOHIHH Oprany, IPU NALMEHTH Ha Jieyenne ¢ GuHronumMos 6posT Ha nepudepHUTe IHMPOLHTH
He MOXe Ja Gbe M3NO0/3BaH 34 OUueHKa Ha NHM(BOUMTHHA cTaTyc. 3a nabopaTopHuTe TECTOBE, NMPH
KOMTO CE M3MO3BaT LMPKYJIMPAILH MOHOHYKIIEAPHU KIETKH € HeoOX0nuMo HabaBaHETO Ha NO-ToNaM
ofieM KpBB Nopaayu HaMmaneHus Opoi Ha LMPKY.THPALIHTE TMMQOLHTH.

[leayaTpHyHa NomyJanug

[podwibT Ha 6€30MacHOCT NPH NEAWATPUYHH TIALIMEHTH € NOf0OEH Ha TO3H MNPH BE3PACTHH H MOpaay
Ta3W NPUHHHA NPEAYTIPERACHAATA U NPEANA3HUTE MEPKH NPH BBH3PaCTHH ca NMPUAOKUMU H NPH
neJHaTpHYHHUTE TI2LMEHTH.

[Mo-cneunanto, npy npeanucsaHe Ha XaHTHKO MIPH NEHATPHYHH NAaLHEHTH, TpabBa aa ce uma
NpeaBUa CeIHOTO:

. Tpabea ga ce cna3par npeanasHUTE MEPKH Clell IPHI0KEHHE HA MbpBATa 1033 (BK.
»bpasuapuTMus’ no-rope). CuliuTe APeANaIHK MEPKH, KAKTO Clle[ NPWIOKEHHE Ha MbpBaTa 1034, ce
penopbYBAT U IPH IPEMUHABAHE HA MAUKEHTa oT Jedenne ¢ 0,25 mg nuesHa ao03a kbM 0,5 mg
JHEBHa /1032

. B koHTponHpaHoTo negHaTpuuHo u3nuteane D2311 ce chobwasat ciyyad Ha rspyoOBe,
TPEBOXKHOCT, MIOHWKEHO HACTPOSHHE H JEMPECH, C TIO-BUCOKA HECTOTA NPH NAllHEHTHTE, JIEKYBaHH C
(HHrOIHMOA, B CPaBHEHHE C TALIMEHTHTE Ha JieueHHe ¢ uHTepdepoH Hera-1a. Heobxonumo e
MIOBMLICHO BHHMAaHHe B TasW noarpyna (ex. ,,Jleauarputna nomynanus™ B Touka 4.8).

. 3abenssaHo e neKo MoBHIIABaHE HA GWIKPYOHHA B H30/IHPaHH CTyHaH NPH NMEAUATPHYHH
NalMeHTH Ha NeyeHue ¢ hrHroaumon.
. [TpenopryBa ce Ha NeAHATPMYHHTE NAUMEHTH Ja CE HAlpaBAT BCHYKH HMYHH3ALHH, CBINAacHo

HACTOAILWTE PLKOBOACTEA 32 HMYHHM3aLMY, NPEH 3aMOYBAHE HA TEUSHHETO ¢ XaHTHKO (BXK. TouKa
-HHpexkunn* no-rope).

. Hma MHOro orpaHHyeHM JaHHH MpH Aeua Ha Bb3pacT Mexxay 10 ul2 roaunn ¢ terno moxg 40 kg
HITH

cTanuid Ha pasBuTHe 1o Tanep <2 (Bk. Touku 4.8 u 5.1). Heobxoaumo e noBULIEHO BHHMAHHE B TE3H
TIOATPYIIH NOpaAH HAMHYHETO HA MHOTO OrpaHHYeHH JaHHH OT KIIHHHYHHTE NPOYUBAHHA.

. Jluncear nanHu 3a AbnrocpovHaTa Ge3onacHoCT B NMeAMaTPHYHATA MOITYJaLiA.

4.5 BiammojeilicTBHe ¢ APYIH JeKAPCTBEHH NPOAYKTH H APYra GopMH Ba B3aUMOeHCTBHE

AHTHHEONNACTUYHA, HMYHOMONYTHPALIA WIH UMYHOCYTIPECHBHA TEPANHIA

He Tpabsa na ce npunara eAHOBPEMEHHO C AHTHHEOTUTACTHYHA, HMYHOMOJYJTHpAILa WIH

HMYHOCYNPECHBHA TEPaIkA NOPaaH NOBHLUEHHS PHCK OT aiWTHBHH ¢eKTH BbPXY HMYHHATA cHCTEMA
(Bk. TOukn 4.3 u 4.4).

HeobxonnmMo € NOBHIEHO BHHMAaHHKe NPH 3aM04BaHe HA NIEYEHHE MPH NALHEHT
NPOABLIDKKUTETHO BPEME Ca MPHIAaraHH JeKapcTBa, NOBITHABAUH HMYHHATA CH
Haranuzymal, TepudTyHOMUI WK MHUTOKCAHTPOH (BXK. Touka 4.4). B xaunmyf
NalMEeHTH C MHOXECTBEHA CKIIE€PO3a, eIHOBPEMEHHOTO MPHIOKEHHE Ha Kpa



KOPTHKOCTEPOM/IM 32 JIEYEHHE Ha PELHAUBHTE, HE € BIU10 CBBP3AHO C MOBHMIIEHA YECTOTA Ha
urexuuy.

BakcHHY
Tlo BpemMe Ha JleMeHHETO H NO ABa MECELa Cle CTUpaHe Ha JIeYeHHeTO ¢ XaHTHKO BAKCHHUTE MOTaT
Aa 6baart no-Manko edexTBHH. YnoTpebaTa Ha HKMBH aTEHIOMPAHH BAKCHHH MOXKe Jia KpHe PHCK OT

HHQEKLMH ¥ OPaJM Ta3u NpHuYMHA TPAGBa 1a ce u3bArea (Bx. Toukd 4.4 1 4.8).

BelecTea, npefU3BUKBaLIH Opaguxapaus

DUHrOIUMON & BHN NPOYUBaH NPH NPKNarade B KOMOWHALWA ¢ aTeHoon W auiThaseM. [1pu
nipuiaraHe Ha GUHroNAMO ¢ aTEHORON B XO/a Ha NMPOYYBAHE 38 B3aHMOASHCTBHA NPH 34PaBH
no6posonuu e Habmoaapano 15% HamansBaHe Ha ChpjledHaTa yecToTa, [1pH 3ano4BaHe Ha neyeHHe C
(UHronMMOoa M ¢ AUNTHA3eM He e Habnlonaran Takbs etexT. He Tpabea na ce 3anovsa neuenue ¢
XaHTHKO NpM NaLKeHTH, NpHeManH Oeta BIoKepH WK APYry BELIECTBA, KOUTO MOTAT [la HaMallAT
ChpaeyHaTa YeCTOTa KATO aHTHApUTMUUK Kac fa u 1, kanuyesn aHTaroHMcTH (KaTo Bepanamui Wi
AWnTHA3eM), HBabpaarH, IHTOKCHH, RHTUXOTMHEPTYYHHI CPEACTBA UNH NUIOKAPNHH, Nopaan
NOTEHLHATHHA aTHTHBEH eeKT BLPXY ChpAeuHaTa yecToTa (Bk. Touku 4.4 u 4.8). Ako ce obmucas
neyenne ¢ XanTHKO NPy TaKKBa NAaLMEHTH, TpAOBa Ja ce NOThPCH KOHCY/ITAUA ¢ KAPAHONOT BLB
BP'b3KA C NPEMHHABAHETO KbM JIPYTH JIEKapPCTBEHY MPOAYKTH, KOUTO HE NOHWKABAT ChpaeyHaTa
4eCTOTA WK ChOTBETHO NPOCNeAABaHe NPH 3aMoYBaHE HA JIEYEHHETO, KAaTO CE IIPENOPhYBa
npocneaaase Hail-Manko npe3 HOWITA, AKO NOHWKABAUIHTE ChpJeYHATa HECTOTA JIEKapCTBa HEe MOTaT
na OsgaT cnpaHH.

DapMakoKHHETHYHH B2aUMOJEHCTRUA HA IPYTH BEIlecTRa ¢ duHTonuMon

dunronumon ce merabonuzupa npegumio ot CYP4AF2. Jipyru ensumu karo CYP3A4 cbno
DOTIPHHACAT 32 HEFOBHA MeTaboMH3bM, 0COOEHO B CITyHauTe Ha CHTHO HHAykuupaHe Ha CYP3 A4,
MolunHTe HHXHONTOPH Ha TPAHCMOPTHPALLKTE MPOTEHHH HE CE OYaKBa [1a OKAa3BaT BIMAHHE BLPXY
AMCNO3HUMATA Ha puHronumod. EqnospeMeHHoTO npuiarade Ha PHHroOMMMOA ¢ KETOKOHA30N BOJIH
ao 1,7-mbTi nosuuiasane Ha ekcrnosuuaTa (AUC) Ha duHromumon u punronumon docdar upes
uHxHOHparie Ha CYP4F2. Heo6xomMMo € noBHineHO BHUMAHHE NPH CHBMECTHOTO NMPUIIOKEHHE C
BewnecTsa, kouto naxuoupatr CYP3A4 (nporeazHu HHXMOUTODH, NPOTHBOTBOMYHH A30JTH, HAKOH
MaKpOJIMAH KATO KNAPHTPOMHLHH HIH TEJIMTPOMHLIHH).

B cTauMonapHo cheToOSHHE, EHOBPEMEHHOTO NMpiUiaradHe Ha kapbamaszenun 600 mg aea nsTH JHEBHO
H eAWHHYHa 1032 Ha puHronuMon ot 2 mg, Hamanasa AUC Ha ¢hHHromuMoA u Herosus MeTabonuT
npubnuzurentio ¢ 40%. Opyrute cundu CYP3A4 eH3uMHM HHAYKTOPH, KATO HATIPHMEp
pudamMnuiH, detiodapbuTail, YeHHTOMH, eaBUPEHII H KBJIT KAHTAPHOH, CBINO MOTAT a HAMANAT
AUC va ¢HHronnMoa M HerosHa MeTabONNT NOHE C TONKORA, TbH KaTO TOBA MOXKE MOTEHLHAIHO Jia
TNOBJIUSAE OTPULIATENHO €(PHUKACHOCTTA, EIHOBPEMEHHOTO KM NpUiaraHe TpaGea na ce npasy ¢

TMOBUILICHO BHUMAHHE. EﬂHOBpeMBHHOTO npl«maraHe C H'BJIT KAHTAPHOH, HE CE npenopr4ysa (B)K. TOUYKA
4.4).

QapMakOKHHETHYHU B3aUMOISHCTBHA Ha QUHIOIUMMOJ C APYTH BELIECTRA

Masnko BepoaTHO € GHHTOMMMOS Aa B3aHMOIEHCTBA C BELLECTBA, KOKTO ¢ MeTabONH3UPAT PeIHMHO
ot CYP450 en3umuTe vk ca cyOCTpPaTH Ha FABHWTE TPAHCHOPTHH NPOTEHHH.

EnsoBpeMEHHOTO NpHraraHe Ha GQUHIOMMMO H LIMKJIOCTIOPHH HE BOJH AO Mo
KAKTO Ha LIMKNOCTIOPHH, Taka M Ha GpuHronvMon. CneaoBareniHo, HE ¢€ OYaKBa
NOBAMABA (ApMAKOKMHETHKATA Ha JIEKAPCTBEHH NMPOLYKTH, KOKTO ca cybeTpa



EnHospeMenHOTO NpuaraHe Ha GUHTONHMOL C MEPOPATHH KOHTPALICITHEH (€THHHAECTPAIHON H
NIEBOHOPTECTPEN) HE NPeIH3BUKBA NPOMEHH B €KCIIO3HLIMATA NEPOpaHHTE KoHTpauenTHeH. He ca
NPOBEXKAAHH NPOYYBaHHA 3a B3aWMOAEHCTBUA Ha PHHPOIMMO/L ¢ NEPOPATHH KOHTPALIENTTHBH,
ChObPXKALLHK NPOreCTareH|, BLNPEKH TOBA HEe C€ OYaKBa (PMHIONMMOJ /ia OKa3Ba BIHAHKE BHPXY
TAXHATA EKCMO3HLHA.

4.6 DeprHIARTET, OPpEMEHHOCT H KhPMERE

Kenu ¢ gerepones noreHumnan/ KoHTpauenuus npu xeHu

@MUHrONMMO]l € NPOTHBOTIOKA3aH MPH XKEHH C ASTEPOICH NOTEHLINAN, KOMTO HE H3NO0/3RaT ePeKTHBHA
KOHTpauenuus (Bxk. Touka 4.3). Tlopanu Tasu npu4MHa Npeay 3ano4BaHe Ha JIEYEHHETO MPH KEHH ¢
JeTepojieH ROTEHLIHaN TPAOBA 1a € HAJIMLIE OTPHLATENEH PE3Y/ITaT OT TeCT 3a OPeMEHHOCT H Ja ce
HamnpaBH KOHCYNTalMWA BbB BPb3Ka CbC CEPHO3HHA PHCK 32 1104a. XKeHHTE ¢ ASTEpOACH MOTeHIHA
TpabBa Na M3NON3BaT eeKTHBHA KOHTPALIENIIMA 110 BPEME Ha JIEHEHHETO H B MPOAbL/LKEHHE Ha

2 mecela ciiell peycTaHOBABAHE Ha ne4eHHeTo ¢ XaHTHKO, Thil KaTo cliel NpeycTaHOBARaHe Ha
NIeYEHHETO ca HeobXoaUMH NPUONH3UTETHO 2 Mecela 3a eTMMHHMPaHe Ha GUHIOAMMOJ OT OpraHH3Ma
(Bx. Touka 4.4).

KoHKkpeTHH MepkH ca BKJIKOUEHH ChILo Taka B MHbopMauBoHHHA nakeT 3a nekaps. Te3n Mepku
Tpabea ga ce BbBeAAT NpeaH GHHTONUMON a ce npeanuiue Ha GpeMeHHH MALMEHTKH U N0 BpeMe Ha
JICYEHHETO.

Koraro ce cnHpa neueHHeTo ¢ GHHroNUMoN NpH niIaHupaHe Ha SpeMeHHOCT, TPAOBa 1a ce HMa
NpeiBHI BLIMOXHOCTTA 32 BB3BPhILAHE Ha aKTUBHOCTTA Ha 3abonaBareTo (BK. Touka 4.4).

BpeMeHHOCT

Bb3 0CHOBA Ha ONKMTA NPH X0Opa, NOCTMAapPKETHHFOBUTE aHHH Npeanoarar, ye ynotpebara na
(lJHHPOIlHMO}I € CBpp3aHa C 2-KpaTHO NOBHILCHHE HA PHCKA OT Bb3HMKBAHE HA I'OJICMH BPOOEHH
manopMalnH, KoraTo ce npwiara no BpeMe Ha GpeMeHHOCT, CpaBHEHO ¢ YecToTaTa, HabmonaBaHa B
obara nooynauus (2-3%; EUROCAT).

Haii-yecto chobuiaBannTe roneMu MandopMaumu ca CleaHUTe:

- Bpoaenu chpaeunn 3a6013BaHNHA KaTO MEKIYNPEACHPAEH WIH MEXAYKAMEPEH CEMTTAIEH
Aedexr, Terpanorus Ha Qano

- brOpeunn anomanuu

- MycKynHockeneTHH aHOMaTHK

Jlniceat naHHM 33 BNUSHHETO Ha GUHIOMMMO/ BLPXY POAOBHA NPOLEC H PAXKAAHETO.

[IpoyusatmnsTa npy KHUBOTHHM NOKA3BAT PENPOLYKTHBHA TOKCHYHOCT, BKIIOUHTENHO 3aryGa Ha rioja
M OPraHHH AHOMaJIMH, 0COBEHO HaNTHYME Ha IEPCHCTHPALL TPYHKYC apPTEPHO3YC H MEKIYKAMEPEH
cenranen aedext (Bx. Touka 5.3). U3BecTHO €, ue peLenTophbT BHPXY KOHTO OKa3Ba BIHAHHE

(punronnmon (chunrozux 1-docdar peuentop) yyactsa B 06pasyBaHeTo HA ChROBETE MO BPEME Ha
emOpHorenesara.

3artoBa GHHTONMMO/ € IPOTMBONOKA3aH MO BpeMe Ha 6peMeHHOCT (BX. Touka 4.3). Guxronumox
Tpa0Ba fa ce crpe 2 Mecelia NPeaH NJIAHUPAHETO Ha OpeMeHHOCT (BX. Touka 4.4). AKko xkeHa
3abpemeHee 110 BpeMe Ha NeUEHHETO, MPHEMDBT Ha GHHrOAUMON TPA6Ba fa ce NpeyCTaHOBH.
HeOGXO}lHMO € [a ce HanpaBH MEAHLHHCKa KOHCYJITALIHA OTHOCHO PHUCKA OT YBpexaa ,Ha'_‘l"l.ﬂo
CBBP3aH € NEYEHHETO U Ja CE MPOBEXIAT YATPA3BYKOBH NPErIeaH.




Knpmene

MDUHrONMHUMOJ C& EKCKPETHPa B MIAKOTO Ha JKHBOTHH, NPH KOHTO € NIpUNaraH npes nepHosa Ha
nakTaumsa (Bx. Touka 5.3). [lopasy B3MOMNKHOCTTA OT NOABA HA CEPHO3HH HEKENAHH PEAKLHH KbM
(PHUHrOTUMOZ IPH KbPMAUETA, JKEHH NpHeMallid XaHTHKO HE TPAGBA /la KbPMAT.

deprHnuTeT

JIaHHHUTE OT MPeAKTHHHUHNTE POYYBAHHA He MOKAa3BaT PUHIOAMMON 12 € CBbP3aH C NOBULICH PHCK
OT HaMasiBaHe Ha epThaHTeTa (BXK. TOUKa 5.3).

4.7 Edextn BLpxy cnocoGHocTTa 33 Iodupane A pabora ¢ MAIIHHE

XaHTHKO He NMOBJIMSEA MM NOBIHSAEA NpeHebpeskuMo cnocoOHOCTTa 3a Wwodupane U paboTa ¢
MAaLLMHH.

Hesaeucumo oT ToBa, € BL3IMOXKHA MOZBATA HA 3aMafgHOCT WM CHHIHMBOCT MDY 3aMouBaHe Ha
neueHuerto. [lpenopbysa ce, NpH 3anousaHe Ha ie4eHUe ¢ XaHTHKO, MALMEHTHTE J1a OCTaHaT B
npoawDKeHUe Ha 6 vaca noj HabmoaeHue (Bxk. Touka 4.4 “bpaguaputMua™).

4.8 HexeJanH JeKAPCTBEHH PeAKIHH

O60o01nenHe Ha Tpoduaa Ha 6e30nacHOCT

Haii-uecTnre Hexenany peakuuu (dectora >10%) npu nosa 0,5 mg ca rnasobonue (24,5%),
NOBHILIEHH YepHoApoOHU ensumu (15,2%), nuapua (12,6%), kamnnua (12,3%), rpun (11,4%),
cuHysur (10,9%) u Gonku B repba (10,0%).

TabauuHo NpeacTaBIHE HA HEKEAHHTE peakLMK

Hexenanute peakuuy, ChOOIIEHH OT KIHHHYHH H3MHTBAHUS H OT NOCTMAPKETHHIOBUA OTIHT,
NOJIyYEHH Ype3 CMOHTaHHH ChOOLIECHHS 3a CITy4au WM Cy4aH, ONUCAHHK B JIMTEPaTypaTa ca
npecraBeHH Mo-AoNy. UeCTOTHTE ca onpeneneHt Karo € W3MoA3BaHa Clie/iHaTa KOHBEHIHA: MHOTO
yecTH (=1/10); yeetu (>1/100 o <1/10); Heyectu (=1/1 000 go <1/100); peaxu (=1/10 000 a0

<1/1 000); muoro peaxu (<1/10 000); c Hen3BecTHa YecTOTa (OT HAJTMUHKTE AAHHM He MOXe Aa Obje
HanpaBeHa oLieHka). [Ipn BcAKO rpynupaHe Mo YecToTa, HeXKENAHUTE PeakKivH Ca NMPeICTABeHH B
HM3XOOAUI pPefl MO OTHOWEHUE HA TAXHATA CEPHO3HOCT,

Hadexnun v sadecTanHn

MHoro HecTu: I'pun
CHHY3HT
Yecth: Xepnec BUpYCHH HHpERLUMH
Bpoxxut
TwHea Bep3ukonop
Heuecetn: THeemoHMA

C HemseecTHa vectoTa: [lporpecuBHa Myatudokanta neskoeHuedanonarus ([IMIT)**
Kpunrokokosu nHpekuuu**

Heonnasmn — nobpokavecTBeHH, 310KA4YECTBEHH H HeonpeaeieHH (BKJI. KHCTH H NOJHITH)
1nH)

Yectu: BaszanHokneThueH xapuvHoOM
Heuectn: 310KaueCTBEH MEJAHOM ™ * **
Pepxu: JInmom***

CKBAMO3HOKJETBYEH KAPLHHOM™* ***




Muoro penku: Capkom Ha Kaposi****
C HewspecTHa uectora: Merkel-kieTryet kapuuHom™***

Hapyuwenus Ha KPbBTa H JEM$pHAaTA CHCTEMA

YecTn: Jlumconenns
Jleskornenus
Heuectn: Tpombowronenus

C HEM3BECTHA YECTOTa: ABTOUMYHHA XEMOITHTHYHA aHeMusA ***
Mepudeprn otoun***

Hapymenns A2 HMYHHATA CACTEMA

C Heu3BECTHA YecTOTa: Peakuyy Ha CBPBLXYYBCTBUTENHOCT, BISHIOUHTENTHO OOPHE, YPTUKAPHA H
aHrvoeneM NPH 3aMOYBaHe Ha JieueHHeTo* ¥ *
Bh3nanuTeneH CHHIPOM NPY WHMYHHO Bb3cTaHossBaHe ([RIS)**

IlenxA4unH HApYICEHAS
Yectan: Henpecus

Heuectu: Jlempecuero HacTpoeHHe

Hapymenusa Ha HepBHATa CHCTEMA

Muoro yectu; I'narobonue

Yectu: 3amafHocT
MurpeHa

Hevectn: I'bpuoge

Penku: Crvinapom Ha obpaTuma 2anHa eHuedanonarusa (CO3E)*

C HeunssecTHa yectoTa: Texko Bromasane Ha 3a00N9BaHETO CleA NPEYCTAHOBABAHE HA PHeMa Ha
Xaatuko***

HapymeHus 622 o4nTe
Yecru: 3aMBIISBaHE HA 3PEHUCTO
Heuectu: Maxyner enem

Copaeunn HapyuieHHs

Yecrh: bpanvkapausa
ATpHOBEHTpUKYNapeH 6ok
MHoro peaku: HuBepcusa Ha T-biaHara***

CbA0BH HapYymenun
Yecru: Xunepronus

PecnapaTopHH, TPBHE H MeJHACTHHAIHA HAPYIIEHAS
MHoro yects: Kamnnua
YecTu: Jucndes

Cromamuo-upeBHM HAPYWIECHHSA
MBoro yectu: Jnapyis
Heuectn: lanene***

HapynieHus Ha KOXKATA B NOJKOKHATA THKAH
Yecth: Exiema
Anoneuus

[pypuryc




XenaToOHIBAPHH HAPYICHHA
C nHewsBecTHa uecToTa: OcTpa YepHoapoOHa HEAOCTATBUHOCT***

Hapymennn HA MYCKYJHO-CKEJIETHATA CHCTEMA H CHLEAHAHTEIHATA ThKaH

MHoro yecTh: bonka B repba
Yecth: Muanrus
ApTpanrus
O0mwn Rapymenns H eeKTH Ha MACTOTO HA MPHIOKEHHE
Yecru: AcTeHus
H3cheasanun
MHoro uecTH: [Mosuirapane Ha yepHOAPOOHUTE €H3HMH {NIOBMILABAHE HA AllAHHH
TpaHcaMKHa3a, raMa rilyraMmuwiTpaHcdepasa, acnaprar TpaHCAMHHA34)
YecTh: Ionwxeno Terno***
IloBHILABaHe HA TPHUITIHLEPHINTE B KPBBTa
Heuecrn: IMonmwxkasane Ha Gpoa Ha HeyTpodrIHTe
* Karteropusara no 4ecToTa € onpeaeneHa b3 OCHOBA HA EKCIIO3MIHATA Ha NpUOIK3HTeHO 10

000 naysenTH Ha PUHIOIMMON B XOAa HAa BCHYKH KIHHUYHH H3MHTBAHHS.

Crobmasa ce 3a [TMJ], IRIS 1 kpunTOKOKOBH HH(EKLIMH (BKNIOYUTETHO CITy4aH Ha

KPHITTOKOKOB MEHHHTMT) 11O BPEME Ha MOCTMAPKETHHIOBHA NepHo (BK. TouKa 4.4).

HexenaHu NnekapcTBEHH PEAKIMH OT CTIOCHTAHHH ChOOLIEHHA H JTHTEPAaTYPHH CITyuaH.

*¥*+ KateropusaTa N0 4ecTOTa H OLIGHKATAa HA PHCKa €a OTNPEAE/IeHH Bb3 OCHOBA Ha €KCMO3HUHATA
Ha noeye ot 24 000 naunenTH Ha ¢puHronumoa 0,5 mg BB BCHUKH KITUHUYHH H3MHTBAHHA.

%

*akk

Onucanue Ha M30OpaHH HeWeNaHH peaKliiu

Hudexyuu

B KIMHHYHHTE NpOYHBaHUA 32 MHOJKECTBEHA CKIepo3a ofmmara yecToTa Ha HHpexuuunre (65,1%) npu
nipunarane Ha ao3a ot 0,5 mg e nonobHa Ha nnaueto. Benpeku ToBa, HHAPEKUHUTE HA NONHHTE
JOUXATETHH MbTHINA, NPEAUMHO GPOHXHMTH H B ITO-MAJIKA CTENEH XEPNECHH HHAEKUUH H THEBMOHYH,
ca OHNH NO-YeCTH NPH DANMEHTHTE Ha JiedeHHe ¢ DUHIOTUMOA.

Cro061aBaT ce HAKOJKO CIy4as Ha AHCEMHHHPaHa XepliecHa HHDEKUHA, BIITFOUMTENHO ¢ daTaneH
n3xoz, npu ao3a or 0,5 mg.

Ipes nocTMapkeTHHroBHA NEpUOA HMa CLOOLIEHHA 3a Clly4yaH Ha HHGEKUHH ¢ ONOPTIOHHCTHUHU
NaTOreHu, KaTo BUPYCH (Hanp. Bapuuena-soctep BHpyc [VZV], supyc Ha JHxon Keuunram [JCV],
NPHYHHABALL HPOrpECHBHA MYNTH(OOKANHA NeBKoeHtedanonaTHs, Xeprec cuMIuiekc Bupyc {HSV]),
rbOMYKH (Hanp. KPUITTOKOKH, BKJIIOYHTENHO KPHIITOKOKOB MEHHHTHT) WM (akTepud (HAfp. aTHIIHYEH
MHKOOaKTEpHIA), HAKOH OT clyyanTe ca GHAM ¢ neraneH u3xon (K. Touka 4.4).

[lo BpeMe Ha NOCTMAPKETHHIOBUA MEPHO/ Ce CbOOILABAT ClTy4aH Ha HHOEKLMA C YOBEWIKY Manuioma
supyc (HPV), Bitountenno nanunomu, aucrnasus, 6panasduu H pax, cebpzad ¢ HPV, nipu neuenue
¢ puuronuMon (Bx. Touka 4.4). INopanu HMyHOCYIpeCHBHUTE CBONCTBA Ha (HUHIONMMOZA TPsOBa a ce
obmucan uMyHu3auns cpemy HPV npenu sanourane Ha nedeHHeTo ¢ GUHIONHMO, KATO C€ CIeABaT
NPENOPBLKHTE 33 HMYHHU3auua. TIpenobura ce CKPHHHAT 32 2/TOKAY€CTBEHH 326048, -
BKJHOYHTEIHO UMTOHaMaska (PAP TecT), ChIIacHO CTaHNApTHATA TIPAKTHKA.




Maxynen edem
B KIHHHUHKTE TIPOYHBAHHA 32 MHOKECTBEHa CKIIepo3a, MaKyNieH egeM ¢ Habmoaaean npu 0,5% ot

MALMEHTHTE, JEKYBaHM ¢ NpenopbuuTentara fo3a or 0,5 mg u opu 1,1% or nauueHTHTe, TEKYBaHM €
no-BUcoKaTa 103a oT 1,25 mg. boauuHCcTBOTO OT ClyyanTe ca HabmonaBaHH B paMKHTE Ha bPBUTE
3-4 Mecela OT JeyeHHeTo. HacT OT NaLMEHTHTE ca MMaTH 3aMbI/IABAHE HAa 3PSHUETO WM HaManaeaHe
Ha 3PUTENHATA OCTPOTA, HO APYTH ca GHIM ACHMIITOMATHYHH H ca OWIH AHArHOCTHIMPAHHU 10 BpeMe
Ha penoBHUTe odTanMonoryuny nperieas. Karo uano MakynHuaT enem ce e nosimsl 61aronpustHo
WM € TIPETHPIAN CHOHTAHHO OOPATHO Pa3BHTHE CIEA CNIMPaHE HA ICUEHHETO. PHCKET OT peuravs
criel Bb30DHOBABAHE HA JISUEHUETO HE € NPOoyUBaH.

YecroTara Ha CyvauTe Ha MaKyJieH e/leM € NOBHLIEHA NPH NALIMEHTH ¢ MHOXKECTBEHA CKIIepo3a H
aHamHe3a 3a yeeut (17% c aHamHe3a 3a yeeHT cnipamo 0,6% Ge3 anamiesa 3a ysenT). QUHrONHUMOS He
€ TIPOY|BaH 1PV NaLHEHTH C MHOXECTBEHA CKAEpo3a U 3axapeH AuabeT — 3abonasane, CBLP3aHO ¢
MOBULIEH PHCK 3a PA3BHTHE HA MAKYJIeH efeM (K. Touka 4.4). B xnuHMuHHTE npoy4saHus npx
OBLOPEYHO TPAHCIUIAHTHPAHH, B KOMTO ¢a OHNH BIUTIOUEHH NalMeHTHTE CbC 3axapeH a1aber,
NeueHueTo ¢ GuHronkmMoa 2,5 mg vt 5 mg e AoBeNO A0 ABYKPATHO NOBUILIABAHE HA UECTOTATA Ha
CJAy4auTe Ha MaKyJieH EaeM.

bpaduapummun
3arouBaHETO Ha JieYeHHe BOIM A0 NPEXONHO HaMalIABaHe Ha ChpJeyvHaTa YecToTa H MOXeE Ja €

CBBP3aHO Che 3afiaBane B ATPHOBEHTPHKY IAPHATA MPOBOAMMOCT. B KNMH14YHUTE NpoyyBaHuMa 3a
MHOKECTBEHA CKIEPO3d MAKCHMANHOTO MOHMIKEHWE HA ChpAcYHaTa YecToTa e HabnioJagaHo a0

6 4aca cnep 3anouBaHe Ha JIeYUEHUETO ChC CPEAHO NOHWXKEHHE HA ChpAeYHATa vYecTora ¢ 12-13 ynapa
3a MHHyTa npH (purronumon 0,5 mg. Pagko ce nabmonasa cbpaeysa yecrora nod 40 ynapa B MMHyTa
Mpy BB3PaCTHH NaltueHTH W noa 50 ynapa B MMHYTA NpH feAMATPHYHH NALIMEHTH Ha JIEYeHHE C
Xantuko 0,5 mg. Cpeanata cToHOCT Ha CbPAEYHATA YECTOTA C€ BPBILA A0 HOPMATHUTE H3XOOHH
CTOHHOCTH B paMKMTe Ha | Mecell cie]l 3aroyBaHe Ha nevdeHHeTo. bpanukapauara kato usno €
ACHMITTOMATHYHA, HO (PH HAKOH MALMEHTH Ce HabNKOAaBaT JIEKK A0 YMEPEHH CHMITTOMH,
BK/TIOYHUTENTHO XHITOTOHUS, 3aMasHOCT, YMOPa W/WIH NaNTMTALHH, KOHTO H3YE3BaT B PAMKHTE Ha
nepeuTe 24 yaca cnen 3anCYBaHe Ha JICUSHHETO (BXK. ¢bLIo TOYKH 4.4 1 5.1).

B WIHHHYHHATE NPOYYBAHUA 32 MHOMKECTBEHA CKIep03a aTPHOBEHTPUKYNApeH ONoK ITbpBa CTENneH
(yavmxen PR unrepsan na EKD') ce ycraHoBaBa cnen 3arouBade Ha TIEUEHHETO NIPU BB3PACTHH H
NieAHaTPUYHH NaUMEHTH. B KIMHHYHHTE H3NUTBAHKA TIPH BH3PACcTHYU MAUWEHTH BL3HUKBA NpH 4,7%
OT nauMeHTHTe Ha puHronumon 0,5 mg, npu 2,8% oT NnaLMeHTHTe Ha HHTpPaMyCKyseH uHTepdepoH
6era-la u npu 1,6% ot nauyenTHTe Ha nuiaebo. ATpHOBEHTPUKYNIApeH OJIOK BTOpa CTENEH ce
yCTaHOBABA NpH no-Manko ot 0,2% ot Bbp3pacTHHTE NanHeHTH Ha puHronumon 0,5 mg. INpes
NOCTMapKETHHI'OBUA NIEPHOM ca HaONMIOJaBAHU W3OIHPAHK cllyYay HA NPeXodeH, CIOHTaHHo
oT3By4aBaw nbned AV 6nok, no speMe Ha 6-4acOBUA MEPHO Ha NPOCIEAsBaHE Clell MpHIaraHe Ha
nbpBata 4o3a puuronumon. [lanueHTvTe ce B3CTaHOBABAT COHTaHHO. HapylueHuaTa B
NPOBOAWMOCTTA, HaOMIOJaBAHH MO BPEME HAa KJIMHWYHUTE W3NHTBAHHA W TIPE3 NMOCTMAPKETHHTOBHA
nepyo, o0H4YaHHO ca NPEexoHH, aCHMNTOMATHYHY W H34€3BaT B PAMKKTE Ha MbPBUTE 24 waca ciexn
3aMoyBaHe Ha jedehneTo. Burnpeku ue npy NoBeYeTo NALMEHTH HE Ce HAJlara B3eMaHETO Ha
MEIHULMHCKH MEPKH, MPH €OHH MALKEHT Ha Neyenye ¢ guHronumon 0,5 mg e nafeH U3olpeHanuy
nopajy acHMITOMATHYEH aTPHOBEHTPUKYNapeH OAok BTOpa creneH THn Mboobuu 1.

Mo BpemMe Ha NOCTMAPKETHHIOBHS NiepHo/, A0 24 Yyaca Cliel NpuiaraHe Ha MbpBarTa 1033, ce

Ha0nIaaBaT OTAE/THH, NO-KBCHO BR3HHKBAUIH HEXE/TAHH CROKTHA, BKIIOYMTENHO TPaH3UTOpHa
acHCTONMUA M HeoBACHUMA cMBPT. Te3u cnydau ca B pe3yaTaT Ha ¢AHOBPEMEHEH Np
JAeKapCTBEHH NPOAYKTH WK Ha NpejwecTsailo 3adonapane. Bpbikara mexay 5&%
(PHHrONMMOJ € HeonpeneneHa. N




Kpweno nangzane

B KIMHHYHHTE NPOYYBAHH 32 MHOXECTBEHA cKiIepo3a duHronumon 0,5 mg e bun ceppsan ¢
NOBULIZBAHE HA KPBHBHOTO Hansrane cpeaHo ¢ npubwinsutento 3 mmHg Ha CHCTOHOTO KPBBHO
Hangarane ¥ npubnusuTento ¢ 1 mmHg Ha IMAaCTOHOTO KPHLBHO HallAraHe, NpOABABALLO Ce
NpuGAH3HTENHO

1 Mecell crien 3anouBane Ha eveHHeTo. [loBuiaBaHeTo Ha KPBBHOTO HANIATAHE NEPCHCTHPA AOKATO
fpoab/bkasa AeueHHeto. Cryyad Ha XMIePTOHUsA ce cboOLIaBaT HpH 6,5% OT MAlMEHTHTE Ha JIEHEHHE
¢ dunronmumoa 0,5 mg u npu 3,3% ot nauneHTHTe Ha Nnane6o. [pe3s nocTMapKETHHIOBHA fiepuo/l,
nipe3 bPBHA MECEL! OT 3aNOYBAHE HA JICUEHHETO U MPE3 MbPBUA JCH OT NEYEHHETO, e CbobluaRa 3a
CJTyYaM Ha XHIEPTOHMS, MPH KOUTO MOJKe J1a € HAJIOKH JIeHeHHE ¢ aHTHXHITEPTEH3HBHH CPEACTBA WIH
crnupae Ha GUHroauMoA (BX. cbilio Touka 4.4 “EdexTH BbpXy KPbBHOTO HaNAraHe™).

Yepnoopobua gyuxyus

CrobluaBa ce 3a MOBHIIABAHE HA YEPHOAPOOHHTE €H3HMH IIPH BL3PACTHH H MEAHATPHUHH NALIHEHTH C
MHOXECTBEHA CKIIEpO3a, MPOBEXK/auH NeyeHue ¢ GuHronumon. B knuHH4HuTe M3nuTeaHus npH 8,0%
u 1,8% OT BB3pacTHUTE NALMEHTH Ha fNedeHue ¢ punroaumon 0,5 mg ce Habmoaaga acCUMITTOMATHYHO
noBHLIaBaHe Ha Miua3MenwTe HWBa Ha AJIAT cvorserho >3x I'TH (ropHa rpaHuia Ha HopMaTta) U

>5x I'TH. Ilps HAKOW NauueHTH NpH NOBTOPHO MpHUNaraHe Ha JIEKapcTBOTO ce Habmogasa NOBTOPHO
NOBUILABAHE HA YepHOIPOOHHTE TPAHCAMHHA3H, NOAKpENAHKH Bpb3KaTa ¢ NpHeMa Ha JIeKapCTBEHHA
nponykT. [1pyu KIMHAYHKY NPOYYBAHMA, MO BCAKO BpeMe B X0/la Ha JISUEHHETO € HabnoaaBaHo
MOBHLIABAHE HA TPAHCAMHHAZMTE, BLIPEKU Ye Hail-yecTo ¢ HabnmoJaBaHo npes mbpeuTe 12 Mecena.
Hupara Ha AJIAT ca ce BbpHanu no obuuatiHuTe cH CTOHHOCTH B paMKuUTe Ha 2 Meceua ciel
CniHpaHeTo Ha nevenneTo. Ilpu Manek 6poii nauuent (N=10 npu 1,25 mg, N=2 npu 0,5 mg), npu
xouTo noeuuiasateto Ha AJIAT e 6uno >5x I'TH u konTO ca MPOaBLIKNIIH JIEYEHHETO ¢ (PHHIOIUMOZ,
noeuwieHdTe HHBa HA AJIAT ca ce BppHAIN 10 HOPMATHUTE U3XOAHH CTOWHOCTH B PAMKHUTE Ha
npuOIM3UTENHO 5 MeceLla (BK. Chblio Touka 4.4 *“HeproapobHa yHKuus™).

Hapywuenun na nepenama cucmema
B x0Aa Ha KIHHUYHUTE NPOYYBAHUS BH3HMKBAT PE/IKY Cy4aH Ha HApPYLIEHUsS Ha HEPBHATA CHCTEMa

NPH MAUHEHTHTE HA JleueHUe ¢ PUHIONUMOR B NMOo-BHCOKH 103M (1,25 unn 5,0 mg), BKIIOYHTETHO
MCXEMHYEH W XEMOparHyeH HHCYT H aTHNUYHH HEBPONIOTHYHH HAPYIISHNS, KATO HAanpUMep cbOUTHA
Hanono6ssalK ocTbp AUCEMHBHpaH eHuedatomueaut (OIM).

CrolwaBar ce cnyyay Ha MbPUOBE, BKJIOYHTEINIHO eTIWIENTHYEH CTaTyC, pH ynoTpebara Ha
(HHrONUMOA B KIMHHHMHHTE NPOYHBAHUA M 110 BpeMe Ha NOCTMAPKETHHIOBHSA MEPHOL.

Cvoosu napyuenus
Crofinasa ce 3a peaxy Clly4au Ha nepH(epHa apTepHalHa OKIy3HBHA 6OMeCT NPH NALHEHTH Ha
ne4yeHHe ¢ GUHTOMMMO/ B MO-BUCOKH o3 (1,25 mg).

Huxamenna cucmema

Ha 1-na mecen ot 3anouBaHe Ha Ne4eHHETO ¢ PUHrONUMOJ ce HabIoIaBa MHUHHMAITHO JI0303aBHCHMO
NIOHHKEHHE B CTOMHOCTHTE Ha (opcupanus excnirpatoped obem (OEOL) v Andy3suoHHHA KanauHMreT
3a BbIiepoaeH okuc (DLCO), koeto nepcHeTvpa M Hatatbk. Ha 24-us Mecer NoHmxeHHeTo Cipamo
M3XOHHTE CTORHOCTH B NpoUeHTa Ha ovakeanus ®EO1 e 2,7% 3a duuronumon 0,5 mg u 1,2% 3a
raue6o, KaTo pasIKaTa H34e3Ba Clie]l NPeKpaTaBaHe Ha neuehneto. 3a DLCO noHwkenueTo Ha 24-
us meceu € 3,3% 3a dunronumon 0,5 mg u 2,7% 3a nnauebo (Bx. cbiro Touka 4.4, Edextn BbpXy
AUXATETHATA CHCTEMa).

Jumomu




nonynatua. [To Bpeme Ha NOCTMAPKETHHIOBHA MEPHOJ ¢€ ChOOLIABAT HAKOJIKO Cayyas Ha T-knerbyeH
AuMEOM, BIIIOUHTENHO CIYYan Ha koxeH T-wieTbueH TuMQpom (MHKO3HC dyHronaec) (Bx. Chio
Touka 4.4, 3noKkavecTeeHy 3a00IABaAHKA ).

Xemocpazoyumen curdpom

C10o611aBaT ce MHOrO pelkH Clyyad Ha XeMo(arouuTeH CHHAPOM ¢ (haTaneH u3xol Npy NaLHeHTH,
NEKYBaHH ¢ PUHATONMMO] BbB BPb3Ka C HHbeKuus. XeMOharouHTHHAT CHHAPOM € PAJIKO ChCTOAHUE,
KOETO C€ ONMKCBA BBB BPB3ka ¢ HHGEKUHH, AMYHOCYPECHS W PeHLIA ABTOUMYHHH 3a60/IABAHHS.

MenuarpyUyHa DONYJaLHs

B kouTponuparoTo neauatpuuno w3nureane D2311 (Bx. Touka 5.1), npouabT Ha 6e30MacHOCT NpH
nieaHaTpUYHH NauueHTH (Ha Bb3pact ot 10 1o noa 18 roauuu), nonyuasaim puaroaumon 0,25 mg
unu 0,5 mg fHEBHO, KaTo UAIO € noJobeH Ha TO3M, HabMI0AABaH NMPH Bb3PACTHH NMalUHeHTH. B
npoyuBaHeTo obaye ca HabmoaaBaHy NoBeve HEBPOJIOTHYHH M ICHXHYHH HapyiweHna. Heobxonumo e
NOBHMILIEHO BHUMAHKE B Ta3H MOArpyila nopagyu CHIHO OrpaHHYEHHTE JaHHY, NONYUYECHH OT
KTHHHYHOTO NPOYUBaHe.

B neanaTpuuHOTO MpoOy4BaHe cllyyau Ha FbPYOBE ce ChOOIaBaT npH 5,6% OT nauHeHTHTE Ha
neyeHue ¢ punronnmon v 0,9% oT nauneHTHTE Ha NeueHHe ¢ uHTepdepoH Gera-1a.

HaBecTHO €, e ACNPECHATA H TPCBOXHOCTTA BE3HHKBAT C IMO-BHCOKA YCCTOTA B NONY/IALHATA C
MHOXXECTBEHA CKIICpO3a. ,[[enpecua H TPEBOXHOCT C€ cboOMABAT CHILG U npH NeJHATPHYHHTS

NaluHeHTH, JIeKyBaBH ¢ GHHIONMHMON,.

VeTaHOBEHH Ca H3ONHPAHU Cydyay Ha NeKo NOoBMilasaHe Ha GUnupyOuHa nNpy nequaTpHUHH
NaUMEHTH Ha NeYyeHHE ¢ GPUHIOTHMO/.

Chol1uaBaHe Ha NONO3UPAHH HEXKENaHW PEAaKIIMK

Cro0111aBaleTo Ha NOLO3MPAHN HEXENaHH PEaKLIMH CIeA pa3peliaBaHe 33 ynoTpeba Ha JeKapCTBEHHA
NPOJYKT ¢ BaxkHO. ToBa No3BONABA Aa POABILKH HalTIONEHHETO Ha CHLOTHOLIEHHETO MO3a/PUCK 38
nexapctBeHus npoaykT. OT MeOHLIAHCKHTE CMELIMATHCTH C€ H3HCKBA Aa CLoOaBaT BCAKa
fI0[l03UPaHE HEXeNaHa peakuus upes:

H3nbnxuTenHa areHuMs No iekapcTBaTa
ya. ,Jaman ['pyes” Ne 8

1303 Codus

brarapus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 TIIpeno3mpane

EaHokpaTHOTO npuiarane Ha no3a, npepuinasaiia §0 mbTu npenopbuuTennata ao3a (0,5 mg), e
noHeceHo Aobpe OT 3ApaBy BL3pacTHH nobpososum. [TpH npunarade Ha no3a or 40 mg, 5 or 6-

T€ YYACTHHIUM Ca ChoOILMITH 33 fleKa TeKECT WK AHCKOMPOPT B IbpAIMTE, CBbP3aHH ¢ NOBHLIEHATA
PEaKTHBHOCT HAa MAJIKHTE Bb3AYXOHOCHH ITbTHILA.

@HUHrONIMMO/, MOXE Na NPeAU3BMHKa OpaauKkapauns npy 3aN04BaHe Ha JICYEHHETO.
ChpACYHATA YECTOTA 3an04Ba OOHKHOBEHO /0 €AHH Yac Clie] MPUNaraHe Ha b
v3paseHo 1o 6 yaca. OTpHLIATEIHHAT XpOHOTpOneH edekT Ha PHHroaHMOS ce



Hma chobuieHus 3a 3a6aBeHa aTPHOBEHTPHKYIapHA TIPOBOIMMOCT, C H30JAKWPaHH CHOGILEHHS 33
TPaH3UTOPEH CIIOHTAHHO OT3By4aBail MbjieH AV 6nok (Bx. Toukn 4.4 n 4.8).

BaxxHO €, aK0 NPEAO3UPAHETO Ce € CAYHWIO NIPH ITbPBATA EKCNO3NIUMA HA XaHTHKO, NALMEHTHTE fa
6baaT npocneacHu upes npoab/kHTento (B peanto speme) EKI u exedacHo waMepeane Ha
ChpIEYHATA YECTOTA M KPBBHOTO HANATAaHE, Hali-MaNKo mpes MspBHTe 6 yaca (BXK. Touka 4.4).

OcgBeH ToBa, ako ¢nen 6 yaca chpAevHaTa uecToTa € <45 yaapa B MHHYTa NIPH BE3PACTHH NALMEHTH,
<55 ynapa B MHHYTa 1Ipd NEAHATPHYHA NALMEHTH Ha Bb3pacT |12 roquHK u noseve wnu <60 ynapa 8
MHHYTA NPH NIEARATPHUHH NALKHEHTH Ha Bb3pacT oT 10 no non 12 roamnu, wik EKI'-10 Ha 6-ug 4ac
crieJl ApWiaraHe Ha NbpBaTa 1032 Mokassa AV 610K BTOpa HIH No-BUCOKa cTeneH, wnn QTc untepsan
=500 msec, npocneassaHero TpAOBa Na b€ YABLKEHO, HAH-MaJIKO Npe3 HOLITa M JO M34e3BaHe Ha
HaxonkuTe. [MosBaTa, No KOETO K Aa € BpeMe, Ha AV 6ok Tpera cTeneH, chio Tpadea Ja 6bae
Noclie1BaHa OT POABIKHTENHO NPOC/ieasBaHe, BIIOUHTEHO NpocieAaBaHe Npe3 HOLITa.

OUHroaMMOoa He MoXe 1a GbJe OTCTpPaHeH OT TAIOTO Ype3 AHAH3a WM nasMadepesa.

5. ®APMAKOJIOTMYHH CBOMCTBA
5.1 <dapMakoIHHAMHYHH cBOlicTRA

(dapMakoTepanesTHyHa rpyna: MmyHocynpecopu, cenektueHu HMyHocynpecopd, ATC koa:
LO4AEO]

MexaHH3bM Ha ASHCTBUE

OuinronuMon e cpurrosun 1-docgar peuentopen Monynarop. @HHronumox ce MetabonHsnpa ot
cUHrO3HH KHHa3a 10 aKTHBEH MeTabonuT dhHHronnMos gocdat. PHHIONMMOM ce CBbP3Ba B HHCKH
HaHOMOMAPHH KOHIIEHTPaLUHH ¢be cuurozu 1-docdar (C1P) peuenTop 1, nokanu3upaH BLPXY
TUM(pOUHTHTE U C IEKOTa MPeMHHaBa KpbBHO-MO3b4HaTa Oaprepa, 3a fa ce cebpike cre C1D
peuenTop 1, noKanu3HpaH B HEBPOHHTE Ha UeHTpanHaTta HepeHa cutema (HHC). HdeticTeaiiku kato
(pyHkuHoHaeH aHTaroHuct Ha C1® peuernrropa Bbpxy tuMdouuTute, puHronumon docdar Gnokupa
CNOCODHOCTTa Ha TMMQOLMTHTE Na HANyCHAT JUMQHHTE Bb3NH, NpeAN3BUKBAHKH TAXHOTO
npepaznpeaenctye, a He NoHwxkasaHe. [Ipoy4BaHna NpH XKWBOTHH NOKA3BaT, Y€ TOBA
npepasnpeaeneHue Hamanapa unduntpupatrero a [IHC ¢ natoreHHu numdoLmTy, BKAIOYUTENHO
npo-uHdIamMaTopii Thl7 K1eTKH, KOMTO YYacTBAT BbB BE3UATHTEAHHTE NPOLIECH U YBPEXIAHETO Ha
HEPBHATA TbkaH. JIpoyuBaHHATa NpH AKUBOTHH M ONHTH in Vitro Noka3sar, 4ye GHHrOMTUMOR MOXKE
CBLIO Taka Aa AefcTBa upe3 OMpekTHO B3auMoneiictane cue C 1O penenTopuTe Ha HEPBHUTE KIIETKH.

(PapMakoaHHaMHYEH edeKTH

B pamkuTe Ha 4-6 yaca cren npunarase Ha bpsata Aosa dunronaumon 0,5 mg, 6posT Ha
IuMQOLMTHTE B nepUdiepHaTa Kpbs criana Ao npubnusnrento 75% ot uaxoauns. Ipu npoasnkasaHe
H2 JIEYEHHETO H eXXEIHEBEH NIPHEM Ha A03aTa OpOAT Ha THM(OLIMTHTE NPOALIKABA 4a CNAA2 B
APOIBL/DKEHHE HA JIBE CEIMULIM, ROCTHIAHKH MHHUMAJEH Opoi oT npuONU3HTENHO

500 kaeTk/MUKpPONUTBP WM apubauzuTento 30% ot u3xonHara croifnoct. OceMHageceT npoueH'ra
OT NaLUEHTHTE NMOHE €IHOKPATHO Ca JOCTHIaNH A0 MHHHMaNeH THMbourTeH 6poi no__ .

200 wietky/MukponuTep. HUCKkuAT numMbonuTes Gpoii ce 3anbpxka B X012 Ha neqeyie{g,.. Nrm
bonumucTeoTo 0T T- ¥ B-TMMQOUHTHTE pelOBHO NPeMUHABAT Npe3 MUMGOUIHITE QT A Y
T€3H KNETKHM Ca 33CErHaTH B Hai-roiama cTeneH oT GHHrOIHMMON,. Hpuﬁnmmeggiqﬁi- e

auMbounTHTe ca epexTopHH T-KNEeTKH Ha NaMeTTa, KIETKH, KOHTO Ca BaXHH 3 n‘EpMdJ Cpie



umyHHo Habmonenue. Toi kaTo TO3U NMMEOLIMTEH NOABH/ HE TIPCMHHABA NPe3 HMYHHHTE OPraHu, He
ce NoBNMABa OT (unronvmor. [ToBuwiasaHeTo Ha nepupepua TumpounTe 6poii € BUAUMO B
PaMXHTE Ha HAKOJIKO AHH CJIE[ CIHPAHE HA NEUEHHETO C PUHIONMMO M OOMKHOBEHO B PAMKHTE Ha
ABa MECeila ce JOCTHra IO HOPMAJTHHTE M3XOHK HUBA. TIpOoBIKHTENROTO NeuerHe ¢ GUHronUMon
BOIM J0 J1eKo NoHwKeHKue B 6pos Ha meskountute 10 80% oT n3axoanus. MoHolMTHTE He ce
NOBJIHABAT OT (PUHTOIUMO.

DUHrONMMOA NPHYHHABA PEXOHO HAMAJIABAHE HA ChPAEUYHATA YECTOTA H 3a0aBaHe B
ATPUOBEHTPUKYIApPHATA NPOBOAMMOCT NPH 3aNOHBaHE Ha JIeUeHHETo (B, ToukH 4.4 n 4.8).
MakcuManHo NOHIKEHHE Ha ChpJevHaTa yecToTa ce Habnonasa no 6 4aca Ciel npunaraHe Ha
A03ara, cue 70% HeraTMBEH XpOHOTpoNeH edexT B paMKHTe Ha NbpeHA AeH, [Ipu mpoabkapate Ha
JIEYEHHETO CHPAEYHATa YeCTOTa Ce BpblUA 10 HOPMANHH CTORHOCTH B PAMKHTE Ha €/IHH Mecell.
TTOHHKEHHETO Ha ChPEUHATA YECTOTa, NPEAU3BHKaHO OT GHHIONHMO I € 0bpaTHMO NpH
NAPEHTEPAITHO NPHIOKEHHE HA aTPONHMH WIH H3OMPEHANHH, ¥ CTAHOBEHO €, Y€ HHXATTATOPHHAT
CanMETEPOI CHILO MMA YMEPEH NMO3WTHEEH XpoHOoTponeR edexT. [1pn 3amouBane Ha TEUYEHHETO ¢
tunronumoa ce HabMmoAaBa NOBHIIABAHE HA CIYYaHTe Ha MPexICBPEMEHHO NPEICHPIHO
ChKpalliaBaHe, Ho He ce Habno]aBa NOBUINABAHE Ha YECTOTATA HA MPEACHPAHO MbKACHE/TPENTEHE,
KaMepPHU apPUTMHH HITH eKTONHYeH pUTbM. DMHTONHMOZ He € CBBP3aH C MOHIKEHHE Ha (pakuuATa HA
M3TNacKBaHe. ABTOHOMHATa PYHKLMA Ha ChpLETO, BRIIOYHTEIHO BAPHALIHATA Ha ChpIEUHATA YeCTOTa
B PAMKMTE Ha JI€HA W OTTOBOPA KbM (PH3UUECKH YNPAXKHEHHA HE CE MOBIHABAT OT JICHEHUETO €
(PHHrOIMMOA.

S1P4 morke wacTHYHO Aa ZONpHHece 3a eeKxTa, HO He € OCHOBHHAT PELIENTOP, OTTOBOPEH 32
H34YepPIIBaHeTO Ha TUMboLHTHTE. MexaHu3MbT Ha OpagHKkapaHATa H BA30OKOHCTPUKUMATA Ca NPOYUYEHH
CBHILO in Vitro TIPH MOPCKM CBMHYETA M H30IMPaHa 3aellKa a0pTa H KOpOHApHa apTephs. HanpaseHo €
3aK/IlOveHHE, He OpaaukapauaTa Moxe 1a ce MeIHHpa OCHOBHO upe2 akTHBHpaHe Ha KIR kananu wnu
G-npotenn aktreupanu KIR kananu (IKACh/GIRK) # ye Ba30KOHCTPHKLHATA BEPOSTHO C& MeHHpa
ype3 Rho kHHaza 1 No KANLIMA-3aBHCHM MEXaHH3bM.

JleuenneTo ¢ HPHHrONMMOZ NPH €THOKPATHO WM MHOTOKPaTHO Nipiiarade Ha aosute ot 0,5 1 1,25 mg
B MMPOABIDKERHE Ha 1BE CEIMHUM HE € CBBP3aHO ChC 3HAYUMO MOBHILABAHE HA PE3UCTEHTHOCTTA Ha
JAWXATEJIHUTE TBTHILA, W3MepeHa ypes OEO! u dopcupanna excnuparopen aebur (PEM) 25-75.
HesaBucKMO OT TOBa, eAHOKPATHOTO NPHIIAraHe Ha PHHIOIHMOA B Jo3a =5 mg (10-nerv Hax
NpenopLYHTENIHATA 103a), € CBBP3aHO ¢ 10303ABUCHMO MTOBUIIABAHE HA PE3UCTEHTHOCTTA Ha
JuxaTeJHHTe NbTHIa. MROrokpaTHoTo npunaraHe Ha ¢uHronuMog B 2o3d ot 0,5, 1,25 unu S mg ne e
CBBP3aHO C HAaPYLIEHHA B OKCUTEHHPAHETO MITH C KHC/IOPO/IEH I1AJ MNPH YNPaXKHEHHS, HITH C
MOBHLIIEHA YyBCTBHTE/THOCT Ha AMXATETHHTE MbTHILA KbM MeTaxoiud. HHIHBHAMTE Ha JIeueHHE ¢
(HHrONHMOZA HMAT HOpMaJleH BPOHXOIHIATATOPEH OTrOBOP KbM HHXaNaTOPHH DeTa arOHHCTH.

Kn#HHYHa epHKacHOCT H De30nacHoCT

EdukacHocTra Ha XaHTHKO € 10Ka3aHa B XOAa Ha Be H3NUTBAHKA, B KOHTO € OLIEHEHO TPHIaraHeTo
BEAHBAK JAHEBHO Ha PuHronumon 0,5 mg 1 1,25 mg npH Bb3pacTHH NalMEHTH ¢ NPHCTLITHO-
PEMHTEHTHa MHOkecTBeHa ckieposa (IIPMC). [{BeTe H3NMUTBAHHA BKJIKOYBAT BL3PAaCTH MALHEHTH,
KOWTO Ca HMAJTH >2 NPHCTLNA Npe3 NPeAecTRAMUTE 2 TOAHHH HITH > | IPUCTHI npe3
NpeALIecTBaaTa €0Ha I'ONHHA. Pa3sluMpenHaT pe3ynTar 3a oLeHka Ha uHeanuausauuaTa (Expanded
Disability Status Score [EDSS}) e 6un Mexxay 0 1 5,5. Cnea perucrpaumsaTa Ha XaHTHKO € IPOBENEHO
H TPETO OpOY4BAHE MPH ChILATA Bb3PACTHA NALMEHTCKA TIOMYJIALHA,

«;r A "'t
Hanuteane D2301 (FREEDOMS) e 2-roguuiHo paHaoMH3upaHo, 1BOHHO-CIATIO, n{lhueﬁo W"’?‘f) N
kouTpoanparo ®aza Il uanursane npu 1 272 nauuentu (n—425 3a 0,5 mg; 429 m*l[).& i 7&18 3




Tabnuua 1. HaMa curHugukaHTHH pa3iuku Mexkay nosute ot 0,5 mg u 1,25 mg no oTHoLIeHKE HA

Kpai#HHTE TOUKH.

Tabaroa 1 Hannreane D2301 (FREEDOMS): 0CHOBHH pe3yITaTH

Ounroanmon 0,5 | aaneGo
m
KAnay9HH Kpaisu neau
Toauinxa yecToTa Ha peuuaHBUTE (NLPBHUYHA 0,18%* 0,40
KpaifHa uen)
TIpoueHT nauueHTH Oe3 peunauB Ha 24-us Mecell | 70%** 46%
INpouedT nauueHTH ¢ 3-MeceyHa NOTBLPACHA 17% 24%
TIporpecHs Ha uHBanuau3auusTat
KoeduunenT Ha pricka (95% CI) 0,70 (0,52, 0,96)*
SAMP xpaiinn neax
MenuaHa Ha (cpeneu} Spos HOBH UITH Ha 0,0 (2,5)** 5,0 (9,8)
yronemenute T2 ne3uH 3a nepHoa ot 24 Mecena
Menuana Ha {(cpenen) 6poa Ha Gd-ycHneHuTe 0,0 (0,2)** 0,0 (1,1)
JNe3dH Ha 24-Hg Mecel],
Mennana Ha (cpenHa) npomadara B ronemudara | -0,7 (-0,8)** -1,0(-1.3)
Ha ITIaBHHA MO3BK B % 3a nepuopn ot 24 mMecena
¥ IporpecusTa Ha HHBANHAK3ALUKATA ce AedHHIpa KaTo noBuiiapade Ha EDSS ¢ 1
TOUKA, NMOTEBLPAEHO 3 MeCella N0-KbCHO
*¥*  p<0,001, *p<0, 05 cnpsmo nnauebo
Beuuky ananuse Ha KIMHUYHKHTE XpaiHW Uenu ca npH intent-to-treat normynanus, [pu
AMP ananu3uTe ¢a U3NOA3BAHY OLEHHUMH AaHHH

[MannenTHTE, KOHTO Ca NPHKJIIOYHIIH CBOETO YYacTHE B 24-MECEYHOTO OCHOBHO H3NHTBAHE
FREEDOMS, Morat na 6BaT BKIIOUEHH B 3aCTIENEHOTO MO OTHOILEHUE Ha IpHeMaHara 033
npoab/keHne Ha uanureaneto (D2301E1) u na nonyuasar ¢unronumoa. O6imo 920 nauneHTu ca
BmoyeHd (n=331 npoawsokasar na nonyyasar 0,5 mg, 289 npoanikasar ga nonyvasart 1,25 mg, 155
npemuHapar ot iL1auebo Ha 0,5 mg u 145 npemunasar ot nnaueGo Ha 1,25 mg). Cren 12 mecena
(36-i Mecen), 856 naumentH (93%) npoabmkapat yyacTHeTo ¢H. Mexay 24-ua M 36-us Mecen
roaMLIHATA YecToTa Ha peumAuBHTe (I'HP) npu nauxeHTuTe Ha duHromumon 0,5 mg B OCHOBHOTO
npoy4BaHe, KOUTO ocTaBaT Ha fo3a ot 0,5 mg € 0,17 (0,21 B ocHoBHOTO H3nuTBane). ['YP npu
NALMEHTHTE, NPEMHHANH OT 1auebo kuM purronumon 0,5 mg e 0,22 (0,42 B OCHOBHOTO M3MHTBAHE).
ITono6Hu pe3ynTaTH ce yCTaHOBABAT M B 2-rOIMLIHO PRHAOMU3HPAHO, JBOHHO ciAmno, niaue6o-
koHTposiHpatio ®aza Il H3nuTBane Ha PHUHrOMMMON, CbC ChINMA Au3aii, npH 1 083 nauuenTn (n=358
Ha 0,5 mg, 370 Ha 1,25 mg, 355 Ha niaue6o) ¢ [IPMC (D2309; FREEDOMS 2). MeauaHuTe Ha
CTOMHOCTHTE Ha H3XOOHHTC XapaKTCPHCTHKH Ca! Bb3pacT 41 FOOHHH, MPOOBIDKHTENHOCT HA
3abonaBaHeTo 8,9 rogunu u EDSS ckop 2,5.

Ta6anna 2 Hanarsane D2309 (FREEDOMS 2): ocHOBHH pe3y TaTH

®OuHroaamoa IMnane6o

0,5 mg
Knuun4yAn KpaiHu mein
loguiuya yecToTa Ha pelUaHBUTE (THPBUYHA 0,21** 0,40
KpaiHa uen) T
INpoueHT nauneHTH Ge3 peurans Ha 71,5%** 52’%‘?@
24-ua mMecey S/ apiii
[IpouexT naukeHTy ¢ 3-MeceyHa NOTRLpAEHA 25% 299 o Fva
fporpecHs Ha WHBanuausailuarat




Koeduupent Ha pucka (95% Cl) 0,83 (0,61, 1,12)

SAMP xpaiinn nean

Meauana Ha (cpenex) 6pos HOBH MITH Ha 0,0 (2,3)** 4,0 (8,9)
ronemeruTe T2 ne3nn 3a negpuol or 24 Mecela

Meauana Ha (cpeneH) 6pos Ha Gd-ycuneHHTe 0,0 (0,4y** 0,0(1,2)

Ne3un Ha 24-us Mecey

Menuana Ha (cpeaHa) npoMAHaTa B obema Ha -0,71 (-0,86)** -1,02 (-1,28)

rnaBHHY MO3BK B % 3a nepuos oT 24 mecena

t TlporpecHsTa Ha MHBATUM32UMATA ce AeUHHMPa KaTo nosullaBaHe Ha EDSS ¢

1 ToYKa, MOTBBPAEHO 3 MECELA MO-KBCHO
**  p<0,001 cnpsamo rnaueto
BcHUKK aHATH3M HAa KIHHHYHHUTE KpaiiHK LIENTH ca NpH intent-to-treat nonynauus. Ipu
AMP ananuzuTe ca W3NON3BAHU OLICHHMY NAHHH.

Hanureane D2302 (TRANSFORMS) e |-roguiiHo paHaAOMUIHPAHO, JBOHHO-CANO, AKTHBHO
(uHTepdepoH GeTa-1a) konTponupatno ®aza I11 wanureane npu 1 280 mauneHtH (=429 3a 0,5 mg,
420 3a 1,25 mg, 431 3a untepdepon OeTa-1a, npunarad B 203a oT 30 pg KATO HHTPAMYCKYIHA
HHXEKLHA BEIHEX CEAMHYHO). MeinaHaTa Ha M3XOAHHTE XapakTepHCTHKH € OWna: Bb3pacT

36 roaMHH, NPOABKUTETHOCT Ha 3abonssaneto 5,9 roamun u u3xoned EDSS - 2,0. Kpalinure
Pe3ynTaTH OT U3MKTBAHETO ¢a npeacTasenu B Tabnuua 3. HaMa cUrHUMKaHTHH pa3iuKy MKy
gozute ot 0,5 mg 1 1,25 mg no oTHOWeHHe HA KPAHHHUTE TOYKH Ha MPOYYBAHETO.

Ta6anna 3 Hsnareane D2302 (TRANSFORMS): ocHOBHH pe3yiTaTH

DuuroUMON Nnarepdepon
0,Smg dera-1a,30 pg
Kausaruns kpaiinn geau
ToaMuIHa YyecToTa Ha PELIIHBHTE (IThPBHYHA 0,16** 0,33
KpafiHa 1en)
IIponeHT nauvenTy 6e3 peuuaue Ha 12-us mecey | 83%** 71%
[TpoueHT nauueHTH ¢ 3-MeceyHa NOTEBPACHA 6% 8%
NporpecHus Ha WHBANMaWzanuarTat
Koeduuuent Ha pucka(95% CI) 0,71 (0,42, 1,21)
HAMP kpaiinn gein
Menauana Ha {cpeaeH) 6pod HOBH MM Ha 0,0 (1,7)* 1,0 (2,6)
ronemenuTe T2 ne3uu 3a nepuo ot 12 mecela
Meanana Ha (cpenen) 6pos va Gd-ycunenure 0,0 {0,2)** 0.0 (0,5)
ne3nd Ha 12-ug Mecen,
Mennana Ha (cpeaHa) IPoMAHATA B FOIEMHHATA -0,2 (-0,3)** -0,4 (-0,5)
Ha r1aBHHA MO3BK B % 3a nepnoj ot 12 Meceua
i ITporpecusaTa Ha UHBaNWAW3aLMATa ce AedUHKpa kaTo noeuulasane Ha EDSS ¢
| Touka, MOTBBPAEHO 3 MeceLa NO-KbCHO
* p<0,01, ¥**p<0,001 cnpsamo uHTepdepon Geta-la
Beuuky aHanu3n Ha KIMHMYHHTE KpaitHy Leliv ca npH intent-to-treat nonynauus. [pu
AMP anannzuTe ca HINON3BAHM OLIEHWMH JAHHH

[TauyenTuTe, KOHTO Ca NPHKIIOMHIN CBOETO y4acTHe B 1 2-MECEUHOTO OCHOBHO M3MHTBAHE
TRANSFORMS, morar 1a 6s1aT BKIIOYEHH B 3aCAENEHOTO MO OTHOIIEHWE HA NPHEMAHATA 1034
npoab/okenne Ha nanuTeaneTo (D2302E1) M na nonyuasat ¢uHronumon. O6wo 1 030 nal‘ll;]%lﬂ
BKJIIOYEHH, BBLIPEKH Y€ TIPH 3-Ma OT NALMEHTHTE HE € IPOBEKIAHO NedeHue (=356 rmb,um Zo
0,5 mg, 330 npoab/xasar Ha 1,25 mg, 167 npemuHarat ot ukTepdepon Gerta-la Hagd '

npeMHHaBat oT HHTepdepor bera-1a Ha 1,25 mg). Caen 12 meceua (24-tu Mecew),” ' N
(86%) npoavmkasat yyacTieTo cH. Mexiy 12-us u 24-us meceu M4P npu nauneu*rmqﬂ:‘f A




dunronumon 0,5 mg B OCHOBHOTO M3NWTBaHE, KOMTO OCTABAT HA 1034 OT 0,5mge 0,200,198
OCHOBHOTO W3nuTeatie). 'UP npH NaiHeHTHTE, IPEMUHATH OT HHTEp(epoH GeTa-1a KbM PHHTONHMOL,
0,5 mg, e 0,33 (0,48 B OCHOBHOTO M3NHTBAHE).

C6opHuTte pesyntaTi OT uanuteandata D2301 u D2302 nokassat peajHO U CTATUCTHHECKH 3HAUMMO
NOHWKXERHE Ha FOAMIIHATA YEeCTOTATa HA PElUAMBHTE CIIPAMO CPaBHABALUMS areHT B OTACTIHHTE
IOArPYNH, pasesieHH MO 1071, Bb3PacT, NPEIIlecTBAllA TEPANHs 38 MHOXKECTBEHA CKIICPO3a,
AKTHBHOCT Ha 3a00nsBaHeTO UK CTENEH Ha HHBAMHAHOCT B HAYAIOTO HA MPOY4BaHETO.

[Mo-HATaTBLLIHKTE AHANW3H HA KJIMHUYHKUTE JaHHH N0KA3BAT TPaHHU TCPATICBTHYHH PE3YNITATH B
MOArpyIHTE HA NALUMEHTHTE ¢ BUCOKOAKTHBHA MPUCTBIHO-PEMUTEHTHA MHOXKECTBEHA CKIICPO3a.

[NeaxaTpyyHa NOTYNALHA

EdukacHoctTa 1 6ezonacHoctra Ha 103¢ 0,25 mg uau 0,5 mg QHHIONHMOA BEAHBXK JHEBHO (JO3HTE
ca u3bpaHu B 3aBUCHMOCT OT TEECHOTO TEMNO U H3MEPEHATA EKCMO3HLHA) Ca yCTaHOBEHH NpH
NEAWATPHYHHM MALHEHTH Ha Bb3pacT OT 10 1o <18 roovHM ¢ NPUCTHIHO-PEMHUTEHTHA MHOMECTBEHA
CKIlepo3a.

Mpoyusane D2311 (PARADIGMS) e apoiiHocaamo, IBOHHOMAaCKHPaHO, KOHTPOITHPAHO ¢ AKTHBHO
BELIECTBO NPOYYBAHE C Ppadi4Ha NIPOABDKHTENHOCT 40 24 Meceua, € 215 DaumeHTH, Ha Bb3pacT OT
10 o <18 roguuu (n=107 Ha dmuronumon, n=108 Ha unrepdepon Oeta-1a 30 ug, npunarau ypes
HHTPaMYCKYJ/IHA HHKEKUMHS BeAHBK CEAMUUHO).

CTOHHOCTHTE HA MEAMAHKMTE HA H3XOAHUTE XapakTepHCTHKH ca: Bb3pacTt |6 rogHHH, MeAHaHa Ha
NpOIBKHTENHOCTTA Ha 3abonasaneTo 1,5 roawnn 1 EDSS crop 1,5. MHOZHHCTROTO OT NAMEHTHTE
ca cTazuii Ha pasBUTHe Mo TaHep 2 unu no-eucok (94,4%) u ca >40 kg (95,3%). Karo usno, 180
(84%) oT nauneHTHTE ca 3aBbPLLIMIH OCHOBHATA (pasa ha npoyueaHero (n=99 [92,5%] Ha
duHromvimon, 81 [75%] na unTepdepon Gera-1a). Kpaiinute pesyntatd ca npeacrapeny B Tabnuua 4.

Tabanua 4 Tpoyueane D2311 (PARADIGMS): ocHOBHH pe3yTaTH

Dunroanmon Hurepdepon Gera-l1a
0,25 mg uau 30 pg
0,Smg
Kauuuuna kpaiinn nean N=107 N=107
YecToTa Ha peLiMIHEUTE Ha roaniiHa Gaza 0,122%* 0,675
{mspBRUYHa KpaiiHa uen)
IpoueHT nanyeHTH 6e3 pelHans Ha 24-Ha Mecell 85,7%* 38.8
AMP kpaiinyu uenn
YecroTa Ha 6pos HOBOMOABIIIM CE HAW HAa HACKOPO n=106 n=102
roneMedy T2 ne3uu Ha roauiuHa Gasa
KopurupaHa cpegna crolinocr 4,393** 9,269
bpoit na Gd-ycunenute T1 ne3un Ha ckaHupane ao n=106 n=101
24-ua Mecenl
Kopurupana cpenra croinocT 0,436%* 1,282
YectoTa Ha aTpohus Ha MO3bKa OT W3XOAHOTO HHBO | =96 n=89
J0 24-u4 Mecel, Ha roaviuHa Gasa
Cpeana cToiHOCT Ha Hali-MaIKHTE KBaapaTH -0,48*




# EavH nauxeHT, paHIOMH3MpaH Ja nonyuaea uHTepdepon 6era-1a upes MHTpaMycKyIHa
HHOKeKIIHA, He € 611 B ChCTOSHME 12 NOTbITHE JBOHHOMACKHPALIOTO JIEKAPCTBO U €
NpeyCTAHOBKI Y4acTHE B NPOy4BaHeTO, [TalHeHTLT € H3KIIOUEH OT LATOCTHHS aHATH3 H OT
LANIATA AaHANH3HPaHA NOITYNALMA ¥ MOMy1aLusTa 38 aHanu3 Ha Oe3onacHocTTa.

* p<0,05%* p<0,001, B cpaBHeHHe ¢ uHTepdepoH Oeta-1a.

BcHuKH aHAnW3K Ha KITMHHYHKTE KpaliHy Liesv Ca U3BBPLICHH Ha LAIaTa aHATH3HpaHa MOy ialiHs.

5.2 ®apMaKOKHHETHYHH CBOHCTBA

DapMaKOKHHETHYHHTE JAHHU Ca MOJyYEHH OT 3XpaBH Bb3pPacTHH A00poBonuM, 6x6peuHo
TPaHCIIAHTHPAHH Bb3PACTHH NALMEHTH H Bb3PACTHH [IALHEHTH ¢ MHOXKECTBEHA CKJIEPO3a.

DapmMakoNOrH4HO aKTHBHUAT MeTaboNUT, OTTOBOPEH 3a eUKACHOCTTA, € puHromuMon docdar.

Abcopbiima

®unronumon ce abcopbupa 6aBHO (tmex € 12-16 yaca) v B ronsma crenen (>85%). [pusuanara
abcomoTHa nepopansa 6HonannuHocT e 93% (95% noeepurenen uurepsan: 79-111%). CtaumoHapho
CBCTOSHHE Ha KOHLEHTPALIMATA B KPBBTA CE NOCTHTa B paMKHTE Ha | 10 2 MeceLa npu npriaraHe
Be/IHbXK JHEBHO M HHBATA NPH CTALMOHAPHO CLCTOAHKE Ca NPUOTH3UTENHO 10-TBTH NO-BHCOKH OT
HayanHaTa 103a.

IlpuembT Ha XpaHa He nosnuARa Cmax WK ekcnoskumsTa (AUC) Ha gunronnmon. Ipu duuroaumon
docdar Crax ce morikaba cnabo ¢ 34%, nokaro AUC ocTasa HenpomeHneHa. [Topaau Ta3u npuvnna
(uHronumon Moxe aa ce npueMa 6e3 HAKaKBa 3aBUCUMOCT OT XpaHarta (Bx. Touka 4.2).

Pasnpenenenne

@UHroNUMO) Ce pa3npesaes BLB BUCOKA CTCMEH B YEPBEHWTE KPLBHY KIIETKM, KOMTO CHCTABABAT
86% ot kierrunata pakLma Ha KpbeTa. PuHronuMon docdar ce yCBOABA B MO-MANKA CTENEH OT
KpbBHHTE KINeTKH <17%. ®uHronumMon ¥ GUHronuMos fochat ce CBLP3BAT BHB BUCOKA CTETIEH C
6enteumte (>99%).

QHHronHUMOs ce PasnpoCcTPaHABa BbB BICOKA CTEEH B ThKaHHTE ¢ 06eM Ha pasnpeieNeHHe OKoJIo

1 200+260 nurpa. [TpoyupaHe npy uyeTHPHMa 3apaBy DOGPOBONILM, MPH KOHTO € NPHIIOXKEHA
€1MHHYHA HHTPaBEHO3HA 4033 PAJMOH3OTOMHO MaPKHPaH aHAROT HA HHIONMMO, TIOKA3Ba, Ye
{uHronuMon npemuHasa 8 Mosbka. B npoyusate npu 13 nauxeHT MBxe ¢ MHOXKECTBEHA CKASPO3a,
npremaiy dunronumon 0,5 mg/neH, CpeAHOTO KOMUHECTBO Ha PUHIOAUMOA (M PHHIOIUMOA
¢ocdar) B cemeHHaTa TEUHOCT, B CTALMOHAPHO CHLCTOAHHE, € MPHGAU3UTeNHO 10 000 MbTH No-HKCKo,
OTKOMNKOTO B NEPOPaHO NpHNoxkeHaTa nosa (0,5 mg).

buorpaHcdhopMaiug

Iipu xopara dunronumon ce TparchopMupa upes 0GpaTHMO CTEPEOCENEKTHBHO doctopunupane 1o
(apmako10rn4HO akTHBHHA (S)-eHaHTHOMEp Ha QuHronuMon docdar. GuHronumon ce €NUMHHYPpa
Hpe3 OKCHAATHBHA GMOTPaHC(OpMaUMA, kaTanu3upaHa npeumHo pe3 CYP4F2, a BeposTHo u ype3
ApYry H30€H3UMH, H YaCTHYHO pa3najaHe Ha MacTHH KHCENMHH 10 HEAKTHBHY MeTaboIHTH.
Ha6nionasa ce ch110 Taka oGpasyBaHe Ha PapMaKONOTHYHO HEAKTHBEH HEMONAPEH LiepaMHIOB
aHanor Ha punronumon. OCHOBHUTE EHIMMH, Y4aCTBALIH B METAGONH3HPAHETO Ha d;mnro.numon ca
HaCTHYHO onpeaeneHH U mMorar na OsaaT CYP4AF2 wnu CYP3A4,

Cnen eanokpaTHO nepopanHo npunarane Ha ['*C] GHHroAMMOL, 60UIMHCTROTO QT ,KOM '
(hHHICTIHMOT B KPBBT2, ONPENIENEHH HPE3 TAXHOTO nornpudacaxe 3a AUC g0 34 mm eﬁ’e o



Ha 103aTa, ca caMuAT gurronumoa (23%), bukronumon gocdar (10%), ¥ HeakTHBHH MeTaGoNUTH
(M3 kapGokcunupan kucenuter MetaGonur (8%), M29 uepamunen metabonur (9%) n M30
uepamuzieH metabonut (7%)).

Enumunupane

KAupbHCBLT Ha QUHTOTWMOA OT KpbETa € 6,3x2,3 I/h u cpeAHHsT NPHBUACH TEPMHHANEH MOTYKHBOT
(t12) e 6-9 ann. Hueata Ha dusronnmon u duuronumon Gocdat B KpLBTa CE MOHIKABAT YCNOPEAHO B
TepMuHaNHaTa $asa, KOeTo BOAM A0 NoA0oOeH NOMy>KUBOT M 3a 1BaTa METabOoNUTA.

Ipu nepopanxo npunoxenue okono 81% ot ao3ara ce ekckpeTHpa 6aBHO B YPHHATA KaTO HEAKTHBHH
metaboauTH. @uHronuMog ¥ HHronuMox gocdaT He Ce eKCKPETHPAT HEMPOMEHEHH B YPHHATA, HO
¢4 OCHOBHH KOMITOHEHTH BBB (ieileca, KbIETO BCEKH €AHH OT TAX ¢ OTKPHBA B KOJTHUECTBA NO-MaIKH
oT 2,5% OT npunoxeHata ao03a. OTKpHBaeMOCTTa Ha IpHIoXkeHaTa Ao3a ciel 34 nnv € 89%.

JInne#noct
KoHueHTpanunTe Ha GHHrONUMOA U GHHrONHMOA QocdaT HapacTsaT BUAKMO J0O303aBHCHMO MpH

MHOrOKpaTHO NpHiaraie BeAHbXK AHERHO Ha ao3a oT 0,5 mg win 1,25 mg.
OcobeHocTy npH cneuHPH4HE CPYNH NANHEHTH

Hon,_emnunecka npunadnexcHocm u 6vbpeuno yapexcoane

DapMaKOKHHETHKATA Ha GUHIONMMOA H PUHrONHMOA GochaT He ce pa3nHyara NpH MbiKe H MPH
JKEHH, NPH MalUeHTH ¢ Pa3IHYHA €THHYeCKa MPHHAIIEKHOCT HIH NPH MALHEHTH C JIEKO 10 TEXKO
OBOpeyHo yBpeKaaHe.

Yeprodpobro yepexcoane

Tpu MHAUBHIY C NIEKO, YMEPEHO WITH TEXKO uepHoaApobHo yepexaaHe (knac A, B 1 C no Child-Pugh)
He ce HabmoaBa npoMaHa B Cmax Ha puaronumoa, Ho AUC Ha ¢pHHIonMMOI ce NOBHLIABA
CBLOTBETHO € 12%, 44% 1 103%. ITpu nauneHTH ¢ TesxKo YepHoapobHo yepexaane (knac C oo Child-
Pugh), Cmax Ha ¢uHronumon Qocar Hamansaea ¢ 22%, nokaro AUC He ce npoMeHs 3HaUHTEHO.
(dapmakokHHeTHKaTa Ha pUHroNHMoA docdat He € OLEHABaHE NMPH NALMEHTH € JICKO WIIH YMEPEHO
uepHoapofHo yBpexaane. BuauMuaT nonyXHBOT Ha eMMUHUPaHe HEe CE MPOMEHA NPH WHIWBWAY C
nexo yepHoAPOOHO YBpeskIaHe, HO ce yabibkasa ¢ okono 50% npu nauMeHTH ¢ YMEPEHO HIH TEKKO
yepHoApoHHO YBPEKIAHE.

dunronumon He TpabBa Aa ce Mpunara NPH NALKEHTH C TEXKO YepHoapoGHO yepexaane (knac C no
Child-Pugh) (x. Touxa 4.3). @unronumon Tpabea 1a ce nprnara ¢ NOBHIIEHO BHHMAHHE NMPH
NaLUEHTH C JIEKO M YMEPEHO YepHOIPOOHO yBpekaaHe (B, Touka 4.2).

Cmapyecka év3pacm

KnHHUYHHAT ONHT W MHPOPMALIMATA OTHOCHO (PApMAKOKHHETHKATA NPH MalMEeHTH HA Bb3pacT Haa 65
FOJMHH ca orpaHu4eHH. XaHTHKO TpAbBa Aa ce M3MON3Ba C NMOBHLIEHO BHHMAaHHE [IPH NAaUHEHTH Ha
Bb3pacT 65 roAuHN U noseMe (BxK. Touka 4.2).

[enuarpuyHa nonyaauus

[1pu nequaTpuunu nauvenTy (Ha Bw3pacT 10 roJMHH W NoBeYe) KOHLUEHTPALMATA HA GUHFONUMOJT
docdar ce nopHILaBa MO AceH 10303aBUCHM HAYHH B HHTepeana Mexay 0,25 mg v 0,5 mg.

KonuenTpauusta Ha puHronumoa Gocdar B CTALIHOHAPHO CBCTOSHHE € NpUGN
HMCKA MPH MEeJHATPHYHHUTE NAUMEHTH (Ha Bb3pacT 10 roauHu ¥ noeeue) npu



npunoxerue va 0,25 mg wiu 0,5 mg GUHroNMMOA B CPaBHEHHE C KOHLEHTPALIHATA NPH BE3PACTHH
NaLKeHTH, Texyrany ¢ pudronumMon 0,5 mg BeAHBK THEBHO.

JIMNcBaT JaHHH NPY NeJHaTPMYHK NALMEHTH Ha BB3pacT moA 10 roauHy.
5.3 TpeakAWHHYHH JaHHH 32 6€30NaCHOCT

MpeaknnHu4HUAT npodun Ha 6e30NacHOCT HA PUHTOIMMO/ € OLUECHABAH NMPH MHLIKH, NITbXOBE,
KyueTa W Maiimynu. [1pa npunaraue B 1031 ot 0,15 mg/kg u nopeve, npesuLIaBaIM NPUOITHIHTETHO
4-meTH ropHaTa FpaHuua Ha excrosuuusta (AUC) npu xopa, npu anesHa nosa o 0,5 mg 0CHOBHHTE
MpULENHUTE Opraiy ca 61K numbHnara curema (umdonenns u mimbonana atpogus), Senure
apoBore (yBenuyaBaHe Ha TErNOTO WM, IMAAKOMYCKYJIHa XMnepTpodus Ha 6poHXO-anseoapHaTa
BPB3KA) M CHPLETO (HETaTHBEH XPOHOTPONEH eeKT, MOBHILABAHE HA KPbBHOTO HaJlATaHe,
NEPUBACKY.IAPHH MPOMEHH M MHOKapAHA IETEHEPAallHsl) PH OTAEAHH BHIOBE; KPbBOHOCHHTE Ch0ORE
(BazonaTHs) caMo NpH MIBXOBE.

Hsma qaHHK 33 KApUAHOTEHHOCT B X0AAa 2-FOARIIHO OHONOrHYHO WICIEABAHE NIPH MITLXOBE MPH
NEpOpaiHO NPUNaraHe Ha GUHTONMMHA B 1033 10 MAKCUMATHO NoHockHMara ot 2,5 mg/kg,
CHOTBETCTBALLA MPUBIHM3UTENTHO Ha 50-TbTH Haa AOCTHraHATA MPH XOPa CHCTEMHA EKCMO3HLIUS
(AUC) npw no3a ot 0,5 mg. He3aBHCHMO OT TOBa, B XOAa Ha €JHO 2-rOAXILHO NPOYYBaHe IipH
MHILIKY, € HabnoaBaHa MOBMIIEHA YeCTOTa Ha 3/I0KaUY€CTBEH TMMAQOM MPH NPHIAraHe Ha A03H OT
0,25 mg/kg 1 No-BHCOKH, CHOTBETCTBALLH NPHOIH3HUTENHO HA 6-ITBTH HAJ JOCTHIAHATA MPH XOpa
cvctemna excnoautd (AUC) npu aHeBHa noza ot (,5 mg.

B Opoy4BaHHATA NMPH KHBOTHH Cl)HHI"OJ'IHMO}Zl HE TPOfBABA MYTAr¢HCH KK KIACTOr¢HEH NOTCHUHAN.

DHHTOIMMOA He TIOBNHASRA OPOA/NOABHKHOCTTA HA CNIEPMATO30HANTE WK HEPTHIHMTETA NIPH MBIKKH
M KEHCKH TUTbXOBE NPH NPHIaraHe Ha Haii-Bucokarta w3nureana go3a (10 mg/kg), crorBercTRalua
npubansuTenHo Ha 150-reTH HaA JOCTHIAHATA NpY X0pa cucTeMHa excro3vuus (AUC) npu aHeBHa
nosza or 0,5 mg.

OHHroNIUMOZ e TepaToreHeH NpH ILTbXOBE NpH npunarade B 1034 o1 0,1 mg/Kg MK Mo-BHCOKH.
JlexapcTBEHATa EKCIO3ULIMA NMPH TUTEXOBE NPH Ta3H 1033 € noAo0Ha Ha Ta3H NpPH NALMEHTH NPH
TepanesTHyHaTa 103a (0,5 mg). Haii-uectute deranHu opranin mangopMauuy BIIIOUBAT
NepcUCTHPALLL TPYHKYC apTEepHO3YC W MexkaykaMepeH centanen aedekt. Hanwuuero Ha TepaToreHeH
NOTEHLIHAN TPH 3aH1Y He MOXKe a ObAe HAbBJIHO OUEHEHO, HE3ABHCHMO OT TOBA, NIPH TIDWIATaHe B
gosu ot 1,5 mg/kg u noseue ce Habmonaea nosuiueHa eMGpHo-deTanHa CMbPTHOCT, a NPH NpUIaraHe
B 7034 oT 5 mg/kg ce Habmonasa HamangaBaHe Ha Opog Ha sKU3HecnocoGHUTE deTycH, KaKTO U
zabaBae Ha pacTexa Ha eTyca. JlekapcTBeHaTa eKCIO2MLMA MPH 32U TIPH Te3W J03H € noaobHa Ha
Ta3u NpH NaLHEHTHUTE.

Ipn nabxose npexxuesiemoctTa Ha F1 NOKONAEHHETO Mpe3 paHHHA HEOHATAJICH NIEPHOL € HaMalleHa,
IPH NMPUNIAraHe Ha JO03H, KOHTO HE MPHYHHABAT MaifulMHA TOKCHUHOCT. Bunpeky ue Ternoro,
pasBHTHETO, NoBeAcHHeTO U GepTHiMTeTa Ha Fl He ce noBnuABaT oT NeyeHHeTO ¢ PUHrONHUMOA.

@HHrONMHMOJ Ce EKCKPETHPA B MIAKOTO HA JKUBOTHH, NPU KOWTO CE NPHIAra 1o BpeMe Ha aKTalus, B
KOHIIEHTpaLys 2 10 3-MbTH I0-BHCOKA OT YCTAHOBEHATA B T/Ia3MaTa Ha MaWKUTe, OHUHTONIHMOS

HEroBHTE MeTaboTHTH NpEeMUHARAT Npe3 TnalleHTapHaTa Sapuepa NMpH [UTLXOBE.

[poyyBaHUA NIPH KOBEHWIHH JKHBOTHH

PCSYJ'IT&THT& OT iB€ NPOY1BaHHA 38 TOKCHYHOCT MNPH IOBEHWJTHH ILTHXO0BE 110
HEBPOMNMOBEACHYECKH OTKIIOHEHHA, 3a0apeHo CCKCYAHO CH3PARAHE H NOHMKE



MHOrOKpaTHO CTUMYJIMpaHe ¢ XeMoLUHaHHH, u3onupan ot Keyhole limpet (KLH), kouTo He ce cunrar
3a HeenaHu. Karo usano cBbp3anuTe ¢ IeUeHHETO eeKTH Ha (PHHIONHMOA TIPH HOBEHWIHY KHUBOTHH
ca cpaBHMMH ¢ HalIOaaBaHUTE NPH BB3PACTHH [L1bXOBE NPH NOAOOHN JO30RH HUBA, C W3KIHOUCHHE
Ha MPOMEHUTE B KOCTHATa MMHEPANTHA MUTBTHOCT 4 HEBPONOBEIEHUECKHTE OTKIOHEHHA (HamManeHa
peaKLMs Ha CTpACKaILK LIyMoBe), Habmoaasanu npH 1031 1,5 mg/kg U n0-BHCOKH NPH IOBEHHITHHTE
KHBOTHH, H JIHICATA HA TAJAKOMYCKYIHA XUNepTpogHs B Oenus apod NpH IOBEHWIHUTE ILTBXOBE.

6. PAPMAILIEBTHYHH JAHHH
6.1 Chnuchk HA NOMOIIHATE BeIlleCTBA
KancynHo cpabpxuMo

Kanues uurpaT MOHOXHIpaT

Cunuumes nHOKeKI, konouaeH GeasoneH
Marnesues creapaT

Tano Ha kancynara
Kenarun

TuranoB nuokcun (E171)
Kanaue Ha kancynara
Kenarun

Turanos puokeun (E171)
HKbnt xenezen okeua (E172)

6.2 HecpBMecTHMOCTH

Henpunoxumo

6.3 Cpox Ha roanocr

3 rogunu

6.4 Cnenna/jnm YCI0BHSI HA ChXpaHeHHAe

Ja He ce cbxpansBa Han 30°C.
Ha ce cbxpansBa B OpHrHHAIHATA OMAKOBKA, 3a ia C€ MPEANa3u oT Bnara.

6.5 BuaH chABpKAHHE HA ONAKOBKATA

oPA/AI/PVC-Al (Al-Al) 6aucrepu, coawpikamu 7, 10, 28, 30, 56, 60, 98 i 100 TBLPAH KANCYITH.
oPA/AI/PVC-Al (Al-Al) nephopupanu 6nucTepy ¢ eQUHUYHK 103M, Chabpxamy 7, 28 vnu 98 Tebpau
KancCyu.

He Bcuuky Bunose onakoeku MoraT fa 6baaT mycHaTh B npoaax6a.

6.6 Cnennannu npeNna3HN MepKH NPH HIXBLPJIAHE

Hewnznonssanusar JICKapCTBEH NPOAYKT WM OTHAABLYHHTE MaTepHaH OT HEro TpﬂﬁB
B CBOTBETCTBHE ¢ MECTHHTE U3HCKBAHHA.




7. MPUATEXATEJ HA PASPEINEHHETO 3A YIIOTPEBA
G. L. Pharma GmbH

Schlossplatz 1

8502 Lannach

ABcTpua

8. HOMEP(A) HA PASPEIHEHHUETO 3A YIIOTPEEA

Peructpatpionen Ne 20200111

9. JATA HA ITBPBO PA3PEINABAHE/MIOJHOBABAHE HA PA3SPEIIEHHETO 3A
YIIOTPEBA

Jara Ha nepeo pazpeinasate: 09.06.2020
Jata Ha nocneano nonHoeABaHe: 26.11.2024

10. JATA HA AKTYAJIU3IUPAHE HA TEKCTA

10/2025




