INPHUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Ounronmumon Accord 0,5 mg TBEpIU Kancyau

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Bcesika kancyna chppika QUHTOIMMO]] XUIPOXIIOPH], eBUBasieHTeH Ha 0,5 mg GuHrommmon
(fingolimod).

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTE BEUICCTBA BUXXTEC TOYKaA 6.1.

3. JIJEKAPCTBEHA ®OPMA
Tebppaa kancyna

SIpko *®baTa HEMpo3padHa/0siia Hempo3payHa ¢ pa3Mep ,,3” TBbPAA, )KeJaTHHOBA KarcyJa ¢
HareudaTtaH ¢ yepHo MacTwio Haamuce “FO 0.5 mg” BbpXy Kamadyero, ChabpiKalia Osu1 10 HOYTH 05T
pax.

Bcesika xancyna e ¢ nppkuHa npubausuTenHo 15,8 mm.

4. KJIMHUYHU JAHHUA
4.1 TepaneBTUYHHU MOKA3ZAHUS

Ounarommmos Accord e Moka3aH KaTo caMOCTOSTENTHA Tepanus, MoIuUIpaIia xoaa Ha 6oiecTra
NpY BUCOKOAKTUBHA MTPUCTHITHO-PEMHUTEHTHA (JOPMa Ha MHOXKECTBEHA CKJIEPO3a, IPH CICTHUTE TPYIH
BB3PACTHH MAIMEHTH U IeNaTPUIHH MMAIMEHTH Ha BB3pacT 10 ToANHM U O-TOJIEMH:

- HaHI/IeHTI/I C BUCOKa aKTHUBHOCT Ha 6OJ1€CTTa, BBIIPCKU MMPOBCACHUS ITBJICH U aICKBATCH KYPC Ha
JieYeHHeE C MTOHE eTHO MOAM(UIIMPAIIO X0Aa Ha OOIecTTa TepareBTUIHO CPEACTBO (32
M3KITIOYEHUATa U HHPOPMAIHS 3a IEPHOANTE HAa METUKaMEHTO3HO odrncTBane (washout) BikTe
touku 4.4 u 5.1).

Win

- [ManuenTu ¢ Obp30 pa3BUBaILA CE€, TEXKA IPUCTHIIHO-PEMUTEHTHA MHOKECTBEHA CKIIEPO3a,
neguHUpaHa KaTo 2 WK I0BeYe NHBAJIMIU3UPAIIY IPUCTHIIA 3a elHA FOJMHA 1 Halu4due Ha |
WM TIOBEYE MO3BYHU TraioNuH-puKcupaiy jie3uu Ha SIMP, unu 3Hauntenno yBenuueHue Ha T2
JIe3UUTE, B CPAaBHEHUE C MOCJIEAHUS, HEOT/IaBHA HanpaBeH, SIMP.

4.2 Jlo3upoBKa M HAYNH HA MPHJIOKEHHE
JleuenueTo TpsOBa Aa ce 3all04YHE U CIEIU OT JEKap C OIUT B TepanusATa HA MHOKECTBEHA CKJIEpO3a.

gO?»H[}OBKa

[Ipu BB3pacTHM NauMeHTH NpenopbunTenHara no3a dunroaumon Accord e enHa karcyna ot 0,5 mg,
MIpHEeTa NEPOPATHO BEAHBXK JHEBHO.

IIpn nequarpuvny nanuenTy (Ha Bb3pacT 10 roArHU U O-TOJIEMH) TIPETIOPHUNTETHATA 1033 3aBUCH
OT TEJIECHOTO TEIJIO:

. [leanaTpuunu manuenty ¢ TenecHo terio <40 kg: eqna kancyna ot 0,25 mg, npuera
IIEPOPAJIHO BEAHBK JHEBHO.
o [leanaTpuunu mauenTy ¢ TeaecHo terio >40 kg: enna kamncyna ot 0,5 mg, npruera nepopasrHo

BEIHBX IHEBHO.



[lequaTpu4HUTE MAMEHTH, KOUTO 3all0OYHAT JICYSHUETO ¢ Kancyiau oT 0,25 mg 1 BIOCICACTBUE
JIOCTUTHAT IIOCTOSIHHO TejiecHO Tero Haa 40 kg, TpsOBa 1a npeMUHaAT KbM JICUCHHE C KaICYJId OT
0,5 mg.

IIpu nmpemunaBane ot 0,25 mg naeBHa m03a KbM 0,5 mg qHEBHA 1034, C€ MPEIOPhUBA JIa CE TIOBTOPH
CBIOTO MPOCIeIIBaHE CIIe]] TpHUilaraHe Ha IbpBaTa 71032, KaKTO MPH 3all0YBaHe Ha JICUYCHUETO.

Ounromumon Accord He ce mpeprara B kKouteHTpanst 0,25 mg. 3a Ta3u 103UpoBKa TpsiOBa 1a ce
M3II0JI3BAT APYTH HAJIMYHU HA I1a3apa JCKapCTBECHU MIPOAYKTHU, KOUTO CbAbPKAT (1)I/IHFO.HI/IMOII.

Hpenopqua C€ CHUIOTO IMPOCIICAABAHE CIIC/ IIpHUJIaraHe Ha II'bpBaTa J103a, KaKTO ITPU 3all0OYBAHE HA
JICYCHUCTO, IIPpU NPEKHCBAHCTO MY 3a:

L4 1 ACH WX ITOBCYC MPC3 IbPBUTC 2 CCAMUIMN OT JICUYCHUCTO,
L4 IOBeYEe OT 7 JAHU IIPE3 3-tata i 4-taTta ceaMuia OT JICUCHUCTO,
L4 IIOBEYE OT 2 CCAMHUIM €AHUH MCCCI] CJICA 3all0YBAHC HA JICYCHUETO.

AKo NiedeHreTo e OWIIo MpeKbCHATO 33 MO-KPAThK MEPUO]T OT OMKICAHUSI [TO-Trope, TO TPAOBa 1a
MPOABIDKH C TIpUEMa Ha CJIeJBAIaTa /1033, TaKa KaKTO € MPEANUCcaHo (BX. Touka 4.4).

CrelyaiHy MOmyIallin

Hayuenmu 6 cmapuecka evspacm

Ounronumon Accord TpsiOBa Ja ce U3IMOJ3Ba C MOBHIIICHO BHUMAHHUE MPH MAIIMEHTH Ha Bh3PacT

65 ToIMHY ¥ TIOBEYE MTOPaIy HEAOCTATHYHOTO JTAHHHU OTHOCHO 0€3011acHOCTTa U e(hUKacHOCTTA (BIK.
To4YKa 5.2).

Bvbpeuno yepeocoane

B OCHOBHHTE MPOYYBAHHS MPH MAIHSHTH ¢ MHOXKECTBEHA CKIIepo3a (QUHTOIMMO/I HE € IPOYYBaHa MPH
manueHTH ¢ 660peYHo yBpexane. basupaiiku ce Ha KIMHAYHUTE (hapMaKOJOTHYHM IIPOYUBaHUS, HE €
He0OXO0IMMO KOPUTHpaHe Ha J03aTa IPH MAlMeHTH C JIEKa 10 TEKKA CTENEH Ha ObOPEUHO YBpEKIaHE.

Yeprnodpobdno yepescoane

Ounronumon Accord He TpOBa Ja ce M3MOJI3BA NIPU MALUEHTH C TEKKa CTENICH Ha YepHOAPOOHO
yBpexaane (knac C mo Child-Pugh) (Bx. Touka 4.3). Benpeku ue He € He00X0IUMO KOpUTUPaHe Ha
Jl03ata MpH MaIMeHTH C JIeKa JI0 YMEPEHO TEeKKa CTETICH Ha YepHOPOOHO YBpEKIaHe, € He00X0aUMO
MTOBUITICHO BHUMAHWE TIPH 3all0YBaHE HA JICYCHHE MTPU TAKWBA MAIMCHTH (BXX. TOUKH 4.4 u 5.2).

IHleouampuuna nonynayus

be3onacHocTTa U ehukacHOCTTa Ha (PUHTOIMMO]T TIPH Jelia Ha Bh3pacT moj 10 roguHu Bee omie He ca
yctaHoBeHH. JIuticBat qanau. MiMa MHOTO OTpaHWYCHH JaHHU IpH Jera Ha Bp3pact 10—12 roguau
(Bx. Toukn 4.4, 4.8 u 5.1).

Hauun Ha OPHUITOKCHUC

To3u JiekapcTBEH MPOAYKT € 3a MEePOPATHO MPHIOKCHHUE.

Ounronumon Accord Moxe Ja ce mpueMa chC Win 06e3 XpaHa.

Kamncynure Tpsi6Ba ia ce reaTaT BUHAru ey, 6e3 aa ce OTBapsIT.

4.3 IIpoTuBOMOKA3aAHUA

- CBpBX4yBCTBUTEITHOCT KbM aKTHBHOTO BELIECTBO MJIM KbM HIKOE OT IIOMOIIHUTE BEILECTBA,
n30poeHu B Touka 6.1.

- HNmyHoaepuunuTeH CHHAPOM.

- IManmenTy ¢ noBUIIEH PHUCK OT pa3BUTUEC Ha OIIOPTIOHUCTHYHHA I/IH(l)CI(I_II/II/I, BKIIFOUHUTCIIHO
UMYHOKOMITIPOMETHUPAHU IMMalUCHTU (BKHIO‘-II/ITCJIHO TaKHWBa, KOUTO B MOMCHTa IIPOBEKIAT



MMYHOCYTIpECHBHA TEPAIKs M TAKMBa C UMYHOCYIIPECHS OT MPEIX0KIAIIN TEPATTHH).

- [Nopo3upana mnu NOTBBPACHA MPOTpecHpala MHOTOOTHHUIIIHA JeBKoeHedatonatus (ITMJT)
(Bx. Touka 4.4).

- Texxku akTHBHU MH()EKLIUH, aKTUBHU XPOHUYHHU MHPEKLINH (XeTaTHT, TyOepKynosa).

- AXTHBHH 3710Ka4€CTBEHH 3a00IBaHUSL.

- Texxo geprHoapobHO yBpexkaane (kiaac C mo Child-Pugh).

- [Tanmentn ¢ muokapaen uadapkr (MU) npes nociaexanute 6 Mecera, HecTaOMITHA CTEHOKAP WS,
WHCYNT/TpaH3uTopHU uexeMudHu ataku (THA), nekoMrieHcrpaHa chpiedHa HeTOCTATbUHOCT
(M3HCcKBala CTAMOHAPHO JICYEHKE) WK ChpleuHa HeaocTaTbuHoCT kiac III/IV cnopen
Hroiiopkckata kapanonoruyna aconmanus (New York Heart Association - NYHA) (Bx.

Touka 4.4).

- [TarmeHTH ¢ TEXKH CHPACYHN APUTMHH, U3UCKBAIIN aHTHAPUTMHYHO JICUSHHUE C
AHTUAPUTMHUYHH JIeKapCcTBEHH MpoayKkTH Kiac la wim xnac 11 (Bx. Touka 4.4).

- [TaruenTu ¢ arpuoBeHTpUKYIapeH (AV) 00k BTopa creneH Tun Mobitz 2 unu AV 0J10k Tpeta
CTETIeH, WIN ChC CUHAPOM Ha OOJIHUSI CHHYCOB BB3eJI, aKO HE HOCAT MeHCMenKbp (BK.

Touka 4.4).

- Marmuentn ¢ QTc naTepBan >500 msec Ha U3XOAHOTO HUBO (BXK. Touka 4.4).

- Ilo Bpeme Ha OpEMEHHOCT U TPH JKEHH C JIETEPOJCH NOTEHILIMAI, KOUTO HE U3M0I3BAT
edexTHBHA KOHTpanenuus (Bx. Touk 4.4 u 4.6).

4.4 Chenuananu npeaynpesxaeHus U MpeANa3HA MEPKH NPH ynoTpeda

Bpaanapurmus

3arno4yBaHETO Ha JIEUEHHE BOAM J0 MPEXOJHO HaMallIBaHE Ha ChpJEYHATa YECTOTa U MOXKE Ja €
CBBP3aHO ChC 3a0aBEHO MPOBEXKIAaHE B aTPUOBEHTPHUKYJIAPHUS Bb3€Jl, BKIIIOYUTEIHO A0 MMOsBaTa Ha
M30JIUPaHH CIIy4au Ha MPEXOJCH, CIIOHTAHHO NMpeMHuHaBall mbjieH AV 610k (Bx. Touku 4.8 u 5.1).

Crnen mpusiarase Ha IbpBaTa /1033, TOHMKaBaHETO HA ChpAEYHATA YECTOTA 3aII04Ba B PAMKHUTE Ha
€JIMH Yac 1 € Hali-CHITHO M3pa3eHo B paMKuUTe Ha 6 yaca. To3m edexT oT mpumaranara j03a ce 3aabpiKa
W TIpe3 CJE/IBAINTE JIHU, BHIIPEKH Y€ OOMKHOBEHO € TI0-CJIa00 U3pa3eH, U OOMKHOBEHO HaMaJsBa mpe3
cnensamure cenMuiy. [Ipu nporpiikaBaHe Ha IPWIOKEHUETO, CpeIHATa CTOWHOCT Ha ChpIeYHATa
4eCcTOTa Ce BPBIIA JI0 U3X0JHATA B PAMKHTE Ha €JIUH Mecell. [[pu OTAeTHN MalueHTH € Bh3MOXKHO
ChpJIeYHATA YECTOTA JIa He C€ BhPHE JI0 M3XOHUTE CTOMHOCTH JI0 Kpasi Ha ITbPBHSI MECell.
[IpoBogaUTE HapymIeHUs] OOMKHOBEHO Ca MPEXOHU U acuMIToMaTHIHU. OOMKHOBEHO HE N3MCKBAT
JIeYeHNe U PEMUHABAT B paMKHTE Ha TbpBUTE 24 Yaca Ha TepamusaTa. AKO ce Haiara, IOHmKaBaHETO
Ha ChpJIeYHaTa YeCTOTAa, IPEAU3BUKAHO OT (PUHTOIUMOJ, MOXKE Ja ObJIe HEYTPaTHU3UPaHO Ype3
MAPEHTEPATHO PUIOKEHUE HA aTPOTIMH WU U30TPEHAIINH.

Ha Bcwuku manmenTn TpsiOBa aa ce HanpaBu EKI™ u ma ce m3Mepu KpbBHOTO HAJIATAHE TIPETH
nprIarane Ha mbppBara go3a Guaronmnmon Accord u 6 Jaca ciaen ToBa. Bcuuky marueHTH TpsOBa 1a
OBIIaT MpocIeNeHn B MPOIBIDKEHIE Ha 6 Yaca, 3a MPU3HAIM U CUMITOMH Ha OpafuiKapIus, 4pe3
eXeuacHO U3MEpBaHe Ha IyJica U KPbBHOTO HalisraHe. [IpenopbuBa ce mpoIbKUTENCH (B PEaTHO
Bpeme) EKI" MOHUTOpPUHT 110 BpeMe Ha TO3HU 6-4acoB IEPHOJ] Ha TIPOCIICAsSBaHE.

CepImute peana3Hu MEpKH, KaKTO MIPH MPIIIOKEHUE Ha ITbpBaTa /1032, Ce IMPenopbuBaT Npu
MpeMUHAaBaHEe Ha MaIrueHTuTe oT JieueHue ¢ 0,25 mg aHeBHa A03a kbM 0,5 mg nHEBHA 103a.

AKo crien mpreMa Ha 103aTa Bb3HHUKHAT CUMIITOMH Ha OpaguapuTMus, TpsOBa Ja ce mpeanpruemMar
CHOTBETHUTE KJIMHUYHU MEPKH, a MIPOCIIEASIBAHETO 1a Ob/Ie MPOIBIDKEHO 10 U3Ye3BaHe Ha
cumnromute. TpsOBa fa ce Ha3HAUU MPOCIEIIBAaHE MIPe3 LsIaTa HOLI, B MEIUIIMHCKO 3aBEAECHHE, aKO
IPH MAIMEHT ce HATOXKH (hapMaKoIOTHYHA HHTEPBEHIMS 10 BpeMe Ha IPOCIIEIIBAHETO CIIEN
IpuIaralHe Ha IIbpBaTa /103a ¥ TPOBa J1a ce MPoBeJIe MOBTOPHO CHIIOTO MPOCIEIsBAHE CIIET
npuiiarase Ha Bropata no3a Ounromammon Accord.



AKO chpeYHaTa 4ecToTa Ha 6-Hs Jac € JOCTUTHAIA Hali-HIUCKaTa CTOMHOCT CJIE]T IpuiiaraHe Ha
IbpBarta J103a (KOeTo Mpenoara, 4¢ MakCUMAITHUAT (apMaKkoAHHAMUYCH e(eKT BbPXY ChPIETO BCE
OIIIE HE CE € MPOSIBIII), MTPOCIICIABAHETO TPAOBA Jia ObJIC YABKEHO Hal-MaJIKo ¢ 2 yaca | J0KaTo
ChpJICYHATA YECTOTA HE 3all0YHE OTHOBO Jia ce moBuIaBa. OCBeH TOBa, ako cliej] 6 yaca ChpjecyHara
4yecToTa € <45 ynapa B MUHYTa IpY BB3PACTHU MAIUEHTH, <55 yiapa B MUHYTa IPY NeAHaTPUIHI
MaIeHTH Ha BB3pacT 12 ronuan 1 oBede Wik <60 ymaapa B MUHYTA MPU NEANATPHIHY ITAIIMCHTH Ha
BB3pact oT 10 mo mox 12 roxwawm, niau EKI-To moka3sa HoBomOSBIII ce AV OJIOK BTOpa HITH T10-
BHcOKa crerieH, uin QTc uatepsan >500 msec, npocieaBaHeTo TPpIOBa ja ObJIe YABIDKEHO (Hail-
MAaJIKO W TIpe3 HOIITa) JI0 U34e3BaHe Ha HaxojkaTa. [losBara, mo koeTo u Ja € Bpeme, Ha AV 0JIoK
TpeTa CTENeH, ChIOo TPSIOBa J1a BOJAU 10 YIbJDKaBaHE HAa MPOCISASIBAHETO (HAN-MaIKO 3a MPe3 HOIIITa).

Edexture BEpXY ChpAeYHATA UECTOTA U aTPUOBEHTPHKYJIApHATA IPOBOIUMOCT MOTAT J1a CE TTOSIBSAT
OTHOBO TP OJAHOBSBAHE HA JICYEHUETO ¢ (PMHTOJIMMO/I, KATO 3aBHUCST OT NMPOABIDKUTEITHOCTTA HA
NPEeKBCBAHETO U BPEMETO OT HAYaJIOTO Ha JieueHneTo. Koraro jgeueHneTo e mpekbCHAaTo, ce
npenopbyBa ChIIOTO MpOCIeIsIBaHe Cie]] IpUilaraHe Ha MbpBaTa 1032, KAKTO MIPH 3all0YBaHE Ha
JeueHneTo (BXK. Touka 4.2).

Cpo01maBaT ce MHOTO PEIKH CIy4au Ha HHBEpCcHs Ha T-BbJIHATa IpU Bb3PACTHU MALMEHTH, JIEKyBaHH
¢ Gunronumon. B ciyuaii Ha uaBepcus Ha T-BbJIHATA, IPEIIMCBAIIMAT JIEKap TPsAOBa Aa ce yBepH, Ue
JUIICBAT MPU3HALM WIM CUMIITOMH Ha MHOKapJiHa HCXeMHUs. AKO ce II0JJ031pa HaJTM4re Ha MUOKapIHa
HCXEMUs, CE NIPENopPbYBa Ja ¢€ MOTbPCU KOHCYITALUs ¢ KapJUOJIOT.

[Topanu pucka oT ceprno3HA PUTHMHU HAPYIISHHS WK 3HaunNMa Opanukapans, ®uaronmmon Accord
HE TpsA0Ba /1a ce M3MOI3Ba MPH MAIMEHTH ChC CHHO-aTPHAJIEH ChP/IeYeH OJIOK, aHaMHe3a 3a
CUMNTOMAaTHYHA OpaanuKapans, OBTAPSIII CE CHHKOI WU ChPACUYEH apecT, WU MPH MaIUeHTH ChC
3HaunTenHo yabikaBane Ha QT (QTc>470 msec [BB3pacTHU HmalMeHTH OT keHCkH noi ], QTc

>460 msec [meAuaTpUYHU HAIIUEHTH OT KCHCKHU oM | uiu >450 msec [Bb3pacTHH U MEIUATPUIHU
MAIMEeHTH OT MBXKKH I0J1]), TAllUeHTH ¢ HEKOHTPOJIUPaHa XUIIEPTOHMSI MM TEXKa ChHHA arHes (BX.
cbino Touka 4.3). [Ipu TakuBa nanuenTy, neuenne ¢ Guaronmmmon Accord Moke 1a ce Ma TPeIBU
caMo, aK0 OYaKBaHHUTE TION3M HAJIBUIIABAT IMOTCHIIMAIHUTE PUCKOBE. AKO ce MPEeleHH, Y& € YMECTHO
MpOBeXAaHeTo Ha Jiederne ¢ dunronmmon Accord, TpsaOBa 1a ce MOTHPCH KOHCYINTAIHS C KapAHOJIOT,
IIPe 3aIl0YBaHe Ha JICUEHHUETO, 32 J]a C€ ONpeiey Hal-MIoAXO0 LIS PEXKUM Ha MPOcieIIBaHe.
[IpenopbuBa ce npocieasBaHeTo Aa ObAe YIBIDKEHO Hali-MaJIKo U Mpe3 HOIITA, TP 3arouBaHe Ha
JIEYEHUETO (BK. ChIIO TouKa 4.5).

OUHrOIMMO]T HE € IPOYYBaHa MPH MALUEHTH C apUTMUs, H3UCKBAILA JICUCHUE ¢ aHTHAPUTMUYHH
JIeKapCcTBEHU NPOAyKTH Kiac la (Hamp. xuHUAnH, nu3onupamun) wim kiac I (samp. amromapos,
coTajoi). AHTHApUTMUYHHUTE JIeKapCTBEeHH NMpoaykTH kiac la u knac Il ce cBbp3BaT che ciryyau Ha
torsades de pointes py NAIUEHTH ¢ Opagukapus (BXK. Touka 4.3).

OnuThT ¢ PUHTONMMOJ € OTPAaHHUYCH MIPY HALUEHTH, IIPU KOUTO EAHOBPEMEHHO CE ITPOBEXKIA TEPAIIHS
c OeTa O6JIOKEepH, IOHIKABAILY ChPJEYHATA YECTOTa OJIOKEPH Ha KaJIIHMEeBUTE KaHAIN (KaTo BeparaMuil
WIN AWITHA3EM) WIN IPYTY BEIIECTBa, KOUTO MOTaT J1a MOHMKAT ChpeYHaTa YecToTa (Harp.
nBabpaanH, AUTOKCHH, AaHTUXOJIMHECTEPAa3HU CPENICTBA WM MUIOKapnuH). Thil KaTo 3armoyBaHeTo Ha
JieyeHue ¢ (PUHroIMMOJI € CBbP3aHO CHIO U ChC 3a0aBsHE HA ChPAEYHATA YECTOTA (BXK. CHIIO

touka 4.8, paznen “bpanuaputmus’), eTHOBPEMEHHOTO NMPUIIOKEHNE Ha TE3U BEIIECTBA MO0 BpEMe Ha
3aIl0YBaHe Ha JICUCHUETO MOXKe 1a ObJe CBBP3aHO C TEXKa Opanukapaus u cepaeyeH osok. [lopanu
MOTEHIIMATHUS aJUTUBEH e(heKT BbPXY ChpACUHATA YECTOTa, HE TPSOBA 1a ce 3arlo4Ba JICUCHHE C
®dunronumon Accord npu MaUeHTH, KOUTO Ce JIEKYBAT C TE3U BELIECTBA 110 CHILOTO BpeMe (BK. ChILO
touka 4.5). [Ipu TakuBa nanuenty, aeuenne ¢ @uaroanmos Accord Moxe Jia ce 00CHIN, CaMo aKo
OYaKBaHHTE MOJI3H NPEBHUIIABAT OTEHIIMAIHUTE PUCKOBE. AKO ce 0OMUCIIS 3alouBaHe Ha JICUEHHE C
®unronmumon Accord, TpsiOBa J1a ce MOTHPCH KOHCYJITAIMS C KApAUOJIOT, BbB BPB3Ka C
MIPEMUHABAHETO KbM APYTH, HE-IOHIKABAIIU ChPACYHATA YECTOTA JIEKAPCTBEHH MIPOAYKTH, Ipean
3aIoYBaHe Ha JICUCHUETO. AKO MOHMKABAILIOTO ChpP/ICUHATA YECTOTA JICUCHHE HE MOXKeE Jja ObJe
CHPSIHO, TPsIOBa /1a ce MOTHPCH KOHCYNTAalUs C KapIUOJIOT, 3a J1a C€ ONpPEAeIr Hal-MoaXo s
PEKHM Ha IpOCIIeIIBaHe CIe]] IbpBaTa J103a, KaTo ce MPEenopbyBa MPOCIIeAIBaHETO J1a Oble
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YIBIDKEHO Hal-MaJIKO | Mpe3 HOmITa (BX. CHIO TOYKa 4.5).

QT unTtepBan

B 3anpn6oueHo npoyusane Ha QT HHTepBasa B CTAIIMOHAPHO CHCTOSHHE TIPH JI03H Ha (UHTOIUMOJ
ot 1,25 nim 2,5 mg, KoraTo Bce OIe ¢ HaJTMICH HEraTHBEH XPOHOTPOIICH e(DeKT Ha (PUHTOIMMO]T,
JIe9eHNETO ¢ PUHTOIUMO] BOIH 10 yAbbkaBane Ha QTc mHTEpBana xato ropaa rpanumna Ha 90% CI
<13,0 ms. Hsama 3aBUCHMOCT MEX1y J103aTa WU BPbh3KaTa SKCIO3UIHSI-OTTOBOP Ha (DMHTOJIMMOJ U
yabmkaBaneto Ha QTc unTepBana. Hsama naHHM 3a MOBUINIaBaHE HAa YECTOTATA HA CIyYauTe HA
yabmkaBane Ha QTc uHTEpBala, aOCOMOTHO WK CHPSMO M3XOJHUTE CTOMHOCTH, CBBP3aHO C
TepamnusaTa ¢ GUHTOIUMOI.

KnuanmyaaTa 3Ha4MMOCT Ha Ta3W HAXOAKa € Hen3BecTHA. B MpOoy4YBaHUATA TPU MAOUCHTU C
MHOXCCTBCHA CKJICpO3a HE Ca Ha6J'HOZ[aBaHI/I KIMHHUYHO 3HAaYNMHU C(l)eKTI/I 1O OTHOLICHUEC Ha
YABJDKABAHCTO Ha QTC HWHTEpBaja, HO MalluCHTU CbC CHIICCTBYBAIl] pPUCK OT YABJDKABAHC HA QT
HUHTCPBaJIa HC Ca BKJIIOUYBAHU B KIIMHUYHHUTEC IPOYUBAHUA.

JlexapcTBeHNTE MPOIYKTH, KOUTO MOTAT Ja JoBenaT 1o yabinkaBane QTc naTepBana e Hail-nobpe aa
ce m30srBaT Npy NAIMEeHTH ChC CHbOTBETHUTE PUCKOBHU (PAKTOPH, KATO HAIIPHMEP XUTIOKATUEMUS HITH

BpoJieHO yabikaBaHe Ha QT nHTepBana.

HmyHocynpecusau edextu

DUHroIMMO]T *Ma UMYHOCYTIPECHBEH e()EKT, KOWTO Mpeapa3snoiiara NarieHTUTe KbM PUCK OT
WH(EKINHU, BKIFOYUTEITHO ONOPTIOHUCTUYHY WH()EKIIUU, KOUTO MOTAT JIa UMAT JICTAJICH U3XO0/I, U
MOBMILIABA PUCKA OT Pa3BUTHE Ha JIUM(DOMH U APYTH 3JI0KaYSCTBCHH 3a00JIsIBaHuUs, 0COOCHO TaKHBa Ha
KoxkaTa. Jlekapure TpsiOBa a mpociaeasiBaT BHUMATEITHO CBOUTE IMAIIMEHTH, 0COOEHO TE3H ChC
CBHITBTCTBAIIH 3a00JSIBAHUS UM U3BECTHUA PUCKOBU (DaKTOPH, KATO HApUMEDP MPEIIIIeCTBAIIA
UMYHOCYIIpECUBHA Teparus. AKO ce ToI031pa HATMYUETO Ha TaKbB PUCK, JICKAPST TPSOBa Aa
0OMHCITH TTPEyCTAaHOBSIBaHE HA JICUEHUETO MPHU OTACITHUTE CIIydan (BXK. ChIO Touka 4.4, pa3znenu
HAHpexunn u ,,Koxxan 3mokauecTBeHH 3a00saBaHus, u Touka 4.8, pa3uen ,,Jlumbpomu™).

HNudexnmu

Kitouos papmakonrHamudeH epekT Ha (PUHTOIMMO/ € JI0303aBUCUMOTO HaMaJlsiBaHe Ha Opos Ha
nepudeprute muMdoruTe, Kouto gocturat 10 20-30% oT u3xogHuTe CU HUBA. T0o3U eeKT ce TBIIKI
Ha oOpaTmMma cexBecTpaIys Ha TuMdonnuTy B TuMQONIHATA ThKaH (BXK. TOUKa 5.1).

IIpenu na ce 3amoune nedenue ¢ Puaromumon Accord, TpsOBa 1a Obe IPETOCTABEHO HEOTTaBHA
HaIpPaBEeHO M3CJie/IBaHe Ha MhiHaTa KpbBHA KapTuHa ([IKK) (T.€. B pamkuTe Ha nocnennuTe 6 Mecena
WU Clie/l CIMpaHe Ha npeauiectsaa tepanus). [Ipenoprusa ce cpmo Taka [IKK ga ce nzcnensa
MIEPUONYHO IO BPEME Ha JICUCHUETO, Ha 3-Usl MECEIl U MIOHE BEJIHBK TOJUIIHO CJIE] TOBA, U MPU
NosBa HA MPU3HALK Ha MH(EKIHA. AKO ce ycTaHOBH abcomoTen tumdormTer 6poii <0,2x10%/1,
JIEYCHUETO TPSIOBA J1a ce MPEeKBbCHE IO MO00psiBaHe Ha JIMMQOIMTHHS OPOi, Thil KaTO IO BpeMe Ha
KJIMHAYHUTE TPOYUYBAHUS JICYCHUETO ¢ PUHTOIMMO]] € OMIIO CIIMPAHO MPH NAIUEHTH C a0CONIOTeH
nmumdonuren 6poit <0,2x10%/1.

3amouBaneTo Ha jeueHue ¢ Gunronumon Accord TpsOBa 1a ObAC OTIOKEHO MPH MAIUSHTHU C TEXKKA
aKTHBHA HHPEKIHS T0 HEHHOTO OTIIYMSBAHE.

Edextute Ha @unromumon Accord BEpXy IMyHHATa CHCTEMa MOTaT Jia IMOBUIIIAT pUCKa OT
BB3HUKBAHE HA MH(EKIMH, BKIIIOYUTEITHO OMIOPTIOHUCTHYHYU MHPeKImuu (Bx. Touka 4.8). HeoOxoanmo
€ TpuiIaraHeTo Ha e()eKTUBHU JUArHOCTUYHU U TEPAIICBTUYHU CTPATETHU NIPH MAIIMEHTUTE ChC
CUMNTOMH Ha MH(EKIUS N0 BpeMe Ha JiedeHneTo. Koraro ce olieHsBa NaIMeHT, MPU KOWTO ce
mo1o3upa WHEKINS, KOATO MOXKE J]a € CEpHO3Ha, TpsIOBa Ja ce MMa MpeIBHU] KOHCYIITAIH C JeKap ¢
OTIHT B JIeueHneTo Ha nHdpekiuu. [1o BpeMe Ha JedeHneTo, maneHTuTe Aa Ob1aT HHCTPYKTUPAHU /1a



choOmaBaT He3a0aBHO Ha CBOS JICKap 3a MosBaTa Ha CUMIITOMHA Ha WHCKITHS.

HpI/I Pa3BUTUC HA CCPHUO3HA I/IH(i)CKI_[I/I}I, Tp}16Ba Ja ce oomucau BPEMCHHO CITMPAaHC Ha JICUCHUECTO C
(DI/IHFOJ'II/IMO}_'[ Accord u Ja CC HaIllpaBU MPCOUCHKAa Ha CbOTHOIICHHUETO MOJI3a-PUCK IIPEIN
BH300OHOBSIBaHE Ha TEparusATa.

EnuMuHupaneTo Ha GUHTOIMMO/I CIIE/] CIIMPAaHe Ha TepPaNuaTa MOKe J1a IPOIbIDKH 10 J1Ba MECella,
3aToBa U MPE3 TO3M NEPUOoJI TPIOBa Ja ce MPOIbIKU HAOFOICHUETO 3a TI0sSIBa HA HH(EKITHSL.
[TanuenTute TpsaOBa a ObJAT MHCTPYKTUPAHU JIa ChOOIABAT 3a IMOSBATa HA CUMITOMH Ha WHEKIIUS
JIo 2 Mecela cliesl Cliupane Ha (PUHTOITUMO]T.

Xepnec- supycua ungexyus

CepHo3HH, )KMBOTO3aCTpaIllaBaIlM U IOHSKOI'a C JIETAJICH U3XO07 Cy4yau Ha eHIe()aanuT, MCHUHTUT
WM MEHUHTOCHIIe(DaTUT, IPUIMHEHU OT XepIeC CUMIUICKC BUPYC WX BapHIieia 30CTep BUPYC, ca
BB3HUKHAJIH 110 BCIKO BPEME B X0/Ia HA JICUEHUETO C (PUHTOIMMO. AKO Bh3HUKHAT XEPIIECCH
eHI1ealiuT, MCHUHTHT WIA MCHHUHTOCHIIE(ATHT, ISYCHUETO ¢ (PUHTOJIMMO]T TPSIOBa J1a ce
MIPEYCTAaHOBHU U Ja C€ HA3HAYHW MOIXOIAIIO JISUCHUE 3a ChbOTBETHATA MH(EKITHS.

IIpenu 3amouBane Ha nedeHne ¢ GuHTOIUMOI Accord € HE0OXOIUMO J1a C€ OIICHH MMYHHUTETa Ha
MAIUSHTUTE Cpelly Bapullena (Jierenka). [Ipu nanuenTH, mpu KOUTO JIMIICBA MOTBBP/CHA OT
MEIMIIMHCKH CIICIIMATUCT aHAMHE3a 3a NMPeKapaHa Bapulleia WK JOKYMEHTAIUS 32 TIPOBE/ICH ITbJICH
KypC Ha BaKCHHAIIMS C BAKCHHA CPEIIy BapuIlelia, Ce MPernophyBa Jla Ce U3Cie/IBa HAIMYUETO Ha
aHTHTENa Cpely Bapullena 3octep Bupyc (VZV), mpeaun 3amouBane Ha Tepanusita ¢ puaromumon. [pu
nanueHTuTe 6e3 aHTUTeNa, ce MPernopbyuBa MPOBEXKIaHE HA MTBJICH KypC Ha BAKCHHAIMS C BAKCHHA
Cpely BapHIlena, Ipeau aa ce 3ano4e JeueHue ¢ Guaromumon Accord (Bxk. Touka 4.8).
3amo4BaHeTO Ha JICUCHUETO ¢ (PMHTOIMMOJ TPsIOBa Ja ce OTIOXM ¢ 1 Mecel], 3a Jja ce MOJyYH MTbJICH
e(heKT OT BaKCHHAIUSATA.

Kpunmoxoxos menuneum

Cpo0mIaBar ce ciaydad Ha KPUITOKOKOB MECHUHTUT (ThOMYHA WH(EKITHS ), IIOHSAKOTa C JICTAICH U3XO0,
10 BpeMe Ha TIOCTMapKETUHTOBHS TIEPUO]T CIIe]] PUOIN3UTEITHO 2-3 TOJWHY JICUCHUE, BBIIPEKH Ue
TOYHA BPB3Ka C MPOABDKUTEITHOCTTA Ha JICYCHUETO He € u3BecTHa (BxK. Touka 4.8). [Ipu nanuenture
ChC CUMIITOMH U MPU3HAIM CHOTBETCTBAIIM HA KPUIITOKOKOB MEHUHTHUT (HAIp. TiIaBo0oIne,
CBHIPOBOJICHO OT MTPOMEHH B Ch3HAHUETO, KATO OOBPKAHOCT, XATFOIMHAIINN ¥/ WU JIHYHOCTHH
NPOMEHH) TpAOBa Jja O'bJie MPOoBe/icHa BHUMATEIHA JIMAarHOCTUYHA olleHKa. [Ipu JuarHocTuiyipase Ha
KPHUITOKOKOB MEHUHTHT, JICYEHUETO C (PUHTOIMMO]] TPsIOBA Jia ce IPEYCTAHOBH U JIa CE 3all0YHe
ChOTBETHA Tepamnus. TpsaOBa aa ce MpoBeie MyJITUANCIMIUIMHAPHA KOHCYIITAIMS (HAIP. ChC
CIISIUAITUCT 110 MH()EKIIMO3HYU 3a00IIsIBAaHMS ), aKO MOTHOBSIBAHETO HA JICUSHUETO ¢ (DUHTOIMMOJ ©
OCHOBATEJHO.

IIpoepecupawa mHocoocHuwHa n1eekoenyeparonamus

CrobmraBat ce 3a ciydan Ha [IMJI o Bpeme Ha JiedeHne ¢ (PUHTOIMMO, Clie ] pa3perieHuEeTo 3a
ymotpeba (Bk. Touka 4.8). [IMJI e onopTrorrcTryHA HHOEKINSI, MPUIHHIBAHA OT BUpyca Ha JI)KOH
Kenunram (John Cunningham virus, JCV), kosiTo Moxke 12 ObAe C JeTaneH U3X0/l Wik Ja JOBEAE A0
TexKa MHBAMAHOCT. [lo-ronsimara yact ot ciryuaute Ha [IMJ] ca Bb3HHKHAIIM Clie/ 2 WU TIOBEYE
TOJIMHU JieueHue ¢ PUHToIMMOA. B nomrbiHEHNE KbM MPOABIDKUTEITHOCTTA HA €KCTIO3UIIUS Ha
(huHTOIMMO, APYTH TOTEHIMATHN PUCKOBH (pakTopw 3a [IMJ] BKITtoUBaT MpeaxoHa Tepanus C
MMYHOCYIIPECOPH WIIH UMYHOMOyJIaTOpH W/nin Texxkka auMmdorenus (<0,5x109/1). [TannenTure ¢
MOBHIIIEH PUCK TPAOBa Ja ObJaT BHUMATEIHO HAONIOIaBaH! 32 MPU3HAIY wiu cuMiitomu Ha [IMJL.
[IMJI mosxe na Bb3HUKHE camo npu Hannuue Ha nHpekuus ¢ JCV. Ako ce npeanpuemMe u3ciaeaBaHe 3a
JCV, Tps6Ba aa ce nma npeaBu, ue BIUSHUETO Ha TUMQOINEHHITa BBPXY TOYHOCTTA Ha U3CIIEABAHETO
3a aHTU-JCV aHTHTENa HE € MPOyUYeHO NPH MAMEHTH, JIeKyBaHu ¢ puHronumon. HeraTuBHuSAT Tect 3a
antu-JCV aHTHTENa HE M3KITI0UBA BE3MOKHOCTTA 3a nocieasarna nadpeknus ¢ JCV. Ilpenn na ce
3amoYHe JIeueHre ¢ GUHTOIMMOT € HeoOxomuM n3xoaeH SIMP (0OMKHOBEHO B paMKHUTE Ha 3 MeCeIa)
kato pedepenius. [lo Bpeme Ha pyrunHUTE pocnensBamm IMP nzcnenBanus (B ChOTBETCTBHUE C
HAIIMOHAJIHUTE U MECTHHUTE MPETOPHKH) JIeKapuTe TpsOBa 1a BHUMAaBAT 3a MOsBa Ha JIE3UH,
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npeamnoinarany Hamaue Ha [IMJL. C SIMP moxe aa ce yCTaHOBST SIBHU HAXOAKW IIPEIH HATHIUETO HA
KIIMHUYHY TIPU3HAIY WM cCUMITTOMH. ExeroHo npoBexknane Ha SIMP moxe na ce cuuta Kato 4acT OT
NOBHUIIIEHATa OIUTETHOCT, OCOOEHO MPH NAMEHTH C MOBULIECH pUck 3a pa3sutue Ha [IMJI. CrobiaBa
ce 3a ciryyau Ha acumToMaTnuHa [IMJI Bb3 ocHOBa Ha Haxoaku oT SIMP u 3a nannuue Ha /IHK ot
JCV B rpp0HAYHO-MO3BYHATA TEIHOCT MIPH MANMECHTH, JICKyBaHU C GUHTOIMMOI. AKO CE TIOJ03upa
IIMJI, TpsioBa He3abaBHO Aa ce HanpaBu SIMP ¢ muarHocTHdHa 1€, a JICUEHUETO ¢ (PHHTOINMOL
TpsIOBa BPEMEHHO J1a ce crpe, Jokato He ce m3kmoun [IMJI. Axo [IMJI ce mOTBBpIH, JICIEHUETO C
¢uHrOMTMMOz TpsIOBaA Ja ce MPEeyCTaHOBU OKOHYATETHO (BXK. ChIIO TOUKa 4.3).

Cro0maBa ce 3a Bh3MaIUTEICH CHHAPOM ITPU UMYHHO Bb3CTaHOBsIBaHE (immune reconstitution
inflammatory syndrome, IRIS) npu narnmenTy, TeKyBaHH ¢ PeIENTOPHA MOIYJIATOpH Ha c(hUHTO3HH |
tdhocdar (C1D), BxmounTtenHo GuHTOIMMOI, KOUTO ca pa3swtn [IMJI u BociencTeue ca
npeycTtanoBwi JedeHnero. IRIS ce mposBsiBa kaTo KIMHWYEH Caj B ChCTOSHUETO HA MAIlUEHTA,
KOHTO MOXe J1a ObJie Obp3 U MOXKE J1a JOBEC IO CEPUO3HU HEBPOJIOTUYHH yCIOKHEHUS UJTH CMBPT, U
YeCTO € CBhp3aH ¢ xapakTtepHu npomenu B AMP. Bpemero 10 Br3umkBane Ha [RIS npu nanuenTtu ¢
I[IMJI 0OMKHOBEHO € OT CEIMHUITU JIO MECEIU CJIe/ TPSYCTAaHOBSBAaHE Ha MPUEMa Ha MOAYJIaTopa Ha
C1® penenrtopa. TpsOBa ma ce mpennpueMe npociensBane 3a pa3sutue Ha IRIS u moaxozasmio
JIeYeHNe Ha CBBP3aHOTO C HETO Bh3MAaJICHHE.

Yogewku nanuioma eupyc ungexyus

[To Bpeme Ha MOCTMAPKETHHTOBUS IIEPUOJI CE CHOOIIABAT Cyyan Ha WH(EKIHS C YOBEIIKH ManuaoMa
Bupyc (HPV), BxiitountenHo nanuiaoMu, JUcIuiasus, OpagaBuLy U pak, cBbp3ad ¢ HPV, npu neuenne
¢ ¢huraroMMO (BXK. Touka 4.8). [lopaan IMyHOCYIIPECUBHUTE CBOMCTBA Ha (PMHTOIMMO/T TpsiOBa 1a ce
oOmucin nmyHuzanus cpeiy HPV npenu 3anouBane Ha eueHHETO ¢ PUHIOJIMMOJ, KaToO CE CIIeABaT
HPENOPBKUTE 3a UMyHHU3aus. [IpenopbuBa ce CKpUHUHT 3a 3/10Ka4eCTBEHH 3a00JIsIBaHus,
BKITIIOUMTENHO IIuToHamaska (PAP Tect), chriacHo cTangapTHaTa NPaKTHKA.

MaxkyJneH egem

IIpu 0,5% ot marmenTute Ha jedeHue ¢ puaromnmon 0,5 mg ce cpobIIaBa 3a MaKyJIeH €M C WIIH
0e3 3puTeTHN HAPYIICHHUS, Pa3BHUBAII] CE MMPEIUMHO Mpe3 MhPBUTE 3-4 Mecela OT JICYCHUETO (BK.
touka 4.8). [lopaau Tazu npuunHa, Ha 3-4 Mecell cie]] 3al0YBaHe Ha JICYCHUETO Ce TPErophyuBa
MIPOBEXK/IAHETO HA O(TAIIMOJIOTUYCH TPerJie]l. AKO NMAIlMEHTUTE ChOOIIAT 32 HIKAKBH 3PUTCITHU
HapYIIEeHHs 10 KOETO U J]a € BpeMe clie]] 3aouBaHe Ha JIeueHHeTo, TpsiOBa j1a Ob/ie POBEJICHO
n3cienBane Ha QyHIyca U MaKyJsara.

[TanuenTHTe C aHaAMHE3a 33 YBEHT U MAIMEHTUTE ChC 3aXapeH AUA0ET ca C MOBUIIICH PUCK OT Pa3BUTHE
Ha MaKyJieH efeM (Bx. Touka 4.8). dunromumos; Accord He € IpoydYBaHa MPU MAIUEHTH C
MHO>KECTBEHA CKJIepo3a U 3axapeH quadet. [IpenopbuBa ce mpu MarueHTUTe ¢ MHOKECTBEHA CKIIEPO3a
W 3axapeH nuabeT WM aHaMHe3a 33 YBEUT Ja Ob/ie TPOBEXKIaH OUeH IMPerJie]] IPear 3alloYBaHe Ha
JIEYCHHUETO, CJIeT KOETO Ja ObIaT MpOCieAsIBaHu 10 BpeMe Ha JICUCHUETO.

[MpoabirkaBaHETO Ha JICYSHUETO TMPH MALMEHTH C MaKyJIeH eJIeM He € mpoyuyBaHo. [Ipernopbusa ce
crniupaHe Ha jiedeHreto ¢ dunroanmos Accord mpu pa3BUTHE HAa MaKyJIeH efieM. Perienrero nanm na
ce Bb300HOBH TepamnusTa ciie]] 00paTHO pa3BUTHE Ha MAaKYJIHUS eeM TpsOBa Ja ObJie B3ETO KaTo ce
MMAaT MPEIBH/ MOTCHINATHUTE TIOJI3U U PUCKOBE NP OTICTHNTE HAlUCHTH.

YepHoapoOHO YBpeXIaHe

Crpo01m1aBa ce 3a MOBHINICHNE Ha YepHOIPOOHNUTE SH3UMH, 0COOSHO Ha aJJaHMH aMHHOTpaHCaMHUHA3aTa
(AJIAT), HO cBII0 ¥ Ha Tama rayramunTpanchepaszara (I'TT) u Ha actlaprar Tpancamunazara (ACAT)
MIPH MAIUSHTH C MHOKECTBEHA CKJIEPO3a, IPOBEKAaly jJeueHue ¢ puaronmumoa. CroOIiasa ce ChIio
3a HAKOJIKO CIy4asl Ha OCTpa YepHOAPOOHa HEJ0CTAaThYHOCT, Hajaralia Y4epHoJpoOHa
TPaHCIIAHTALUS, ¥ KIMHUYHO 3HAYUMO YepHOIPOOHO yBpexknaHe. [Ipu3Haiu Ha uepHOAPOOHO
YBpEeXKJIaHe, BKIFOUUTEITHO 3HAYUTEITHO MOBUIICHUE HA CEPYMHHUTE HUBA HA YEPHOJPOOHUTE SH3UMH U
MIOBHIIIEH 001 OWIIMPYyOWH, ca HACTHITMIIN B PAMKHTE Ha JIECET JHHU CIie]l IIPUEM Ha ITbpBaTa 7034,
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JIOKJIaJIBAHU CHIIO TaKa U CIe]] MPOIBIDKUTENHA yroTpeba. B knmmanyanTe m3nutBanws mpu 8,0% ot
BB3pPACTHUTE TIAIIMCHTH Ha JieueHue ¢ puHromumon 0,5 mg e HabronaBano nmosumraBane Ha AJIAT

3 u moBeue MbTH Haj ropHa rpanuna Ha Hopmara (I'TH) crpsimo 1,9% oT nanuenTure Ha jiedeHue ¢
riane6o. [losumasane 5 nbtu Han I'TH Bb3unKkBa nipu 1,8% OT manuenTuTe Ha GUHTOIUMOJ U TIPH
0,9% ot marmmenTuTe Ha 1TUTarie60. [lo BpeMe Ha KIIMHUYHNTE U3MUTBAHUS (PMHTOIMMO/ € OWJI CTIMpaH
nipu noBuiienue Haj S bt ['HH. Ilpu nogHoBsABaHE HA JIEYEHUETO MIPU YACT OT MALIMEHTUTE OTHOBO
e HaOJroJaBaHo MOBUIIIABAHE HA TPAHCAMUHA3UTE, KOETO JOKa3Ba HATMYMETO HA TIPUIUHHO-
clIeZIcTBEHa Bpb3Ka ¢ pueMa Ha (uHronumo. [Ipu KITMHUYHY NpOyYBaHUsl, € HaOII0JaBaHO
MOBHILIABAHE HA TPAHCAMUHA3UTE 10 BCSIKO BPEME B X0JIa HA JICUEHHETO, BBIIPEKH Ue Half-4ecTo €
HabronaBaHo npe3 mepBuTe 12 Mecena. CepyMHUTE HUBA HA TPAHCAMUHA3UTE CE BPBILAT J0
HOPMAJTHATE CTOMHOCTH NMPHUOIM3UTEITHO 2 Mecela clie/l CIUpaHe Ha JIEYEHUETO C (PHHTOITUMOT.

@®uHrOIMMO/ HE € IPOyYBaHa NPY MAIMEHTH C TEXKKO MPEANIECTBANI0 YePHOAPOOHO yBpeKaaHe (Kiac
C no Child-Pugh) u He Tps0Ba na ce npuiara Npy TakWBa MaLUEHTH (BXK. Touka 4.3).

[lopaau nMyHOCYIPECUBHUTE CBOMCTBA HA (PMHTOJIMMO/] 3aII0YBAHETO HA JICYEHUETO TPsIOBa 1a ObJe
OTJIOKEHO NP MALMEHTU C aKTUBHA XEMATUT BUPYCHA MHPEKIMA A0 OTIIYMSBAHETO .

IIpenn na ce 3amoyHe nedeHne TPSAOBA J1a Ce MIPEIOCTABAT HAIPAaBEHU HEOTAaBHA (T.€. B pAMKUTE Ha
nociegHuTe 6 Mecela) U3caeIBaHus Ha TpaHCAaMHUHA3UTe U OmnupyouHa. [Ipu nunca Ha KITMHAYHA
CHUMIITOMH, HUBaTa Ha YepHOAPOOHHUTE TPAaHCAMHUHA3U U CEpyMHUS OMnpyOuH TpsiOBa 11a ce
npocneasaT Ha 1-Bu, 3-t, 6-1H, 9-11 1 12-TH Mecel OT JICUSHUETO U EPUOANYHO CIIe]] TOBa 110 2
Mecera ciie/l IpeycTaHoBsBaHe Ha nedeHueTo ¢ @uaromnmon Accord. [lpu nurca Ha KITMHUYHA
CHUMIITOMH, aKO YepHOPOOHNTE TpaHCAMHHA3H ca HaJl 3 IhTH, HO TIo-Manko ot 5 et [ TH, 6e3
MOBHILIEHUE HA CEPyMHHUSI OMIIMPYOHH, TpIOBa 1a Ce Ha3HAYH ITO-YECTO MPOCIEIBaHE, BKIIIOUHUTEITHO
Ha cepyMHUs OWTupyOuH U ankanHara ¢ocdaraza (AD), 3a 1a ce yCTAHOBU J1ajli HACTHIIBAT
JOIIBIIHUTEIHU TIOBUILICHHS, U Ja ce pa3depe Aajiu uMa alnTepHATHBHA €THOJIOTHS Ha YepHOApOOHATa
JuchyHKIMs. AKO YepHOAPOOHUTE TpaHcaMuHaszu ca rmoue 5 mbTd [ TH wim nowe 3 et ['TH,
CBBP3aHH C HIKAKBO MOBHIIICHHE HA CEpYMHUs OMnpyOunH, neuenneTo ¢ @unrommmon Accord TpsioBa
Iia ce mpeycTaHoBu. [IpocnensBanero Ha yepHUs Ipod TpsiOBa ga MPOIBIIKN. AKO CEpYMHUTE HHUBA CE
HOpMaH3HUpaT (BKIFOYUTEITHO, aKO C€ OTKPHUE aNTepHATHBHA MTPHYMHA 32 YEPHOAPOOHATA
mucyHkms), neuenneto ¢ Gunroanmon Accord Moxe a ce Bb300OHOBH Bb3 OCHOBA Ha BHUMATEIIHA
OLICHKA Ha CHOTHOIIEHHUETO MOJI3a-PUCK 32 MAIUCHTA.

[pu manmenTy, npu KOUTO ce HAOIMI0AaBaT CUMIITOMH, MTPEATIOIAralid YepHOAPOOHA TUCHYHKIIHS,
KaTO HEOOSICHMMO TajieHe, IOBPhIIaHe, KopeMHa 00JIKa, yMOpa, aHOPEKCHS WM SKBITSHHUIA H/UITH
MOTHMHSBAHE HA ypUHATA, TPAOBa 1a ObJAaT U3CIEABaHN YePHOAPOOHNUTE CH3UMH U OUINpyOrH, U 1a
ObJie CIIPSHO JICYUCHUETO, aKO C€ TIOTBBPAM 3HAYMMO 3HAUYMMO YEPHOAPOOHO yBpexkaaHe. Jleuenuero
He TpsI0Ba J1a ce MOJJHOBSIBA, OCBEH aKO HE C€ yCTAaHOBHU MPaBIONOA00HA aJITepHATUBHA

€THOJIOTHS 32 MPU3HAINTE ¥ CUMIITOMUTE Ha YePHOJAPOOHOTO YBpPEKIAAHE.

Bbrpexn ye nurcBar JaHHM, KOUTO J1a TOKa3BaT, Ye 110 BpeMe Ha pueMa Ha GUHTOIMMO IPU
HNAalMEeHTHTE C TPE/IISCTBAI0 YePHOAPOOHO 3200 IsIBaHE € ITO-BEPOATHO Ja ObaaT HaOII0JaBaHH
MOBHUIIIEHU CTOMHOCTH Ha YepHOPOOHUTE QYHKIIMOHAIHU TECTOBE, € HEOOXOAUMO TTOBUIICHO
BHUMaHUe Ipu ynorpedara Ha OunHronumos Accord npy MalMeHTH ¢ aHAMHE3a 3a [IPe/IIECTBAII0
3HaYMMO 4epHOPOOHO 3a00IIABaHE.

TloBausiBaHE HA CEPOJOTUYHUTE TECTOBE

Tbit kaTo PUHATOIUMOT HaMassIBa Opost Ha TUMGPOIMTUTE KaTO TH Npepa3npeels B nepudepHuTe
TuMQOUTHU OpraHy, MPH NMalMeHTH Ha Jiedenue ¢ Gunromumon Accord OposT Ha nepudepHUTe
JUMQOLIUTH HE MOJKE J1a ObJIec M3M0/I3BaH 3a OLICHKA Ha JTUM(OLUTHHUS cTaTyc. 3a T1abopaTOPHUTE
TECTOBE, IPU KOUTO CE U3IOJI3AT IUPKYIUPAIIH MOHOHYKIICAPHU KIICTKU € HEOOXOANMMO HaOaBSIHETO
Ha [MO-TOJISIM 00eM KPbB NOPa Iy HaMalleHHs1 Opo Ha IIUPKYITHPAIIUTE THMPOIUTH.



Ed)eKTI/I BHPXY KPBbBHOTO HaJIATaHE

ITaumentute ¢ aprepuaiHa XUNEPTOHUS, HEMOBIMSIBAIIIA CE OT MPUEMa Ha JICKAPCTBEHU CPEACTBA ca
OMITM U3KITIOYCHU OT MPEIMAPKETUHTOBUTE KIIMHUYHH U3MUTBAHYS, TOPAJH KOETO € HEOOX0IUMO
CITeIMaIHO BHUMaHWUE 1pH JiedeHne ¢ Gurrommmon Accord Ha MaMEeHTH ¢ HEKOHTPOJIMPaHa
XUTIEPTOHUSL.

ITo Bpeme Ha kMHUYHUTE M3NUTBaHUA 32 MC nipy narueHTuTe Ha jiedeHue ¢ punronumon 0,5 mg e
HAOJI0JJaBaHO CPETHO MOBHIIIABAHE MPUOIU3UTENHO ¢ 3 mmHg Ha CUCTONHOTO KPHBHO HAJIATAHE U
npubmm3uTenHo ¢ 1 mmHg Ha TMaCTOIHOTO KPHBHO HANIATAHE, OTYSTCHO 32 ITbPBU ITBT
npUOTU3UTETHO | Mecel| ciie/] 3amoYBaHe Ha JICYSHUETO U MEPCUCTHPAIIO TIPH MPObIKaBaHe Ha
JedeHneTo. B Xxoma Ha IBErOJUITHOTO TTAIe00-KOHTPOIHPaHO poyyBaHe mpH 6,5% OT manueHTnTe
Ha nedenne ¢ puaromumo 0,5 mg ce cro0IIaBa 3a XUIMEPTOHUS KaTo HeXXenaHa peaxmwst u npu 3,3%
OT MaIeHTUTe Ha Iiane6o. CiaenoBaTeIHO, KPHBHOTO HaJIATaHe TPsIOBa fa Oblie peOBHO
MIPOCJICIIBAHO MO0 BPEME Ha JICUCHHUETO.

Ed)eI(TI/I BHPXY AHUXATCIIHAaTa CUCTEMA

Ha 1-us mecer oT 3a1ouBaHeTo Ha JieueHHE ¢ (PUHIOIMMOJ] ce HabJIt0JaBa MUHUMAJIHO, 10303aBUCUMO
HaMmallsiBaHe Ha cToHHOcTHTE Ha (opcupanus ekcnuparopen ooem (PEO,) n audy3nonnus
KamanuteT 3a BeriiepoaeH okuc (DLCO), koeto ce 3agbpska u Brocneacteue. @unromumon Accord
TpsIOBa J1a ce M3MOJI3Ba C TIOBUILICHO BHUMAaHKE NPHU MAllUEHTH C TEKKO 3a00JsIBaHE HA AUXATEIHATa
cucreMa, 6emonpobdna Gpudpo3a u XpoHUIHA OOCTPYKTUBHA OeompoOHa 6osecT (BXK. Touka 4.8).

CuaapoM Ha oOpaTmMa 3aaHa eHiedalIonaThs

B xIMHWYHATE U3NUTBAHUS ¥ IIOCTMAPKETUHTOBHS TIEPHUOJ CE€ CHOOIABAT PEIKH CIIy9Ian Ha CHHIAPOM
Ha obpartuma 3anHa eHredaronatus (CO3E) nmpu no3a 0,5 mg (Bx. Touka 4.8). Cumnromure
BKITIOUBAT BHE3aITHA [TOSBA HA CHITHO IIIaBO0OJINE, TajieHe, TOBPhIaHe, HAPYIIICHUE HA Ch3HAHUETO,
3puTeNHU HapyieHus u repuoBe. Cumnromute Ha CO3E 00MKHOBEHO ca 00paTUMH, HO MOTaT Jia Ce
Pa3BHAT 10 UICXEMHYCH WHCYJIT WIM MO3bUCH KPHBOM3IIMB. 3a0aBSHETO HA TUArHO3aTa U JICUCHUETO
MOTar Jia I0BeJAT A0 TpalHU HEBPOJIOruuHU nocneauiu. Axo ce mogosupa CO3E, npuembT Ha
®dunrosmmon Accord TpsiOBa 1a ce MpeyCcTaHOBH.

HDCI{IHCCTBEIIJ_IO JICYCHHUE C UMYHOCYIIPCCUBHHU HMJIM HMYHOMOAYJIMPpAIIHY TCPpalInun

He ca npoBexaanu mpoy4yBaHusi, KOUTO 12 OLEHAT epUKaCHOCTTa U 0€30MaCHOCTTa Ha (PUHTOJIMMOJL
[IpH PEMHUHABaHE HA MAUEHTUTE OT TepU(IYHOMUA, TUMETII hyMapatT Wi aJeMTy3ymMal KbM
nedenue ¢ puHronnmon. Ilpu npeMnHaBaHe Ha MAMEHTHUTE OT JICYCHHE ¢ Apyra Moaudumpaa
OonectTa Tepanus KpM jedenue ¢ Gunronumon Accord, TpsOBa 1a ce MMa MPEBHU] KaKbB €
MOJTYKMUBOTHT Ha SIMMUHMPAHE U HAYUHBT Ha ACHCTBHE Ha Apyrara Tepamnus, 3a Aa ce n30erHar
AJINTUBHA UMYHHH €(eKTH U CHIIEBPEMEHHO J]a c€ MUHIMHU3HPA PUCKA OT PEIHU/IMB Ha 3200JIIBAaHETO.
[IpenopbuBa ce a ce u3cienBa MbiIHa KpbBHA KapTHHA MPEIH 3aII0YBaHE Ha JICUEHUETO C
®unronumon Accord, 3a 1a € CUTYPHO, Y€ UMYHHHTE e(DeKTH Ha IpeaxokaamiaTa Tepanus (Hamnp.
LUTOIEHUS) Ca OTMHHAIIH.

Karo msno neuennero ¢ @unronumon Accord Moske J1a 3ari04He BeJHAra Ciie]] CIUPaHEeTo Ha
uHTEepEPOH WM TIIaTHpaMep aleTar.

[pu aumeTrn Gpymapar nepruoabT Ha METUKAMEHTO3HO OUMCTBaHe TPsiOBa 1a Ob/ie ToCcTaThUCH, 32 Ja
ce Bb3CTaHOBH ITbJIHATAa KPbBHA KapTHHA MPEH J1a ce 3ano4He Jeuenue ¢ dunronmmon Accord.

[Topaayu mbITHS OMY>)KUBOT HA EMMMUHUPAHE HA HATATN3YMa0, ENMMUHUPAHETO My OOMKHOBEHO
poabIDKaBa 10 2-3 Mecella ciesl crupaneto. TepudIyHOMU ChIIO Ce SIMMHUHAPA OABHO OT
uia3MaTta. bes mporeaypa 3a yCKOPeHO eNMMUHHPaHe, KIIMPBHCHT HA TepU(IYHOMUJT OT TIa3MarTa
MOJKeE J1a OTHEME OT HSIKOIIKO Mecena 0 2 roanHu. [IpenoppuBa ce npomeaypa 3a yCKOpeHO
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eIMMHUHUPAHe, Taka KaKTO € OIKMCAHO B KpaTKaTa XapaKTepUCTHKA Ha MPOAYKTa TepU(IYHOMHUI, TN
MIEPHUO/I Ha aJITSPHATUBHO MEAMKAMEHTO3HO OUMCTBAHE HE MO-KpaThK OT 3,5 Mecena. HeoOxomumo e
MOBUIIIEHO BHUMAaHHUE BHB BPb3Ka C MOTCHIIMATHATA BH3MOKHOCT 33 SJIHOBPEMEHHA M35Ba Ha epeKTH
BHPXY UMyHHATa CHCTEMA IPU MPEMUHABAHE HA MAIIUEHTUTE OT HATAIN3yMal U TepUQPIYHOMU KbM
dunromumon Accord.

Anemty3ymal uMa CHIHH U IPOJBIDKATEIIHA UIMYHOCYTIpEeCUBHU edekTu. Thii KaTo TouHaTa
NPOJIBIDKUTEHOCT Ha Te3H e(EKTH HE € U3BECTHA, HE ce TIPENIOphYBa 3all0YBAHE Ha JICUCHHUE C
Ounromumon Accord cien Tepamnus ¢ aneMTy3yMad, OCBEH ako MOJI3UTE OT TOBA JICUCHUE HE
MPEBB3X0XKIAT HECHbMHEHO PUCKOBETE MPH OT/ICITHUS MAIHEHT.

Pemenmnero 3a IMPOBCKAAHE HA IPOABJDKUTCIIHA CHITBTCTBAIIA TEPAITUA C KOPTUKOCTCPOU AN Tp$[6Ba Ja
CC B3CMC CJICA BHUMATCIIHA TPCIICHKA.

Ennospemenno npunarane ¢ Mmomuu CYP450 unaykropu

Kombunupaneto Ha punaromnmon ¢ moriau CYP450 uaaykTopu TpsOBa 1a ce mpuiara ¢ TOBUIIICHO
BHUMaHKE. He ce mpemopbuBa eqHOBPEMEHHO TIPHIIaraHe C KBJIT KaHTapHUOH (BXK. Touka 4.5).

310Ka4eCcTBEHU 3a00IABaHUS

Koowcnu 3noxauecmsenu 3abonasanus

CrpobmraBat ce ciaydan Ha 6a3aHoKIeThueH KapuuHoM (BKK) i mpyru KoskHM HeoIuta3mu,
BKJTFOUHTEITHO 3JIOKAYEeCTBEH MEJIaHOM, CKBAMO3HOKJICThUEH KapImHOM, capkoM Ha Kaposi u Merkel-
KJICTHYCH KapIIMHOM, TIPH TTAIUEHTH, TpreManty huHroauMos (Bx. Touka 4.8). Heooxommmo e 1a ce
CJIeIIU 3a TI0SBaTa HAa KOXKHU JIC3UH U CE MPENOPbYBAT MPEBAHTHBHU MPETJICIU HAa KOXKATa IpU
3aroYBaHe Ha JICYCHUETO U Ha BeekH 6 10 12 Mecera, criope/l KIMHUYHATA MPEIeHKa. AKO ce
YCTaHOBST MOO3PUTEIHN KOKHU JIC3UH, TAIIUEHTHT TPAOBA J1a ObJIc HACOYEH KbM JIEPMATOJIOT.

TBi KaTo CHIIECTBYBA IOTCHIMAIECH PUCK 33 BB3HUKBAHE HAa KOXKHH HEOIIa3MU, TAIIUEHTHTE,
JIeKyBaHH ¢ GUHTOIMMO, TpsiOBa J1a ObJAT MPEAYIPEACHH, [a HE CE U3JIaraT Ha CIIbHYEBA CBETIMHA
0e3 3ammra. [Ipu Te3n manueHTH He TPSIOBa Jla ce Mpuiiara ChIrbTcTBama GpoToTepanus ¢
UV-B-npuenue nnu PUVA-poToxumuorepamnusi.

Jumpomu

Nma cnyvan Ha nosiBa Ha TUMGOM B KIIMHUYHHUTE TIPOYYBAHUSI U TIPH MOCTMAPKETHHIOBU YCIIOBHS
(Bx. Touka 4.8). ChOOIIECHUTE CIIydan ca XeTePOTeHHH 110 TPUPOa, OCHOBHO HEXODKKHHOB JTUMGMOM,
BKIIFOUUTENHO B-kneTbunu u T-kierbunu iumpomu. HabmogaBanu ca u ciydyan Ha KoxeH T-
KIeThueH mumdom (mycosis fungoides). HabimonaBaHn € v evH JietTaneH ciy4vaii npu Epstein-Barr
Bupyc (EBV) nonoxutenen B-kierbuen muMdom. AKO ce 1Moao3upa rnosiBata Ha JIMM(GOM, JTCUSHUETO
TpsIOBA Ja ce MPEyCTaHOBH.

Kenwu ¢ gereposieH noTeHIIAaI

[opanu puck 3a mioaa GUHTOIMMOJL € TPOTHBOIIOKA3aH 10 BpeMe Ha OPEMEHHOCT M IIPH JKEHH C
JIEeTEepOACH MOTSHIMAN, KOUTO HE M3MOM3BaT e)eKTHBHA KoHTpauenus. [Ipeau 3anousane Ha
JICUCHUETO )KEHUTE C JIETePOJICH MOTeHIMal Tpsi0Ba 1a Ob1aT HHOPMHUPAHH 32 CHINECTBYBAIIUS PUCK
3a oA, TpSAOBa 1a UMAaT OTPHUIIATEIICH Pe3yiTaTa OT TeCT 3a OPEeMEHHOCT 1 TpsiOBa J1a U3ITOI3BaT
e(eKTHBHA KOHTPAIETIIINS 110 BpeMe Ha JICUSHHETO U B IPOIBIDKEHUE Ha 2 Mecela ciie]
npeycTaHOBsSBaHE Ha JieueHHeTo (BXK. Touku 4.3 u 4.6 u uadopmanusara, ChIbpKalia ce B
WudpopmMannoHHUs AKET 3a JeKapsi).

TlceBaOTYMOpPHH JI€3UHU

Crno01maBat ce peiky cllyyad Ha I10sIBa Ha IICEBIOTYMOPHHU JIE3UH, CBbp3aHu ¢ peruaus Ha MC, nipu
NOCTMAapKETHHTOBH YCIIOBUs. B ciyyaii Ha TexXbK penuauB TpsiOBa a ce Hanpasu SIMP, 3a na ce
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M3KITI0YAT TCEBJOTYMOPHH Je3un. [IpeycTaHoBsBaHETO Ha IEYCHUETO TPSIOBa Aa c€ OOMUCIH OT
JIEKyBaIUs JIeKap MPU BCEKH CITydaid MOOTICIHO, KaTO CE€ B3eMaT IIPEIBUl MHAUBUAYATHUTE TON3U U
pHUCKOBeE.

B’LBBD’BH_IEIHC Ha aKTUBHOCTTA Ha 3a00JIIBAHETO (DI/I68.VHI[) CJICa NPpECYyCTAHOBABAHC HA JTCYCHUCETO C

512 HWHT'OJIMMOT

[To BpeMe Ha MOCTMAPKETUHTOBUS IEPUOJ] PAIKO ce HAOII0aBa TEXKKO 000CTpsTHE Ha 3200 IIBAaHETO
TIPH HAKOU MAIUEHTH, CIIPEIH JeYeHUETO ¢ PuHromuMoi. OOMKHOBEHO ce HAOIII0JaBa B pAMKUTE Ha
12 cemMuIty ciieql CiipaHe Ha JIEYCHUETO ¢ (GUHTOIMMO/I, HO € ChOOIIaBaHo U 0 24 CeIMUIIN CIIe]T
MPEeyCTaHOBsIBaHE Ha JedeHueTo ¢ puaromumo. [lopaau Ta3u mpuuuHa € HEOOXOAMMO TTOBUIIICHO
BHUMAaHHE IIPH CIIMPAHE Ha JICYCHUETO ¢ PUHTOIUMOJT. AKO Ce TIPEICHH, Y€ € HEOOX0IUMO
MIPEeyCTaHOBSBAaHE Ha JICUCHUETO C (PUHIOJUMO/I, TPSIOBa Ja ce MMa MPEIBU/] Bb3MOXKHOCTTA 3a
IMOBTOPHA IOsABa HA U3KJIFOYUTECIIHO BUCOKAa aKTUBHOCT Ha 3a6OH$IBaHeTO, MNAaIMUCHTUTEC TpSI6Ba aa
OblIaT BHUMATETHO HAOJIFO1aBaHU 32 CHOTBETHHUTE MPU3HAIA M CHMIITOMH U JIa CE 3aII04YHE
MOJIXO/IAIIIO JICYSHUE, aK0o € HeoOxomumo (Bxk. pa3zaen ,,CrupaHe Ha TepanusaTa’ mo-a0y).

CHI/ID dHC Ha TCpanuiaTa

IIpu B3emMaHe Ha perIeHHe 3a Cupane Ha iedeHneTo ¢ Gunromumon Accord € HEOOX0IUMO J1a ce
ocurypu 6 ceIMUYEeH WHTEpBaJ 0e3 Teparus, Bb3 OCHOBA Ha MONYKHBOTA Ha JIEKAPCTBOTO, 32 JIa MOXKE
(hMHTOIMMOJ J1a C€ U3YUCTU OT KPhBOOOpAIlleHHETO (BK. ToUKa 5.2). bposT Ha mumdorurute
MOCTETNIEHHO C€ BPbIlla JJO HOPMAJTHUTE CTOMHOCTH B paMKUTE Ha 1-2 Mecelia ciel CriupaHe Ha
JICYCHUETO MPH TTOBEUETO MAIIMEHTH (BXK. TOYKa 5.1), BRIIPEKH Ue MBIHOTO Bh3CTAHOBSIBAHE MOXKE J1a
OTHEME 3HAYHUTEITHO TIOBEYE BpeMe MPH HIKOW MAIFEHTH. 3alI0YBAHETO Ha JPYTH TePaIuH MPe3 TO3H
TIEPHO/ IIIe TOBEJIE /10 €THOBPEMEHHA eKCIIO3UITUS U Ha GUHTOIMMOI. YTIoTpedara Ha
MMYHOCYIIPECOPH CKOPO CIie/l CriupaHe Ha JedeHueto ¢ Gunrommmosn Accord Moxke 1a JoBeze 10
aJUTHUBEH e()eKT M0 OTHOIIICHUE Ha UMYHHATa CUCTEMa U TIOPaJiy Ta3u MPUYHHA € HE00X0IUMO
MOBUIIIEHO BHUMAaHHUE.

Crnen ciupane Ha ¢puaromMo rpu IIMJI ce mpenopbuBa ManueHTHTE Aa ObaaT HaOII0aBaH! 3a
pa3BUTHE Ha BH3MAIUTEICH CHHAPOM TTpu MyHHO Bb3cTaHoBsiBaHe ([IMJI-IRIS) (Bx. pazgen
,lIporpecupaia MHOTOOTHHUIITHA JIEBKOCHIIe(paTonaTus‘* mo-rope).

Heo0x0auMo € ChIIo Taka MOBHIICHO BHUMAHUE ITPU CITUPAHE Ha JICYUCHUETO ¢ (PUHTOIMMO/T TOPaIH
pucka oT pubayHn (BXK. pa3zien ,,Bp3Bpblane Ha akTUBHOCTTA Ha 3a0ossiBaneTo (pubayHn) ciies
IpEYCTaHOBSBaHE HA JICYCHUETO ¢ (PUHTOIMMOI " IO-TOpe). AKO NPEyCTaHOBSIBAHETO HA TIpHeMa Ha
Ounarommmon Accord ce cauTa 3a He0OXOIMMO, TAIMEHTHTE TPAOBA 1a ObJAT MPOCIENIBaHU TPe3
TO3M TIEPUO/] 32 ChOTBETHUTE NTPHU3HANN HA BE3MOXEH pHOayH]I.

Ilenuarpuyna nonyJanus

[MpodubT Ha 6e30MACHOCT NPH MEUATPUIHN TAIMEHTH € MOJOOCH Ha TO3W MPU BB3PACTHU U MIOPaU
Ta3y MPUYNHA MIPEIYIPEKISHUATA U IPEIa3HUTE MEPKH IPH Bb3PACTHU Ca MPUIOKUMH U TIPU
MeAMATPUYHUTE MTAIUCHTH.

[lo-cneunanno, npu npeanucade Ha Punronnumon Accord mpu neIuaTpuyHH NALKUEHTH TPsIOBa Aa ce

MMa MpeABHUJ CIETHOTO:

o TpsOBa ma ce crieABar mpeanazHUTe MEPKH Clie] IPIIOKEHUE Ha ITbpBaTa /1032 (BXK. pa3ern
»bpaguaputmusa” mo-rope). CpIIuTe Mpeana3Hu MepKH, KaKTo cIie/I MPUIoKEHHE Ha ITbpBaTa
J103a, c€ IPEenopbyUBaT U NMpH NIPEMUHABAHE Ha MalMeHTa ot jJeuenue ¢ 0,25 mg nHeBHa 1032
kbM 0,5 mg THEeBHa 7032

. B konTpoaupanoro neauatpuuHo npoyusane D2311 ce cpo0miaBat ciydan Ha IbpUOBE,
TPEBOXKHOCT, IIOHMKEHO HACTPOCHHE U IEMPECHS, C I0-BUCOKA Y€CTOTA IIPU NMAILIMEHTHUTE,
JIEKyBaHU ¢ (MHTOJIMMO/I, B CPaBHEHHE C IALMEHTHTE Ha JedeHue ¢ narepdepoH Oera-1la.
Heob6xoaumo e moBUIIEHO BHUIMAHKE B Ta3W MOATPpyNa (BX. pa3aen ,,[lequaTpudna mormymamums
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B TOo4Ka 4.8).

o 3abens3aHo € JIeKO MOBUIIABaHe Ha OMIMpyOrHa B M30JIMPaHH CIIyyad NpU MeJUaTpUIHN
NalUeHTH Ha JeYeHHe ¢ (QUHTOIUMOI.
o [IpenopbuBa ce Ha NeIMATPUYHKUTE MALUEHTH J1a C€ HAIIPABAT BCHYKU UMYHU3AUH, CHIIIACHO

HACTOSIIIIUTE PHKOBOJICTBA 32 MMYHU3AIIHMH, TIPEJIU 3aII0YBaHe Ha JieueHneTo ¢ GUHroImMon
Accord (Bx. pa3men Touka ,, IHpeknun* mo-rope).
. Hma MHOTO OTrpaHWYeHN AaHHU MpH aena Ha Bb3pacT 10—12 roxunu ¢ termo mox 40 kg nmm
craauii Ha pa3sutue 1o Tanep <2 (Bxk. Touku 4.8 u 5.1). Heo0X01MMo € OBHIIICHO BHUMAHKE B
TE3U MOJITPYTH MOPAJAX HATMYNETO Ha MHOTO OTPaHHYCHH JAHHH OT KIIMHUYHUTE MPOYYBAHUS.
o Jlunicear naHHM 3a ABATOCPOYHATA 0€30MACHOCT B MEAMATPUYHATA MOMYIAIIUS.

4.5 B3auMmopeiicTBHe ¢ IPYTrd JeKapCTBEHH MPOAYKTH U APYrH (popMH Ha B3auMojeiicTBHe

AHTHHEOIUIACTUYHA, UMYHOMOAYJINPAIA WIH UIMYHOCYIIPECUBHA TEPAIUs

He tpsi0Ba ia ce mpuiara eTHOBPEMEHHO C aHTHHEOIIIIACTUYHA, UMYHOMO Ty THpAIa HITH
UMYHOCYIIPECHBHA TEPaIusl Opajy pUcKa OT aJINTUBHU e()eKTH BbPXY HMYHHATa crcTeMa (BiXK.
ToukH 4.3 u 4.4).

Heo0x01uMo € MOBUIIIEHO BHUMAaHUE MPU 3a1I0YBAHE Ha JICUCHHE MTPH MAI[UCHTH, KOUTO MPEIN TOBA
ca IpUeMallv JIBJITOICHCTRAIIY JICKAPCTBA, TOBJIHUABAIIN HIMyHHATA CUCTEMa, KaTO HaTaInu3ymao,
Tepu(ITyHOMHUI WIIH MUTOKCAHTPOH (BX. ToUKa 4.4). B KNMMHWYHNUTE TIPOYYBAHUS [IPH MMAITUEHTH C
MHOXECTBEHA CKJIepP03a, €THOBPEMEHHOTO MPIIIOKEHNE HA KPATKH KYPCOBE KOPTUKOCTEPOHTH 32
JieueHHe Ha PEUJINBUTE, HEe € OWIIO CBBP3aHO C MOBHUIIICHA YeCTOTa HAa HHEKITHH.

Bakcunu
ITo Bpeme Ha JIeYeHUETO U A0 JBa MEcella CJie]l cupane Ha jJedeHuneto ¢ duarommmon Accord
BaKCHHUTE MOTaT Ja ObAaT Mmo-Majko eheKTHBHHU. YoTpedaTa Ha )KMBU aTCHIONPAHE BAKCUHU MOXKE

Jla Kpre pUCK OT WHMEKITMHN U ITOPaaH Ta3w MPHUINHA TPSAOBa Aa ce n3bsrea (Bxk. Touku 4.4 u 4.8).

BemecTa, npeu3BuKBaIy Opajgukapaus

OuHTrONMMMOJ] € OHJI TPOYYBAH NPH MpHIIaraHe B KOMOUHAIUS ¢ aTEHOJION U auiThazeM. [pu
npuiIarane Ha (GUHTOJIMMOJT C ATEHOJION B X0JIa Ha NMPOYYBaHE 32 B3aUMOJICHCTBHS TIPH 3/IPaBH
J0OpOBOIIIY € HaOII01aBaHO JOMTBJIHUTENHO 15% HaMansBaHe Ha ChpAeYHATa YECTOTa IPH
3aro4YBaHe Ha JICYCHUETO C (PUHTOJIMMO]T, KATO TIPH JMITHA3EM HE € HaOIr01aBaH TakbB eekT. He
Tps0Ba Ja ce 3amousa jieueHune ¢ ®unroamos Accord Mpu ManueHTH, TpUEMaIy 0eTa OJIOKEpU WK
JIPYTH BEIIeCTBa, KOMTO MOTaT Jia HAMAJISIT ChpJIeYHATa YECTOTa KaTo anTuaputMuiy kiac la m 1,
KaJIIIMEBU aHTArOHUCTH (KaTo BEparaMIll WITH JUITHA3EM ), UBAOPaMH, IUTOKCHH,
AHTHUXOJIMHECTEPA3HU CPEJICTBA WM TTHJIOKAPIIHH, ITOPAJIN MOTCHIIUATHHS aJIMTHBEH €PEKT BBPXY
chpaeyHaTa YecToTa (BK. Touku 4.4 u 4.8). Ako ce oomucis geuenne ¢ Gunroaumon Accord npu
TaKWBa MAIUCHTH, TPSAOBA JIa CE€ MOTHPCH KOHCYJITAIUS C KapIUOJIOT BbB BPh3Ka C IPEMUHABAHETO
KBM JIPYTH JIEKAPCTBCHH MTPOAYKTH, KOUTO HE TIOHMKABAT ChPJICYHATA YECTOTA MM ChOTBETHO
MPOCIIe/IABaHe TPU 3aII0YBAHE Ha JICUCHUETO, KaTO CE MPEIOphYBa MPOCIICAABaHE HAli-MaJIKO U Mpe3
HOIITA, aKO TIOHKABAIIUTE ChPJICYHATA YeCTOTa JIEKAPCTBA HE MOTaT Jia ObJIaT CIPsHH.

DapMaKOKHHETUYHU B3aMMOICHCTBHS HA APYTH BellecTBa ¢ (DMHTOJIMMOJ

Ounronumon ce Mmetadbonusupa npeauMuo ot CYP4F2. Ipyru ensumu kato CYP3A4 cpio
JIOTIPUHACSIT 32 HETOBHUS METa00IN3bM, 0COOCHO B ClIydauTe Ha criiHO nHayknupane Ha CYP3A4.
MourHuTe HHXHOUTOPH HA TPAHCIIOPTUPANIKUTE MPOTEHHU HE CE 0YaKBa JIa OKA3BaT BIUSHHUE BBPXY
JUCTIO3NNMATA HA PuHronuMo . EnHoBpeMeHHOTO npuiarane Ha GUHTOIMMO]] C KETOKOHA30J1 BOAU
no 1,7 metu noBumaBane Ha excriozunusata (AUC) Ha ¢uraromumos u puaronumos Gocdart upes
uuxubupane Ha CYP4F2. Heo0xoauMo ¢ MoBUIIIEHO BHUMAHUE MPH ChbBMECTHOTO MPHIIOKEHHUE C
BemiecTBa, konto naxubupatr CYP3A4 (nporeasan HHXMOUTOPH, IPOTUBOIBOMYHU a30J1H, HAKOU
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MaKpOJHUAX KaTO KIAPUTPOMHUIIMH UM TETUTPOMHUILINH ).

B cranmonapHO chCTOSHHUE, STHOBPEMEHHOTO IpHjlarane Ha kapbamaszenna 600 mg aBa bTH JHEBHO
W eIUHWYHA 1032 Ha puHronuMo] 2 mg, HamansiBa AUC Ha GUHTOIMMOJ K HETOBHS META0OIUT
npubnusutenHo ¢ 40%. Apyrure cunau CYP3A4 eH3uMHU HHOYKTOPH, KaTO HaIpUMep
pudamnunuH, penodbapouTan, GeHnTOorH, edhaBUPEHII U KBIT KAHTAPUOH, CBIIIO MOTAT Ja HaMaJIsT
AUC nHa GUHTOTUMO ¥ HETOBHUS META0OJIUT TTOHE C TOJIKOBA. T'hi KaTO TOBa MOXKE IMIOTEHITHATHO Ja
HOBJIMSIE OTPHULIATEIHO e(PUKACHOCTTA, €THOBPEMEHHOTO UM IIpHilaraHe Tpsi0Ba Jia ce IpaBy ¢
HOBHIIIEHO BHUMaHue. ENHOBPEMEHHOTO IpuIarase ¢ )XbJIT KAHTapUOH HE ce IPenopbyBa (BXK.
Touka 4.4).

dapMaKOKMHETUYHHN B3aHMOJICHCTBUS Ha d)I/IHFOJII/IMOI[ C IPYyru BCOICCTBA

Mauiko BeposITHO € (PMHTOJMMO/ Aa B3aUMOACHCTBA € BEIIECTBA, KOUTO CE€ META00JIN3UPAT MPEIUMHO
ot CYP450 er3umMuTe nnu ca cyocTpaTy Ha TIaBHUTE TPAHCIIOPTHH MIPOTCHHHU.

EnnoBpeMeHHOTO mpuiiarane Ha GUHTOIUMOJ | ITUKIIOCTIOPHH HE BOJIH J0 POMEHH B €KCIIO3UITUATA
KaKTO Ha MMUKJIOCTIOPWH Taka U Ha ¢uHToMMo . CiaenoBareHo, He ce ouakBa (GUHTOIMMO/T 1a
NoBIMsABa (hapMaKOKMHETUKATA Ha JICKApPCTBEHU MPOJIYKTH, KOUTO ca cyocrpatu Ha CYP3 A4,

EnnoBpeMeHHOTO npuiiarane Ha (PUHTOJIMMOJI C TICPOPATTHA KOHTPAICITHBH (STHHUJISCTPAINOI U
JIEBOHOPTECTPEIN) HE MPEeIN3BUKBA POMEHHN B €KCIIO3HIINATA TIEpOpATHATE KOHTparenTtuBu. He ca
MIPOBEXAAHN IPOYYBAHUS 32 B3aUMOJIEHCTBHS HA (UHTOINMO/I C TIEPOPATHU KOHTPAIICTITHBH,
CBABPIKAIIH MTPOTECTAreHH, BHIIPEKH TOBA HE ce 0YakBa (PMHTOIMMO/ Ja OKa3Ba BIUSIHHUE BHPXY
TAXHATA €KCIIO3ULIUA.

4.6 dDepTHaUTET, OPEMEHHOCT U KbpPMeHe

Kenu ¢ nereponen noreHmman/ KoHrpaleniys npu >keHu

OUHTOIMMO]] € TPOTUBOIIOKA3aH MPH KEHH C AETEPOJICH MOTEHIINAT, KOUTO HE U3MO3BaT e(heKTUBHA
KoHTpauenus (Bx. Touka 4.3). [lopanu Tasu npuunHa npeau 3aroYBaHe Ha JICYSHUETO MPH KECHH C
JETEPOAEH MOTEeHIMAN TPpsI0Ba J1a € HaJuIe OTPULIATEIICH PE3YJITaT OT TECT 3a OPEMEHHOCT U Jja ce
HaIlpaBU KOHCYJITAllUs BbB BPb3Ka ChC CEPUO3MS PUCK 3a I10a. JKeHuTe ¢ 1eTepoeH NOTeHINa
TpsiOBa J1a U3M0JI13BaT e(h)eKTUBHA KOHTPALIECHLUA 10 BpEME Ha JICYEHUETO U B IPOABIDKEHHE Ha

2 Mecena ciiesl IpeycTaHoBsIBaHe Ha jJeyeHneTo ¢ Gunronumon Accord, Thi KaTo cieq
npeycTaHOBSBaHE Ha JICUEHUETO ca HEOOXOIUMH NPUOIM3UTEIHO 2 Mecella 3a eMMMUHIpaHe Ha
¢uHrOMMMOz OT Oopranusma (Bx. Touka 4.4).

KoHkpeTHH MEepKH ca BKJIIFOUCHH CHITIO Taka B IHGpOpMAITmOHHMS TakeT 3a jJekaps. Te3u MepKu
TpsiOBa Ja ce mpuyaraT npean GUHTOIUMO/ Aa ce TPEAHIIE Ha MAIMEHTH OT )KEHCKH TOJT ¥ 110 BpeMe
Ha JICUCHHUETO.

Koraro ce criupa neuenuero ¢ GUHTOIMMO/ IPH IJIaHUPaHe Ha OPEMEHHOCT, TpsiOBa Ja ce uMa
MIpEeaBUI Bb3MOXKHOCTTA 3a BB3BpBINaHEe HA aKTUBHOCTTA Ha 3a00JIIBaHETO (BXK. TOUKa 4.4).

BpemenHocT

BB3 ocHOBa Ha omuTa MpH X0pa, MOCTMAPKETHHTOBUTE JaHHU MPE/IoaraT, ye ynorpedara Ha

(hMHTOIMMOJ € CBBhp3aHa C 2-KpaTHO MMOBUIIICHUE HA PUCKA OT Bh3HUKBAHE HA TOJIEMHU BPOICHH

MalihopMaru, KOraTo ce rmpuiara o BpeMe Ha OpeMeHHOCT, CPaBHEHO C 4eCTOTaTa, HaOJi01aBaHa B

obmara nomymanus (2-3%; EUROCAT).

Haii-gecTo crobmiaBannuTe TojaeMu MaIpopMaIiii ca cleaHuTe:

- Bponenu cbpaeunu 3a00J1IBaHUs KaTO MEXIYIPEACHPACH WIK MEXTyKaMepeH CeTaICH
nedexr, Terpanorus Ha daio

- BvOpeunn anomanuu
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- MyCKyITHOCKENETHH aHOMaJIHH
Jluncear qaHHM 32 BAMSHUETO HA (DMHTOJIMMOJI BHPXY POJOBHS MPOIEC U PAKIAHETO.

[TpoyuBanusATa P KUBOTHH MOKA3BAT PEIPOAYKTHBHA TOKCHYHOCT, BKIFOUNTEIHO 3ary0a Ha Iuioja
Y OpraHH{ aHOMAJINH, 0COOCHO HAIMYNE Ha MEPCUCTHUPAIL TPYHKYC apTepHO3yC H MEXKTyKaMepeH
cenrrajieH medexT (Bk. Touka 5.3). MI3BeCTHO €, e perenTopbT BbPXY KOWTO OKa3Ba BIUSHUE
¢unronumon (cuurosun 1-dpocdar perentop) yuactsa B 00pa3yBaHETO Ha ChAOBETE 10 BpeMe Ha
eMOpHoreHesara.

3aToBa (PUHTOIMMO]T € MPOTHBOIIOKA3aH 10 BpeMe Ha OpeMeHHOCT (BK. Touka 4.3). ®uHT0ImMMO.
TpsIOBa Aa ce cIpe 2 Mecela Ipeny IIaHupaHeTo Ha OpeMeHHOCT (BX. Touka 4.4). AKO KeHa
3a0peMeHee 1o BpeMe Ha JISYCHHETO, TPUEMbT Ha (PMHTOJINMOJT TPSIOBA /1a C€ MPEYCTaHOBH.
Heobxomumo e 1a ce HarpaBu MEUIIMHCKA KOHCYJTAIMS OTHOCHO PUCKa OT YBPEXJIaHe Ha IJI0/a,
CBBP3aH C JICUCHHUETO U Ja CE TPOBSK/IAT YITPA3ByKOBH MTPETIICIH.

Kopmene

DUHTOIMMO]T Ce eKCKPETHpPa B MIIIKOTO Ha )KMBOTHH, MIPHU KOUTO € TIPUJIaraH Mpe3 Imepruo/a Ha
nakTarys (Bx. Touka 5.3). [lopaau Bb3MOXKHOCTTA OT MIOSIBA HA CEPUO3HU HEXEJIAaH! PEaklni KbM
(hMHTOIMMOJ TTpH KbpMadeTa, xeHu npueMary Gunronmnmon Accord He TpsSOBa 1a KbPMST.

DepTunurer

JaHHuTE OT NpEAKITMHUYHNATE IPOYYBAHUS HE NTOKa3BaT (PMHTOJIMMOJL 1a € CBBbP3aH C MOBUIIIEH PUCK
OT HaMaJsiBaHe Ha GpepTuiauTeTa (BXK. Touka 5.3).

4.7 EdexTn BbpXy crioco0HOCTTA 32 WoupaHe U padoTa ¢ MAIINHA

DUHroIMMOT HE MOBJIMSBA WM MTOBJIMSABA IPEHEOPEKMUMO CIIOCOOHOCTTA 3a modupaHe u padboTa ¢
MaIIHHH.

HesaBucumo oT TOBa, € Bb3MOXKHA TIOSIBATa Ha 3aMastHOCT WJIM CHHJIMBOCT IIPH 3aIl04YBaHEe Ha
neuyenueto. [Ipenopbusa ce, npu 3amnouBane Ha @uHronuMo Accord, HaMEHTUTE Ja OCTaHAT B
NpoIbIDKEHUE Ha 6 Jaca o HaOmoaeHue (Bx. Touka 4.4, pasaen “bpagnaputmus’).

4.8 Hexenanu JexkapcTBEHH peaKINU

O0600611eHMe Ha npoduiia Ha GE30IIaCHOCT

Haii-guectute Hexenanu peakiuu (dectota >10%) npu go3a 0,5 mg ca rmaBobomue (24,5%),
MOBUILIEHU YepHOAPoOHU eH3umu (15,2%), muapus (12,6%), kanumna (12,3%), rpun (11,4%),
cuny3urt (10,9%) u 6omku B repda (10,0%).

Tabauuno OpeacCTaBAHC HA HOXKCJIAHUTC pCaKIINn

HesxenanuTe peakiuu chOOIICHH

OT KJIMHUYHU M3MUTBAHUS U OT MOCTMAPKETHHTOBHUS OTHT, MOJYUYCHU Ype3 CIIOHTAHHU ChOOIICHHS 32
CJIydau WM CITydaH, OMCAHU B IUTEPATypaTa ca mpeACTaBeHU M0-10Jy . UeCcTOTHTE ca onpe/ieicHu
KaTo € M3I0JI3BaHa CiieHaTa KOHBEHIU: MHOro dyectH (>1/10); yectn (>1/100 mo <1/10); HeuecTH
(>1/1 000 o <1/100); peaxu (=1/10 000 mo <1/1 000); maOTO peaku (<1/10 000); c Heu3BecTHA
yecToTa (OT HATMYHUTE JaHHHU HE MOJXKe J1a Ob/ie HarpaBeHa orieHka). [Ipu Besiko TpymupaHe mo
YECTOTa, HEXKCIIAHUTE pC€aKuU Ca NPECACTABCHU B HU3XOJAII PEa 10 OTHOMICHUE Ha TAXHAaTa
CEpPHO3HOCT.
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Nudexunu u nundecranumn

MHoro vecTu: T'pun
Cunysut
Yectu: Xepriec BUPYCHH WHPEKIUN
Bpouxut
TuHea Bep3uKoIop
Heuectn: [THeBMOHHUS

C HeHM3BECTHA YECTOTA:

[Iporpecuparnia MHOrooruuiiHa JieBkoenuedanonatus (IIMJI)**
KpunTokokoBu uHpeKIun**

Heonsiazmu — 1o0pokayec

TBCHH, 3JIOKAYECCTBCHU M HCONPECACTCHHU (BK.TI. KHCTH U l'lOJ'Il/Il'lPI)

Yectu:

bazanHokneThucH KapIuHOM

Heuectu:

3J10Ka4eCTBEH MEJIAaHOM* ***

Penxu:

Jlumpom***

CKBaMO3HOKJICTHYCH KapIHHOM ™ ***

MHoro penku:

Capxkom Ha Kaposi****

C HEeHM3BECTHA YECTOTA:

Merkel-kneTpueH kapuuHOM™**

Hapymennsi Ha KPbBTA B

JuM¢HATA cHcTeMa

YecTn: Jlumdonenns
JleBkoneHus
Heuectu: TpomOouuTOneHus

C HeM3BECTHA YECTOTA:

ABTOMMYHHA XEeMOJIMTHYHA aHEMU***
Ilepudepuu ororm™**

Hapymienusi Ha UMYHHATa cUCTeMa

C HeM3BECTHA YECTOTA:

Peaknuu Ha CBpBXYYBCTBUTEITHOCT, BKIIFOUUTEITHO OOPHB, YPTUKAPHUS
Y aHTHOE]IEM TIPU 3all0YBaHE HA JICUCHHETO ™ **
Br3nanuTeneH cHHAPOM IpH UMYHHO Bb3cTaHoBsBaHe (IRIS)**

[McnxuyuHn HaApymieHus

Yectu: Henpecus
Heuecru: JlenpecuBHO HACTpOCHHE
Hapyuienusi Ha HepBHaTa cucTEMa
MHoro uecTu: ['maBoGosme
Yectn: 3amastHOCT
Murpena
Heuectu: I'bpuoBe
Penxmu: Cunnpom Ha obpatnMma 3amHa eHnedanomarus (CO3E)*

C HEeu3BECTHA YECTOTA:

Texxo BromaBane Ha 3a00JISIBAHETO CIIE/ IPEYCTAaHOBSIBAHE HA
npuemMa Ha puHronumo* **

Hapymennsi Ha ounTe

Yectu:

3amMBIIsIBaHE HA 3PEHUETO

Heuectu:

MakyeH egem

Chbpaeynn HapylmeHust

Yectu:

bpanukapaus
ATpPHOBEHTPUKYIApEH OJIOK

MHoro penku:

WNuBepcus Ha T-BhyiHaTa™ **

Cb10BY HapylIeHHs

Yectu:

| XHUNEPTOHUS

PecniupaTopuu, rpbIHA 1

MEIUACTUHAJIHUA HAPYLICHUSA

MHoro uecTu:

Kannmna

Yectu:

JucmHes

CroMamHoO-4YpeBHH HAPYIIEHHS

MHoro uecTu:

Huapus

Heuectu:

Tamene***

XenaroouauapHu HapyleHus

C Heu3BECTHA YECTOTA:

OcTtpa 4epHOAPOOHA HEAOCTATHYHOCT* **
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Hapymiennsi Ha K0KaTa M MOJAKOQKHATA ThKaH
Yectu: Ek3ema
Anonenus
Hpyputyc
Hapymiennsi Ha MyCKYJTHO-CKeJIETHATA CHCTEMA W CheIMHUTETHATA ThKaH
MHoTO0 YecTH: bonka B repba
Yectu: Muanrus
ApTtpanrus
OO0mm HapymieHusi M e)eKTH HA MSICTOTO Ha NPHUJIOKeHNe
Yectu: | Actenus
HN3caensanus
MHoro yectn: [loBumaBane Ha YepHOAPOOHNTE €H3UMH (TIOBUILIABAHE HA ANAaHUH
TpaHCaMHHAa3a,, ramMa rIyTaMuiITpaHcdepasara, acraprar
TpaHCaMUHA3aTa)
Yectu: [TonmxkeHo Termo***
[ToBuIaBane Ha TPUTIIHIIEPHIUTE B KPHBTA0
HeuecTtu: [ToHmkaBaHe Ha Oposi HA HEYTPODUIUTE
* Kareropusra mmo yectoTa € onpeieicHa B3 OCHOBA Ha €KCIIO3UIUATA HA TIPUOIU3UTEITHO
10 000 mareHTH Ha (PUHTOIMMO/ B X0/1a HA BCUYKHU KIMHUYHU U3IMUTBAHMYSL.
**  Cpobmrasa ce 3a [IMJI 1 kxpunTOKOKOBH MHGEKIHH (BKIIOYUTEITHO CITydand Ha KPUITOKOKOB
MEHHHTHT) 110 BpeMe Ha IIOCTMapKETHHTOBHSI ITepro (BXK. ToUKa 4.4).
**%  HexelaHH peakIMy OT CIIOHTAHHY CHOOIICHUS U INTEPATYPHU CITy4au.
**#%  Kareropusra 1o 4eCTOTa U OIIEHKAaTa Ha PUCKA ca OTPEISICHH Bb3 OCHOBA Ha EKCITO3UIIAATA
Ha moBede oT 24 000 manmentn Ha huaTOTMMOA 0,5 Mg BHB BCUYKH KIMHUIHI H3MUTBAHUS.

Onucanue Ha I/I36DaHI/I HCXCIaHU pCaKIInu

Ungpexyuu

B xiMHUYHHTE TpOyYBaHUSTA 32 MHOXKECTBEHA CKJIepo3a 001aTa yecTora Ha nHpekuuute (65,1%)
npu pujiarase Ha jo3a ot 0,5 mg e mogo6Ha Ha mare6o. Bripeku ToBa, MHGEKIIMUTE Ha JOTHH
JIUXATEITHH ITbTHUINA, TPEJMMHO OPOHXHTH U B TI0-MaJIKa CTETIeH XeprieCHH MH()EKINN U ITHEBMOHUH ca
OWIH MO-4eCTH MIPH MAMEHTHUTE Ha JieueHre ¢ puHToauMo 1. Cho0ImaBar ce HIKOIKO CIIyJas Ha
JIMCEeMUHHpaHa XepriecHa HH(EKIHs, BKIFOYUTETHO C JISTalleH U3Xo1, TIpH j1o3a 0,5 mg.

[Ipe3 mocTMapkeTHHIOBUS IEPUOJ UMa CHOOLICHHUS 3a CIlydan Ha HH)EKLIUH C ONOPTIOHUCTHYHH
MaTOTEeHH, KaTo BUpYCH (Hamp. Bapuriena-3ocrep Bupyc [VZV], supyc Ha [Ixon Keaunram [JCV],
MIPUYHUHSBAII POTPECUPAIia MHOTOOTHHIITHA JIEBKOCHIIeparonaTus, Xxeprec cumruiekc supyc [HSV]),
rbOMYKH (HANp. KPUITOKOKH, BKIIOUUTEITHO KPUIITOKOKOB MEHUHTHUT) WK OaKkTepuu (Hamp. aTUNHYEeH
MHUKOOAKTEPHii), HAKOH OT CIlydauTe ca OMJIM C JIeTaJleH U3X0/ (BX. Touka 4.4).

[To Bpeme Ha MOCTMAPKETUHTOBUS IEPUOJL CE CHOOIIABAT ClIyyau Ha HH(EKIMA C YOBELIKH [anuaoMa
Bupyc (HPV), BxitounTenHo nanuiaoMu, JucIuia3us, OpaJaBuLy U pak, cBbp3ad ¢ HPV, npu neuenue
¢ ¢unronumoy (Bx. Touka 4.4). Ilopagu nMyHOCyNIpeCHBHITE CBOMCTBA Ha (PUHTOITUMOJ TpsAOBa 1a ce
oOmucnn nmyHu3anus cpemry HPV npenu 3amouBane Ha nedeHHETO ¢ PUHTOIMMOJ, KaToO Ce CIeaBatT
IPENOPBKUTE 3a UMYHU3a1MsA. [IpenobuBa ce CKpUHUHT 3a 3JI0KaYeCTBEHH 3a00JIsIBaHus,
BKJTFOUHMTENTHO IuTOHaMaska (PAP TecT), chriiacHO cTaHmapTHATA MPaKTHKA.

Makynen edem
B KIMHUYHHTE IPOYYBaHMS 32 MHOKECTBEHA CKIIEpO3a MaKyJieH eneM ¢ HaOmoasau npu 0,5% ot

MAlMEHTUTE, JIEKYBaHH € IpenopbuntenHaTa no3a 0,5 mg u npu 1,1% ot nanueHTuTe, IeKyBaHHU C 0-
BHCOKaTa 7103a 1,25 mg. BoNIMHCTBOTO OT Cily4anTe ca HaOJI0JaBaH! B PAMKUTE Ha ITBPBUTE

3-4 mecena ot jgedyeHueTo. YacT OT NalMeHTUTE ca UMaJIU 3aMbIJIIBAHE HA 3pEHUETO WU HaMalsIBAaHE
Ha 3pUTeITHaTa OCTPOTA, HO IPYTH ca OMIIM aCHMIITOMAaTHYHHU U ca O TUATHOCTHIIMPAHHU 0 BpeMe
Ha peoBHAUTE O(pTarMoIornyHu nperaean. KaTo 110 MaKy THUST e7leM ce € TOBJIHSUT OJaronpusTHO
WM € TIPETHPITSI CIIOHTAaHHO 00paTHO pa3BUTHE CIIE]] CIIMPAaHE Ha JIEYCeHHETO. PUCKBT OT peruaInB
clie]l Bh300OHOBSIBaHE Ha JICUCHUETO HE € MPOYYBaH.

17



YecToTara Ha CilydyauTe Ha MaKyJIeH €IeM € MOBUIIICHA [TPH NalMeHTH C MHOYXKECTBEHA CKIIEpOo3a U
aHamHe3a 3a yBeuT (17% c anamuesa 3a yBeut crpsimo 0,6% Oe3 aHamHe3a 3a yBenT). OUHIOIUMO]] HE
€ MpOoyYBaH MPH NAlMEeHTH C MHOYKECTBEHA CKJIEpO3a U 3axapeH JuadeT — 3a00sBaHe, CBbP3aHo C
MTOBHUIIICH PUCK 32 pa3BUTHE HA MAKYJICH efeM (BXK. Touka 4.4). B KMMHUIHUTE MPOYYBAHUS TIPH
O0BOpEYHO TPAHCIUIAHTHPAHH, B KOWTO ca OWITH BKITFOUEHH MAITUEHTH ChC 3aXapeH MUadeT, ISICHUETO
¢ ¢puHTONIMMON 2,5 Mg 1 5 mg € TOBEIIO 10 IBYKPAaTHO MOBHUIIIABAHE HAa YECTOTAaTa Ha CIIydanTe Ha
MaKyJIeH e/IeM.

bpaduapummus
3armoyBaHeTo Ha JeUeHHEe BOIH IO IPEXOIHO HaMaJIsIBaHE Ha ChpAeYHATa YECTOTA K MOXKE J1a €

CBBP3aHO ChC 3a0aBsSHE B aTPHOBEHTPUKYIapHATa TPOBOIUMOCT. B KIMHUYHUTE IPOYUYBaHUS 32
MHOJKECTBEHA CKJIEP03a MAaKCUMAITHOTO IMMOHMKEHUE Ha ChpJICYHATA YECTOTa € HAOJI0JaBaHo JI0

6 yaca cjeJ1 3aloYBaHe Ha JICUSHUETO ChC CPEIHO MOHMKEHHE Ha ChpjieuHara yectora ¢ 12-13 ynapa
3a MunyTa nipu punronmumon 0,5 mg. Panko ce nabmogaBa chpueuna yectora nos 40 yaapa B MEHYTa
MIPH BB3PACTHH MaIienTy 1 moxa 50 yaapa B MUHYTA IIPH IETUATPUYHA TAIIMEHTH Ha JICYeHHUE C
¢uaTomMoxn 0,5 mg. Cpearata CTOWHOCT Ha ChpJIeYHATA YECTOTA CE BPBINA 10 HOPMATHUTE N3XOTHU
CTOMHOCTH B paMKHTE Ha 1 Mecell clie]l 3arouBaHe Ha JIeUeHUETO. bpagukapausara KaTo 1510 €
ACUMITOMATHYHA, HO NPYU HAKOU MAIMEHTH Ce HA0JII01aBaT JICKU JI0 YMEPEHU CUMIITOMH,
BKITFOUUTEITHO XUITOTOHUS, 3aMastHOCT, YMOpa W/WJIH MaJIMHUTAIUU, KOUTO N34Ye3BaT B pAMKUTE Ha
mbpBUTE 24 Yaca CIie/I 3aouBaHe Ha JICYCHUETO (BK. Chio Touku 4.4 u 5.1).

B ximmHWYHATE TpOyYBaHUS 32 MHOKECTBEHA CKIIEp0O3a aTPUOBEHTPUKYIAPEH OJIOK ITbPBa CTETICH
(ymemxen PR unaTepsan Ha EKI') ce ycTaHoBsBa ciefn 3amouBaHe Ha JI€YEHHETO IPH BH3PACTHH H
NIEAMATPUYHY MAMEHTH. B KITMHUYHUTE U3MUTBAaHUS TIPU BH3PACTHU MAIIMCHTH Bb3HKUKBA 11pH 4,7%
oT nauueHtute Ha uaronmumoy 0,5 mg, pu 2,8% OT ManueHTUTe Ha UHTPaMyCKyJIeH HHTephepoH
Oera-la u ipu 1,6% OT manueHTHTE Ha Mae00. ATPHOBSHTPUKYJIAPEH OJIOK BTOpaA CTEIIEH Ce
yCTaHOBsABa IpH 1no-Mayko oT 0,2% oT Bp3pacTHUTE NanenTy Ha puaromumon 0,5 mg. Ipes
ITOCTMapKETHHTOBHS TIEPHOJ] ca HAOII0JaBaH! N30JIMPAHH CIydan Ha MPEXOACH, CIOHTAaHHO
OT3ByYaBall IeJieH AV OJI0K, IO BpeMe Ha 6-9acoBUS MEPHOJ] Ha MIPOCIIEIBaHE CIIe/I puilaraHe Ha
mbpBaTa g03a GuHronumo/. [lanmenTure ce Bb3CTaHOBSABAT CIIOHTaHHO. HapyimeHnusTa B
NPOBOAMMOCTTA, HAOIIOJaBaHU TI0 BpeMe Ha KIMHUYHHUTE M3MUTBAHUS U MIPe3 MOCTMApKETHHIOBHUS
nepuo;, 00MYaiiHO ca MPeXoIHH, AaCUMITOMATHYHN U N34Ye3BaT B pAMKUTE Ha IbPBUTE 24 yaca ciiex
3arovBaHe Ha JICYCHNETO. BhIpekn ye Mmpu MoBeveTo MalMeHTH He Ce Halara B3eMaHeTO Ha
MEANIMHCKA MEPKH, TIPH €IMH MAIHeHT Ha JedeHue ¢ puaroaumoz 0,5 mg e nageH n3onpeHarnH
MopaJv aCHMITOMAaTHYEH aTPHOBEHTPHUKYJIapeH OJ0K BTopa cTerneH Tun Mpoowurr 1.

ITo Bpeme Ha TOCTMApKETUHIOBUS MIEPUOJA, 10 24 4aca ciiesl IpuiIaraHe Ha IrbpBata J103a, ce
Ha6JHOI[aBaT OTACJIIHHU, IIO-KbCHO Bb3HUKBAIIlK HEXKCIIaHU C'B6I/ITI/I$I, BKJIFOUUTECIIHO TPpaH3UTOPHA
ACHCTOJIUS U HEOOsICHMMA CMBPT. Te3u cirydan ca B pe3yJsITaT Ha €THOBPEMEHEH IPHEM Ha IPYTH
JIEKapCTBEHU MPOTYKTH W/WITH Ha MIPEALIeCTBAIIO 3a0osaBane. Bpb3kaTa Mex 1y Te3u ChOUTHS U
(hrHTOIMMOJ € HEeolIpeIeeHa.

Kpveno nansecane

B knmuHMYHKTE TPOYYBaHM 32 MHOKECTBEHA cKiiepo3a ¢puHronumon 0,5 mg e Ouia cBbp3aHa ¢
MOBHIIIABaHE HAa KPHBHOTO HAJSITAaHE CPEIHO ¢ MpuOmnmn3uTenHo 3 mmHg Ha CHCTOTHOTO KPHBHO
HasraHe u npuommsuTenHo ¢ 1 mmHg Ha TMacTOTHOTO KPHBHO HAJIATAHE, IPOSBSABAIIO CE
npuOIM3UTENHO | Mecery cien 3armoYBaHe Ha JedeHneTo. [loBuiraBaneTo Ha KPHBHOTO HAJIATaHE
NEePCUCTUPA JOKATO MPOAbKaBa JeueHnero. Ciyuan Ha XUIEPTOHHA ce choOmasar npu 6,5% ot
nalnueHTuTe Ha Jieuenue ¢ puaronumon 0,5 mg u npu 3,3% ot nanuenture Ha ranebo. I1pes3
MOCTMAapKETHHTOBUS TIEPHO]I, TIPE3 IIPBUS MECEL] OT 3all0YBaHe Ha JICYSHHUETO U MPe3 MbPBUS JICH OT
JIEYEHUETO, C€ CHOOIIaBa 3a CIIy4and Ha XUTIEPTOHUS, TIPH KOUTO MOXKE J]a C€ HAJIOXKH JICUEHHE C
AHTUXUICPTCH3UBHU CPEIICTBA WM CIIMpaHe Ha GUHTOIMMOJT (BXK. ChIo Touka 4.4, pazmen “Edextu
BBPXY KPBBHOTO HaJsTaHE).
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Yeproopobna gyukyus

Cro0mraBa ce 3a moBHINIaBaHEe HAa YEPHOPOOHNUTE €H3UMH TP Bb3PACTHH U NEAUATPUIHH MAI[USHTH C
MHO>KECTBEHA CKIIEPO3a, IIPOBEXKIAINH JIedeHHE ¢ QUHTOTUMO. B xnmnanyanTe ipoyuBanus mpu 8,0%
u 1,8% OT Bb3pacTHUTE MAIMEHTH Ha JedeHue ¢ punrommmon 0,5 mg ce HabMIOAaBa ACHMITOMATHYHO
noBuiaBane Ha cepymuute HuBa Ha AJIAT cpotBetHO >3x I'TH (ropna rpanuna Ha Hopmara) U

>5x ['TH. Tlpu HsIKOM NAIIMEHTH MPU MOBTOPHO MPHJIATaHEe Ha JIEKApPCTBOTO CE HA0JII01aBa TIOBTOPHO
MOBHIIIABaHE HA YEPHOJIPOOHNUTE TPaHCAMHUHA3H, MOJIKPETISIIKY Bph3KaTa ¢ IprueMa Ha JIEKapCTBEHUS
npoAyKt. [Ipyu KTMHIYHN POyYBaHMs, TIO BCAKO BPEME B X0/1a Ha JICYCHHETO € HaOIr0AaBaHo
MTOBHUITIaBaHE Ha TPAaHCAMHHA3WTE, BHIIPEKH Y€ HA-4eCTO € HaOJIr01aBaHo Mpe3 mbpBHUTE 12 Mecena.
Husara na AJIAT ca ce BbpHaIH JJ0 00MYAHUTE CH CTOWHOCTH B paMKHTE Ha 2 Mecela Clie]l
cnrpaHneTo Ha jJedeHueto. [Ipu manbk Opoit manuentn (N=10 mpu 1,25 mg, N=2 npu 0,5 mg), npu
kouto nopumaBaHeto Ha AJIAT e Ouno >5x I'TH u xouTo ca mpoabIHKUIN JICUSHUETO C PUHTOTUMO]I,
noBumeHuTe HUBa Ha AJIAT ca ce BbpHAIN 10 HOPMATHHUTE U3XOAHN CTOHHOCTH B PaMKHTE Ha
MPHOIM3UTENTHO 5 Mecena (BX. ChIIo Touka 4.4, paznen “UYepHoapodHa GyHKIH”).

Hapywenus na nepsnama cucmema

B xo/1a Ha KIMHUYHUTE MPOYYBAHUS Bh3HUKBAT PEIIKU CIIy4Yad Ha HAPYIICHHUS HA HEPBHATA CUCTEMa
MIPH MAIMCHTHUTE Ha JICUeHUE ¢ (UHTOIUMOJT B TTO-BUCOKH 1031 (1,25 wn 5,0 mg), BKIIOYUTEITHO
UCXEMHUYECH U XEMOPAriHueH HHCYJIT ¥ ATUITMYHN HEBPOJIOTUYHU HAPYIICHUS, KATO HAIPUMEDP ChbOUTHS
Hano100sBaIIM OCTHP MuceMuHUpaH eHiedaromuenut (OAEM).

Cpo0mraBar ce ciiydan Ha FbpUY0Be, BKIIOUUTEHO SMWICITUYCH CTaTyC, MPH yrnorpedaTta Ha
(hDMHTOJIMMO/ B KIMHUYHUTE MPOYYBAHUS U TI0 BPEME Ha MOCTMAPKETUHTOBUS TIEPHO/I.

Cv008u Hapyuienus
Crpo0mraBa ce 3a pefIku cIydau Ha neprdepHa apTepruarHa OKITy3UBHA 00JIeCT Py MallMeHTH Ha
JiedeHue ¢ GUHTOIMMO/ B IO-BUCOKH 103U (1,25 mg).

Huxamenna cucmema

Ha 1-us mecen oT 3amouBaHe Ha JICYEHUETO ¢ PUHTOIMMO/ ce€ HaOI0JaBa MUHIMAITHO JJ0303aBUCHMO
MOHW)KEHHE B CTOMHOCTUTE Ha opcupanus ekcripatopeH ooeM (PEO:) u nudy3noHHUs KamanureTr
3a BeriiepoaeH okuc (DLCO), koero mepcuctupa u HaTaThK. Ha 24-1s Mecel] MOHMKEHUETO CIIPSMO
U3XOJIHUTE CTOWHOCTH B TipolieHTa Ha ouakBaHusg OEO; e 2,7% 3a punrommmon 0,5 mg u 1,2% 3a
riane0o, KaTo pasirKaTa H3ue3Ba ciiesl IpekpatsaBane Ha JeueHneto. 3a DLCO nonmxenueto Ha 24-
ust mecerl e 3,3% 3a unaronmumoy 0,5 mg u 2,7% 3a mname6o (Bxk. cbio Touka 4.4, paznen ,,Edexkrtn
BBPXY AMXaTeTHaTa CHCTeMa ).

Jumpomu

HaGmonaBanu ca ciryyan Ha TUM(OM OT pa3iIiyeH B[, KaKTO B KIIMHUYHHUTE ITPOYYBAHMUS, TaKa U 110
BpeMe Ha MOCTMAPKETHHTOBHS TIEPUO/I, BKIIIOUUTEIIHO EAMH JIeTajleH ciyyail Ha Enmaiin-bap Bupyc
(EBV) nonoxwutenen B-knerpuen mumdpom. UectoraTa Ha ciaydyante Ha HexomxkkuaoB mumdom (B-
KJIeThb4eH U T-KJIeThbueH) B KJIMHUYHUTE U3IUTBAaHU € II0-BUCOKA OT OYaKBaHaTa B oOliara
nomynanus. [Io Bpeme Ha HOCTMapKETHHIOBHS NIEPUOJ e ChOOIIABAT HAKOJIKO Cirydas Ha T-KieTbueH
nuMdoM, BKIIOUUTEITHO cllydan Ha KokeH T-KineTbueH aumgom (mycosis fungoides) (BX. CbLIO TOUKA
4.4, pa3nen ,,3M0KavueCTBEHN 3a00sIBAaHUA ).

Xemogpazoyumen cunopom

Cho0ImaBaT ce MHOTO PEJKH CIy4an Ha XeMOo(harouTeH CHHAPOM ¢ JICTAJICH U3X0/ MPU MAIUeHTH,
JIEKyBaHH ¢ (PMHTOJIMMOJT BHB BPb3Ka ¢ HH(EKIHI. XeMO(paroluTHUAT CHHIPOM € PSAIKO ChCTOSHHE,
KOETO Ce OIMCBA BB BPB3Ka ¢ HH(PEKIIUH, UMYHOCYIIPECHS M PEIUIIA aBTOMMYHHH 3200 IABaHML.

IlenuaTpuyHa momyaamus

B konTpoaupanoro neauatpuuHo npoyusane D2311 (Bx. Touka 5.1), npouirbT Ha 6€300aCHOCT PH
MIeAMATPUYHY ManueHTH (Ha Bb3pacT oT 10 mo mox 18 roaunn), momydyasarmm punaronumon 0,25 mg
i 0,5 mg THEBHO, KaTo ISUI0 € TI0100CH Ha TO3H, HAOII0JaBaH P Bb3PACTHH MaIllueHTH. B
npoydyBaHeTo o0ave ca HaOIFO1aBaHU TIOBEYE HEBPOJIOTUYHH U IICUXUYHU HapymeHus. Heooxoaumo e
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IMOBHUIICHO BHUMAHUEC B Ta3W MOArpyIia mopaad CUJIHO OTpaHUYCHUTE JaHHU, ITOJIYYEHU OT
KIIMHUYHOTO ITPOYy4YBaHE.

B nequatpuvHOTO IpoyUYBaHe caydyau Ha T'bPUOBE C€ ChOOIIABAT MpH 5,6% OT MAIUEHTUTE Ha
nedenue ¢ punaromumon u 0,9% ot manneHTHTe Ha JieueHue ¢ narepdepon dera-1a.

N3BecTHO €, ye menpecusiTa U TPEBOKHOCTTA BH3HUKBAT C TI0-BUCOKA YECTOTA B MOMYJIALUATA C
MHOXXECTBEHA CKJIepo3a. Jlempecus 1 TPEBOKHOCT ¢€ ChOOIABaT CHINO U TPH METUATPUIHUTE

ManreHTH, JICKYBaHU C Q)HHFOHI/IMO)I.

VYcraHoBeHH ca H30JIMpaHU Cllydad Ha JICKO IMOBUIIIABAHC HA 6I/IJ'II/Ip}76I/IHa IIpu neauaTpuiHu
MMaluCHTHU Ha JICYCHUEC C q)HHFOJII/IMOI[.

C’I)06I]_IaBaH€ Ha 1OJ03MpPaHy HCXKCJTaHU PCAKITNH

Cp0o011aBaHETO HA MOI03UPAHN HE)KEIAHN PEaKIIMU CIIE] pa3pellaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BakKHO. ToBa MMO3BOJIsIBA Ja IPOIBIDKH HAOIIOICHUETO Ha ChOTHOIIICHUETO I0JI33/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CTICTIHAIMCTH CE M3UCKBA J1a ChoOIaBaT BCsKa
[0I03UPaHa HeXKETaHa Peakiiys Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIaBaHe, IOCOYCHA B

IIpunosxxenue V.

4.9 Ilpeno3upane

EnnoxpaTHOTO npuiiarane Ha 1o3a npepuiasaiia 80 mbTu npenoprunTenHara gosa (0,5 mg) e
MMOHECEHO Jo0pe OT 3/IpaBH Bh3pacTHU HoOpoBoimw. [Ipu npunarane Ha go3a 40 mg, 5 ot 6-T¢
YYaCTHHMIIH ca ChOOIIMIIN 32 JIeKa TEKECT WM AUCKOM(OPT B I'bPANTE, CBEP3aHH C TOBUIICHATA
PEaKkTUBHOCT Ha MAJIKUTE Bb3lyXOHOCHH ITBTHUIA.

DUHTOIMMO]T MOXKE J1a TIPEeAN3BUKA OpauKapAus MPH 3armo4Bane Ha JiedeHrneTo. [lonmkaBaneTo Ha
ChpACYHATa YeCTOTa 3a104Ba OOMKHOBEHO 10 €AMH Yac cje] MpujlaraHe Ha IbpBaTa 103a U € Hald-
n3paszeHo 110 6 yaca. OTpULATEIHUAT XPOHOTPOIICH eeKT Ha PUHTOIMMO] CE 3aAbpiKa IIOBEYE OT

6 yaca M IIOCTEIICHHO HaMaJIsiBa Mpe3 CIICABAIIMTE JHU OT JICUSHUETO (32 MOAPOOHOCTH BK. TOUKa 4.4).
Nma crobiienns 3a 3a0aBeHa aTpUOBEHTPUKYIApHA TPOBOJUMOCT, C U30JIUPAaHH CHOOIICHHUS 32
TPaH3UTOPEH CIIOHTAHHO OT3BY4aBall mbjieH AV 010k (BX. Touku 4.4 u 4.8).

BaxxHo e, ako npeo3upaHeTo ce € CIyYWIIO IPH IbPBATa eKCIIO3UIHS Ha (PUHTOTUMO/I, TIALIUEHTUTE
Ja ObJaT mpociieleH! Ype3 NpoabDKuTenHo (B peanno Bpeme) EKI u exxeduacHo m3mepBane Ha
ChpZAEYHATa YeCTOTa M KPbBHOTO HANIATaHe, HA-MaJKo Mpe3 mbpBUTe 6 yaca (BXK. Touka 4.4).

OcaeH TOBa, ako cief 6 yaca CbpAeUHaTa 4ecToTa € <45 ynapa B MUHYyTa NIPU Bb3PAaCTHU MALUEHTH,
<55 ynapa B MUHYTa [IpHU NE€IUAaTPUYHU MMALMEHTU Ha BB3pacT 12 roguHu u noseye uin <60 ygapa B
MUHYTa IpY TeIUaTpUYHH MaMeHTH Ha Bb3pacT oT 10 1o mox 12 roaunu, unu ako EKI'-To Ha

6-14 4ac ciej npularaHe Ha IbpBaTa 103a Moka3Ba AV 60K BTopa WiIn 1o-BUcoKa cterneH, uiu QTc
uHTepBal =500 msec, npociensBaHEeTo TPIOBa fa Oble yABIKECHO, Hall-MaJIKo U Mpe3 HOILITA U 10
n3ue3BaHe Ha HaxoxakuTe. [logBaTa, o KoeTo u 1a € Bpeme, Ha AV OJI0K TpeTa CTEleH, ChIIo TpsiOBa
Ia OB/ mocieBaHa OT IPOABIDKUTEIIHO IPOCIIEsIBaHe, BKIIOYUTEIIHO MIPOCesIBaHe Mpe3 HOLITA.

OuHrONIMMO]T He MOXKE Ja ObJIe OTCTPaHEH OT TAIOTO Upe3 MUan3a WK Iia3Madepesa.

5. ®APMAKOJIOTUYHU CBOMCTBA
5.1 ®apmakoguHAMWYHH CBONCTBA

dapmakoTepaneBTH4Ha rpyna: AHTHHEOIUIACTHYHH M UMYHOMOIYJIUPAILU CPECTBA,
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Wmynocynpecopu, Chunrozun-1-pocdart (S1P) peuenropuu moaynaropu, ATC koa: LO4AEO]

MexaHu3bM Ha JIEUCTBUE

Ounronumon e chuarozu 1-gocdar peuenroper Mmoayaarop. PUHroaMMOI ce MeTabOIM3HUpa OT
C(UHTO3MH KMHA3a 70 aKTUBeH MeTabonuT punronumon ¢pocdat. Gunronumon gocdar ce cBbp3Ba B
HUCKHM HAHOMOJIApHHU KOHIIEHTpauu ¢he chuuro3ud 1-docdar (C1D) penentop 1, mokanuzupan
BBPXY TUMQOIHMTHTE U C JIEKOTa TPpeMUHaBa KPhBHO-MO3bUHATa Oaprepa, 3a 1a ce CBhpke cbec C1D
pertenitop 1, ToKanM3upaH B HEBpOHUTE Ha IeHTpanHaTa HepBHa cutema (ITHC). [eficTBaiiku kaTo
¢yakunonanen antaronucT Ha C1® penenTtopa BbpXy JTuMmponutute, GUHroauMos Gocdar 6okupa
CIOCOOHOCTTA Ha JIMM(OLUTHTE JIa HAITyCHAT TUM(PHHUTE Bb3JH, TPEAU3BUKBANKH TSIXHOTO
npepasnpeiesieHe, a He moHmxkasane. [IpoydyBanus npy KUBOTHH NIOKa3BaT, Y€ TOBA
npepasnpenenenne Hamansasa nHpuaTpupaneto Ha LIHC ¢ matroreHHN TMMQOIUTH, BKITIOYHTEITHO
npo-uapramaropan Thl7 KI€TKH, KOUTO ydacTBaT BB BH3NAINTEIHUTE MPOLECH U YBPEXKIAHETO HA
HepBHaTa ThKaH. [[poyuBaHusATa IpH )KUBOTHH M OTIUTH N Vitro IOKa3BaT, 4e (GUHTOINMO MOXKeE
CBIIO TaKa Ja ACWCTBa Ype3 TMPEKTHO B3auMozelicTere cbe C1®P penentopure Ha HEPBHUTE KIICTKH.

dapMakoAMHAMUYHU ePEKTH

B pamkure Ha 4-6 yaca cieq npuiaraHe Ha mbpBata fo3a ¢puaroauMon 0,5 mg, 6posT Ha
auMmboruTuTe B iepudepHaTa KpbB craja 10 npudamsnTeaso 75% ot usxoauus. [Ipu npoxsikaBane
Ha JICUCHUETO U €XEIHEBEH IIpUEeM Ha J103aTa OposT Ha TMMQOIMTUTE IpOoIb/KaBa 1a craja B
NPOIBIDKCHUE HA IBE CEAMHILIHN, JOCTUTAaHKH MUHUMaieH Opoil OT MpUOIN3UTEITHO

500 KIeTKH/MUKPOTUTHP win npubam3utenHo 30% ot uzxoaHara ctoitHoCcT. OCeMHaIeCeT MPOICHTA
OT MAaIMEHTHUTE TIOHE €THOKPATHO Ca JOCTHUTAIN A0 MUHUMAJeH TUMQPOLUTEH Opoii Mo

200 xknetku/MukponuThp. Huckuar mumdonuren Opoii ce 3aabpxka B X0/1a HA JICYEHUETO.
Bommuncteoto ot T- u B-numdouuTture penoBHO npeMUHaBat npe3 JIMMGPOUIHUTE OPraHd U UMEHHO
TE3W KJIETKH ca 3aCeTHATH B Hall-roisiMa crerned ot puaroiumo. [Ipubmmsurento 15-20% ot T-
muMpornmTuTe ca edpekTopHn T-KIeTKH Ha MaMeTTa, KIETKH, KOUTO ca BaXKHH 3a MepUPEepHOTO
MMYHHO HaOmoaeHre. Thil KaTo TO3U TUMQOLUTEH MOABUA HE IPEMUHABA [IPE3 UMYHHHUTE OpPraHH, HE
ce noBnusiBa oT puHronumo. [loBumasanero Ha nepudepHus TuMQPOIUTEH Opoii € BUIUMO B
paMKHTE Ha HIKOJKO JHU cJie]l CIIUPaHe Ha JICYEHUETO ¢ (PUHTOIMMO]T 1 OOMKHOBEHO B pAMKHUTE Ha
€IMH 710 JBa Mecela ce JOCTUra A0 HOPMATHUTE U3XOHU HUBA. [[pOABIKUTENHOTO JIEUEHHE C
(bUHrOIMMO BOJIM 10 JIEKO MOHWXKEHKE B Opost Ha HeyTpodmiute 10 80% ot uzxoanus. MoHouuTHte
HE ce MOBJIUABAT OT (PUHTOIHUMOJI.

@OuHrOIMMO] MPUYMHSBA IPEXOAHO HAMAIISBAaHE HA Chp/ICYHATA YECTOTa U 3a0aBsHE B
aTPHOBEHTPHUKYJIApHATA IIPOBOAMMOCT MPH 3aII0YBAHE HA JEYSHUETO (BXK. TOUKU 4.4 1 4.8).
MakcumaaHO MOHIKEHUE Ha ChpJieuHaTa YecToTa ce Habuo1aBa 7o 6 yaca cieq pujiaraie Ha
no3ara, cbc 70% HEraTUBEH XPOHOTPOIICH epEeKT B paMKUTE Ha bpBUs JeH. [Ipu nporbinkaBaHe Ha
JICUCHUETO ChpJICYHATA YECTOTa C€ BPBINA IO CTOWHOCTH T€ Ha U3XOJHO HUBO B PAMKUTE Ha CJTUH
Mmecel. [loHmkeHneTo Ha chpAeYHaTa YeCTOTa, MPEAU3BUKAHO OT (PUHTOJIUMOA € 00paTuMo mpu
NapeHTepaIHo NPUIOKEHNUE Ha aTPOITUH WK U30IIPEHATUH. Y CTAHOBEHO €, Ye HHXaJIaTOPHUSIT
CaJIMETEPOJI CHII0 UMa YMEPEH MO3UTHBEH XpOHOTporieH edekT. [Ipu 3anoyBane Ha JIEYSHUETO C
¢uHrONMMMOz ce HabJI01aBa MOBUILIABAHE HA CITyYauTe Ha MPEXIEBPEMEHHO IPEICHPIHO
ChKpall[aBaHe, HO He ce Ha0JII0/1aBa MOBUIIIAaBaHE HA YECTOTaTa Ha MPEJChPAHO MBXK/ICHE/TPENITeHE,
KaMEepHU apUTMHUH WK €KTONHYEeH pUThM. OUHTONINMO]] HE € CBbp3aH ¢ OHWKEHHe Ha QpaKiusiTa Ha
n3TJIacKBaHe. ABTOHOMHATa (YHKIHUS HA ChPLETO, BKIIIOYUTEIHO BapHaLMsITa Ha ChpACYHATA YECTOTA
B PaMKHUTE Ha JCHS U OTTOBOPa KbM (DU3NYECKU YIPAKHEHHSI HE CE TIOBIHSBAT OT JICYCHUETO C
(uHrOTUMO.

S1P4 mosxe yacTU4HO a JoNprHECe 3a eeKTa, HO HE € OCHOBHUSAT PELENTOP, OTTOBOPEH 32
W3YepIBaHeTO Ha TUMponnTHTe. MeXaHU3MbT Ha OpaJuKapuaTa ¥ BA30KOHCTPUKIIUATA ca TIPOYICHH
CBLIO in Vitro IPU MOPCKU CBUHYETa U U30JIMpaHa 3aellika aopTa U KopoHapHa aptepus. Hanpaseno e
3aKIII0YeHHUE, Ye OpasuKapausaTa MOXKe /1a ce MeAMUpa OCHOBHO upe3 aktuBupane Ha KIR xanamu nnn
G-mpotenn aktuBrupanu KIR xanamu (IKACh/GIRK) u ue Ba30KOHCTpHKLUATA BEPOSITHO CE€ MEAUHPA
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gpe3 Rho kuHA3a ¥ 110 KaMNANA-3aBICUM MEXaHHU3bM.

JledenneTo ¢ GUHTOIUMOJ TIPH €THOKPATHO MITM MHOTOKpATHO Mpuiiarane Ha mo3ute ot 0,5 u 1,25 mg
B IIPOIBJDKEHHUE Ha JIBE CEMHULN HE € CBBP3aHO ChC 3HAUYMMO IMOBHUILIABAHE HA PE3UCTEHTHOCTTA Ha
JuxaTenHuTe mbThlla, n3mMepena upe3 PEO; u popcupanus ekcnmpatopen aeour (PE/) 25-75.
He3zaBucumMo oT TOBa €THOKPATHOTO IMpHjlaraHe Ha GUHroIMMOoJ B 103a >5 mg (10-mbTH Hax
MPETOPHUYNTETHATA /103a) € CBHP3aHO C I0303aBUCHMO TIOBUIIIABAHE HA PE3UCTEHTHOCTTA Ha
MUXaTEeIIHUTE IBTUINA. MHOTOKpPaTHOTO Mpuiiarane Ha uaronmuMon B mo3u ot 0,5, 1,25 wimu 5 mg He e
CBBP3aHO C HAPYUICHUS B OKCUTEHUPAHETO WIIH C KUCIIOPOJIEH T/ PH yIPaXKHEHUS, HITH C
MOBHUIIIEHA YyBCTBUTEIHOCT Ha JUXATEIHUTE MMbTHIIA KbM METaxoJIHH. IHAMBUINTE HA JIEUCHHUE C
(uHrOMTMMOA UMaT HOpMasieH OpOHXOIUIIATATOPEH OTTOBOP KbM MHXAJIATOPHU OeTa arOHUCTH.

Kinnanuna edukacHocT 1 0€300aCHOCT

EdwukacHoctTa Ha pUHTOIMMOJ € JOKa3aHa B X0OJa Ha JIBE MPOYYBaHUS, B KOUTO € OLIEHEHO
MIPIIATaHETO BEIHEBXK JHEBHO Ha duHTOomuMOa 0,5 mg u 1,25 mg nmpu BB3pacTHU MAIHCHTH C
MIPUCTHITHO-PEMUTEHTHA MHOKeCTBeHA cKiepo3a (ITPMC). [IseTe npoydBaHms BKIIOYBAT BH3PACTHH
MAIEeHTH, KOUTO ca UMaIIX >2 MPHUCTHIIA Mpe3 MPeAIIecCTBAIINTE 2 TOAWHN WX >1 MPHUCTHI Mpe3
mpeJiecTranara eHa roguaa. PasmmpeHusT ckop 3a orieHka Ha naBanuau3anusra (Expanded
Disability Status Score, EDSS) e oun mexay 0 u 5,5. Crnen peructpanusra Ha GUHTOIUMO]T €
MIPOBEJICHO U TPETO MPOYYBAHE, HACOYCHO KbM ChIIATa MOIMYJIAIU Bh3PACTHH MAIUCHTH.

[Ipoyusane D2301 (FREEDOMS) e 2-roaumiHo paHIOMH3HUPAHO, ABOWHOCIIAIIO, Tare6o0-
koHTponmpano ®aza Il npoyuBane mpu 1 272 narmentu (n=425 va 0,5 mg; 429 na 1,25 mg; 418 Ha
iane6o). Menuanara Ha U3XOJIHUTE XapaKTEPUCTUKY € Ouiia: Bb3PacT 37 TOJUHH, TPOABIKUTEITHOCT
Ha 3a0oss1BaHeTo 6,7 roguau U EDSS ckop 2,0. KpaiinuTe pe3yntaTi OT MPOy4BaHETO ca
npencraBeHu B TaOmuna 1. HaMa curandukanTHE pa3iukd Mexay po3ute 0,5 mg u 1,25 mg mo
OTHOIIICHUE Ha KpAaHUTE TOYKHU.

Tadoauna 1 IpoyuBane D2301 (FREEDOMS): ocHOBHU pe3yJiTaTH

DUHT0JIUMO] Ilnauedo
0,5 mg
KiuHMYHU KpalHM TOUYKH
UecToTa Ha peNMIMBHUTE HA TOIUITHA 0a3za 0,18** 0,40
(TppBHUYHA KpaliHa TOUYKA)
[IponenT manuenTn 0e3 peruaus Ha 24-us mecer; | 70%** 46%
[IporenT manmeHTH ¢ 3-MecedHa MOTBbpACHA 17% 24%
Mporpecus Ha MHBAIHIU3auATa T
Koedwumment Ha puck (95% CI) 0,70 (0,52, 0,96)*
AMP xpaiiHu TOYKH
Menauana Ha (CpeaHa CTOMHOCT Ha) Opost HOBH 0,0 (2,5)** 5,0 (9,8)
WK Ha yronemenure 12 ye3uu 3a mepruosn ot
24 mecerna
Mennana Ha (cpeaHa croiiHOCT Ha) Opost Ha Gd- | 0,0 (0,2)** 0,0 (1,1)
YCUJICHUTE JIe3un Ha 24-us Mecell
Menunana Ha (cpenHa cToifHOCT Ha) mpomsiHata B | -0,7 (-0,8)** -1,0 (-1,3)
roJIeMHHATa Ha TJIABHUS MO3BK B % 3a Mepuoj OT
24 mecerna
T [IporpecusTa Ha HHBANMOU3ANKITA ce MedrHUpa KaTo nmosumasane Ha EDSS ¢
1 Touka, HOTBBPACHO 3 Mecela Mo-KbCHO
**  p<0,001, *p<0, 05 copsimMo manedo
Benuku aHanu3m Ha KIIMHUYHATE KpallHU TOYKH ca pH intent-to-treat momynamms. [Ipu
SIMP aHanu3uTe ca U3N0JI3BaHU OLICHUMH JaHHU
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[TarmeHTHTE, KOUTO Ca MPUKIIOYMINA CBOETO Y4acTHe B 24-MECEYHOTO OCHOBHO MPOYYBAHE
FREEDOMS, morar aa 0b/1aT BKJIFOUYEHH B 3aCJICTICHOTO O OTHOIICHHUE Ha MMPUEMaHaTa J103a
npoabpkenue Ha npoyuBadero (D2301E1) u na nonydaBat punronumoz. O6mo 920 nanueHTtu ca
BKItoueHH (n=331 mpoasmxasar aa nonydasat 0,5 mg, 289 npoabkasar aa nonydasat 1,25 mg, 155
npeMrHaBaT oT 1ane6o Ha 0,5 mg u 145 npemunasar ot iane6o Ha 1,25 mg). Ciien 12 mecena
(36-tn1 mecem), 856 marmenTu (93%) npoabrKaBaT ydactueto cu. Mexay 24-us u 36-us Mecer
rogunrHaTta yectora Ha penuausute (I'YP) npn nanuentute Ha puaToMMON 0,5 Mg B OCHOBHOTO
npoy4BaHe, KOuTo ocTaBat Ha g03a 0,5 mg e 0,17 (0,21 B ocHoBHOTO npoyuBane). ['UP mpu
MAIMCHTUTE, PEMUHATIH OT Iiane0o kbM ¢puaronmumon 0,5 mg e 0,22 (0,42 B OCHOBHOTO IIPOYYBAHE).

[Tomo6HM pe3ynTaTy ce yCTaHOBSBAT U B 2-TOJUIITHO PAaHAOMHU3UPAHO, TBOWHO CIISTIO, TIAe6o-
koHTposmmpano Paza IIl npoyuBane Ha huHTOIMMO, ChC chInus Au3aiH, npu 1 083 mamuenTn (n=358
Ha 0,5 mg, 370 Ha 1,25 mg, 355 na mrane6o) c [IPMC (D2309; FREEDOMS 2). Mennanute Ha
CTOWHOCTUTE Ha U3XOJIHUTE XapaKTEPUCTUKH Ca: Bb3PacT 41 roguHu, MPOIBIDKUTEITHOCT Ha
3abounsBaneto 8,9 ronunu u EDSS ckop 2,5.

Ta6auua 2 IlpoyuBane D2309 (FREEDOMS 2): ocHOBHU pe3yJaTaTH

OuHT0INMON Il1ane6o
0,5 mg
KymHMYHH KpaiiHU TOYKH
YecToTa Ha PEIMIUBHUTE HA TOMUIITHA Oa3a 0,21** 0,40
(TppBUYHA KpaliHA TOYKA)
[IpouieHT manueHTH 0e3 penuauB Ha 71,5%** 52,7%
24-us Mecell
[IpouenT manmeHTH ¢ 3-MecedHa MOTBBPACHA 25% 29%
MIPOTrpecus Ha MHBANHIU3AIUATA T
Koedunuent Ha puck (95% CI) 0,83 (0,61, 1,12)
SAMP xkpaiiHu TOYKH
Menuana Ha (cpeaHa croiiHocT Ha) O6post HoBu | 0,0 (2,3)** 4,0 (8,9)
WK Ha yrojemenute 12 ne3uu 3a mepuost ot
24 mecena
Menuana Ha (cpeaHa cToiiHOCT Ha) Opost Ha Gd- | 0,0 (0,4)** 0,0 (1,2)
YCUJICHUTE JIe3UU Ha 24-usi Mecell
Menunana Ha (cpeaHa cToiHocT Ha) mpomsiHata | -0,71 (-0,86)** -1,02 (-1,28)
B 00eMa Ha TJIaBHUS MO3BK B % 3a MepHoja OT
24 mecena
+ IIporpecusrta Ha HHBaNMIU3AMUATA ce AeuHUpa KaTo nmoBuinaBane Ha EDSS ¢
1 Touka, OTBBPJCHO 3 Mecela NO-KbCHO
**  p<0,001 copsimo mare6o
Benuky aHanu3u Ha KITMHUYHUTE KpaliHU TOYKY ca TpH intent-to-treat momynanust. [Ipu
SMP aHanu3uTe ca U3MOJI3BAHU OLICHUMHU JTaHHU.

[Ipoyusane D2302 (TRANSFORMS) e 1-roguuiao paHqoOMU3UpaHo, IBOHHO-CIIATIO, aKTHBHO
(uatepdepon Oeta-1a) kouTponupano Paza I npoyusane npu 1 280 nmaruentu (n=429 Ha 0,5 mg,
420 na 1,25 mg, 431 na untepdepon Oeta-1a, npuiarad B 1o3a 30 g KaTo HHTPAMYCKyJTHa
MHKEKLHUS BEIHBX CeIMUYHO). MenaHaTa Ha U3XOAHUTE XapaKTEPUCTUKH € Onma: Bb3pacT

36 ronuHU, TPOIBIDKUTEITHOCT Ha 3a00isBaneTo 5,9 ronnan u uzxonen EDSS ckop 2,0. Kpaitaurte
pe3ysITaTé OT IPOYYBAHETO ca npeacTaBeHu B Tabnuma 3. Hama curHuuKaHTHY pa3iIuKi MEXIY
nosute oT 0,5 mg u 1,25 mg 1o OTHOIIEHUE HAa KpallHUTE TOYKH Ha IPOYUYBAHETO.
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Tadoauua 3 IlpoyuBane D2302 (TRANSFORMS): ocHOBHHU pe3yJTaTH

DUHT0JIUMO] HNnuTepdepon
0,5 mg Oera-1a, 30 png
KanHu4HU KpaiiHU TOYKH
UecToTa Ha peMINBHUTE HA TOIUIITHA 0a3za 0,16** 0,33
(TppBUYHA KpaiiHa TOYKA)
[IponeHT manuenty 6e3 peruans Ha 12-us mecenr | 83%** 71%
[IpouenT nanueHTH ¢ 3-MeceuyHa NOTBbPACHA 6% 8%
nporpecus Ha MHBaIMIU3ausATa T
Koedwumment Ha puck (95% CI) 0,71 (0,42, 1,21)
SIMP kpaiiHu TOYKH
Menunana Ha (cpeiHa CTOMHOCT Ha) OpOsl HOBH 0,0 (1,7)* 1,0 (2,6)
Wiy Ha yrojaemenure T2 ne3un 3a nepuox ot
12 Mmecena
Mennana Ha (cpenHa croiiHOCT Ha) Opost Ha Gd- | 0,0 (0,2)** 0,0 (0,5)
YCHJICHUTE JIe3nH Ha 12-us Mecelr
Menunana Ha (cpenHa cToiHOCT Ha) mpomsiHata B | -0,2 (-0,3)** -0,4 (-0,5)
rojeMuHaTa Ha TJaBHUS MO3BK B % 3a IEpHOA OT
12 Mmecena
T [Iporpecusta Ha HHBANMOAU3ANMITA ce MedrHUpa KaTo nmosumasane Ha EDSS ¢
1 Touka, MOTBBPACHO 3 Mecela 0-KbCHO
* p<0,01, **p<0,001 cripsimo unTEepdepon bera-la
Benuku aHanmu3u Ha KIIMHUYHATE KpailHU TOYKH ca pH intent-to-treat momynanms. [Ipu
SAMP ananu3uTe ca U3MOJI3BaHU OLICHUMH JAHHU

[ManueHTHTE, KOUTO Ca MPUKIIOYWINA CBOETO YYacTHE B 12-MECEUHOTO OCHOBHO POYYBAHE
TRANSFORMS, morat fa Ob4aT BKIIOYCHH B 3aCJICTICHOTO 110 OTHOIIICHUE HA IpUEMaHaTa J103a
npoabspkenne Ha mpoyuBadeTo (D2302E1) u na momydasat purarommmon. O6mmo 1 030 manueHnTtu ca
BKJTFOUCHH, BRIIPEKH Y€ MPH 3-Ma OT IMAIMEHTHUTE HE € TMPOBEXKAaHO JedeHne (n=356 nmpoasokaBaT Ha
0,5 mg, 330 npoxpmxasat Ha 1,25 mg, 167 nmpemunasart ot uHTEpDepoH Oeta-1a Ha 0,5 mg u 174
IpeMuHaBat oT uHTepepon O6era-1a Ha 1,25 mg). Cnexn 12 mecena (24-tu mMecen), 882 manueHTH
(86%) npoabinkaBat yuactiero cu. Mexay 12-ust u 24-us mecer ['YP npu narnuenTuTe Ha
¢unronumon 0,5 mg B OCHOBHOTO , KOMTO ocTaBat Ha j1o3a 0,5 mg e 0,20 (0,19 B ocHOBHOTO
m3mtBane). ['YP nmpu manmenTute, npemuHany ot uHTEpdepoH Oeta-1a kpM puaromIMOA 0,5 mg e
0,33 (0,48 B OCHOBHOTO M3IUTBAHE).

CoopuuTe pesynrtatu oT nanutBanusaTa D2301 u D2302 moka3Bart peasHo U CTATUCTUYCCKU 3HAYUMO
MOHMKEHUE Ha TOJIMIITHATA YeCTOTaTa Ha PEIUAUBUTE CIIPSIMO CPABHSBAIIUS ar€HT B OTACIHUTE
MOATPYIH, Pa3JEICHHU M0 TOJ, Bb3PacT, MPEALIESCTRAIIA Tepalrs 38 MHOXECTBEHA CKIIEPO3a,
AKTUBHOCT Ha 3a00JISIBAHETO WJIM CTETEH Ha MHBAIMIHOCT B HAYAJIOTO HA MMPOYYBAHETO.

Ilo-HaTaThIIHUTE aHAIW3U HAa KIMHUYHUTE TaHHU ITOKa3BaT TpaﬁHH TCpan€BTUYHU PEIYJITATU B
OoArpymnuTe Ha NAIMUCHTUTE C BUCOKOAKTHUBHA ITPUCTHITHO-PEMUTCHTHA MHOKCCTBCHA CKIICPO3a.

[lenuarpuyna nomnyJanus

EdukacHoctra u 6e3omacHocTTa Ha 103u 0,25 mg wiu 0,5 mg GUHTOIMMOI BEAHBK THEBHO (103UTE
ca n30paHu B 3aBUCHUMOCT OT TEJIECHOTO TETJIO M U3MEPEHATa SKCIIO3HIINs) Ca YCTAHOBEHU MPH
MeMaTPUIHU NAIIMeHTH Ha Bh3pacT oT 10 10 <18 roarHu ¢ MPUCTHITHO-PEMUTEHTHA MHOXKECTBEHA
CKJIepO3a.

[Ipoyusane D2311 (PARADIGMS) e aBoitHOCATIO, TBOWHOMACKUPAHO, KOHTPOJIMPAHO C AKTUBHO

BEIIIECTBO MPOYUYBAHE C pa3nyHa MPOIBIIKUTEIHOCT 10 24 Mecella, ¢ 215 marueHTH, Ha Bb3pacT OT
10 no <18 rogunu (n=107 Ha ¢punronumon, n=108 Ha uatepdepon O6era-la 30 pug, npuaaras upe3
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WHTPaMyCKyJTHA HHXEKIUS BEIHBK CEAMUYIHO).

CroliHOCTHTE Ha MEIUAHUTE HA U3XOIHUTE XapaKTEPUCTHKH ca: Bb3pacT 16 ToAuHU, MeAnaHa Ha
NPOIBIDKUTEIHOCTTA Ha 3a0omsBaneTo 1,5 rogunu u EDSS ckop 1,5. MHO3HHCTBOTO OT MallMeHTHTE
ca cranuii Ha pazsutre 1o Tanep 2 v mo-Bucok (94,4%) u ca >40 kg (95,3%). Kato 1sumo 180
(84%) ot manueHTUTE ca 3aBBPIIMIN OCHOBHATA (paza Ha mpoyuBaHeTo (n=99 [92,5%] Ha
¢unronumon, 81 [75%] Ha unrepdepon Oeta-1a). Kpaiinure pesynrartu ca npeacraBenu B Tabnuma 4.

Tabauua 4 IlpoyuBane D2311 (PARADIGMS): ocHOBHM pe3yJITaTH

OuHT0INMON HNuTepdepon Gera-1a
0,25 mg uau 30 png
0,5 mg
KianHuYHY KpaiiHU TOYKH N=107 N=107*
UYecToTa Ha pelUAMBUATE HA TOUIITHA 0a3a 0,122%* 0,675
(TppBWYHA KpaifHa TOYKA)
[TponieHT ManueHTH 0€3 penuanuB Ha 24-1s Mecell 85,7** 38,8
AMP xpaiiHu TOYKH
YecroTra Ha OpOsi HOBOMIOSBIIIM CE€ WM Ha HACKOPO n=106 n=102
yrojieMeHu T2 ne3un Ha roauiiHa Oa3a
Kopurupana cpeaa cToitHOCT 4,393** 9,269
Bpoii na Gd-ycunenure T1 ne3un Ha ckaHHpaHE A0 n=106 n=101
24-us Mecell
Kopurupana cpemnaa cToitHoCT 0,436** 1,282
UYecToTa Ha aTpodus Ha MO3BKa OT U3XOHOTO HUBO | n=96 n=89
10 24-us Mecell, Ha TOOMIIHA 0a3a
CpenHa CTOMHOCT Ha Hali-MaJIKUTE KBaIpaTH -0,48%* -0,80
# Enun nanuent, paHaoMu3upaH Ja moixy4aBa nHTepdepoH Oera-1a upe3 HHTpaMyCKyITHa
WHXKEKIIUS, He € OWMJI B ChCTOSIHUE 1A TTOThITHE JTBOWHOMACKHPAIIIOTO JIEKAPCTBO U €
MPEYCTAaHOBMJI YYaCTHE B MPOy4YBaHETO. [IaIlMEHTHT € U3KITIOUCH OT ISUIOCTHUS aHATN3 U OT
IsJ1aTa aHAJIM3UPaHa MOMYJIAIKS U IOy IaIsITa 32 aHAIM3 Ha 0€30IacHOCTTA.
* p<0,05** p<0,001, B cpaBHeHuUe ¢ nHTEpPPEpOoH OeTa-1a.
Benuky aHanm3y Ha KIIMHUYHUATE KPaHU TOYKH ca M3BBPIICHH HA I1aTa aHATU3UPAaHa MOy JIaIusl.

5.2 ®apmMakoKWHeTHYHH CBOMCTBA

(DapMaKOKI/IHeTI/I‘-IHI/ITe JaHHU Ca IMOJYYCHHU OT 3JpaBU Bb3pAaCTHU ,Z[06p0BOJ'II_II/I, 6’B6pe‘-IHO
TpaHCIUIaHTHUPAaHU BB3paCTHU MAUCHTU U BB3PAaCTHU IMAITUCHTHU C MHOXKCCTBCHA CKJIECpO3a.

®dapMaKoJIOrMYHO aKTUBHUAT METa00JIUT, OTTOBOPEH 3a euKacHocTTa € puHronumona docdar.

AOGcopOrus

Ounronumon ce abcopbupa 6aBHO (tmax € 12-16 yaca) u B ronsima creneH (>85%). IlpuBunnata
abcomoTHa nepopaiiHa 6rnoHanuaHocT € 93% (95% nosepurenen untepBai: 79-111%). CranmonapHo
CHCTOSIHUE HA KOHICHTPALUATA B KPBBTA CE MIOCTUTA B paMKHUTE Ha | 710 2 Mecena mpu Npuiiaraie
BEJHBX JHEBHO M HMBATA IIPU CTALMOHAPHO ChCTOSIHUE ca NMpuOin3uTenHo 10 mbTH M0-BUCOKH OT
HayaJIHaTa 103a.

[IpuembT Ha xpaHa He MOBNMUABA Cmax WK ekcriosurusaTa (AUC) na ¢punronumon. [pu dhuarONMMON

tdochat Ciax ce moHmxkana ciado ¢ 34%, nokaro AUC ocraBa HerpomeneHa. [lopaau tazu npuuuHa
Ounronumon Accord Moxe Aa ce mpueMa 0e3 HIKaKBa 3aBUCHMOCT OT XpaHaTa (BX. Touka 4.2).

PaznpeneneHue

DUHTOIMMOJ, Ce pasnpeaciisi BbB BUCOKA CTCIICH B YEPBECHUTEC KPBbBHU KJIETKH, KOUTO ChCTaBJIABaT
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86% ot kneTpuHaTa (paknus Ha KpbBTa. GUHTONMMOJ Pocdar ce ycBosiBa B O-MaJKa CTETICH OT
KpbBHUTE KIeTKH <17%. @unronumon u puHroaumona Gpochat ce CBbP3BAT BbB BHCOKA CTETCH C
oenrpiure (>99%).

@OuHrOIMMOJI ce pa3NpOCTpaHsIBa BbB BUCOKA CTETICH B THKAHUTE C 00EM Ha pa3Ipe/ielIeHne OKOJIO

1 200+£260 mutpa. [IpoyuBaHe mpu deTHpHUMa 3paBy JOOPOBOJIITH, IPH KOUTO € TIPIIIOKEHA
€IMHUYHA MHTPABEHO3HA 71032 PaJHOM30TOITHO MaPKUPaH aHAJIOT Ha (PUHTOIMMOJ, TIOKa3Ba, ue
(uHrOMMMO NpeMUHaBa B MO3bKa. B mpoyuBane npu 13 manueHTH MbXe C MHOXXECTBEHA CKIIepO3a,
npuemany puaronumon 0,5 mg/neH, cperHOTO KOITUIECTBO Ha (PUHTOTUMON (M (PHHTOIMMOJT
¢docdaT) B ceMeHHaTa TEYHOCT, B CTAIIMOHAPHO ChCTOsIHUE, € mpubam3utenHo 10 000 mbTH mo-HUCKO,
OTKOJIKOTO B IIEPOPAITHO TIprTokeHaTa go3a (0,5 mg).

BuorpanchopMmarus

[pu xopata puHTOMTUMO ce TpaHCHOPMHpPaA Upe3 00PATUMO CTepeoceNeKTHBHO (hocdoprnupane 10
(hapmakonoruyHo akTHBHUSA (S)-eHaHTHOMED Ha puHTroMUMOA dochaTt. PUHTOIUMOJ ce STMMHHUPA
4ype3 OKCUAaTUBHA OnoTpanchopManus, kKaranuzupana npegumuo upe3 CYP4F2, a BeposiTHO 1 upe3
JpPYTH U30€H3UMH, 1 YaCTHYHO paslafaHe Ha MACTHH KHUCEJIMHH 0 HEAaKTUBHU METaOOIHUTH.
Hab6momaBa ce cpiio Taka oOpaszyBaHe Ha (GapMaKOJIOTHYHO HEAKTHBEH HETOJISIPEH IIEPaMHIIOB
aHajor Ha ¢uHTOIMMO . OCHOBHUTE €H3UMH, YIaCTBAIIM B METaOOIM3UPAHETO HA (PUHTOIMMO]T ca
qacTUIHO onpeneneHu u Morart na 6snat CYP4F2 wimm CYP3A4.

Cnen eHOKpaTHO mepopaiHo npuiarane Ha ['“C] Gpurronumos, 60MIIMHCTBOTO OT KOMIOHEHTHTE Ha
(huHTOIMMOJ B KPBBTA, ONpeACIcHH upe3 TaxHoTo nonpuHacsHe 3a AUC no 34 qHu chnenx mpuiaraHe
Ha J103aTa, ca camuat ¢puHTomMMOoz (23%), duaronmmon docdat (10%), n HeakTHBHE METab0IUTH
(M3 xapboxcumpan kucenrHeH MeTabonut (8% ), M29 nepamunen merabonut (9%) u M30
uepamuaer meradbomurt (7%)).

Enumunupane

KnupbHehT Ha puHrONMMMOJ OT KpBBTa € 6,312,3 1/h u cpeqHHUAT NpUBHIIEH TEPMUHAJICH OTYKUBOT
Ha enmuMUHUpaHe (t12) € 6-9 nuu. HuBaTta Ha unronumon u puHronumosn ¢pochat B KPbBTa ce
MOHI)KABaT YCIIOPEAHO B TEPMUHAIHATA (Da3a, KOETO BOJU 10 IIOA00EH MOIYKUBOT U 3a ABETE
BEILIECTBA.

[Tpu nepopaiino nprtokeHue okosio 81% oT o3aTa ce eKCcKpeTupa 0aBHO B ypUHATA KaTO HEAKTUBHU
MeTabonutu. @uHroNMMOoa U GuHroMMo T hocdar He ce EeKCKPETHPAT HEIIPOMEHEHH B ypUHATA, HO
ca OCHOBHH KOMIIOHEHTH BBB (herieca, KbJIETO BCEKH €IMH OT TSIX CE OTKPHBA B KOJIMUYECTBA IMO-MaJTKU
ot 2,5% ot npuioxenara go3a. OTKprBaeMOoCTTa Ha MpHUJIoKeHaTa o3a 3nex 34 qau e 8§9%.

JIugerHocT

Konnentparuure Ha puHTOIMMO U GUHTOIUMO (hochaT HapacTBaT BUAMMO J0303aBUCUMO ITPH
MHOTOKpATHO MpUjIarane BeIHHK THEBHO Ha mo3a 0,5 mg wmu 1,25 mg.

OcobeHocTy Opu crienuGUYHN CPYIU MAaNUEeHTH

Ton, emnuyecka npunadnedcnocm u Obbpeuno yepedicoane

dapMakoKUHETHKATa HAa (GUHrOIUMO U puHroauMO GocdaT He ce pa3andaBa IpU MBKE U PH
JKCHH, TIPH MAIMEHTH C Pa3InyHa CTHUUCCKA MPHHAICIKHOCT WM MIPU MAIMEHTH ¢ JIeKa J0 TeXKa
CTeTeH Ha OBbOPEYHO YBPEKIaHE.

Yeprodpobro yspescoane

IIpu mEAMBUAM C JIeKa, yMEpeHa WM TeXKKa CTEIIeH Ha YepHoapoOHOo yBpexaaHe (kimac A, B u C mo
Child-Pugh) He ce HabmoaBa poMsiHa B Cmax Ha ¢uaronumon, Ho AUC Ha puHroaumos ce
MOBHIIIaBa CHOTBETHO C 12%, 44% u 103%. [Ipu narueHTy ¢ TeXKa CTENeH Ha YePHOIPOOHO

26



yBpexnane (knac C mo Child-Pugh), Cimax Ha dpunrommMon dpocdar Hamanssa ¢ 22%, nokato AUC He
ce MpoMeHs 3HaunTeTHO. PapMakOKHHETHKATa Ha (GUHTOIHUMO GochaT He € OleHsIBaHA TIPH
MAIUEHTH C JIEKa WM YMEPEHO TEKKA CTENCH Ha YePHOAPOOHO yBpexkaaHe. BUAMMUST MOTYKUBOT Ha
eIMMUHUPAHE HE CE IPOMEHSI ITPY MHIUBHUJIU C JISKA CTECIICH Ha YEPHOAPOOHO YBPEKIAaHE, HO CE
yabIKaBa ¢ okono 50% Tpu manreHTH ¢ yMEepeHo TeXKa WK TeXKa CTENeH Ha YepHOIPOOHO
YBpEeXKIaHE.

OuHroIMMO[ He TpsOBa Aa ce Mpujlara Ipy NalueHTH ¢ TEXKa CTeleH Ha YepHOApOOHO YBpeKaaHe
(xmac C mo Child-Pugh) (Bk. Touka 4.3). Jleuenuero ¢ ¢punronumo TpsiOBa J1a ce 3amouBa C
MIOBHUIIIEHO BHUMAHHUE MPH NAMEHTH C JIeKa 1 YMEPEHO TeXKa CTETNeH Ha YePHOAPOOHO YBpexKIaHe
(Bk. TOuka 4.2).

Cmapuecka 8v3pacm

KnmandausT onmuT 1 nHGOpMAaIUsaTa OTHOCHO (DapMaKOKMHETHUKATA TIPU TMAIlMEHTH Ha Bh3PacT HaJ
65 rogunu ca orpanndeHu. Gunronumon Accord TpsiOBa 1a ce U3MOA3Ba C TOBUIIICHO BHUMAHUE TIPU
MAI[UCHTH Ha BB3pacT 65 roJuHu U oBede (BXK. Touka 4.2).

Ilenuarpuyna nonyJanus

[Mpn nepnarpuynay nanyeHTy (Ha Bb3pacT 10 ToIMHN 1 ITOBeYe) KOHIIEHTPAUATa Ha (PUHTOIMMO]
¢docdat ce moBuILaBa MO SACEH JO303aBUCHM HauMH B MHTepBana mexay 0,25 mg u 0,5 mg.

KonuenTpanusra Ha GpuHroIMMO (hocdaT B CTAUOHAPHO CHCTOSHUE € TPUOIH3UTENHO 25%
MO-HHUCKA TIPH TTeTHATPUIHUTE TaIueHTH (Ha Bb3pacT 10 ToquHN U TIOBEeUe) IPH €KETHEBHO
npunokenue Ha 0,25 mg vnu 0,5 mg GUHrONUMO/T B CpaBHEHHE C KOHIICHTPAIMSITA MPH Bh3PACTHH
MAIMEHTH, JIeKyBaHu ¢ ¢puHroaumosn 0,5 mg BeIHBK THEBHO.

JluncBat gaHHU NpY NeaUaTPUYHU NAlMEHTH Ha Bb3pacT noa 10 ronuHu.
5.3 IlpeakJMHUYHU AAHHH 32 0€30MACHOCT

[penxkauanaHUAT npodua Ha 6€30IaCHOCT Ha (PUHTOIMMO/] € OLICHSIBAaH MIPY MHLIKH, TUIBXOBE,
KydeTa u MaiimyHu. [Tpu npunarane Ha no3u ot 0,15 mg/kg 1 moBeye B €/HO 2-TOJMIITHO POYYBAHE,
MIPEBHUIIABAIITH TPUOIM3UTEIHO 4 THTH Haa cucTeMHara excriosunuara (AUC) mpu xopa Ipu THEBHA
no3a 0,5 mg, OCHOBHHTE MPHULIETHUTE OpraHu ca Owin nuM@Hata cutema (JuMbonenus u tumponana
atpodus), 6enure ApodOBe (yBenMUaBaHe Ha TETJIOTO UM, IIIaJKOMYCKYJIHA XunepTpodus Ha OpoHXO-
aJIBeOJIapHaTa BPb3Ka) U ChPIETO (HEraTHBEH XPOHOTPOIICH €()eKT, MOBUIIaBaHE HA KPHBHOTO
HaJIsIraHe, epUBacKyJIapHu NPOMEHU U MUOKapIHa AereHepanus) Mpy OTACIHN BUIOBE;
KPBBOHOCHHTE ChA0BE (BAaCKYJIATHs) CAMO TIPH TUIHXOBE.

Hsima nanHYM 32 KaHIIEPOTEHHOCT B X0J1a Ha 2-TOJIUIIIHO OMOJIOTHYHO U3CJICABAHE MPH TUTHXOBE MPH
NepopaJIHO NpuiIarane Ha GUHTOIMMUA B 1032 10 MAaKCUMAaJIHO MOHOcHMaTa ot 2,5 mg/kg,
CHOTBETCTBAIIA NMpUOIM3UTENHO Ha 50 mbTH Haj cuctemHara ekcro3uius (AUC) npu xopa npu 103a
0,5 mg. HezaBucumMo oT TOBa, B X0JIa Ha €JJHO 2-TOJUIITHO MPOYYBaHE IIPH MUIIKH, € Ha0JII0JaBaHa
MOBHUIIIEHA YECTOTa Ha 3JI0Ka4eCTBEH JUM(OM Npu npuiarade Ha 1o3u ot 0,25 mg/kg u mo-BUCoKw,
CHOTBETCTBALLY TPUOIN3UTENTHO HAa 6 MbTH HaJ cucTeMHara excriozuus (AUC) npu xopa npu
nHeBHa no3a 0,5 mg.

B MMpOy4YBaHUATA IPU )KUBOTHU Q)HHFOHHMO,I[ HC MIPOsABSIBA MYTAr€cHCH WU KIIACTOICHCH ITOTCHIIMAIL.

OUHTrOIMMO/] He TIOBJIHsIBA OPOs/TMOABIKHOCTTA Ha CIIEPMATO30MANTE HIH (EPTHUITUTETA IPH MBIKKH
Y JKEHCKH ITUTbXOBE IIPU IpHlaraHe Ha Hal-BHCOKaTa m3nuTBaHa 1o3a (10 mg/kg), chorBeTcTBaIma
npubnuzutenHo Ha 150 mbT Hax cuctemuara ekcriosuuus (AUC) mpu xopa npu gHeBHa no3a 0,5 mg.

@OuHrOIMMO/I € TepaTOTreHeH NP IUTBX0BE NpH npuiarade B 1o3u ot 0,1 mg/kg mmm no-Bucoku.
JlekapcTBeHaTa €KCIIO3UIMS TIPH TUTHXOBE MPH Ta3H 1032 € 0A00Ha Ha Ta3H MPH NalUeHTH IPH
TepaneBTHYHaTa 11032 (0,5 mg). Hali-uectute dheTamuu opraHnau MandopManui BKIIOYBAT
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HEPCUCTHPAIL TPYHKYC apTepHO3yC M MEKAyKaMepeH cenTajieH nedext. Hammunero Ha TepaToreHeH
HOTEHIMAN IIPH 32l He MOKe 1a Ob/Ie HAITbIHO OLICHEHO, HE3aBHCHUMO OT TOBA, IIPH IPHJIaraHe B
no3u 1,5 mg/kg v moBeue ce HabrOAaBa MOBHUILEHA eMOpHO-(heTaTHa CMBPTHOCT, a TIPH MpHUJIaraHe B
no3u 5 mg/kg ce HaOmogaBa HaMasIsiBaHe Ha Oposl Ha )KU3HECTIOCOOHUTE (DeTycH, KakTo U 3abaBsiHe Ha
pactexa Ha ¢eryca. JlekapcTBeHaTa €KCHO3UINS MIPH 3aHIH IIPU TE3H 03U € T0100Ha Ha Ta3! IPH
HaLMECHTHTE.

IIpu urbx0Be TpexuBseMocTTa Ha F1 mokonenuneTo npe3 paHHUS HeOHATAJICH TIEPHO/] € HaMalleHa,
MIpH TIpUJIaraHe Ha 03, KOUTO HEe MPUIUHSIBAT MaldiHAa TOKCHYHOCT. BBIpekn ToBa TermoTo,
pasBuTHETO, OBEeHHETO U (eprrnuTeTa Ha F1 He ce moBIMsBAT OT IEYEHUETO C (PUHTOIUMOT.

(DI/IHFOIII/IMO)I CC CKCKPETHUPa B MIIAKOTO HA JKXUBOTHHU, ITPU KOUTO CC ITpUJiara 1o Bpe€MeE Ha JIaKTallus, B
KOHIOCHTpAauAa 2 a0 3 IBTH MO-BUCOKA OT YCTaHOBCHATA B IJIa3MaTa Ha MalKuTe. (DI/IHFOJ'II/IMOI[ n

HETOBUTE META0OIUTH MMpEMUHABAT IIPE3 IJIALICHTApHATa 6ap1/1epa IIpH IUTbXOBCE.

IIpoyuBanus Ipy FOBEHUIHU KUBOTHHU

Pesynrarure oT iBe Mpoy4YBaHMUs 32 TOKCHYHOCT MPY IOBEHWJIHU TIHXOBE TIOKa3BaT JIEKH
HEBPOITOBEICHYECKU OTKIIOHEHUSI, 320aBEHO CEKCYATHO Ch3PsBAaHE U TIOHKEH UMYHEH OTTOBOP TIPH
MHOTOKPAaTHO CTUMYJIMpaHe ¢ XeMolmanuH, u3onupan ot Keyhole limpet (KLH), kouTo He ce cunrtat
3a Hexenanu. Karo 115110 cBpp3aHuTe ¢ JiedeHneTo e(hekTr Ha (PMHTOIUMO]] PU FOBESHIITHU )KUBOTHH
ca CpaBHUMHU C HaOJIIOJaBaHUTE TIPU BB3PACTHH ILTBXOBE MPH MOJOOHH JO30BH HUBA, C H3KIIIOUCHUE
Ha TIPOMEHUTE B KOCTHATA MUHEPATTHA IUTBTHOCT U HEBPOTIOBEACHUECKUTE OTKIOHEHMS (HaMaJieHa
peakius Ha CTpsICKAIX IITyMOBE), HaOJIro1aBaHu py 1034 1,5 mg/kg 1 0-BUCOKH ITPY FOBCHIITHUTE
JKUBOTHH, ¥ JIMIICATa Ha [IaJKOMYCKYJIHA XUIEPTpodus B Oeust 1pod MpHU FOBEHUIIHUTE IIBXOBE.

6. DODAPMAIIEBTUYHHU JAHHU
6.1 Choucbk Ha IOMOLIHHUTE BeNIeCTBA

Kancynno C'ba'bDDfCMMO

IIpexenaTMHU3UPAHO HUIIECTE
Marune3ueB cteapat

Cwvcmas Ha Kancyaama

Kenatun
TuranoB nuoxcun (E171)
Kbt xenesen okcun (E172)

Tlewamno macmuno

[emnax (E904)
IIponmenriukoi (E1520)
KanueB xunpoxcung

Yepen xeneszen okeun (E172)
6.2 HecbBMecTHMOCTH
Henpunoxnmo

6.3 Cpok Ha roaHOCT

3 roguHu
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6.4 CroenuajJHU yCJI0OBHUS HA ChbXPaHEHHUE

Ha ce cexpanssa mox 25°C.

6.5 Buawu cbabpkaHue Ha ONAKOBKATA

baucrepu ot PVC/PVDC/anymunuii, chppikaniu o 7, mo 28 wiu mo 98 TBbpIu Karcyiu.

ITepdpopupanu 6mucrepu ¢ exuanaan 1031 oT PVC/PVDC/anymunnii, chabpkamm 7 x 1, 28 x 1 wim

98 x 1 TBBpIA Kancyma.

He Bcuuku BHIOBE OMTAKOBKU MOTAT fia ObJIAT ITyCHATH B IPOAAKOA.

6.6 CrnenuajaHu npeanasHu MepKHU NP U3XBbPJIsiHE

HewnsnomsBanusT nexapcTBEH NPOAYKT WK OTHAABFYHUTE MaTepPHAII OT Hero TpsiOBa Ja ce U3XBBPIIAT

B ChOTBETCTBHE C MECTHHUTE H3UCKBAHUSI.

7. HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,

Edifici Est, 62 Planta,

08039 Barcelona,

Ucnanus

8. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1450/001-006

9. JATA HA IbPBO PA3SPEIIABAHE/TTIOJJHOBSIBAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

[ata Ha mepBO pazpemasane: 25 oHu 2020 1.

10. JATA HA AKTYAJIMU3UPAHE HA TEKCTA

IMompoOHa nHbopMalrs 3a TO3H JEKAPCTBEH MPOIYKT € MPe0CTaBeHa Ha yeOcaiiTa Ha EBpornelickaTta
areHIus no Jekapcraara https://www.ema.europa.eu
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IMPNJIOKEHHUE I1

HPOU3BOJUTEJIN, OTTOBOPHU 3A OCBOBOXKIABAHE
HA ITAPTU N

YCJIOBUSA NJIN OT'PAHUYEHMUSA 3A TIOCTABKA U
YIIOTPEBA

APYI'N YCJIOBUSA N UBUCKBAHUSA HA
PASPEHIEHUMETO 3A YIIOTPEBA

YCJIOBUA NJIN OT'PAHUYEHUS 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. NPOU3BOIUTEJIN, OTTOBOPHHU 3A OCBOBOXKJIABAHE HA ITAPTHU/U

Hme n aapeC HAa MPOU3BOAMTCINTE, OTTOBOPHH 34 OCB060)KI[3B3HC Ha NapTuauTe

LABORATORI FUNDACIO DAU
C/ C, 12-14 Pol. Ind. Zona Franca, Barcelona,
08040 Barcelona, Ucmanus

Accord Healthcare Polska Sp. z.0.0.
ul. Lutomierska 50,

95-200, Pabianice,

TTonma

Accord Healthcare B.V.,
Winthontlaan 200,

3526 KV Utrecht,
Hunepnannus

[TeyaTHaTa JIMCTOBKA Ha JICKAPCTBEHUS MPOIYKT TPSOBA J1a ChIAbPIKa HMETO U aJipeca Ha
MPOU3BOANTENS, OTTOBOPEH 32 OCBOOOXKIaBaHETO HA CHOTBETHATA MAPTH/IA.

b. YCJIOBHUA NWIN OIT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHHUSAT MPOIYKT c€ OTITyCKa I10 OTpaHUYEHO JieKapcko npeanucanue (Bx. [punoxenue I:
KpaTka xapakTepucTrka Ha IpoAyKTa, Touka 4.2).

B. JPYI'U YCJIOBUS U UBNCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
o IleproanyHN aKTyaTH3UPAHU AOKJIATHU 32 0€30IMaCHOCT

W3uckBaHUsTA 32 M0/1aBaHe HA NIEPUOAMYHH aKTyIU3UPaHU JIOKJIAIU 32 0€301aCHOCT 33 TO3U
JISKapPCTBEH MPOAYKT Ca MMOCOYCHH B CIIUCHKA C pehepeHTHUTE IaTH Ha EBponeiickus chio3
(EURD cmnncsk), npensuaer B wi. 1078, an. 7 ot Hdupektusa 2001/83/EO, 1 BbB BCHUKH
CJIeNBaIM aKTyaln3allny, MyOJUKyBaHU Ha EBPOIICHCKUS yeOrmopTai 3a JIKapCcTBa.

r. YCJI0OBUsA NN OI'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA TIPOAYKT

. IInan 3a ynpaBaenue Ha pucka (ITYP)

ITPY TpsiOBa j1a M3BHPINBA U3NCKBAHUTE ICHHOCTH U JICHCTBHS, CBbP3aHH C TPOCIICISIBAHE HA
JeKapcTBeHaTa 0e30macHoOCT, mocodeHu B oqoopenus 1Y P, npencrasen B Moayn 1.8.2 Ha
paspenieHueTo 3a ynorpeda, KakTo U IPH BCUYKH CIIC/BAIIY ChIIIACyBaHU aKkTyanu3anuu Ha [TYP.

Axryanusupan [IYP tps6Ba na ce mopasa:

. 1o uckaHe Ha EBponelickaTa areHIys 1o JeKapcTBara;

o BUHArd, KOTaTo Ce M3MEHsI CUCTEMAaTa 3a YIpaBJIeHHE Ha PUCKa, 0COOCHO B pe3yiTaT Ha
NOJIy4yaBaHe Ha HOBa MH(pOpPMaLus, KOATO MOXKE /1a J0BeJIE 10 3HAYMMU IPOMEHHU B
CHOTHOIIIEHHUETO T10J13a/PHUCK, HIIH CJIeT IOCTUI'aHe Ha Ba)KEH eTall (BbB Bpb3Ka C MPOCIIEASIBaHEe
Ha JIeKapCTBEHAaTa Oe30MacHOCT MU CBEXJIaHe Ha PHCKA 0 MHHUMYM).

L I[OH’[)JIHI/ITCJIHI/[ MEPKHU 32 CBC)KIaHE HA PUCKA 10 MUHUMYM

HpC}II/I ITyCKAaHCTO Ha Ia3apa Ha @I/IHFOJ’II/IMOI[ Accord BEB BCsKa AbpiKaBa WICHKA HpI/ITC)KaTCJ'I}IT Ha
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paspemenuero 3a yrnorpeda (IIPY) tpsbBa na cbrizacyBa chabppkaHueTo U opMaTa Ha OOydUTEIHATA
IporpamMa, BKJIIOYUTEIIHO CPEACTBATa 32 KOMYyHMKALUs], HAUMHA Ha Pa3lpOCTpaHEHe U BCIKAKBU APYTH
acrnekTu Ha nporpamara ¢ Hanmonanaure komnerenTHu Biactu (HKB).

[IPY TpsibBa ma rapanTHpa, 4e BbB Beska abprxkaBa wieHka (JIU), kbaero @unronumon Accord ce
NpoJiaBa, BCHYKH JIEKapH, KOUTO ce oYakBa Jia npennuceat @unronumon Accord, e 6baaT cCHA0IcHH
C aKTyaJu3upaH UHPOPMAIIMOHEH MAKeT 3a JIeKapsl, BKITFOUBAIIL;

—_—

Kpatka xapakrepuctuka Ha mpoaykra (KXII);

2. KoHTposieH cuChK 3a JeKkaps 3a Bb3pacTHU U MeJUaTPUYHHU NallMeHTH, KOWTO J1a UMa IpeBU
npeau aa npeanuire Guaromumon Accord;

3. PBbKOBOJCTBO Ha MaMEHTa/POANTENS/ JIUIIETO, TOJIATallo IPYIKH 32 MALMEHTa, KOeTo 1a Obe
MPEIOCTaBEHO HAa BCUYKH MAIUEHTH, TEXHUTE POTUTENH (MM 3aKOHHU TIPEICTABUTENH) U
MOJIATALIUTE TPUXKHU 32 TAX;

4. HanomHsAmIa KapTa BbB Bpb3Ka ¢ OpeMEHHOCT, KOSITO ja ObJie MpeJoCTaBeHa Ha BCHUKH MTallUeHTH,

TEXHHUTE pOANTENH (WIIM 3aKOHHHM MPEICTABUTEIHN) U JINIATAa, MOJIArally TPIKH 32 TAX, KAKTO €

MIPHUITIOKUAMO.

KOHTpO.]'IeH CIIMCBK 3a JIEKaps

KOHTpOJ’IHI/IﬂT CIIMCBK 34 JICKaps Tpﬂ6Ba Aa CbAbprKa CJICAHUTC KIHOYOBU IMMOCIIAHUA:

Bnnpocu, cBbp3anu ¢ Kiwo4oBu nocjaaHus, CBbpP3aHu ¢ 0€30MacHOCTTa
0e30IacHOCTTA

Bpaanaputmus (BKITIOYUTEITHO e  He 3amouBaiite neuenue ¢ @unronumon Accord npu
HapyIICHUS HA TPOBOJUMOCTTA U MAIMEHTH ChC ChPJICUYHO 3a00JIIBaHE WU IIPU TAKUBA,
Opanukapus, yCI0KHEHHA OT MIpUEMAIIH JICKAPCTBEHU MPOYKTH, IIPH KOUTO
XUIIOTOHWS ), B3HUKBAIIU CJIC]] ®dunronuMon Accord € IPOTUBOIIOKA3aH.

rppBaTa 103a e  [Ipenu 3amouBaHne Ha jeueHue ¢ Punromumon Accord

NpY MALUEHTH ChC ChITBTCTBALIM 3a00IABaHUS WIH
KOUTO CHITBTCTBAILO MPHUEMAT JIEKAPCTBEHH NMPOIYKTH,
KOUTO BOJAT A0 MOBUIIEH PUCK OT CEPUO3HO PUTHMHO
HapyIIeHne WK Opaaukapaus, TpaOBa 1a ce yBepuTe,
Yye 0YaKBAaHUTE I10JI3U HaABUILIABAT MMOTEHIIMATHUTE
PHUCKOBE U Ja MOThPCHUTE KOHCYJITALUS C KapAHOIOT
OTHOCHO TIOJXO/SIIO MpOcie/siBaHe (YAbIKEHO
MIPOCIIEIIBaHE Hal-MaJIKO U NIPE3 HOLITA MIPH 3a1104YBAHE
Ha JICYUCHUETO) U/UIN KOPUTUPAaHE HA ChITbTCTBALMS
JIEKapCcTBEH MPOAYKT.

e  HalGmonaBaiiTe BCHYKH MALMEHTH 32 IPU3HALU U
CUMITOMH Ha OpaguKapIus 3a Mepuoj OT Hai-MaJIKo
6 gyaca cnen mppBara n1o3a Punronumon Accord,
BKJIFOUUTENTHO M3BBPILBAHE Ha €JIEKTPOKapIUOrpaMa
(EKT') 1 u3mepBaHe Ha KPbBHOTO HaJATaHe Mpean U
6 vaca cien nmpreMa Ha ITbpBata J103a.

e AKO cIief] MpUeM Ha /103aTa ce MOSBAT NPU3HAIH U
CHUMIITOMH Ha OpasiuapuTMus, YAbJIKETE
HaOJI0JICHUETO CJie]l IbpBaTa /1032 CIIOpe]] YKa3aHHsITa
JI0 OT3ByYaBaHE; 3all03HANTE ce ¢ KpUTEpUUTE (T.€.
HE00XOIUMOCT OT (hapMaKOJIOrMYHa HHTEPBEHLUS,
cnenn(UYHY 3a Bh3pacTTa TPAHUIY HA ChpJieuHaTa
yecToTa, HOBM Haxojku Ha EKI'), Bb3 0OCHOBa Ha KOUTO
ce M3MCKBa HAOIIOCHNE U IIPe3 HOIITA.

e  CrnezpaiiTe MpeNOPBHKUTE 3a MPOCIEAIBAHE CIIE] TbpPBa
J103a cIIell IPEeKbCBAaHEe Ha JICYEHUETO WIN IIPU
MOBHIIIABAHE HA JHEBHATA J034.
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[ToBuIIaBaHe Ha YEPHOIPOOHUTE
TpacaMUHAa3H

He 3anousatite neuenne ¢ @unarommmon Accord mpu
MAIMEHTH C TeXKa CTETeH Ha YePHOAPOOHO
yBpexaane (kinac C mo Child-Pugh).

TpsiOBa 1a ce yCTaHOBSAT HUBATa HA TPAHCAMHHA3ZUTE U
OunupyONHa NpeIr 3all0YBaHe Ha JICYEHUETO C
dunronumon Accord, 1a ce IpocieasBaT Ha BCEKU

3 Mecera pe3 TbpBaTa roJNHA OT JICYEHUETO U
MIEPUOANYHO CJIE]T TOBA, 10 2 MECcema Cle
MPeyCcTaHOBSABAHE Ha JieueHHeTo ¢ DUHTOIMMO
Accord.

[Ipy acuMOTOMATHYHO NMOBULICHUE HA YEPHOIPOOHUTE
¢ynkmonanau nokazatenu (LFT), nzcnensaiite LFT
M0-4€CTO, aKO YBEINYCHUETO HA TPAHCAMUHA3UTE €
MO-TOJISIMO OT 3 IIBTH JI0 MO-MAJIKO OT 5 IBTU TOpHATa
rpanuna Ha Hopmata (I'TH), 6e3 moBumasane Ha
cepymuus onnupyouH. [IpeycranoBere @UHTOIUMO]T
Accord npu noBUIIIaBaHe HA TPAHCAMUHA3HUTE TIOHE

5 metu [ TH wmm mowne 3 et I'TH, cBBp3ano ¢
KaKBOTO U Jla € MOBUILIABAHE HA CEPYMHUsI OMITUPYOHH.
[NonroBeTe nmpuema Ha Gunronmmon Accord camo
cJie]] BHUMATEIHA MTPelleHKa Ha ChOTHOIIEHUETO
T10JI3a-PUCK.

[Ipu naumeHTH C KIMHAYHA CUMITTOMH Ha
yepHOIpoOHa muchyHKIHA TpsiOBa 1a ce HalpaBu
He3abaBHA OIEHKA U J]a c€ TIPEYyCTaHOBH JICYEHUETO C
®unronmumon Accord, ako ce MOTBbPAH 3HAYUTEITHO
4epHOAPOOHO YBpexkaaHe. AKO CEpyMHHUTE HUBA CE
HOpMaTH3UPAT (BKJIFOUUTEITHO aKO CE YCTAHOBU
aJITepHATHBHA MPUYUHA 33 YepHOIpOoOHATA
ncyHkms), neyerneto ¢ Gunronumon Accord
MOJKe Jia ce BH30OHOBH CJie]l BHUMATeHa OI[eHKa Ha
CHOTHOILICHUETO MOI3a-PHUCK 32 MALMCHTA.

Makynen egem

Tps6Ba Obae HanpaBeHa OQTAIMOJIOTMYHA OLIEHKA
npeau 3anouBane Ha OuaTOMTMMOI Accord mpu
HAlMEHTH ¢ JualdeT WM aHaMHe3a 3a YBEUT.

TpsibBa ObJe HalpaBeHa OPTAIMOJIOTMYHA OLICHKA Ha
BCHYKHM HauueHTH 3 10 4 Mecela ciiel 3aloyBaHe Ha
®dunronumon Accord.

[IpenoppuBa ce npuemsT Ha PuHronumox Accord na
ce MPEeyCTaHOBHU NPH MAIUECHTH, KOUTO Pa3BUSIT
JereHepanys Ha MakyJara. Jleuennero ¢ @UHroIMMON
Accord Moxe 1a ce Bb300HOBH caMoO CJiel BHUMATEIHA
IpEeLeHKa Ha ChOTHOIIEHHETO MOJ3a-PUCK.
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OnopTIOHUCTUYHN HH(DEKLIUH,
BKJIIOUHUTEJIHO Bapullesia 30CTep
Bupyc (VZV), xeprec BUpyCHU
WHGEKIUH, pa3nudau oT VZV,
rbOMYHM HHPEKIIUN

He 3anousatite neuenne ¢ @unarommmon Accord mpu
MalMeHTH ¢ UIMYHOASDULMTEH CUHIPOM, MOBUIICH
PHCK OT ONOPTIOHUCTUYHYU NH(PEKIMH, BKIIOUUTEIHO
UMYHOKOMIPOMETHPaHH NAlUEHTH WU C TEKKU
AKTHBHU WM aKTUBHU XPOHUYHU MH(EKUNH (T.€.
XEMaTuT WIN TyOepKynosa).

Jleuenne ¢ @unronumon Accord moxe 1a Obae
3aIl0YHATO MPH MAIUEHTH, KOUTO Ca UMAJTH TEXKKa
aKTHBHA UH(EKUHs, HO € OT3ByYala.

He tpsi0Ba na ce npunarar efHOBpeMEHHO
AHTUHEOIUIACTHYHH, IMYHOMOYJIUPAIIH WIN
WMYHOCYTIPECUBHH TEPAITUH IOPAU PUCK OT
aJINTUBHU €PEeKTH BbPXY UMYHHATa CHCTEMA.
Brumarenno oOMucneTe BCSIKO peLIeHne OTHOCHO
MPOJBIDKUTENHATA CHITBTCTBAINA YIIOTpeOa Ha
KOPTHUKOCTEPOHTH.

[IpocrnensBaiite Opost Ha TUMGBOIIUTUTE B
nepugepHaTa KpbB IPEAU U [0 BpeMe Ha JIEUEHUETO C
®dunronumon Accord. Jledenuero TpsiOBa Ja ce
npexbCeHe Tpy 6poit Ha mumdorutute <0,2x10%/1 10
BB3CTAHOBSIBAHETO UM.

Tps0Ba na nagere ykasaHus Ha MALUCHTHUTE J1a
cboOIIaBAT 32 MPU3HALY U CUMITOMH Ha HH(EKIUH
10 BpeMe Ha jeueHueto ¢ Gunronumon Accord u 10
JIBa Mecella Clie/l CIUPaHEeTO My .

[pu noTeHMaTHO CeprHO3HU HHPEKINH He3a0aBHO
OLIEHETE ChCTOSHUETO Ha MAaeHTa U OOMHCIIeTe
HacouBaHe KbM UH(peknnonuct. TpsiOBa na ce
oomucnu cripanero Ha @unronumon Accord n
MoJI3aTa U PUCKa MPU MOCJIEABALIO0 TIOBTOPHO
BH300HOBSIBAHE Ha MIpHEMA.

Nwmaiite npeasua, ye npu jgedeHue ¢ OUHroIuMo
Accord ca Bb3HUKBAIIU CEPUO3HH,
KHBOTO3aCTPAILABAILY U NOHSIKOTA C JIETAJICH U3X0X
CJlydad Ha ONOPTIOHUCTUYHU MH(EKLIMH Ha
neHTpangHara HepBHa cucteMa (LIHC), BkmountenHo
xepriec-BUpycHa WHGeKIus (eHIedannT, MCeHHHTUT U
MEHHMHIOeHIe(annT; HaOI0AaBaHH 110 BCAKO BpEME) U
KPUINITOKOKOB MEHUHTUT (HaOII0AaBaH ciexl
MPUOIU3UTEITHO 2-3 TOUHH).

[Tpu naumentu ¢ xepnecuu napexnun Ha [THC
npuemMbT Ha OuHrommmon Accord TpsiOBa ma ce
npeycraHoBu. Jleuenunero ¢ dunronumon Accord
TpsOBa a ObJie CIIPSIHO MPH MAMEHTH C KPUITOKOKOB
MEHUHTHUT ¥ € He00XOAMMO BHIMATEITHO O0CHKJaHe
ChC CIIELMANIUCT IPEaH NOBTOPHO 3aII04BaHe Ha
JICYEHHUETO.

Wndopmupaiite manueHTITe, 4e 1o BpeMe Ha
neuenneto ¢ Gunrommmon Accord He TpaOBa 1a
[I0JTy4aBaT >KUBU aTCHIOMPAHU BAKCHHU U 4€ APYTH
BaKCHHH MOJKE JIa ca TI0-MaJIKO €()eKTUBHHU.

[Ipenn 3amouBane Ha OunroauMoOn Accord mpoBepeTe
CTaTyca Ha MalMeHTHUTE 110 OTHOILICHNE Ha Bapullela U
[IPY HALUEHTH C OTPULATENIHY PE3YITATH 33 aHTUTETa
IpenopbyaiiTe MbJieH Kypc Ha BAKCHHALIUS CPELLy
VZV. Ota0xeTe 3am0YBaHeTO Ha JICUCHUETO C
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1 Mecer, 3a fa ce MOy4H 32 IbJeH ePEeKT OT
BaKCHUHAIIMATA.

IIpenopbyaiiTe BakCHHAIIMS CPENLY YOBEUIKH
nanuioma supyc (HPV) npean 3anousane Ha
JICYEHHUETO.

IIporpecupaiiia MHOTOOTHUIIHA
neBkoeHnedamonatus (ITMJI)

He npunaratite neuenue ¢ @unronmmon Accord mpu
MalMEeHTH ¢ ToA03UpaHa Wiu notebpacHa [TIMJIL.
Nwmaiite npensun, ge [IMJI ce Habmo1aBa mpeAMMHO
cien 2 WK oBeYe TOAWHU JICYCHHUE ¢ PUHTOIUMO/T.
VBepere ce, 4e NalueHTUuTe UMaT U3XO0HO
H3cJIeaBaHe C sApeHo-MarHuTeH pesoHadc (SIMP)
0OVMKHOBEHO B PAMKHTE Ha 3 Mecela pe/ Iy 3ar0YBaHe
Ha geuennero ¢ Punrommos Accord. Moxke na ce
uMa MIpeABHUJ €XEroJHO npoBexaane Ha AMP
0COOCHO TPH MAIMESHTH C MHOYKECTBO PUCKOBH
(akTopu, ocHOBHO cBbp3anu ¢ [IMJL.

IIpu cemuenue 3a [IMJI, He3a6aBHO U3BBpIIETE
muarnoctrued SIMP u cnpere ®@unronumon Accord,
nokaro He 0bae n3karoueHa [TMJI. Axo IIMJT ce
MOTBBPAH, JiedeHueTo ¢ dunronumon Accord TpsOBa
Jia Ob/Ie MPEyCTAaHOBEHO OKOHYATEITHO.

Cro011aBa ce 3a Bh3MaIUTEICH CHHAPOM ITPU UMYHHO
Bb3cTaHoBsBaHe (IRIS) npu nanuenTy, nekyBaHu c
penenitopau MoayiaTopu Ha C1 D, BKIIOUATEITHO
¢uHromMMO, KouTo ca pazsuiau [IMJI u
BIIOCJIEICTBUE Ca MIPEYCTAHOBUIH JICUEHUETO.
Bpewmeto g0 Bw3aukBane Ha IRIS npu manuentu ¢
IIMJI 06HMKHOBEHO € OT CEIMHUIIM 0 MECEIH CIIEN
MPEYCTaHOBABAHE HA NMPUEMA Ha PELEITOPHUS
monynatop Ha C1®. TpsiOBa na ce mpeanpueme
npocnensBane 3a pazsutue Ha [RIS u moxxomsmio
JICYCHNE HAa CBhP3aHOTO C HErO Bh3NAJICHUE.
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PerOI[YKTI/IBHa TOKCHUYHOCT

. ®dunromuMon Accord e TepaTOTeHEH U
NPOTHBOIIOKA3aH MPH KEHU C AETEPOJICH MOTECHIINAI,
KOUTO HE M3MOJ3BaT ePeKTUBHA KOHTPALICTIIIIS HITH
ca OpeMeHHU.

. JKenute ¢ gerepoaeH nmoTeHnuan TpsOBa ga
M3M0J3BaT e()eKTUBHA KOHTPALICIIMS 0 BpeMe Ha
JICYEHUETO U B MMPOIBIDKEHHE Ha IBa MEcela ciel
MIPEeyCTaHOBSBaHE Ha JICUEHUETO.

. [Ipenu 3amouBaHe Ha JeUYeHHE U PEIOBHO CIIEe]] TOBA
TpsiOBa J1a KOHCYJITHUPATE KEHUTE C ACTEPOJCH
MOTEHIIAA, BKIFOUUTEITHO JIEBOUKUTE, TEXHUTE
POJIMTENN WK 3aKOHHH MPEACTABUTEIH, OTHOCHO
puckoBerte 3a (eTyca 1 3a TOBa Ja U3IOI3BAT
e(eKTHBHA KOHTpPALETILIUS 110 BpeMe Ha JICUYCHUETO U
B IPOABIDKEHUE HA JIBA MECela ClIe] CIIUPAHETO MYy.

. [loTBBpAETE HATMYUETO HA OTPULIATENICH pE3yaTaTaT
OT TECT 3a OPEeMEHHOCT MPEH 3ar0YBaHe Ha
JICYCHUETO U TIOBTAPSIATE TECTa Ha TTOAXOISIIIH
WUHTEPBAJIH.

. [IpeycranoBere neyennero ¢ ®unaronnmon Accord,
aKo KeHaTa 3a0peMeHee, 1 OOMHCIIETe Bh3MOKHOTO
BBH300HOBSIBaHE HAa aKTHUBHOCTTA Ha 3a00JISIBAHETO.

. MHcTpykTHpaiiTe naureHTkara jia crpe OUHroJInuMo1
Accord Ba Mecela mpeay Ja ce ONuTa jaa
3abpeMeHee.

Pak na xokara (6a3aTHOKIIETHUCH
KapiuHoM, capkoM Ha Kaposi,
3710KavyecTBeH MesiaHoM, Merkel-
KJIEThUCH KapLUHOM,
TJIOCKOKJIETHYCH KAPITUHOM )

. M3BbpiBaiiTe nperiies Ha KoxKaTa Mpey 3arouBaHe
Ha JIEYUEHUETO U Ha Bceku 6 1o 12 Mecena.

. Hacouere manmeHTHTE KBHM IEPMATOIIOT, KO CE
OTKPUST MOJO3PUTEIHU JIC3UU.

. IIpenynpenete cpelry u3naraHe Ha CIbHUYEBA
CBeTIIMHA O€3 3amuTa.

. WHCcTpyKTHpaiiTe TalMeHTa J1a U30rBa ChITbTCTRAIIA
dhotorepanus ¢ UV-B-npuenne unu PUVA-
(hoToxuMHOTEpaNVsL.

VYnotpeba npu neauaTpuIHA
MAaIUCHTH, BKIIOYUTEITHO
BB3/ICHCTBUE BHPXY pacTexa u
Pa3BUTHETO

o Bcewnuku npenynpexaeHus U peaa3sHi MepKu, U
MIPOCJEIIBAHETO TP BB3PACTHU CE OTHACAT U 3a
HEeAUATPUYHUTE NallUEHTH.

o HampaBeTe orieHka Ha ctaaus Ha IMyOepTEeTHO
pasButue no Tanner, BUCOYHHATA U TETJIOTO, CHIIACHO
CBIVIACHO CTaHAApTHATa MPaKTHKa.

. [Ipenu 3amouBane Ha Punronumon Accord ce
yBepeTe, 4e ca HallpaBeHW BCUYKH 3aIbJDKUTEITHN
MMYHH3AIMX 32 ChOTBETHATA BH3PACT.

o Crenere 3a npu3HALU U CUMIITOMH Ha AEIPECUs U
TPEBOYKHOCT.

PbKOBOACTBO Ha l'lalll/IeHTa/pOIlI/lTeJ'Iﬁ/.TlPlIleTO, moJjgaraiio rpuskKu 3a OoHuUs

P ‘bKOBOJICTBOTO Ha HaLII/ICHTa/ pOI[I/ITCIIH/ JIMIICTO, IMoJiaramio rpuixu 3a OoNHMS TpSI6Ba Ja CbAbpiKa

CICOHUTC KIIHOYOBH ITOCIIaHHA:

Bwunpocu, cBbp3anum ¢
0e30macHOCTTa

KiarouoBn nocsianus, cBbp3aHu ¢ 0e30IacCHOCTTA

Bpagmaputmus (BKITIOYHTETHO
HapyIIeHHUs Ha MPOBOAMMOCTTA U

. HNudopmupaiite Bamms nekap, ako nmate
CHITPTCTBAIIN ChPACYHH 3a00ISIBAHNS WIIH TTPHEMAaTe
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Opaaukap/usi, YCIOXKHECHU OT
XUTIOTOHUS ), BH3HUKBAIIH CJICT
rbpBaTa 7032

JICKapCTBa, 32 KOUTO € U3BECTHO, Y€ 3a0aBAT MyJIca.
Bamusar nekap e Hanpasu EKT™ 1 u3mepBaHne Ha
KPBBHOTO HaJISITaHE MPEAH IIbpBaTa 1032 OUHTOTUMO]]
Accord.

Bamusar nekap e cneau nmyica Bu cien mbpBata go3a.
Moske fa ce HaJIOKU MPOIBIDKUTEITHO HAOIIOIeHIE U
mpe3 HomiTa. MoXke Jja ce HaJloKH MPOCIIEAABaIlo
HAOIIO/ICHNE TTPY MOBTOPHO 3aMI0YBAHE HA JICUCHUETO.
HezabaBno nnpopmupaiite Bamms igexap 3a
CHUMITOMH, ITOKa3BaIl{ HUCKA ChpJICYHA YeCTOTa (KaTo
3aMasHOCT, CBETOBBPTEXK, raJIcHe WK ChpLeOHneHe),
KOHMTO C€ NOABABAT CJICA II'bpBaTa 103a @HHFOHI/IMO)I
Accord.

ObGanere ce Ha Bamms nekap B cirydaii Ha IPOITyCHATH
JTO3M, Thil KATO MOXeE JIa C€ HAJIOXKH Ja c€ TIOBTOPHU
MIPOCIEISBAHETO KAKTO CJIeN IIhbpBaTa /103a.

IloBumraBane Ha ‘-IepHOI[pO6HI/ITe
TpacaMUHAa3U

Undopmupaiite Bamus nekap, ako numate npoosieMu ¢
yepHUs aApo0.

Bamusr siexap 11e U3BbPIIN U3CIEABaHE HA
YepHOAPOOHUTE (GYHKITHOHAIHN MTOKA3aTeIN TIPEIn
3aro4BaHe Ha JICYEHUETO, Ha ONPEENIEHN UHTEPBAIN
10 BpEMe Ha JICYEHUETO U 10 2 Mecella Cliel
IPEyCTaHOBSBAHETO MY.

Undopmupaiite Bamms nekap, ako 3a0enexure
HSIKAKBU NPU3HALN HAa YEPHOAPOOHO yBpexkaaHe (KaTo
HOXBJITSBAaHE HA KOXKaTa WU OsI0TO Ha OUMTE,
HeoOMYaifHO ThMHA YpHHA, OOJIKa OT AsCHaTa CTpaHa
Ha cTOMaxa, HeoOsSICHUMO T'aJicHe U MOBPbBILAHE).

Makynen egem

Bamusr siekap Moe Jja OpraHu3upa IpoBeXAaHEeTo Ha
OUEH Iperiies npeau 3anouysade Ha OuHronuMon
Accord u ciopen He00X0AUMOCTTA IO BpEeME Ha
nedeHneTo. 3 4 Mecena cies 3anouBaHe Ha
®unromuMon Accord MoXke J1a ce HalpaBH
MoCJIeBaIla OLCHKA Ha ChCTOSHUETO HA OUHTE.
He3zabaBHo nnpopmupaiite Bamms nexap 3a BCHUKH
CHUMIITOMH Ha 3pUTEJIHU IPOMEHH II0 BpeMe Ha
JIEUCHUETO U JI0 ABa MeceLa ciell Kpasi Ha JIEYEHUETO ¢
@unronumon Accord.

OnopTIOHUCTUYHN HH(DEKLINH,
BKJIFOYHUTEIJIHO Bapullesia 30CTep
Bupyc (VZV), xeprec BUpyCHU
WHEKIUH, pa3nudau oT VZV,
rbOMYHM UHPEKIUN

BamusT nekap mie npocnensisa 0post Ha TUMQOIUTHTE
B KPBBTA IIPEIH U 10 BpEeMe Ha JICUSHUETO C
dunromumon Accord. Jleuenuero ¢ @uHroaumon
Accord Moxe 1a Obae TPEeKbCHATO, aKO OPOST Ha
TUMQOLUTUTE B KPHBTA € TBHPIE HUCHK.

Heza6asuo nadopmupaiite Bammst 1ekap 3a mpu3Hamu
Y CUMIITOMY Ha MH(EKIUS 110 BpeMe Ha | JI0 JBa
Mecera cien iedeHuero ¢ Gunromumon Accord (kato
MOBHILIEHA TEMITEPATypa, TPUIIOTIOJOOHN CUMITTOMH,
TJ1aBO0OIHe, MPUIPYKEHO OT CXBAIllaHE Ha BpaTa,
YYBCTBHUTEITHOCT KbM CBETJIMHA, TAJICHE, XePIEeC 30CTeP
1/ 00BPKAHOCT WK I'bPYOBE [TOBA MOXKE Jia ca
CUMITOMHU Ha MEHUHTUT W/HIH eHIehaInT]).

[Iporpecupariia MEHOTOOTHHIITHA
neBkoeHredanonarus (IIMJI)

[IMJI e psiiko MO3BYHO 3a00IsIBaHE, TPUIUHEHO OT
WH(EKIMsS, KOSTO MOXKE Jla IOBEJIE JI0 TeXKa
WHBAJIUTHOCT WU CMBPT.

BamusT nekap 1mie opraHusupa MmpoBekIaHeTO Ha
00pa3Hu W3CIICABAHMUSI C AAPESHO-MArHUTEH PE30HAHC
(SIMP) nipem 1@ 3armo9HETE JICYCHUETO U 110 BpeMe Ha
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JIEYCHHUETO, 3a Aa cieau pucka ot [IMJL.

. Heza6asuo nadopmupaiite Bammst nekap, ako
cmsTare, ue MC ce BIIOIIaBa, WK aKo 3a0eIeKuTe
HSIKaKBU HOBU CHMIITOMHU IO BpEME Ha JICUCHUETO U
cien siederuero ¢ dunroaumon Accord, HarpuMep
MIPOMEHH B HACTPOEHUETO WUJIM MMOBEACHUETO, HOBA MIIH
BJIOIIaBAIA ce caboCT, 3acsAraina eJHaTa CTpaHa Ha
TSJIOTO, TPOMEHH B 3pEHUETO, 00OBPKAHOCT, TIPOITYCKHU B
nmaMeTTa WK 3aTPYAHCHIS B TOBOPA U KOMYHHUKAIIHATA.
Tosa moxke na ca cumrnromu Ha IIMJI niu Ha
BB3MAIUTETHA Peakiysl (M3BeCTHA KaTO Bh3MAIUTEIICH
CHH/IPOM IIpH UMYHHO Bb3cTaHOBsiBaHe wiH [RIS),
KOWUTO MOX€E Ja Bb3HUKHAT IIpu nanuentu ¢ [IMJI npu
ourcTBaHeTo Ha DuHroMmMo Accord OT opranu3mMa
cJie/I CripaHe Ha MmpueMa.

. I'oBopeTe ¢ mapTHHOPA CH WITH JTUIATA, TTOJIAr alH
rpwku 3a Bac, u Tu uHpOpMEpaiiTe 3a ICYSHUETO CH.
Moxe 1a Bb3HUKHAT CUMIITOMH, KOUTO MOXKE Ja HE
3a0eJIeKUTE CaMHU.

Pak na xokara (6a3aTHOKJICTHUCH | ® Heza6asuo nadopmupaiite Bammst nekap, ako
KapIiuHoM, capkoM Ha Kaposi, 3a0eJIe)KNTE KOXKHY BB3IH (HAIP. JThCKABH, ICPICHH
3JI0KadecTBeH MeiaaHom, Merkel- BB3JIN), TICTHA WM OTBOPEHH paHU, KOUTO HE 3apacTBaT
KJIETHYCH KapIuHOM, B paMKkuTe Ha ceamui. ChoOIaBa ce 3a pak Ha
TJIOCKOKJIETHYCH KaPITUHOM ) KOXaTa Py NAIlMeHTH C MHOXKECTBEHA CKIIePO3a,

nexyBaHu ¢ @uaronumoy; Accord. CAMITOMHUTE Ha pak
Ha KOyKaTa MoraT Jia BKJIIOYBaT HEOOHMYaliHU
o0Opa3yBaHHs WM MPOMEHU B KOXKaTa (Harp.
HeoOnyaifHu OEHKH) C MPOMsIHA B 11BeTa, hopmara Hiu
pasMepa ¢ TeUeHHE Ha BPEMETO.

HanoMHsIa KapTa Ha MalHEHTa BbB BPb3Ka ¢ 0peMEeHHOCT

HamoMusmanmara kapta Ha aleHTa BbB BPh3Ka ¢ OPEeMEHHOCT TpsiOBa J1a ChABPIKA CICTHUTE
KJIIOUOBH MOCJIAHUA:

. AKO CE M3IIOJI3BA 110 BPEME HA BPEMEHHOCT, ®UHI'OJINMMOA ACCORD
MOXE JA HABPE/I HA BAILIETO HEPO/IEHO BEBE. ®UHI'OJIMMOJ ACCORD e
MTPOTUBOIIOKA3aH 0 BpeMe Ha OPEMEHHOCT U TIPH KCHU C IETEPOJICH MOTEHITNAJ, KOUTO HE
M3MoN3BaT e(hpeKTUBHA KOHTparenius. BaxxHo ¢ 1a u3non3Bare eeKTUBHA KOHTPALICIIIHUS, TOKATO
npuemate Ounarommmon Accord u B MpoaBIDKEHIE HA 2 MeceIa Cied KaTo CIIpeTe Jla IIpreMare
dunromumon Accord, 3a 1a u3dernete 3a0pemensBane. Bammsr iekap me Bu koHCcynTHpa
OTHOCHO €(peKTUBHATA KOHTPAIICTIIIHSI.

. Bammust nexap me Bu koHCYnTHpa Tipean 3armovyBaHe Ha JIEYEHUETO U PEIOBHO CIIe/ TOBa
oTHOCHO prcka dunrommMon Accord 11a 1oBee 10 yBpEKIaHe Ha HEpoAeHOTO O6ebe u
HEOOXOIUMUTE JACHCTBUS 33 CBEXKIAHE HA TO3H PUCK IO MUHUMYM.

. [Ipenu 3amouBaHe Ha JCUESHUETO TPSAOBA J1a CE HAMIPABH TECT 32 OPEMEHHOCT U
OTpHIIATEITHUTE PE3yATaTH Aa ObJAT MOTBbpACHU 0T Bammst nekap. TecTsT 3a OpeMeHHOCT TpsiOBa
Jla Ce MOBTApPs HA MOIXOSAIIN HHTSPBAIIH.

. YKenute HE TpsiOBa na 3abpeMeHsBaT 10 BpeMe Ha JiedeHHueTo. AKO 3a0peMeHeeTe it
HcKare J1a 3abpeMeHeeTe, npueMbT Ha Ounroaumos Accord TpsOBa 1a Obje MPEyCTaHOBEH.

. Nudopmupaiite He3abaBHO Bammms sekap, ako cMmstate, 4e cTe OpemeHHa. BammsT nekap e
Bu koHCynTHpa B cirydaii Ha OpeMEHHOCT | IIIe OIIEHH U3X0/Ia OT BCSKAa OPEMEHHOCT.

. He3abasHo nnpopmupaiite Barms jgekap, ako nMa BJIOIIaBaHE Ha MHOYKECTBEHATA CKIICPO3a
cien cripane Ha gedernero ¢ @urrommmon Accord.
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ITPHUJIOKEHHUE I1I

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUA HA EAUHUYHA OITAKOBKA

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

®unromumon Accord 0,5 mg TBBpAM Karcyau
(DUHTOIMMO

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcesika kancyna ceabpika 0,5 mg duaTOIMMO (KaTO XHIPOXIOPHL).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

7 TBBPAM KAICyIH
28 TBBPIU Karcyiu
98 TBEpPAM KamCyIu

5. HAYYH HA ITPUJIOKEHUE N TbT(MLIA) HA BBBEXKJIAHE

IIpenu yrotpeba mpodyeTeTe TUCTOBKATA.
Ilepopanno npunoxeHue
I'bniTaiiTe BCsKa Karcyna 1sia.

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MSACTO JAJIEYE OT IIOTJIEJJA 1 IOCEI'A HA IELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. APYI'U CHEOUAJIHU NPEAYIIPEXIAEHUSA, AKO E HEOBXOANMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIHIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cexpanssa mox 25°C
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10. CHENUWAJHHU INNPEAITA3SHU MEPKU ITPU N3XBBHPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT

TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Hcnanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1450/001
EU/1/20/1450/002
EU/1/20/1450/003

13. HAPTHUJIEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

®unrommmon Accord 0,5 mg

‘ 17. YHUKAJIEH UWIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JBynsmepeH 0apKoJ ¢ BKIIOYCH YHUKAIECH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH UIEHTUO®PUKATOP — JAHHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIUCTEPU 3A EJUHUYHA OITAKOBKA

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Ounromumon Accord 0,5 mg karcyau
(DUHTOIMMO

‘ 2. NME HA ITIPUTEXKXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Accord

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

|5.  JIPYTO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHS HA EJUHAYHA OITAKOBKA, ChABPKAIIA BJIMCTEPH C
EJWHAYHU 1031

‘ 1. NME HA JJEKAPCTBEHUA ITPOAYKT

®unromumon Accord 0,5 mg TBHpAM Karcyau
¢uHrOTUMOx

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska kancyna ceappika 0,5 mg punronumon (fingolimod) (kato xumpoxiopun).

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

7 x 1 TBBpIA Kamcyia.
28 x 1 TBBpHAA KarmcyJa.
98 x 1 TBBpAA Kamcya.

5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXKJIAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.
IlepopanHo npunoKeHue.
TlornbiiaiiTe Besika Kancysa isia.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICIaA.

| 7. IPYTOM) CHEHMAJIHO(W) MPEIY NPEXJEHUE(ST), AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

[a ce cpxpanssa mox 25°C.
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10. CHENUAJHU IIPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHIAABYHU MATEPUAJIN OT

TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJIPEC HA IIPUTEXATEJISI HA PABPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 62 Planta,

08039 Barcelona,

Hcnanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/20/1450/004
EU/1/20/1450/005
EU/1/20/1450/006

13. HAPTHUJIEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. MH®OPMAIIAA HA BPAJIOBA A3BBYKA

®unrommmon Accord 0.5 mg

‘ 17. YHUKAJIEH WIEHTH®UKATOP — JIBYU3MEPEH BAPKO/|

JBym3mepeH 6apKoJI ¢ BKIFOYCH YHUKAJICH HICHTH()HUKATOD.

‘ 18. YHUKAJIEH WIEHTHOPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT BJJUCTEPUTE U JIEHTUTE

BJIUCTEPU C EAMHUYHMU 1031

‘ 1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Ounromumon Accord 0,5 mg karcyau
(DUHTOIMMO

‘ 2. NME HA ITIPUTEXKXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Accord

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

|5.  JIPYTO
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Bb. IUCTOBKA
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JlucroBka: undopmanus 3a norpeduTeNs

®unronnmon Accord 0,5 mg TBLpAN KancyJIM
¢unronumon (fingolimod)

IIpouereTe BHUMATEIHO LSIJIATA JIMCTOBKA, IIPEM 12 3all0YHeTe 1A IpHeMaTe TOBa J1eKapcTBo,

ThH KaTo TS ChbAbPKa BaxkHa 32 Bac nudopmanus.

- 3amazere Ta3u JIMCTOBKA. MoOJKe /1a ce HaJIOXKH JIa sl MPOYETETE OTHOBO.

- AKO MMaTe HAKaKBH JOTTBIHUTEITHA BBIIPOCH, TONUTaTe Barmms mekap wim GapMarieBT.

- ToBa nexapcTBO € mpeanucano Jn4Ho Ha Bac. He ro mpeotcremnBaiite Ha apyru xopa. To Mmoxe
Jla UM HaBpeIH, He3aBUCUMO Y€ NPU3HALUTE Ha TAXHOTO 3a00JsBaHe ca chluTe KaTo BamuTe.

- AKO TIOITyunTe HIKAKBU HEXKEJIaH! peakiny, yBegomere Bammst nekap win hapmarent. ToBa
BKJIFOUBA M BCHUKH Bb3MOKHHU HEKEIAHU PEAaKIIMY, HEOIIMCAHH B Ta3M JINCTOBKA. Brykre
TouKa 4.

KakBo cbabpika Ta3u JUCTOBKA:

Kaxkso npencrasnsBa @unronumon Accord 1 3a KakBO Ce U3IIOJI3Ba
Kakso TpsiOBa na 3Haete, npeau aa npuemere Ounronumon Accord
Kak na npuemare ®unronumon Accord

BBb3MOXHN HEeXellaHU peaKkiiuu

Kak na cexpansBare @unaronnmoy Accord

ChapprkaHre Ha ONIAKOBKATA U JAOMBJIHUTEIHA HHDOpMAaUs

AN I

1. Kakso npeacraBiasasa ®uHroaumoa Accord v 3a KakBO ce H3MO0JI3Ba

Kakso npeacrasiassa @unroaumon Accord
AkTHBHOTO BemiecTBo Ha Ouraronmumos Accord € QUATOTUMOT.

3a kakBo ce uznoJj3sa PuHroaumon Accord

®unarommmon Accord ce H3MMoN3Ba MPH BH3PACTHU | TIPH JieTla U IoHOoIHN (Ha BB3pacT 10 ronuHu u

1oBeYe) 3a JieueHHe Ha MPUCTHITHO-PEMUTEHTHA MHOXKECTBEHa ckiiepo3a (MC), mo-cnenuanHo mpu:

- MAIMEHTH, KOUTO HE Ca C€ MOBIHUSIM BBIIPEKH MPENXO0KAALIOTO JIEUEHHUE C JPYTO JEKapCTBO 32
neuenne Ha MC

WIIN

- nanueHTH ¢ 0bp30 mporpecupania Texxka MC.

Ounarommmon Accord He nekyBa MC, HO momara 3a HaMajsiBaHe Ha OpOsl Ha IPUCTHITATE 1 320aBs
nporpecusTa Ha pu3nvecKara HHBAIMAU3aIMs BeieacTeue Ha MC.

KakBo e MHOKecTBeHa CKiIepo3a

MC e XpOHUYHO ChCTOSIHHE, KOETO 3acsra neHTrpainarta HepsHa cucrema (L{HC), checTosmia ce ot
IJIaBeH U rpbOHadeH Mo3bK. [Tpu MC Bh3naneHueTo pa3pyiiaBa mpeana3HaTa 00OBUBKa HA HEBPOHUTE
B [IHC (HapedyeHa MuenrH) ¥ HapyIIaBa MpaBUWiIHOTO UM GyHKIHOHUpaHe. [IpomecsT ce Hapuya
JIEMHUCITMHU3AIHSL.

IIpuctenHo-pemuTenTHaTa MC Ce XapakTepu3npa ¢ MOBTAPSIIH ¢€ MPUCTHIH (PEIUINBH) OT CTpaHa
Ha HEpBHATA CUCTEMa, JIBJDKAIIY ce Ha Bb3nanenueTo B pamkure Ha [IHC. Cumnromute ca pazinyau
IIPY OTACTHUTE NMAIIMCHTH, HO OOMKHOBEHO BKJIFOUBAT 3aTPYAHEHO XOJIEHE, CKOBAHOCT, 3PUTEITHA
HapYyIICHUS WK HapyIIEeHUs B KoopauHanusaTa. CHMOTOMHUTE MIPH MPUCTHIT MOTAT Ja U34e3HAT
HAITbJIHO CJIEA OBJIAJIABAHE HA IPUCTHIIA, HO HAKOU OT HAPYIICHUATA MOraT v Jia OCTaHart.

Kak neiictrea ®unronnmon Accord

®unronumon Accord criomara 3a npeana3sanero Ha [{HC ot atakute Ha MMyHHaTa cHCTEMa KaTo
HaMaJIgBa CIOCOOHOCTTAa Ha HAKOU OeH KJIEeTKU (IUMGOLNTH) J1a ce MPHUIBIKBAT U3 TAIOTO U
BB3IPEIATCTBA JOCTUTAHETO UM JI0 TJIABHUS U TPhOHAYHKS MO3BK. TOBa orpaHnyaBa yBpEXKIaHETO Ha
HeBpoHuTe, NpuunHeHo oT MC. @unronimon Accord chIo Taka MOHMWKaBa HIKOW OT UMYHHUTE
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peaxiuu Ha Bammms opraHusbpMm.

2. Kakspo Tpsi0Ba 1a 3HaeTe, npeau Aa npuemMere @uHroaumon Accord

He npuemaiite ®unrosaumon Accord

- aKo MMate oTcJadeHa HMYHHA cucTeMa (TIopaau UMyHOAE(PUIUTEH CUHAPOM, 3a00JIsIBaHE T
JICKapCTBAa, KOUTO NOTHUCKAT UMYHHAaTa CI/ICTeMa);

- ako Bammar nekap nogo3upa, ye MOXKe ja UMaTe pAaKa Mo3b4Ha MH(peKuusa, HapeyeHa
NMPOrpecHpana MHOrOOTHUAIHA JieBKoeHIedanonatusa (IIMJI), nian ako IIMJI 6bae
NOTBBPJCHA;

- aKo MaTe TeKKA AKTHUBHA NH(EKIUA WM AKTHBHA XPOHUYHA HH(PEKI U KaTO XeaTuT
WK TYOepKyi03a;

- aKO MMaTe aKTHBHO PAKOBO 3a00JIIBaHeE;

- aKo MMaTe TeKKHM 4YepHOAPOOHH NMpodieMu;

- aKo npe3 nNocjeJHUTe 6 Mecena cTe MMAJIU ChpAeYyeH HH(PAPKT, CTEHOKaApAUs, HHCYJIAT WJIN
npeaynpeauTeTHU NPU3HALM 32 HHCYJIT, WM ONpele/leHU BI/I0Be ChpAe4yHa
HEeJ0CTATHYHOCT;

- aKo MMare OIpe/ieJIeHH BUOBE HePABHOMEPEH H I Heo0OU4aeH chpAeYeH PUTHBM
chp/AedeH PUTHM (apUTMUS ), BKIIOUNTEIHO TALMEHTH, TP KOUTO €JIEKTPOKapArorpaMaTa
(EKT') nokasBa yapmkern QT unTepBan npenu 3amouBane Ha @unronnmon Accord;

- aKo nmpuemMarte WJIHM HACKOPO CTe MPHeMAJH JeKAPCTBA 32 HeMPaBHJIeH Chp/AedyeH PUTHM
KaTO XMHUAWH, JU30MHUPaMHI, aMHOIAPOH HJIH COTANION;

- aKo cTe OpeMeHHa WU JKeHa C ieTepoieH MOTeHH A1, KOSITO He U3M0/13Ba e()eKTUBHA
KOHTpanenuus;

- aKO0 CTe aJlepru4Hu KbM (UHTOIMMO/ WK KbM HIKOS OT OCTaHAINTE ChCTABKU Ha TOBA
JeKapcTBO (M30pOeHU B TOUKa 6).

Ako ToBace oTHacs 3a Bac unu He cTe curypHu, ropopere ¢ Bammus jiekap npeau aa npuemere

®unronumon Accord.

IpenynpesxaeHust 4 MpeaNna3sHu MEPKH

I'oBopere ¢ Bammus nekap, nmpenn ga npuemere @uaronnmon Accord:

- aK0 MMaTe TeKKH JUXaTeJHH NpodJIeMH 110 BpeMe Ha ChH (TeXKKAa CbHHA allHes);

- ako ca Bu ka3Bajim, ye UMaTe HapyIIeHHUS B €JIEKTPOKAPAHOTPaMAaTa;

- aKo UMaTe CHMIITOMHU Ha 3a0aBeHa Chp/JAeYHAa YecTOTa (HAIp. 3aMasiHOCT, TaJieHe WIH
cbpuedueHe);

- aKo mpueMaTe WJIN HACKOPO CTe MPUEeMAJIH JIEKAapCTBA, KOUTO 3a0aBST ChpAeYHaTa
YecToTa (Kato Hanpumep Oera OJI0KepH, BepanaMiul, TWITHA3EM WIX UBAOpaIMH, TUTOKCHH,
AHTUXOIIMHECTEPA3HHU CPEACTBA WIIH MIIOKAPIIHH);

- aKo0 CTe HMAJIM BHe3aIHa 3aryfa Ha Ch3HAHME WIM NPUNAABK (CHHKOIN) B MUHAJIOTO;

- aKo IUIAHUPATE 1A Ce BAKCHHUPATE;

- aKo He cTe 00Je1yBaJIM OT BapuIlea;

- aKo UMaTe WJIU €Te UMAJIM 3PUTETHH HAPYIIEHUs WM IPYTH CHUMITOMH KaTO OTOK Ha
[EHTpaIHATa 3pUTEIHa 00acT (MaKyJia) B 3aJlHATa YacT Ha OKOTO (ChbCTOSIHME U3BECTHO KaTO
MakyJieH eIeM, BIDKTE TT0-TI0JTy ), BE3NAJICHHE WIH HHPEKIHUS Ha OKOTO (YBEHT), HJIM aKO HMaTe
nuadet (KOWTO MOXKeE J1a TOBEJIE 10 MPOOJIEMHU C OUHUTE);

- aKo uMate npoodJeMH ¢ YepHHUs IpPoo;

- aKO MaTe BUCOKO KPbBHO HAJSITAHE, KOETO HEe MOKe 12 0b/le KOHTPOJIHUPAHO € JIEKAPCTBA;

- aKo UMaTe CePUO3HHU 0e10APOOHH NMPOodIeMH WK “IyIIadecka Karuimma”.

AKO HSIKOE OT U30pOEHHUTE MO-Tope ce OTHacA 3a Bac mium He cTe curypHu, roBopere ¢ Bamust gekap

npeau 1a npuemere @unroanmon Accord.

3abaBsHe Ha chpeYHATa YecToTa (OpauKap/Ins) U HENPaBUICH ChPJICYCH PUTHM

[Tpu 3ano4BaHe HA JIEYCHUETO WM CJIE] TpHeMa Ha ImppBata 1o03a ot 0,5 mg, Korato NpeMHHABaTE OT
nedenue ¢ 0,25 mg aaeHo Ha 0,5 mg nHeBHO. duHroaMMOa Accord MOXe Jia MpeaU3BUKa 3a0aBsHE
Ha ChpJIeyHaTa 4YecToTa. B pe3ynrar Ha TOBa € Bhb3MOXKHO JIa CE MMOYYBCTBATE 3aMasHU HJIM YMOPEHH,
Jla yceniare ImyJica CH WU KPbBHOTO Bu Haisirane psi3ko Jia crnajne. AKO HAKOW 0T n30poeHuTe
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e(pexTH ca Te:KKH, HHGopMUpaiiTe Bamust Jekap, 3a10TO € Bb3MOKHO /1a ce HY:K/J1aeTe 0T
He3a0aBHoO jJedyeHne. GuHrommMos Accord MoXe ChIO Taka Jia MPEAU3BUKA HETPABUIICH ChPICUCH
pUTBM, OCOOCHO CIie/I pHUiIaraHe Ha MbpBara j03a. HempaBMitHUAT ChpICUCH PUTHM OOUKHOBEHO CE€
BBH3CTAaHOBSIBA JI0 HOPMAJICH B PAMKHTE Ha TO-MaJIKO OT €JIMH JIeH. 3a0aBeHaTa Chp/ieyHa 4ecToTa ce
BBH3CTAHOBSIBA JI0 HOPMAJIHU CTOWHOCTH OOMKHOBEHO B paMKHUTE Ha eanH Mecell. OONKHOBEHO, TIpe3
TO3M TIEPUO/] HE CE OYaKBAT KIMHUYHO 3HAYNMHU e€(EeKTH BbPXY ChpJCYHATA YECTOTA.

Bammwsr siekap e Bu momounu 1a octaHeTe B KaOMHETA WM KIIMHUKATa Hali-MaJKo 3a 6 Jaca ciejy
nmpuema Ha mepBara fo03a Guaromnmon Accord Wi ciieq KaTo cTe MpUeNH IrhpBaTa 103a oT 0,5 mg,
KOraro npemMuHasare ot jiederue ¢ 0,25 mg nueBHo Ha 0,5 mg THEBHO, U Il U3MEPBA Ha BCEKH Yac
myJica ¥ KpbBHOTO Bu Hansrane, 3a 1a Morar fa ObJIaT B3€TH ChOTBETHUTE MEPKH TIPH TOsSBaTa Ha
HCXKEJIaHN e(i)eKTI/I, KOHMTO MOTraT Aa Bb3HUKHAT IIPU 3alI04YBaHC HA JICHCHUCTO. Hpe;m InpujiiaraHe Ha
mbppBara go3a Guaronumos Accord U cien 6-4acoBus IEpHOJT Ha TIpociesiBaHe TpsOBa na Bu ce
HampaBH eleKTpokapauorpama. [Ipes To3u nepuox BammsaT nekap Moxxe HEMPEKHCHATO J1a
npocrnensBa Bamara kapauorpama. AKo ciiesi 6-4acoBus TIEPHOJ Ha MPOCIIE/IIBaHE UMATE MHOTO
OaBHa WJIM MOHIDKABAIIlA CE ChpCYHA YECTOTA, UM aKO KapauorpaMara Bu mokas3pa OTKIOHEHUS,
MOeE J]a Ce HAJIOXKH J1a ObJIeTe Mo HAOIOICHHUE 32 MO-IBJIBI Iepro/] (Hai-MalKko omie 2 yaca, a
MOK€e OM U TIpe3 HOIITA), JI0 OT3By4aBaHeTo M. ChIIIOTO MOXKE JIa BAXKU U MPH MOJAHOBSBAHE HA
neuenuneto ¢ Gunronumon Accord, ciie MpeKbCBaHe, B 3aBUCUMOCT OT TOBA C KaKBa
MPOJIBIKUTEIHOCT € MPEKHCBAHETO U KOJIKO BpeMe cte mpuemManu dunronumon Accord mpeau
MPEKHCBAHETO.

AKO UMaTe WK CTe M3II0KEHU Ha PHCK OT MOsSBa Ha HEMPABWIICH CHPICYCH PUTHM, aKO
eJIeKTpoKapauorpaMaTta Bu mokassa OTKIOHEHHS, aKO IMAaTe ChPACYHO 3a00JIsIBaHe WM ChpeYHA
HEIOCTAaTHYHOCT, JIeueHneTo ¢ dunronumon Accord Moxke fa He € MoaxoAsIo 3a Bac.

AXoO cTe MMaJi BHe3alHa 3ary0a Ha Ch3HaHHE WIIM MOHIKaBaHe Ha ChpJiedHaTa YeCTOTa B MUHAJIOTO,
nedenneTo ¢ Gunrommmon Accord Moxe fa He e moaxosamio 3a Bac. llle 6baeTe mperienan ot
KapHoJIor (CIEHAUCT 110 ChPIIETO), KOUTO 11e Aa/ie YKa3aHUs Kak TpsOBa J1a 3al0YHETe JICUEHUETO
¢ ®unronmumoy Accord, BKIIFOUMTEITHO U 32 HAOIIOZEHNE TIPe3 HOIITA.

AKO TipreMaTte JIeKapcTBa, KOMTO MOTaT Jia JOBEJIAT JI0 TOHIKABaHEe Ha ChpJICYHATA YECTOTa,
neuenuneto ¢ Punronumon Accord Moske Na He € moaxosmio 3a Bac. Heooxonumo e na 6baete
nperiieiad OT KapIuoJIor, KOWTO IIe TIPEICHH, T € Bh3MOXHO J[a TPEMUHETE KbM aJITEPHATHBHU
JIeKapCcTBa, KOUTO HE MOHM)KaBaT ChpJeYHATa YECTOTa, 3a J]a MOXKE J1a 3aIll0YHETe JICUCHHUE C
®unronmmon Accord. Ako € HEBb3MOXHA TaKaBa IMPOMsIHA, KapAHOJIOTbT IIe AaJic YKa3aHHsI KaK
TpsOBa Aa 3amovHeTe JieueHueTo ¢ GuHroaumMon Accord, BKIFOUNTETHO U 32 HAOMIOACHUE TIpe3
HOIITA.

AKXo0 HHKOra He cTe 00oJeaYBAJIH OT BapHUIleIa

AKko HUKOTa He cTe OoJieyBaIy OT Bapullena, BammsT ekap e noucka ja nposepu Bamms
UMYHHUTET CpEIy BUpyca, KOWTO S MPUYUHABA (BapHIleia 30CTep BUPYC). AKO HSIMATE 3alUTa CPEITy
TO3W BHPYC, MOXKE J1a € Heo0xomuMo n1a Bu ce mocTaBy BakCHHA MPEAH 3aII0YBAHE HA JICUCHHUETO C
®unrommmon Accord. B TakbB ciyuait Bamust nekap mie ook jgedeHuero ¢ Gunrommmon Accord
JIO €IIMH MECeIT CIIeT MPUKII0YBAHE Ha ITBITHUSA KypC Ha BAKCHHAITHS.

HUndekimu

Ounronumon Accord HamansiBa Opos Ha OeuTe KPbBHU KIIETKH (0c00eHO Opost Ha IUMQPOLUTHTE).
Benute kpbBHU KIIeTKU ce O0opAT ¢ nHpekuuute. Jlokaro npuemare dunronumon Accord (1 10

2 Mecelia clie/i CMpaHe Ha JICYCHUETO) € Bb3MOXKHO Jia O0JIeAyBaTe MO-4eCTO OT HHPEKIHH.
Wndexnunre, 0T KOUTO Beve OoseayBaTe Morar jaa ce Biomat. Madekuunte Morart aa 6baat
CEpPHO3HH ¥ )KMBOTO3aCTpalIaBaIly. AKO MUCIIUTE, Y€ UMaTe HIKaKBa MH(MEKIMS, MATe MOBUIICHA
TeMIlepaTypa, 4yBCTBAaTE C€ BCE €JHO MMAaTe I'PHII, UMaTe XepIieC WK UMaTe Ii1aBodonue,
CBIIPOBOJICHO OT CKOBAHOCT Ha BpaTa, YyBCTBUTEIHOCT KbM CBETJIMHA, TaZiCHE H/WIH O0BPKAHOCT WIH
rbpuOBe (IPUMATbLM) (TOBA MOXKE J1a ca CHMIITOMH HA MEHUHTUT W/WIM eHUEePaUT, IPUIYUHEHU OT
rbOMYHA HHEKIWS WIK B Xepriec-BUpyCcHa MHDEKIINS ), CBbpIKETE ce He3a0aBHO ¢ Bamus nekap, Thit
KaTO ChbCTOSIHUETO MOKE JIa € CEPHO3HO U JKMBOTO3aCTpPaIIaBalllo.
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Cpo0mraBat ce ciaydad Ha HHPEKIHS ¢ YoBemkH nammioma supyc (UI1B), BKIIrounTeIHO ManuioMH,
JucIia3us, OpagaBuLy U pak, cBbp3ad ¢ UIIB, npu naunentu Ha nedenue ¢ @unronumon Accord.
Bamusr siexap 1ie npenenu, Jajiu € HeoOXoauMo Jia ce uMyHusupare cpemry UIB npenu 3anouBaHe
Ha JiedeHneTo. AKo cTe jkeHa, Bamusar nekap me Bu npenopsbua cbiio Taka ckpuHuHT 3a YIIB.

IIMJ1

IIMJI e psinko MO3BYHO 3a00IsIBaHE, TPUYMHEHO OT MH(EKITUS, KOETO MOXKE J1a JIOBEC JI0 TEKKA
WHBAJIMTHOCT WJIM CMBPT. BammsT nekap e opraHu3upa IpoBeKIaHETO Ha 00pa3HU H3CIICABAHMS C
SJIPeHO-MarHuTeH pe3onanc (IMP) npeau na 3anovHeTe JICYCHUETO U IO BPEeME Ha JICUCHHUETO, 32 Ja
cneau pucka ot [IMJL

Axko cmsTare, ue MC ce BromaBa, Wil ako 3a0elieXuTe HIKaKBH HOBU CHMITTOMH, HAIIPUMED
MIPOMEHH B HACTPOSHUETO WJIM MOBEJACHUETO, HOBA WIIH BJIOIIABAINa ce caadocT, 3acsraiia eqHaTa
CTpaHa Ha TSJIOTO, TPOMEHH B 3pEHUETO, 00OBPKAHOCT, MPOITYCKU B TIAMETTA WJIU 3aTPyIHECHUS B
roBOpa U KOMYHHKAIIMATA, TOBOpeTe ¢ Baius nexap Bb3MOXKHO Haii-ckopo. ToBa Moxke 11a ca
cumrrromu Ha [IMJI. ChImio Taka roBopeTe C MapTHROPA CH WITH JIUIIATA, ITOJIaranty TprkH 3a Bac, u ru
nHbOpMUpaiiTe 3a IeYeHHEeTo cu. MoJke 1a Bh3HUKHAT CHMITTOMHE, KOUTO MOXE J1a He 3a0eIexuTe
camH.

Axo nomyuute [IMJI, Ts1 Mo>ke na Oblie IeKyBaHa, a ieueHrnero Bu ¢ @unronumon Accord mie 6bae
cnpsiHo. Hakou xopa nmosy4aBaT Bb3MalIUTENIHA peakiys Npu ouncTBaneTo Ha Gilenya ot opranusma.
Ta3m peaknus (M3BECTHA KaTO BB3MAIUTENICH CHHAPOM IIPH IMYHHO BBh3cTaHOBABaHE i [RIS) moxe
Jla I0OBeJie 10 BIOIIaBaHe Ha ChCTOSHUETO By, BKIIOYUTETHO BIIOIIaBaHE HA MO3bYHATA (DYHKIIHS.

MakyneH egem
AKO UMaTe WU CT€ UMAaJIK 3PUTEIIHUA HAPYILICHUS WIHM IPYTU MpU3HAIM Ha OTOK Ha LIEHTpaTHaTa

3puTeNHA 00acT (MaKyiara) B 3a/IHaTa 4aCT Ha OKOTO, Bh3IAJICHUE WM UHPEKIUSI Ha OKOTO (YBEHT)
WM 1uadeT, € Bb3MOXKHO BamusaT nekap 1a moucka aa Bu Obe HalmpaBeH OdeH MIperjie Mpeau aa
3anoyHere JedeHneTo ¢ dunrommmon Accord.

Barmmsr jrekap Moxe Ja rmorcka aa Bu Obae HampaBeH odueH mperiea 3 10 4 Mecela Ciiell 3aIouBaHe
Ha neuenuero ¢ dunromumon Accord.

Makynata € MaJTbK y4acTbK OT peTUHATAa, pa3I0JI0KEH B 3aJlHAaTa 4acT Ha OKOTO, KOHTO Bu no3Bosisia
Jla pazaudaBare (GOPMUTE, [IBETOBETE M OTACIHHUTE JAETAMIN SCHO U 0T4eTHBO. PuHrommmon Accord
MO3K€ J1a IPEeIU3BUKA OTOK Ha MAKyJaTa, CbCTOSIHUE U3BECTHO KaTO MakyjieH eneM. OTOKBT
0OWMKHOBEHO C€ pa3BHBa B PAMKHUTE Ha ITbPBUTE 4 Mecela Clie/l 3alo4YBaHe Ha JISYEHUETO C
®dunronmmon Accord.

I[laHCHT 2 pa3BHUETE MaKYJICH €JIeM € M0-BUCOK, aKO MMaTe AuadeT Wik uMate HHPEKIUsI Ha OKOTO,
HapedeHa yBeuT. W npu aBaTa cirydast BammsiT ekap 1mie HacTosiBa PeIOBHO J1a MUHABATE HA OUCH
TIperJie], 3a J1a MOXKe HaBpeMe J1a Ce XBaHe Pa3BUTHETO Ha MAKYyJICH €/IEM.

B citydaii Ha pa3BUTHE Ha MakKyJIeH e€leM, KOHCYITHpaiTe ce ¢ Barms ekap npean aa IpoIb/DKUTE
sieyeHuero ¢ @unronumon Accord.

MakymHUAT eAeM MOXKe a NPEAU3BHUKA HIKOU OT 3pUTEIIHUTE CUMIITOMH, KaKTO Ipu peuuans Ha MC
(ontuueH HeBpHT). B caMoTO Havano Moxe Jja HsIMa HUKaKBH CUMITOMU. TpsiOBa HEMPEMEHHO Ja
Ka)keTe Ha Baius jekap OTHOCHO BCsika pOMsiHa, HacThIIia BbB Bamero 3penue. Bamust nexap
MOJKe J1a TIOWcKa Ja Bu m3npatu Ha oueH mperien, ocoOeHO aKo:

- LEHTPATHOTO BU 3peHue € 3aMbrieHo Wik UMa CEHKHU;

- HMMATe CJISINO METHO B LIEHTPAIHOTO 3PEHHUE;

- TpyaHo Bu e na pasnnyasare 1iBeToBe Win ()UHU IETAITH.

UepHonpoOHH QYHKITMOHATHHA TECTOBE
AKO UMaTe CepHO3HU YePHOAPOOHH podIeMH He TpsAOBa 1a npuemare Ounronumon Accord.
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®dunromumon Accord Moke ma moeimsie Bamrara ueproapoOHa QyHKIMA. BB3MOXKHO € 1a He
3a0eIe)KUTe HUKAKBU CUMIITOMH, HO aKo 3a0eJe’KUTE MOXKBITABAHE Ha KOXKaTa WM Ha OsUI0TO Ha
ounte, HeOOMYaltHO MOTHMHSIBaHE HAa ypUHaTa (¢ KadsB UBAT), O0JIKa OT AsACHATA CTpaHa B obiacTTa
Ha cToMaxa (Kopema), yMopa, HamMaJieH alleTUT OT 0OMYaifHOTO MK HEOOSICHUMO TaicHe ’
NOBpbIIaHe, TPAGBa He3a0aBHO 1a KaxkeTe Ha Bamus gekap.

AKO TOJTyYuTe HIKOW OT M30POCHUTE CUMIITOMH CIIEJT 3all0YBaHE Ha JIedeHueTo ¢ DUHTOIMMO]]
Accord, TpsiOBa He3a0aBHO 1a KaxkeTe HA Bamus Jekap.

[Ipenu, mo BpeMe Ha u e[ JiedeHueTo, Bamust nekap 1ie noucka qa Bu HampaBu KpbBHU
M3CJIeIBAHMA, 3a J1a IPOCIIEA ChCTOSHUETO Ha YepHOaApoOHaTa Bu QyHKIMSI. AKO pe3yITaTUTE OT
TECTOBETE IOKAa3BaT HAJTMYKE HAa YSPHOAPOOHH MIPOOIIEMH, € Bb3MOXKHO J1a C& HAJI0XKH ITPEKbCBAHE Ha
sneuenuero ¢ Gunronumon Accord.

Bucoko XpbBHO HaJIsITaHE
Twit karo @uHTONMMMOA Accord BOIM JI0 JIEKO MOBUINIABAHE HA KPHBHOTO HaNsTaHe, BamusaT nekap
MO>K€ J1a TOKMCKA J1a CIEAN PEAOBHO CTOMHOCTUTE Ha BareTo KpbBHO HajsraHe.

benonpobuu mpobiemu

®dunrommmon Accord mosnmusia cnabo 6enoapooHara GpyHkims. [lareHTuTe Che CEPUO3HH
OenmonpoOHY 3200IIIBaHUS MIIM TAKUBA C “MyNIaYecka KallUIUIA™ UMAT MO-TOJISIM IIIaHC 33 Pa3BUTHE HA
HEXXEJTaHU PeaKIlHy.

KpbBHaA kapTrHa

TopcermT edexT Ha edenueTo ¢ Gunronmmos Accord e HamansBaHe Ha Opost Ha 6eTuTe KPHBHU
kieTku. EQekThT € 06paTM B paMKUTE Ha 2 Mecelia Clie]l CITUpaHe Ha JICYCHUEeTO. AKO ce Hajara jaa
Bu ObaT npaBeHU HIKaKBU KPBBHH TECTOBE, TPSOBA J1a KAXKETE Ha JICKaps, 4e MpUeMaTe
®unromumon Accord. B MpoTHBeH ciydail € Bh3MOXKHO JIEKapsT J1a He Pa3ThIKYBa MPABHITHO
pe3ynTaTHTe OT TeCTa, a MPH HAKOW KPHBHH TECTOBE € HEOOXOIMMO J]a c€ B3eMe MO-TOJISIMO
KOJIMYECTBO KPBB OT OOMKHOBEHO.

[Ipenu na 3anounere neuenne ¢ @unronumon Accord, Barmwmsr jiekap 1iie mpoBepH Jajid UMate
JIOCTaThYHO OCJIM KPBBHH KIIETKH B KPBBTA, CIIE/ KOETO € Bh3MOXHO JIa IOMCKA PEJIOBHO TOBTOPCHUE
Ha U3CJIeJIBAaHETO. B ciryyaii ue HIMaTe HOCTaThYHO OeNH KPhBHU KJIETKH € Bb3MOXKHO Ja C€ HAJIOKHU
Jla TIpEKbCHETE JeueHueTo ¢ dunronumon Accord.

Cunnpom Ha oOparuma 3aiHa eHiedanonatus (CO3E)

Psnaxo ce crobmmaBa 3a 1mosiBa Ha ChCTOSTHHE, HAPEUCHO CHHAPOM Ha 00paTrMa 3a1Ha eHIle(haIomaThs
(CO3E), npu mauuent ¢ MC, nposexaamniu Jiedenue ¢ @unronumon Accord. CHMITOMUTE MOrat Ja
BKIIFOYBAT BHE3aITHA MTOSBA HA CHITHO TIIaBOOOIHE, 00BPKAHOCT, T'bPUOBE M 3PUTEITHU HAPYIIICHMUSL.
Tps6OBa He3a0aBHO /1a KaxkeTe Ha Bamus iekap, ako MOTyYUTe HAKOH OT T€3U CUMIITOMH 110 BpeMe Ha
nedenneTo ¢ dunronumon Accord, Thil KaTO TOBa MOXKE J1a € CEPHO3HO.

Pak

CroOmaBar ce cirydau Ha pak Ha Koxxarta npu narpestd ¢ MC, npoBexaamu jgeuerne ¢ OUHroInMo
Accord. I'oBopeTe He3abaBHO ¢ Bamms nekap, ako 3a0eekuTe HIKAaKBH BB3IH (HAIP. OJICCTAIIN
MIEPJICHU BB3IIN), TUTAKHU WM OTBOPSHH PaHHM IO KOXAaTa, KOUTO HE 03/IPaBsABAT ChC CEIMUIIH.
CuMIITOMHTE Ha paK Ha KoXKaTa MOTAT Jia BKIIOYBAT I0siBa Ha 00pa3yBaHUs WM TPOMEHH Ha
ThKaHUTE Ha Ko)karta (Hamp. HeoOMuaiiHu OCHKHM) ¢ ITPOMsIHA Ha I[BeTa, (hopMara WiId pa3Mepa ¢
TedeHue Ha BpeMeTo. [Ipeau na 3anounere neuenne ¢ Gunronmmon Accord, ce M3UCKBa 1a Obe
HaIpPaBeH KOXKEH TIPErJie]], 3a Jia ce MPOBEPH, Iall UMaTe HIKAaKBU KOXKHHU BB3JIH. Bamwusr jnexap
CBIIIO IIIE U3BBPIIBA PEAOBHU KOKHU MPETJICAN 10 BpeMe Ha jieueHueto ¢ dunromumon Accord. Ako
ce TIOSBAT KOXKHU IpobiieMu, Bamust iexkap Moxe 1a Bu Hacodn KbM IepMaTOJIOT, KOWTO, CIET KaTo
Bu koHCynTHpa, MOXE []a IPETICHHU, Y€ € BaXKHO J1a OBbJETE PEIOBHO IPOCIIEISIBAHH.

Cro0maBa ce 3a 1Mosiea Ha BHJ pak Ha JuMpHara cucteMa (JuMdom) npu nanuent ¢ MC, ekyBaHu ¢
®unronmumon Accord.
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M3narane Ha CIIBHIIE M 3alIATA CPEILY CIBHIIETO

DuHTOIUMO]T 0TCIIa0Ba UMyHHATa CHCTeMa. 10Ba MOBHINIABa PUCKA OT PAa3BUTHE HA 3JI0KAYECTBEHU
3a0oisaBaHus, 0COOCHO Ha pak Ha KoxkaTa. TpsiOBa ga orpannunte Bamero uznarane Ha cirpHIle 1 UV
JIbYH KATO:

° HOCHTE MOIXOISIIO 3aIlUTHO 00IEKIIO;

° PEIOBHO HAHACATE CIBHIIE3AIIUTEH MPOIYKT C BUcoKa cTenedH Ha UV 3amura.

HeolOuvaitnn MO3BYHH JIC3UH, CBBbpP3aHu ¢ permanB Ha MC
CroOmmaBar ce peJIKy Cllydau Ha MosiBa Ha HEOOMYaliHO TOJIeMH MO3bYHU JIC3UU, CBBP3aHU C PEIHIUB

Ha MC nipu nareHTs Ha jJedenne ¢ @uaronnmon Accord. B cirydaiil Ha TexXbK penuauB, Bammsr
JeKap 1me oOMuCIH MpoBeknaneTo Ha SIMP, 3a 1a MoXe 1a OIICHH ChCTOSTHUETO U ITIE PEIITH, TajH ¢
Heo0XouMo J1a cipere npuema Ha Gunromumon Accord.

IIpeMyHaBaHe OT APYTH Tepanmuu KbpM JiedeHue ¢ Punromumon Accord
BamusT nekap Moxke Ja peliy aa MpeMUHETE TUPEKTHO OT JICUCHHE ¢ MHTePEpOH OeTa, TiaTupamep

areTar win JuMetui gpymapat kpM Jieuenue ¢ Gunrommmon Accord, ako HIMaTe MPU3HAIM Ha
HAKaKBU OTKJIOHEHMSI, IPUYMHEHH OT MPEIUIIHOTO JieueHne. Moxe Ja ce Hajnoxu 1a Bu HanpaBsT
W3CIICIBAHNA Ha KPBHBTA, 3a JIa C€ U3KITI0YM HATMINETO Ha TIOI0OHN OTKIOHESHHS. BB3MOXKHO € clren
MpeKpaTsBaHe Ha JICUCHUE C HAaTaIu3yMal Ja ce HaJIOKU J1a u34yakare 2-3 Mecela Mpein Ja 3aroYHeTe
nedenue ¢ Gunronumon Accord. Ilpu npeMuHaBaHe OT JieUeHUE ¢ TEPUPIYHOMHUT KbM JICUCHHE C
Ounromumon Accord, BammusT tekap Moxe 1a Bu mochBeTBa ga m34akaTe M3BECTHO BPEMe TN Ja
MIPEMUHETE MPe3 MPOoIleTypa 32 YCKOPEHO eTMMUHHPaHe Ha TepUGIIYHOMHU. AKO CT€ OUIIN JIGKYBaHU C
aneMTy3ymal e HeoOxXo/[uMa BHIMATEIHA OIIEHKA U 00CHXKIaHe ¢ Bamms sekap, 3a J1a ce B3eme
peuienue, nanu Gunronumon Accord e moaxosiia 3a Bac.

2KeHnu ¢ neTepojieH noTeHIMan

[punoxxennero Ha Punronumon Accord 1mo BpeMe OpeMEHHOCT MOJKE Aa yBpeau mioaa. [Ipenu na
3anoyHere JiedeHneto ¢ dunronumon Accord Barmsr sekap e Bu o6sicHu puckosere u e Bu
MIOMOJTH J]a HAaITPaBUTE TECT 32 OPEMEHHOCT, 32 JIa CE€ YBEepH, ue He cTe OpeMeHHa. Bamusat nekap e
Bwu manme xapta, B KOSITO € 00SICHEHO, 3aI1i0 He TpsiOBa /1a 3a0peMeHIBATE JOKATO IIPHEMATE
Ounromumon Accord. Il]e € 00sCHEHO CHIO KaKBO TPsIOBa /1a HAIIPaBUTE, 3a JAa N30eTHETe
3a0pemensBane gokato npuemare @unaronumon Accord. TpsiOBa ga uznon3Bate eeKTUBHA
KOHTpAIEMIIH 110 BpeMe Ha JICUSHUETO U B MPOIBIDKEHUE Ha 2 Mecella Clie] CITUpaHe Ha JICYSHUETO
(BwKTe paznen ,,bpemeHHOCT U KbpMeHeE*).

Baomasane Ha MC caen cuupane Ha jieuenuero ¢ unronumon Accord
He cnmpaiite npuema Ha ®dunronumon Accord U He MPOMEHSHTE 103aTa CH 0€3 MbPBO Ja FTOBOPHTE C
Bamusa nekap.

TpsbBa He3a0aBHO /1a KaxeTe Ha Bamms nekap, ako muciute, ye Bamara MC ce BiommaBa cien Kato
cte crpenu JiedeHuero ¢ Gunroaumon Accord. ToBa Moke fa € Cepro3HO (BHXKTE pas3uen ,,AKO
cipere npuema Ha Gurromumos Accord™ B Touka 3, a chIo u Touka 4 ,,Bp3MOKHI HEXXETaHH
peakuumn®).

IlanmeHTH B cTapyecka Bb3pacT
OnutrsT ¢ Gunronumon Accord npu naMeHTH B cTapyecka Bb3pacT (Haja 65 roJ1HN) € OrpaHUYeH.
KoHncynrupaiite ce ¢ Bamus nekap, ako UMaTe HIKaKBU IIPUTECHEHUSI.

Jlena u roHOIIHN

Ounronumon Accord He e mpeiHa3HAuUEH 32 yroTpeda IpH Jena Ha Bb3pacT noj 10 roanHu, Thi Kato
He € Npoy4yBaHa npu nanueHTd ¢ MC B Ta3u Bb3pacToBa rpyna.

IIpenynpexneHusaTa v npeana3sHuTe MEPKH, OIIMCaHU M10-TOPE, C€ OTHACST ChILO U 32 JenaTta u
foHomuTe. CneBamniara nHGpopManus e 0COOeHO BaXKHA 3a JelaTa U I0HOIINTE U JINNATa, oJaramy
TPHXKH 32 TSIX:

- [Mpeau na 3anouynere nprema Ha Gunronumon Accord Bamst nekap me nposepu Bamst
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MMYHH3aIHOHEH cTaTyc. AKO He ca Bu mpaBeHn onpeneieHr MMyHH3AIAN, MOXeE JIa CE HAIO0XKH
Ia Bu ce HanpaBsT npeau 3arnodBaHe Ha JiedeHuero ¢ Gunroaumon Accord.

- [IspBusT BT, KOTaTO MpUEMeTe OuHTrOTMMO Accord, MiH IPH MPOMSHA Ha JICYUSHUETO OT
0,25 mg nueBHa no3a Ha 0,5 mg AHeBHA 1033, Bamuar nekap we npocieau Bamure chpreyna
YeCTOTa U ChPJCUCH PUTHM (BIDKTE pasfedn ,,3a0aBeHa ChpJeyHa decToTa (Opagukapaus) u
HEIpaBWICH ChPACUYCH PUTHM  ITO-TOPE).

- AKO TIOITyYuTe I'PYOBE WM TIPUCTHITH TIPEIU HITH 110 BpeMe Ha npruema Ha OuHronuMon
Accord, TpsiOBa na xaxete Ha Bammms nekap.

- AKO cTpajarte OT ACNPECHsl WM TPEBOXKHOCT, UM aKO CTAHETE JCMPECUPAHU HUITH TPEBOXKHH
nokaTo npuemate @uHronumon Accord, TpssOBa na kaxere Ha Bamms nekap. Moxe na e
Heo0X0ouMo 1a By ciiesT mo-BHUMATEINHO.

Jpyru nexkapcrBa u ®unroaumon Accord

Wndopmupaiite Bammst nexap uinn papManeBT, ako IpaeMaTe, HaCKOpO cTe MPHUEMaNd Wi €

BB3MOXHO JIa preMaTe JApyTrH JekapcTa. Tpsa0OBa na kaxxeTe Ha Bamms nekap, ako mpuemMare HIKOe

OT CJIEZIHUTE JIEKapCTBa:

. JlekapcTBa, KONTO MOTUCKAT WJIM MOAYJIUPAT HMYHHATA CHCTEMA, BKIIIOYUTEITHO APYTH
JiekapcTBa 3a JieueHue Ha MC, kato uatepdepoHn Oera, rmaTupaMep aleraT, Haranu3ymao,
MUTOKCAHTPOH, TepUPIIYHOMH/I, TUMETHI pymapaT win anemMty3ymad. He TpsaOBa na npuemare
@unronumon Accord 3ae1HO ¢ TAKHMBA JIEKAPCTBA, Thil KATO T€ MOTAT Jia 3aCWIAT eeKTuTe
BBPXY HIMyHHATa CHCTEeMa (BHXKTE CHIIO pasnen ,,He npuemaiitre @unromumon Accord*).

o KopTukoctepouau, nopaay Bb3MOKHOCTTA 32 JOINBIHUTETHO MOBIMABaHE HA NMyHHATa
cuTeMa.
. Bakcunu. Axo e HeoOxoanMo f1a Bu ce moctaBu BakcHHa, ITBPBO NOThpceTe Bamus ekap 3a

cbBeT. [To Bpeme Ha JeueHneTo u 70 2 Mecela ciiel] CiupaHe Ha JieueHHeTo ¢ OUHroIrMMOo
Accord He TpsiOBa 12 Bu ObaT npuiaranu onpeaeneHn BU0BE BAKCHHN ()KUBU aTCHIOMPAHU
BaKCHHH), Thil KATO T€ MOTAT Jla IPEAN3BUKAT MOsBaTa Ha WH(EKINATA, OT KOATO OU TPsSOBAIIO
na npeamna3sar. OCTaHAIUTE BAKCHHU MOTAT Jla HE JICHCTBAT Taka JI00pe, KaKTO OOMKHOBEHO,
aKo ce MPUJIoXKAT Npe3 TO3U MEPHO/I.

e JlekapcTBa, KOMTO 320aBAT ChpAeYHUs PUTBM (Hanmpumep Oera OIOKepH, KaTo aTEHOJION).
Ynorpebdara Ha @uaronmMos Accord 3aeHO C TaKHMBa JEKapCTBa MOXKE J1a 3aCHIIN edeKTa
BBPXY ChPAEYHUS PUTHM Ipe3 IbPBUTE JHU CIIE/ 3all0YBaHEe Ha JedyeHneTo ¢ GUHronmmMo
Accord.

. JlexapcTBa 3a JieyeHHe HA HENMPAaBUJIeH Cbp/eYeH PUTbM, KATO XHHUANH, TU30MUPAMHU]L,
aMuoAapoH win cotanon. He Tpsiopa ma mpuemate @unromumon Accord, ako mpreMare TakuBa
JIeKapCTBa, Thil KaTO TS MOXKE J1a 3aCHIIN €(eKTUTE I10 OTHOIICHHE HA HEIPABHIIHUS ChP/ICUCH
PUTBHM (BHXKTE ChILO pas3zen ,,He npuemaiite ®unromumon Accord™).

° Apyru jexapcrBa:
o NpOTEa3HN HHXUONTOPH, aHTUMH(EKIINO3HU CPEACTBA KaTO KETOKOHA30I,
HNPOTUBOT'BONYHH A30JH, KIIAPUTPOMULIMH WM TEITUTPOMHUIINH.
o kapbamasenuH, pudamnunyH, GeHodapouta, GeHUTONH, epaBUPEHI] LU KBIT

KaHTapHoH (MOTEHIMAIEH PUCK OT HamaJieHa eukacHocT Ha duHronumon Accord).

BpemenHnocT u KbpMeHe
AKo cTe OpeMeHHA MITH KbPMHUTE, CMSTATE, Y€ MOXKE Jla CTe OpEMEHHA WK TUIaHUpaTe OPEMEHHOCT,
nochBeTBaliTe ce ¢ Bamms nexap npean yrnorpedara Ha TOBa JIEKApCTBO.

BpemenHocT
He m3nomn3paiite ®unronnmon Accord 1mo BpemMe Ha OpeMEHHOCT, aKO OIMTBATE Ja 3a0peMEHEETE MTH

aKo CTe KEHa, KOSATO MOXKe J1a 3a0peMeHee U He U3M0I3BaTe ePeKTHBHA KOHTpALenHs. AKO
®dunromuMon Accord ce U3MMoII3Ba 0 BpeMe Ha OPEMEHHOCT, CHIIIECTBYBA PHCK OT YBPEKIaHE Ha
HepoAeHOTO olie 6ede. YUecToTaTa Ha BpoAeHUTE MaldopMaIliy, HaOJIr0jaBaHu pu OedeTa ¢
excno3unus Ha @uHronumon Accord mo Bpeme Ha OpEMEHHOCT € OKOJIO 2 ITBTH YeCTOTaTa,
HaOIroaBaHa B 00maTa momysaanus (B KOSTO YecToTaTa Ha BpOJCHHUTE MandopMauu € okoJo 2-3%).
Haii-uecto crobmaBannTe MaadopMaIiy BKIIFOYBAT ChPACYHH, ObOPEYHHN U MYCKYITHO-CKEIETHH
Masihopmanuu.
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ITopanu Ta3u mpuyuHa, aKo CTE )KEHa C IETEPOICH MOTEHITHA:

- Mpenu aa 3arnouHete Jeuenue ¢ Punronumon Accord Bammusrt jaekap e Bu nadopmupa 3a
puCKa 3a To/ia U e Bu momMoiu 1a cu HaIlpaBUTe TeCT 3a OPEMEHHOCT, 32 Jla € CUTYPEH, Y He
cTe OpeMeHHa

- Tps0Ba 1a u3non3Bare eheKTUBHA KOHTpALEIHs 1okaTo npuemare ®unronumon Accord u B
MPOABIDKEHNE Ha IBa Mecela cie]] ClIMpaHe Ha MpHeMa, 3a Aa u3dernere 3a0peMeHsBaHe.
KoHcyntupaiite ce ¢ Bamuis iekap OTHOCHO HAJIEKAHUTE METOAM 38 KOHTPALICIILH.

Bammust nexap me Bu nage kapra, B KosATO € 00sCHEHO 3a1110 He TpsA0Ba fa 3a0peMeHsBaTe J0KaTo
npuemare Gunronumon Accord.

AKko 3a0pemeHeeTe, 10KaTO npueMaTe @uHroaMMox Accord, TpsidOBa He3a0aBHO /1a KaxKeTe HA
Bamus nexap. Bammsr nekap e Ha3HaYM CIUpaHe Ha JCYCHUETO (BHXKTE pasmed. ,,AKO crpeTe
npueMa Ha @unronumon Accord™ B Touka 3, a CbIIIO ¥ TOUKa 4 ,,Bb3MOKHM HEXEIaHU PEaKIuu’).
IIe ce mpoBe/e cienUaIU3UPAHO MIPEHATAIHO MPOCTIEAIBaAHE.

Kspmene

He TpsioBa 1a kppmure, 10kaTo npuemare ®unrosmmon Accord. dunronumon Accord Moxe 1a
NpeMHUHAaBa B KbpMaTa U ChIIECTBYBa PUCK OT CEPHO3HH HexelaHu edektu 3a 6e0eTo.

Ilo¢pupane u padora ¢ MaIIMHK

Bammusr nexap me Bu ungopmupa nanu Bamara 6onect Bu mo3BossiBa 6e3omnacHo na moduparte,
BKITIOUHTEITHO JIa KapaTe KoJeno, u 1a padorure ¢ Mamuan. @uHronumon Accord He ce oyakBa Jia
MOBJIMSBA CITIOCOOHOCTTA 3a modupane u padboTa ¢ MaIIUHU.

HezaBrcuMo oT TOBa, pH 3a0YBaHE HA JICYCHUETO IIIe CE HAJIOXKH J1a OCTAHETe M0/ HAOII0ICHHE B
KaOWHETa Ha JIeKapsl WK B ChOTBETHATA KJIIMHUKA B IPOIBDKEHUE HA 6 yaca ciie]l IpyueMa Ha ITbpBaTa
no3a @unrommmon Accord. CriocooHOCcTTa B 32 odhmpane u padoTa ¢ MalmHA MOXe J1a ObJe
HapyIIeHa Tpe3 TO3M MEePHO U EBEHTYAITHO CIIE/] TOBA.

3. Kak na npuemare @unroaumon Accord

Jleuenneto ¢ OUHTOIUMOL Accord 1€ Ce mpocicasaBa OT JIEKAp € OIMUT B JICHCHUCTO HAa MHOKECTBCHA
CKJICPO3a.

Bunaru npuemaiite TOBa JIEKapcTBO TOYHO KakTo Bu e ka3an Bammsr jgexap. Ako He CTe CUTYPHHU B
Hewlo, nmonuTaiite Bammus nekap.

IIpenoppuntennara go3a e:

Bn3pacTHu:
Jo3aTa e eqna kancyJa 0,5 mg 1HeBHO.

Jena u roHomm (Ha Bb3pact 10 roguHu M moBeye):

Jlo3aTa 3aBuCH OT TErja0ToO:

. Heya u onowu ¢ menecro meano paguo Ha uiu nod 40 kg: enna xancyna 0,25 mg AHEBHO.
. Heya u onowu ¢ menecno meano Hao 40 kg: enna xancyna 0,5 mg THEBHO.

[Jenara u roHOIINTE, KOMTO 3aM0YHAT ¢ eiHa Kancyna 0,25 mg JTHEBHO U MO-KbCHO IOCTUTHAT
MOCTOSTHHO TenecHo Teryo Hax 40 kg, me 0b1aT HHCTPYKTHPAHH OT CBOS JIEKap J1a MPEMUHAT KbM
no3a enHa kancyna 0,5 mg maeBHO. B TO31 ciywaii ce mpenopbya 1a ce IMOBTOPH IepHoa Ha
HaOJroIeHNe, KaKkTo Py pueMa Ha ITbpBaTa J103a.

®unarommmon Accord ce € HaMYeH caMo KaTto TBbpAM Karcynu o 0,5 mg, KOUTo He ca TOAXOASITN
3a JIella U IOHOIIY ¢ TEJIECHO TETJI0, PaBHO HA WK mo-Manko ot 40 kg.

55



Hpyru nekapcTBa, ChabpKaIIK (PHHTOIMMO, ce TIpeaiaraT B kormnenrparus 0,25 mg.
ITonuratite Barms jgekap win hapMmaieBT.

He npeBumagaiite npenopruynTeaHaTa 103a.
OunromuMon Accord e 3a IepopaTHO MPIIIOKECHHE.

[Ipuemaiite ®unroaumon Accord BenHBK THEBHO ¢ yaiia Bojaa. Kancynure dunromumon Accord
TpsIOBa BUHATH J1a C€ T'BITAT 1enu 0e3 aa ce oTBapsaT. Gunromumon Accord MoXke f1a ce mpreMa Che
i 0e3 XpaHa.

IIpuemaiite @unronumoy Accord Mo eIHO U CHIO BPEME BCEKH JIeH, TOBa IIie Bu momorHe na He
3a0paBsTe Jla B3eMaTe JICKapCTBOTO CH.

AX0 UMaTe BBIIPOCH OTHOCHO TOBA KOJIKO ABJITO 1ie premare dunronmumon Accord, KOHCyaTHpaiiTe
ce ¢ Bamms nexap wiu papmanent.

AKo cTe npue/iu noBeye oT HeodxoaumaTa 103a ®unroaumon Accord
AKo cTe npuenu noBede ot HeooxoauMata no03a Gunromumon Accord, obasere ce He3abaBHO Ha
Bammus nekap.

AKo cTe npomycHaau aa npuemere ®unrosmmon Accord

Axo cre npremanu @uHronumon Accord mo-Manko oT 1 Mecell U cTe MPOIyCHAI JIa IPHeMeTe
1 no3a B IpoabIDKEHUE Ha €IMH JICH, KOHCYJITHpaiiTe ce ¢ Bamus nekap, npeau fa mpuemere
cienBamiara 103a. Toil Moxxe a pewn 1a Bu octaBu nox HaOmoAeHKE IO BpeMe Ha [preMa Ha
cieBalara 103a.

Axo cte npuemanu @uaronnmon Accord B MpoabiDKeHUE HA TTOHE | Mecel U CTe MPOITyCHAIH J1a
MIpUEMETE JIEKAPCTBOTO CH MTOBEYE OT 2 CeAMULIU, KOHCYJITUpaiiTe ce ¢ Bamus nekap npeau na
npreMeTe ClieBaliaTa /103a. Toi Moxke J1a pemu 1a Bu octaBu noj HaOJIIOIEHUE IO BpEeMe Ha IpreMa
Ha cjeaBalaTa 103a. AKo obade cTe NpOIyCHAIN Aa IPUEMETE JIEKApCTBOTO CH IO-MAaJIKO OT

2 ceaMuIM, MOXE Ja B3EMETe CJIeABAIIATa 1033, TaKa KakTo € OWIIo NMpeInicaHo.

Hukora se B3eMaiite qBOiHA 1034, 3a 1a KOMIICHCHUPATE IIpoIycHaTaTa J103a.

AKko cTe cripesan npuemMa Ha @unroaumon Accord
He cnimpaiite npuema na ®@unronnmon Accord u He mpoMeHsiiTe g03aTa cH 0e3 Jia cTe ce
KOHCYJITHpaJIH ¢ Bammus nexap.

®dunrosmmon Accord 111e octaHe B TsUI0TO Bu B mporbikeHNe Ha 2 Mecela ciie]] ClIupaHe Ha IprueMa.
BposT Ha O6enuTe KPBBHU KIETKH (IMM(OIUTHUAT OpOii) MOXKE CHINO /1a OCTAHE HUCHK MPE3 TO3U
Mepro, a N30POCHNTE B Ta3W JIMCTOBKA HEXKEJIAHHW PEaKIIMK BCE OIe MOTaT jJa B3HUKHAT. Ciies
MpeKparsBaHe Ha JedeHueTo ¢ Gunrommmon Accord € Bb3MOKHO JIa C€ HAJIOKH Ja U34aKaTe

6-8 cenMuIIM Mpean 1a 3a0YHeTe HOBO JieueHue 3a MC.

AKo ce Hajara Jia 3aro4HeTe OTHOBO JeueHue ¢ unronumon Accord, cien IpeKbCcBaHe 3a MoBeYe OT
2 ceaMUIH, € BB3MOKHO €PEeKTHT BbPXY ChpJieuHaTa 4YeCTOTa, Ha0moJaBaH 00M4YaitHO MpH
I'BPBOHAYAJIHOTO 3all0UBaHE Ha JICUEHHETO Ja CE IIOSIBU OTHOBO U /1a CE HAJIOXKU Jia ObaeTe
HaOJIr01aBaH B JIEKAPCKHsI KaOMHET WM KJIMHUKA TP [IOBTOPHO 3aIl04BaHe Ha jieueHuero. He
3amouBaiite 0THOBO JieueHue ¢ Punroanmon Accord cies criupaHe 3a IOBEYE OT JIBE CEAMHIM, Oe3 1a
ce KOHCyJIThpate ¢ Bamms nekap.

BammusaT nekap mie pernu, 1anu 1 Kak € Heo0X0IUMO J1a ce Ipociie/siBa Bamiero chcTosHUE e
criupane Ha npuema Ha @unronumon Accord. TpsOBa He3abaBHO a Kaxere Ha Bamms iekap, ako
mucnure, ue Bamrara MC ce BiolaBa ciiesi Kato cre crnpenu jteueHuero ¢ dunromumon Accord. Tosa

MOX€ Ja € CCpHUO3HO.

AKO MMaTe HSKaKBH JIOITBIHUTEIHH BBIIPOCH, CBBP3aHH ¢ yroTpedara Ha TOBa JIEKApPCTBO, TIOIHUTANTE
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Bamus jtekap win GpapMariesT.

4.

Bb3MoKHH HeXKeTIaHH pPeakumuun

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXKCIAHU pE€aKIIUH, BBIIPEKU Y€ HEC
BCCKH I' TIOJTy4aBa.

Hsixon oT HeXEITaHUTE PEAKITUU MOTaT Jia ObJAT WIIH JIa CTAaHAT CEPUO3HU
Yectu (Morar ga 3acersar a0 1 Ha 10 xymmm)

Kamnuia ¢ xpauku, 1uckoMpopT B 00JIaCTTa HA T'bPIUTE, OBHIIICHA TeMIIepaTypa (IpU3HaIH
Ha 0eJI0pOOHN HAPYIIICHUS ),
Xeprec-BupycHa HHQEKIUs (Xeprec Uin Xeprec 30CTep), CbC CUMITOMH KaTo 00pa3yBaHe Ha
MeXypH, apeHe, cbpoex nin 60Jika 1o Koxata, OOMKHOBEHO B 00JIaCTTa Ha TOpPHATa 4acT Ha
TSIIOTO WJIH JUIETO. [Ipyrure cuMntomMu Morart 1a ObJaT MOBHUIIIEHA TEMITEpaTypa 1 c1abocT B
pPaHHHUTE CTaauU Ha HHPEKIIUATA, TOCICABAHHN OT U3TPBIIBAHE, ChPOEXK WU 00pa3yBaHe Ha
YepBEHHM IUIAKH, ChIIPOBOICHH OT CHIIHA 0OJIKa;
3abaBeHa chpJieveH pUTHM (OpaauKap/us), HEMPaBUICH ChPJICUeH PUTHM;
Bun pak Ha koxkara, HapedeH 0azanHokieTbueH kapuuHoM (BKK), koiiTo yecTo nbTH u3riiexma
KaTo TEePJICH B3N, BRIIPEKH Y€ MOXKE J]a M3TJISKIA U TI0 JPYT HAYHH;
W3BecTHO €, ue nenpecus ¥ TPEeBOXKHOCT Bb3HUKBAT C MOBUIIIEHA YECTOTA B IIOMYJIALUATA C
MC u ce cpo0ImaBaT CHIIO U MPU NANUEHTH B JIETCKA BB3PACT, JIeKyBaHH ¢ DUHTOIMMOT
Accord;
3ary0a Ha TerJo.

Heuectu (Morat na 3acernar go 1 va 100 mymm)

[THEeBMOHMS ChC CUMIITOMH KaTO MOBHIIICHA TEMIIEpaTypa, KalUIUIa, 3aTPyTHEHO JHIIaHE;
MakyneH efeM (OTOK Ha I[CHTpaTHATa 3pUTEIHA O0JIACT HA PETUHATA B 3a/IHATA YaCT HA OKOTO)
ChC CUMIITOMH KaTO CEHKH WJIH CJISATO TIETHO B IIEHTPAITHOTO 3pEHHe, 3aMbIIICHO 3peHHe,
npo0JIeMHU NP Pa3IMYaBaHETO HA IBETOBE WK JIETANIIN;

HamansBane Ha Opost Ha KPHBHHUTE IJIOYHITN, KOSTO IMOBHIIIABA PUCKA OT KbPBEHE HITH MOSIBA HA
CHHUHU,

3110Ka4eCcTBEH MeJIaHOM (BHJI PaK Ha KOXaTa, KOMTO OOMKHOBEHO C€ pa3BMBa OT HeOOMUaiiHa
OcHka). Br3MOXKHHTE TPU3HALM HA MEIIAaHOM BKITIOUBAT OCHKU, KOUTO MOTAT JIa MPOMEHST
pasmepa, (hopmara, HAUTHATOCTTA WM 1IBETA CH C TEUYEHHE HA BPEMETO, WIIH MOsIBa Ha HOBH
OcHku. benkure MoraT na chbpOsT, KbPBAT WM Ja CE Pa3si3BiT,

I'bpuoBe, NpUCTHIH (MTO-YECTO TPH JICTa U FOHOIIN, OTKOJIKOTO TIPH BB3PACTHH).

Penxu (Morat na 3acersar g0 1 #a 1 000 myrm)

CrcTosiHUE, HapedeHO CHHAPOM Ha oOpatuma 3aaHa eHredanomnarus (CO3E). Cummromute
MOTar Jia BKIIFOYBAT BHE3aIHA 110sIBa HAa CHIIHO T71aBo00JIHe, 00BPKAaHOCT, I'bPYOBE W/HITH
3pUTETHH HapyLICHUS;

Jlumbom (BUI pak, KOWTO 3acsira TMMQHATa CUCTEMA);

CKBaMO3HOKJIETHYEH KapIMHOM: BUJI PaK Ha KOXaTa, KOWTO MOXe J[a Ce U35IBH KaTo IUTTEH
YepBEeH BB3Ell, 513Ba C KOPUUKA WIIM HOBA S3Ba BHPXY ChIISCTBYBAII OeJIer.

MHoro penku (morat aa 3acertar A0 1 #a 10 000 xymmn)

IIpomsHa B enekTpokapauorpamara (MHBepcus Ha T-BbiIHATA);
Tymop, cBbp3aH ¢ HH(EKIHS ¢ YOBEIIKUS Xeprec Bupyc 8 (capkom Ha Kamomm).

C Hen3BeCcTHA YecTOTA (OT HATHIHWUTE TAHHU HE MOXKe Ja ObJe HalmpaBeHa OICHKA Ha YeCTOTaTa)

AJNepruuHu peakiuy, BKIFOUBAIIY CUMIITOMU KaTo OOPUB HITU YPTHKApUs, MOAyBaHE Ha
YCTHHTE, €3UKa I JIUIETO, KOUTO € HAl-BEPOSITHO J1a CE MOSBSAT B JICHS, B KOUTO 3aII0YHETE
neuennero ¢ Punrommmon Accord;

[IpusHaiy Ha YepHOAPOOHO 3a00JIIBaHe (BKIFOUYUTEIIHO YSPHOAPOOHA HEJOCTATHYHOCT), KATO
MIOXKBIITSABAHE HA KOXKaTa WK OsUIOTO HA OYHTE ((KBJITESHUIA), TaJCHE WIH MOBPBINaHe, 00JIKa OT
JIICHAaTa CTpaHa B 00JIacTTa Ha cToMaxa (Kopema), HOThbMHsIBaHe Ha ypuHata (¢ kadsiB LBAT),
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HaMaJieH arlleTUT OT OOMYAHHOTO, yMOpa M OTKIIOHEHHSI B YEPHOIPOOHUTE (DYHKIIMOHAIHU
nokaszaTtend. B MHOTO ManrbKk Opoif cirydan, 4epHOpoOHATa HEJOCTATHYHOCT MOXE J1a JIOBE/IE
JI0 YepHOAPOOHA TpaHCIUTaHTALIUSI.

Puck ot psaka Mo3buHa HH(EKUKs, HapedeHa Mporpecupalia MHOTOOTHHUIITHA
neskoennedanomnarus (IIMJI). Cumnromute Ha IIMJI MoXe n1a ca mogo00HM Ha MPUCTHIT HA
MC. BB3MOXKHO € J1a ce TIOSIBSIT CUMITTOMHU, KOUTO JIa He MOTar Jia ObJaT pa3lo3HATH OT CAMHTE
Bac, kato npomMeHr B HACTPOCHUETO MJIM MOBEACHUETO, 3ary0a Ha IaMeT, 3aTPYJHEHUS B
roBOpa M KOMYHHKAIIHATA, KOUTO MOXKE J]a C€ HAIOXKH J1a OBbJIaT JOIIBIHUTEIHO IPOYUYCHU OT
Bammist nekap, 3a ga ce m3ximroun [IMJI. CnenoBarento, ako muciaute, ue Bamata MC ce
BJIOIIABA WJIM aKko Bamure 01m3ku 3a0enexaT HOBH WM HEOOMYaiiHH CUMIITOMH, € MHOTO
BaYKHO J]a TOBOpHTE ¢ Bamus jiekap, KOJIKOTO ce MOKe M0-CKOpO;

Brananurenno 3abonsBane cief ciupade Ha JieueHuero ¢ @uaronumon Accord (M3BECTHO
KaTO BB3MNAJIUTEICH CHHAPOM NP UMYHHO Bb3cTaHOBsBaHe vl [RIS);

Kpunrokokosu nndexmu (Bu roOnvHa HHOEKLHS ), BKIIOYUTEIHO KPUITOKOKOB MEHUHTUT
CHhC CUMIITOMH KaTo TJIaBOO0JIHE, CHITPOBOIEHO ChC CKOBAHOCT Ha BPaTa, YyBCTBUTEITHOCT KbM
CBETIIMHA, TaJICHE U/WIA OOBPKAHOCT;

Mepken-kineTb4eH KapIuHOM (BH]I PaK Ha Koxkarta). Be3moxHuUTE ipru3Hany Ha Mepken-
KJIEThYEH KapIIMHOM BKITFOUBAT BH3€JI C BT HA CypOBO MECO WIIM CHHKABO-YE€PBEH HEOOJIE3HEH
BB3€J, YECTO ITBTHU PA3IONIOKEH BBPXY JIMIIETO, TJIaBaTa WiK BpaTa. Mepken-KieTbueH
KapIIMHOM MOJKE ChIIO TaKa Jia Ce M35BHU KaTo TUIbTeH, HeOOJIEe3HEeH Bh3el HIIN Maca;
[IpoapIKUTETHOTO M3NIaraHe Ha CITBHIIE U ciabaTa IMyHHA CHCTEMa MOTAT J1a OKaKaT BIUSHUE
BBPXY pHCKa OT pa3BUTHE Ha MepKen-KIeThYeH KapIHOM;

Crnen criupane Ha nedeHueTo ¢ @uarommmon Accord, cumnromure Ha MC morar 1a ce
BB3BBPHAT U Ja Ca TO-TEKKHA OTKOJIKOTO ca OWMIIM MPEH WK TT0 BpEME Ha JICYSHUETO;
ABTonMyHHa opMa Ha aHeMus (TIOHIKEH Opoil YepBEHU KPBBHH KIIETKH), TP KOSITO
YepBEHUTE KPBBHU KJIETKH C€ pa3pyliaBaT (ABTOMMYHHA XEMOJIUTUYHA aHEMHUS).

AKO UMaTe HAKOU OT FOPETOCOYEHUTE CUMIITOMU, TPAOBa He3a0aBHO 1a KaxeTe HAa Bamus Jekap.

I[DVFI/I HCXCIaHU pCaKInu

MHoro yectu (MoraT Jia 3acerHaT nosede oT 1 Ha 10 mgymim)

WHekius ¢ TPUIICH BUPYC ChC CUMIITOMHU KaTO YMOPa, BTPUCAHE, Bb3MAJICHO I'bPJ10, O0JIKU B
CTaBUTE U MYCKYJIMTE, TIOBUIIICHA TEMIIEpaTypa;

VYcemiane 3a TexkecT WM 00JIka B 007aCTTa Ha CKYJIMTE U YEJIOTO (CHHY3UT);

I'nmaBoGonme;

Huapus;

Bonku B repoa;

KpbBHU H3ciieiBaHu, TOKa3BaIl¥ MOBUIIICHH YePHOAPOOHN CH3UMU,

Kamuna.

Yectu (Morar ma 3acersar a0 1 Ha 10 xymmm)

Tunea, rbOMYHA HHEKIHS Ha KOXKaTa (THHEa BEP3UKOIIOP);

3aMastHOCT;

CuiHo r11aB000JIHE, YECTO T CHIIPOBOJICHO OT rajicHe, OBPBIIAHE U CBPBXUYBCTBUTEIHOCT
KBbM CBETJIMHA (MUTpPEHA);

Hucbk Opoii Ha GenuTe KpbBHU KIETKH (JIMMQPOLUTH, JIEBKOIUTH);

Cnabocr;

Cop0siiw, 3auepBeH, naper o0puB (ek3ema);

Copoex;

[loBumaBane Ha Ma3HUHUTE (TPUINIMLEPUANTE) B KPBBTA;

Kocomnap;

3anyx;

Henpecus;

3aMBITICHO 3peHHe (BIXKTE ChIIO naparpada 3a MakyJeH eneM nox “Hskou HexenaHu peakun
Morar Aa ObIaT WM MOraT Jja CTaHaT CEPHO3HH);

Xuneptonus (Gunromumon Accord Moke 1a IpeIN3BUKa JIEKO [TOBHIIABaHE HA KPBBHOTO
HaJsITaHe);

58



- MyckymnHa 00JIKa;
- CraBna 6oska.

Heuectn (Morar ga 3acersar o 1 va 100 gymm)

- Hucko HMBO Ha HAKOW BUIOBE O€IM KPHBHU KICTKU (HEYTpOPIm);
- JenpecuBHO HACTPOECHHUE;

- T"anene.

Penxu (Morar ga 3acersar 10 1 #a 1 000 mgyrmm)
- Pak Ha numdHaTa cucrema (Jiumdpom).

C Heu3BeCTHA 4eCcTOTa (0T HATMYHUTE IaHHU HE MOXe 1a Ob/ie HalpaBeHa OLICHKA Ha 4eCTOTaTa):
- [lepudepuu ortomy.

AKO HAKOS OT n30pOeHNTE peakiuu By 3acerHe B Mo-TeXKKa CTEIEH, TPAOBA 1a KaskeTe HAa Bammsn
Jekap.

Cho0maBaHe Ha HesKeJIAHM PeaKIuu

AKO TIOJTyYHTe HAKaKBU HEXEJIaHU JIEKAPCTBEHH PEaKINH, yBeqoMeTe Bamms nexap win hapmareBT.
ToBa BKJIIOUBAa BCUUKH Bb3MOKHHU HEOMUCAHU B Ta3M JINCTOBKA HEXKEJIaHU peakiuu. MoxkeTe ChIIo aa
CHOOLINTE HEXENAHU PEeaKK AUPEKTHO Ype3 HallMOHAIHATA CUCTEMa 3a ChoOILIaBaHe, MOCOYCHA B
IIpunoxenne V. Kato cro01maBare HeXXeIaHA PEaKIIMK, MOXKETE Jla TaJIeTe CBOSI IIPUHOC 3a
NoJy4aBaHe Ha ToBeue HH(OpMALHsI OTHOCHO 0€30IacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cbxpansBate @unroaumon Accord

[a ce cbxpaHsaBa Ha MSICTO, HEJOCTHITHO 32 ACIIA.

He usmnon3BaiiTe TOBa JIEKapCTBO CJIE CPOKaA HAa FOJHOCT, OTOE/IsI3aH BbPXY KapTOHEHATA OMAaKOBKA U
osmacrepa cien ,,l'onen no:“/,,EXP”. CpokbT Ha TOZHOCT OTTOBaps Ha TOCIEIHUS IEH OT IIOCOUYCHHS
Mecell,.

[a ce cexpanssa mox 25°C.
He uznon3Baiite 0mMakoBKH, YHAATO ISIOCT € HAPYIIeHA WIM UMAT MPU3HAIM Ha OTBapsHe.

He H3XB’pr$II>'ITe JICKapCTBaTa B KaHa/IM3alusaTa Uiu B KOHTeﬁHepa 3a JOMAalIHH OTIIaAbIIN.
Ilonuraiite Bamms q)apMaueBT KakK 1a U3XBBPJIATE JICKAPCTBATA, KOUTO BEYC HC M3IIOJI3BATC. Te3u
MCPKHU IIC CTIOMOIrHAT 34 OIla3BaHC HA OKOJIHATAa cpeaa.

6. Chbabp:xkanue Ha OIAKOBKATA M JOIIbJIHUTETHA HHpOpManus

KakBo cbabp:xa @unroanmon Accord
- AKTUBHOTO BEILIECTBO € (PUHTOJIMMOI.

- Bcesika kancyna ceabpka 0,5 mg GuHromumon (KaTo XUIpOXIOPHI).

- Hpyrute cbcTaBky ca:
Kancynno cvowvporcumo: IlpemxenaTuHU3NpaHO HULIECTE, MarHE3UEB CTeapar.
Cvcmas Ha kancynama: )xenatut, THTaHoB quokcun (E171), sxpar xenezen oxcun (E172).
Tleyamuo macmuno:_mennak (E904), mpormmnenrnukon (E1520), kanueB XuapoKCHl, 4epeH
xeneseHn okcun (E172).

Kak u3raexna @unronumon Accord U KakBo ChAbpiKa ONAKOBKATA
Spxo xbaTa HeNMpo3padHa/Osiyia Hempo3payHa ¢ pa3Mep ,,3” TBBPA KeJIaTHHOBA KarlcyJia ¢ HareyaTaH

¢ uepHo mactuno Haamuc “FO 0.5 mg” BppXy Kanayeto, ChbabpiKaiia Osi1 10 OYTH OsT Ipax.

Bcesika kancyna e ¢ ApmkuHa TpubausuTenHo 15,8 mm.
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

®dunronumon Accord e HamuueH B Oauctepu ot PVC/PVDC/anymMunuii, chabpiKkaliy mo 7, mo 28 uiu
1o 98 TBBPU KaICYIH.
ITepdopupanu 6mucrepu ¢ eauanaan 103u oT PVC/PVDC/anymunnii, chabpkamm 7 x 1, 28 x 1 wim
98 x 1 TBBpHAA KarmcyJa.

He BcHYKYM BHOBE OMAKOBKH MOTAT Ja ObJAT MyCHATH Ha Ma3apa.
IMpuTexaTtes Ha pa3pelIeHHETO 32 ynoTpeda

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est, 6* Planta,

08039 Barcelona,

Hcnanus

IIponsBoauTen

LABORATORI FUNDACIO DAU

C/ C, 12-14 Pol. Ind. Zona Franca, Barcelona,
08040 Barcelona, Mcmanus

Accord Healthcare Polska Sp. z.0.0.
ul. Lutomierska 50,

95-200, Pabianice,

TTonma

Accord Healthcare B.V.,
Winthontlaan 200,

3526 KV Utrecht,
Hunepnannus

3a gomBIHATENHA HHPOPMAIUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
TIPEJICTAaBUTEN Ha MIPUTEXKATENS Ha pa3penIeHreTo 3a ynorpeoa.

AT/BE/BG/CY/CZ/DE/DK/EE/FI/FR/HR/HU/IE/IS/IT/LT/LV/LU/MT/NL/
NO/PT/PL/RO/SE/SI/SK/UK(NI)/ES

Accord Healthcare S.L.U.

Ten: +34 93 301 00 64

EL
Win Medica A.E.
Ten: +30 210 7488 821

JlaTa Ha mocjeaHo npepasrJexkaane Ha guctoBkata {MM /I'TTT}.
Apyru n3rounnum Ha nHGopManus

IMoxpo6Ha uH(pOpMaIHs 32 TOBa JICKapCTBO € MpeIocTaBeHa Ha yebcaiita Ha EBporneiickaTa areHuust
10 JieKapcTBaTa https://www.ema.europa.cu.
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