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2. KAYECTBEH H KOJJHMECTBEH ChCTAB

Beaka ¢punmnpana tabnetka ceanpxa 14 mg Tepudmynomnn (teriflunomide).

[ToMO111HO BELIECTBO ¢ H3IBECTHO JCHCTBHE

Beska rabretka chaepxa 70,5 mg nako3a (karo MOHOXMApAT).

3a MbAHKMA CIIHCHK HA MOMOLLHKUTE BELIECTBA BHIKTE TOYKa 6.1,

3. JIEKAPCTBEHA ®OPMA
®unmupana Tabnerka (tabnerxa)

Cung, kprerna, uimapaHa tabnetka, c AHAMETHP oT 7 MM, ¢ OTNEYATAHO HA EAHATA c‘tpaﬂa
osHaueHue (,,C14”)

4. KJINHHYHHA JAHHH
4.1 TepanepTHuUHH HOKA3ARKA

TepudmyHomna 3enTuBa ¢ nokasaH 3a NeueHye Ha BB3PACTHH H AeLA HA BB3pacT Han 10 ronunm, ¢
NPUCTENHO-PEMUTEHTHA MHOMECTREHA CKIIepO3a (MOIA, HaNpaseTe crpaBKa ¢ TOuKa 5.1 3a BaHa
HH(OPMALKMA OTHOCHO MOMY/TALHATA, 38 KOATO € YCTAHOBEHA €DHKACHOCT).

4.2 Jlo3HpoBKa H HAYHH HA NPHJIOKEHHE

Jleuenuero Tpabea aa ce 3anoysa u nposexaa noj HabIIOACHHETO Ha JIEKAp C OTIMT B IUEHHETO Ha
MHOXECTBEHA CKIIEpO3a.

QO3EQOBR3

Bv3pacmuu
TIpu BB3pacTHY, NpenopLuHTENHaTa 1038 TepudmyHoMun e 14 mg BEIHbK JHEBHO.

Heduampuuna nonyrayus (6v3pacm naod 10 200unu)

Tlpn neua (Ha BB3pact Han 10 roAHHK), NPENOPBLUHTENHATA 4032 JABHCH OT TEJECHOTO TEIO:
~ Heua c TenecHo Terno >40 kg: 14 mg BefHB®kK QHEBHO.

— Heua c¢ TenecHo terno <40 kg: 7 mg BeiHbX QHEBHO.

. TepuduryHomun 3enrua 14 mg dprimupani TabneTkH He € MOAXOMALL 3 €A ¢ TEIECHO TErIo
<40 kg.

Hanuyhu ca Apyry n€KapcTBEHH NPOIYKTH, ChALPAAIIA TEPHPIYHOMHI, B NO-HHCK2 1034 (KATO

. punmupann Tabnerxun 7 mg).

Jlenara, KOMTO IOCTHTHAT CTAGIITHO TeecHO Terno Haa 40 kg TpaGea na npeMuHar Ha 14
JAHEBHO.




CneumanHy nomyjaunm

Tonynayus ¢ cmapuecxa ev3pacm
TepudutyHomun 3eHTHBA TpAGBa a ce npHIara ¢ NOBUIIEHO BHHMAHHE NPpH NaUHEHTH Ha BB3PACT 65
FOIMHH H 10BEYE, MOPaH HEJOCTATEYHO AAHHH 33 6e30MacHOCT M ePMKACHOCT.

Bvbpeuno yepexcdane

He e HeoGxoanumo xopuripate Ha 103aTa NpH NALHEHTH C JeXo, YMepeHo WK Texxo GuGpeuno
YBPEXAAHE, KOHTO HE MPOBEXAAT JHAITH3A.

He ¢ npaBena ouenka npx naimeHTH ¢ Texko GLGPeuHO yBpekaane, KOHTO NPOBEXKAAT JHATHIA,
TepugnyHoMHA e NPOTHBONOKA3AH MPH TA3H MOMyJALKA (BX, TOUKA 4.3).

Yeproopobro yspexcoane

He e HeoGxonmmo KopHrHpaHe Ha 103aTa NpH NAIMEHTH ¢ JEKO U YMepeHo 4epHoApoOHO yBpexaanHe.,
TepugpnyHoMun € NPOTHBONOKA3AH NMPH NALKMEHTH C TEXKO HepHOApoOHO yBpekaaHe (Bk. Touka 4.3).
Tleduampuuna nonyrayur (6v3pacm noo 10 200unu)

besonacnoctTa M edukacHocTTa Ha TepudITyHOMIZ IpY Jeua Ha es3pacT noa 10 roguHy He ca
ycraHoBeHH. JIMNCBAT naHHH.

3a no3upoeky nox 14 mg, Tpabea Aa ce u3noON3BaT ApPYTH (hOPMYITHPOBKH.

Hauuu Ha npunoxenne ‘
DunMHpaHKTe TabNeTKH ca IIPEAHAIHAYEHH 32 NEPOPATHO npuwnoxenne, Tabnerkure Tpadea na ce

FBATAT LENH ¢ Manko Boaa. Tepudutyrnomun 3eHTHBa MOKe 1a ce NpHeMa Che HWIH 6e3 xpana.
43 IlporEBONOKA3ARHA

CBPBXUYBCTBHTENTHOCT KbM AKTHBHOTO BEUIECTEO WM KbM HAKOE OT NIOMOIIHHTE BEILECTBA,
H30poeHH B Touka 6,1,

TNauuenTu ¢ Texxo vepHOAPOGHO yBpescrane (xiac C no Child-Pugh).

BpemenHH JeHH WH XEHH C AeTepoieH MOTEHLMAN, KOHTO He MPHIIAraT HAEKIHA KOHTPALIENILMA 1O
BpeMe Ha JIEYEHHETO C TePH(IYHOMHII H CIIE/l HETO, IOKATO TNIA3MEHHTE HUBa ca Haa 0,02 mg/l (Bx.
TouKa 4.6),

TpaGea na ce u3KHOUM GPeMEHHOCT NpEaH 3aN0YBAHE Ha JIEYEHHETO (BK. TOuKa 4.6).

Kbpmauku (Bx. Touka 4.6).

TTauMeHTH ¢ TeXKH HMYHOAeHLHTHH CBCTOAHNA, HAMpUMep CHHAPOM Ha ﬁpn,aob'u'ra HMYHHa
wegoctarsiHocet (CITHH).

TTaupeHTH ChC 3HAHHMO HAPYINCHHE HA KOCTHOMOSHLYHATA YHKUMS WM FHAYAMA AHEMHH,
NIEBKOMEHHA, HEYTPOTIEHUS WK TPOMOOLMTONEHHA,

ITaunenTy ¢ Texka akTHBHa HHGEKLHA K0 03paBABaHe (BX. TOYKA 4.4),

TMaupenTy ¢ Texka GL6peuHa HEACCTATLYHOCT, NOMIOKEHH HA AMATH3A, Thil KATO JMIICEA
AOCTATBYHO KIIHHHYEH OIHT 32 TA3M IPYNa NALHEHTH.

TanmeHTH ¢ TexKa XHIONPOTEMHEMHUA, HANPUMED NPH HePOTHYEH CHHIPOM.
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Hpocggeggnaﬂe

IIpedu nevenuemo _
Ipeau 3anouBaxe Ha NEUEHHETO ¢ TEPHDIYHOMH TPAGEA /1A CE OLEHAT:
+  KpneHo HansraHe :
*  AyanHH amuHOTpaHCepasa/cCepyMHa IIyTaMaT-nupyBar TpaHcamusaza (ALT/SGPT)
¢ TTwiHa KPBBHA KAPTHHA, BITIOYHTENHO AH(epeHupaTHo GpoeHe Ha 6eH KPhBHY KIETKH | 6poii
Ha TPOMOOLIMTHTE.

I1o epeme na nevenuemo
[o Bpeme Ha neuenmeTo ¢ TepudTyHOMHA TpsbBa Na ce MPOCHIE/ABAT:
* KpneHo HansraHe
o IlepHoau4HO NpoBepsBaHe
*  AnaHuH aMUHOTpaHC(epasa/cepyMHa ryTaMaT-HpyBat Tpancamuiaza (ALT/SGPT)

© HYepronpoGuuTe eH3umu TpAGBA Ia Ce OLEHABAT HAN-MATIKO HA BCEKH YETHPH CEAMMLH
npe3 MbPBHTE 6 MECELIA OT JIEUEHHETO H PEJOBHO CJIe]] TOBA.

o Jla ce 0OMHCIH HOMBIHHTENHO NIPOCIIEABAHE, KOTATO TePU(IYHOMHA Ce NpHnara npu
MAaLHEHTH C NIPEALIECTBALIH YePHOAPOOHH HApYIIEHHA, MPHIIAra ce ¢ APYTH NOTEHIHMATHO
XCNaTOTOKCHYHH JICKAPCTBa, WM B 3aBHCHMOCT OT HAJIHYHETO Ha KIIHMHUYHH NIPH3HALH H
CHMIITOMH KATO HEOOACHHMO TajieHe, NoBphillaHe, G0IKa B KOPEMa, YMOpa, aHOPEKCHS
HIH JKBITEHHUA #/WIH TEMHa ypuHa. YepHoapoGuuTe eH3nmu Tpabea 1a ce OLEHABAT Ha
BCCKH B¢ CCAMHLM TIPE3 MbPBHTE 6 MEceLia OT IEYEHHETO H Hal-MAJIKO Ha BCEKH 8
CEMHLIM Clie[l TOBA, B NPOTB/DKCHHE Ha 2 FOIMHH OT HAYATIOTO Ha JIEUCHHETO.

o Ilpn ALT/SGPT mexy 2 1 3 MBTH Hajl TOpHATA IPAHMIIA HA HOPMATA, NPOC/IEASBAHETO
TpsAOBa Na ce H3BBPIIBA €KECEAMHYHO. .

*  IIeiHa KpBBHA KapTHHA TPAGBA Ja Ce H3C/EABA CNOPEN KIMHHUHHTE NPH3HALH H CHMITTOMH
(nanp. HH(EKLHH) N0 BpEME HA JIEYEHHETO.

Ilpouenypa 3a yckopeHo CIMMHHHpaHe

Enumunmpanero Ha TepudmyHoMMA OT ia3mara e GaBHo. Bes NPOLEAYPa 33 YCKOPEHO ETUMHHHpPAHE
ca HeoOXomuMu cpenHo 8 Mecella 3a JOCTHIaHE HA TLTa3MEHH koHUeHTpaunH nox 0,02 mg/l, pnpexn
1€ Nopaax HHAWBHAYAIHH Pa3THYMA B KIHPEHCA Ha BELIECTBOTO, TOBA MOXKE Ja OTHEME 10 2 TOJHHH.
Ilponieaypata 3a yckopeHo elTMMUHHpAHE MOXKe Ja Ce HPHIIOKH M0 BCAKO BpEME cliefl
IPEYCTAHOBABAHE HA JIEUYCHHETO ¢ TepR(IYHOMH], (BX. TOMKH 4.6 K 5.2 3a neTaiini 0OTHOCHO

NpoLieaypaTa).
Yepuo, HH edeKkTH

Ipu nauyenTH, npuematiy TepudTyHOMHUA, ca Hab/IIOIaBAHH NOBHIIEHH: HA HYEPHOAPOOHHTE EH3HMH
(Bx. Touka 4.8). Teaut nNOBHIIEHHA Ca HACTLIWIHA [IABHO NP3 MLPBHTE 6 MECELIA OT JICYEHHETO.

ITo Bpeme Ha eyenueTo ¢ TeprbITyHOMUA ca HAGMONABAHH CTydaH Ha JIEKapPCTBEHOMHIY LIHPAHO
yepHoApoGHO yBpexnaHe (JIMUY), nouskora xkusoTosacTpamasaio. [foseuero ciryyan Ha JIMYY ca
EB3HHKHAIH ¢ BPEME 10 HAYAIOTO OT HAKOJIKO CEAMHLIM HIH HAKOJIKO MEcella Clie]l 3amoyBate Ha
nedeHHeTo ¢ TepuduyHomua, Ho JIMUY moxe 1a ce OSBM M IPH IPOIBIDKHTENHA yNoTpeba.

PHCKET 3a noBHINaBaHe Ha uepHOIpoGHHTE ensumu 1 JIMUY npu TepudmyHOMHI Moxe fa 6be no-
BHCOK ITPH NALKEHTH ¢ NPEALIECTBALO YepHOAPOGHO HapyIeHHe, CHIILTCTBALIO fCUCHHE ¢ APYrH
XeMaTOTOKCHYHH JICKAPCTBA I/HIIH KOHCYMALMA Ha 3HAUMTEIIHH KOTHYECTBa ankoxon. [Topaau Tos
TNIALHEHTHTe TPAGBA /12 GBIAT BHMMATEHO NIPOC/IEIBAHH 3a IIPH3HALIA H CHMITTOMH HA Y€PHO
YBpexIaHe.

TepanuaTa ¢ repupmyHOMH TpsibBa Ja ce MPeyCTAHOBH M Jia ¢e OOMHCM YCKOPEHa TIPOLy
eIMMHHHMPAHE, aKO HMa ChbMHEHHE 3a YepPHOAPOGHO yBpexkAaHe. AKO ce NOTBBpP/IM NOBHIL



4epHOAPOGHHTE eH3uME (MoBeue OT 3 Mo Han IopHa rpannua Ha wopmata (I'TH)), repanusra ¢
TepHIyHOMH], TPAGBA /1a Ce NPeyCTAHORH.

B cityuait na npeycTaHoBABaHE Ha JIeYEHHETO TPAOBa Aa CE NPOBEHKAT YEPHOAPOSHU HICIEABAHUA KO
HOPMAJIM3MpaHe Ha HUBATA HA TPAHCAMHHA3MTE.

XunonporeHuemug

Twii xaTo TepuduyHOMHA Ce CBBP3BA BBB BUCOKA CTENEH C TUIA3MEHHTE GEITHIIA H CTENCHTA Ha
CBBP3BAHE 3BHCH OT KOHUEHTPALHATA Ha ANGYMHH, NPH NALHEHTH C XHIIONPOTEHHEMHS, HAMPHMED
NPH HePOTHYEH CHHAPOM, CE OYAKBA ILI1A3MEHIUTE KOHLICHTPALIMH Ha HECBbPRaHUS TepudITyHOMHA fa
ca noeH1eHH. TeputayHomun He TpaGea Aa ce npunara NPH NALUMEHTH B CHCTORHUS Ha TEXKA
XHIONPOTEHHEMHA.

KpreHo Hansrane

INo Bpeme Ha neyenne ¢ TepudIyHOMUA MOSKE 18 HACTEITH MOBHLIABAHE HA KPBBHOTO HaArauHe (Bx.
TouKa 4.8). KpreHoto Hanarane TpaGsa na ce NpoBepsBa NPeaH 3alI04BAHE HA IEUEHHETO ¢
TEPH(IYHOMHA H NEPROAHYEO ciel Tora. [TOBUHIIEHOTO KPLBHO HaNATaHE Tpabsa Aa ce nekyra fno
NOAXOAANL HAYHH NpESH 3aNI0YBAHE U N0 BPEME HA IEYEHHETO C TEPUIYHOMHA,

Hudeximu

3ano4BaHeTo Ha NeueHue ¢ TepHQIyHOMHA TPIGBa Aa Ce OTIONH IpH MAUHEHTH C TEKKA AKTHBHA
HH(}EKLAA 10 HINEKYBAHETO f1.

Ipu mnaue6o-koHTponHpaHH Npoy4BaHus ¢ TepHduIyHOMHA He e HabmonaBaHo yBeIHYaBaHe Ha
CEPHO3HHTE MHPEKLMH (BXkK. TOuKa 4.8). _

Ciryuan Ha xepriec BUPYCHH MHGEKLMH, BKITIOYHTENHO OPAIeH Xepriec W Xeprec 3ocTep ca
cbobaBanH npH TepuIyHOMHA (BK. Touka 4.8), HAKOH OT TsX ca CEPHO3HH, BIIKUHTEIHO
XEPIICTHYEH MEHHKIOCHLIEATHT H XepriecHa UceMHHalMHA. Te MOTaT fa ce MOSBAT MO BCAKO BPeME B
X0za Ha JIEUSHHETO,

Ipensun uMyHOMOZy IMpawus ebexT Ha TepU(IYHOMHI, 2KO IALMEHTHT pa3BHe CEpHO3Ha
MH(eKuMA, TpAGBA 1a ce OOMHC/IH CIMpaHe Ha NIEYEHHETO ¢ TEPHGITYHOMM], a TIPeRH Bb3oGHOBARaHE
Ha TepanuaTa TpAGBa Aa C OLICHAT OTHOBO NOM3HTE H PHCKOBETE. [TopATH ABITHA NOMYXKUBOT MOXeE
Aa ce OOMHCITH YCKOPEHO e/THMHHUPAHE ¢ XONIECTHPAMHH MITH BBIVIEH,

Tauuenrure, nomysasawy repudpynomun, TpaGea na 6baar WHCTPYKTHPaHH 3 YBEIOMABAT JIEKaps
MpH NOABA HA CHMITTOMH Ha HHpekuMH. [TaupeHTHTE C AKTHBHH OCTPH HITH XPOHHYHH HHGEKLHH He
TpA6Ba 1a 3a104BAT JIE4EHHE C TEPH(NYHOMH], IOKATO HHDEKLMHTeE He 61aaT H3JIeKyBaHH.
BesonacHocTTa Ha TepHITYHOMMA NPY HHAMBHAH C IATEHTHA TyOepkynosHa HHEKUMS He e
YCTaHOBEHa, TEH KATO NPH KIHHHYHKTE U3MHTBAHHA HE € H3BBPLIBAH CHCTEMATHYHO CKPHHHHT 33
Tybepkynosa. [TauseHTHTe ¢ MONOXKHTENEH Pe3yITaT NpH CKPHHHUHT 3a TyOepkynosa Tpsbea aa 6baar
JieKyBaHH ClOpeAl CTAHAAPTHATA MEAHLHMHCKA NIPAKTHKA NMPEAH 3aMI0YBAHE HA TCPANUATA.

PecniupaTopHE peakuuy

Hma crobuienns 3a uuTepeTHumanta 6enoapobua 6onecr (MBB), kaxTo u ciyuan Ha Genonpobra
XHMEPTOHKA, NPH JIEHEHHE C TePHAITYHOMH ) BpeMe Ha II0CTMAPKETHHIOBATA YTOTpe6a,
PuckBT MoXe ia 61 NoBHILEH NPH NaLMEHTH ¢ aHaMHe3a 3a UBE.

HUBB Moxe ia ce nOSBH OCTPO M0 BCSKO BPEME Ha JIEYEHHETO ¢ pasIHyHa KIHMHHYHA KAPTHHA.

HUBb Moxe aa Gbae ¢ neraner 3xon. Hora nosBa My BIOmaBaHe Ha GenoapobHHTE CHMNTOMH, KAaTO
HaMpPHMEP yTNOpHTa KAlTHIA H IHCITHEA, MOFaT Aa CTAHAT NPHYHHA 33 PEYCTAHOBABAHE Ha
JIEYEHHETO H 32 NOHATATBLIHK H3CIEABAHHA NPH HY*Aa. AKO € HeOBGXOIMMO CNHpaHe Ha
NIeKAPCTBEHHA NPOAYKT, TpAOBA Aa ce 0OMHCIH 3amodBaHe Ha NpOLIETYPA 33 YCKOPEHO €/iH




XemaTonoruusu edekrn

HabmonasaHo e cpeaHo HaManaBaHe ¢ no-Manko ot 15% CTIPAMO H3XOQHOTO HHUBO, 3acArauo 6pos Ha
GenuTe KPLBHH KIETKH (BX. Touka 4.8) Kato npeanaska MApKA NpeQIH 3aN0YBAHE Ha JICYCHHETO
TpAGBa Ja MMa CKOPOILHO M3CIIEABAHE HA ThIIHA KPbBHA KAPTHHA, BIUTIOMHTETHO IrQepeHUMaTHO
6poeHe Ha GeuTe KpLBHM KeTKH 1 6poit TPOMGOLIATH, KAKTO U M3CIIENBAHE HA IThIHA KpbBHa
KapTHHA O BPEME Ha JICYCHHETO NPH HEOOXOAHMOCT CIIOpPell KAHHHYHHTE PH3HALH ¥ CHMITOMH
(HanpumMep HHEKLMH).

Itpu natwenTy ¢ npenwecTsaua aHEMMs, IEBKONEHMA W/HWIH TPOMOOLMTONEHNS, 4 CHLIO H npu
NALMEHTH ¢ HAPYIEeHa PYHKIMA Ha KOCTHHA MOIBK HITH IPH TAKHBA C PHCK OT NIOTHCKAHE HA KOCTHHA
MOIBK, PHCKBT OT XEMATONOTHYHH HapyILIeHHs € No-BHCoK. [Ipy Bb3HMKBAHE HA TakHBa edexTy
TpAGBa Aa ce oOMUCIH NpoLEYPATA 32 YCKOPEHO ETHMHHHpPAHE (BXK. No-rope) 3a HaManABaHe Ha
M1a3MEHHTe HUBA Ha TEPHITYHOMM.

B ciyuan Ha TeXKH XEMaTONOMMUHH PEAKUMH, BIIIOUHTEIHO TAHLMTONEHHS, TEPHGITYHOMHI H BCAKO
CBILTCTBALO MHENOCYNPECHBHO JieueHHe TPSOBa a ce NPEYCTAHOBAT M J1a ce OBMHCIH
MPHIOKEHHETO Ha MPOLEAYPA 32 YCKOPEHO ETHMHHHDPAHE HA TEPHDITYHOMMA.

KoxHu peakunn

CrobiuenH ca cyqan Ha CEPHO3HH KOXHH PEAKLMH, IOHSKOTA C JIETAAEH M3XOZ, BKIIOYHTE/HO
cHHApoM Ha Stevens-Johnson (SJS), TokcHuHa enuaepmanta Hekponmnsa (TEH) u nexapcteena
peakums ¢ €03uHO(UINA H cHeTeMHM cumiTromH (Drug Reaction with Eoseinophilia and Systemic

Symptoms, DRESS) nipn ynotpe6a Ha TepudmyHoMuA.

AKo ce HabnroaBaT KOXKHY H/WIH TMIrABHYHH PEaKLMH (YALEpPO3eH CTOMATHT), KOHTO TIpeIM3BHKBAT
CBMHEHHE 38 TEXKKH NeHEPANTHIHPaHK KOXKHH PEakLHH (CHHAPOM Ha Stevens-Johnson, TokcH4na
CMHACPMATIHA HEKPO/IH3a - CHHAPOM Ha Lyell wnu nexapcTbena peakumsa ¢ €03MHOQIWIHA H CHCTEMHH
CHMIITOMH), TEPH(ITYHOMHA M BCAKO APYTO BB3MOXKHO CELP3AHO ¢ T3 peakuH nevenue Tpabea na
Ce NpeycTaHOBAT H He3abaBHO Aa Ce NPHIIOKH YCKOPEHa NpPOLeypa 3a ellMMHHKpaHe. B rakuga
CITy4au NpH NaLUMEHTHTE He TpAGBa 1a MMa MOBTOPHA EKCIIO3HLMA Ha TePHDIYHOMMA (BXK. TOUKA 4.3).

Hpu ynotpe6a ra Tepudnynomnn ce crobiasa 3a HOBA NosBa Ha NCOPHA3HC (BIJTIOUHTENHO
TIYCTYI03€H NCOPHA3KC) M BIIOILIABAHE Ha CHILECTBYBaLI OT NpeaH ncopaske. Moxe na ce obMucH
TpeKpaTABaRe HA JICUEHHETO H 3aN04BaHe Ha MPOLEAYPA 38 YCKOPEHO ETHMHHHpPAHE, KATO Ce B3eMe
npeaBua 3a6019BaHETO Ha NALMEHTA 1 MEAHLIMHCKATA 8HAMHE3A.

Ipn nauueHTH, NeKyBanu ¢ TePHOIYHOMH, € NOTEHLHATHO BE3MOXKHO J1a Ce NONBAT KOKHH A38H
3a3/paBABAHETO Ha PAHHTE 1a € N0-6aBHO. AKO HMa ChMHeHHe, Ye 06palyBaHa KOXHA A3B4 €
CBbP3aHa C MPHEMA Ha TEPHQUTYHOMUJ, aKO KOKHHTE A3BH MEPCHCTUPAT BRIPEKH NOAXOAAILIA
TEpaiiHA HIH 8KO MMA BUCOK PHCK OT HapyIIEHO 3a3paBsBaHe HA PAHM Clie] onepaliid, oGMuceTe
NpeyCTaHOBABAHE Ha MPHEMA HA TEPHGUTYHOMHJL U MPUIAraHe Ha NPOLIEAYPA 33 YCKOPEHO
CTHMHHHpaHE Ha 11exapcTBOTO. PetieHneTo 3a Br306HOBABANE Ha NpHeMa Ha TepHdAYHOMNUA Tpabara
Aa c¢ OCHOBABA Ha KIIHHHYHA NMPELIEHKA OTHOCHO a[EKBATHOTO 343/PABABAHE HA PaHH.

IHepn HA HEBPOMATHA

[pn natmenTy, npuemaiy TepudiTyHOMHA, BMa CHOOLIEHHR 33 ClTyMaH Ha nepudepHa HEBPONATHA
(8. TouKa 4.8). TToBeweTo naumenTH ca MManK nonoGpeHne cres [peyCTAHOBABAHE HA JIEYSHHETO C
Tepr¢yHOMHA. PerucTpupana ¢ obaue WHpoka BAPHAGHIHOCT B KpaiiHua M3xo1, HanpEMep npH
HAKOH NMALIHEHTH HEBPOTIATHATA € OT3BY4aJla, & MPH APYTH NALMEHTH CHMITTOMHTE Ca MEPCHC
AKO MallMeHT, npyeMall, TepHGITYHOMH], pa3BHe NOTBLpAEHA nepHdepHa HEBPONaTHA, TPA
OGMHCIIH NIPEYCTAHOBABAHE HA TEPAIHATA C TEPH(ITYHOMH H H3BLPILBAKS Ha npouexyp
YCKOPEHO eJTHMHHHpEHE.




BakcHHaLus

JlBe KNMHHYHH MPOYYBAHHA CA MOKA3AIH, e BAKCHHALMHTE KbM HHAKTHBHP&H HEOAHTHreH (IThPBa
BAKCHHALAA) WM BEYE CPELiaH AHTHIEH (TIOBTOPHA €KCTIOBHIIMA) ca 6e30MackH H edexTHBHK O
BpEME Ha JIEYEHHE ¢ TepuTyHOMI. YoTpeGaTa Ha XHBH ATEHIOUPAHH BAKCHHH MOXE 18 HOCH pHCK
OT MH()eKLIMK H cnienoBaTenHo Tpabea aa ce H3Garea.

HM!HOC!!!ECHBHH HIIH HMYHOMOYJAHPAUTH Tepanyuy

Toi kaTo NedIyHOMHA € HIXOAHOTO CheaMHEHHE HA TEPHAITYHOMK, He ce NPenopLYBsa ChbIBTCTBALLO
NPUIOXEHHE Ha TepHGITyHOMHI H IedmyHOMHIL.

CBITBTCTBAINO NPHIIOKEHHE C AHTHHEOILIACTUYHH H HMYHOCYIPECHBHH TEparHH, H3NON3BAHH 3a
neqenre Ha MC, He e ouenssano. [poyusanus 3a 6e30nacHOCT, NpH KOUTO TepHpIYHOMUA €
NpHAAraH CBITETCTBALIO C HHTEPPEPOH GeTa WIIH ¢ IMAaTHPaMEepOB ALETAT 38 CPOK A0 ERHA FORMHA, He
€a NOKa3ani HAKAKBH KOHKPETHH ChoOpaskeHHd 3a 6e30MacHoCT, HO e HaGMoNaRAHA MO-BUCOKA
HECTOTa Ha HEXETAHHTE PEAKLIMH B CPABHEHHE C MOHOTEpaNTHATa ¢ TepudIyHOMHS. JBIrocpounaTa
GedonacHocT Ha Te3H kOMGUHALMH NPH IEUEHHETO HA MHOMKECTBEHATE CK/IEpO3a HE € YCTaHOBEHA.

IIpemunaBaHe KbM/MNH OT JIcYeHHE & TepHpITYHOMNHA

Ha Gazara Ha KNTHHHYHUTE JaHHH, CBBP3IAHH CBC CHITETCTBALLOTO NPWIOKEHHE Ha TEPUPIYHOMHI ¢
MHTEpdEPOH GeTa WM € raTHPaMEPOB ALIETAT, HE Ce H3HCKBA NEPHOA Ha M3YAKBAHE TNPH 3aN04BaHe
Ha TepHGUTyHOMHA ciiel HHTEphEepOH GeTa WIH IIaTHPaMEPOR ALIETaT, Wi TIPH 3anOYBAHETO Ha
HHTepQepoH GeTa WK raTHpaMepoB aueTaT e TepHGIYHOMMA,

TNopanu aBArus nomyKHBOT Ha HATANKH3YMal, €AHOBPEMEHHA EKCTIOMLMA, H CIEIOBATENHO HMYHHH
eeKTH, MOraT /la HACTBIBAT 10 2-3 Mecelia e/l NPeyCTAHOBABAHE HA HaTanuzyMmal, ako
MPHIOXKEHHETO HAa TepHAYHOMHA € 3ano4Hano seanara. Iopank ToBa € HEOBXOIMMO MOBHILIEHO
BHHMaHH€ MPH MPEMHHABAHE Ha NALMEHTHTE OT HaTAIM3yMab Ha TepudTyHOMAA.

B13 ocHOBa Ha NoTyMBOTA Ha GHHTONKMOZ, 38 U3YHCTBAHETO MY OT LIHPKYJALHATA € HeoOX0oaHM
NEPHOA OT 6 ceMuLH Ge3 eycHHe, a 3 BHICTAHOBABAHE Ha THMOLMTHTE B HOPMAITHHTE HM
rpaHHLH e HeoOX0aHM nepHo OT | 10 2 Mecena CJieMl NPEYCTAHOBABAHE HA JIEYESHHETO ¢
¢uHronumon. 3anousaneTo Ha TepuQYHOME NPe3 TO3H TIePHOA LLE MMA 3a Pe3yJITaT ChNBTCTBALIA
eKCno3uLuA Ha puHronnMon. Topa Moxe Na fJoBefe O afMTHBEH edexT BbPXY HMYHHATa CHCTEMA,
no'pa.tm KCOE€TO CC HaJlara rnoBHULICHO BHHMAaHHE.

Ipy nauprentnn ¢ MC menmaHaTa Ha ty2. € Guna npubnusurenno 19 auu cnen MHOFOKPAaTHO
NPUNOXKEHHE Ha J03H OT 14 mg. Ako ce B3eme perieHHe 3a NIPeyCTAHOBABAHEE HA TEYEHHETO C
TEPH(ITYHOMHA, NIPe3 NEPHOAA, PABEH Ha 5 NOMYKHBOTA (MPHOIH3HTENHO 3,5 Mecela, HO MOXKe H 18 €
NO-ABLILE NIPH HAKOH MALMEHTH), 3aTI04BAHETO HA APYTH TEPANHH 1L HMA 33 PE3YNITAT CHITHTCTBALIA
€KCNO3ULIMA Ha TepumyHomua. Tosa Mosxe aa JoBele N0 AANTHBEH eeKT BLPXY HMYHHATA CHCTEMa,
NOPAJH KOETO C& Hanara NOBHLIEHO BHHMAHHE.

Binsnne Bupxy onpesienaHeTo Ha HUBATA Ha HOHH3HPAH KANLUAH

Bb3M0KHO € H3amMepBaHeTo Ha HUBATa Ha HOHM3MpaH KALWMi A8 NOKaKe damuueo NOHWkKeHn
CTOHHOCTH NPH JieueHHe ¢ NedIyHOMHI WWIH TepudyHOMH (aKTHBHIAT MeTaGoTHT Ha
nedTyHOMHA) B 3aBHCHMOCT OT BH/18 Ha H3NOI3BAHUS aHanH3aTOp Ha HOHH3KWpaH kanumii (Hanp.
KpBBHO-Fa30B aHanusaTop). [lopaxu ToBa NpH MalmMenTHTe, NEKyBaHH ¢ TeGIYHOMHI WIH
TepudayHoMun, € HeoGX0aMMO Na Ce MPOBEPH OCTOBEPHOCTTA HA HIMEPEHHTE NOHINEHH HHBA Ha
HoHW3MpaH Kanumii. B cyuail Ha CEBMHHTENTHU Pe3ynTaTH ce npencphyBa 4a ce onpeneny obuwar:
KOHLIEHTpallHg Ha AI0YMHH-KOPHTHPaH KanLwil B cepyma.




[NeanaTpyuna nomynaims

Hauxpeamum

B neanaTpHuHOTO KIMHHYHO H3NUTBaHE ca HAG/MIONABANH CITy4au Ha MAHKPEATHT, MOHAKOra OCTHP,
NpPH NAUHEHTH, NOMTy4aBalH TepHdIyHOMHA (BX. Touka 4.8). KNHHHYHKTE CHMITTOMM BK/IIOMBAT
KopeMHa Gonka, rasese w/uin nospbitake. [IpH Te3n NalMeHTH cepyMHATa aMIJlasa M Mnasa ca
Sunn nosuwwenH. Bpemeto 3a nosea Bapupa oT HaKoNKO Mecewa 10 TPH TOAHHH. [TauneHTnTe Tpsbea
Aa 6BAaT HHPOPMHPAHM 32 XAPAKTEPHHTE CHMITTOMH HA NAHKPCATHT. IIpn cbMHeHHe 3a naHKkpeatHT
TpA0Ba J1a ce H3CNEABAT MAHKPEACHHTE EH3HMH H CHOTBETHHTE naGopaTopHu nokazarenn. Ako ce
NOTBEPAKM HATHYHE HA MAHKPEATHT, TepHQITYHOMHN TPAGBA /1A Ce NMPEYCTAHOBH H 13 Ce 3ano4He
Npoueaypa 3a yCKOPEHO eIHMHHHpaHe (BX. Touka 5.2).

JlakTo3a

Tsit kato TepudmyHomua 3eHTHBa TabneTky CHOBPIKAT NAKTO3A, NAUHEHTH ¢ PelKH HACNEACTBEHH
npofneMH Ha ranakTo3Ha HEMOHOCHMOCT, ITHJICH JIAKTa3eH AeQHUHT HTH IIOKO30-TaNaKTO3Ha
Manabcopbuns He TpGBa Na MpHEMAT TO3M NEKAPCTBEH MPOYKT.

Harpuii

Tosa siekapcTBO ChABLPXKA NO-MaIKo oT 1 mmol HaTpuii (23 mg) Ha Tabnerka, T.e. NPAKTHYECKH He
CBALPKA HATPHIA. -

4.5 BsarmoaelicTBHE ¢ IPYrA JIeKapCTBEHE NPOYKTH H Apyrd GopMhu Ha B3aEMOJelicTBHe

DapMaKOKHHETHYHH B3aHMOJESHCTBHA Ha ODYTH BELIECTBa ¢ TepudIyHOMHA

OcHoBHMAT MBT Ha GHOTpancHOpPMaLA Ha TEPHOITYHOMH € XHOPONH3A, @ OKHCIIEHHETO ©
BTOPOCTENEHEH ITBT.

Mownu undyxmopu na yumoxpom P450 (CYP) u na mpaxcnopmepume

CeNBTCTBAOTO MHOMOKPATHO NPHNOXeHNAE Ha 034 (600 Mg BEAHEK AHEBHO B Npoab/KeHYe Ha 22
nuu) pudamnuune (MHaykrop Ha CYP2B6, 2C8, 2C9, 2C19, 3A), KaKTO H Ha HHIYKTOD Ha
eduykcHuTe TpancnopTeps P-rnukonpotens [P-gp] u NpOTEHH Ha PE3HCTEHTHOCT Ha Pak Ha r'bpaaTa
(Breast cancer ressistence protein, BCRP), ¢ repudymyromuz (70 mg eAHHHUYHA [103a) € JOBENIO A0
HamanaBaHe NpubnusuTenHo ¢ 40% Ha eKCIO3HUMATE HA TEPHIYHOMHA. PudamoHums u apyru
H3BECTHH MOLUHH HHIYKTOpH Ha CYP 1 TpaHcnoprepuTe, kaTo HanpuMep KapGamaseuH,
(peroGapGuran, GeHHTOHH M KBAT KAHTAPHOH, TPAGBA 1A Ce NPHAAraT C NOBUIIEHO BHUMAHUE MO
BpeMe Ha JIEUEHHETO ¢ TepudIyHOMMA,

Xorecmupamur unu axmueen gvenen

Ipeniopbysa ce nauxeHTHTE, NpHEMalH TepHDTYHOMIA, A2 He ObaaT NEKyBaHH C XOJNECTHPAMHH WK
AKTHBEH BBITICH, OCBEH AKO HE CE LIEJIH YCKOPEHO eJIMMHHHpaHe, Thi KaTo ToBa BOaM 10 61p30 i
3HAYHMO HEMAJIABAHE Ha IUIa3MEHAaTa KOHLEHTpaLma. CMATA Ce, Y& MEXAHHIMET € CBbp3aH ¢
NpeKbeBaHe Ha eHTEPOXENATAIHAA KPbroBPaT W/HIH ¢ raCTPOMHTECTHHAJIHA JHAJIH3a Ha
TepudITyHOMHA, '

DapMakOKHHETHYHH B3aUMOJeHCTBHS Ha TepUDIYHOMKU] ¢ JpYrY BellecTBa

Epexm na mepughnynomuo evpxy cybempamu na CYP2C8: penaznunud
Hanuue e nosumasane Ha cpeanata Cmyx 1 AUC (Ekcnosuums mwiom nox KpHBATA) HA PenarIMHu
(cvorsetHo ¢ 1,7 U ¢ 2,4 msTH) cien MHOTOKPaTHO NPHIIOXEHHE Ha TePHPIYHOMMA, KOETO MOKa3Ba,
ue TepuIyHOMMA € HHXHOHTOp Ha CYP2C8 in vivo. TTopanu ToBa € HEOOXOAHMO TOBHILEHO
BHHMAHHE NpH ynotpeda Ha NeKapCTBeHH NPOAYKTH, KOHTO ce metabonuzupar or CYP2CS,
HanpHMEp penariHHWA, TIAKITHTAKCE, MHOMIMTA30H HITH POSHIJIHTAIOH, [0 BPEME Ha Jiey
TeprHQIYHOMH,




Egexm na mepughaynomud evpxy nepopannu xonmpayenmueu: 0,03 mg emunurecmpaouion u 0,15 mg
negonopzecmpen

Hanunue e nosuasane Ha cpesrata Coax 1 AUCo24 HA eTHHHNIECTpaanon (CeoTBeTHO 1,58 1 1,54
mbTH) # Ha Crax # AUCo.24 Ha neBoHOprecTpen (choTBetHO 1,33 1 1,41 ITBTH) CJIeJl MHOTOKPATHO
NpHNOXeHHe Ha TepudyHoMHA. Bripexn ye He ce ouakea TOBa B3anMozelicTBHe Ha TepudyHOMHA
72 HMa HeONATONPHATHO BIMSHHE BLPXY eHKACHOCTTA HA EPOPATHHTE KOHTPALICITTHRH, TOBA
TpaGBa Aa ce uMa npeaBua npu H3BOPa H ARANTHPAHETO HA JTEYEHHETO C NepepaiHA KOHTPALIEITHBH,
KOHTO C€ H3M0/I3BAT B KOMGHHALINA ¢ TepUQUIYHOMHA,

Egpexm na mepugpnynomud evpxy cybempamu na CYPIA2: xogheun

MHOrokpaTHo NpunoKeHH 1031 TepHOITYHOMHA HAMANABAT cpentara Cuax # AUC Ha kodenna
(cyBerpar Ha CYP1A2) choteetHo ¢ 18% u 55%, kxoero Npeanonara, 4e TepHQIyHOMH]], MOXKe 73 e
cnab uaaykrop Ha CYP1A2 in vivo. Tlopanu ToBa nekapcTeeHn NPOIXYKTH, KOHTO ce MeTaboNH3upar
ot CYP1A2 (kato HanpuMep AyJIOKCETHH, aJI0CeTPOH, TeOQHUNKH M TH3AHHAMH), TpAGBa Ja ce
H3MOA3BAT BHUMATEJHO MO BPEME Ha JIEYCHHETO C TEPHITYHOMH, Thi KATO TOBA 61 MOMIO A3 OBEJE
AC HaManABaHE HA eYUKACHOCTTA HA TE3H JIEKAPCTBEHH NPOAYKTH,

Eghexm na mepugpnynomud evpxy sapgapun

MHOrokpaTHOTO NPHIOKEHHE HA 1O3H TepHQITYHOMHI He € HMAI0 ebeKT BLPXY (apMaKoKHHeTHKaTa
Ha S-apdapuH, KOETO NMOKa3Ba, Ye TEPUPIYHOMES HE € HHTO HHXHOMTOp, HHTO HHAYKTOP Ha
CYP2C9. HaGmonasano e oGaue namaneHne ¢ 25% Ha MUKOBHTE CTOMHOCTH Ha MEKIYHAPOAHOTO
HOPMAIIH3HPaHO CHOTHOLEHHE (INR) NpH chIBTCTRAILO NPHIIOKEHHE HA TEPHBIYHOMUI K Bapdapun
B CPaBHCHHE CHC CAMOCTOATENIHOTO NPHIOXkeHHE Ha BapdapuH. Iopaau Toea npH cHIETCTRALIC
MPUNOcKEHHE Ha BAPQApHH C TEPHGIYHOMHA CE NPENOPLYBA BHHMATENHO MIPOCTEAABAHE H
Habmozenue na INR. ' :

Eghexm na mepugnynomuo evpxy cybempamu na mpancnopmepa Ha opzanuynu ansornu 3 (Organic
anion transporter 3, OAT 3):

Hanmnue e noeuiwasane Ha cpeanata Coa H AUC Ha uedaxnop (chotsetno ¢ 1,43 u ¢ 1,54 nbTi) cren
MHOIOKPATHO NPHJI0KEHHE Ha TEPH(IYHOMHA, KOBTO NPE/NIONara, Ye Tepu(IyHOMH € HHXHOHTOP
Ha OAT3 in vivo. Tlopaau ToBa ce npenop4Ba MOBHLIEHO BHMMAHHE, KOTaTO TepupAYHOMMA ce
nphiara eAHOBPEMEHHO Che CyGeTpath Ha OAT3, kato Hanpumep uedaiutop, GeH3UIMEHHUUIHE,
LMOPOGIIOKCALMH, MHIOMETALHH, keTonpodeH, hypozemua, LHMETHANHH, METOTPEKCAT, 3UAOBY/IMH.

Epexm na mepupnynomud evpxy cybempamu na BCRP w/unu cybcmpamu na noaunenmuou Bl u B3,
mpancnopmupauu opzanuyru anuory (OATPIB1/B3): :

Hanuue e nosuwasane na cpennata Cuax # AUC Ha po3yBacTaTuH (CHOTBETHO 2,651 2,51 meTH) cnen
MHOTOKPATHO NPWIOkKEHHE Ha 103K TepudutyHomna. Toea nosulaBane Ha IIa3mMeHATA EKCO3HIMA
Ha pO3yBacTaTHH, 0Gave, He € OKAa3aNo ABHO BAMAHHE BLPXY AKTHBHOCTTa Ha HMG-CoA penykrazara.
Ipenoprbusa ce HamanaBare ¢ 50% ua f03aTa Ha Po3yBACTATHH NPH CHITBTCTBALIOTO MY MPHIOKEHHE
¢ repudryHomua. Ilpu ocraHanure cy6etparu Ha BCRP (Hanp. MeTOTpexcar, TONnoTekaH,
cynacanasum, AayHOpyGHLIMH, nokcopyOHLHH) 1 ceMelicTBoTo Ha OATP, ocobeHo HHXHOUTOpHTE Ha
HMG-Co penykrazara (Hanp. CHMBACTaTHH, aTOpBACTaTHH, NMPABACTATHH, METOTPEKCAT, HATETTHHUA,
penaraHHKuA, pUGAMIHLMH), NPH CHITETCTBALIO NPHIOKEHHUE ¢ TepHAUTYHOMUI € HeODXOAHMO
MOBHLUCHO BHHMaHHe. [laumenTrTe Tpa6Ba da ce Npoc/ieNARAT BHUMATENHO 33 NPH3HALM H CHMITTOMH
Ha MPCKOMEPHA EKCMO3MLIHA Ha TE3H JIEKAPCTBEHH NPOXYKTH H 14 ¢ oGMHCIH HAMAABAHE Ha
TAXHATa Jo3a.

4.6 ®@epraamTer, GpemMenHOCT A KhpMeHe

Ipunoxkenue npn Mobke

Tlpuema ce, ye pHCKET OT MeAMMpaHa OT MBkKa eMOGPHODETANHA TOKCHYHOCT 110 BpEMe Ha JI
TepH(IyHOMHI € HIUCBK (BXK. Touka 5.3).




BpementocT

Hma orpaHnyeHn naHHH ot ynotpebara Ha TepHduryHoMHA npi 6peMeHHH xEHH. TTpoyuBanuaTa npy
AMBOTHH MOKA3BAT PENpPONYKTHBHA TOKCHYHOCT (BXK. TOYKa 5.3).

TepudnyHoMua Moxe Aa MPEAMIBHKA CEPHOIHH BPOAeHH AetheKTH, KOTaTO Cce NMpHNara no BpeMe Ha
6pemeHHocT. TepHyHOMHA € POTHBOMOKA3AH 11O BpeMe Ha OpeMeHHOCT (BXK. Touka 4.3).

XKeHure ¢ aeTepoAEH ROTEHUHAT TPsOBa Aa W3NOM3BAT edeKTHBHA KOHTPALIENILMA O BpeMe Ha
NEYEHHETO M clie]] NeYeHHeTo, IOKATO IIa3MEeHaTa KOHLIGHTpauMa Ha TepudumyHoMHy e Haa 0,02 mg/l.
TTpe3 To3u nepuon xeHuTe TpAOBa Aa 0OCHAAT ¢ AEKYBALINA JieKap BCHIKH CBOH HAMEpEHHS Nia crpat
WIH J1a IPOMEHAT KoHTpaLenuuara. Jeuara ot *eHCKH N0 H/WIH poAHTENTe/ noaralyre rpHxH 3a
Jella OT JKeHCKHM non Tpabea fa 6eaaT HHGOPMUPAHH 38 HEOGXOAUMOCTTA [1a Ce CBBPIKAT C
JIeKyBallMA JIeKap, cfie]l KaTo NETETO OT XKEHCKH 101 Ha JieveHne Ha TepHGIyHOMMA TIOJYYH
meHcTpyalus. Heobxoaumo € na ce npoBeae KOHCYNTALHR HA HOBHTE NMALMEHTH C JETEPOACH
NOTEHUHAN OTHOCHO KOHTPALEITLIHATA H NOTEHUHANHHA PHCK 2a 1ioAa. Tpabea na ce obmucnH
Haco4YBaHe KbM THHEKOJIOT.

[MaimenTHTe TpAOBa Na GbLAAT HHCTPYKTHPAHH N2 NPEYCTAHOBAT TepH(IyHOMHI W He3abaBHO Aa
YBEZOMAT JIEKapA C LieJl H3BBLPLIBAHE HA TECT 3a OpeMEHHOCT, aKO HMa HAKakBO 3abaBsHe Ha
MEHCTpYaLMATA WK APYTH PHYHMHH Jia ce NOA03HPa 6PEMEHHOCT, KaTO NPH NOJNOXKHTENEH Pe3yITaT
OT M3CNIE/IBRHETO IEKAPAT ¥ NAIMEHTHT TpAGBa Aa o0chAAT pucka 3a OpeMeHHOCTTA. BR3MOXKHO €
6Lp30TO HaMaNsABAHE HAa HUBOTO Ha TepHGIYHOMMI B KPBBTA, Upe3 NPHIAraHe Ha ONyUcaHaTa no-aoay
npoueaypa 3a YCKOPEHO €NTHMHHHPAaHE, NPH MbPBOTO 3aKbCHEHHE HA MEHCTPYalUMATa, Aa JOBEAE 10
HaMansBaHe Ha pHCKa 3a deTyca.

IMpu xkeHH Ha neyeHue ¢ TEPHPITYHOMH, KOHTO XKeAanT Aa 3abpeMeHesT, MPUNOKEHHETO Ha
nexapcTReHUR NPOAYKT TpsbBa Na Obe CNPAHO KATO e NPEenopLYBa H NMPONEAYPa 33 YCKOPEHO
e/IMMHHHpAHE, ¢ Uea no-6sp30 AccTHraHe Ha koHUeHTpawaa noa 0,02 mg/l (Bwkre no-gomy).

AKO He ce NPHIOKH NPOLEAYPA 33 YCKOPEHO eTHMHHHPAHE, MOXE JIa C¢ OYaKBa IU1a3MEHOTO HUBO. Ha
TepudyHoMun na octane Haj 0,02 mg/l B npoatikerne Ha cpeaHo 8 Mecella, HO NPH HAKOH
NaluHeHTH € Bb3MOXHO A2 ¢a HeoOXOAUMH 10 2 rOAHHH 3a AOCTHraHE Ha ILNa3MEHA KOHLEHTpaLms
noa 0,02 mg/l. INopaxn ToBa iazsMeHaTa KOHLIEHTPALMA Ha TepudTyHOMHA TpAORa J1a ce H3MEPH,
MPEAH KEHATa Ja NpaBH ONHTH 3a 3abpemenanane. Cliea KaTo ce YCTAHOBH, 4e [Ia3MeHaTa
KOHUEHTpaLMa Ha Tepudmyromun e noa 0,02 mg/l, TpaGea na ce M3IBLPIIM NOBTOPHO H3MEPBAHE Ha
TU1a3MEHATA KOHLIEHTPALMA ¢iedl HHTEpBAl OT MHHUMYM 14 IHH. AKO H ABeTe IU1a3MEHH
KoHueHTpaun ca nox 0,02 mg/l, He ce ouakBa puck 3a (petyca. :

3a AomMBIHHTENHA HHPOPMALMA OTHOCHO H3CNIEABAHETO HA IPOOH, MONA, CBBPKETE CE C MPHTEXKATENA
Ha pa3peleHHeTo 3a YnoTpe0a UK ¢ HEeroBMA JIOKANICH NpecTaBHTe (BXK. Touka 7).

Ipoyedypa 3a yckopeno enumunupare

Cnepn npeycTaHOBABAHE Ha JIEYEHHETO ¢ TepH(ITYHOMMA:

*  MpHnarace xojJectupaMus 8 g no 3 meTH JHEBHO 3a neproa ot 11 auu. B cnyyaii ye
XonecTHpaMHH 8 g Tpu MBTH AHEBHO He ce NoHacs Jo0pe, MoXKe [a ce NPUIOKH XONECTHPaMHH 4
g TpH IThTH AHEBHO; '

*  aNTepHATHBHO ce npuiara 50 g akTHBeH BBIJICH HA npax Ha Bceky 12 yaca B mpogbkeHue Ha 1]
JHHU.

.Cnen BcAKa OT ABETE ANTEPHATHBHH MPOLIENYPH 38 YCKOPEHO eTHMHHHpaHe obade ce H3UCKBa H
BepubHUHpaHe Ypes 2 OTNENHH TECTa Npe3 HHTEPBa OT Halk-Manko 14 AHH, KAKTO H [IEPHOA Ha
M34aKBaHE OT EAHH K NOJOBHHA MECELIA MEXIy MBPBATA NOABA Ha Na3MeHa KoHUenTpauus noa 0,02
mg/l ¥ oILIOkKAAaHETO.

Kakto xonecTHpaMuH, Taka U aKTHBHHAT BBITIEH HA Npax, MOTaT 1A MOBAHAAT BLPXY abcopOLpsTaoH m
] ] : C:',\

€CTPOr€HHTE H NPOreCTOrCHHTE 0 CTENCH, Y€ 1A HE MOXKe J1a CC rapaHTHpa HaacKaHa KO
¢ Nepopaiii KOHTPALICNTHBH B NICPHOAA HA MPOLEAYPaTa 38 YCKOPCHO CIMMHUHHPAHE C XQ
HIIH AKTHBEH BBITIEH Ha Npax. I'Ipenoprbqna CC MPHNOXKEHHE HA ANTCPHATHEBHH METOH 3a

KOHTpaLEnLHA.
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Knpmene

[TpoyuBaHus NPH )KMBOTHH MOKA3BaT eKCKpeLs Ha TeprduyHoMua B Maskoto. TepudyHomun e
NPOTUBOIOKA3aH Mo BpeMe Ha KbpMeHe (BxkK. Touka 4.3).

depTuaurer

JlaHHMTE OT NPOYUYBAHUS NPH KUBOTHHU He NMOKa3BaT eekT BbpXy depTHinTeTa (BK. TOUKa 5.3).
Bbiipeky ue IMNCBAT JaHHH NPH XOpa, He ce 04aKBa eeKT BbpXY (epTUIINTETA NPH MbKE U JKEHH.

4.7 EdexkTtu BbpXy cnocodHocTTa 32 modupane u pabora ¢ MAIIHHA

TepudayHomua 3eHTHBA He NMOBIUABA M NOBIHABA NPeHEOPERKMMO CIIOCOOHOCTTA 3a WodHpaHe U
paboTa ¢ MallKHH.

B cnyuaii Ha He)KeNnaHW peakllMu, KaTo HanpuMep 3aMaiBaHe, KoeTo ce cbhoOLiaBa npu JieuiyHOMH,
KOETO € U3XOJHOTO BELLECTBO, MOXKE /1a € HApYLIEHA CnOcOOHOCTTA Ha NALMEHTHTE 33 KOHLEHTpaLus
M aJieKBaTHa peakius. B TakuBa ciayuau naupeHTHTe TpsAaOBa /1a ce Bb3IbpXKaT OT WwodHpaHe U padoTta
C MallIHUHH.

4.8 HexeaHH JIeKAPCTBEHH PeaKIHH

0O06o0wenue Ha npodmna 3a GezonacHoOCT

Haii-uecTo cboblaBaHUTE HEKENAHN PeakUMH NPH JieKyBaHuTe ¢ TepuduyHomua (7 mg u 14 mg)
nauxeHTH ca: rnasobonue (17,8%, 15,7%), nmapus (13,1%, 13,6%), nouien ALT (13%, 15%),
ragese (8%, 10,7%) n anoneuus (9,8%, 13,5%). Haii-o6wo, rnasobonueTo, anapusra, raieHeTo U
aJoneuuaTa ca JIeKH J10 YMEPeHH, NPEXO/IHH H PAJIKO ca BOAWIH 10 NPpeKpaTiaBaHe Ha NeYEHHETO.

TepudayHomua e ocHOBHHAT MeTabonuT Ha nedayHomua. INpodunst Ha Ge3onacHoCT Ha
nedIyHOMMA NPH NaLUMEeHTH, CTPAJALLIM OT PEBMATOM/IEH apTPHT MM NMCOPHATHYEH apTPHUT, MOXKe J1a €
CHOTHOCHM TPH MpeanucBaHe Ha TepuayHOMHA Ha naimenTH ¢ MC.

TabnauueH cNMCHK HA HEXKEJIAHWUTE PEaKLIUH

TepudnyHomua e uscineasas npu obuio 2 267 nauueHTH ¢ eKcrno3uums Ha TepuduiyHomu (1 155 Ha
tepudaynomua 7 mg u 1 112 va tepudayHomua 14 mg) BeiHbK JTHEBHO NPH MEIHAHA Ha
NPOABHKUTETHOCT OKOJ10 672 1HK B YeTHpH nnauebo-koHTpoaupanu npoyusadus (1 045 u 1 002
NalHeHTH CbOTBETHO Ha TepH(IYHOMHA 7 mg 1 14 mg) ¥ eAHO NPOYUBAHE C AKTUBEH CPAaBHHTEJIEH
npoaykt (110 naumeHTH BB BCAKA OT MPYNHTE Ha JieueHHe ¢ TepH(IyHOMHUL) NPH Bb3PACTHH
na|eHTH ¢ npucThiik Gopmu Ha MC (npucTbnHa MHOXKecTBeHa ckieposa, [IMC).

[lo-nomy ca W30poeHH HeXKeNaHUTe peakLuH, CboOILEHH NPH TepHdUIyHOMK B rutaLedo-
KOHTPOJIMPAHH NPOYYBAHHUSA NMPH BL3PACTHH MALMEHTH, J0KJIa/1BaHH 3a TepudayHomMun 7 mg wiu 14
mg OT KJIMHWYHH [POYUBAHHSA MPH Bb3PACTHH MauMeHTH. YecToTuTe ca leHHUpaHi upes npuiaratse
Ha cJ1elHATa KOHBEHLMA: MHOTO uecTH (=1/10); yectn (>1/100 no <1/10); Heuectn (>1/1,000 oo
<1/100); peaku (=1/10,000 no <1/1,000); muoro peaku (<1/10,000); u ¢ HensBecTHa yecToTa (OT
HAJTMYHHUTE JIaHHH He MOoJKe 1a Objie HanpaBeHa olleHKa). BbB BCsAKa rpyna 1o 4ecTora Hexke1aHHTe
PEeaKiIiK ca MpeCTABEHH B HU3XOAAL Pejl 110 OTHOLIEHHE HA TAXHATA CEPHO3HOCT.

Cucremo- Mauoro Yecrn Heuecrn Peaxn | Muoro
OpraHHH YecTH peakn
KJIacoBe
Hudexunn u I'pumn, Texkku
HH(ecTalHu Hudekums Ha HH(peKLHH,
rOpHUTE BKJIKOYHUTEITHO
cencuc’
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Cucremo- Mauoro YecTh Heuectn Peakn  (Muoro |C mens-
OpraHHH 4eCcTH ; PeAKH |BecTHA
KJiacoBe JyecToTa
JMXaTeJHH
NbTHILA,
Hudekuus Ha
MHKOYHHUTE
nbTHLA bpoHXHT,
Cuny3ur,
DapuHruT,
Luctut, Bupycen
racTpOEHTEPHT,
Xeprnec BUPYCHH
unpekurn’, 3u0Ha
UHEKLHA,
Jlapunrur,
Tinea pedis
HapyuieHus Ha Heytponenus®, Jlexa TpomGo-
KpBBTa H AHemus LMTOMEHHS
numdrarta (TpomboumnTH
cucTema <100 G/1)
Hapyuenus Ha Jlexu anepruunu | Peakuuu Ha
UMyHHaTa peakLHu CBpPbX-
cHcTEMa 4yBCTBH-
TeJTHOCT (OT
Obp3 WK OT
3abaBeH THI),
BKJIIOYHMTENTHO
aHadunakcus
M aHrHoejieM
[Meuxuynu TperoxHOCT
HapylleHHs
Hapywenus va (I'nasoGonue |[lapectesus Xwunepecre-
HepBHaTa Humac, 3H4,
cucTema CuHapoM Ha Heppanrus,
kapnasiHus TyHen | [lepudepna
HEBpONaTHs
CobpaeyHu [Mannurauuu
HapyLeHus
Cnaosu Xunepronus®
HapylleHH s
Pecniupatophm, HurepcTh- beso-
IPbAHU U uManHa apobua
MeauacTHHA- OenopobHa Xurep-
HH HAPYILIEHHSA Oonect TOHMS
CromaiuHo- Hunapus, [TankpeaTut®® Cromarur,
YpeBHH ["anene bonka B ropuata | Konut
HapyLIeHUs 4acT Ha Kopema
[ToBpbiuane,
360601
Xenato- IToBuieHa [ToBuiueHa rama- Octbp
OunuapHu aJlaHHH FIyTAMUJITpaHc- XenaTuT
HapyLIeHHsl amunoTpanc- |depaza (GGT)",
depasa [MoBuinena
(ALT)® acnapTaT aMHHO-
Tpancdepasa’
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Bb3HMKHAIIK B
pe3yaTar Ha
WHTEPBEHLIMH

e

Cucremo- Muoro Yecrn Heuectn Muoro |C nHens-
OpraHHH 9YeCTH PeAKH |BeCTHA
KjiacoBe HecToTa
YBpex-
JaHe
(JIMUY)
Hapyuenus Ha Hucnunune-
metabonusma u MHUsI
XpaHEHETO
Hapywienus Ha | Anoneuus O6pue, AxHe Hapywenus
KoKaTa u Ha HOKTHTE,
NOJKOXKHATA NICOpPHA3MC
ThKaH (BKJIFOUHTEN-
HO MYCTYJ0-
3eH)™®
Texku
KOXKHH
peakumu *
Hapywenus na MyckynHo-
MYCKYJIHO- cKeneTHa
cKeJleTHaTa Gonka,
cCHUCTEMa U Mmuanrus,
CheJIMHUTENIHA Aptpanrus
Ta ThKaH
Hapyienus Ha Honakuypus
ObOpeuTe M
MUKOYHHUTE
bTHINA
Hapywenus na MeHoparus
BB3IPOH3BO-
JIWTeJIHaTa
cucTemMa M
repaata
O6uwm boaka, Actenus *
HapylUeHHs H
e(peKTH Ha
MSACTOTO Ha
NpHIOKEHHE
Hacnensanus HamanssaHe Ha
TErJo0To,
Hamanen 6poii
HeyTpoduiu’,
Hamanen Opoii
Oenu KpbLBHH
Knetku®,
[NloBuiueHa
kpeatuHdocho-
KHHa3a B KpbBTa
Hapansianus, IMTocT-
OTpaBsiHHA U TpaBMaTH4Ha
YCOAKHEHHS, Ooska

a: MOJ14, BHXKTC TOYKaTa C HOIIPOGHOTO OIMHCAHHE
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6: BioxTe TOYKa 4.4
B! 4eCTOTaTa NpH Jena € “dyecTH” Ha 6a3aTa Ha KOHTPONHPAHO KNIHHHYHO NPOY4BaHe NpH
neJHATPHYHH MALMEHTH; YeCTOTATa € “HeYeCTH” MPH Bb3PACTHH

Onsxcanye Ha H30paHH HeKenaHH peakuHu

Anoneyun

AnonenusaTa ce¢ chob1IABa KATO H3TLHABAHE HA KOCATA, HaMa/leHa IUTETHOCT Ha KocaTa, kocomnaa,
CBbP3aH WITH He ¢ TPOMsAHA B CTPYKTYpaTa Ha kocbMa, npu 13,9% ot naumeHTHTE, NekyBaHu ¢ 14 mg
TepH{IYHOMHUA, cripamo 5,1% ot nauueHTHTE, JeKyBaHH ¢ ruanebo. [loseyero cmyyau ca onucaHu
KaTo AndY3HH WIH FreHepATH3IHPaHH No ueans ckanm (6e3 cboOLIEeHH 32 ITBJIHO OTUIELIHBABAHE) H
Haii-4ecTo ca HaCTLNBANAH Npe3 MbPBHTE 6 Mecela, kato ca oT3sy4and npu 121 ot 139 (87,1%) ot
NaLuueHTHTe, JeKyBaHH ¢ TepudayHoMua 14 mg. [IpekbcBate Ha 1eYeHMETO NOpAaH anoneuma e
HacTbNWIO NpH 1,3% OoT NnauneHTHTE 8 rpynara Ha TepudayHomu 14 mg e cpasHenne ¢ 0,1% B
nnaunebo-rpynara.

Ecpexmu evpxy wepriun opob
B nnaiie60-KOHTPOMHPAHKM NMPOYYBaHUA NPH BB3IPECTHH NALMEHTH € YCTAHOBEHO:

INopumapane na ALT (coopen naGopaTopun AaHHR) cnpaMo H3IX0AHOTO HEBO - [lonynanua
38 Ge30MACHOCT NPH NIAREGO-KOHTPOTHPAHE NPOYIBAHBA
IMaane6o Teprdaynomnn 14 mg
Y (N=997) (N=1002)
>3ITH 66/994 (6,6%) 80/999 (8,0%)
>5ITH 37/994 (3,7%) 31/999 (3,1%)
>10TTH 16/994 (1,6%) 9/999 (0,9%)
>20ITH 4/994 (0,4%) 3/999 (0,3%)
ALT >3 I'TH v O6mbray >2 I'TH 51994 (0,5%) 3/999 {0,3%)

Jleku noBHIWEHHA Ha TpaHcaMuHasuTe, ALT noa unu papHo Ha 3 et I'TH, ca HaGnionaBanu no-
4eCTO MpH NeKyBaHuTe ¢ TepUdIYHOMUA IPYNH B cpaBHEHHeE ¢ T1auedo. Yectorara Ha cnyvaure ¢
nosraweHye Haxa 3 meTH ['TH wny nopesie € Gina paBHOMEPHO pasnpeneieHa cpell TepaneBTHIRUTE
rpyn#. Te3n NOBHIIEHHA HA TPAHCAMHHA3HMTE Cd HACTLINBANM NPEAMMHO Npes MBPBUTE 6 Mecena oT
JigueHHeTo H ca OKITH 06paTHMH cllefl NpeycTaHOBABAHE Ha eyeHHeTo. Bpemerto 3a Bb3cTaHOBABaHE €
BapHpaic B TPAHHLIMTE HA MECELIM M FTOJHHH.

Eghexmu evpxy xpvenomo varazane

B nnauebo-KoHTpOAMpaHH NPOYyYBAHUA PH BE3PACTHH MALIMEHTH € YCTAHOBEHO!

- CHCTONHOTO KpbBHO Hansrade € 6wio >140 mm Hg npu 19.9% ot nauneHTHTe, nony4apaix 14
mg/neH TepudTyHOMUA, B cpaBHenue ¢ 15,5% npu nomyvasaiuure rutauebo;

- CHCTOJIHOTO KpBBHO Hansrade e Guno >160 mm Hg nipu 3.8% or naumenTute, nonyyasamnu 14
mg/neH TepudTyHOMuU, B cpaBHeHHe ¢ 2,0% npu nonyyasawure nnauebo;

- [HACTOJIHOTO KPbLBHO Hansrare e 6ino >90 mm Hg npu 21.4% ot nauveHTHTE, Nonyvasamy 14
mg/neH TepudiyHOMHA, B cpaBHeHHe ¢ 13,6% npu nonyxasawure nnaueto.

Hugpexyuu

B nnaue6o-kOHTPOIHpaHH NpOYHBaHUA [IPY Bb3PACTHH IAUHEHTH He e HabloJaBaHo yBeAuYaBaHe Ha
Cepro3HATE HHpeKHy npn TepuduryHomnn 14 mg (2,7%) cnpamo ruiauebo (2,2%). Cepuosnn
ONOPTIOHUCTHYHM MH(eKUHH ca HacTbay npu 0,2% BB BeAKa OT rpyninTe. Texku HHGEKUMR,
BKJIIOUHMTEITHO CEICHC, MOHAKOTra C NIeTalleH 13Xo/, ¢a Ouin cbo61leHH B NOCTMAPKETHHIOBHA MEPHOA.

Xemamonozuynu eghexmu
B nnaue60o-koHTPONHpaKRH M3NHTBAHUA ¢ TepUITYHOMHI NPH BH3IPACTHN NaLUMEHTH ¢ Habmio,
cpenHO HaManeHue, 3acarawo Opos Ha Genure kpbBHE KneTkd (BKK) (<15% cnpsmo uaxo
HHBA, IIABHO HAMANEHHE HA HEYTPODWINTE H TUM(POLMTHTE), HO NPH HAKOH NALMEHTH €
HabnonaBaHo no-ronaMo HamaneHue. HamaneHuero Ha cpearns Opoit cnpaMo W3XOAHOT
HACTBNBAJNIO NPE3 TBPBHTE 6 CEAMHLM, Clea KOeTo ¢e € CTabHnN3Hpaio BbB BPEMETO C Nl
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Ha JIEYEHHETO, HO Ha NO-HUCKH HHUBA (HaManeHHe ¢ no-Manko oT 15% cnpsaMo UIXOMHOTO HUBO).
EdexTsT BBpXYy Opoa Ha yepBeHHTe KpbBHH KIeTkH (UKK) (<2%) u 6p05| Ha TpoMbouuTHTe (<10%) €
6un no-cnabo u3paseH.

Hepughepra nesponamus

B mnaue6o-koHTpoIMpaHH Mpoy4BaHUs MPH BL3PACcTHH NALHEHTH nepH(epHa HEBPONATHA,
BKJIFOYBALUA KAKTO MOTMHEBPONATHA, TAKa K MOHOHEBPONATUA (Hanp. CHHAPOM Ha KapnalHHA TyHen),
ce ¢bo0lLaBa No-4ecTo MPH MALMEHTH, TPHEMAILH TePHDITYHOMUA, OTKOAKOTC MPH NAalHEHTH,
npuemaiy riauebo. B ocoshuTe rnauebo-xOHTPONUpaHH NpPOY4BAHHA YECTOTATa HA NepHQepHaTa
HEBPOMATHA, NOTBBP/CHA ¢ M3CNIEBAHE 3a MPOBOJMMOCT Ha HepBHTe, € Ouna 1,9% (17 nauentn or
898) npu 14 mg repudyHomi B cpaBHeHue ¢ 0,4% (4 nauuenty ot 898) npu ruiauebo. Jleuennero e
NIPEKpaTeHo MpH 5 nalMeHTH ¢ nepudepHa HeBponaTua Ha Tepudmynomun 14 mg. Bescranossgane
cliell MpeYCTaHOBABAHE Ha JIGUCHHETO ce chobiaBa nNpH 4 OT Te3H NalMEeHTH.

Heonnazmu — cobpoxavecmeenu, 310xavecmsenu u Heonpeoenen (6K1. KUcmu u noaunu)

B13 0CHOBa Ha ONHTA B KJIHHHYHHTE TNPOY4BAHUA HE H3TJIEK/IA a MMa NIOBHUIEH PHCK OT
anoKa4YecTBeHu 3abonasarus npy TepudayHomua. PrckbT oT okavecTeeHO 3abonsBane, ocobeHo
aumbonponndepaTBHA HapylLLIEHNA, ¢ NOBHIICH NpH ynoTpebaTa Ha HAKOH APYIH CPEACTBA, KOUTO
3acAraT HMyHHaTa cHcTeMa (edeKT Ha Kiaca).

Texwcxu koocuu peaxyuu
CbobuueHn ca cy4aH Ha TEXKH KOXKHH PeakuMH ¢ TepHUIyHOMHA B TOCTMEPKETHHIOBHA NEPHOR
{BkK. TOUKA 4.4).

Acmenun
B nnaue6o-kOHTpomMpaHl Npoy4BaHKWA NPH Bb3PACTHH MALIMEHTH, YECTOTATa HA acTeHud e 2,0%,
1,6% W 2,2%, cbOTBETHO B rpynuTe Ha nnauebo, TepugayHomua 7 mg u.repudayHomMua 14 mg.

Teopuazuc
B nnauefo-xoHTponMpaHH Npoy4BaHKA, YeCTOTaTa Ha ncopuasuc e 0,3%, 0,3% u 0,4% cboTseTHO B
rpynuTe Ha nnauebo, repadaynomun 7 mg H TepugiryHomua 14 mg.

CmomMauiRo-4pesnu HapyeHus

3a naHKpeaTHT ce ChoOLiaBa HEYECTO NPH NOCTMAPKETHHIOBaTa ynotpeba Ha TepudyHOMHA Npy
Bb3PACTHH, BKIKOYHTENIHO CITy4aH Ha HEKpOTH3HUpAlll NaHKPeaTHT H NaHKpeaTHYHA MCEBAOKHCTA.
[MaBkpeaTH4HH CHOHATHA MOFAT 13 HACTBIIAT MO BCAKO BpeMe MPH IeUEHHETO C TEPHEUIYHOMH, KOETO
MOE 0a OBEAE A0 XOCMHTATH3aUHA W/HAH HEOOXOAHMOCT OT KOPHIHPAlllO JIEYEHHE.

IeauaTpy4HAa NONyaailus

Habnropasanust npodun Ha Ge30nacHOCT NpM neaHaTPpHMYHU nalKeHTH (Ha Bp3pact ot 10 o0 17
FOHHH), NOMYHABALIM TEPH(IYHOMKA €XKEAHEBHO, KATO LANO0 € nofoleH Ha To3H, HabmoaaeaH NpH
Bb3PAaCcTHH NanyeHTH. Bonpexy ToBa, B neauaTpu4HoTo npoyusake (166 naupentn: 109 B rpynarta Ha
TepH(pnyHoMua U 57 B rpynara Ha ruiaue6o), ciryyau Ha naHKpeaTHT ca chobuueny npu 1,8% (2/109)
OT JIeKyBaHHTe C TepudIyHOMH] NALKEHTH B CPABHEHKE C HHTO €AMH Clydail B rpynaTa Ha riaue6o B
ApoiiHocnsnara ¢asa. Earo ot Te3n cvOMTHA € 10BENO 10 XOCHHUTATH3ALHAA H € HAAOKAN0
KOpHrupauo fedexne. [Ipy neauaTpHuHy NalMeHTH, TEKyBaHH ¢ TepHGuTyHOMHI B OTKpHTaTa (a3a
HA MPOYHBAHETO, Ca CHOOIEHH 2 NOMBIHHTENHA cy4as Ha TAHKpPeaTHT (eAMHHAT ¢ cbobLueH KaTo
CEpPHOIHO CHOWTHE, a APYTHAT € HECEPHO3HO CHOHTHE ¢ NIEK HHTEH3HTET) H €IHH CTy4aiil Ha CepHO3cH
OCTBbp NaHKkpeatHT (¢ ncepao namunoma). [pu ABaMa ot Te3n 3 NaUMEHTH MAHKPEATHTSHT € A0BEN 10
xocnuranuiauus. KnnHUUHKMTE CUMITTOMM BKTIOYRAT KOpeMHa Gonka, raneHe W/ Win NoBpbulake, a
CEpYMHHTE aMWIa3a W JiHNAa3a NPH Te3H NaUMEHTH ca OMnK NoBHlieHH. BCHYKH NauMeHTH ca ce
Bb3CTAHOBMJIH C/IeA MPEYCTAHOBABAHE HA JICYEHHETO W [IPHUNAraHe Ha NPOLEAYpa 3a YCKOpPeHO
eIMMHHUpAaHE (BXK. TOUka 4.4) K KOPHTUpALLO JICYEHHE,

CneanuTe HEXENAHH PEAKLMH ca cbOOLIABAHH NMO-YECTO NMPH NEAHATPHYHATA MOy 1AL,
NPH NONyJaUMATa Bh3PacTHH:
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*  Anoneuns ce crobmasa npu 22,0% ot nauneHTHTE, JIeKyBaHH ¢ TepAQAYHOMHA, cnipamo 12,3%
OT MauHeHTHTe, NEKYBaHK ¢ Tauebo.

*  Hnadekumu ce crobiasar npu 66,1% or nauMeHTHTE, NEKyBaHH C TepUGAYHOMHUA, cnpsaMo 45,6%
OT MauyeHTHTe, AeKyBaHH ¢ iwiauebo. Cpen TAx no-yecto ce chobimapa 3a HA30(hapHHTUT H
HMHMEKLNH Ha rOPHUTE UXATENIHH ITBTHILA NpH ynotpeba Ha TepuduiyHOMHA.

» TloBuwasane Ha CPK ce crobiaea npr 5,5% OT natmedTure, 1€KyBaHu ¢ TepHpryHOMHUS,
cnpamo 0% OT nauMeHTHTe, JIeKyBaHH ¢ nauebo. [To-ronaMara 4acT OT CIyHauTe ca CBLP3AHYU ©
JNIOKYMEHTHPAHO (PH3HYECKO HATOBApBaHE.

* T[lapecre3uns ce cvobiasa npu 11,0% ot naumeHTHTE, NekyBaHH ¢ TepHGITYHOMHA, cnpamMo 1,8%
MpH NaUHeHTHTE, JeKyBaHK ¢ nnauebo.

» Bonka B kopeMa ce choOinasa npu 11,0% oT naumeHTHTE, IEKyBaHH C TEPHQITYHOMIJ, CIPAMO
1,8% npu nauMeHTHTE, NEKYBaHH ¢ raueo.

CoobuiapaHe Ha NMOJ03HpAHH HOXKEIaHH peaKLIHH

Cro6uapaHeTo Ha MOKO3UPAHH HEXKENAHK peakuMK Cliell paspeinaBate 3a ynorpeba Ha ekapcTBeHHA
OpOIyKT € BaxHO. ToBa No3BonsBa Aa NPOAL/KH HaGNMIOAEHHETO Ha CLOTHOLUEHHETO MOJI3a/PHCK 33
NEKAPCTBEHHA NMPOAYKT. OT MEJMLMHCKHTE CMELHATHCTH Ce W3HCKBA 3 ChodlaBaT BCAKa
NOAO3HPaHA HEXKENAHA PLaKLKA Ypes:

H3nbaHATENHA areHLMA IO NeKapeTeaTa

ya. ,,Jdaman I'pyee™ Ne 8

1303 Codun

Ten.: +359 2 8903417

yeGceaiit: www.bda.bg.

4.9 Ilpeno3upane
CuMOToMH

JIuncea ONAT OTHOCHO NpeO3Hpate Ha TepH(IYHOMH WIH HHTOKCHKALHA MPH XOpa.
TepudayHomua 70 mg axeBHO ¢ nipunarad A0 14 nHu npH 3apasu neaneHau. Hexenauure cuburus
ca 6K cLocTaBuMH © Npodwia Ha GesonacHocT Ha TepuduTyHOMUI Npy nauxedTh ¢ MC.

Jleuenue

B cnyuaii Ha CHOTBETHO MpeaO3HPAHE WIH TOKCUYHOCT C€ NMPENOPbYBA XONECTHPAMHH WM AKTHBEH
BLIJIEH 33 YCKOpABaHe Ha elMMHHHpaHeTo. [IpenopsunTenHara npoueaypa 3a e1MMHHHPAHE €
XoNnecTHpaMMH 8 g TPH MbTH JHEBHO B NPOAbLKeHHe Ha | 1 AHH. AKO TOBa He ce noHaca ao0pe, Moke
Aa Ce H3MIOI3BA XOJNECTHPAMHH 4 g TPH ITBTH IHEBHO B NPoAb/ikeHHe Ha |1 aHK.

AJTEpPHATHBHO, MPH NHICA HA XONECTHPAMKH MOXKE Ja CE W3NO0A3Ba aKTHBEH BbIneH 50 g ABa mbTH
AHeBHO B npoawbkenue Ha 11 guu. OcBeH ToBa, aKo ce Hanara no cbo0paXkeHHs 3a NOHOCHUMOCT, HE €
3aQBJUKHTENIHO MPHIOKEHHETO HA XOJIECTHPAMMH HIIH Ha AaKTHBHUA BLIJIEH 1a 6be B
Noc/neA0BaTENHH IHH {BXK. Touka 5.2).

5. ©®APMAKOJOTrHYHH CBOMCTBA
5.1 dPapmakoanHAMHAYTHH cBoiicTBa

(DapMakoTepanesTH4Ha rpyna: MMyHocynpecopy, MHxuOWTOpH Ha AUXHAPOOPOTAT AEXKApOreHasara
(DHODH), ATC koa: LO4AKO2.

MexanusbmM Ha neficTteue

TeprdnyHoMHA € HMYHOMOAYJIHPALIO CPEACTBO C MPOTHBOBL3MANHTE/IHH CBOHCTBA, KOST
CENEKTUBHO M 0OpAaTHMO UHXHOHPA MHTOXOHAPHATHHA EH3HM JHXHAPOOPOTAT JEXHAPOTE
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DH), ko#iTo yHKUHOHATHO CE€ CELP3BA C AUXATeNHaTa Bepura. BenenctBue na waxubHpanero,
TepH(UIYHOMHA KaTO L0 OrpaHHYapa nponudepalnata Ha Opp3oAenaUIMTe Ce KINETKH, KOUTO
33aBHCAT OT de NovO CHHTE3a Ha MHPHMHIUHH 3a YBENHUaRAHETO CH. TOUHMAT MEXaHUIBM, O KOHTO
TepUQIYHOMH] OCBILECTBABA TEPANIEBTHYHOTO CH AelicTre mpH MC, He e HaITBIIHO H3ACHEH, HO ce
MEIHHpa OT HaManABaHe Ha 6pos Ha TMMQOLTHTE.

dapmakouHaMuuny edekTH

Hmynna cucrema

EdekTH BLpXy 6posi Ha MIMYHHHTE KJI€TKH B KpbBTa: B nnane6o-koHTponuparu nNpoyuBaHns
TeprdayHOMMA 14 Mg BeHBA JHEBHO € NPEAM3BHKAN JIEKO CpelHO HaMalleHne Ha Gpod Ha
AaMQoUMTHTE ¢ no-Maiko oT 0,3 x 10%1, koeTo e HacTENIIO Npe3 MHPBUTE 3 MeceLa OT JIEUEHHETO H
HHBATa ca CE 3aMa3kin A0 Kpas Ha JICYeHHETO.

Homenyuan 3a yovuicasane na QT-unmepeana

B nnaue6o-koHTponpaHo 3a1e1604EHO NpoyYBaHe 110 oTHoweHHe Ha QT-uHTepBana npu 3apasH
HHIMBHUAH TEPHITYHOMH MIPH CpeHA KOHLSHTPALHs B CTALMOHAPHO ChCTOAHME He € MOoKa3al
noTeHLHan 3a yAbpkapaHe Ha QTcF-HHTepBana B cpasHeHHe ¢ Niaue6o: Hali-ronsMara, KOpHrHpaHa
3a BpeMe, CpeaHa paliuka Mexxay TepuduryHomun i nane6o e 6una 3,45 ms ¢ ropHa rpaHiua Ha 90%
aoeepureneH uHtepsan {Confidence Interval, CI) ot 6,45 ms.

Egpexm evpxy myGyrnama diyrnxyus na 6vbpeyume

Mpy nnaue®o-KOHTPONHpPaHHUTE NPOYUBAHUA CPEIHH HAMANEHKA Ha NIHKOYHATA KHCE/NHHA B CEPyMa B
Juanasona ot 20 no 30% ca HabmoaBaHy NpH MALMEHTHTE, JIEKYBAHH C TEPHITYHOMH], CIIPAMO
nnauebo. CpenHoTo HaManeHHe Ha cepyMHHA docdop e 6uno oxkono 10% 8 rpynara Ha
TepudyHoMII cnpamo Talebo. Cuura ce, ve Te3u eekTH ca CBBp3aHH ¢ NOBHLIABaHe HA
6n0peunHaTa TyOyJIHa €KCKpeLMA K He ¢a CBBP3aHH C IPOMEHH B rIOMEPYIHHTE QYHKIIMH.

Kiuiuuna edHkacHocT H 6e30NacHOCT

EdukacHocTTa Ha TepuGIYHOMH € JEMOHCTPHpaHa B ABe M1aneb0-KOHTPOIIHPAHH NPOYYBaHHA —
TEMSO 1 TOWER, koHTO ca OLEHABAIH NPHIIOKEHHETO HA TepudayHomua 7 mg u 14 mg BeaHbxK
JAHEBHO TIPH BBE3pacTHH nauueHTH ¢ [IMC.

O6mo 1 088 naumentu c [IMC ca panaomusupand B TEMSO na nonydasar 7 mg (n=366) unu 14 mg
(n=359) repudmryHomua, win riaueto (n= 363) B npoabkenue Ha 108 cenmuun. Benviky nauueHTH
ca WManu AepuHUTHEHA AHarHo3a MC (6azupaiua ce Ha kpuTepunte Ha McDonald (2001)),
noka3salla APUCTHNHO KITMHHYHO NpOTHYaHe cbe Wiy 6e3 nporpecus, | ca Nogy4yuis nose |
MPHCTHN Npe3 roJHHATA, PeAMECTBANA H3WTBAHETO, WK Hall-Manko 2 HPUCTBNA Npes 2-Te TOAMHH,
npeauecTeauiy H3nHTBaHeTo. [pu BrIlOYBaHETO NALKMEHTUTE Ca MMAIHM cKop No PasinppeHara ckana
3a cTaryc Ha uueanuanoct (Expanded Disability Status Scale, EDSS) <5,5.

CpenHara BB3pacT Ha NOMyNauHATA B IpOy4BaHeTo e 6nna 37,9 roqmsn. MHO3HHCTROTO NallHEHTH ca
HMa/IH NPUCTHIHO-PEMHTEHTHA MHOXECTBeHA ciuieposa (91,5%), Ho noArpyna nauyMeHTH ca HMamm
BTOPHYHO MporpecHpaina (4,7%) wiu npucTbnHo-Nporpeckpatna (3,9%) MHoXecTBeHa cKiepo3a.
Cpeannat Gpoll Ha NPUCTEINTE B paMKKUTE Ha TOAMHATA NPEAH BKTIOYBAHE B MPOYYBaHETO € Oun 1,4
kaTo 36,2% OT NalMEHTHTE Ca MMAITH FaJI0THHMIA-KOHTPACTHH JIE3HH Ha H3XOHOTO HHRO. Meananara
Ha ckopa 1o EDSS Ha n3xonHoto HuBoO e Gwna 2,50; 249 naunenTtn (22,9%) ca mmann ckop no EDSS
> 3,5 Ha u3xogHOTO HHBO. CpeaHaTa NpoJbiKHTETHOCT Ha 3a00IBaHeTO OT MOSRATa HA MEPBHTE
caMiTToMU € Grna 8,7 roquiy. MHo3uHCTBOTO nauneHTH (73%) ne ca noxyuasany Gonecr-
MOAHQHLHPAILO NedYeHHe Mpe3 2-Te FOIHHH NpeJM BITIOYBAaHe B NPOYUYBAHETO. Pe3ymaTHTe oT
NpOYYBAHETO ca npeacTaseHn B Tabnuua 1.

5 rogHHH, MaKCHMa/IHA NIPOBDKHTETHOCT Ha NeHeHHeTo NpuOnH3uTENHO 8,5 ronuHn) He
NOKa3a7i HOBH WIH HEOYAKBaHH JaHHH OTHOCHO De3onacHoCTTA.
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Obwo 1 169 nanmentn ¢ TIMC ca panaoMizipany B npoyueadero TOWER pa nomyuasar 7 mg

- (n=408) wm 14 mg (n=372) Tepudaynomun, wm niauebo (n= 389) 3a paznuyeH CpoK Ha JieueHH e,
3apbpluBall 48 ceaAMHUM clles paHAOMM3KMpPaHE Ha Mocae U naureHT. BCHUKY NauneHTy ca HMaiy
nNedurauTHBHA auarHosa MC, (6asupaiia ce Ha kpuTepurTe Ha McDonald (2005)), nokaspaa
NPHCTBIIHO KIHHHYHO MPOTHYaHE b MK §e3 mporpecus, H ca NoayHWIH NoHe | NpUCTLN npe3
roJMHaTa, npeJlecTBalla H3NHTBAHETO, WIH Hai-Manko 2 NpUCTLNA Npe3 2-Te FOAHHH,
NIPEAUIECTBAIIM H3NHTBAHeTO. [IpH BIIIOYBAHETO NALMEHTHTE Ca MMANTK CKOp 1o Pasiunpenarta ckana
3a cratyc Ha uHBanugHoct (Expanded Disability Status Scale, EDSS) <5,5.

Cpennara Bb3pacT Ha NOMyJlaUUATa B NpoyyBaHeTo ¢ 6mna 37,9 roguHd. MHO3MHCTBOTO NalUHEHTH ca
HMAJTH MPHCTBITHO-PEMHTEHTHA MHOXECTBEHA CKlepo3a (97,5%), Ho noarpyna nauMeHTH ca HMallH
BTOpHuHO nporpecupata (0,8%) unn npuctenHo-nporpecupaa (1,7%) MHOKeCTBEHA CKIlepo3a.
Cpennuar Opo#i Ha MPUCTHINTE B PAMKHTE HA MOAMHATA NPeJHy BIJIIOUBaHe B MpoyuBaHeTo e Gun 1,4.
I'anonHANA-KOHTPaCTHH 1€3HN Ha U3XOAHOTO HHBO: HAMA JaHHH. MeaHanara Ha ckopa no EDSS na
H3XOOHOTO HHBO ¢ Omwna 2,50; 298 nanmenTs (25,5%) ca umanu ckop no EDSS > 3.5 Ha u3xopHoTo
HuBO. CpefiHaTa NPOALIKHTENHOCT Ha 3a00NABAHETO OT MOABATA Ha MbPBHTE cHMITOMM € 6una §,0
roquHd. MHo3HHCTBOTO naunenTy {67,2%) He ca nostyyasanu OosiecT-MOTHGULMPALLO JIe4eHHe npe3
2-Te ronMHH NMpeay BKIIOYBaHe B NIPoyuBaHeTo. PesynraTHTe OT NPOYHBaHETO ¢a MpeacTaBeHH B
Tabnuua 1.

Taéauna 1 — OcroBuH pe3ynaTaTH (3a onodpenara no3a,
‘ Nonynaannsa, noanoxena ua geuenne (ITT))

IIpoyusane TEMSO IIpoyusane TOWER
Tepudnynomnn | Inauebo Tepudpaynomug Nnane6o
14 mg 14 mg
N 358 363 370 388
Kanungen w3xon
Toaumxa yecToTa Ha 0,37 0,54 | 0,32 0,50
NPHCTHITHTE
Paznuxa e pucxa (Clyse;) -0,17 (-0,26, -0,08)™" -0,18 (-0,27, -0,09)""
Be3 NPHCTDIH cemanua 108 56,5% | 45.6% 57,1% | 468%
KoedulineHT Ha puck 0,72, (0,58, 0,89)™ 0,63, (0,50, 0,79)™**
(Closw)
3-MecetHa TpaiitHa :
nporpecus Ha 20,2% 27,3% 15,8% 19,7%
UHBATHAHOCTTA cenmuua 108
Koeduyuenm na pucx 0,70 (0,51, 0,97)° 0,68 (0,47, 1,00)°
Closs)
6-MeceuHa TpaitHa
MPOrpecHs Ha 13,8% 18,7% 11,7% 11,9%
HHBANHAHOCTTA cenpmiza 108
Koeguyuenm na puck 0,75 (0,50, 1,11) 0,84 (0,53, 1,33)
Clos)
SAMP kpaiinn TOUKH
Mpomsaua 8 BOD 0,72 2,21
cenpomza 108"
Omnocumenna npomana 67%""
cnpamo naayebo
Cpenen 6poii Gd-
KOHTPACTHH JIe3UH Ha 0,38 1,18 He e usmepeaHo
ceamuua 108
Omuocumenna npomana -0,80 (-1,20, -0,39)"*""
cnpamo naayebo (Clyss;)
Bpoii yHHKaNnH1 aKTHBHH 0,75 2,46
JAe3HK/CKaHHpaHe
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Omnocumenna npoMana 69%, (59%; 77%)""""
cnpamo naayebo (Closqy)
“***p<0,0001 = p<0,001 ** p<0,01 * p<0,05 B cpasHenne ¢ auebo

(1) BOD: 6onecten Torap: Toraned obeM Ha neznute (T2 u T1-xunonHTeH3Hn) B ml

E¢ukacHocT nps nawmeHTH ¢ BUcoka 601€CTHA aKTHBHOCT:

HabmoznapaH e cbliocTaBHM TepaneBTHYEH edeKT BbpXY NPHCTHITHTE K BpeMeTo A0 3-MecevHa Tpalina
AporpecHs Ha HHBAIKWAHOCTTa NpY noArpyna nanydedTs 8 TEMSO (n= 127) ¢ Bucoka GonectHa
akTHBHoCT. [lopaau nu3aliva Ha Npoy4uBaHETO BUCOKa O0JIeCTHA aKTHBHOCT € AedHHMpaHa KaTo 2 WM
TIOBeYE MPUCTHIA B eJHA roiMHa M eqHa WiK noBeye Gd-koHTpacTHH ne3um npu SIMP na mo3bka. He
€ NpoBeJleH CXO/eH NoArpynos aHanu3 B npoy4eanero TOWER, Tii kato He ca cOHpaHH NaHHH oT
AMP.

JlunceaTt JaHHK NPH NALMEHTH, KOMTO He Ca OTFOBOPWIH Ha IThJIEH M aleKBATEH KypC Ha NeyeHue
(o6uualino noke eqHa roauHa Aevenue) ¢ bera-uHTepedepoH, KOMTO ca UMANH NoHe | NpUCTHN Npe3
npeAwIecTBALLATa FOHHA Ha (JOHA Ha neueHHe H noHe 9 T2-XuneprHTeH3HH 1e3HH Ha KpaHHalIeH
SAMP wnn nove 1 Gd-koHTpacTHa 1e3us, WA NP NaLMeHTH C HeNPOMEHEHa WY NMOBHILEHa 4eCToTa
Ha MPHCTBLNUTE Npe3 NPEALIECTBALLA TOANHA CIIPAMO NPEIXOIHHTE 2 FOIHHH.

TOPIC e apoiiHocnsnmo, niauedo-KOHTPOIHPAHO NPOYUYBAHE, KOETO OLIEHABA NPWIOKEHHETO HA
€IHOKPaTHH JHEBHH 103K TepudnyHomHa 7 mg B 14 mg 3a nepuoa Ao 108 cenMuLM npH NanueHTH ¢
fIPBO KTMHH4HO NEMHETHHH3HPALLO cLoUTHE (cpeana Bb3pacT 32,1 roawxn). [TepsuyHaTa kpaitua
TOYKA € BPEMETO 0 BTOPH KNHHHYeH enuzol (peuymaus). O6mpo 618 nauneHTH ca paHIOMH3UpaHR 1a
nomyyaear 7 mg (n = 205) unu 14 mg (n = 216) tepudnyHomun wnu nnauebo {n = 197). Puckbt ot
BTOPH KAHHHMEH €MM30]] 32 Nepyuoa oT 2 roauHH e 6un 35,9% 8 rpynara Ha niaue6o u 24% B rpynara
Ha nedeHHe ¢ TepudayHomua 14 mg (koeduunenT Ha puck: 0,57, 95% aosepurenes unrepsan: 0,38
no 0,87, p=0,0087). Peaynrature o npoy4eadero TOPIC noTebpkaaBar eHkacHoOCTTa Ha
TepruTyHOMKA NpH NPHCTBIHO-peMuTeHTHA MC (BRIIOUHTENHO paHHa NMPHCTLIHO-peMHTeHTHa MC
¢ BPRO KNHHHYHO JEMUENTMHU3MPpAWO CHOHTHE H AHCEMHHHMPAHH BLB BPEMETO H MPOCTPAHCTBOTO
SAMP nezum).

EdexkTuBHOCTTa Ha TepudNYHOMKA € CpaBHEHa C Ta3M Ha NOJKOXHO Npunaran HHTepgepoH beta-la
(B npenopb4BaHaTa n03a OT 44 ng TPH bTH CEAMHYHO) NpH 324 paHAOMH3IHPAHH NALMEHTH B
npoyseaHe (TENERE) ¢ MHHAMaNHa NPOABLKHTENHOCT Ha JieueHHeTo 48 cenMuLM (MakcHManHa 114
cenMULUN). PHCKBT OT Heycnex (NOTBBLpAEH MPUCTBN HIH TPaiHO NMPEKbCBaHE HA JIEUEHHETO, KOETO OT
JIBETE HACTBINH N10-paHo) € 61N MbpBHYHATa KpaiiHa Touka. bpoaT Ha NanMeHTHTE, OKOHUYATENHO
NpeKLCHANH JIEUEHHETO, B FpynaTa Ha TepuduryHomus 14 mg e 6mn 22 ot 111 (19,8%), karto
npHuHHUTE ca Onnu Hexenanu cx6uTha (10,8%), innca Ha epuxacroct (3,6%), Ipyra nputinHa
(4,5%) u 3aryba 3a npocneassane (0,9%). bpoat Ha nauueHTHTE, OKOHYATENHO NPEKLCHANH
NIeYeHWETO, B rpynata Ha uHTepdepon bera-1a e 6un 30 ot 104 (28,8%), kato npuunHHTE ca 6unn
HexenaHn cuOuTHA (21,2%), nunca na edukackocT (1,9%), apyra npuunna (4,8%) 1 Hecna3BaHe Ha
npotokona (1%). TepudayHomun 14 mg/neH He NpeBb3X0XKAA CTATUCTHYECKH HHTepdepoH Oera-la
N0 OTHOLIEHHE Ha MbPBUYHATA KpaiiHa TOYKA: H3UHCIEHHAT POLEHT MALMEHTH ¢ Heycrnex oT .
JeYeHHEeTO Ha ceaMuLa 96 npu M3nonssaHe Ha Metoaa Ha Kaplan-Meier e 41,1% cnpamo 44,4%
(TepudayHoMua 14 mg cnipaMo rpynara Ha HeETEpdepoH Gera-1a, p=0,595).

[lepnaTpH4Ha nomyaaums

Heya u ronowu (6v3pacm om 10 do 17 2z00unu)
[poyusane EFC11759/TERIKIDS e mexayrapoaHo asokHocasno, niauedo- Komponupauo

MpOy4BaHe NpH NEAHATPHYHH NaLMeHTH Ha Bb3pacT or 10 ao 17 ropuHy ¢ NpHCTBNHO-PEMHTEHTHA
MC, npH koeTo ca OLEHABAHH 003U TePHPIYHOMKIA BEAHBX JHEBHO (KOPHIHPaHH 3a JOCTHraHe Ha
€KCTIO3HLMA, €KBHBAICHTHA Ha A03aTa 14 mg NpH Bb3PacTHH) B NPOALIKEHHE Ha 96 ceaMuuy,
NocneIBaHO OT OTKPHTO NpoAL/bKeHHe. Beuki nauyeHTH ca HManu noHe | peiuauB B MPOAtL
Ha | roaMHa WK NoHe 2 peLMaAnNBa B NPOADKEHHE Ha 2 TOAMHH NpenH npoyusaHeTo. Hisnpiigh
HEBPOJIOTHYHH OLEHKH IPH CKPHHHHIA H HA BCEKH 24 ceaMHLM 110 3aBbpIlBaHe HA NPOYYE ek
KaKTO H NPH HETUIaHHPAHH BUIWTH 3a NOAO3UPpaH peunana. [TlauseHTHTe ¢ KIMHHYEH pell
sHcoka AMP akTHBHOCT Ha ROHE 5 HOBY UNH YCWIBALIM ¢e T2 ne¢3uM npH 2 nocneaosarten
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CKaHHPaHHA Ca MPEMHHANH Npely 96-Te CEAMULIM KbM NIEPHOAA HA OTKPHTO NPOABL/DKEHHE, 3a Aa CE
OCHIYPH aKTHBHO NedeHHe. [TbpBudHaTa KpaiiHa TOYKa € BpEMETO A0 MbPBH KJIHHUYEH PELMAHE Cnen
paHaoMu3auua, Bpemero 10 MbPEH NOTBBPAEH KIHHHYEH pELMAHB HIH BHCOKA AMP akTHBHOCT,
KOETO OT JBETE HACTLIMH ITHPBO, € MPEABAPHTENHO NeGHUHHPAHO KaTo AHANM3 Ha HYBCTBUTENHOCTTA,
Thi# KaTO BIJIOYBA KAKTO KIMHHMHH, Taka H IMP ycnoBus, NOXORS1M 32 NPEMHHABAHE KbM

OTKPHTHA NEPHOA.

O61wo 166 nauxeHTH ca paHAOMU3MPaHH B ChOTHOIIEHHE 2:1 Ja nomyuasar Tepudaysomua (n = 109)
unu mnauebo (n = 57). Ipu BAU3ane B Nnpoy4BaHeTo, NalMEHTHTE ca Maau ckop no EDSS <5,5.
MeauaHaTta Ha Bb3pacTra € 14,6 ronHbu, cpeanoTo Terno € 58,1 kg, cpeaHaTa NnpoaAb/IKATETHOCT Ha
3a60n49BaHETO OT NOCTABSHE HAa AHarHo3arta ¢ 1,4 roaunm, a cpeaHuar 6poit T1 Gd-koHTpacTHH Ne3uu
npu SAMP e 3,9 ne3nn Ha n3xoaro Hupo. Beuvku nauuenTH ca HManu npucTenHo-peMuTeRTHa MC ¢
meauana Ra ckopa no EDSS na usxoano Hueo 1,5. Cpeanoto Bpeme Ha aekenne e 362 IHMU Ha
nnauebo u 488 nHu Ra TepudyHOMUA. [TpeMuHABAHETO OT ABOHHOCNAN MTEPHO] KbM OTKPHTO
nedenue nopanH Bucoka AMP akTHBHOCT € NO-4€CcTO OT OYaKBAHOTO H NO-YECTO H NO-PaHHO B
rpynara Ha rulauebo 8 cpaBHeHHe ¢ rpynara Ha TepuduyHoMua (26% npu nnanebo, 13% npu

TEPHGITYHOMHUR).

TepudayHoMHa HamMangBa pUcKa OT KJIMHKHYEH peuManB ¢ 34% cnpamo nnauebo 6e3 nocrirauwe Ha
cTaTHCTHYecKa 3HauuMocT (p = 0,29) (Tabnuua 2). B npeasapuTenHo onpeaeneHus aHanu3 Ha
YyBCTBUTE/HOCTTS, TepHAUTYHOMMA NOCTUTA CTATMCTHYECKH 3HAYHMO HaMaJiABaHe Ha KOMOHHUpaHUs
PMCK OT KIMHHYEH peLmans wnM Bucoka AMP aktneHocT ¢ 43% cnpamo ninanebo (p = 0,04)

{Tabnuua 2).

Tepugnyromua 3HaunTEIHO HaMaABa Gpod Ha HOBWTE M HapacTeamy T2 ne3wn Ha ckanupade ¢ 55%
{p = 0,0006) (post-hoc aHanu3 chlLO KOpUIHpaH 3a HiaxoaeH Opoii T2: 34%, p = 0,0446) 1 Gpos Ha
ranonuH#i- koHtpactHuTe T1 ne3nu Ha ckanupatie cxe 75% (p <0,0001) (Tabnnua 2).

Ta6auna 2 — Knanayra u AMP pesyarata or EFC11759/TERIKIDS

IMonynsunsn, nonnoxena Ha gedenne (ITT) 8 EFC11759

Tepudaynomua
(N=109)

IInanebo
(N=57)

Kanunynn xpaiiin TouKn

Bpeme 10 TLpBH MOTBLPACH KIHHHYEH peLnaus,
BeposthocT (95%Cl) oT noTBBpAEH PERMINB HA ceaMHLa 96
Beposmnocm (95%CI) om nomevpoen peyuous Ha ceOmuija 48

0,39 (0,29, 0,48)
2,30 (0,21, 0,39)

0,53 (0,36, 0,68)
0.39 (0,30, 0,52)

KoeduuueHT Ha puck (95% CI)

0,66 (0,39, 1,11)»

Bpeme f0 ThpBH NOTBLPAEH KNHHHYEH PELIMINE HNH BHCOKA
AMP axruBHOCT,

Bepoatroct (95%CI) oT noTBBPpACH peUMaKB HAH BHcoka SMP
AKTHBHOCT Ha ceAMHLA 96

Bepoamuocm (95%CI) om nomevpden peyudues wiu eucoxa AMP
axmugHOCM HA ceomuya 48

0,51 (0,41, 0,60)

0,38 (0,29, 0,47)

0,72 (0,58, 0,82)

0,56 (0,42, 0,68)

KoeduuneHt Ha pHCK.(95% Ch

0,57 (0,37, 0,87)*

Ocnopun AMP kpafinu ToYKH

Kopurupan Gpoit HoBH vnu HapacTeawy T2 ne3uy,
Ouenka (95% CI)

Ouenra (95% Cl), post-hoc ananuz cviyjo xopuzupan 3a uaxoden
bpou T2

4,74 (2,12, 10,57)
3,57 (1,97, 6,46)

10,52 (4,71, 23,50)
5,37 (2,84, 10, M)J

OtHocutenen puck (95% CI)

OtHocureneH puck (95% Cl), post-hoc ananus cougo kopusupan
3a uaxoden bpot T2

0,45 (0,29, 0,71)**
0,67 (0,45, 0,99)*

T —
B%\\\

Kopurupan 6poii T1 Gd-KOHTpacTHH €3HH,
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Onenka (95% CI) 1,90 (0,66, 5,49) ' 7,51 (2,48, 22,70)
OtrnocuteneH puck (95% CI) 0,25 (0,13, 0,51)***

>0,05 B cpaBHeHue ¢ mwnanebo, * p<0,05, ** p<0,001, *¥*+* p<0,0001
P

BeposTHocTTa € 6a3HpaHa Ha oleHka no Kaplan-Meier, a ceiMuua 96 e KpadT Ha H3MHTBAHOTO JIeYEHHE
(EOT).

EBponeiickara areHUua 1o JlekapcTBaTa 0cBOOOKAABA OT 3aARKEHHETO 3a NPeAcCTaBAHE Ha
Pe3YJITATHTE OT MPOYH4BAHHATA ¢ pepepeHTHHA IeKAPCTBEH NIPOAYKT, ChAbPKALL TEPHPIYHOMHI, NIPH
JeLla Ha Bb3pacT OT paykAaHeTo J0 noa 10 roauHd npH NeueHne Ha MHOKECTBEHA CKIepo3a (BiK.
rouka 4.2 3a uHdopMaLus OTHOCHO ynoTpeba B neaHaTpuara).

5.2 ®PapMakoKBHeTHYHH CBOHCTBA

Abcopbuna

MenuaHaTa Ha BpeMeTO 33 JOCTHTaHE HA MAKCHMAJTHH [UTa3MEeHH KOHLIEHTPALIMH HACTBIBA MeXIy | H
4 gaca cneql NpWIOKEHHE Ha 103aTa PH MHOTOKPATHO NMEPOPAIIHO NPWIOKEHHE Ha TEPHDIYHOMH],
KaTo uMa Bucoka OMoHanuuHocT (npubnusurento 100%).

Xpanata HAMa KJIHHHYHO 3Ha4HM €(heKT BbpXy (papMaKOKHHETHKATA Ha TEPHPIYHOMHA.

Ot cpeaHHTE NPOrHO3HH (PapMAKOKMHETHYHM NapaMeTpH, H3YHCIIEHH OT NMOITYTALHOHHHA -
tdapmakokuHeryeH ananuz (PopPK) upes nanonssaHe Ha JaHHM OT 37PaBH JOOPOBOJNIIM U NALHEHTH
¢ MC, KoHLeHTpaLHATa B CTALMOHAPHO CHCTOAHHE ce RocTHra HaBHoO (T.e., npubanzurendo 100 gan
(3,5 Meceua) 3a nocTHrakhe Ha 95% OT KOHLEHTpaLHATA B CTAUHOHAPHO CECTOAHKE), KATO
u3uncaeHHAT upe3 AUC koeduLHeHT Ha KyMynHpaHe € MPHOIU3HTENHO 34 MbTH.

Paznpenenenne

TepudnyHOMHI Ce CBEP3BA EKCTEH3HEHO ¢ MasMeHHTe GenToim (>99%), BeposTHO anGyMHH, K ce
paznpeaens npenuMHO B nnasMara. O6eMuT Ha pasnpenenchue € 11 1 cien eanokparHo
HHTpaBeHo3HO (i.v.) npunoxkenne. Tosa obaye Hall-BepOATHO e 3aHHKEeHA NPOrHO3HA CTOMHOCT, THH
KaTO IPH TUTbXOBE € HAOMIONARAHO €KCTEHIUBHO OPraHHO paslpeaeneHHe.

Buotpancdopmaumns

TepudmyHomun ce MerabonHaHpa B yMepeHa CTENEH H € €IHHCTBEHHMAT YCTAHOBHM B IUTa3Mara
koMnioHeHT. OCHOBHHAT NbT Ha GHOTpaHcdopMaLHs Ha TepHdITyHOMH] € XHIPOIH3a, 8 OKHCHEHHETO
€ BTopocTencHeH msT. BropHunHTe MeTabonMTHH MHTHINE BKTIOYBAT OKUCIEHHE, N-aleTHiupase v
KOHIOTHPAHE ChC CyaTh.

EnuMuHMpane

TepuduyHOMHA ce eKCKpeTHpa B FaCTPOMHTECTHHAITHMSA TPAKT MPEIMMHO Che JUTb4KaTa nox hopmara
HA HEMPOMEHEHO AKTUBHO BELIECTBO U Haii-BeposTHO upes TyOynHa cexpenua. TepudayHomun e
cyberpar Ha epaykcHns TpaHcnoprep BCRP, koifro 61 Morsn fa yyacTsa B npsAKaTa cekpeLus. 3a
nepuoa ot 21 quu 60,1% ot npunoxeHaTa No3a ce eKCKpEeTHpPa upes u3npaxHeHuara (37,5%) u
ypunata (22,6%). Cnen npouenypa 32 6ep30 eTHMHHHPAHE ¢ XONECTHPaMUH JOMBLIHUTENHO Ce
otaenr ome 23,1% (NpeaMMHO B MINPaXKHEHNATa). B13 0CHOBA Ha MHAMBHIYAHO MPOTHO3HPAKE Ha
thapMaKOKHHETHYHHTE TapaMeTpH upes H3nomssare Ha PopPK Mogena va tepudummyHoMua npu 3apasu
Jno6poBonM H naiyentd ¢ MC, MennaHara Ha ti2z e 6una npubiamsutento 19 NHH cnej MHOFOKpaTHH
1034 0T 14 mg. Cnen eAHOKPaTHO UHTPABEHO3HO MPHIMKEHUE TOTANHUAT TENICCEH KIMPHHC HA
tepudayrnomun e 30,5 ml/h.

Ipoyedypa 3a yckoperno enumunupare: Xorecmupamun U akmueeH 6b21eH
EnuMHuHHpaHeTo Ha TepH(IYHOMHI OT KpbBOOGPALIEHHETO MOXKE JIa C& YCKOPH 4pe3 NpHA
XONECTUPAMHMH WM AKTHBEH BBIJICH, BEPOATHO 4pe3 NMpeKpaTaBaHe Ha MpoLecHTe Ha peabc
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ypesHo HUBO. KoHuenTpaunnTe Ha TepudayHoMun, HamMepenu no Bpeme Ha 1 1-nreBHara npouexypa
3a YCKOpsABaHe Ha eNMMHHHPAHETO Ha TepHQIyHOMI] ¢ 8 g XonmecTHpaMHH TPH BTH AHEBHO, 4 g
XOJIECTHPAMHH TPH MHTH AHEBHO WK 50 g aKTHBEH BBIVIEH [IBA TLTH AHEBHO CJE] NPEyCTAHOBABAHE
Ha JICYEHHETO C TEPUQIYHOMH/]l, NOKA3BAT Y€ TE3H CXEMH €a eEeKTHBHU 32 YCKOPABAHE Ha
€THMHHHPaHETO Ha TepHGIYHOMHA, BoaelH 0 Han 98% HamansBaHe Ha 1a3MEHHTE KOHLEHTPALMH
Ha TepuITyHOMMH], KaTO X0JIECTHPAMMH € HMan no-0bp30 AeficTBue oT BuIileHa. Cnen
npeycTaHOBABAaHE Ha TepU(PIYHOMHI H NPUIIOKEHUETO HA XOJIECTHpaMKH 8 g TpH NbTH AHEBHO
TUIa3MEHATA KOHLIEHTpaLMA Ha TepHQIYHOMH) € Hamansana ¢ 52% B kpad Ha aeH |, ¢ 91% B kpas Ha
JeH 3, ¢ 99,2% B kpas Ha neH 7 u ¢ 99,9% npw 3apbpluBadeTo Ha geH | 1. U3Gopwt Mexuy Tpure
MpOLEAYPH 3a e/IMMHHHpaHe TpAOBa na 3aBHCH OT MOHOCHMOCTTA Ha NAaLMeHTa. AKO XOnecTHpaMHH 8
£ TPM MBTH AHEBHO HE Ce NMoHacs aobpe, Moxke 1a ce HINOM3Ba XOAECTHPaMHH 4 g TPH MLTH JHEBHO.
AJTTepHaTHBHO MOJKE Jla Ce W30/13Ba ChIUO AKTHBEH BbIVIEH (He € Heobxoaumo Te3d 11 nxu aa 6baat
NOCNEIOBATENHH, OCBEH NPH HEoOX0AUMOCT OT GbP20 HaMaNSBaHe HA MNAa3MEHATA KOHLEHTpalMs Ha
TepnGIYHOMHUL).

JInneliHocT/HeRHHEHHOCT

CHCTEMHATA eKCTIO3MUMA HAPaCTBA MPONOPLMOHATHO Ha 103aTa C/IEN NEPOPaHO TIPHIOKEHHE Ha
TepudnyHomua ot 7 1o 14 mg.

Oco6eHOCTH NpH cOEManHH rpyny MNalHeHTH

Hon u cmapuecxa ev3pacm

HiaenTnduumpany ca HAKONKO W3TOYHHKA HA NPACHILA BApHAOWIHOCT MpH 23ApaBH JIHLA H NPH
nauneHTH ¢ MC 833 ocHoBa Ha PopPK aHanusa: Bb3pacT, TeJIECHO Terno, noi, paca i HUBA Ha
anbymMun v 6umupy6un. Benpeku Tosa, TAXHOTO BIMAHHE OCTaBa orpaHHuero (<31%).

Ueprodpobno yepexcoare

JlexoTo ¥ yMepeHOTO YepHOAPOOHO YBpEeAAaHe He NOBJIHABAT hapMakOKHHETHKATa Ha
TepugnyHomua. [lopaau ToBa He ce NPEBHANA KOPHrHpaHe Ha 403aTa NPH NaUUEHTH C JIEKO H
yMepeHo HepHoRpoOHO yBpexxnade. Brnpeku ToBa, TepudnyHOMHI € NPOTHBOMOKA3aH NPH NMALKHEHTH
€ TEXKO YepHOAPOOHO yBpexaaHe (Bx. ToukH 4.2 1 4.3).

Bvbpeuno yepescoane

Texkoro 6B0petino yBpexnaHe He NoBausea bapmakokMHeTHkaTa Ha TepudmyHomua. [opaou Tora
He Ce NMpe/IBIKAa KOpHrHpaHe Ha 103aTa NPy NaUMEHTH C JEKO, YMEPEHO H Temko Oubpeyto
YBpeKIaHe.

Ileduampuvna nonyrayus

Ipn mena ¢ TenecHo terno >40 kg, nexyeaHu ¢ 14 mg BeAHEXK AHEBHO, EKCTIO3HLHHUTE B CTALLHOHAPHO
CbCTOAHHE Ca B rpaHyLMTE, HabII0AaBAHM NPH BH3PACTHH NallHEHTH, JIEKyBaHH ChC ChLUATA CXeMa Ha
Ao3upane.

IMpw neua c TenecHo terno <40 kg, neyeHneTo cbe 7 Mg BEAHBK AHEBHO (B3 OCHOBA Ha OrpaHH4eHH
KIHHHYHH NaHHH H CHMYNALHH) BORH A0 €KCNO3HUMH B CTALUWOHAPHO CLCTOAHUE B MPAHNLINTE,
HaOnioapanH NpH BL3PACTHH MAaLMEHTH, JIEKYBaHH ¢ 14 mg BeAHBXK AHEBHO.

HabnonasanuTe Half-HUCKH KOHLIEHTPALWH B CTALMOHAPHO CLCTOAHHME €4 B ONAMa CTeNeH
BapHaOHITHH MeXIy HHAMBUAUTE, KakTO ce Habnmonara NpU BL3PACTHU naumenTu ¢ MC.

5.3 IlpeaxanAA%HH AaHHH 3a GezopacaocT

ToXCHYHOCT IPH MHOTOKPATHO IIpHIAraHe

MHOrokpaTHOTO NEPOPATHO NPHIAOKEHHE HA TEPHPIYHOMH TIPH MHLIKH, TUTbXOBE H KYYeT,
CHOTBETHO 10 3, 6 U 12 Mecella MOKa3Ba, He rNaBHMTE NPHLECIHH OpPraHH 38 TOKCHYHOCT €
MO3BK, TUMPOUAHHTE OpralH, YCTHaTa KyXHHa/CTOMaLIHO-YPEBHHA TPaKT, PENPOAYKTHB
1 nankpeaca. HabniopaBaHu ca cbluo ¥ JaHHM 33 OKCHAATUBEH €(EKT BLPXY “MEepBEHHTE
KJIeTKH. AHeMHATa, HaManeHHaT Opolt TpoMOoLMTH H edeKTHTE BbpXy HMYHHATa CHCTE
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BKIQYHTENTHO NIEBKONEHHA, TUM(ONEHNS H BTOPHYHH HHGEKUHH, ca OWIH CBbLp3aHH ¢ edeKTHTe
BBPXY KOCTHHA MO3BK W/umn numdbonanure opranu. [ToseueTo oT edexTHTE OTpa3sBaT OCHOBHHA
MEXaHH3IBM Ha JeHCTBHE Ha CheAHHEHHETO (HHXHOHpaHe Ha JenaLIHTe ce KIeTKH). JKuBoTHHTE ca no-
YYBCTBUTEITHH OT XOpaTa KbM (apMaKkonorHuHuTe epekTH ¥ nopaay ToBa KbM TOKCHYHOCTTA Ha
TeprdnyHomua. B pezynrar Ha ToBa, TOKCHYHOCT APH )KHBOTHH € YCTAHOBEHA NPH €KCMOZHLIHM,
€KBHBAJICHTHY WIIH MO-HHCKHM OT TEPaneBTHYMHUTE HUBA MPH Xopa.

T'eHOTOKCHYHOCT H KaHOEPOTCHEH NOTEHIHAN

TeputhryHOMHA He € MyTareHeH in vitro WiH KIacToreHeH in vivo. Knacrorennocrra, HabnoaaBaHa in
vitro, ce TIpHeMa KaTo Henpak edexT, cBbp3aH ¢ Aucbananca Ha HyKICOTUIHHS My, Ko#To € pe3yarar
ot dapMakosorHyHua edekT oT HHxnbupanero na DHO-DH . Bropocrenennust merabonur TFMA
(4- TpudayopoMETHIIANTAHWH) € NMPHYHHIWI MYTareHHOCT W KIacTOr€HHOCT in Vifro, HO He in vivo,

Hsama pnaHHu 3a KAHUEPOTCHHOCT MPH NITBX0BE U MHLIKH.

PenpoaykTHBHA TOKCHYHOCT

QepTHIHTETHT He € BT 3acerHar npH IUIEX0BE, BHIIPEKH HEXENAHNTE e(PeKTH Ha TepHENTYHOMHA
BLPXY MBIKKHTE PETIPOAYKTUBHH OpraHi, BIIIIOYHTENHO HaMaieH Opoli Ha cnepmarosongute. He e
HMaJIO BBHIIHH MangopMaltud B NOTOMCTBOTO Ha MBXKH IUTEXOBE, HA KOHTO € 611 NpHioXkeH
TeprpnyHoMHA npeny YHGTOCBAHE C HETPETHPAHH XKEHCKH UIbXoBe. TepudnyHomug e 6un
eMOpPHOTOKCHYEH U TEPaTOreHeH NpH TUTBXOBE W 3afLIA NPH J03H B PAHALIMTE Ha TEParleBTHYHUSA
Juana3oH npH xopa. Hexxenanu edektH BBpXY NOTOMCTBOTO ca HabNOJaBaHK K KOraTo
Tepu(uTyHOMHI] € npiiaraH Ha GpeMeHHH KEHCKH TUTHbXOBE B TIEPHOJA Ha recTalMA M IaKTallnA.
[Npnema ce, ye pUCKET OT MEAUHPAHA OT MLXa TOKCHYHOCT 3a 3apoJHiua u ¢eTyca no BpeMe Ha
nedenue ¢ TepudnyHoMun € HHCBK. M3uncneHara npH JKeHHy NNa3MeHa eKCNOAHLMS, Ype3 CEMEHHATa
TEYHOCT Ha JIEKYBaH MALHEHT OT MBXKKH Mo, ce ovaksa Aa 6bne 100 muTH no-HHCKa OT I1a3MeHara
ekcno3uims cnea 14 mg nepopaned TepudIryHOMHA.

KOBeHKIIHA TOKCHUHOCT

HOBeHWIHH [UTbXO0BE, NOTy4aBaLIH NEPOPATHO TEPHOAYHOMHU]L B NPOABLIUKEHHE HA 7 CEIMHIIA OT
OTOMBAHETO JI0 HACTBIBAHETO Ha MOJIOBA 3PANIOCT, HE MOKA3BAT HeXKenaHH eeKTH Mo OTHOLIEHHE Ha
pacTexa, PM3HYECKOTO HWiIH HEBPONOrHYHOTO pa3BHTHe, oOyYEHHETO M NAMeTTa, ABHraTelHaTa
SKTHBHOCT, CEKCYaJTHOTO passuTHe unM depTiinrera. Hexxenanure edexTh BRIIOYBAT AHEMHA,
HaMajisBaHe Ha THM(POUIHHS OTrOBOP, A0303aBHCUMO HAMAIABaHE Ha T-KNeTBYHO 3aBHCHMHA
AHTHTAJIO-OTTOBOP K CWITHO HaMasleHH KoHueHTpauwy Ha [gM 1 [gG, xonTo obHKkHOBEHO cBBNAfaT ¢
Hab/II0AeHHATA B NPOYYBAHUATA 33 TOKCHYHOCT NPH MHOIOKDPAaTHO HpHIaraHe NPH Bb3pacTHH
nisXoBe. Bunpeku ToBa, yBennueRWeTo Ha B-kneTkuTe, HabmoaaBaHO NpH IOBEHHHH MUTLXOBE, He ce
nabmoaaea Npy Bb3PACTHY NITbXOBE. 3HAYHMOCTTA HA Ta3H Paz/IHKa He € W3BECTHA, HO € J0Ka3aHa
eJIHA 00PaTHMOCT, KAKTO NPH NOBEYETO NPYTH HAXOAKH.

Tlopaau BHCOKATA HYBCTBHTENHOCT HA JKHBOTHHTE KBM Tepu(IyHOMHJL, MIaAHTE ILIbXOBE ¢a Gunu
HIOXKEHH HA NO-HHCKK HUBA OT TE€3H NPH Jeua W I0HOWM NpH MaKCHMANHATA NPENnopbyHTeNHa 103a
npH Xopa.

6. PAPMAIIEBTHYHH JAHHH

6.1 CnHcbhK HA NOMOILIHHTE BEIIECTBA

Aznpo Ha tabnerkara

JIAKTO38 MOHOXHApAT .
MHKPOKPHCTANIHA LieTy/103a

LApEeBHYUHO HULLECTE

HATpHeB HUILecTeH raukonar (Tan A)
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XHAPOKCHMPOMHILIETY 1038
MarHesHes cTeapaT

TabnetHa o6BHBKA

XHNpoMenosa

N1aKT03a MOHOXHApPAT

KanuueB kapboHar

TPHALIETHH

MHAHroKapMHH anyMuHueB nak (E132)

6.2 HechBMecTHMOCTH

Henpunoxumo.

6.3 Cpox Ha rogHoer

3 roanHH

6.4 CuoeuHanHR YCJIOBHA HA ChXpaHeHHe

To3u nekapcTBEH NPOAYKT HE H3UCKBA CNELHATHY YCNOBHA Ha ChXpaHEHHKe.
6.5 BuaH chABPKAHHE HA ONAKOBKATA

Opwuentipan nonHamug (oPA) /amymunnii (Al) /nonuenunmxanopua (PVC) — anymuaneBn OHcTepHu
ONAaKOBKH, ChAbpKawn 14, 28, 84 nnu 98 Tabnerkn

He BcHukM BuooBe onakoBku morat aa 6saat nycHatd B nponaxda.
6.6 ChneusHanHs npeAna3sHH MEPKH IIPH H3XBLPJISHE

Heu3non3saHusT IeKapcTBEH NPOAYKT WIH OTNAAbYHHTE MATEPHAIH OT Rero TpAbBa 1a Ce W3XBBpIIAT
B ChOTBETCTBHE ¢ MECTHHTE H3HCKBaHMA.

7. TMPHTEXATEJ HA PASPEIIEHMETO 3A YTIOTPEBA

Zentiva, k. s.

U kabelovny 130

102 37 Praha 10 — Dolni Mé&cholupy

Yerka peryOnuka

8. HOMEPHA PASPEHIEHHETO 3A YIIOTPEBA

Per. Ne: 20230116

9. JATA HA ITBPBO PASPEHIABAHE/MOJHOBABAHE HA PAJPEIIEHUETO 3A
YHOTPEBA

Jata ua mupso paspewasate: 09.06.2023 r.

10. JATA HA AKTYAJIM3BUPAHE HA TEKCTA
02.02.2026 .
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