MURHCTERCTRO HA 3LPAREONASBAHETO

{IpUAOKEKIE KBR
paspeteniie saynotpeba e \-AM 59y |23.10-p &
)

1. VME HA JEKAPCTBEHM OPOAVKT ?@&/M ok @%W
Arava 20 mg ¢unmupanu TabreT i

2. KAYECTBEH H KOJJHYECTBEH CHCTAB

Besika dmnmupana TabneTka ¢babpika 20 mg oT akTHBHOTO BeiecTro Nedurynomun (leflunomide).

3a noMoOIIHKTE BEIECTRA, BXK. Touka 6.1,

3.  JEKAPCTBEHA ®OPMA
®unmMupana TabneTka.

XKonTeHuKasu 10 0Xpa, TPHETBIHY (DHAMMpany TabneTky, ¢ rpasupoeka ZBO oT eanara cTpana.

4. KIMHIAYHE DAHHIA
41 TepaneBTHYHH NOKA32HNA

JledyHOMHN € OKa3aH 3a JISYeHHEe Ha BE3PACTHH NALMEHTH C:
* 2aKTHBEH PEBMATOMJICH apTPHT KaTo “00NecT-MOANGUIHPAIIO AHTHPEBMATHYHO
nexaperseno cpeacteo” (BMAJIC).
* aKTHBEH [ICOPHATHYEH ADPTPHT.

CKOpOWIHO MM €AHOBPEMEHHO JIeUeHHE ¢ XeNATOTOKCHYHH HIIH XeMaToTokCHuHH BMAJIC (wanp.
METOTPEKCAT) MOKE J1a IOBEJE JIO YBENHYEH PHCK OT CEPHO3HE HEXKETAHM Peakiyy; CeI0BATENHO,
3aM0YBAHETO Ha JICYEHHETO C AeduyHoMuN TpiaGea fa OBAe BHUMATENHO NPelleHeHO TI0 OTHOIIEHKE
H4 CTPaHHTE [10J133/PHCK.

Hemo noseue, cManaTa ot nedmynomun Ha apyro BMAJIC Ges cnaseaHe Ha OYKCTBalUaTa MPOLERYpa
(Bx. Touka 4.4), MOKe fa YBEJIHUH PHCKA OT CEPHO3HH HEXENAHH PEAKLMH TOPH NBITO BpeMe CleN
CMAHATA.

4.2 Jo3upoBKa I HAYNH HA HPUIOKEHUE

Ennospemenno Tpa6ea ga ce onpenenst AJIAT (CI'TIT) u neiHa KpBEHA KapTHHA, BIIIOYUTENHO
nudepenuman=o 6poeHe Ha GenuTe KPHBHH KIETKH U 6pos Ha TPOMOOIMTHTE, a IOCHE Jia ce
H3CNIE/ABAT ChC CHIIATA TECTOTa:

* TpenH 3af0YBaHeTo Ha HeIYHOMUR,

®  BEJIHELK Ha ABE CEIMHLIH ITPe3 IT6PBUTE 6 MeceLa OT jIeYeHHETO, ’

*  BEAHLXK HA BCEKH § ceAMHUM cliel] TORa (BK. CBHIO TOuka 4.4).

Tepanusra ¢ nedayHoMHT, 3an104Ba ¢ HaTORapBama fo3a ot 100 mg eauH NBT AHEBHO B NIPOABIDKEHHE
Ha 3 nuu.
* IIpenmoppunresisaTa noabpIKallia [03a APH PpeBMaToRneH apTput ¢ 10 mg 1o 20 mg

C FICOPHATHYEH apTpyT (BK. Touka 5.1).
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TepanepTuianaT edekT 0GHKHOBEHO 3an0YBa Cllex 4 A0 6 CEIMMIIE 1 MOXKE O-HATATHK /A Ce
nonodpu ot 4 no 6 Mecexa.

He ce npenoprupa npoMana na K03ara IpH DALKMEHTH ¢ Aeka 656pedHa HEIOCTATHUHOCT.
He ce uznckea mpoMsHa Ha 103aTa IpH HAlMEHTH Hajl 65 FONMIIHA BE3PACT.

Arava He ce penopbuBa 32 ynoTpeda NpH NanyesTH Hoj 18 roJHHH, Thil KaTO HeroBara
e(eKTHBHOCT 1 6€30TIACHOCT NPH I0BEHINIeH peeMartonies apTput (FOPA) He ca yCTaHOBEHH.
JleuenueTo Tps6pa Aa ce 3an0uHe ¥ CEAH OT CISLHATHCTH ¢ ONHT B JIEUSHHETO HA PERMATOHACH
ApPTPUT H TICOPHATHYEH apTPHT.

Upnnoxenne

TabneTkure Arava Tpa6Ba Jia ce HODIBLUAT LEIM ¢ NOCTATHYHO KOMHYECTRBO TeynocT. CTenedTa Ha
abcopbuua Ha ne(IYHOMEJL He CE NIOBJIHABA aKO Ce MPHEMa ¢ XpaHa.

4.3 IpornBonoxasaHHA

Arava He Tps0Ba Jia ce yoTpedsBa NpH NallHeHTH CBPBXYYBCTBUTENHE Ha NediyHoMi (0coBeHo ¢
Ape/IECTRBY AN CHHAPOM Ha Stevens-Johnson, TokCHIHA enuIepManHa HEKPOIU3a, epHTeMa
MyATH(HOPME) HITH HAKOE OT TIOMOLIHUTE BEIECTRA B TabNeTKHTE.

JlecmyHOMES © IPOTHBOTIOKAZAH IIPH:
* MAIMEHTH ¢ YBpeAcHa YepHOoApobHa hyHKIMs,
*  [ANMEHTH C TEXKH HMYHHONEDHINWTHH CHCTOAHHS, Hanp. CITUH,

® TAUMEHTH CHC 3HAYHMTENIHO YBpeAeHa (hyHKIMA Ha KOCTHHA MOIBK HIIH TEKKa AHEMU,
JNIEBKONICHHAS, HEYTPOLICHUs MK TPOMOOLIUTONICHHS, TIOPAIH IPHYHHH, PA3IHYHA OT
PEBMATOH/IEH KM TICOPHATHYEH APTPHT,

*  IALHEeHTH ChC CEPHO3HH HHGEKUMH (BXK. Touka 4.4),

¢ IIAQEUEHTH C ¥YMEpeHa [0 TeXKKa 61;6peq1—1a HEQOCTATEYHOCT, 3&I0TO JHIICBA AOCTATHEYHO
KR¥HEICH OHHNT IIPH Ta3M rpyria mauHeHTH,

* TAUECHTH C TEeXKa XUNIONPOTEHHEMHUS, HANIp. I He(POTHYESH CHHAPOM,

* GpeMeHHH XXEHM HJIH JKEHH B JETEPOAHA BB3PACT, KOHTO HE H3TION3YBAaT IOAXOAAIA
KOHTPaLerys [10 BpeMe Ha JeYCHHUETO ¢ Ne(IIyHOMHA H CIIEH TOBa AOKATO ITA3MEHHTE
HHEA Ha aKTHBHMA MeTabonut ca nag 0,02 mg/l (Bx. crino Touka 4.6). Ilpeau 3amodsane Ha
neyeHneTo ¢ NequryHOMU TPAOBA fa Ce U3KIIOYH GpeMeHHOCT.

¢ Xenure He TpabBa Aa ynotpedarar JedIyHOMUE HOKATO KBPMAT (BK. CHIO TouKa 4.6).
4.4 Cpoennajnan NpeAyNpe:XASHHS M CHEMURTHN NPeINasH MEPKH HpH ynoTpeda
Arava Tps0Ba n1a ce IpuIIara Ha NaHeRTHTe caMo IT0J BHHMATENEH HeKAPCKH KOHTPOJL.

YenopeHoTo NpriokeHHe Ha XeIaToTOKCHYHN i XeMaToTokeuynu BMAJIC (Hanp. MeToTpekcar) ne
€ TIPENIOPEYHTENHO.
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BMAUJIC (uanp. meToTpexcar) clieR AeueHHe ¢ TediryHoMu/, TpAGBa Na ce HanpaBy KbM
OYHCTBaIaTa npoleAypa (Bx HO-R0Iy).

3a oymcTsamAaTa IPOLEAYpa i APYTH MPENOoPBUATENHA MEPKH B CNy4ail Ha sxenaHa MM
HellpeABHAeHa OpeMeHHOCT BiK. TouKa 4.6

YepnogpodHu pearnn

Peaxu cirydau Ha TeXKO 4epHOZPOOHO YBpeiKHate, BIUTIOUUTENHO ¢ (aTaneH m3xop ca G1np
chOOIABaEH 110 BpeMe Ha IeUeHHeTo ¢ nepryHoMuT. JIoBeUeTo OT cllyuakTte BE3HHKHAXA TIpe3
IIBPBHTE 6 Mecelia Ha JieueHHeTo.Yecto ce HabnrofaBa ycropeaHa Teparnus ¢ APyrM XenaToTOKCHYHM
JieKapCTBEeHH IPOJEYKTH. Baxkno € 14 ce cneapaT TOYHO NPENOPBKKTE 32 NPOCHEABAHE.

Tpabea na ce onpenemu AJIAT (CI'TIT) npeau zamouBaneTo Ha AedyHOMEA, a HOCAE A2 ce H3CHEABa
CBC CBHIATA MECTOTA KATO MBAHATA KPhBHA KAPTUHA (Ha BCEKH [IBe CEOMHIM) IIpe3 ITEPBUTE IHECT
MeCela OT eYECHHETO, a C/IeH TOBA BEAHBK Ha BCEKH 8 CeMHIM.

Ilpu ypemmuenne va AJTAT (CITIT) ot 2 o 3 nsTH Hajj ropHaTa TpaHHIa HA HOPMATa, BJIH3a B
chobparkeHHe HaManABaHe Ha 103212 o1 20 mg na 10 mg 1 exxece;/MAIHO MOHUTOpHpaHe. AKo
ysenuueHreTo Ha AJIAT (CI'TIT) e 2 mpTH Hax HOpMAaTa ¥ NIEPCHCTHPA WIH YBEIHYESHHETO € TOBEYe
OT 3 ITBTH HaJl HOPMAT4, IPHEMAHETO Ha edITyHOMUE TPSIOBa ce NPeyCTAHOBH H JIa Ce NPEMHHE KEM
ourcTsamiata nmpouenypa. Ilpernopsusa ce npogbKaBaHe Ha MOHETOPHPAHETO HA YepHOAPOOHUTE
CH3UMH CHeJ, [IpeyCTaHOBsBaHe Ha JieueHHeTo ¢ eIy HOMI [0 HAMAJISBaHEe HA EH3MMHHETE HUBA.

HOPELHPI BE3MOMHOCTTA 34 BOITBJIIHHTCIHE XeMaTOTOKCHIHH e(belc'm, Ce IIpenopbhYBa ynorpeﬁa"ra Ha
alIKOXOT Ha ce H30ATE2 10 BpeMeE Ha NEeUCHHETO C J'IBClJJ'IYHOMHﬂ.

Toit kaTo aKTHBHHAT MeTabONMMT Ha JedayHomun, A771726, e CHIHO CBHp3aH ¢ GeNTHIATE W ce
H34HCTBA Upe3 YepHoApoOeH MeTaboNH3bM H JKITbYHA CEKpeLiHs, MIa3MenuTe nusa na A771726 ce
O4akpa ga ObAaT NOBHIIEHH NPH NAIHEHTH C XHIIONPOTEHHEMHS. Arava ¢ IpOTHBOIIOKA3aH MPH
MALMEHTH C TEKKA XMIIONPOTEHHEeMH s HIH yBpeaeHa QyHKUKA Ha yepHus Apod (BK. Touka 4.3).

XemMaToIOrH4Hi peaKknHH

Ennospemenno ¢ AJIAT, 1ps6Ba 1a ce HanpaBH NBIHA KpBBHA KAPTHHA, BKIIIOUHTEIHO
nudepernuanHo 6poeHe Ha OeNHTe KPEBHH KISTKH H TPOMOOMUTHTE, a NOC/E Ja C& H3CIeIBaT ChC
CHIlaTa Y€CTOTa NPEIH 3all0YBaHeTo Ha JICUEHHETO ¢ JIS(IYHOMHI, a CBLUIO H BEIHBXK Ha ABE
CE/IMHLIE IIpe3 IBPBHTE & Mecela OT JIedeHHeTO U BeAHBK Ha BeeKH § cenmMuuu cnen Toba.

Ilpu nanuenTH ¢ NpeAUIecTRalA AHEMHS, IEBKOMEHM I/HIH TPOMOOIMTONEHUA, 4 TaKa CHILO H IpH
TIANHEHTH C YBpeneHa QyHKIME Ha KOCTHUS MO3BK K NPH TAKHBA ¢ PUCK KBM [OJTHCKAHE Ha
KOCTHHS MO3BK, PUCKBT OT X6MaTO/IOTHYHH HapyIICHUS ¢ YReNHUEH. AKO ce BB3HMKHAT TAKMBA
eexty TpAOBa Aa ce B3eMe NpelBHJ| OYMCTBaHe (BK. TIO-JONY) 3a HAMANSBAHE Ha INA3MEHUTE HUBA
Ha A771726.

B ciryyaii Ha TeXKKH X€MATONOTHYHHE PEaKIMH, BKAIOUHTERHO MaHIHTONEHN, ATava i BCAKO
€HOBPEMEHHO MHENIOCYIPECHBHO JIeueHHe Tp20Ba 1a ce cIipe M 4a CE 3allOYHe OUHCTRaIna
npotefypa oT neIyHOMHL,

Komonnamus ¢ Apyrn JieseHns

Vnorpebara Ha AeIYHOMHUA C RHTHMAAPHITH, H3IIOA3YRAHH NIPH PEBMATHYHHU 3a60NaBanus (Ha
XAOPOKBYH H XMAPOKHCXIIOPOKBHH), HHTPaMyCKY/IHO MK NEPOPAIHO 3%4TO, D-IeHUIMNIAMHUH,
A3ATHOTIPHH M JIPYTH UMYHOCYIPECHBHY areHT# (C U3KIIOUSHHe Ha METOTPEKCAT, BK. ToUKa 4.
H3CIIeABaHO jocera. PHCKET, CBBP3aH ¢ KOMOMHMPAHOTO JIEYeHKE, 0COOEHO OT IPOABIKHUTENH
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CHHEPIHYHA TOKCHYHOCT (HPHMEPHO XEeTaTO-kIIM XeMATOTOKCHYHOCT), KOMOHHALHATA C APYro
BEMAJIC (nanp. MeToTpeKcar) He e IpenophuuTeNita.

Tlpenopruea ce BHuManEe, Korato AedUIyHOMEZ Ce FaBa © HApyTH NekapcTea, pasianusy ot HCIRBRC,
KouTO ce MeTabonuznpar or CYP2CY, xato peBHTONH, Bap(HapuH, GEHNIPOKYMOH 1 TonOyTaMHuz,

IIpeanaBane KbM OPYIo JedeHHe

Tt xato NedIyHoMHUR MMa ABITO 330EPHKAHE B TAIOTO, IPEMHHABAHETO KM Xpyro BMAJIC (narp.
METOTpekcar) 6e3 H3BBpIIBaHE Ha OUHCTBAILATA IPOUERYpa (B MO-H0IY) MOKE A4 3ACHITH
BB3MOKHOCTTA OT JOIIB/HHUTENHH PHCKOBE JIOPH ABJITO BPEME ClIEX cMsHATA {KMHETHYHO
B3aUMOJICHCTBHE, OPraHHa TOKCHYHOCT).

Io chiuus HauHH, CKOPOIUHO JIEYeHHE € XEMATOTOKCHYHH YIH XEeMATOTOKCHYHHU JIEKAPCTBa (HATIp.
METOTPEKCAT) MO3KE IOBEHE A0 YBSMHYSHH HeKeIaHH PeaklHH; CIeIOBATeIHO, 3AM0YBAHETO HA
neyeHneTo ¢ AednyroMun TpAOBa Na 6bie BHEUMATETHO OOMHCIEHO TH0 OTHOLICHHE HA Te3H CTpaBH
T0/13a/PHCK U Ce NperiophyBa CIPHKTHO NpocensBane B Hadannara (hasa ciiel cMsHaTa,

Koxcrn peaknnn
B cny4aii Ha yNIIEpO3eH CTOMATHT, HPHIIOKEHHETO Ha JIe(ITYHOMUZ TpAOEa 1A ce IpeyCTaHOBH.

Muoro peaxy ciyyan Ha cunzpom Ha Stevens-Johnson M TOKCHYHA eNHEpMATHA HEKPOJIH3a Ca
cH0B1ABAHHM TIPH TIALIMERTH JeKyBaHH nednyromuy, 1 om xato ce HAGMONABAT KOMXKEH W/HITH
MYKO3HK IPOMEHH, KOTO NOpas/a MOGO3PEHHE 34 TAKUBR TEXKH Peakiuy, Arava i BCAKO JAPYro
BB3MOJKHO CBBP3aHO JeueHre Tpsabea Ja Ohhe npeyCcTaHOBEHO H Ja ¢e 3aloyHe He3abapHo
OUHCTBalllaTa IpoueNypa oT Jedaynomua. B takusa cnyyau e HeoOXOMHMO IIBIHO OYHCTRaHE. B
TaKHBa CIy4aH HOBTOPHOTO IPHEMaHe Ha JieQUIyHOMH € NPOTHBOMOKA3aHo (BIX. TouKa 4.3).

Hadexnun

MizpecTHo € ve jleKapcTBa ¢ HMYHOCYIPECHBHH CBOHCTBA-KATO He(Ty HOMK/-MOTAT JA HATIPABST
DALMEHTHTE N10-1YBCTBHTENHH KbM UH(eKIy, BITIOUHTENHO OOPTIOHUCTHYHH HEGEKIHA.
Hugekuunte Morar ja GbAAT NO-TEXKH O €CTECTBO H CEIOBATENHO MOTAT Ja M3HCKBAT PAHHO K
CHEPru4HoO JeYeHue. B ciiyuali, ye Bb3HHKHE TeKKa HOKOHTPOIMpYeMa HHGEKIMA, MOXKeE 1A e
HeoOX0MMMO /2 Ce TIPEKBCHE JIEYSHHeTO ¢ NediyHoMu Tpabea [a ce NpeKseHe | ce 3aNouHe
OYMCTBALA POLIEAYPA, KAKTO € ONHCaHO HO-JI0y.

HanpenTu ¢ peakiuy Ha TyGepxysmuH Tpa6Ba Ja ce NPOCHeNsBaT BHUMATENHO IOPaH PHCK OT
aKTHBHpPaHe Ha TyOepKymI03aTa.

PecnuparopHit peaKmun

Crobiasa ce 32 HTEPCTHLMANHO 3a60MsBake Ha Gelmt Ipob 110 BpeMe Ha JIeUeHHE ¢ Ne(IYHOMMA
(. Touka 4.8). Harepetaumantoro 3a0onsasane Ha Gellus APo6 e HMOTeHUHano GaTaliHo HapyleHye,
KOETO MOKE Ji2 BE3HHKHE OCTPO IO BpeMe Ha TepanmaTa. [IyIMoBapHuTe CMMTOMM, KATO KalIHLA M
3ayX, Morat Aa 6JaT NpuyMHa 3a IPEYCTAHORIBAHE HA JIEUCHUETO H IIOAXOMAIIO MOCHENBAI0
H3CITE/IBAHE.

KpuBao nanarane

KpeBHOTO Hansrake Tpabpa Ja ce M3MEPH Npe| HAYANIOTO Ha JIEUSHHETO C NedIIyHOMH) 1
NEepPHOAUYHO CIIE] TOBA.

Br3npousBoAcTBO (HPENOPBRA KbM MBXKETe)
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MmpaxeTe nauuenTa Tpi6ea fa 6BIaT HasCHO 33 BE3MOKHA MEAUMPAHA OT MEXA (DeTanHa TOKCHIHOCT.
Tloaxonsima KOHTPALETIEHA Y10 BpeMe Ha JISYeHHETO ¢ nedUlyHOMHJ Chino TpGBa Aa Ghie
rapaHTHpaHa.

Hsima TOunM faHHM 33 PHCKA OT MEAHMpPAHATA OT ME3xa JeTanHa TOKCHUHOCT. Vaclensanys Ha
KUBOTHH 32 OLICHKA Ha To3H CHelHpHYeH puck obave, He ca MpoBekxnaHy. 32 HAMANABAHE HA BCEKH
BB3IMOKEH PHCK, MBXKe HOKAIIH Aa OpaaT Gam, TpaGBa Aa B3eMaT NpeABH/ NPeyCTaHOBABAHE Ha
ynorpebara Ha siedyHOMYA B Aa NpueMaT XoiecTHpaMuH 8 g 3 oTu nHesHo 2a 11 nuu wim 50 g
aKTHBEH BEFIICH Ha MpaX 4 IbTH OHeBHO 3a 11 auM.

W B ppata cnyyas nnasMenaTa KoHIeHTpalia Ha A771726 Torasa Tps6Ba ia ce H3MEPH 32 IPBB ITBT.
Cnen ToBa nnasMenara koHneHTpailisa #a A771726 Tpabaa Aa ce OIpeIeNTH OTHOBO Clex HHTEpBall OT
noxe 14 guu. Ao fBeTe MIa3MeHH koHueHTpanuu ca noa 0,02 mg/l u cien neprHos Ha H3daKBaHe
Hali-ManKo OT 3 Mecena, pHCKET OT (heTaiHa TOKCHUHOCT € MHOTO HHCHK.

OuncrBama npoxenypa

XonectpamuH B 503a 8 g ce npunara 3 neTH AHEBHO. ANTEPHATHBHO, 50 g AKTHBEH BLIVIEH HA npax
MOXe Jia ce npunakH 4 neTH JHeRHO. [IpoABIKUTENHOCTTa Ha IANOCTHO OYHCTBAHE € OGUKHOBEHO
I'T pyu. [TpoRsmKATENHOCTTA MOXKE Jla Ce IIPOMEHH B 3aBHCHMOCT OT KIHHIYHATE H NaGOpaTopHu
JIOKA3ATENH.

Jaxroza

TlauuenTy ¢ penky HaclencTBEHH OpOGIeMH Ha FafIaKTO3Ha HEMOHOCHMOCT, Lapp NakrasHa
HEOOCTATBUYHOCT HiH INIOK030-TanaKTo3HAa MaJ'IaGCOP6HI/IH HE TpﬂﬁBa Ja B3eMaT TOBa JIeKapCTBO.

4.5 BzaumogeiicTBHE ¢ JPYTH JleKApCTBEHH NPOAYKTH H APYTH (opMi HA B3aHMoAeiicTBye

Ypenuuasane Opos HA HEMKENAHHTE PEAKIHH MOXe Ja ce HabGIOABA MPH eIHOBPEMEHHOTO U
CKOPOLUHO ApHEMAaHe HA XeNAaTOTOKCHYHM HITH XeMATOTOKCUYHHE JIeKAPCTBA WIIH KOTaTo JICIeHHETO ¢
neITyHOMUA Ce IOCHEABA OT MPHEMAHETO Ha TAKHUBA llekapcTEa 683 NepHoi Ha OTMEBaHE (BXK. CHIIO
YUETBAHETO OTHOCHO KOMOMHANNS ¢ NpYrH Jiederus, Touka 4.4). ClienosarelHo ce npenopbysa
BHEMATENIHO NPOCeABAHE Ha YePHOXPOGHUTE SH3UME M XEMATOIOFMUYBHTE FOKA3ATEH B HAYANHATA
da3a npy cMsaHA Ha TepanuaTA.

Hpn manko (n=30) npoy4sane ¢ eAHOBPEMEHHO NpIioxeHHe Ha AeduryHomus (10 5o 20 mg AHEBHO)
¢ merorpekcar (10 no 25 mg ceamMu4HO), OT 2- 10 3-kpaTHO yBeNHYEHHe Ha YepHOIPOGHHTE SH3HMH
Gewe nabmonasano y 5 or 30 nanuenty. BoHykH yBenyyenns oT3By4axa, 2 ¢ IPOAEIKABAHE HA
IBaTa NPOAYKTA M 3 CleX NpeycTaHossrage Ha jeduyromus. ITo-rosmMo ot 3-KpaTHo ypeHYeHHe
Geine nabmonapano y ApYrH 5 nanuenTa. Benuky Te ¢hIIO OT3BYYaXa, 2 ¢ IPOXBLKABAHE HA [BETE
JleKapcTBa U 3 cliel IPEYCTaHOBABaHe Ha eduIyHOMuA,

Ilpu nanuenTy ¢ peBMATOM/IEH aPTPUT, HHKAKBH GapMaKOKHHETHUHH B3aHMONEHCTBHS MEXTY
ne¢rysomuz (10 o 20 mg nuepHO) U MeToTpexcar (10 no 25 mg cemuuno) He Haxa
JFEMOHCTPHPAHH.

TIpenophusa ce DalMEHTHTE TPHEMAty Te(IyHOMHUA A4 He Ce JIEKYBAT ¢ XOJNECTHPAMHH HIIH aKTHBEH
BBIJIEH Ha [Ipax ThH K&TO TOBA BOAM N0 OBP30 M 3HAMKTENHO HAMAIMBAHE HA MIa3MeHaTa
KOHUCHTpaiiA Ha A771726 (akTHBHMAT MeTabONUT Ha edIyHOMHM,; BX. Touka 5). MexaBH3MET ce
CuMTa, e ce NBIDKY Ha MPeKbCBaHE Ha SHTEPOXeNATANHHA MK WHY Ha CTOMALIHO-4PEBHOTO
oTxenane Ha A771726.

AKO NaiyeHTHTE BeYe NPUEMAaT HECTepOHIEH NPOTHROBE3NANMTENHH cpefictsa (HCIIBC) n
KOPTHKOCTePOMIM, TO MOTaT A2 I'H NPONBILKAT CJIeH 3ano4BaHe Ha Je(IyHOMMI.
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EnsuMuTe, BIIIOYEHH B MeTaboNuaMa Ha JIeQUTyHOMUA K HErORMTE MeTAGOIHTH, HE Ca TOYHO
n3pecTHH. Mscneneanns in vivo 3a B3auMofeHCTBHE CHC CHMETHIHE (necrieryudrrier HAXUOUTOD Ha
maroxpomM P450) moxasea nunca Ha 3HaUBMO RiauMozeiicTere. Ciel €/IHOBPEMEHHOTO IPHEMAHE Ha
SIMHUYHA 11033 JeQIyHOMEJ OT HALUEHTH, NIPHeMally MHOTOKPATHH KO3% pHdaMIHuMH
(Hecneunduyen nuToxpoM P-450 uHAYKTOP), MakcuManauTe HUBa Ha A771726 6axa YBEIUYEHH G
40%, noxato AUC He Gente saunTenno npoMenena. MexanusMbT Ha TO3H e(exT e HeaceH.

Macnenpanus in vitro noxassar, ye A771726 ugxubupa aKTHBHOCTTA Ha nuToxpoM P4502C9
(CYP2C9). Hpu rimnmdHY NpoyYBaHns He 6sxa Babmiofapany npoGieMu ¢ 6e30MacHoCTTa, npu
€[IHOBPEMEHOTO NpuiokeHHe Ha fiedysomun u HCIIBC meraGonusupantu ce ot CYP2C9.
TIpenops4Ba ce BH¥IMaHHe, KOTATO ediyHOMUL ce apa 3aS/HO ¢ Hipyru nexapetea, ocsed HCIIBC,
metabonmskpamu ce o CYP2C9, kato denuToun, Bapdapy, GEHNPOKYMOH U TONGYTaMUL,

Ipu nscrenpane, B KoeTo NedIyHOME Ce NPHIAra 326AH0 ¢ TPU(A3HH OpalIHH KOHTPALEeNTHEH,
chABpKaty 30 Ug eTHHHAECTPAAHON, Ha 3XPABH 3KeHH HOOPOBOAKH, HAMAIe HAMAIABAHE HA
KOHTpalleNTHBHATA AKTHBHOCT Ha IIPOTHBO3aYaThYHOTO CPEACTBO, 4 GapMAKOKMHETHKATA Ha
AT71726 ¢ buna B nipeABHAKTAHUTE CPAHHIH,

Baxcnaupannsa

Hsima KIMHIYHY JaHBH 32 eHKACHOCTTa i Ge30IacHOCTTa Ha BAKCHHAIIMMTE 10 BPEMe Ha JedeHys ¢
nedyHOMHEA. BaKCHHMPAHETO ¢ JKMBH ATEHIOMpAHK BAKCHHY o6ade, He ce Ipenopsura. Jnrus
TIOMY-XHMBOT Ha SIe()IlyHOMH] TpAOBa N1a ce MMa NPSARHA, KOrATO Ce NIaHyBa IPUAOKEHHUETO HA XUBA
BAKCHHA CJIeJl CIIMpaHeTo Ha Arava.

4.6 DbpeMeHHOCT H KbpPMEHE
Bpemennocy

AKTHBHHAT MeTadonut Ha neuryHoMun, A771726 Moxke Jia NPHYHHH TeKKUH ManthopMalyy Ha
HOBOPOJEHOTO aKO ce IpHiIara 1o BpeMe Ha SpeMeHHOoCT.

Arava e nporuonokasan (Bx. 4.3) 1o Bpeme Ha GpeMEHHOCT.

Kenu ¢ AeTeponen noTeHLMan TpadBa la U3NON3BAT edeKTHBHA KOHTPAUEIHA 10 RPeMe Ha 1 A0
2 ronunn ciep aevenneto (Bx. “IlepHol Ha H3yakBane” N0-KONY) WK A0 11 MHH Cle) NeYeHHeTo
(k. cxpecenns “Tlepron Ha ourcTRane” no-gony).

TauuenTkara TpaGsa na GBAC yBeROMEH, Ue aK0 HMa HAKAKBO 2abaBsHe HA MEH3eCa HIH HAKAKEA
npyra NpMdHHa A2 NOA03KPa OpeMEHHOCT, T4 TpAOBa BeAHATA 12 IPEAYIPENH JIeKapa 3a
U3BBPUIBAHETO Ha TECTOBE 38 OPeMEHHOCT, ¥ KO ¢a IOTIOKHTENHH, JISKapaT B HalyeHTKaTa Tpabea
ha oGCHAAT pricka 3a GpeMerHoCTTa. BBaMosKHO € upes 65p30 HaMaNsBaHe Ha HUBOTO HA AKTHBHIS
MeTabOMHT B KPBBTA IOCPACTBOM YCKOPABAHE HA ENMMHHHDAHETO HA EKapPCTBOTO ONMCAHO NO-IONY,
olie NPH IEPBOTO 3262B5HE Ha MEH3eCa MOMKE [a Ce HAMANH PUCKET 32 IIoAa OT NehIyHOMUL,

Ilpu skenu KOMTO npueMaT Nedly HOMUA U MCKaT A2 3a6peMeHesT, ce AperopbyBa eHa OT CICHHHTE
HpOUELypPH, 3a 1a ce KOHCTATHPA, 4e INIONa HE ¢ M3IOKEH Ha TOKCHYHH KOHIEeHTpatuu Ha A771726
(Taprerna KoaneHTpauwa nox 0,02 mg/l).

IMeproa HA H3YaKBaHE:
Mozxe fia ce ouaksa, nnasmenyTe Husa Ha A771726 na 6bnar Han 0,02 mg/l 3a MPOFBIKHTEISH

nepuof. Moxke Aa ce 0YaKBa KOHIEHTpaNmATA aa crnanse nox 0,02 mg/l cien okono 2 rogHHH OT
CIIHPAHETO Ha JIeYEHHETO C NIeIYHOMH],

Criezt 2-rofuIen nepyuos Ha W34aKBaKe, MNa3MeHaTa KOHNeHTpauusa Ha A771726 ce H3MepBa 3
meT. CIIeR TOBA M1a3MeHaTa KoHUeHTpanys Ha A771726 Tpabpa A2 ce onpenemH OTHORO ClIEN
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MHTEPBAT OT [IoHe 14 fnu. Ao NBeTe MasMenuTe kKoRIeHTpamyy ca rox 0,02 meg/l, He ce ouaksa
TepaToreHeH PHCK.

3a fomsnHHTENHA HH)OPMAITHS TI0 OTHOIUEHHE HA TeCTUPAHETO, MO, OGBPHETE CE KEM
Hpuresxarens na Paspewennero 3a Yorpe6a Win MecTHAS My IPeNCTABHTEN (BK. TOUKa 7).

Ouncreama npouenypa:

Crep criupaneTo Ha JieUeHHETO ¢ JIeIyHOMU] ce IPHeMar:
*  XOllecTHpaMyH 8 g ce npuiara 3 ryTH AHEBHO 3a nepHof oT 11 aum.
¢ uny, 50 g akTHBEH BLIVIEH Ha IIpax ce MPHIara 4 WHTH AHEBHO 3a nepHox ot 11 xuu.

1 nipn nsere nipouenypu obave, ce H3uckBa IIpOBepka ¢ 2 OTAEIHH TecTa Npe3 HHTSPBaI OT IoHe
14 pHu ¥ MepHON HA H3YaKBaHe OT Mecell H IOJOBHEA MeXIY ITEPBATA NOABA 34 MIa3MeHa
KoHuexdTpanud nox 0,02 mg/l u onnoxnaseTo.

Ha sxeHu ¢ neTeponta MoTeHIHaR Th:GBa ia ¢e Kaxe, Ye ce Halara IEPHOR Ha H3UaKBAHe OT 2
TOJMHH CIIE] CIHPAHE Ha JICUESHHETO TP/l ia MMaT BE3MOXKHOCT /ia 3a6pemeHeat. AKo MepHoa Ha
M34AKBAHE [0 NPHONH3HTENHO 2 FONMHM Ype3 NPHEeMaHeTO Ha Hae)kHa KOHTPALETILHS Ce NPeleHH 3a
HETIPAKTHYEH, MOXKE Aa Ce Npenopbya NpodHiakTHIHO HA3HAYABAHE HA OUKICTBANIA HPOLEAYpa.

H xomnecrrpamui, ¥ aKTHBEH BBITIEH Ha TIPax, MOTAT Ja NOBMMAAT aGcopBLIsTA HA ECTPOreHH U
NIPOTreCTHHH TaKa, Ye HaNex/[Ha KOHTpaUuenya Ja He Moxxe Ja 6'b/le rapanTHpaHa 10 BpeMe Ha
O4HCTBaIaTa POLCAYPa C XONECTHPaMHH Wil AKTHBEH BEIVIeH Ha Npax. Ipenopbyea ce
H3NO0JI3YBAHE HA ANTEPHATHBHY KOHTPAUENTHBHE METOIH.

Kepmene

ExcriepumenTaiyte NPOYYBAHKS TPH JXUBOTHH TIOKA3BaT, ye Ne(HyHOMEN WM HETORUTE METABONTHTH
HPeMUHABAT B MARYHHOTO MISIKO. KbpMenny 3eHH clieNoBaTeNno, He Tpabaa Ia IpHeMar
nedRyHOMUA.

4.7 EdexTH BLPXY CII0c0GHOCTTA 3a modupane n padora ¢ MANIHHE

B ciryuan Ha HeXXeNaHH Peakiyy Kato 3aMasHoOCT, CliocOGHOCTTA Ha NAHHEHTHTE 12 ¢ KORIEHTPaLys
¥ IIa pearnpar npasiiHo Moxe ga 6pae HapymeHa. B TakuBa ciiyuan nanMenTHre TpaGea na ce
BBE3ABPXKAT OT ModHpaHe Ha KoMK i paboTa ¢ MAIHHH.

4.8 Hemxenanw NeKapPCTBEHH PeaKIHH

Knacuduxaipis Ha 09aKBAHUTE HECTOTH:

Hecrn > 1/100, < 1/10; meuects > 1/1 000, < 1/100; peaxu > 1/10 000, < 1/1 000; MHoro penKu
< 1/10 000.

Hudeknnn 1 napaznTosu
Penxn: TEKKH HHOEKIMH, BRITIOYHTEAHO Cericre, KOHTO Moxe a 6nae daTaneH.

KakTo fpyru areHTy ¢ HMyHOCYAPECHBEH NOTEHLMAN, e TyHOMU MOYKE A YBEIHYH
HOZATIHBOCTT2 KbM HHQEKIUH, BKIIOYHTEIHO ONOPTIORHCTHIHH HE(pexu (BIK. CBIIO TOUKA 4,4

THEBMOHHA).

Hapymenns Ha KphBOXOCHAT2 B MHMpBA CHCTEMH
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Yecrn: JIEBKONEHHS (HEBKOLMTH > 2 gfl)
Hegectm: aHeMHs, Jieka TpomOonuTone s (tpombormTi < 100 g/1)

Penxn: €03MHO(HINS, IeBKoTIenHs (iepkoLuTH < 2 g/1), manmuronenus (BeposaTHO
ABJDKAIIA C& HAa aHTHNpoIHdeparHBeH MeXaHH3bM)

Msaoro peaxu: arpaHyHoOLHT03a,

CKOpOlIIHa, SHOBpeMeHHAa WM NocHeNBalla Tepanysa ¢ MUEIOTOKCHYHH AreHTH MOXKE Aa OBle
CBBp3aHa ¢ NO-BHCOK PHCK OT XeMAaTONOTHYHH DEaKIHH.

PHCKET 0T 3M0KaYecTBEROCT, 0cobeHo muMbonponkdepaTHBHY HapyHISHHsS & YBENUYeH IIpH
ynotpebarta Ha HAKOH HMYHOCYIIPECOPH.

Hapymenns 42 AMyHHATA CHCTEMA
Hectn: JIEKH aNepryuysy peaknu

Mmuoro pegkH:  TexxH aHadUIaKTHYHI aHa(DMIAKTOMAHHA PEaKIUE, BACKYITHT, KIOYHTETHO
KOJKEH HEKPOTHHpAaLl BaCKySIHT

Hapyumwrenns 5a meTaGoIH3MA H XpaHeHETO

Yecru: aHOpeKCHi, 3ary6a Ha TerIo (0OMKHOBEHO He3HAYHTENHO)
Hewecru: XUNOKaNeMHst

TlenXuyHi HApYMIeHHST

Heuectn: TPEBOKHOCT

Hapyuienns Ha HepBHATA CHCTEMA

YecTu: rnaro6onue, CBeTORBPTEXK, NapecTests
Mmuoro penxu: nepud)epHa HEBPOTIATHS

C'bpnevmn‘ HApYIIEHHSN

Yecru: JIeKO TNOBHLIaBaHe Ha KPEBHOTO HaJIraHe
Penxn: TEXKO MOBHINABAHE HA KPBBHOTO HANATAHE
Pecnnparoprn, rpBAHA H MeHACTHHAIHA HAPYIIEH A

Penxn: HHTepPCTHIHANHEO 3abonsBpane #a Senus Apod (BIUTIOUHTENHO HHTEPCTRIHAAEH
TIHEBMOHMT), KOETO MoxKe Ja (/e (aTanHo.

CreManIHo-YpeBHH HAPYLIICH NS

Yecrn: AUapus, rafexe, NOBPhIaHe, YBpe)XAaHe Ha yCTHATA jiurasHua {Hatp. adTo3eH
CTOMATHT, A3BH B YCTaTa), KopemHa 6onka

Hepenku: HApYIIEHHA BBB BKyCa
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Mmuoro peaxu: TIaHKpEaTHT
XenaTo-0lIHAPHH HAPYLICHHS

Yecra: HOBHIIZBaHE Ha YepHOAPOGHNTE MokasaTeny (TpaHcamMunask [ocobeno AJIATI,
no-paxko rama-GT, amkanHa docdaraza, SunupyOu)

Pemicu: XETATHT, JBITEHULA/X0IeCTa32 ¥ MHOTO PSAKO TEXKH YEPHOAPOOHH yBpexaane
KaTo 4epHOAPOOHA HENOCTATEYHOCT H OCTPA YEPHONPOOHA HEKPO3a, KOHTO MOFAT
na 6pxat gatanan

Hapymemlﬂ HA KOXaTa H IIOJKO0KBATA THKAH

Yecrn: YBEMYEH KOCOTa), eK3eMa, CyXa KOXa, 06puB (BIUTIOUHMTENHO MaKy/Ionanyapes
o0OpHB), cepben

Heuectn: YpTHKapud
Mmuoro pemxu: CHHIpOM Ha Stevens-Johnson, ToxcHyHa eraepMania HEKPOIH3A, epHTEMA
MyTTH(GOpME.

Hapyennsa Ha MyCKyJHO-CKEJIETHATA CHCTEMA H CheINETeNNATa ThKAN
YecThn: TeHOCHHOBHT

Heuectu: CKECBaHE Ha CYXOKHIIHE

O6umn rapymesus u e)eKTH HA MSICTOTO HA IPHIIOKEHe

Yectu: aCTEHHA

Mozke na ce BE3HHMKHE Jeka Xunepiununemus. Hupara Ha MikoyHa KHCENMHa OGHKHOBEHO
HaMAJIsBar.

Jlabopatoprute Haxonxy, 32 KOUTO He € YCTAHOBEHO KIMHHYHO 3HAYEHHE BILOYBAT ¢laGH
noeumednd Ha LDH u CK. Jlexata xunogocdatemus e Hewecra.

Mapruranso (06paTHMO) HaMalleHHe Ha KOHHEHTpausaTa Ha cnepMata, o6uuaT 6poi Ha
CIIEPMAaTO3I0HANUTE H TAXHATA IOABHXXHOCT HE MOraT Jia 6’BI[aT H3IKIIIOUEHH.

AxtusnuaT MeTabonut Ha nedmyromun, A771726, uma ABITEL NONY-KHBOT, 0GuKHOBEHO OT 1 110

4 cenMMUH. AKO BE3HHKHAT TEXKH HOXKEMaHH PeakUuy oT NeIyHOMH Hilk aKo TOpajy APyra
npauksa A771726 Tpabea fa 6bAe 6BP30 HBYNCTEH OT TANOTO, TPAORA A2 Ce IPHIIOKH OUMCTRAIIATA
TpoLeAypa, onHcana B Touka 4.4, [Iponenypata Moxe fa ¢€ MOBTOPH IPH IUIHHMYHA HEOOXOAMMOCT.
Ilpu ceMHEHHS 32 TEXKKH HMYHOJIOTHHHK/2IepratHy Peakiik KaTo CHEApoM Ha Stevens-Johnson mmm
TOKCHYHa eNUASPManHa HeKpOITH3a, ¢ He0OXOMHMO HIOCTHO OYHCTBAHE.

4.9 IIpenosupame
Camnromu

Hma croOmenns 3a cilydad Ha XpPOHHYHO NPEAO3UpaHe IPH NAllHEHTH B3eMauly ATava B IHEBHH A03H
IO YIET ETH TI0-TOfIEMH OT NPENOPHYITENHATE AHEBHA (033, i CIIy4aH Ha OCTPO NPEIO3HpaHe
BE3PACTHH U feila. Hamaute cbo0Iuenns 3a HesxenaHH SBASHHA NPH HO-TONAMATA YacT OT CIpH
npenosupane. Hexenanute spinenys, CbBMECTHMH © IPodHna Ha 6e30HacHOCT Ha ned)nyn

Kopemua GonKa, rafieHe, UAPHS, MOBHILEHH YePHOAPOOHY SH3UMH, AHEMMS, JIEBKOICHHS
obpHE.
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Osaangapsane

B ciyuaii Ha npeosupase MK TOKCHYHOCT, Ce MPENopbYBa NPHEeMaHeTo Ha XONECTHPAMEH KM
aKTHBEH BBIVICH, 32 YCKOPABaHE Ha eIMMUHAPaHeTo. XONecTHPaMKH, AajieH [epopaliHo B 03a oT § g
TPM NIETH JHEBHO 32 24 yaca Ha TpHMa 3ApaBH NOoGPOBOMIN e HaMaN INTa3MeHHTe HuBa Ha A771726
¢ oxono 40% za 24 waca u ¢ 49 1o 65% 3a 48 yaca.

Tlpremanero Ha akTHBEH BBINEH (IPax, NPArOTBEH KATO CyCIIEHCHS) TIpes ycTaTa HIIH upes
Hasoracrpaiia coHpa (50 g na Bcexu 6 uaca 3a 24 yaca) ITOK23Ba HAMANSHME Ha IUIA3MEHUTE
KOHUEHTPAlNy Ha aKTHBHEA MeTaborur A771726 ¢ 37% 3a 24 vaca u ¢ 48% 32 48 yaca.
Te3u ouHCTBaIM IPOEIYPH MOTAT Ja e TIOBTOPAT IPH KIMHEHYHA HeOOXOMHMOCT.

Vizcneppanns u npu xemopuanusa, 1 XATIT (Xxponnuna amGynaTopsa MepUToHeaHa JAUaNH3a)
TIOKa2BaT, 4e AT771726, 0CHOBHMAT MeTabOMHUT Ha NedIyHOMH] He & HHaH3yeM.

5.  ©®APMAKOJOIMYHE CBOMCTBA

51 <@apmageIHHAMHYHH CBOICTBa

DapmakoTepaneBTHIHA IPyNa: CeeKTHBeH HMyHocynpecuBeH arenT, ATC xox: LO4AA13
Yopemxa gapymaroaorus

Hedumyrnomuy e 6onectT-MoRupHUMPAIIC 2HTHPEBMATHYHO IEKaPCTBEHO CPEACTBO C
anranposadepaTHBHE cBOHCTBA.

(Dapmamo.rxonm HPH KHBOTHH

Jedimyromuz e edexTHReH NpH MOAENH HA APTPHT U APYFH aBTOMMYHHH 3260/ BaHs TIPH JUBOTHH,
a TaKa CBHIO ¥ IDH TPAHCIUIAHTALUH, FIAaBHO aKO ce IPHIOKH BEE (basarta Ha

cencrbum3upane. TolumMa HMYHOMOMY IMPALIH/ UMY HOCY IPECHBHH CBOMCTBa, ASHCTBYBA KATO
BHTHNPONH(EPATHBEH areHT ¢ NPOTHEOBE3MANHTEN I CBOHcTBa. Hali-no6hp npoTexTiren ehext npu
KUBOTHHCKH MOJICITH Ha ABTOMMYHHH 3a60519BaHHs TOH OKa3Ba IPH BEBEK/IAHE BBB paHHara §asa Ha
passurHe Ha 3a00NSBaHeTo.

In vivo Toii 6Bp30 1 N0YTH HATBIHO ce MeTaGonuzupa 5o A771726, KoHTo e aKFHBeH in Vitro 1 ce
IPEATIosara, 4¢ € OTTOBOPEH 34 TEPaNeBTHIHHA edeKT.

MexannseM Ha gelicTBie

ATT1726, aktusen MeTaGoNNT Ha Je(IyHOMHN, NOATHCKA Y HOBEKA EH3HMa JUXHAPOOPOTAT
JIeXHIIPOreHasa ¥ 10 TO3M HaYMH OKassa anTHOpovdepaTusHo NelicTEHE,

Pesmartonpen aprpnr

EduxacHoctra Ha Arava npH jle4eHHETO Ha PEBMATOMIHNS apTPHT € 610 MoKa3aka npy 4
KOHTPONHH H3cnensauus (1 dasa I u 3 pes dasa II). [Ipu uscnensaneto hasa If (uzcnegpane
YU203), ca 6unu BrI0¥enH paHRoMH3HpaHo 402 NyliH ¢ akTHEEH PEBMATOMNIEH ApTPHT, OT KOHTO Ha
mnane6o 102 nymm, Ha nedmynomun 5 mg, 95 mymw, va 10 mg — 101 6onum, Ha 25 mp/nHesHo — 104
Gomun. Jlewenuero e npoxsikuo 6 Mecena.

Benyxy nianpenTH B u3cnenganero ¢aza I ca npuenw karo navansa fosa 100 mg 3a TpH AHK
Ipu yscnensanero MN301 ca pannoMusupany 358 QyIUH ¢ aKTHBEH PEBMATOHMAEH apTPUT G
nprieMane Ha iepnyHomun 20 mg puesno (n=133), cyndacanasun 2 g quesno (n=133)
(n=92). JleueHreTo € NPOFBLIKMIO 6 Mecena.
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Ipy usciensanero MN303 e 6umo npHiioxkero casmno 6 MeCeuHo NPOIB/DKEHHE Ha H3CHe/BaHe
MN301 Ges mnaie6o, xaTo MO TO3M HAYMH IIPH HETO Ce CPABHABA 6BEKTHT OT 12 MeceuHo npHeMane
Ha nedyHOMMA H cyndacanasun.

Hpy nzcnensanero MN302 ca 6w pagoMusupann 999 narnueHTa ¢ aKTHBEH PeBMATOICH apTpuT
Ha neveHHe ¢ nednynomun 20 mg/anesno (n=501) wiu Merorpexcar 7.5 mg/Cenmiano 1o

15 mg/cenmuynro (n=498). obassanero Ha donuepa KHCENHHa ce e BAROIKHIIO CaMo nipu 10% ot
nauHeHTHTe. Jlegennero e npouninxuao 12 Mecena.

Ilpu u3cnensane US301 ca panmomuzupany 482 naiieHTa ¢ akTUBEH PeBMATOMACH APTPUT Ha
neuenre ¢ nedyromun 20 mg/nuesHo (n=182), Merorpekcar 7.5 mg/cenmuuno so 15 mg/cenmuuso
(n=182), unu niaue6o (n=118). BcHYKH NAlREHTH Ca MONTYYaBalH MEeXAYBPEMEHHO 110 1 mg
donueBa KHCENHAA JIBA ITTH JHeBHO. Jleuenneto e nponeiLKune 12 Mecena.

Jledsrynomun B gHeBHa Ro3a Hali-Mamko 10 mg (10 g0 25 mg B uscnemsane YU203, 20 mg B MN301
1 US301) e nokasan cTaTHCTHYECKH 3HAYMMO 0-1065p edexT ot mianebo NpH HaMaIgBaHe Ha
NPH3HALKTE W CHMITFOMUTE Ha PEBMATOHARKS apTPUT IIPH BCHUKH 3 aueG0-KOHTpONpaHH
nacnefBanust. OTTOBOPHTE HA JIeHeHHETO No KnacH(HkaumsTa Ha ACR( AMepHKaHCKIS KOAEXK 110
peBMaTonorns) B ucneeane Y U203 ca 6umu 27.7% npu nnanebo, 31.9% sa 5 mg, 50.5% npu 10 mg
1 54.5% npu 25 mg/nuesna fo3a. Ilpu uscnenpanusra dasa III, Te3u OTrOBOPH 3a NedmyHOMUX

20 mg/pHeBHo cpaBHEeHH ¢ ru1arneto ca 6wnn 54.6%, croteeTHO 28.6% (Uscnensane MN302) u
49.4%, cpasuenu ¢ 26.3% (u3cnensane US301). Cren 12 Mecelja Ha aKTHBHO JIeYeHHE, OTFOBOpHTE
KBM neduryHomun ca 6w 52.3% (uscaensane MN301/303), 50.5% (mscnensane MN302) u 49.4%
(uscnenpane US301), cpaBHeHM ¢ Tes3H NPU NanueHTHTe Ha cyiadacanasul — 53.8% (uscnexpane
MN301/303), u Te3u na metotpexcar 64.8% (uscaenpane MIN302) u 43.9% (uscnenpane US301).
Ipu uzcnepparge MIN302 nediyHOMHE € 61A 3HAYUTENHO HO-CaGo eEKTHBEH OT METOTPEKCAT.
O6aue npu uscnensane US301 me ca GriM yCTAHOBEHH 3HAYMMY PA3IMYHA MEKIY Ne(hIYHOMY H
METOTPEKCAT B IbPBHYHUTE NapamMeTpH 3a epexrurHocT. He ca HaMepeHH 3HAUYHMH pas3iH4YKs U
Mexzy edekTa Ha ReimyHoMEA | cyiadacanasun (uscnensane MN301). Edexrrr or egeHnero ¢
netIyHOMEJ Ce € TIPOSBHII CIIEM €MIHH MeCell, CTaGHIU3UpAl ce € ciaed 3 [0 6 Mecella B € NIPOJLIIKI
M0 BPEME Ha IIANHS KyPC Ha JIEUeHHe.

Panpomusupano, asoiiHo-cisamo, non-inferiority npoyusane ¢ mapaneisu rpynH, cpaBHH CbOTBETHATA
€(eKTHBHOCT Ha [BE Pas/iHYBH JAHEBHH [OANBDKALM A03H ReduryHoMus ot 10 mg 1 20 mg. Or
Pe3yNITaTHTE MOXKE A2 Ce 3aKIIOYH, Ye PE3yNITaTuTe oT eekTHBHOCTTA Ha IOAABpYKaIa 103a ot 20
mg 6s1xa 110-61arofIpHATHH, HO OT Apyra CTpaHa Pe3yATaTHTe OT 6€30MacHOCTTa H5Xa B 1O/3a Ha
NOAABpPAALata fo3a oT 10 mg.

Negnarpusn

JlehryrHomuy Gellie H3CISABAH B OTHEITHO MYITHLEHTPOBO, PABJIOMU3HPAHO, ABORHO-CIIAIIO,
aKTHBHO-KOHTPONHPAHO NMpoy4saHe npy 94 manuenTH (47 B pamo) ¢ NONHAPTHKYIaPeH THII
IOBEHHIICH PEEMATORCH apTpHT. IlanpenTHTe 64Xa Ha BE3pacT 3-17 FOMHHH ¢ aKTHBEH
nonuapTHKyapeH Tan FOPA, HezaBHCHMO OT BHAa Ha HAYan0To U MOANOKEHH HA METOTPEKCaT HTH
sepnyHoMua. B Toa npoyyBane, HaTOBapBalIaTa 032 M IOANEPIKALIATA 4032 HA JTeIyHOMMY Gixa
OCCHOBaHH Ha TPH KaTeropyH, B 3aBHCHMOCT OT Ternoto: < 20 kg, 20-40 kg 11> 40 kg. Cnen 16
CeIMHLH HA RCYSHHE, PA3IHKATA B HUBATA Ha OTrOBOP OeLle CTATUCTHUECKH 3HAYKMA B FIOA3A Ha
merotpexcat mpu FOPA Definition of Improvement (DOI) > 30% (p=0,02). Ilpu pearupanute, To3u
OTroBop Oellle MOANEPKaH B HpoAbIKeHHe Ha 48 cepmuuu. (Brx. Touka 4.2).

XapaxtepbT Ha HEKENAHUTE ABNSHH Ha JeIyHOMMA B METOTPEKCAT M3TIIEHIAIIE CXOAEH, HO
A03aTa, H3M0/I3BaHA IIPH MO-JICKKUTE NAIUEHTH, JOBEE B0 OTHOCHTENHO HHCKA EKCIIOZHIMA (BXK.
TouKa 5.2). Tesn AaHHM He NO3BONABAT eeKTHBHA M Ge30Iacka MPenoprKa Ha 03aTa.

IlcopraTayen aprpaT

EdukacrHocTra Ha Arava pH JIeyeHHe Ha ICOPHATHYEH apTPUT Gelle HOKA3aHA ¢ KOHTPOIHPY
PaHIOMASHPAHO, ABOHHO-CIANO npoyyBane 3101 mpu 188 mauuenTy ¢ ncopuatuyes apTpu
nexysand ¢ 20 mg/nes. IlponbxprTensoCTTa Ha JeYeHHe Oenre 6 Mecelia.
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JNedmynomug 20 mg/nen Gelne 3pauntenso n0-700Bp 0T Wwiaie6o 3a HAMANABAHE HA APTPUTHUTE
CHMTOMH FIPH IIALMEHTH ¢ NCopHaTH4eH apTpHT: PSARC (Psoriatic Arthritis treatment Response
Criteria — KpuTepuu 3a OTTOBOD KbM JICYEHHETO HA IICOPHATHYEH apTPHT) pearupanute 6axa 59% B
rpynara Ha feUyHoMUR i 29,7% B rpynara #a miauebo jo 6 mecena (p<0,0001). EdexrsT Ha
nedryHoMHA BBPXY TIono0psBate Ha QYHKIHATA 1 HaMallABaHE HA KOKHHUTE He3HH belne yMepeH.

5.2 PapmarokHHETHYHH CBoiicFBA

JledmyrHomun 6pp30 ce MeTaGoNK3UpPa IO AKTUBHNS ¢H MeTaGonut, A771726, no BpeMe Ha IIEPBOTO
CH IpEMUHABAHE Npe3 UpEeBHaTa CTeHA H yepHus apob (T.kap. “first pass metabolism™), upes oTsapane
Ha ipsereHa. IIpy n3cnenpane ¢ Genssan o Brrnepona '*C-nedryHOMUI Ipy TpuMa 37paBH
ROGPORONALIM, HE € HaMepeH HeNnpOMEHEH eiyHOMU B Ina3MaTa, ypHHaTa MK dexamamute. [pu
IpyTH U3CACIBAHMA Ca OMIH HAMEPEHH MHOTO PS/IKO KOHYECTBa OT HEIPOMEHEH NedIIyHOMH OT
HOpsAABKa Ha HAKONKO ng/ml. EnuHCTEEHEAT paguoakTHBeH MeTabonuT B mirazmata e A771726. Tozu
MeTaloNMT e oTroRopeH | 3a edeKruTe Ha Arava in vivo.

Abcopbums

JauHu oT exckpenusta Ha ' *C-MeTaGoNuTH NoKa3BaT, Y€ Hait-Maiko 82 110 95% oT Ao3aTa ce
aBcopbupa. Bpemero 3a ROCTUraHe Ha MAKCHMANHATA NIa3MeHa KoHUeHTpanust Ha A771726 e MHOrO
pasmrano: Mexay 1 124 yaca cnen efirokpatHO npueMate. JledmyHoMun Moske 1a ce mpHema
€JHOBPEMEHHO € XpaHa, ThH KaTo CTeIeHTa Ha abcopOuHs & CpaBHHMa Ha TNafB0 ChCTOSHHE H CHEN
xpaHeHe. lopajy H3BBHPEIHO ABITOTO BpeMe Ha NoJyeleMuHHpane Ha A771726 (oxono 2
CeMUL), IPH KAMBHIHATE H3CAENBAHMA Ce TIpUNara HaTopapeama Ao3a or 100 mg 3a 3 fuu 32 mo-
©bp30 AOCTHraHEe Ha PAaBHOBECHH CTOHHOCTH B nasmara. bes Takapa 103a, 3a AOCTHTAHETO Ha
PABHOBECHH KOHLICHTpawyH Suxa Oumn HeoOxoauMu nouty 2 Mecend. IIpu M3cneABaHHS ¢
MHOTOKPATHO JO3MpaHe Y NallueHTH C PEBMATOHNEH apTPHT, (JapMaKOKHHETHYHHTE [12paMeTpH Ha
ATT1726 ca Guny muHeliny B Mana3oHA Ha JO3H OT 5 Ao 25 mg. TIpy Te3u HaC/IeABAHMS, KITHHUIHMAT
echekT e OIIT IPAKO CBBP3aH C MIa3MeHaTa KOHUeHTpanys Ha A771726 1 Ha nHeBHATA KO3a HA
nedynomun. Ilpu no3a or 20 mg/mHeBHoO, cpeanaTa mnasMeHa KOHUeHTpauusa Ha A771726 B
PaBHOBECHO CHCTOSHME € NpUbmu3nTenno 35 pg/ml. TIpy paBHOBECHO CECTOSHHME Na3MEeHHTE HUBA Ca
HQ-BHCOKH OT ¢fHHKYHATA A03a ¢ OkoRo 33-35 meTH.

Paznpeneneurte

B vosemkara nnasma A771726 e cBLp3al BBE BHCOKA CTENeH ¢ Ia3Menns anymus. Hecerpsanara
dact e oxono 0,62%. Ceep3saneto Ha A771726 ¢ ruiasMenus anGyMHH € THHEHHO B PAMKHTE Ha
TEPaneBTHYHUTE MIa3MEHH KOHUEHTPaliy. To e NeKo HaMaIeHo ¥ BapHaOHAHO [IPH NANHEHTH C
PEBMATOMACH aPTPUT MM XpoHMYHa 6H0peyHa HeOCTaTFYHOCT. BHCOKUAT NpoLeHT Ha MPOTERHHD
¢BBp3BaHe Ha A771726 moixe a loBee 10 H3MECTBAHE Ha APYTY JSKAPCTBa OT MACTOTO HM Ha
cerp3Bane. Hscneppanns in vitro 3a B3aUMOeHCTBHA Ha CBBP3BaHe HA Na3MeHKTe NPOTEHHH C
Bap(apHH B KIHHHYHO 3HA4HEMY KOHIEHTpalKH He ca oKas3any p3aumoneiicteus, IonoGuu
w3cneasasyi ¢ HOynpoden U nuxnodeHak CBINO He OKA3BAT H3MECTBaHe Ha A771726 o MACTOTO
My Ha CBBP3BaHE, JOKATO TAKKBa ¢ TONCYTaMHJL TIOKA3BaT YBeIHUeHHE Ha Hechbp3anus A771726 ot 2
mo 3 weTH. A771726 nsmectsa uGynpoden, quknobeHak & TONGYTAMI, HO HECBbP3aHaTA (BPAKITH
Ha Te3H NPOAYKTH ce yBennyasa camo ¢ 10 no 50%. Hama nasHi 3a KIMHWYHO 3HaYeHHE Ha Te3H
eexty. I1opany 3HaYHTENHOTO CH CREP3BaHe ¢ MiIasMeHnTe Genthuy A771726 uMa HHCEK 06eM Ha
pasnpenentne (oxono 11 nutpa). He e yeranoseno nped)epeHIHANHO NOEMARE OT PUTPOLUTHTE,

MeTaGomnznLm

.

Jepnyromun ce meTaGonnzupa A0 eAuH ocHoBeH (A771726) B MBOTO ApyrH BTOpPOCTENEHH
MeTabonuTH, Brmoyutenno TFMA (4-tpudryopoMeriianmnys). MerabonusMEsT Ha fed),
o A771726 1 nocreaBaIHAT HErOR MeTa00OAM3ILM HE ce KOHTPORYPA OT €MUHHHCTBEH eH
UZBEPLIBA KAKTO MUKPO3OMANHATA, TAKA ¥ B IWTO30/HATA KiIeThyuHH (pakiuy. Mscnenpa
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B3aUMOACHCTBHE CBC CHMETHAMH (HecrenmmudyieH HHxubHTOp Ha HEToxXpoM P45 0) u putaMnuuE
(mecnienmdyryen puroxpom P450 namykTop) Noxassar, ye in vive CYP eH3uMuTe Y9acTBYBaT B
MeTabonusma Ha JledUIyHOMHL caMo B ManKa CTeIleH.

EanmuHupaye

Enumuupadeto na A771726 e GaBHO H Ce XapaKTepH3upa ¢ KAHPBHC OT NOpsIbKa Ha 31 mn/yac.
Bpewmeto na nonyenuvunnpate e oT NOpsAbKA Ha 2 cenvum. Tlp npreMane Ha PagHOAKTHESH
Te(yHOMHR © HaMEPEHO, ¥ PAIHOAKTHBHOCTTA € eHAKBO Pasnpe/eneHa BbB dexamuTe, BepoATHO
Tpe3 SKCKPeLus ¢ HIBYKATa, ¥ ypunata. AT71726 moxe Aa ce OTKpue B ypuHAaTa U (eKamuTe 1o 36
AHH CiIeN €AHOKPATHO MpHeMaKe. I 1aBHUTe METaOOIMTH B YPUHATA ca FIEOKYPOHH/IM Ha
nednysomun (rmasHo B npobute ot 0 10 24 yaca) ¥ OKCAHUAOBO TIPOH3BOAHO Ha AT771726. Bos
thexanuure ce oTkpuea rnasuo A771726.

YCcTaHOBEHO €, e NpH X0pa MpHeMaHeTo Ha OpanHa CyCIeH3 s Ha AKTHBEH BLIIEH MK
XOAECTHPaMUH BOIW 10 65P30 H 3HAUHTENHO YCKOPABaHe Ha eKCKpelusTa Ha A771726 U naManasane
Ha Ta3MeRnTe HUB2. ToBa ce ABMKM Ha CTOMAIIHO-UPEBEH MEX2HH3EM Ha OTHENAHE H/WiIH NopajH
IpeKbCBAHE Ha €HTEPO-XeNaTanHug KB,

PapMakoKHHETHKA NpH GbOpeuna HENOCTATHYHOCT

JledryHoMuz e OuN NpUOJNKEH B eAMHMYHA opaiisa 1032 oT 100 mg Ha 3 HauHeHTa Ha XeMOIHAIH3A 1
3 nauyMenTa Ha IPOIBIDKUTENHA HepUTOHeanHa THanmsa (XATIJY). ®apMakoxureTnkata va A771726
npyt XAIIJ] nanuenTrTe H3rnexaaxa CXONHY ¢ Te3H HA 3pasy Ao6popom. [Mo-6npso eNMMHBHpaHe
Ha A771726 Geute HabmonaBaHo Npy NALKEHTATS Ha XeMOLHAIM3A, KOETO He Ce IbIKelle Ha
EKCTPAKIKS Ha JISKapCTBOTO B AHAIH34TA,

DapMaKOKHHETHKA APH 9epPHOAPOIHA HEAOCTATHYHOCT

Hsma naHHY OTHOCHO fieHeHHE Ha MaUMeHTH ¢ YepHOAPOBHI YBPSXAAHAS, AKTHBHHAT METaGOAuT
AT771726 e cunuo cebp3an ¢ GENTHUMTE ¥ Ce H3UHCTRA Ype3 YePHORPOGEH METAGOANIEM H AKITHYHA
cekpenus. Te3u npoliecu moraT fa GHAAT NOBIHAHN OT HepHOAPOGHATA AUCHYHKLHA.

PapMAKOKHHETHKA IPH MENHATPIN

DapMakoxuHeTHKaTa Ha A771726 6 cliefl OpallHo NpHeokeny Ha Ae(IyHOMHUL € H3cneaBaHa npu 73
NICAUATPUYHY TAUHEHTH ¢ IONHAapTHKYRAapeH THII IOBeHHNEH peBMaToueH apTpur (FOPA) Ha pB3pact
o1 3 1o 17 rogunu. Pesynratute oT (papMaKOKHHETHYHAA aHAJIH3 Ha [OMYIALHATA OT Te3H
DpOY9BaHHS ITOKA3BaT, e NeAHaTPHYHH AIHEHTH ¢ TeJIecHO Tero < 40 kguMaT HananeHa cHcTeMHA
eKcTIO3HIMS (M3MepeHa upes Cy;) Ha A771726, ofo6HO HA BE3PACTHATE MANHEHTH C peBMaToHIEH
apTput (BX. Touka 4.2).

(I)apmalcommenma HpH JHIIA B HADPEAHAJIA BB3PacT

DapMaKOKHHETHYHHTE NAHHH TIPH JHLA B HANpEeAHANA BH3pacT (> 65 rOMMHM) ca OrpaHIYeHH, HO
CHOTBETCTBAT HA (PAPMaKOKHHETHKATA HA TIO-MJIafHUTE BE3PACTHH.

53 IpearJNHUYHE JAHHH 32 Ge30HACHOCT

JleQayHOMEL, NPHIIOKEH OPANHO ¥ MHTPATIEPUTOHEANHO Gellle HacIeBaH B H3CIeABARHA 32 ocTpa
TOKCHYHOCT IPH MUWIKK ¥ INT5XO0BE. MI3CneBanys Ha MHOIOKpATHO OpaTHO IpHEMAaHe Ha

nedIyHOMUA OT MUILKH 32 IEPHOL OT 3 Meceld, ITbX0Be U KyudeTa fo 6 Mecela i MaliMyHH 0o |
Mecell I0Kasaxa, ye IIIaBHUTE TAPTreTHH OPraHy 3a TOKCHYHO YBpEKAaHe 01Xa KOCTHHA MO3EK
KPBBT4, FACTPOHHTECTHHAJIHMA TPaKT, KOXaTa, Jajiaka, THMYca i inMHuTe B3y, [naBHuTd/ed
Bs1xa aHeMus, IEBKOIIEHYs!, HamaneH 6poii Ha TPOMGOLMTHTE ¥ MAHMHETONATHS 1 OTpassBart
OCHOBHHSA MEXaHU3bM Ha HEHCTBHE Ha NpoaykTa (MOATUCKaHe Ha chHTe3aTa Ha JIHK). V
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KyueTa Odxa HamepeHy Tenua va Heinz W/ Howell-Jolly. Opyrure edexty, YCTaHOBEHH BBPXY Ha
CBPUETO, HepHH APOD, KOPHESTa M PECIMPATOPHHS TPAKT BHXa MOIJIH 1a ce OBMCHST ¢ uHbeKIH
BCJIC/ICTBHE Ha UMYHOCYTIPECHATA. TOKCHYHOCT NIPH JKHBOTHHTE Gellle YCTaHOREHa B JO3Y, PABHM Ha
TEPaneBTHYHUTE MOBEINKH JO3H.

Jlednynomun ne Geme MyTarenen. Obage, BropocreneHH st Metabomut TFMA (4-
TPHQAYOPOMETHIAHANINH) NIPEIH3BHKA KIIACTOTERMYHOCT B TOUKORH MYTALIAH i1 Vifro, NOKATO
HAMale RoCTaThYHO NaHHU Janu TOH MOXE fa Ipeii3BHKa To3H eeKT in vivo.

Ilpu uscnenpake 32 KaHLEPOreHHOCT Ha UILX0BE, NedTyHOMHI He NoKa3a KaHlleporeHeH MOTEHIHAN.
Ilpu m3cnensane 3a KaHIEPOTEHHOCT Y MHIIKY Germe HabMIOAaBaHA [10-BHCOKA YECTOTa Ha
37I0KaYeCTBEHA IUM(pOMA Y MBKKHTE JKUBOTHH B IPYIIATa C Hall-BHCOKA 11033, HAH-BEPOSTHO IBIDKAMI
Ce Ha HMYHOCYNpecHBHMA edexT Ha neduyHoMuz, V XeHCKH MUIIKH GEle 0TYETEHO MO303aBHCHMO
yBEIHUYeHHe Ha ClTyqaH ¢ GpoiX0-anseoNapHy aleHOMH 1 KapIMHOM Ha 6enus apo6. 3HaveHkeTo Ha
TE3U SPEKTH y MULIKH 32 KIHHIYHATA YIOTpeba Ha He(IYHOMHUL € HEYCTAHOBEHO.

JlednyHomun HAMaIe AHTUIEHHH CBOHCTBA Y KUBOTHHCKHE MOZIEJIH.

JledayHomun Gelre eMOPHOTOKCHYEH 1 TEPATOTEHEH Y THIBXOBE M 3alLH B paMKHTe Ha

TCPaNesTHIHHUTE NO3H HPH YOBEK H NIPHYHHH HeXKeIaHH PCAKIIHH BEPXY MBXKHTS DEIPOIYKTHBHH
OpraHH B M3CHCEBAHHATA 38 TOKCHYHOCT ¢ MHOTOKPATHO HO3HpPaHe, qJepTHJ'IIfITeTBT He Oelle HaManeH.

6. DAPMANEBTHYHW NAHHU

6.1 Cunchk HA IOMOIHATE BELIECTBA

Cepuesuna : Ilapesnuno Huwecte, nopuaoH (E1201), kpocnosunon (E1202), aHXHApPHIEH KONOHIEH
CHIHKAT, MarHesueB cteapat (E470b), nakrosa monoxuapar,

Toxpurue: Tasx (E553b), xunpomenosa (E464), turanues muoxcny (E171), Makporon 8000 v sxenT
xeqeseH oxcny (E172),.

6.2 HecbemecTHMOCTH

He e npunoxmmMo.

6.3 Cpox Ha ropnocr

3 roguHM.

6.4 Cpenuanun ycmosust ma chbXpaHeHe

Brucrep: Ja ce cEXpaHABa B OPHTHHANHATA ONaKOBKA.

Byrunxa: CexpausBalite GyTHAKATa IRBTHO 3aTEOPEHA.

6.6 JIanun 32 onakoBKarTa

Bructep: Asnymunnii/anymunues 6auctep. Onaxoexu: 30 1 100 ¢umvapans TabneTku.

Bytunxa: HDPE 6yTunxa ¢ mupoko rupio, 100 ml ¢ kanade Ha BUHT ¢ BrpafeH KOHTelnep
3a M3cymasane. Onaxosku: 30, 50 1 100 dnamMupany Tabnerku.

He BeHuKH BHIOBE OTIAKOBKM Morat Aa GbAAT MycHaTH B Mpogaksa.

6.6 VYxasauns 3a ynorpeGa n n3xBbpisHe
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Hama crienuangy B3rcKBagu,

7. TPUTEMXATEJ HA PABPEIIEHHETO 3A YIIOTPEEBA

Sanofi-aventis Deutschland GmbH, D-65926 Frankfurt am Main, I'epmanug

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA
EU/1/99/118/005-008
EU/1/99/118/010
9. JIATA HA IIBPBO PA3SPEIIABAHE/IIOJHOBSIBAHE HA PASPENIEHHETO 3A
YHOTPEBA
Jata Ha mepro paspernasane: 02 Centemspu 1999

aTa Ha mocneauo mojuoeasane:; 13 Oxromepu 2004

10. JATA HA AKTYAJASWPAHE HA TEKCTA
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