INPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



1. HME HA JIEKAPCTBEHMUS MTPOJAYKT
Olumiant 1 mg ¢puamupanu TabaeTKN

Olumiant 2 mg ¢puamupanu TabIeTKN
Olumiant 4 mg ¢puamupanu TabIeTKU

2. KAYECTBEH 1 KOJIMYECTBEH CbCTAB

Olumiant 1 mg dbunmMupanu TaOIETKU
Bceska ¢punmupana tabietka cbappka 1 mg 6apunntuand (baricitinib).

Olumiant 2 mg ¢punmupanu TabIeTKU
Bcesika punmupana tabietka chabpka 2 mg 6apunutuau6 (baricitinib).

Olumiant 4 mg dbunMupanu TabaeTku
Besika gpunMupana tabneTka chabpika 4 mg 6apuiutiuaub (baricitinib).

3a IIBIHMA CIIMCHK HA IIOMOIIHATE BEIECTBA BIDKTE TOUKa 6.1.

3. JIJEKAPCTBEHA ®OPMA
Ounmupana Tabierka (TadieTka)

Olumiant 1 mg dbunmMupanu TaOIETKH

MHoro cBeTIopo30BH, 6,75 MM KpbIau TadNeTKH ¢ BIIBOHATO penedHo o3HaueHue “Lilly” BbpXy ennata
cTpaHa u “1” — BBpXY ApyraTa.

Olumiant 2 mg dbunMupanu TaOIETKH

Caetiiopo3oBy, 9 X 7,5 mm npoabaroBaT TabjaeTku ¢ BIIbOHATO penedHo o3HaueHue “Lilly” Bbpxy
eJiHaTa cTpaHa u “2” — BbpXy JApyrara.

Olumiant 4 mg dbunmupanu TaOIETKH

Po3oBu, 8,5 mm kpbrim TabneTku ¢ BAIBOHATO penedHo o3HaueHue “Lilly” Bppxy enHara crpana u “4” —
BBPXY Jpyrara.

TabneTkuTe UMaT BATHOHAT Y4aCTHK BHPXY BCAKA CTpaHa.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHH MOKA3ZAHUS

PeBMaTonpen aprpur

BapuiutHHHO € MoKa3aH 3a JIeYeHHE Ha YMEPEHO TEXBK JI0 TEKbK aKTHBCH PEBMATOUICH apTPUT IPH
BB3PACTHH MAIMEHTH, KOUTO HE CE MOBIMSABAT aJICKBATHO MJIK UMAT HETIOHOCUMOCT KbM JIEYEHHE C €IHO
Wiy noseye moauuImpary 6onaectra anTupeBMaTouaHu Jekapetsa (disease-modifying anti-rheumatic



drugs, DMARDS). BapuiuTriau6 Moxe Ia ce N3IM0I3Ba KaTO MOHOTEPAIIHs HIH B KOMOHUHAITUS C
MeToTpekcar (BK. Toukd 4.4, 4.5, 5.1 3a HaJIMYHK JaHHW OTHOCHO Pa3IMYHM KOMOMHAIINH).

ATOIMYeH fepMaTuT

BapI/ILII/ITI/IHI/I6 € IMOKAa3aH 3a JICUCHUC Ha YMCPCHO TCIKBK A0 TCIKBK ATOIMNYCH ACPMATUT IMPU BB3PACTHU U
NEANATPpUYHHU MMAllUCHTHU Ha Bb3PacT 2 roAvHU U MO-Tr0JIEMH, KOUTO Ca KAHAUAATHU 3a CUCTCMHA TCpaIius.

AHOHCL{I/ISI apearta

BapI/ILII/ITI/IHI/I6 € IMOKa3aH 3a JICUCHUC Ha TCIKKa aJIONCI U apeaTa MPU Bb3PpAaCTHU NAITUCHTHU (B)K. TOYKa
5.1).

IOBeHuIeH NANONATHYEH APTPUT

BbapunntrauG € moka3aH 3a JeueHHEe Ha aKTUBEH IOBCHWICH UIMOMATUYEH apTPUT IpHU MAIMEHTH Ha 2-
TOAMIIIHA Bb3pPACT U MO-TOJIEMH, KOUTO Ca UMaJIX HE3aI0BOJUTEIEH OTTOBOP MIIM HETIOHOCUMOCT KbM
€JIMH WUJIM MTOBEYE MPEIUITHU KOHBEHIIMOHATHY CHHTSTUYHH WK Orojoruudid DMARDs:

- [HonmmapTuKynapeH IOBEHIICH HANONATHYEH apTPUT (TIOJIMAPTHKYIAPEH, KOUTO € MOJIOKUTEIECH
[RF+] uu orpumnarened [RF-] 3a pesmaTonaeH (GaxTop, pasiInpeH OIUT0apTHKYIapeH),

- ApTpUT, CBbp3aH C €HTE3UT, U

- IOBenmien ncopraTuveH apTpur.

BapumtraNO MOke Aa ce M3MoI3Ba KATO MOHOTEPAITHS FJIH B KOMOMHAIIHS C METOTPEKCaT.

4.2 Jlo3upoBKAa M HAYHH HA MPUJIOKEHHE

JleuenueTo TpSI6Ba Ja CC€ 3allOYHC OT JICKApH C OIMMUT B AUATHOCTUKATA U JICUCHUCTO Ha 3a00J19BaHUATA 32
KOHUTO € MMOKAa3aH TO3U JICKAPCTBCH MMPOAYKT.

EO3I/I pOBKa

Pesvamouden apmpum

[Ipenopbuntennara n1o3a 6apuuUTHHUO € 4 MY BeAHBXK JHEBHO. J[03a OT 2 MY BEAHBK THEBHO €
NpEenopbYMTENIHA PH MAIMEHTH C TI0-BUCOK PHCK OT BeHO3eH TpoMboembonn3bsM (BTE), ronemu
HEXeJIaHU ChplieuHO-ChJ0BU chOuTHS (MACE) 1 310KauecTBeHY 3a00JIIBaHus, 32 MAIIUEHTH HA

Bb3pacT > 65 rofuHM U 3a MaKMEeHTH C aHAMHE3a 32 XPOHUYHU WJIH PeIMAUBUpaInd nH}ekrn (BX.TouKa
4.4). lo3a ot 4 mg BeIHBK THEBHO MOXKE J1a C€ MMa IIPEABH/I IIPY MAIMEHTH, KOUTO HE ITOCTHUTaT
aJIeKBaTeH KOHTPOJI HAa aKTUBHOCTTA Ha 3a00JISIBAHETO € 71032 OT 2 mg BEAHBXK AHEBHO. J[03a oT 2 Mg
BEIHBK JTHEBHO TPsIOBa /la ce MMa MpeIBH/I U 32 MallMeHTH, TOCTUTHAIN TPaeH KOHTPOJI Ha aKTHBHOCTTA
Ha 3a001s1BaHETO ¢ 4 MQ BeIHBK JHEBHO M OTTOBAPAIIHN HAa U3MCKBAHUATA 32 MIOCTETIEHHO HaMaIsIBaHe Ha
mo3ata (Bx. Touka 5.1).

Amonuyuen depmamum

Bwv3pacmnu

[Ipenopbuntennarta 1o3a 6apuuuTHHUO € 4 MY BeAHBXK JHEBHO. J03a OT 2 mg BEAHBK IHEBHO €
MPETOPBUYNTEIHA MTPH NMAIUeHTH ¢ mo-BUCOK pruck oT BTE, MACE u 3nokauecTBeHU 3a00sIBaHAS, 32
NalyeHTH Ha BB3pacT > 65 roIUHM U 3a MALMEHTH C aHaMHE3a 332 XPOHUYHU WM PelHIUBUPALLIH
nHpekn (Bx.Touka 4.4). Jlo3a ot 4 mg BeIHBX JTHEBHO MOXKE Jla C€ UMa IPEIBHU IPH MALMESHTH, KOUTO
HE MOCTUTAT aJJeKBaTeH KOHTPOJI HA aKTMBHOCTTA Ha 3a00JIsIBAHETO C 71032 OT 2 mg BEAHBX AHEBHO. [lo3a
0T 2 mg BETHBK JHEBHO MOXE J]a €€ UMa MPeABU/] CHIIO U 3a MALUEHTH, TOCTUTHAIHN TpacH KOHTPOJI Ha
AKTUBHOCTTA Ha 3a00/ABaHETO ¢ 4 Mg BeIHBXK JHEBHO U OTrOBapSIIN Ha N3UCKBAHHUATA 32 MOCTEIIEHHO
HaMaJsiBaHe Ha jo03ata (Bxk. Touka 5.1).



BapunntnHIO MOYKe Ja ce M3MoJI3Ba ChC WM 0e3 JTOKaTHH KOpTHKOCTepouau. EdrkacHocTTa Ha
OapunuTHHUO MOJKE J1a CE IMOBHIIHN, KOTATO Ce Ipujara ¢ JIOKaJHH KOPTHKOCTepouan (BxK. Touka 5.1).
Morar ia ce U3Mon3BaT JOKaJTHA HHXHUOUTOPH Ha KAIIIUHEBPHH, HO T¢ TPs0Ba Ja ObJaT 3ama3eHu camo 3a
YYBCTBUTEIHU 30HH, KATO HAPUMEP JIHIIETO, MIHSITA, HTHTSPTPUTHHOZHUTE U TEHUTATHUTE OOJIACTH.

TpH6Ba Ja ce oomucan MMPpEeKpaTsABaHC HA JICUCHUCTO IMPU MAOUCHTH, ITPA KOUTO HAMA JOKA3aTCJIICTBA 3a
TCPariCBTUYHA I10J13a CJICT 8 CCAMUIN JICUCHUC.

Leya u onowu (na 2 200unu u no-20iemu)

[Ipenopbuntennara n1o3a 6apuUUTHHUO € 4 Mg BEAHBXK AHEBHO 3a nanueHTH ¢ Terio 30 kg wim moseue.
3a mauuenTu c terso ot 10 kg o mox 30 kg npenoppunTenHara 103a € 2 mg BeJHBX AHEBHO. TpsaodBa na
ce 0OMHUCIIM HaMallsIBaHe Ha J103aTa HAMIOJIOBUHA NP MAalMEHTH, KOUTO Ca MOCTUTHAIN TPaeH KOHTPOJ Ha
AKTHBHOCTTa Ha 3a00JIIBAHETO C TIPENOPBUNTEIIHATA 1032 U OTTOBAPAT Ha YCIOBHATA 32 HAMAJIIBAHE HA
Jo03arta.

Bapurmtuan® Moke Ja ce U3MoJ3Ba ¢ WM 0€3 JIOKaTHU KOpTUKOoCcTeponad. Morat aa ce U3Ioia3Bat
JIOKAJIHW MHXUOUTOPH Ha KAJIIIUHEBPUH, HO T¢ TPSAOBA a ObJIAT 3aMa3eHu caMo 32 YyBCTBUTEIHU 30HH,

KaTO HallpuMEp JIUIETO, MIHATa, UHTCPTPUTUHOZHUTE U TCHUTAJIHUTC 00acTu.

Tpsi6Ba na ce 0OMHCITH IPEKPATIBAHE HA JICICHUETO TIPH MAIIMECHTH, TIPH KOUTO HsIMa JOKa3aTeJICTBA 3a
TepaneBTUYHA T10J13a CJIe 8 CeIMUITH JICUCHHE.

Anoneuus apeama

[Ipenoppuntennara q03a GapuuTHHUO € 4 MY BenHBX AHEBHO. [l03a OT 2 mg BenHBX JHEBHO €
MPETIOPBUYNTENHA TTPH NMAIeHTH ¢ mo-BUCOK pruck oT BTE, MACE u 3mokauecTBeHu 3a00s1BaHus, 3a
NalMeHTH Ha BB3pacT > 65 roJvHMU U 32 HalMEHTH C aHAMHE3a 3a XPOHWYHHU WM PeLUIUBUPALIH
urpekpn (Bx.Touka 4.4) . Jlo3a ot 4 mg BeHBK THEBHO MOKE J]a CE UMa TPEIBH/I ITPU MMAIMEHTH,
KOUTO HE IMMOCTHUTAT aJIeKBaTeH KOHTPOJ HA aKTHBHOCTTA Ha 3a00JISIBAHETO € 71032 OT 2 Mg BETHBK
mHeBHO. Jlo3a oT 2 mg BeJJHEXK THEBHO TPsAOBa Jla ce MMa MPEIBU/I U 32 MAIlUSHTH, KOUTO Ca TIOCTUTHAIH
TpaeH KOHTPOJ Ha aKTUBHOCTTA Ha 3a00JIsIBaHETO C 4 mg BEAHBK AHEBHO M OTTOBAPSIIM HA M3UCKBAHUITA
3a MOCTEMEHHO HaMaJIsIBaHe Ha Jo3arta (BK. Touka 5.1).

CJ'ICZ[ KaToO Ce IMOCTUTHE CTaOMIICH OTTOBOpP, C€ NPCTIOPHUBA JICUCHUCTO J1da NPOABIJIKU IMOHE HAKOJIKO
MEcC€1a, 3a Ja C€ n30erHe peunuaunB. CBbOTHOIICHUETO I10JI3a-puUCK OT JICHCHUCTO Tp516Ba Ja CC MpCOoILCHABA

Ha pE€AOBHU MHTCPBAJIM HA UHAMBUAYaJIHA OCHOBA.

TpH6Ba a ce O6MI/ICJ'II/I HperaTﬂBaHe Ha JICUCHUCTO HpI/I NanucHTH, HpI/I KOUTO HsIMa JOKa3aTCJICTBA 3a
TepaneBTUYHA T0J13a cied 36 CeIMUITH JICUCHUE.

IOsenunen uouonamuuen apmpum (om 2 0o nood 18 2oouwna ev3pacm)

[IpenoppuntennaTa n103a 0apunTHHUO € 4 mg BeIHHXK AHEBHO 3a manueHTH ¢ Terio 30 kg nim moseye.
3a marmenTn ¢ Terio ot 10 kg no mox 30 kg nmpenopruuTenHaTa 103a € 2 mg BeIHBK THEBHO.

TpsabBa m1a ce oOMHCTH IpEKpaTSIBaHE Ha JIEYEHNUETO TIPH MAIMEeHTH, IIPY KOUTO HIMa J0Ka3aTeJICTBa 3a
TepareBTUYHA IT0J3a ciiell 12 ceMUIn JeUeHe.

3anousane na reverHuemo

Jleuenwue He TpsIOBa Ja ce 3arouBa MPH NalMeHTH ¢ abcomoteH opoii Ha muMornutute (ALC), mo-mManbk
ot 0,5 x 10° knetku/l, abcomoren Opoii Ha HeyTpodumre (ANC), mo-mansk ot 1 X 10° kinetku/l, wiu



KOMTO HMaT CTOMHOCT Ha XeMOTI00nHa, mo-uucka ot 8 g/dl. JleueHne Moxe 1a ce 3aIl0YHe ClIel KaTo
CTOMHOCTHTE C€ TIOKAYaT HaJ Te3U rpanuny (BxK. Touka 4.4).

Hamanssane na oozama

[Ipu naumeHTH, NprEeMaIly CUIIHU HHXUOMTOPH HA TpaHCIopTepa Ha opraunyHu annonu 3 (OAT3), kato
npoOeHenn ] Uik KOUTO ca ¢ KpeaTHHUHOB KIUpbHC Mexkny 30 u 60 ml/min, npenopbynTeaHaTa 103a mpu
NeANaTPUYHU MAMEHTH TPsIOBa Jla e HaMaJld HAIllOJIOBHHA, A IPH Bh3PACTHU NAalUEHTH
MpenoprUYUTENHATA 1032 € 2 MJ.

Crenuaany momyJiaiuu

bvopeuno yspescoane

[penopbuntennata n103a € 2 MY BEAHBX AHEBHO MPU BB3PACTHH MAIUCHTH ¢ KPEATHHUHOB KIIMPBHC
mexay 30 u 60 ml/munyra. [pu nequaTpuvHu MTAKUEHTH C KPEATHHUHOB KIMpBHC Mexay 30 u 60 ml/min
npernopbYBaHaTa j03a OapuIMTUHUO TPSOBA J]a ce HaMaJld HANoJIOBUHA. bapuIuTHHUO HE ce mpenopbuBa
3a ynotpe0a Mpu naueHTy ¢ KpeatnHuHOB KiupbHC < 30 ml/MunyTa (BK. TOuka 5.2).

Yeprnodpobno yepeacoare

He e HeoOX01MO KOpHUTHpaHe Ha Ji03aTa [P MAlUeHTH C JIEKO JI0 YMEPEHO TEXKKO YEPHOIPOOHO
yBpexaane. bapumutuHUO HE ce MpenophyiBa 3a yrnorpeda mpu MarueHTH C TEKKO YEPHOIPOOHO
yBpexaane (BxK. Touka 5.2).

Cmapuecka 6v3pacm
KIuHUYHAAT ONIAT TpW MAIMEeHTH Ha BB3pacT = 75 TOIMHU € MHOTO OTpaHHYEH.

Tleouampuuna nonynayus (nod 2 200unu)

Bezonacnoctra 1 epukacHoCTTa HA CapUIMTUHUO MPH Jela oA 2 TOAMHH BCe OLIe He ca YCTaHOBEHH.
JlunicBat nanHu. Bruxre Touka 4.2 mo-rope 3a nH$opManusi OTHOCHO I03UPOBKATa MpH Jela Ha Bh3pacT 2
TOJMHU U MO-TOJIEMH.

BezonacHoctTa n epukacHOCTTa Ha GapUIMTHHUO MPH Jela Ha Bb3pacT noA 18 roauHu ¢ anonemnus
apeara Bce OIle He ca YCTaHOBEeHU. JIUIcBar TaHHH.

HauuH Ha npuioxxeHue

IIepopanHo npunoxenue

BbapunintnanG TpsOBa 1Ma ce mpreMa BeIHBXK THEBHO ChC WU 0€3 XpaHa M MOXKE J1a ce IIpreMa 1o BCIKO
BpeMe Ha JCHS.

AnmepramueHno npunodicenue npu deya

[pu nemuaTpUYHK NAIIMEHTH, KOUTO HE MOTAT Ja TIOTIIBIIAT TAOJICTKUTE [IEH, MOXKE J1a ce OOMHCIH
JTUCIIeprupane Ha TabJeTKUTE BBB BOAA. 3a IUCIIEpTHpaHe Ha TablIeTKaTa TpsOBa Ja ce M3I0JI3Ba CaMo
Boja. TpsOBa ma ce qUCIeprupar caMo HeoOXOIUMUSAT 3a Jo3aTa Opoi TaOIeTKH.

AXo 110 HsIKaKBa MpUYrHa HE CC MPUJIOXKH LAJIaTa CyCIICH3US, HE z[cheerpaﬁTe 1 HC HpHJ’IaFaﬁTe Apyra
Ta6J'ICTKa, a M34aKanTe A0 cJIeABalllaTa IJlaHupaHa 103a.

3a HUHCTPYKIIHUHU OTHOCHO JUCICPIrUPAHCTO HA JICKAPCTBCHUA POAYKT IIPEAN MMPUITOKCHUC BUIKTC TOUKA
6.6.



4.3 IIpoTuBONOKA3AHUS

CBpBXUyBCTBUTEIHOCT KbM aKTUBHOTO BEIIECTBO MITH KbM HSKOE OT IIOMOIIHUTE BEIIECTBA, H30POCHH B
Touka 6.1.

Bpemennoct (Bxk. Touka 4.6)

4.4  Cpoeuua/Hu mpeaynpe:kaeHUs U MpeanasHd MEPKH NPH ynorpeda

Bapunutuan6 TpsiOBa @ ce U3IMoJI3Ba CaMo MPH JIUTICA HA TIOXOASAIIN alITSPHATHBY 3a JICUCHUE TTPU
HaleHTH:
- Ha BB3pacT 65 roMHM U MO-BH3pacTHH
- C aHaMHe3a 3a aTePOCKIEPOTUYHO ChPACYHOCHIOBO 3a00JISIBAHE HITH JIPYTH ChPJCUYHOCHIOBH
puckoBH (akropu (KaTo HACTOSIIHM WK OHBIIH ABJITOTOUIIHH MMyIIIAYH);
- ¢ pUCKOBH (haKTOPH 3a 3I0KaYeCTBEHO 3a00siBaHe (HAIp. HACTOSIIO 3I0KAYECTBEHO
3a00JIsIBaHE WK aHAMHE3a 32 3JI0KAUYECTBEHO 3a00JIsIBaHE)

Yrorpeba Ha JAK HHXHOUTOPH MpH MAITUEHTH Ha 65 TOIWHY U MTO-BBH3PaCTHH

Kato ce nma nipenun mosurenus puck ot MACE, 3mokadecTBeHN 3a00JIIBaHUsI, CEPUO3HN HHPEKITUN U
CMBPTHOCT TI0 BCSKAKBa MPUYMHA NP MAIMESHTH Ha 65 TOMWHU U TI0-Bb3PACTHU, KAKTO Ce HAOI0aBa B
rOJIIMO PaHIOMH3HUPaHO Mpoy4BaHe Ha TohanuTuaub (pyr JAK naxubuTop), 6apuiuTHHUO TpsiOBa 1a
Ce M3MOII3Ba MPH TE3W MAIMCHTH CaMO aKo He Ca HaJMYHH TOAXO SN aNTePHATHBY 3a JICUCHHE .

WUudekunn

Cpo0IaBaHy ca CEPUO3HU U IMOHAKOra JIETAIHN MHOEKIUY IIPYU HalueHTH, npuemamy apyru JAK
UHXHOUTOPH.

BapunutrauO ce aconuupa ¢ IOBUIICHA YeCTOTa HAa MH(EKIMH, KATO MHPEKIUU Ha TOPHUTE JUXATCITHH
OBTHUINA, B CPaBHEHHE C MIane6o (Bxk. Touka 4.8). B KIMHUYHE MPOYYBAHUS TIPH PEBMATOUICH apTPUT
KOMOWHAIUATA ¢ METOTPEKCAT BOM JI0 TTOBUIIICHA YECTOTA HA MH(EKIMY B CPABHCHHUE C MOHOTEPAITHUS C
GapurTUHUO.

[Ipenu 3armouBaHe Ha JeUCHHUE TIPH MAIIMEHTH C AKTUBHU, XPOHUYHY WM PEIUAUBUAPAIIA HHPEKINU
BHHMATEJIHO TPsOBa Jia ce pasriieiaT PUCKOBETE U TOJI3UTE OT OapuiuTHHUO (BXK. Touka 4.2). AKo ce
pa3Bue HHPEKIHS, TAIUEHTHT TPIOBA Jla c€ MOHUTOPUPA BHUMATEIHO U JICYCHUETO TPsiOBa BPEMEHHO Ja
ObJie MPEKbCHATO, aKO MAIMEHTHT HE CE TMOBJIUSBA OT CTAaHJAPTHO JieueHue . JledeHneTo He TpsiOBa aa ce
BBH300HOBSBA JIOKATO HHPEKINATA HE OT3BYYH.

TBi KaTO MMa TIO-BHCOKA YeCTOTa HA MH(DEKIUY MTPH XOpaTa B CTApUECKa BH3PACT U MPH MOMYJIAIUUTE C
JqabeT KaTo 1510, TPSAOBa J1a ce BHUMAaBa MPH JICYCHUETO Ha XOPa B CTapUecKa Bh3pacT U MAIMEHTH C
muabeT. [Ipy marmeHTH Ha BB3pacT HAll 65 TOAMHN OApUITMTHHHO TPsAOBa 1a ce U3I0JI3Ba CaMo TIPH JIUTICa
Ha MOJXOSIIM aITEPHATHBY 3a JICUCHHE.

Tybeprynoza

[Ipeau 3amouBaHe Ha JIeYCHUE MAMEHTHTE TPAOBa ja ObJAT U3cieaBanu 3a Tyoepkyiosa (TBK).
Bapuuntian6 He TpsAOBa Aa ce npuiara Ha nanueHTH ¢ aktuBHa TBK. Ilpean 3anouBane Ha neueHue npu
NalyeHTH ¢ HelleKyBaHa npeau Toa nateHTHa TBK TpabBa na ce mma npeaBua mpoTHBOTYOEPKYI03HA
Tepanusl.



XeMaToJIOTHYHN HAPYILIECHUS

A6comoten 6poit Ha HeyTpodumte (ANC) < 1 x 10° kinerku/l, abcomoren 6poit Ha muMpormTute (ALC)
< 0,5 x 10° knetkun/l u xemorno6un < 8 g/dl ca chOOIIEHN B KIIMHUYHNATE M3TUTBAHHSL.

Jleyenue He TpsOBa Ja ce 3al04Ba WIK TO TPSOBa BPEMEHHO Ja Ce PEKbCHE TP MAUSHTH C
ANC < 1 x 10° knerku/l, ALC < 0,5 x 10° kiretku/l mim xemornobun < 8 g/dl, nabiroaBanu 1o Bpeme Ha

PYTHHHO JIeYeHUE Ha anueHTa (BK. Touka 4.2).

PuckbT o1 TuMdonMTO3a ce yBenMyaBa Mpu MalHUeHTH B CTaApUECcKa Bb3pacT C peBMaTOUIEH apTpuT.
CroOueHu ca peaku ciydan Ha muMonpoiandepaTHBHA 3a00BaHUS .

PeakrtuBupane Ha BUpycHa HHQEKIUI

B kuHMYHM Tpoy4BaHUs € ChOOIIEHO 32 peaKTUBUPAHE Ha BUPYCHA HHQEKIIHS, BKIFOUUTEIHO CIy4Yau Ha
peakTHBHpAHE Ha Xepriec BUPYC (HampuMmep, Xepriec 30¢Tep, xeprec cuminieke) (Bk. Touka 4.8). B
KJIMHUYHHU TPOYYBAHMSI IPH PEBMATOUICH apTPHUT XEPIIEC 30CTEP C€ ChOOIIaBa Mo-4eCcTo IPU HAIlMSHTH
Ha BB3pacT > 65 TOAWHH, KOUTO IMPEAN TOBA Ca JICKYBaHU KAaKTO C 6I/IOJIOFI/I‘IHI/I, Taka U CbC CUHTCTHYHU
kouBeHnuoHaTHn DMARDS. Axo manmueHT pa3Bue Xepriec 30CTep, ICYCHUETO TPsIOBa BpPEMEHHO J1a ce
IMPEKBCHE NJOKATO €IMU30dbT OT3BYYH.

ITpean 3amouBane Ha NedeHne ¢ OapUIUTHHUO TPSIOBA Ja ce U3BBPIIN CKPHHUHT 32 BUPYCEH XETIaTHT B
CHOTBETCTBHE C KIIMHHYHNTE HACOKH. [larmenTn ¢ naHHM 3a akTuBHA Xenatut B wm C uadexuns ca
U3KII0YEHH OT KIMHUYHUTE MpoyuyBaHus. Jlomycka ce /1a yqacTBaT MaueHTH, KOUTO ca MO3UTHBHH 32
anTuTena cpemy xenatut C, Ho ca HeratuBHU 32 PHK Ha Bupyca Ha xematut C. [lanmentu ¢ anTHTeNa
Cpelly XenmaTuT B MOBBPXHOCTEH aHTHI'CH M XenaTUT B KopoB aHTHTEeH, Oe3 XenaTtuT B moBspxHOCTEH
aHTHUTEH, CBILO Ca JOIyCKa Ja y4acTBaT; TAKWBA MMAIIMEHTH TPsAOBa 1a ObJaT MPOCIISISIBAHN 32 EKCIIPECUS
Ha JIHK Ha Bupyca Ha xenatut B (HBV). Ako 0b1e otkpura JIHK va HBV, TpsiOBa na ce Hampasu
KOHCYJITAIMs C XENaToJIorT, 3a Ja ce ONPeJIeNH Jajli € ONPaBIaHO MPEKbCBaHE Ha JICYCHHUETO.

Bakcunanusg

JluncBaT JaHHM OTHOCHO OTIOBOpPA MPH BAaKCHHUPAHE C JKMBU BAaKCUHU MPU MAI[UEHTH, TOTyIaBaIU
OapuuntiaNG. He ce mpemopbuBa ynorpebarta Ha )KUBH, aTCHIOMPaHU BaKCHHH M0 BpeMe Ha JIeUeHHE C
0apUUMTHHUO WM HETIOCPEACTBEHO npeau Hero. [Ipenu 3anouBane Ha JEYSHUETO ce MPEnopbUBa Ha
BCHYKH NAlIMEHTH ¥ 0COOCHO Ha MeAUaTPUYHUTE MALUEHTH Ja ObJaT HallpaBeH! BCUYKH HEOOXOIMMU
MMYHH3allM{ B CbOTBETCTBHE C HACTOSIIUS MMYHU3AaLMOHEH KaJeHaap.

JInnuau

[Ipu meanaTpuvHy ¥ BH3PACTHH MAIlUEHTH, JEKYBaHU C OapULIMTHHHO, € CHOOIIEHO /103a-3aBUCHMO
NOBHINIABAHE HA JIMITHIHUTE TApaMeTPH B KpbBTa (BXk. Touka 4.8). [loBHIIIEHHTE CTOHHOCTH Ha
JumonpoTerH ¢ Hucka mrbTHOCT (LDL) Xxonmectepos HaMansBar 10 HUBATa MPEJId JICYCHUETO B OTTOBOP
Ha JIYeHHEe ChC CTATHHU MPH Bh3pacHU. KakTo mpu nequaTpuyHu, Taka ¥ MPH Bb3PACTHU MAllUCHTH
JIUIUIHATE [TapaMeTpH TPsAOBa 1a ObAaT OLEHESHH MPHOIU3UTENIHO 12 CeMMIIM CIe]] 3all0YBaHe Ha
JICUSHHUETO U CJIe]l TOBA MAIlMEHTHTE TPsIOBa Ja ObIAT JEKYBAaHH CHITIACHO MEKTYHAPOHUTE KITMHUIHN
HACOKH 32 XHUIEPIUITHJICMUSI.

[ToBuenre Ha YepHOAPOOHUTE TPAHCAMHUHA3ZHU

CnobmaBa ce 3a 10303aBUCHMO [TOBHIIIABaHE HAa aKTUBHOCTTA Ha ajaHuH TpaHcamuHazaTa (ALT) u
acraprat Tpancamunasata (AST) B KpbBTa P MAMEHTH, JIEKYBaHH ¢ OapHIIUTHHUO (BK. TouKa 4.8).

B xnuHnyHM npoyuBaHus e cbobieHo nosumasade Ha ALT u AST no > 5 u > 10 X ropHaTa rpanuia Ha
HopmaTta (ULN). B KmMHUYHYM POYYBaHUS MPU PEBMATOMJICH apTPUT, KOMOMHAIMATA C METOTPEKCAT



BOJIM JI0 HApACTBAHE Ha YECTOTATA Ha MOBUINABAHE HA CTOWHOCTHTE HAa YEPHOIPOOHUTE TPAHCAMUHA3H B
CpaBHEHHE C MOHOTepamnus ¢ GapuuuTHHHO (BXK. Touka 4.8).

AKoO 110 BpeMe Ha PyTHHHO JICUYCHHE Ha MaLlMeHT ce HaOmoqaBa MoBHIIaBaHe Ha cToiiHocTuTe HAa ALT 1
AST u ce nmpeanonara JekapcTBEHO-MHIYLIUPAHO YBPEXKIaHE HA YePHUs P00, IPHEMBT TpIOBa

BPEMCHHO a CC CIIPE, A0KATO CC U3KJIFOYU Ta3U AUArHo3a.

310KaYeCTBEHH 3a00/IIBAHMS

NmMyHOMOyIMpanuTe IEKapCTBEHU MPOJIYKTH MOTAT Ja YBEJINYAT PUCKA OT 3JI0KAYeCTBEHU
3a00JIIBaHUs, BKJIFOUUTEITHO JIUM(POM.

Cro0riaBa ce 3a 1uM(OM U IPyTH 37I0KaYeCTBECHY 3a00JIIBaHuUs IIPH NaIMeHTy, npuemainy JAK
UHXHOUTOPH, BKIIFOYUTEITHO OAPUITUTHHUO.

B ronsMo paHIoMHU3HPaHO, KOHTPOJIUPAHO C AKTUBHO BEIIECTBO MpoyyBaHe Ha TodarmTuaub (apyr JAK
UHXHOUTOP) MPH NALUCHTH C PEBMATOM/ICH apTPUT Ha Bb3pacT S0 U MoBeYe rOJUHU C TIOHE SIHH
JOIIBITHUTENICH ChPJICYHOCHA0B PHCKOB (JaKTOpP, MPU TOPAUTHHUO ce HAOI01aBa TI0-BHCOKA YECTOTa Ha
37I0Ka4eCTBEHH 3200 IsIBaHMUs, 0COOCHO pakK Ha Oenust 1po0, TMM(oM 1 HeMeTaHOMEH paK Ha KoKaTa
(NMSC), B cpaBuenue ¢ uaxudbutopute Ha TNF.

[pu nanmeHTH Ha BB3pACT HAJ 65 TOMUHM, TAIIMEHTH, KOUTO Ca HACTOSIIH WX OWBIIH JIBJITOTO IHIHA
MyIIAY1 WK C IPYTU PUCKOBH (hAKTOPH 3a 3I0KaYeCTBEHO 3a00siBaHe (HAMp. HACTOSIIO 3I0KaYeCTBEHO
3a00JIsIBaHE WM aHAMHE3a 3a 3I0KaYeCTBEHO 3a00IsIBaHe), OapanuTHHHIO TPsOBA Ia Ce M3IT0I3Ba CAMO aKo
HE ca HAJIMYHH TOJIXOJSIIN aNTePHATHBY 3a JICUCHUE.

IIpenopbuBa ce neproOANYEH ASPMATOIOTUYEH IpeTie]l IPU BCHYKH NalUeHTH, 0COOCHO MPH TE3U C
PHUCKOBH (PaKTOpH 3a pak Ha KOXKara.

BenoseH TpoM00eMO0IM3EM

B perpocnekTuBHO 00CEepBalMOHHO MTPOYYBaHE HAa OATMLUTUHUO NPYU MALUEHTH C PEBMAaTOUICH apTPHT €
HaOJII01aBaHa 10-BUCOKA YECTOTa Ha BeHO3HU Tpomboembommynu choutusi (BTC) B cpaBHeHuE ¢
nanueHTH, JiekyBanu ¢ TNF unxuburtopu (Bx. Touka 4.8).

B roisMo paHI0MHU3HUPAaHO KOHTPOJIUPAHO € aKTHBHO BEIECTBO MpoyuBaHe Ha Todanutuaud (apyr JAK
UHXHOMTOP) MPH NALMSHTH C PEBMATOM/ICH apTPUT Ha Bb3pacT 50 U MmoBeye roAMHYU C TIOHE SIHH
JOIBITHUTENICH ChPIICYHOCHA0B PUCKOB (haKTOp, MPU TOPALUTHHUO ce HAOII01aBa 10303aBUCHUMa TI0-
BUCOKa yecToTa Ha BTC, BrIItOUNTENHO ABI00Ka BeHO3Ha TpoMOo3a ([IBT) u 6enoapodHa embomnus (BE),
B cpaBHeHue ¢ TNF mHXuOuTOpHUTE.

ITpu marueHT! ¢ pUCKOBH (HaKTOPH 33 ChPICYHOCHI0BH HIIH 37I0KAYECTBCHHU 3a00siBaHus (BXK. ChIIO
touka 4.4 “T'onemu HexellaHu cbpaeYHOChI0BH chouTus (MACE)” u “3nokauecTBeHO 3a00i1BaHe™)
O0apuIUTHHUO TPSOBA J]a ce M3I0JI3Ba CaMO aKO HE ca HAMYHH MOJXOISIIN aJITEPHATHBY 3a JICUCHHUE.

Ilpu marmmeHTH ¢ U3BECTHU PUCKOBU (akropu 32 BTC, pa3nudHu OT pUCKOBU (DaKTOPH 3a
CHPICYHOCHIOBO HJIH 37I0KAY€CTBEHO 3a00sIBaHe, OapUITMTHHIO TPsIOBa /1a ce U3IIOI3BA C MTOBUIIICHO
BHUMaHue. PuckoBute hakropu 3a BTC, pa3nnyau oT pUCKOBH (JAKTOPH 3a ChPJICUHOCHIOBO HITH
37I0KaYeCTBEHO 3a00JsBaHe, BKITOUBAaT npeauinHo BTC, manuenTH, o yI0)KeH! Ha ToJIsIMa Orepanys,
00e3/1BIKBaHE, U3MOJI3BAHE HA KOMOMHHUPAHU XOPMOHAIIHH KOHTPAENITUBY MM XOPMOHO3aMECTHTEITHA
Tepamnus U HACTCICTBEHO HAPYIICHUE HA KOATYJIAIUATA.

Ilo BpPEMC Ha JICUCHUCTO C GapI/ILII/ITI/IHI/I6, CBbCTOAHHUECTO HA MAIITUCHTHUTC TpH6Ba Ja 6’5[[6 OLICHABAHO
NepruoanvHO, 3a a CC OLCHIAT IIPOMCHHUTC B pUCKaA OT BTC.

He3zabasno OIICHCTC MANUCHTUTEC C NPpU3HAIIM U CUMIITOMU Ha BTCu OpEYyCTAaHOBECTEC MPUIIOKCHUCTO HA
6apI/IIII/ITI/IHI/I6 IIpU MallueHTU CbC CbMHCHUC 3a BTC, HC3aBUCHMO OT J03aTa UJIM IIOKa3aHHUCTO.



Tonemu Hexenanu chpaeunochaoBu crouTns (MACE)

B peTrpocniekTuBHO 00CEpBAIIIOHHO MPOYYBaHE HA OAPUIUTHHHUO IIPH MAMEHTH C PEBMATOMIEH apTPHUT €
HaOmoaBaHa nmo-srcoka yecrora Ha MACE B cpaBHenue ¢ narnuenty, nekyBanu ¢ TNF uaxuduTopu.

B ronsMo paHZOMH3MPaHO, KOHTPOIMPAHO C aKTHBHO BEIIECTBO NpoyyBaHe Ha Todarmtiand (npyr JAK
MHXHOMTOP) IPH NALMSHTH C PEBMATOMICH apTpUT Ha BB3pacT 50 U moBeye roiMHYU ¢ TIOHE SIHH
JOI'BJIHUTENIEH ChPICYHOCHA0B PUCKOB (aKTOp, MPH TOPaLUTUHUO ce HAbII0AaBa I0-BHCOKA YECTOTA HA
TOJIEMH HeXeJlaHu cbhpaeuHocha0BH chouTHs (MACE), onpeneneHu KaTo ChpASYHOCHI0BA CMBPT,
HenetasieH nHMapkT Ha Muokapaa (MU) u neneranen uncynr, (apyr naxuoburop Ha JAK), B cpaBHeHHE ¢
uaxuburopure Ha TNF.

ITo Ta3u nmpuunHa Mpu MaUeHTH HaJ 65-TOUINHA Bh3PACT, MAIUCHTH, KOUTO ¢4 HACTOSIIM WX OUBIIH
JBITOTOJUIIHY MTyIIayuH, U MAHCHTH ¢ aHaAMHE3a 3a aTePOCKIEPOTHYHO ChPJICYHOCHI0BO 3a00sIBaHe
WIN IPYTH CHPJACYHOCHI0BH PUCKOBH (DakTopH, OapuMTHHHUO TpsiOBa J1a ce M3MOI3Ba camMo TpH JIUICca Ha
IIOAXOISIIY aJITEPHATUBHU 32 JICYCHUE.

JlabopaTopeH MOHUTOPHUHT

Tab6auua 1. JlaGopaTopHH H3CJIeABAHUA U HACOKHU 32 MOHUTOPHPaHe

JladopaTtopHo

HeiicTBUe
u3cjeiBaHe

Hacoxu 3a MoHUTOpHMpaHe

12 cemMuIH ciie 3aII0YBaHe Ha
JIEYEHUETO U CJIE] TOBA B
CHOTBETCTBHUE C MEKTYHAPOIHUTE
KIIMHWYHHU HACOKH 3a
XI/IHepJII/IHI/II[eMI/IH

[TanmenTrTe TPsiOBa ma ObIAT
JIEKyBaHH B ChOTBETCTBUE C
MEXTyHAPOIHUTE KIIMHIUYHU HACOKU
3a XUICPINIINIACMUSA

JlunuaHu napaMeTpu

JlegenueTo TpsaOBa ma Ob1e

AbcomoTteH Opoii Ha
HEyTpohHUIUTE
(ANC)

npexbcHaTo, ako ANC e

< 1 x 10° xnetku/l u moxke na
3anmoune oTHoBO oM kato ANC ce
BBpHE HaJ Ta3H CTOMHOCT

AbcoutoteH Opoii Ha
mumporurute (ALC)

JlegenueTo TpsaOBa na ObmIe
npexbcHaTo, ako ALC e

< 0,5 x 10°knetku/l u Moxe na
3aro4He 0THOBO 11oM Kato ALC ce
BBpHE HaJ Ta3H CTOMHOCT

JlegenueTo TpsaOBa na Ob1Ie
npekbcHaro, ako Hb e < 8 g/dl u

Xemornobun (Hb)
MOXeE J]a 3a[I0YHE OTHOBO IIOM KaTO
Hb ce BbpHE Haj Ta3u CTOHHOCT
JleuenneTo TpaOBa BpeMEHHO Ja
UepHOmpoOHI 0BbIIe IPEKBCHATO, aKO CE€ TIPeIIoara
TpaHCAaMHHA3H JICKapCTBEHO-UHTyIUPAHO

yBpEeXIaHe Ha YepHHsI Apo0

HpeI[I/I 3alI04YBaHC Ha JICYCHUCTO U
CJIEA TOBA B CbOTBETCTBHC C
PYTUHHOTO JICYCHHEC Ha MMalreHTa

IMyHOCYIpeCUBHU JICKAPCTBEHU OPOAYKTH

He ce npenoprusa komOunatms ¢ ononornaan DMARDS, 61omornaHu HMyHOMOAYJIATOPH WU IPYTH

uaxubuTopu Ha Janus kuHaszata (JAK), Thil KaTO pHCK OT JOIBIHUTEIHA UMYHOCYIIPECHS HE MOXKeE J1a

Ob/€ U3KITIOUYECH.

[Ipu peBMaTONIEH apTPUT U IOBEHUJICH UAMONATHYEH apTPUT, JaHHUTE OTHOCHO yroTpedara Ha

0apUIUTHHUO C MOIIIHA MMYHOCYIPECUBHH JIEKAPCTBEHH MPOAYKTH PA3IMYHU OT METOTpeKcat (Hampumep




a3aTUOIPUH, TAKPOJIMMYC, IUKIOCIIOPHH) ca orpanuyeHu. Tps0OBa a ce BHUMaBa IIPU M3II0I3BaHE Ha
mo00HK KoMOHMHaIuH (BXk. Touka 4.5).

ITpu aTonMyeH AEPMATHUT U ajoNenus apeaTa KOMOMHALUATA C UUKIOCIIOPUH MM JPYTH MOIHH
MMYHOCYIIPECOPH He € IPOyYeHa U He ce MpenopbuBa (BK. Touka 4.5).

CBpPBXYYBCTBUTEITHOCT

OT MOCTMapKETUHTOBUS OIUT ca ChOOIIEHH CITyYau Ha CBPBXUyBCTBUTEITHOCT, CBbp3aHa C MPUII0KEHUETO
Ha 0apuUIUTHHUO. AKO BB3HHUKHE HSKAaKBa CEPHO3HA aJICPTUYHA WM aHA(PUIAKTUIHA PEAKIIHsI, ICYCHUETO
TpsiOBa He3a0aBHO Ja ce PEKPaTH.

EI/IBG[ZTI/IKYHI/IT

B KIMHUYHM U3MUTBAHKS U OT MOCTMAPKETHHI'OBH H3TOUYHUIIM Ca CHOOICHHU CITy4al HA TUBEPTHKYIHT U
racTpouHTecTUHaIHA nepdopariust (Bx. Touka 4.8). bapuuutiHHUO TpsiOBa 1a ce MU3M0JI3Ba C TOBHUIICHO
BHUMaHUE [IPH NAIMEHTH C TUBEPTHKYJIApHA 00JiecT U 0cOOSHO MU MallUeHTH Ha MPOABIKUTEITHO
CBITHTCTBAIIO JICUCHHE C JICKAPCTBEHHU MPOJYKTH, CBBP3aHH C TIOBUIIICH PUCK OT JUBEPTUKYIUT:
HECTEPOUIHU MTPOTHBOBB3MAIUTEIHH JIEKAPCTBA, KOPTHKOCTEPOUIN M OTIMOMTHA aHAJITCTHIIH.
[ManuenTrTe C HOBOMOSBIIIM ce a0JJOMIHAIHU TPU3HALM U CUMIITOMH TpsiOBa He3abaBHO Ja ObJat
OLICHEHH 32 PaHHO MJICHTU(HIIPaHe HA TUBEPTUKYJIUT WM FACTPONHTECTHHAIHA TTepdOopartus.

Ilomomniam BemecTBa

To3u nexapcTBeH MPOAYKT ChIbpXkKa Mo-Maiko oT 1 mmol HaTpuii (23 mg) Ha TabneTKa, T.e. MOXe Jia ce
Kaxe, Ue MPAKTHUCCKH HEe ChIbPKA HATPHH.

45 B3aumopeiicTBHE ¢ APYTH JEKAPCTBEHH MPOAYKTH U APYru (JOPpMH HA B3aUMojelicTBHE

(DaDMaKOHI/IHaMI/I‘IHI/I BSaHMOﬂeﬁCTBHH

HmyHnocynpecusnu nekapcmeeru npooykmu

He e nzyuaBana xomOunanusTa ¢ ouonornaan DMARDS, 6HonOrn4Hn IMyHOMOAYJIATOPU WK APYTH
JAK unxubutopu. [Ipn peBMaTOUCH apTPUT U IOBEHUJICH UIMOMATHYECH apTPUT, yoTpedaTa Ha
0apUIHUTHHUO C MOIIHU HUMYHOCYTIPECHBHU JICKAPCTBEHU MPOIYKTH, KATO a3aTHONPUH, TAKPOIUMYC HUIN
UKJIOCTIOPUH, € OrpaHnYeHa B KITMHUYHH TPOYYBaHUS U HE MOXe Ja ObJe U3KITIOUEH PHCK OT
JOIBITHUTEIHA UMyHOCYIpecHs. [Ipu aTonuyeH AepMaTHT U aJolenus apeata KOMOMHAIUATA C
IUKJIOCTIOPUH WM JPYTH MOIIHA KMYHOCYIIPECOPHU HE € MPOyYeHa U He ce MpenopbuBa (BK. Touka 4.4).

Bu3moxkHOCTH JAPYTH JICKAPCTBCHHU NIPOAYKTH J1d ITOBJIUAAT BbPXY d)aDMaKOKI/IHeTI/IKaTa Ha 68DI/IHI/ITI/IHI/I6

Tpancnopmepu

In vitro GapunuTuHUO € cyOcTpar 3a TpaHcmopTepa Ha oprannynu anuouu 3 (OAT3), P-riukonpoTenna
(Pgp), mpoTenHa Ha pe3UCTEHTHOCT Ha pak Ha Tbpaata (BCRP) u mpoTenHa 3a eKCTpy3Hust HA MHOKECTBO
nekapcTsa u Tokcunn (MATE -multidrug and toxic extrusion)2-K. B knmuangHOhapMaKOIOTHYHH
IIPOYYBAHMS TIPHIOKEHNETO Ha f03a mpobenerw (naxuburop Ha OAT3 ¢hbe CHIIEH HHXUOUTOPEH
HOTEHITMA) BOJAHU JI0 TPHOIU3UTENHO 2-KpaTHO yBenmnuaBane Ha AUC o.) 63 mpoMsiHa Ha tmax WA Crax
Ha OapunuTHHNO. CreoBaTeTHO MK NaUeHTH, mpuemanty naxuoutopu Ha OAT3 cbe cuieH
MHXHOMTOPEH IMOTEHINAJ, KaTO MPOOSHELH I, TPENopbUNTEIHATA /1032 OApUIIMTHHUO TpsOBa 1a ce
HaMaJM HarosoBrHa (BK. Touka 4.2). He ca mpoBexaaHu KIMHHYHO(DAPMAKOJIOTHYHH [TPOYUYBAHHS C
naxubuTopu Ha OAT3 ¢ mo-cnab naxubuTOopeH norexmuai. [IpemekapcTBoro gedryroMua 06p30 ce
HpEeBpBIIA B TEPUPITYHOMH, KOWTO € ci1ab naxudutop Ha OAT3, u ciaenoBaTeHO MOKe J1a JOBEJE 10
yBeJIMYaBaHe Ha eKCIO3MIMsATa Ha OapuunuTHHUO. THil KaTO HE ca MPOBEXKAAHH CIICLIHATHHU IPOYIBAHHUS 32
B3aUMO/JICHCTBHUE, TPsIOBaA Aa ce BHUMAaBa IPU €THOBPEMEHHO MPHIIOKECHUE Ha JICHITYHOMH]] HITH
TepudayHomua ¢ GapuuutHHuG. EnHoBpemenHaTa ynorpeba Ha uaxuouropute Ha OAT3 ubymnpoden u
JUKIo(eHaKk MOXe Ja JOBeJE A0 YBEIMYaBaHEe HA eKCIIO3UIUATA HA OApUIUTHHHUO, BBIIPEKU Y€ TEXHUAT
naxubutopen norenuuan kbM OAT3 e no-cnab B cpaBHeHHE ¢ TIPOOCHELUA U CIIEI0BATEIHO HE CE 0UYaKBa
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KJIMHAYHO 3HAYMMO B3anMoJieicTBIE. ETHOBpEMEHHOTO NPUIIOJKEHHE Ha OApUIIUTHHHUO C IIUKIIOCTIOPHH
(naxubutop Ha P-gp/BCRP) uiu metotpekcar (CyocTpaT Ha HIKOU TPAHCIIOPTHH MPOTCHHH,
srarountenno OATP1B1, OATL, OAT3, BCRP, MRP2, MRP3 1 MRP4) He BoaM 10 KIMHHYHO 3HAYHMH
e(heKTH BhpXY EKCIO3UIHATA Ha OapUIIUTHHUO.

Lumoxpom P450 uzoenzumu

In vitro GapuumtrHUG e cyocTpar Ha uToxpoM P450 m3oenzum (CYP)3A4, makap ue mo-mainko ot 10 %
OT J103aTa ce MeTabOIM3Hpa Ype3 OKUCIIeHHE. B KIInHIYHODapMaKoIOrHiHu IPOyYBaHuUS,
€JIHOBPEMEHHOTO MPUIIOKEHUE HA OAPUITUTHHHO ¢ KeTokoHa30: (cuiieH naxubutop Ha CYP3A) He Boau
JI0 KIMHUYHO 3HAYUM e(eKT BbpXY PpapMakOKWHETHKaTa Ha OapuIUTHHUO. EqHOBpEeMEHHOTO
npuiioxkeHue Ha oapuutuauG ¢ durykonason (ymepen uaxuburop Ha CYP3A/CYP2C19/CYP2C9) nnu
pudamnuyn (cunen uaaykrop Ha CYP3A) He BoaM 10 KIMHUYHO 3HAYMMO [TPOMEHU B €KCIIO3UILIUATA HA
OapuIUTHHUO.

Jlexapcmea, mooughuyupawu cmomawrnomo pH
[NoBumasaneTo Ha cToMamHOTO PH mpu MpreM Ha oMenpa3oi HAMa KIMHHYHO 3HAUYUM e(DeKT BHPXY
EKCIIO3UIUATA Ha OapUIIUTHHUO.

Bu3moxHocTH Ha 6apuiMTHHUO 14 HOBIMAE BEPXY PapMaKOKMHETHKATA Ha IPYIH JIEKAaPCTBEHU
OPOAYKTH

Tpancnopmepu

In vitro 6apurmtan6 He € naxuouTop Ha OATL, OAT2, OAT3, TpaHCIOpTEpa Ha OPraHUIHN KATHOHN
(OCT) 2, OATP1B1, OATP1B3, BCRP, MATELl 1 MATE2-K B KIHHHYHO 3HAYMMHI KOHIIEHTPAIIHH.
Bapunintnan6 Moxe aa 0pae maxuouTop Ha OCT1 ¢ KIIMHWYHO 3HAYCHHE, BBIIPEKU Y€ IOHACTOSIIEM He
ca u3BecTHH cenekTiBHU cyocTpati Ha OCT1, 32 KOMTO MOXe Ja ce MPEBUAAT KIMHIUYHO 3HAYUMHU
B3aUMOJICHCTBUS. B KIMHUYHO(DAPMAKOIOTUYHY MPOYYBAHUS HIMA KIMHHUYHO 3HAYUMH €(DEKTH BBPXY
EKCIIO3MITUATA TP STHOBPEMEHHOTO MPUIIOKEHNE Ha OGapuiMTHHKO ¢ turokcuH (cyoctpar na P-gp) wmm ¢
MeTOoTpekcat (CyOCTpaT Ha pa3iIMYHU TPAHCTIOPTHH NIPOTCHHH).

Lumoxpom P450 uzoensumu

B xknmuHnYHO(apMaKOIOTHYHY MPOYYBAHHS €JHOBPEMEHHOTO MPUIIOKECHNE Ha OAPUIIUTUHUO ChC
cyoctparute Ha CYP3A cuMBacTaTHH, €THHUI €CTPAIUOI WU JICBOHOPTECTPE HE BOJH 10 KIUHUYHO
3HAYUMU MPOMEHU BB (papMaKOKWHETHKATA HA TE3H JICKAPCTBA.

4.6 @epruauTeT, )PpEeMEHHOCT H KbpMeEHe

bpemenHoct

Hoxkasano e, ye curnanausat nbT JAK/STAT yuacTBa B KJI€ThYHATA A/IXE3Us U TTOJIIPU3AIINS, KOSTO MOXKE
Jla OKayKe BIIMAHNE BbPXY PaHHOTO eMOpPHOHAIIHO pa3BUTHE. JIMIICBAaT JOCTAThYHO JaHHU OT ymoTpebarta
Ha 6apuIUTHHUO MTpu OpeMeHHU keHH. [IpoyuBaHns pH )KUBOTHH ITOKA3BaT PEMPOTyKTHBHA TOKCHUYHOCT
(Bx. Touka 5.3). BapuuuMTHHUO € TepaTOreHeH MPH TUIbX0BE U 3aiiy. [IpoydYBaHuUs IPH KUBOTHH
II0Ka3BaT, 4e OapUIMTHHUO MOXKE J1a MMa BpeHH e()eKTH BbPXY Pa3BUTHETO Ha KOCTUTE IN ULEro mpu
IPUJIOKEHUE Ha [10-BUCOKH JI03H.

BapuuuTHHHO € IPOTHBOIIOKA3aH Mo BpeMe Ha OpemeHHOCT (Bik. Touka 4.3). )Kenu ¢ nereposien
NOTEHIHAN TPsOBa Ja N3MO0A3BaT e(eKTUBHA KOHTPALICTILHS 110 BpEeMe Ha JICUSHUETO U Hall-MaJKo B
npoabJDKeHue Ha 1 cenmuna ciiesl Hero. AKO IMalueHTka 3adpeMeHee JOKaTo nprueMa 0apuLuTHHUO,
poautenuTe TpsiOBa na ObIaT MHPOPMUPAHH 3a BH3MOXHHUS PUCK 3a deTyca.

Kepmene
He e u3BecTHO nanu GapuiMTHHUO/METabOIUTUTE ce eKCKpeTHpa(aT) B kbpMata. Hamnunure

(apMaKoTMHAMIYHN/TOKCUKOJIOTHYHHU JTAHHU TIPH )KUBOTHU TTOKa3BaT €KCKPELHs Ha OapUIIUTUHUO B
MILSIKOTO (BXK. TOuKa 5.3).
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He moxe ma 0b/1e M3KITIOYCH PUCK 32 HOBOPOJCHUTE/KbpMadeTaTa U OapuiuTHHUO He TpsOBa 1a ce
U3M0JI3Ba 110 BpeMe Ha KbpMeHe. TpsOBa Ja ce B3eMe pellieHHe Jaliv Jia ce MPEKpaTH KbpPMEHETO WU J1a
Cce CIIpe TepamnusATa, KaTo ce B3eMe MPEIBUI M0J13aTa OT KbPMEHETO 32 JICTETO U MoJ3aTa OT TeparusiTa 3a
JKEHATA.

DepTUnuTeT

[Ipoy4Banus IpH KUBOTHU MPEATONATaT, Y€ JEUSHUETO ¢ OapUIUTHHUO MpUTEkKaBa MOTCHITUAI 32
HaMaJIsiBaHe Ha (PePTHIIMTETA IIPH KEHH, JOKATO MOTydaBaT TepaIUATa, HO HAMA €EKT BEPXY
criepMaroreHesara npu Mbxe (BK. Touka 5.3).

4.7 EdexTu BHpXy ciocofHocTTA 32 o upaHe u padora ¢ MAIINHU

BapuiuTiHUO HE OBJIMSBA WX MTOBIIUSABA TPEHEOPEKUMO CITIOCOOHOCTTA 3a modupaHe u padora ¢
MallvuHHA.

4.8 Hexeaanu JieKapcTBeHU PeaKIHH

Pesrome Ha npoduina Ha 6€30IaCHOCT

Haii-gecTo cro0maBaHnTe HEXEIAHU PEaKIIny ¢ OApUITUTUHUO ca MOBUIIEHH CTOWHOCTH Ha LDL
xonecrepoi (26,0 %), uadekun Ha ropHUTE auxaTeaHu mpruima, (16,9 %), rmaBodomue (5,2 %), xeprec
cumiuiekc (3,2 %) u uadekimun Ha nukoynuTe bt (2,9 %). Texko npoTuyaiia MHEBMOHHS U TEXbK
XepIIec 30CTep Ce CPEIIaT PSIIKO MPH MAIUSHTH C PeBMATOM/ICH apTPHT.

CrouchbK Ha HEXKEIIAHUTE JICKAaPCTBCHU PCAKIIMU, ITPCACTABCH B TaGJ’II/II_Ia

Ouenka Ha yectorara: MHOro uectu (= 1/10), gectu (> 1/100 mo < 1/10), neuectu (> 1/1 000

10 < 1/100), pexxu (>1/10 000 mo < 1/1 000), muoro peaku (<1/10 000). YecroraTa B Tabnuia 2 ce
OCHOBaBa Ha MHTETPUPAHU JAHHH OT KJIMHUYHU POYIBAHHUS MIPU BH3PACTHU MAUCHTH H/UITH B
HOCTMApPKETUHTOBU YCJIOBHUS 32 MOKA3aHUSATA PEBMATOUICH apPTPUT, ATOMUYCH ACPMATUT U AJIONCIIUS
apearta , OCBCH aKo HE € TI0OCOUCHO JIPYro; KOraTo ce HaOJro1aBat 3a0esie)kiMU Pa3JiuKH B 4ecToTaTa
MeXy TOKa3aHHATA, TE Ca MPEACTABEHHU KaTo 3a0eeKKH Mo/ Tabaumara.

Tab6anua 2. Hexxenanu peakuum

Cucrtemo- MHoro yecTn YecTn Heuectn
OpraHeH KJjac
Nndexuun u Nudexnuu na ropuute | Xeprmec 30ctep®
uHdecTaumnu JIMXaTeJH! MbTUILA Xeprec CUMIIIEKC
T'actpoenTeput
WNHudexknnn Ha MHKOYHNTE
IbTULIA
[THeBMOHUS"
DonuKyIUT*
Hapymenus na TpomOouunTo3a Heyrponenus
KPbBTA H >600 x 10° knerku/I> " <1 x 10° knerku/1*
JumdHaTa
cHucTemMa
Hapymenust Ha [TonyBaHe Ha JMLETO,
HMYHHATA VYprukapus
cHucTemMa
Hapymenus Ha | XunepxonectepoiemMus® XuneprpurivuepuieMus®
MeTa00Iu3Ma U
XpPaHEHeTOo
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Hapymenust Ha
HepBHAaTa
cucreMa

I'maBoOoane

CbaoBu
HAPYIIECHHSI

Jpn0oka BeHO3HA
TpoM603a°

Pecniuparopun,
TPbIHA 1
MeIMaCTUHAIH
U HAPYLICHUA

Benonpobna emOomms®

CTomManHo-
YpeBHU
HApyUICHUsI

I'apene’
Kopemna 6omka”

JuBepTuKkyauT

Xenaroouiauap

HHU HAPYIICHUSA

IToBumIenn CTOMHOCTH Ha
ALT = 3 x ULNa"

IToBumienn CTOMHOCTH Ha
AST = 3 x ULNax2

Hapymenus Ha O6puB

KoOsKaTa M Axwne®

MOJAKOKHATA

TBKaH

HN3caenBanus IToBumenu croitHocTy Ha | IlokauBaHe Ha TErJIOTO
KpeaTuHpocPoKrHa3aTA
>5 x ULN®®

2 BriIl04YBa IPOMEHHU, OTKPHUTH 10 BpeMe Ha JIaOOpaTOPHUS MOHUTOPHHT (BXK. TEKCTa MO-70JTY).

® YecToraTa Ha XepIec 30CTep U IbI00Ka BeHO3HA TPOMOO03a Ce OCHOBaBa HAa KIIMHUYHH M3ITHTBAHUS [IPH
PEBMATOUJICH apTPUT.

® B KIMHUYHUTE U3NUTBAHU IIPH PEBMATOWICH apTPUT aKHE U TIOBUIIICHH CTOHHOCTH Ha
kpeaTuHpochokunaza > 5 X ULN ca B kateropus 1o 4ecroTa ,,He4eCTu.

" B KMMHUYHATE U3MUTBAHMS NIPH aTOIIMYEH JIEPMATUT TaJieHe ¥ TOBUIIIeHH cTOWHOCTH Ha ALT
>3 X ULN ca B kaTeropus 1o 4ectora ,,HeuecTr ‘. B KIMHUYHU U3NUTBAHUS [IPH aJIOICIHS apeara
KOpeMHa 00JIKa € B KATEropus 10 YeCcToTa ,,HeUeCTH . B KIIMHIUYHY U3NUTBaHUS IIPY aTOTHYCH
JIEPMATHT U aJIONENUs apeaTa IMHEBMOHUsS 1 TpomOonuTos3a > 600 X 10° kietku/l, ca B Kateropus 1o
YeCcToTa ,,HeUeCTH .

A B KIMHUYHM U3MMTBAHUS TIpH anonenus apeata croiHoct Ha AST > 3 X ULN e B kaTeropus 1o 4ectora
,,deCcTH

¢ YecToTaTta Ha OenoipoOHa eMOOHS ce OCHOBAaBA HAa KIIMHAYHU M3MUTBAHHS MPH PEBMATOUICH apTPHUT U
ATOMUYCH JICPMATHUT.

* QoMMKyIUT € HaOJIroIaBaH B KIIMHUYHH M3MUTBAHUS TPH anornerus apeata. OOMKHOBEHO ce JIOKaJIn3upa
B 00J1acTTa Ha CKaJjIa, CBbP3aH € C pacTexa Ha KocaTa.

Onucanue Ha I/136DaHI/I HCXKCJIaHU JICKAPCTBCHHU PCAKITMHU

Cmomawno-upesHu napyuleHus

B KIMHWYHM IPOYYBaHUS IIPYU PEBMATOU/ICH apTPUT IPH HEJICKyBaHH MAIUCHTH, B IPOAbIDKEHUE Ha
52 ceamMuliy, yecToTaTa Ha TaJCHE € TO-BUCOKA NMPH KOMOMHHMPAHOTO JICUYSHHE C METOTPEKCaT U
Gapunutianb (9,3 %) B cpaBHEHME ¢ MOHOTEpaIUs ¢ MeToTpekcar (6,2 %) i MOHOTeparnus ¢
Gapunutians (4,4 %). B uHTErpHUpaHUTe TaHHK OT KIMHWYHY U3MUTBAHUS TIPH PEBMATOUIEH apTPHT,
ATONHMYCH JICPMATHUT M AJIOTICIUS apeaTa raJiecHeTo € Hall-uecTo Cpeniano mpe3 MbPBUTE 2 CEJAMUIM HA
JICUYCHHETO.

Cnyan/ITe Ha KOpE€MHa 0oJlka OOMKHOBEHO ca JICKH, IIPEXOAHHU, HE Ca CBbP3aHU C I/IH(I)GKLII/IOSHI/I nimn
BB3NAJIMTCIIHU CTOMAITHO-UYPECBHU HAPYHICHUA U HE BOAAT N0 IIPEKBCBAHEC HA JICUCHHUCTO.

Hngpexyuu

B uHTerpupaHuTe NaHHYW OT KIMHUYHU U3MUTBAHUSI IIPH PEBMATOUICH apTPUT, ATOMMMYCH JCPMATHT U
aJIomelys apeara, IOBeUeTO HH(EKIUH Ca JICKH JI0 YMEPEHH I10 TeXecT. B mpoyuBaHus1, BKITFOUBAIIH U
JIBETE J103U, nH(pEKIuuU ca choliiern cboTBeTHO Tipu 31,0 %, 25,7 % u 26,7 % OT nmarueHTuTe B TPYyIUTE
¢ 4 mg, 2 mg u mnane6o. B KTMHUYHY TPOYyYBaHUS IPH PEBMATOUCH apTPUT KOMOHHAITUSATA C
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METOTpEKCaT BOAM JI0 MOBHINIEHA YeCTOTa Ha MH(EKIIH B CPAaBHEHNE C MOHOTEPAITHATA C OapUITUTHHHO.
YecroTata Ha XepIec 30CcTep € onpeaesieHa KaTo ,,4ecTu' Mpu peBMaTOUICH apTpuT, ,,MHOTO PEAKU" IPU
ATONWYEH JIEPMATHUT U ,,HEUECTH" TIPH aJONeNns apeara. B KIIMHWYHUTE N3MUTBAHUS 32 aTOMHYEH
JIEPMAaTUT UMa TTO-MaJIKO KOKHU WH(EKITNH, N3UCKBAIN aHTHOMOTHYHO JIeUeHHe, IIPU OapUIIUTHHUO,
OTKOJIKOTO TIPH IIa1eoo.

YecroTaTa Ha CEPUO3HM MH(EKLUUH ITpH OapuIMTHHUO € mogo0Ha Ha manebo. YecTtoTaTa Ha CEpPUO3HU
MH(EKINN OCTaBa CTa0MIIHA [0 BpeMe Ha NPOABIDKUTENHA ekcro3uus. O0mara yecToTa Ha CEpUO3HU
MH(EKINY B TporpaMarta 3a KIMHAYHNA U3NUTBAaHU [IpYU peBMaTouieH apTpur e 3,2 Ha 100
nanueHToroauu, 2,1 npu aronnden aepmatut v 0,8 pu anoneuus apeara. Cepruo3Ha MHEBMOHUS U
CEpHO3€EH XEpIIEC 30CTEP CE CPELaT PSAKO MPHU NALMEHTH C pEBMAaTOUACH apTpHT.

Tosuwenue na uepHoOpoOHUMeE MPAHCAMUHAZU

JozozaBrcumu noBuieHus Ha aktuBHOcTTa HA ALT n AST B KpBBTa ca ChOOIIEHN B IPOYYBAHHS C
MPOIBIKUTEIHOCT MoBeue OT 16 ceaqmuiu. [ToBumiennsTa Ha cpeauurte croinoctd Ha ALT/AST ocrasar
cTabuHKu BBB BpeMeTo. [loBedeTo ciyyaun Ha IOBUIIABAHE HA YePHOAPOOHUTE TpaHcamuHasu > 3 X ULN
ca 6umm 6e3CMMITOMHH U MPEXOTHHU.

[Ipu manueHTH ¢ PeBMAaTOUICH apTPUT, KOMOMHAIIMATA OT OAPUIIMTHHUO C MOTSHIIMAIHO XEMAaTOTOKCHYHU
JIEKapCTBYHU MPOAYKTH, KATO METOTPEKCAT, BOJIU JIO YBEIMYEHUE HA YECTOTAa HA TE3U MOBUIICHUSI.

Tosuwasane na aunuoume

B uHTEeTpHpaHnTe TAHHM OT KIMHUYHY U3MHUTBAHUS TIPH PEBMATOHMJICH apTPHT, ATONMYEH ACPMATUT U
QJIOTICIINS apeaTa, JICYCHNEeTO ¢ OapUIMTHHHUO ce CBBP3Ba C J103a-3aBHCHMO ITOBHIIIABaHE HA JIUITHIHUTE
rapaMeTpH, BKIFOYATEITHO Ha o0mus xonectepos, LDL xomectepor u THITONIPOTENH C BUCOKA TTETHOCT
(HDL) xomectepon. Hsima npomsiia B cbotHOmennero LDL/HDL. IMoBuimaBane Ha CTORHOCTHTE €
HaOJr01aBaHo KbM 12-Ta ceMHIA, KaTO T€ OCTAaBaT CTAOWIIHU CJIE/I TOBA Ha TO-BHCOKA CTOWHOCT
OTKOJIKOTO M3XO/IHATA, BKIFOYUTEIHO B IBJITOCPOYHH PA3MINPEHH MPOYYBAHUS [IPU PEBMATOHMJICH apTPHT.
Cpennure croiiHocTd Ha oo0mus u LDL xonectepon ce noBumasat 10 52 ceaMuiia Mpy MalUeHTH ¢
aTONMYEH JCPMATHT U aJIONeNNs apeaTa. B KIMHIUYHM U3MUTBaHUS NTPU PEBMATOUJICH apTPHT JICYCHUETO C
0apUUMTHHUO € CBBP3aHO € J0303aBHCUMO IOBUIIABAHE HA TPUTIIMLEPUINTE. B KIMHUYHUTE U3IUTBAHUS
[Py aTONWYEH ASPMATHUT U aJloTelHs apeaTta He € MMaJjo MOBUILAaBaHe Ha HUBATa Ha TPUTIULEPUANTE.

IloBumenute croiinoctu Ha LDL XOJICCTCPOJ HaMaJIABaT 10 HUBATA NPCAU JICUCHUCTO B OTTOBOP Ha
JICYCHUEC CHbC CTAaTHHH.

Kpeamunghocgpoxunasza (CPK)

JleyeHnueTo ¢ GapuUTHHUO € CBBP3aHoO ¢ J0303aBucuMo noBumarane Ha CPK. CpenHara cTOHHOCT Ha
CPK ce nmoBuasa Ha ceqMuIIa 4 1 OCTaBa Ha MO-BUCOKA CTOWHOCT OT U3XOJHOTO HUBO cien Tosa. [Ipu
BCHYKH TOKa3aHUs oBeueTo cirydan Ha moBumaBane Ha CPK > 5 X ULN ca npexomHu 1 HE H3UCKBAT
MPEKbCBAHE Ha JICYCHUETO.

B knmuHUYHNTE M3NUTBAHUS HIMA MOTBBPACHU ClIydand Ha pa6IIOMI/IOJH/I3a.

Heymponenus

Cpemaust 6poit Ha HeyTpo(HITNTe HaMaJIsIBa HAa CeIMUIIA 4 U OCTaBa CTAOMJICH Ha TIO-HUCKA CTOMHOCT OT
M3XO0JHATa C TeueHHe Ha BpemeTo. HsMa sicHa Bph3ka MEeXIy HEyTPOIICHHUATA U MOsIBaTa HA CEPHO3HH
nH(peknnu. Berpekn ToBa B KIMHWUYHU IMPOYYBAHUS JICUSHHETO € TPEKbCBaHO BHB BPH3Ka C

ANC < 1 x 10° knetku/l.

Tpomboyumosa
Ha0mo1aBaHo e 10303aBUCHMO MTOBHIICHHE HA CpeTHUS Opoil Ha TPOMOOLIUTUTE, KOETO OCTaBa CTAOMITHO
BbB BPEMETO HA I10-BHCOKA CTOMHOCT OTKOJIKOTO M3XOJHATA.
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IleaunaTpuyna nomynanus

FOsenunen uouonamuven apmpum

00610 220 manyeHTH Ha BB3pacT oT 2 10 mox 18 romumniHa B3pacT ca OWITH ¢ eKCITO3UITHS Ha HAKaKBa
J103a 0apuIUTUHUO B IporpaMara 3a KIMHHYHO U3MUTBAHE Ha FOBEHWJICH HINOMATHYECH apTPHUT, KOETO
npeacTaBisiBa 326 NalUEeHTOTOAUHHN €KCIO3UIUL.

[Ipu meguaTpuvHM NAMEHTH, JICKYBaHH ¢ OAPUIIUTHHUO B TUIAIE00-KOHTPOIMPAHUS ABOWHOCIIST
paHIOMHU3UPaH MEPUOJ Ha OTHEMaHEe B KIMHUYHOTO M3MHUTBAHE 32 FOBEHWICH HIMOTIATUYCH apTPUT
(n=82), rmaBo6osueto € MuOro yecto (11 %), Heyrponenusra < 1 000 kiaetku/mmd e yecra (2,4 %, eaun
naiuenT) u 6enoapoOHaTa emOonumst ¢ yecra (1,2 %, eMH ManueHT).

Ileouampuuen amonuyen depmamum

Onenkara Ha 6€30IMacHOCTTa TIPH JIella U FOHOIIM ce OCHOBaBa Ha JIaHHUTE 3a Oe3omacHocT oT ¢aza III Ha
m3nuTBaneTo BREEZE-AD-PEDS, B xoeTo 466 manneHTH Ha BB3pacT MEXIy 2 U 18 TOAMHY ca MOy diIn
HsIKaKBa j103a OapuiutuHuO. KaTto 1sumo, mpoduirbT Ha 6€30MacHOCT MPY TE3H MAIMEHTH € CPABHUM C
TO3M, HAOJIIO/]aBaH IPH TOMYJIAUATa Ha Bb3pacTHUTE ydacTHUIM. Heytponenusta (< 1 x 109 knetku/l) e
no-yecta (1,7%) B cpaBHEHHUE C Bh3PACTHHUTE.

Crpo0111aBaHe Ha IIOM03MPAHH HEXKEIAHN PEAKIIAN

CroOrmaBaHeTo Ha OIO3MPAHU HEXKENAaHN PEaKINH CIIe]] pa3pemiaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BakHO. TOBa IMO3BOJISABA J]a TPOIBIKHA HAOIIOJEHIETO Ha ChOTHOMIIEHNETO TT0JI3a/PHCK 32
JeKapcTBEHUA MPOAYKT. OT MEAUIIMHCKUTE CTICIIUAIMCTH C€ M3UCKBA J1a ChOOIIaBaT BCAKA MOIO3MPaHa
He)XXellaHa peakiys ype3 HallMOHAIHA CHCTeMa 3a cho0IaBane, mocoyeHa B [Ipmioxkenue V.

4.9 Ilpepo3upane

B ximHUYHM IPOYYBaHMsl, HA Bb3PACTHHU MAIMEHTHU Ca MPHJIaraHu eAMHUYHHU 1034 10 40 mg u
MHOTOKpaTHH 71031 10 20 Mg aHeBHO B npoabokeHue Ha 10 aHu Ge3 qozonuMuTHpania TokcudHoct. He
ca yCTaHOBEHH CIelM(PUYHHI MPOSIBU HAa TOKCUYHOCT. DapMaKOKMHETUUHHUTE JaHHU 32 MHUYHA 1033 OT
40 mg mipu 37paBu T0OPOBOIIIHM MTOKa3BaT, 4e moseue oT 90 % oT nmpuitokeHara J103a ce o4aksa j1a Obe
eJIMMUHHpaHa B paMKHTe Ha 24 daca. B ciyuaii Ha mpeo3upaHe ce mpernopbyBa MalUeHTHT 1a Obie
Ha6JHOIlaBaH 3a IprU3HAllM U CUMIITOMH Ha HEKEJIaHU PECaKI[UU. HaHI/IeHTI/I, KOUTO pa3BUBAT HCKCIIAHU
peaxiuu, TpsoBa Aa MoaydaT MOIXO IO JICUCHUE.

5. ®APMAKOJIOTUYHU CBOMCTBA
5.1 ®apmakoamHAMHYHH CBOIiCTBA
dapmakoTepaneBTHYHA Tpymna: MyHOCypecopH, celiekTuBHU uMmyHocynpecopd, ATC koa: LO4AAA37

MexaHU3bM Ha JIENCTBHE

BapunutiHuO e cenekThBeH U 00paTHM HHXHOUTOP Ha Janus kunasza (JAK)1 u JAK2. TIpu tecToBe ¢
M30JIMPaH eH3UMH OapuuuTHHUO nHXMOupa aktuBHOCTTa HAa JAKL, JAK?2, THpo3uH kuHa3a 2 u JAK3
cbe croiHocT Ha 1Cso crorBeTHO 5,9; 5,7; 53 1 > 400 nM.

Janus kunasute (JAKS) ca eH3UMH, KOUTO TPAHCAYIMPAT BbTPEKICTHUHUTE CUTHAIH OT PELICNITOPUTE Ha
KJIeThbYHATa HOBBPXHOCT 33 PEAMLA LIUTOKUHHI U PACTEKHU (PaKTOPH, KOUTO YIaCTBAT B XEMaTOIOE3aTa,
BB3IAJICHUETO U UMyHHaTa QyHKIMsS. B paMkuTe Ha BhTpEeKIEThUHUS curHaieH nbT, JAKS
(dochopuupaT U aKTHBUPAT CUTHATHUTE TPAHCIIOCEPU M aKTUBATOpHUTE Ha TpaHckpumimsara (STATS),
KOHWTO aKTUBUPAT EKCIIPECHsTa Ha TeHUTE B KiIeTKaTa. bapuuTnHUO Moaynupa Te3u CUTHAIIHY THTUIIA
MOCPECTBOM YAaCTHYHO MHXMOUpaHe Ha eH3uMHaTa aktuBHOCT Ha JAK1 u JAK?2, kato no To3u HauuH
HamauisiBa (hocopriimpaneTo U akTuBupaneTo Ha STATS.
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dapmakoagnHAMUIHA €(DEKTH

Hnxubupane na |\L-6 unoyyupanomo STAT3 ¢pocpopunupane

[IpunokeHneTo Ha OapuUIUTHHUO BOAM 10 103a-3aBUCUMO MHXHOUpaHe Ha IL-6 namynupanoro STAT3
(dochopunupane B 12 KPbB OT 3ApaBH JOOPOBOJIIH, C MAKCUMAITHO MHXHOWPAHE, MOCTUTHATO 2 Yaca
cJiell IPUIIOKEHHE Ha J103aTa, KOeTo 0 24 yaca ce BpbIla MOYTH JI0 U3XOJIHOTO HHBO.

HUmynoznobynunu

Cpennure ctoitHocTH Ha 1gG, IgM u IgA B cepyma HamansBat 10 12 cenMuIly ciies1 3aro4BaHe Ha
JICYCHUETO U OCTaBaT CTaOWIHU Hal-Manko 104 ceaMuIy Ha CTOWHOCT, TIO-HUCKA OT Hali-HUCKaTa
CTOWHOCT Ha M3XOJHO HHUBO. [Ipy MOBEYETO MAlMEHTH MPOMEHUTE B CTOMHOCTUTE HA UMYHOTJIOOYJTHHUTE
ce HaOII0AaBaT B pAMKHUTE HAa HOpMaHUTE pe)epeHTHU TPAHUIIH.

Jumgpoyumu

Cpennusr abcontoTeH Opoii Ha JTUM(OIUTUTE CE YBEJIU4aBa 10 1 ceaMuIia ciiell Ha4yaaoTo Ha JICUSHUETO,
BPBIIA CE JI0 U3XOHUTE CTOWHOCTHU J0 ceaMuIla 24 U ciie] TOBa OCTaBa CTa0MIICH B MPOIbIDKCHUE Hail-
Mmasiko Ha 104 cepmuitu. [Ipu moBedyeTo marueHTH MPOMEHUTE B Oposi Ha TuMQOIUTHTE ce Ha0JIt01aBa B
pPaMKUTE Ha HOPMAJIHUTE peePEeHTHH IPAHUIIH.

C-peaxmugen npomeun

ITpu marmeHTH ¢ peBMATOUICH apTPUT HaMasieHne Ha ctoiiHocTuTe Ha C-peaktuBuust nporenH (CRP) B
cepyMa ce HabIoqaBa ore mpe3 1-ta ceaMuIa ciref] 3aImo4BaHe Ha JISYEHHUETO U CE 3aIbpiKa Mpe3 ISUT0TO
BpeMe Ha IPUJIOKEHHE.

Kpeamunun

B xvHUYHM M30UTBAaHUS OapUIMTUHUO MHAYLMpa CPEIHO MOBHUILEHNE B HUBATa HA CEPYMHUS KPEaTHHUH
ot 3,8 umol/l cien nByceAMIYHO JeUeHHE, KOSTO Ce 3aJbpKa cTabHIHO ciie/] ToBa. ToBa MOXe 1a ce
JIBJDKHA Ha MHXUOMpPAHETO OT OapUIIMTUHUO Ha CEKpelnsaTa Ha KpeaTHHUH B ObOpedHnTe TYOYIIH.
CrenoBaTesIHO CKOPOCTTA Ha INIOMEpYyJHaTa GUITpalys, H34KciIeHa Ha 0a3aTa Ha CepyMHHUS KPeaTHHIH,
MOXeE Jla € JIEKO HamaJieHa Oe3 peasHa 3ary0a Ha Ob0peuHa (QyHKUUS MM [I0sIBa HA HEXEJIaH! PeaKyy OT
cTpaHa Ha ObOpenuTe. [Ipu anoneuus apeara cpeIHUTE CTOMHOCTH HAa CEPyMHUS KDEATUHUH
NPOABJDKABAT J1a HapacTBaT 1o cenmuna 52. [Ipu aronnyeH gepMaTHT U ajonenus apeara, OapuIUTHHUO
ce CBBP3Ba C MOoHMKeHne Ha IuctaTiH C (M3M03BaH ChILO 32 OLEHKa HAa CKOPOCTTa Ha TIIOMEpYJIHATa
(dbuntparus) Ha 4-Ta ceaMuIia, 6€3 MOCIEBAIIO TIOHMKEHUE CIIC] TOBA.

In vitro moodenu na xoarca

B in vitro Moen Ha YoBeIIKa KOXa, TPETHPaHa ¢ MPOBb3NATUTENIHA IMTOKUHH (T.¢. IL-4, IL-13, IL-31),
OapuiMTHHUO HaMassiBa ekcrpecusata Ha PSTAT3 B enuaepMaHUTE KEPATUHOIUTH U TIOBUIIIABA
eKCIpecHsTa Ha (PUIIarpyH, MPOTEHH, KOWTO Urpae poJis B OapuepHaTa GYHKIUS Ha KOXKaTa 1 B
naToreHe3aTa Ha aTONUYHUS JICPMATHUT.

IIpoyuBaHe 10 OTHOLIECHHUE HA BAKCUHU

BiusHueTo Ha OapUIUTHHUO BBPXY XyMOPAIHHUS OTTOBOP KbM HEKHUBH BAKCHHH € OLICHEHO IIPH

106 narMeHTH ¢ peBMATOMICH apTPUT B YCIOBHUATA HA JICYEHUE C YCTAHOBEHH 03U OAPUIIUTHHUO 2 HIIH
4 mg, KOUTO MOJTyYaBaT NHAKTHBUPAaHA THEBMOKOKOBA BAaKCHHA HITH BaKCHHA cpelly TeTanyc. [loBevero
ot Te3u narmeHTd (N = 94) ca JTeKyBaHU €JHOBPEMEHHO C METOTpEKcaT. 3a 00IaTa MoMmyJIamus
ITHEBMOKOKOBATa BaKCHHA BOJIM 110 3a70BosuTeseH 1gG umynen otrosop mpu 68 % (95 % Cl: 58,4 %,
76,2 %) ot marentute. [pu 43,1 % (95 % CI: 34 %, 52,8 %) oT marpeHTUTe € MOCTUIHAT
3agoBonuTenieH 1gG UMyHEH OTrOBOp KbM BAKCHHATA CPEIILy TETAHYC.
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Knnuanuna edukacHocT

Pesmamouden apmpum

EduxacHoctTa 1 6e30macHOCTTa Ha GapUUUTHHUO BEJHBX AHEBHO ca OLCHEHH B 4 paHIOMHU3UPAHH
JBOHHOCIIEIN, MHOTOLICHTPOBH NpoyuBaHus ¢asa ||l mpu Bb3pacTHH MAMEHTH ¢ YMEPEHO TEKbBK 110

TE)KBK aKTHBEH PEeBMAaTOMJICH apTPUT, AMArHOCTHIMPaH chriacHo kpurepunre Ha ACR/EULAR 2010
(Tabmuua 3). Ha n3x01HO HUBO C€ M3MCKBA HATMYUETO Ha Hal-MaJKo 6 OoJie3HEHU U 6 MOy TH CTaBH.
Benuky manueHTH, KOWTO 3aBbPIIBAT T€3U MPOYYBaHHS, Ca OAXOISIIH 3a BKIIOUYBAHE B JHJITOCPOYHO
pas3mupeHo Mpoy4YBaHe A0 7 TOAUHU AOTBIHUTEIHO JICUEHHE.

Tabauna 3. Pe3roMe Ha KIMHUYHHTE MPOYYBAHUS

(52 ceamurnin)

MTX?
(584)

e Baricitinib 4 mg QD + MTX

HNwme Ha IMonynauus | Pamena Ha Jeuenne Pe3toMe Ha OCHOBHHTE H3MEPUTEH 32
npoyuBaHero |(Opoii) pesyJarar

(mpombimKuTEN

HOCT)

RA-BEGIN | Henekysanu ¢ | e Baricitinib 4 mg QD o [IspBuuHa kpaiina Touka: ACR20 Ha

ceamuna 24

e [Tnanebo

Ha 6a3oBa Tepamnmsi ¢
cDMARDs?®

e MTX o Omsnyecka pyunxuus (HAQ-DI)
o Pentrenorpadcka nporpecus (MTSS)
o Huicka akTUBHOCT Ha 3a00JSIBAHETO U
pemucus (SDAI)
RA-BEAM MTX-IR? e Baricitinib 4 mg QD e [IbpBuuHa kpaiina Touka:ACR20 na
(52 cenmumm) | (1305) e Aanumyma6 40 mg SC Q2W | cenmua 12
o [Tnamne6o o Omsuyecka pynxuus (HAQ-DI)
e Pentrenorpadcka nporpecus (MTSS)
Bewnvky nanuenTu Ha OCHOBHO | e Hucka akTMBHOCT Ha 3a00JISIBAHETO U
neyenne ¢ MTX pemucus (SDAI)
o CyTpelHa CKOBaHOCT Ha CTaBUTE
RA-BUILD  |cDMARD-IR® | e Baricitinib 4 mg QD e [TbpBuuHa kpaiina Touka: ACR20 na
(24 cenmuuy) | (684) « Baricitinib 2 mg QD ceavuia 12
o [Tname6o o Omsnyecka pynxuus (HAQ-DI)
o Hruicka akTUBHOCT Ha 3a00JIsIBAHETO U
Ha 6a3oBa tepanms ¢ pemucus (SDAI)
cDMARDSs?, ako ca Ha e Penrrenorpadcka nporpecust (MTSS)
ycranosena 103a COMARD e CyTpellHa CKOBaHOCT Ha CTaBUTE
[PH BIM3aHE B IPOYIBAHETO
RA-BEACON | TNF-IR* e Baricitinib 4 mg QD e [InpBuuHa kpaiina Touka: ACR20 Ha
(24 cenmunm) | (527) « Baricitinib 2 mg QD cevmma 12

o Ousnuecka dpynkuus (HAQ-DI)
e Hiicka akTUBHOCT Ha 3a00IISIBAHETO U
pemucus (SDAI)

Corpanienus: QD = Once daily - Benusx naesro; Q2W = Once every 2 weeks - BeHBK Ha 2 CEIMUIIH;
SC = Subcutaneously - noakoxxuo; ACR = American College of Rheumatology - AmeprkaHcku KoJexk Mo
pesmatonorus; SDAI = Simplified Disease Activitity Index — onpocTeH nnekc 3a orieHka Ha 0oJecTHa

axtuBHOCT, HAQ-DI = Health Assessment Questionnaire-Disability Index — BerpocHuk 3a orieHka Ha

3IpaBEeTO C MoKasaTes 3a nHBanuan3upane; MTSS = modified Total Sharp Score — mogudumpan o6y
ckop mo Sharp

TaunenTr, KOUTO Ca MOXYYHIM NO-MAJIKO OT 3 1031 MeToTpekcat (MTX); HenekyBaHu ¢ Apyru
KOHBeHIMOoHaIHU i ouosornuau DMARDsS
2 [TanpenTH, ¢ HE3aA0BOUTENHO noBusBane oT MTX (+/- npyru CDMARDS); HenexyBanu ¢
OMOJIOTUYHU CPENICTBA
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3 [TauuenTH, C HE3aJOBOIMTEIHO MOBIMBAHE OT MJIM HEMOHOCUMMOCT KbM > 1 CDMARDS; HenekyBaHu ¢
OHMOJIOTHYHU CPEICTBA

4TlanpeHTH, ¢ HE3aJOBOJIMTENHO MOBIHSIBAHE OT WM HEMOHOCUMOCT Kb6M > 1 bDMARDS; BKItounTEIHO
Hal-manko exuH naxnouTop Ha TNF

® Haii-yecto eqnoBpeMenno npuiaaranute COMARDS ca MTX, XuapoKcuXJI0pOKBHH, JIEQIYHOMUT 1
cyndacana3us

Knunuuen omeosop

B®B BCcHuKU npoyuBaHMsI MAllMEHTHTE, JEKyBaHU ¢ OapuUUTHHUO 4 MY BEIHBXK THEBHO, UMAT
cratuctrdecku 3Haunmo no-u3pazeH ACR20, ACR50 u ACR70 otroBop kbM 12-Ta ceamuiia B CpaBHEHHUE
¢ wiane6o, MTX uu ananumyma6 (Tabnuna 4). Bpemero 10 mosiBa Ha epekT € Obp30 NPHU pa3IMYHUTE
KPUTEPUU 32 pe3yiTaT, ChC 3HAUMMO MO-U3pa3eH OTroBOP, HAONIOJaBaH olle Ha ceaMuIa 1.
HabmronaBana e mpoABIDKUTENHA, TpaiiHa crernieH Ha otroBop, ¢ ACR20/50/70 otroBopwu, KouTo ce
3aJbpiKaT Hali-MaJiko 3a 2 TOJMHU, BKJIIOYUTEIHO MPU ABJITOCPOYHOTO Pa3IIMPEHO MPOYyIBaHE.

JleuenueTo ¢ OapunuTuHUO 4 My, KaTo MOHOTEparus Wik B komOuHanus ¢ CDMARDS, Boau 10 3Ha4MMO
MoI00pPEeHKEe H aBCHUKU OTICIHU KoMoHeHTH Ha ACR, BKJIFOUMTEIHO Opoii Ha OOJIC3HEHUTE U OTOUHUTE
cTaBH, o0IIa olleHKa Ha narmeHTa u nekaps, HAQ-DI, ouenka na 6onkata u CRP, B cpaBHEeHME ¢
mare6o, ¢ MTX unu ¢ agamamyma6.

He ca nmaGmoraBanyu 3Ha9MMU Pa3UKHY 10 OTHOIIIEHHE HA e(pUKAaCHOCTTa U O€30ITacHOCTTa B TIOATPYITUTE,
ompeneseHu cropea Buaa Ha chirbreTBamuTe DMARDS, n3nonBany B KoMOMHAIHS ¢ OapUITUTHHUO.

Pemucus u nucka borecmna akmugnocm

CTaTHCTHYECKH 3HAYUMO MO-TOJISIM JISUT OT MAIUEHTUTE, JIEKYBaHU ¢ OapuIuTHHUO 4 MQ, B CpaBHEHUE C
narueHTuTe, moiaydasanu rmiarnedo unn MTX, mocturat pemucus (SDAI < 3,3 u CDAI < 2,8) v Hucka
6onectHa akTuBHOCT Wik pemucusi (DAS28-ESR nnu DAS28-hsCRP < 3,2 u DAS28-ESR wiu
DAS28-hsCRP < 2,6) na ceamuria 12 u cenmuna 24 (Tabmura 4).

HabmtonaBaHa e mo-BrcOKa 4ecToTa Ha peMICHS B CpaBHEHHE ¢ IUiane0o omie Ha cenmuiia 4. Yectortara
Ha PEMHUCHS M YeCTOTaTa Ha HUCKa 00JIECTHA aKTUBHOCT CE 3aIbprKaT 3a Hal-Maliko 2 ToauHu. JlaHHUTE
OT JIBJITOCPOYHO PA3MIMPEHO MPOyUBaHe J0 6 TOIUHH pOocie/IBaHe TOKAa3BaT TPAHO HUCKH HUBA Ha
aKTHBHOCT/pEMHUCHS Ha 3a00JIIBAHETO.
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Taoauna 4: IlopausBane, pemucus u puzndecka GpyHKmus

Tpoyusa RA-BEGIN RA-BEAM RA-BUILD RA-BEACON

HE IlamuenTw, ITauuenTy, nexyBanu ¢ | IlauuenTu, nexyBanu ¢ | IlanuenTu, nekyBanu ¢
HenexyBau ¢ MTX MTX-IR ¢cDMARD-IR TNF-IR

I'pymana |MTX| BARI | BARI [PBO| BARI | ADA | PBO | BARI | BARI| PBO | BARI | BARI

JICUCHHE 4mg | 4mg 4 mg 40 mg 2mg | 4mg 2mg | 4mg

+ MTX Q2w

N 210 | 159 | 215 | 488 | 487 330 | 228 | 229 | 227 | 176 | 174 | 177

ACR20:

fzeﬂM““a 59 % |79 %™ |77 %™ |40 % |70 %™ |61 %™ |39% |66 %**|62 %™|27 % |49 %" |55 %™

gj’mm‘a 62 % |77 %™ |78 %™ |37 % |74 %™ |66 %™ |42 % |61 %™ |65 %*|27 % |45 %™ |46 %™

gze’w““a 56 % |73 %™ |73 %™ 1% 162%

ACRS50:

fzeﬂM““a 33 % |55 %™ (60 %™ |17 % |45 %**11|35 %™ |13% (33 %™ |34%|8 % |20 %™ |28 %"

gjﬂM““a 43% (60 %™ (63 %19 % |51 %™ [45%™ |21% |41 %44 %|13% (23 %" |29 %™

gze’m““a 38 % |57 %™ 62 %™ 56% |47 %

ACR70:

fzeﬂM““a 16 % (31 % [34 % [5% |19 %™ [13%** [3% |18 %™*|18 %™*|2% |13 %™*|11 %™

Cenmuia - . e - |24 0™ s -

” 21 % |42 %™ |40 %™ |8 % (30 %1 {22 %™ |8 % |25 %™*|° 3% |[13%™|17 %

gzeﬂM““a 25 % |42 %™ |46 %™ 37%  [31%

DAS28-hsCRP < 3,2:

(fzeﬂM““a 30 % |47 %™ |56 %™ |14 % |44 %™*11|35 %™ |17 % |36 %"*|39 %™|9 % |24 %™ |32 %™

;:ZHM““& 38 % |57 %™ (60 %™ [19 % |52 %™ |48 %™ |24 % |46 %™ |52 %|11% |20 %" |33 %™

gzeﬂM““a 38 % |57 %™ |63 %™ 56 %" |48 %

SDAI < 3,3:

fzeﬂM““a 6% |14%° [20%™ 2% [8%™ [7%™ 1% [9%™ [9%™ 2% [2% [5%

gjﬂM””a 10% (22 %™ [23%™[3% (16 %™ |14%™ 4% [17%™|15% 2% 5% |9%"

gzeﬂM““a 13 % |25 %™ |30 %™ 23% |18 %

CDAI <2,8:

fgﬂM”“a 7% |14%" [19%™[2% [8%™ (7%~ 2% [10%™[9%™ [2% (3% [6%

gj’wma 11% [21%* [22%" 4% |16 %™ [12%™ |[4% [15%™|15%™|]3% 5% |9%"

gzeﬂM““a 16 % (25 %" |28 %™ 2% |18%

HAQ-DI MuHHMAa/IHA KIMHUYHO 3HAYUMA pa3jinKa (HaMajleHHe B ckopa Ha Bpnpocauka HAQ-DI > 0,30):

Cenmuia |

60 % [81 %™

77 % |46 % |68 %™ |64 %™ |44% |60 %

56 % [35% |48 %'

54 %***
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12
SZHM““a 66% [77%" |74% [37% [67 %" [60%™ |37% |58 %55 %" |24 % |41 %™ |44 %™
£/ (53 95 |65 96" |67 96 61% |55%

3abenexka: ASJI0BETE HA PECIIOH/ICPUTE BbB BCSIKA BPEMEBA TOUKA ce 6a3upar Ha MAlMEHTHUTE, KOUTO
M'BPBOHAYAIIHO Ca paHIOMHU3UpPaHu Ja mony4asar jeuenue (N). [TanueHTuTe, KOUTO ca MPEKbCHAIH
JICUCHUETO WJIK Ca TIOJYYHIIN CIACKTEIHA Tepanus, Ce Pas3riIekKJaHH CIIE] TOBA KATO HEPECIOHICPH.
Crkpamenus: ADA = anamumyma0; BARI = 6apunutuan®; MTX = metotpekcar; PBO = mane6o
*p<0,05; ** p<0,01; *** p <0,001 cnpsimo mranedo (cnpsmo MTX npu npoyuBaneto RA-BEGIN)
T p<0,05; 7 p=<0,01; +71 p < 0,001 cipsimo amanumymad

Penmzenozpaqbczcu oneoeop

EdexTsT Ha 6apuIUTHHUO BBPXY IPOrpECHsITA HA CTPYKTYPHOTO YBPEKAAHE HA CTABUTE € OLICHEH
penrrenorpadceku B npoyuBanusta RA-BEGIN, RA-BEAM u RA-BUILD u e onienen ¢ moMomnra Ha
mMouduinpanus ooy ckop o Sharp (mTSS - modified Total Sharp Score) u Herosute KOMIOHEHTH,
CKOpa 3a epo3usi M CKOpa 3a CTECHSIBaHE Ha CTABHOTO ITPOCTPAHCTBO.

JlegenueTo ¢ 6GapuruTHHUO 4 MJ BOIH 10 CTATUCTHYCCKH 3HAYNMO WHXHOUpaHe Ha TIPOTrpecusITa Ha
CTPYKTYpPHOTO yBpeskaane Ha craBute (Tabnuria 5). AHaaM3uTe HAa CKOpa 3a €pO3Ks U CKOpa 3a
CTECHSBAHE HA CTABHOTO IMPOCTPAHCTBO ca B ChOTBETCTBHUE € OOIIUTE CKOpoBe. J[ebT Ha MaueHTuTe 6e3
pentrenorpadcka nporpecus (mpomsina B mTSS < 0) e 3HAYMMO MO-TOJISIM MIPH JICUCHHE C

OapuiuTHHUO 4 MQ B cpaBHEHHE ¢ IUTale00 Ha ceamuia 24 u ceamuia 52.

Tab6auua 5. Penrrenorpagcku npoMmeHn

TIpoy4sa RA-BEGIN RA-BEAM RA-BUILD

HE ITauyenTy, HENEKyBaHU C ITarenTH, 1eKyBaHH C [TanmenTH, 1eKyBaHu ¢
MTX MTX-IR cDMARD-IR

Tpynana | MTX BARI | BARI | PBO® BARI | ADA PBO BARI | BARI

JIeueHue 4 mg 4 mg 4 mg 40 mg 2mg 4 mg

+ MTX Q2W

Moanduuupas o6ur ckop mo Sharp, cpeqHa NpoMsiHa 0T H3X0IHATA CTOHOCT:

gjﬂM“Ha 0,61 0,39 0,29" 0,90 0,41 | 0,33™ |0,70 033" | 0,15*

gzem“““a 1,02 080 |040~ |18 |071™ |o060™

Js1 Ha manueHTHTE 0€3 peHTreHorpadcka nporpecus’®:

gjﬂw‘“a 68 % 76 % 81%™ | 70% 81 %™ | 83%™ | 74% 72 % 80 %

gzem“““a 66% |69% |80%™ |70% |79%™ |81%"

Crokpamenns: ADA = anamnmyma0; BARI = 6apunutnan®; MTX = metoTtpekcar; PBO = mare6o

@ Jlanau 3a mane6o Ha 52-Ta ceIMMLA, [TOJYUYEHHU C TOMOILITA Ha IMHEHHO eKCTPaIronpaHe

® Be3 nporpecwusi, onpeeseHo karo npomsHa B mTSS < 0.

*p <0,05; ** p<0,01; *** p <0,001 cupsimo mnane6o (cipsmo MTX npu npoyusaneto RA-BEGIN)

THosnusisane na husuueckama yuxyus u peyamamu, C8bP3AHU CbC 30PABEMO

Jleuenueto ¢ GapunutuHUO 4 My, KaTo MOHOTEparnus Wik B komOuHanus ¢ CDMARDS, Bomu 10 3HaunmMo
nonoOpenue BbB Gpusnyeckara pynkums (HAQ-DI) u 6omka (0-100 BusyasnHa aHamorosa ckaia) B
CpaBHEHHE ¢ BCHUKH Kommaparop (mnamne6o, MTX, aganumyma6). [TonoOpenue e HaO01aBaHO O1Ie
npe3 cenmuiia 1 u B mpoyuBanusita RA-BEGIN u RA-BEAM To ce 3aabppka B porbKEHUE HA

52 ceaqmuiu.
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B npoyuBarmsita RA-BEAM u RA-BUILD neuenneto ¢ 6apuniutinau® 4 My BOIAM 10 3HATUMO
NoJI00peHKE B CpeTHATA TIPOIBIDKATEITHOCT U TEKECTTa Ha CyTPEIIHATA CKOBAHOCT HAa CTABHUTE B
CpaBHEHUE ¢ TIae0o0 WIK ¢ aIaTuMyMal, KaKTO € OI[EHEHO C MOMOIITA Ha eKETHEBHH EICKTPOHHU
JTHCBHHUIM HA MAI[HCHTHUTE.

BbB BCHYKH TPOYUYBaHUs MALMEHTHTE, JICKyBaHH C OapUIMTHHKUO, ChOOIIABAT 3a TO00pEHHE B
CHOOIIECHOTO OT MALEHTa Ka4eCTBO Ha )KUBOT, U3MEPEHO C ITOMOIITA Ha CKOpa 32 (PH3NYECKH
KOMIIOHEHTH OT KpaTKHs BbIIPOocHHK (36) 3a mpoy4uBaHe Ha 3/1paBociIOBHOTO cheTosiHue (SF-36) (Short
Form (36) Health Survey (SF-36) Physical Component Score) u HamansiBane Ha yMmoparta, U3MEpeHO €
HIOMOIIITa Ha CKOpa 3a OIIeHKa Ha yMopara 110 BbIIPOCHHUKA 33 ()YHKIIMOHAIIHA OLICHKA Ha JICYUCHUETO Ha
XpoHHYHO 3abomsaBane-ymopa (Functional Assessment of Chronic Iliness Therapy-Fatigue score)
(FACIT-F).

Bapuyumunub 4 mg cnpsavo 2 mg

Pasznukute B eprikacHOCTTa MeX Ty J103ata 4 Mg u j03ata 2 MQ ca Hal-3a0eIe)KUMH B TIOYJIAIMATA,
nexyBana ¢ DDMARD-IR (npoyusane RA-BEACON), npu KoSTO € A0Ka3aHO CTATUCTUIECKH 3HAUMMO
nojoopenue B komnoneHTuTe Ha ACR 3a Opoii orounu crasu, Opoii 6onezHenu craBu 1 CYE 3a
OapuiuTHHUO 4 MY B cpaBHEHHE ¢ IUTale00 Ha ceamuiia 24, HO He U 3a OapUITUTUHUO 2 MY B CpaBHEHHE C
rane6o. OcBeH ToBa kakTo npH npoyuBaneto RA-BEACON, taka u npu npoyusanero RA-BUILD,
nosieata Ha epekra e mo-0sp3a U pazMepbT Ha e)eKTa KaTo ISUI0 € TO-TOJISIM ITPH TPYITUTE, MOJTyYaBaIH
no3a 4 Mg, B CpaBHEHHE C TPYNHUTE, TOIy4aBaliy 103a 2 mg.

B mearocpoyHoTO pasmmpeHo npoydBaHe ManueHTH ot nmpoyuBanusata RA-BEAM, RA-BUILD u
RA-BEACON, xouTo mocTUraT mpoabDKUTENHA HACKa OoecTHa akTrBHOCT wiH pemucus (CDAI < 10)
cien Haii-mManko 15-meceuHo jeueHue ¢ 6apuTHHUO 4 MQ BeTHBK JHEBHO, Ca PAHIOMU3HPAHH
MOBTOPHO B choTHONIeHHE 1:1 ABOHHOCIAIO Aa MPOIBIDKAT JCUCHUETO ¢ 4 MQ BEJHBK JHEBHO HITH J1a
HaMaJsT J03aTa Ha 2 MQ BeHBXK AHEBHO. [10-romsmara yacT OT MAIUEHTUTE MO IbPKAT HUCKA 00JIecTHA
aKTUBHOCT WJIM peMHCHs Ha 0azarta Ha ckopa 1o ckanmata CDAI :
e Ha cenmuna 12: 451/498 (91 %), kouTo MpoaBIDKABAT Ja MoMyyasat no3a 4 mg cnpsimo 405/498 (81
%), KOWTO MMoJyyaBaT HamajeHa go3a ot 2 mg (p < 0,001)
e Ha ceamuna 24: 434/498 (87 %), kouTo MPOaBIIKABAT Ja Moaydasart mo3a 4 mg cipsimo 372/498 (75
%), KOWTO Ioy4aBaT HaMajeHa mo3a ot 2 mg (p < 0,001)
e Ha cenmuiia 48: 400/498 (80 %), kouTo MPOIBIDKABAT Ja MOoTydaBat n03a 4 mg cripsimo 343/498 (69
%), KOMTO IMOJIy4aBaT HamasieHa 103a ot 2 mg (p < 0,001)
e Ha cenmuna 96: 347/494 (70 %), kouTO MPOABIDKABAT Aa MOJIy4yaBaT qo3a 4 mg crpsmo 297/496 (60
%), KOUTO MoJy4aBaT HamasieHa 03a ot 2 mg (p <0, 001)

IIo-ronxsamara yact oT MaguCHTUTC, KOUTO FY651T CBO#A CTAaTyC HAa HUCKaA 00JIeCTHA aKTUBHOCT HMJIN peMucus
CJICO HaMaJIdBaHC HaA J03aTa, MOXKE J1a CU Bb3BbPHAT KOHTPOJIa HaJl 3a00msBaHe CJIEQ KaTo Jo3aTa 6’[)[[6

BbpHaTa Ha 4 mg.

Amonuuen 0epMamum npu 8b3pacniiu

EduxacHocTTa 1 6e30macHOCTTa Ha GApUIIMTHHAO KATO MOHOTEPAITUS MM B KOMOMHAIHS C JIOKAJTHH
xoptukocteponau (JIKC) e onenena B 3 paHaoMH3UPaHH, IBORHOCIIEITH, TIIANe60-KOHTPOINPaHH,
16-cenmuunu npoyusanus ¢asza III (BREEZE-AD1,-AD2 u -AD7). IIpoyuBanusra BKiousaT 1 568
MAIUEHTH C YMEPEHO TEXKBK JI0 TeXBK aTOMHYEH IEPMATHUT, OMPEIeNIeH Ype3 rao0aiHa olleHKa Ha
nzcnenoBatens (Investigator’s Global Assessment, IGA) ckop >3, ckop >16 mo wHAEKCa 32 TUIOMNT U
TexecT Ha ex3emaTa (Eczema Area and Severity Index, EASI) u aaraxupane >10% ot miomrra Ha
tenecHa noBbpxHOCT (body surface area, BSA). [logxonsmure narueHTy ca OMIIM Ha Bb3pacT HaJ

18 roguHYM T ca IMaIH TPeANIeCcTBAIl HEIOCTAThUEH OTTOBOP HIIM HETIOHOCHMOCT KBM JIEKAPCTBEHH
MPOAYKTH 32 JIOKATHO Npriiokenre. Ha mamuenTrTe € OMito pa3pemnieHo 1a moiaydyaT CacuTeTHO JISUeHIe
(rKoeTo BKIIFOYBA JIOKAJTHA MJIM CHCTEMHA TEPaIlusi), KaTo [0 TOBA BPpeMe Te Ca CYMTAHU 33 HEPECIIOHCPH.
Ha usxomHo HuBo B nipoyuBaneto BREEZE-AD7 Bcuuky manueHTH ca OMITH Ha ChITHTCTBAIIA JIOKATHA
KOPTHUKOCTEPOH IHA TePANHs U Ha MAIUSHTHUTE € OMJIO pa3pelieHo Ja U3IOI3BaT JIOKATHU HHXHOUTOPH Ha
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KaJIWHEBPUH. BCHYKH NMaleHTH, 3aBbPIIIIN TE3W MPOYYBaHUSI, ca OWIIN IMOJXOISIIH 32 BKIIOUBAHE B
IBIATOCPOUHO pasimpeno npoyusane (BREEZE-AD3) ¢ mpoasDKUTEIHOCT Ha JIEYEHHETO 10 2 TOAMHH.

ParnoMu3upanoTo, JBOWHOCTATIO, TUTANle00-KOHTpoIMpaHo mpoyuBane ¢asza [II BREEZE-AD4 onensisa
e(ukacHOCTTa Ha OAPUIIUTHHUO B KOMOMHAIINSA C JIOKAJTHA KOPTHKOCTEPOU I 3a 52 cenmuiiu mpu 463
MAIMEHTH C YMEPEH JI0 TeXbK ATOMUYEH IEPMATUT, KOUTO UMAT HEJOCTATHYCH OTTOBOP, HEIIOHOCHMOCT
WJIH MIPOTHBOIIOKA3aHUE 32 TIEPOPAITHO JICUEHUE C ITUKIOCTIOPHH.

Uszxo0nu xapakmepucmuxu

B nurane6o-kontponupanute npoyusanus ¢asa Il (BREEZE-AD1, -AD2, -AD7 u -AD4), BB BcUUKH
rpynu Ha jedenue, 37% ca ounm xenu, 64% ca Ounm ot eBporenHaTa paca, 31% ca Ounm a3uaTiy U
0,6% ca OwIM YePHOKOXKH, U CpeJiHaTa Bh3pacT ¢ Ouna 35,6 roaunn. B Te3u npoyusanus 42% no 51% ot
ManyueHTuTe ca uMai u3xojaeH IGA 4 (Texbk aTonuyeH nepMaTtur), a 54% mo 79% ot nanueHTuTe ca
MIOJTyYaBajH MPEAX0JHO CUCTEMHO JieueHUe 3a aTonuyieH aepmatut. Cpeanust ckop o EASI Ha u3xoaHo
HUBO ¢ Bapupai oT 29,6 no 33,5, CpenHata ceamudHa cToiHOCT 1o Lludpora oleHbuHa CKalia 3a ChbpOekK
(Itch Numerical Rating Scale, NRS) na u3xoaHo HEBO € Bapupaia ot 6,5 1o 7,1, cpeanust
JIepMaTOJIOTHYCH MHJCKC 3a kadecTBo Ha xuBoT (Dermatology Life Quality Index, DLQI) Ha uzxomHo
HUBO € Bapupai ot 13,6 no 14,9, a cpemausaT o011 ckop 1o ckanata 3a bomanyana TpeBoxHocT u lenpecus
(Hospital Anxiety and Depression Scale, HADS) na u3zxoano HuBo € Bapupain ot 10,9 mo 12,1.

Knunuuen omeosop

16-ceamuunu nmpoyusanus ¢ Monorepamnust (BREEZE-AD1, -AD2) u ¢ kom6unarus ¢ JIKC (BREEZE-
AD7)

3HAYNMO TMO-TOJISIMA YacT OT MAIUEHTUTE, paHJAOMHU3UPaHu Ha 4 mg 6apunuTUHUO, mocTUurat oTroBop 0
wii 1 mo IGA (mepBuuen pesynrar), EASI 75, wiu nogobpenwue ¢ > 4 touku mo NRS 3a cbpOex B
cpaBHeHHe ¢ manedo Ha ceqmuna 16 (Tabmuma 6). @urypa 1 mokassa cpeHaTa MPOLIEHTHA TPOMSHA
crpsmMo u3xoaHoto HUBO B EASI o cenmuna 16.

3HAYUMO MO-TOJISIMA YacT OT MAIUEHTUTE, paHAOMHU3UPaHU Ha 4 mg OapUIIUTHHUO, TOCTUTAT > 4 MyHKTa
nonoopenue o NRS 3a cwpOex B cpaBHeHHE ¢ 11ane0o (B paMKHUTE Ha MbPBATa CEAMMUIIA OT JICUCHUETO
npu BREEZE-AD1 u AD2 u ome Ha ceamunia 2 mpu BREEZE-AD7; p <0,002).

EdexTure oT n1eueHneTo B moArpymnuTe (Tersio, Bb3pacT, MO, paca, TeKeCT Ha 3a00JIsIBaHETO M IPEAUIITHO
JieueHHe, BKIIOYHTEITHO UMYHOCYTIPECOPH) Ca B CHOTBETCTBHE C Pe3yATaTUTE IPH 00IIaTa MOMyIanus Ha

IIPOYYBAHETO.

Ta6auua 6. EdpuxacHoct Ha GapuuuTuHuO Ha ceqvuna 16 (FAS?)

MonoTepanus Kom6uHauusa c JIKC

IIpoyuBane BREEZE- AD1 BREEZE-AD?2 BREEZE- AD7
I'pyna Ha neuenne | PBO BARI BARI PBO BARI BARI PBO + BARI BARI

2mg 4 mg 2mg 4 mg JIKC 2mg+ | 4mg+

JIKC JIKC

N 249 123 125 244 123 123 109 109 111
IGA 0 nnu 1, 4,8 11,4** | 16,8** | 4,5 10,6** | 13,8** | 14,7 239 30,6**
% pecrioHmepu® ®
EASI-75, 8,8 18,7** | 24,8** | 6,1 17,9** | 21,1** | 22,9 43,1* 47,7
% pecnionmepmn®
Copoex mo NRS 72 12,0 21,5*%* | 47 151** | 18,7** | 20,2 38,1* 44,0**
(momgobpenue ¢
> 4 nynkra), %
pecnionaepu®,”

BARI = bapunutnan6; PBO = Iliname6o
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* CTATUCTHUYECKH 3HAYMMO CIIPSMO TIIAIe00 0e3 KOPEKITHSA 32 MHOKECTBEHOCT; ** CTaTHCTHUYECKH
3HAYMMO CIPSIMO TIANEe00 ¢ KOPEKIIHS 32 MHOKECTBEHOCT.

a [[surata aHanu3upana rpyna (FAS), BKiItoUBaiia BCHIKA PaHJIOMH3UPAHH MAIlUEHTH.

® PecrioniepsT ce onpenes karo nanueHT ¢ IGA 0 wiu 1 (“anct” wim “modtd 9uct”) ¢ HamajieHue ¢ > 2
myHKTa 1o ckanata Ha IGA ot 0 - 4.

& [Ipunucanu CTOWHOCTH Ha HepeCTOHAepH: [lareHTrTe, KOUTO ca MOJTYYHIIA CITACUTETHO JICUCHHUE WITH
ca C JIMICBAIIM JJaHHH, CE€ CUUTAT 32 HEPECIIOHACPH.

" PesynraTu, mokazaHu Mpu MoArpyna manydeHTH, OTTOBAPSIIYA Ha H3UCKBAHUATA 32 OIICHKA (TAIIeHTH C
nogobpenue o NRS 3a chpbex > 4 myHKTa CIPsIMO U3XOHOTO HUBO).

®urypa 1. [IpoueHTHA MPOMSHA B CPEHUTE CTOIHOCTH cpsiMo U3xoaHoTo HUBO B EASI (FAS)?

BREEZE-AD1 v BREEZE-AD2 BREEZE-AD7

% NPOMSAHA B CPeAHUTE CTOMHOCTY

Ha LS cnpsmMo M3X0[HOTO HUBO
% NpoMsiHa B CPEHWUTE CTOMHOCTN

Ha LS cnpsimMo U3XO[HOTO HUBO

L
o
S
!
N
o
o

0 2 4 6 8 10 12 14 16 0 2 4 6 8 10 12 14 16
Ceamuum Ceamuun
M Baricitinib 4 mg QD, nbpaudeH aHanua (N=248) —l— Baricitinib 4 mg QD + NKC, nbpaudeH aHanua (N=111)

€ Baricitinib 2 mg QD, nbpeudeH aHanus (N=246) —— Baricitinib 2 mg QD + JIKC, nbpeuder aHanns (N=109)

Mnauebo, nbpeuyeH ananus (N=493) o Mnayebo + JIKC, nbpeudien aHanna (N=109)

LS = naii-MankuTe KBaApaTu; * CTATUCTUYECKU 3HAYMMO CIIPSIMO I11ane6o 0e3 KOpeKuus 3a
MHOXECTBEHOCT; ** CTaTHCTHUECKH 3HAYMMO CHPSMO TIanedo ¢ KOPEeKIKs 32 MHOKECTBEHOCT.

2 [sanaTa ananusupana rpyna (FAS), BkirouBamia BCHUKA paHIOMUA3UPAaHU MaueHTy. JlanHuTte, chOpanu
CJle]] CllacUTeJIHA TepaIysl WIK e/l OKOHYATEIHO NIPEKpaTsIBaHe HA IPUIIOKEHUETO Ha JIEKAPCTBEHUS
IPOIYKT, CE CUMTAT 3a JmrcBamy. CpeaHuTe CTOHHOCTH 1o MeToaa Ha LS ca oT ananm3u Ha cMeceH
Mojzen ¢ noBropenu u3mepsanus (MMRM).

Tooovporcane na omeosopa

3a 1a ce OIeHU MOAIbPKAHETO Ha OTroBopa, 1 373 y4acTHUIM Ha Teparus ¢ OapuUIUTHHUO B
npoabkenne Ha 16 cenmuny B mpoyuBanuss BREEZE-AD1 (N = 541), BREEZE-AD2 (N = 540) u
BREEZE-AD7 (N = 292) ca Ouau MOIXOIIIN 32 BKIIOYBAHE B IBITOCPOTHO PA3IIHPEHO MPOYUBAHE
BREEZE-AD3. ma Hamu9IHH TaHHA 0 68 CEAMUITH 3a KyMYJIATUBHO JICUCHHE 3a MAIIMEHTH OT
BREEZE-AD1 u BREEZE-AD2 u no 32 ceqmunu 3a KyMyJaTHBHO JiedeHue 3a manuenTn or BREEZE-
AD7. Tpaen oTroBop ce Ha0It0aBa MMPH HAIUEHTH ¢ TToHe HAKakbB otroBop (IGA 0, 1 wm 2) cnexn
3aI0YBaHe Ha JICUCHHE ¢ OapHUITUTHHUO.

Kauecmeo na sorcusom/pesyimamu, cbobuenu om nayueHmu npu amonuien oepmamum

U B nBete nmpoyusanus ¢ monorepamnusi (BREEZE-AD1 u BREEZE-AD?2), kakTo 1 B IPOYYBaHETO ChC
cerpreTBaIo npuioxkenue Ha JIKC (BREEZE-AD7), 6apuuntnaub 4 mg 3Ha4MMO 1mo1o0psiBa
pe3yaTatuTe, choO0IIeHH OT manueHTuTe, BKrounteHo NRS 3a cepbex, kauectBo Ha chhst (ADSS),
koskHa 6oska (NRS 3a xoxHa 60ika), kauecTBO Ha )UBOT (DLQI) 1 cHMOTOMY Ha TPEBOXKHOCT U
nernpecust (HADS), kouTo He ca KOPUTHPaHU 32 MHOYKECTBEHOCT, Ha 16 ceMuIla B CpaBHEHHE C IIae0o
(Bk. Tabnuma 7).
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Taoauna 7. KayecTBO Ha :KUBOT/Pe3yJITaTH, CHOOIIEHH OT MAIHEHTH MPH MOHOTEPANus ¢
0apuuUTHHUO U GapuuMTHHUO B KoMOuHanusa ¢ JIKC na cenmuua 16 (FAS) 2

MoHoTtepanus Komounanus ¢ JIKC
TIpoy4sate BREEZE-AD1 BREEZE-AD2 BREEZE-AD7
I'pymu Ha PBO BARI BARI PBO BZ/;Rl B4¢\nR| PI?I?C+ ZBQRL 4B£\RL
JIeUYeHUE 2mg 4mg 9 9 JIKgC JIKgC
N 249 123 125 244 123 123 109 109 111
ADSS 128 | 114 327 |80 | 196 244 | 306 | 615 66,7*
ITo3umms 2
> 2 myHKTa
noo0peHue,
% pecrionie
pI/I B, T
IIpomsiaa B -0,84 -1,58 -1,93** -0,86 | -2,61** -2,49** -2,06 -3,22 * -3,73*
coxHa Gonka | (024) | (0.29) (0,26) (0,26) | (0,30) (0,28) 0,23) | (0,22) (0,23)
mo NRS,
cpeano (SE)®
TlpomsHa B 2,46 | -4,30% 6,76* 335 | -7,44% 7,56% 5,58 7,50% -8,89%
DLOI, 0,57) | (0,68) (0,60) (0,62) | (0,72) (0,66) ©0,61) | (0,58) (0,58)
cpenno(SE)°
TpoMsHa B 122 | -3.22% -3,56% 125 | 2,82 3,71% 3,18 -4,75% 5,12%
HADS, (0,48) | (0,58) (0,52) (0,57) | (0,66) (0,62) 0,56) | (0,54) (0,54)
cpeano(SE)P

BARI = bapunutiunu6; PBO = I[Tiane6o

* CTATUCTUYECKHU 3HAYMMO CIIPSAMO TUIANe00 0e3 KOPEKIIHs 332 MHOXKECTBEHOCT; ** CTaTUCTUYCCKU
3HAYUMO CIIPSIMO TIAIe00 ¢ KOPEKIIHsI 332 MHOKECTBEHOCT.

2 [{snara ananusupana rpyna (FAS), BkiitouBala BCHYKH paHAOMU3HMPAHN NaIlUeHTH.

% [TokazaHuTE pe3yaTaTH ca MIPOMsHA Ha CPEIHUTE CTOMHOCTH 110 MeToa Ha LS ot uzxoaHo Huso (SE).
JlanauTe, ChOpaHu Clie/ ClIaCUTEIHA TePAIs UK CJIe]] OKOHUATEIIHO MTPEKPATIBaHE Ha MPHIIOKEHUETO HA
JICKapPCTBEHUS TPOAYKT, C€ CUMTAT 3a Juncraiiy. CpeHuTe CTOMHOCTU 0 MeToa Ha LS ca ot aHanu3u
Ha CMECEH MOJIelI ¢ MoBTopeHn n3mepBanus (MMRM).

® ADSS Ilo3urus 2: bpoii ch0y»KaaHus Ipe3 HOIITa Mopaad chpoex

I [Ilpunrcany CTOWHOCTH Ha HepecnoHaepu: [lanueHTuTe, KOUTO ca MONYUYHIIH CIIACUTEITHA TEPAIUs HITH
ca ¢ JIMTICBAIY JAHHU, C€ CYMTAT 33 HepeCcloHiepy. Pe3ynraTu, mokazaHu mpy NOArpyna NaiyueHTy,
OTrOBapSIIM Ha M3MCKBAHUATA 3a oleHKa (maruentd ¢ ADSS ITosunms 2 > 2 Ha U3XOIHO HUBO).

Knunuuen omzo6op npu nayuenmu ¢ npeouuler Onum cbC Wil RPOMuUSoOnOKA3aHUsL 3d JeyeHue C
yurnocnopur (BREEZE-AD4 npoyusane)

Bxurouenu ca 0610 463 manueHTH, KOUTO ca uMaii uwin Heycnex (N = 173), unu menonocumoct (N = 75),
Wiy npotuBonokasanue (N = 126) 3a nmepopaneH MUKIOCTIOPHH.

[IspBuYHaTA KpaiiHa TOYKA € JeNbT Ha naruenTuTe, nocturnam EASI-75 na cenmuna 16. [IspBuunaTa
HSIKOM OT Hal-BaXHUTE BTOPUYHU KPaHN TOYKU Ha ceamuiia 16 ca o6o6menu B Tabnuna 8.
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Ta6smua 8: E¢pukacHoct Ha 6apuumTuHund B komounamus ¢ JIKC? na ceqmuua 16 8 BREEZE-AD4
(FAS)®

IIpoyuBane BREEZE- AD4

I'pynu Ha neyenue PBO? BARI 2 mg? BARI 4 mg?

N 93 185 92

EASI-75, 17,2 27,6 31,5 **

% pecnionepu®

IGA 0 nm 1, 9,7 15,1 21,7 %

% pecnoepu®™ *

Copoex mo NRS (> 4 nynkra 8,2 22,9* 38,2**

nogo0penue), % pecnoHepu™

ITpomsina B DLQI cpeano (SE)" -4,95 (0,752) -6,57 -7,95*
(0,494) (0,705)

BARI = bapunutiuau6; PBO = Iliane6o

* CTATUCTUYECKH 3HAYMMO CIIPSIMO IUTale60 6e3 KOPEeKLHUs 3a MHOKECTBEHOCT; ** CTaTUCTUUECKU
3HaYMMO CIPAMO TIae00 ¢ KOPEKIHS 32 MHOKECTBEHOCT.

@ BcH4Ky NalyeHTH ca OMiM Ha CHITHTCTBALIA JIOKAIHA Tepanusl C KOPTUKOCTEPOUIU U Ha MAIllMEHTHUTE €
paspenieHo Ja u3Mnoa3BaT JOKATHA HHXHOUTOPH Ha KaIMHEBPHH.

® [[suaTa ananusupana rpyna (FAS) BkIrouYBaIia BCHUKH PaHIOMH3HPAHH TTAIIHCHTH.

® [Ipunucanu cToifHOCTH Ha HepecnoHaepu: [larMenTuTe, KOMTO ca MOMYYHIH CIIACUTETHO JeUeHUE UIH
ca C JIMICBAILM IaHHH, CE€ CUNUTAT 32 HEPECIIOHIEPH.

" JlanHWTE, CHOpAHU CJIe/ CIIaCUTEIHA Tepalus WK clie]l OKOHYaTeTHO MPEeKpaTsABaHe Ha IPUIIOKEHUETO
Ha JICKAPCTBEHUS MMPOJYKT, C€ CUUTAT 3a JurcBaimy. CpelHuTe CTOWHOCTH 1o MeTona Ha LS ca ot
aHaJIM3M HAa CMECEH MOJIell C MoBTopeHu n3mepBanus (MMRM).

A PectioHAEp®T ce onpenens kato mamueHT ¢ IGA 0 win 1 (“auct” uimm “modtw 9ucT’”) ¢ HaMaJeHue ¢ > 2
MyHKTa 110 ckanata Ha IGA ot 0 — 4.

¢ PesynTaTH, MOKa3aHU B MOArPYIia MAIlMEHTH, OTTOBAPSIIN Ha M3UCKBaHUATA 3a oneHKa (mamuent ¢ NRS
3a ChpOekK > 4 Ha U3XOHO HHBO).

Anoneyus apeama

EdukacHocTTa 1 Ge3omacHOCTTa Ha OApUITUTHHUO, MPUIIOKEH BEJHBXK THEBHO, Ca OIEHEHH B €HO
amantusHO npoyusane ®asza II/II1 (BRAVE-AA1) u emno npoyusane ®asa I1I (BRAVE-AA2). ®aza 111
yactta oT ipoyuBaHeTo BRAVE-AAT1 u ¢a3a Il mpoyusanero BRAVE-AAZ2 ca pangoMusupanu,
JIBOMHOCIIETTH, TIaIie00-KOHTPOIHPaHy, 36-CeIMUYHN IPOYYIBaHUS ¢ (Da3u Ha MPOABIDKEHHUE JI0

200 ceamunu. [Tatmentute ot dasa Il Ha MBETE MpoyYBaHMS ca paHJOMU3HPAHH Ha Mare6o, 2 mg uiu
4 mg 6apuunTHHUO B choTHOWEHUE 2:2:3. [lomxoasmuTe 3a BKIIOUBAaHE MAUCHTH Ca Ha BB3PACT MEXKIY
18 1 60 roguHu, 3a TAMEHTH OT MBKKHU TOJI U Mexay 18 u 70 rogunu, 3a MAllMEHTH OT JKEHCKH IO, C
HACTOSIII eMIU30/1 Ha Te)KKa aJlomelus apeara (3ary0a Ha Kkoca, ooxBamama > 50 % ot ckanmna) ot moBeye
ot 6 Mecena. [lanMeHTH ¢ HACTOSAII €NU304 OT IIOBEYE OT § TOAMHH HE OTrOBApST Ha YCIIOBUATA 3a
BKJIIOUBaHE, OCBEH aKO He ca HaOJIoJaBaHy eNU3041 Ha MOBTOPHO M3PACTBAHE B 3aCETHATUTE 00NACTH Ha
CKaJIa mpe3 nocjieaHure 8 roanHu. EAnHCTBEHUTE pa3penieHy ChIIBTCTBAIM TEPANIHH Ha aTOTeLHs
apeara ca puHacTepu (WM Apyrd HHXUOUTOPH Ha 5 anda peaykras3ara), mepopalicH Hild JIOKaJICH
MUHOKCHIWI U OUMATONPOCT 0 TaIMOJIIOTHYEH Pa3TBOP 332 MHTJIM, aKO Ca C YCTAHOBEHA J103a MPH
BKJIIOUBaHE B IPOYYBAHETO.

4! ABCTC MPOYUBAHUA OLICHABAT KaTO II'bPBHUYCH PE3YJITAT A€Ja HA YHaCTHUIUTC, KOUTO Ca IMOCTUTHAIIN
ckop o MHCTpyMeHT 3a ompeiensHe TeskecTra Ha anorerus (Severity of Alopecia Tool, SALT) <20
(80 % wumrr MOBEUE TOKPUTHE Ha CKaJMa ¢ Koca) Ha ceamuiia 36. OCBEH TOBa M B JIBETE MTPOYUBAHHUS CE
OIICHSIBAT PE3yJITaTUTE, ChOOIICHN OT KJIMHMIIKCTA 3a 3ary0aTa Ha OKOCMSIBAHE Ha BEKIUTEC U MUTJIMTE C
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momorrra Ha 4-toukosa ckana (ClinRO Measure for Eyebrow Hair Loss™, ClinRO Measure for Eyelash
Hair Loss™),

HUsxoonu xapakmepucmuxu

®a3za Il yactra ot npoyuBaneto BRAVE-AA1 u ¢a3za Il npoyusanero BRAVE-AA2 prirouBat

1 200 Bp3pacTHHU NalMeHTH. BbB BCHUKH TEpaneBTUYHU IPYIH cpeHaTta Bb3pact € 37,5 roaunu, 61 % ot
nanueHTuTe ca keHu. CpenHara NpoIbKUTEIHOCT Ha aJloNelys apeaTta OT MOMEHTa Ha ITbPBa NposiBa U
cpelHaTa MPOABKUTEIHOCT Ha HACTOSIIMS €M30 Ha Kocomas ca cboTBeTHO 12,2 1 3,9 roauHu.
Menunanara Ha ckopa o SALT B nmpoyuBanusTa e 96 (ToBa ce paBHsiBa Ha 96 % 3aryba Ha Koca Ha
CKaJmna), a npuOinu3nTenHo npu 44 % oT naueHTHTE aoNenusTa € ChboOLIeHa KaTo yHUBepcaiHa. B
npoyuBanusaTa 69 % OT malMeHTHTE ca UMajl 3HAYUTeNIHA WK IThJIHA 3ary0a Ha OKOCMSIBaHE Ha BEXKIUTE
Ha U3XOJHOTO HUBO U 58 % ca uMaJii 3HAYMTEJIHA WM IIbJTHA 3ary0a Ha OKOCMSIBAaHE HA MUTJIMTE, KAKTO €
HU3MEpPEHOo 0 U3MEPHUTENS Ha 3arybaTa Ha okocMsiBaHe Ha BexkauTe u Muriaute CliNRO 2 wnw 3.
ITpubmuszutenno 90 % OT manueHTHUTEe ca MOTYYUITH Hal-Mallko €HO JICUCHHE 3a aJIoTeIHs apeaTa B
JaJicH MOMEHT IIpeIy BKIIIOYBaHE B poyuBaHusta u 50 % MoHe eUH CHCTEMEH UMYHOCYIIPECop.
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W3non3BaHeTo Ha pa3peinieHn ChITHTCTBAIIN JCUSHHsI Ha aJIoTennst apearta e cboomeno camo ot 4,3 % ot
MAIUEHTHTE 110 BpeMe Ha MPOYyYBaHUSATA.

Knunuuen omeoe6op

U B nBeTe MpOyYBaHUS 3HAUMTEIHO MO-TOJISIMA YACT OT MAIUEHTUTE, PAHAOMHU3UPAHU HA OapUIIUTHHUO 4
Mg BeaHBX qHEBHO, mocturat SALT < 20 Ha ceamuna 36 B cpaBHEHUE ¢ 11aIe00, 3aII0YBAKH OIIE OT
ceamuna 8 B mpoyuBaneto BRAVE-AAL u cenvuna 12 B mpoy4dBaHeTo

BRAVE-AAZ2. [loBeueTo OT BTOpHYHHTE KPalHU TOYKH OTYMTAT MMOCTOsIHHA eprkacHOCT (Tabmuma 9).
Odurypa 2 nmokassa jienia Ha nanuenTure, nmocturamu SALT <20 mo ceqmuna 36.

Edekrute ot neyenueTo mo noarpymnu (1o, Be3pacT, Terio, eGFR, paca, reorpadcku peruoH, Te:xecT Ha
3a00JIsIBAHETO, HACTOSAIIA TIPOIBIKATEIHOCT Ha €MN30/1a Ha aJIOMelHs apeaTa) ca B CbOTBETCTBHUE C
pe3ysiTaTuTe B 00IaTa u3cjeIBaHa momnyJaius Ha ceamuiia 36.

Ta6amnua 9. /lanHU 32 ePUKACHOCT HA OAPMIATHHUO 10 cenMuua 36 oT cOopHM Mpoy4uBaHusi (COoOpHA
nomyJiamnus 3a epPUKaACHOCT Ha ceaMuna 36%)

BRAVE-AAL (¢a3a Il uact ot ¢aza II/11] npoyusane) u
BRAVE-AA2 (¢a3a |1l npoyuBane) cGopHu ganan®

iane6o OapuruTHHUO 2 MQ OapuruTaNO 4 Mg
N=345 N=340 N=515
SALT < 20 na ceqmuna 36 41 % 19,7 %** 34,0 %**
SALT < 20 na ceqmuna 24 3,2% 11,2 % 27,4 %**
Usmepuren Ha 3arybara Ha 3.8% 15,8 % 33,0 %**

OKOCMSIBaHE Ha BEXKIUTE
ClinRO 0 it 1 Ha
ceamuna 36 ¢ > 2 ToUKn
MMOJ00PEHHE CTIPSIMO
M3XOJHOTO HUBO®
W3mepuren Ha 3arybaTta Ha 43 % 12,0 % 33,9 %**
OKOCMSIBaHE Ha MUTJIHTE
ClinRO 0 wiu 1 Ha
ceamuna 36 ¢ > 2 TOYKu
oI00peHue CpsIMo
U3XO/IHOTO HUBO®
ITpomsira Ha Skindex-16, -11,33 (1,768) -19,89 (1,788) -23,81 (1,488)
aJaNTUPaH 32 EMOIMOHATHUS
JOMEIH Ha ajomenus apeara,
cpeano (SE)®

[pomsna Ha Skindex 16, -9,26 (1,605) -13,68 (1,623) -16,93 (1,349)
aJlanTHpaH 3a
(DYyHKIIMOHATHMS IOMEHH Ha
aJIoTIeIus apeaTa, CpeaHo
(SE)®

ClinRO = pe3ynTaT, Ch0OOIIECH OT KIMHAUINCTA; SE = cTaHmapTHA rpeimka

2 Coopra momymnanwus 3a eprKacHOCT Ha cenmura 36: Benuku manueHTH, BKITtoYeHn BB (aza Il gactTa
ot mpoyuBaHe BRAVE-AA1 u npoyusane BRAVE-AA2.

* PesynraTute OT COOPHHS aHANM3 Ca B ChOTBETCTBUE C TE3U OT OT/ACITHUTE MPOYUIBAHUS

** CTaTUCTHYECKH 3HAYMMO C KOPEKIIMS 32 MHOXKECTBEHOCT B CXeMaTa 3a TpaduvIHO TECTBAHE B PAMKHUTE
Ha BCAKO OT/IEJTHO MPOYYBAHE.

®TTarMeHTH ChC CKOP> 2 CHPSAMO M3XOJAHOTO HUBO [0 M3MEPHTENS Ha 3arydaTa Ha OKOCMsABAaHE Ha
sexaute ClinRO: 236 (mnane6o), 240 (6apunutnanb 2 mg), 349 (6apunmtuau6 4 mg). INaruenTtr cbe
CKOpP=> 2 CIIPSIMO U3XOHOTO HUBO I10 U3MEPHTEIIs Ha 3arybarta Ha okocMsiBaHe Ha murimte ClinRO:

186 (mnane6o), 200 (6apuruturnt6 2 mg), 307 (bapuuntuaud 4 mg). U nsara uzmepurens ClinRO
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M3II0JI3BaT 4-TOYKOBA CKaJia 3a OTrOBOP, B IMamna3ona ot 0, KOeTo moKa3Ba JIMIica Ha 3aryba Ha
OKOCMsIBaHe JI0 3, KOETO [TOKa3Ba JIMIca Ha 3a0eIeKNMO OKOCMSIBAHE Ha BEXKINTE/MUTIIHTE.

® Pasmep Ha M3BagKUTE 3a aHajan3 Ha SKindeX 16, amanTupan 3a ajgonenus apeara Ha ceamuna 36 ca N=
256 (ruare60), 249 (6apunutuaub 2 mg), 392 (6apurmtuand 4 MQ).

®urypa 2: /Isn na nanuenture cb¢ SALT <20 g0 cenmuna 36

O6eouHeHu BRAVE AA-1/ AA-2

35% 1

30% 1

25% 1

20% 1

15% 1

10% 1

5% 1

Oan Ha nauueHTute cbe SALT < 20

0% 1

0 4 8 12 16 24 36
Ceamuua

—o— nnauyebo & - BGapuyntnHnbG 2mg -= BapuyntnHmb 4mg

**D-cTOMHOCT 3a GapuiuTHHKUO crpsmo miane6o < 0,01; ***p-cTofiHocT 3a OAPUIMTUHUO CIIPSIMO
wane6o < 0,001.

JHanuu 3a ecpuxacrocm 0o ceomuya 52

JensT Ha marenTuTe, JeKyBanu ¢ 6apunutnanO, nocturnanu SALT < 20, npoasmkaBa qa HapacTBa
cnen cenmuna 36, nocturaiiku 39,0 % npu nanueHTUTe ¢ 4 My 6apUIUTHHUO HA ceaMuIia 52.
Pesynratute npu cyomnomnynaiuuTe Mo TEKECT Ha 3a00JIIBAHETO HA U3XOJAHOTO HUBO U MPOJIBIDKUTEIHOCT
Ha enu30/a Ha ceaMuIla 52 ca B ChOTBETCTBHE C Te3U HAOJI0jaBaHl HA ceaMuIa 36 U ¢ Pe3yITaTUTE B
o0111aTa u3cjaeaBaHa MomyJIalus.

HDOVVG(IH@ 30 HAMANABAHE HA 003amd

B nmpoyuBanero BRAVE-AA2 nanmeHTrTe, KOUTO ca MOMy4YaBaid OapUIUTHHUO 4 ME BEAHBXK JHEBHO
cJiell TbpBOHAYAITH parmomu3upane u ca mocturdamd SALT < 20 Ha ceqmuma 52, ca moBTOpHO
PaHIOMU3UPAHH JBOWHOCIIAIO, 32 1a MPOABJDKAT IPHEMa Ha /103a OT 4 mg BeIHBK JHEBHO HIIH A
HaMaJIiIT 1o3aTa 0 2 mg BEAHBXK AHEBHO. PesynTatute nokassart, 4ye 96 % OT manueHTuTe, KOUTO ca
ocraHaiy Ha 103a 4 mg 6apuuTuHUO U 74 % OT MalMeHTHTE, KOUTO ca IIOBTOPHO PaHIOMU3HUPAaHU Ha
OapuuuTHHUO 2 Mg, ca 3ama3uiid OTTOBOpa CH Ha ceaMuIa 76.

FOsenunen uouonamuuen apmpum

[Iporpamara 3a KIMHUYHO H3CJeIBaHE HA OApUIIMTHHUO MPH IOBEHUICH HMOMATHYEH apTPHUT CE ChCTOU
OT e/IHO 3aBBpLIEHO OCHOBHO mpoyuBane ¢a3a Il (JUVE-BASIS) u enHo npoabikaBaiio J6IrocpoyHO
OTBOPEHO pasIIMpeHo mpoyuBane 3a 6esomacHocT (JUVE-X).

JUVE-BASIS e ¢ npoabimkuTenHocT A0 44 ceAMuUIy, miane0o KOHTPOIMPaHO PaHIOMHU3HUPAHO
JIBOITHOCIISINO ¢ MpeycTaHoBsBaHe Ha sieuerueTo (double blind randomised withdrawal, DBW) npoyuBane
3a OIlCHKA Ha ePprKacHOCTTa M Oe30MacHOCTTa Ha OapUITUTHHUO, KOTaTO Ce IpIJiara BEAHBXK JHEBHO Ha
MalyeHTH Ha BB3PacT OT 2 TOJIWHU 10 TToA 18 TOMWHY ¢ IOBEHUJICH HAWONATHICH apTPUT, KOUTO Ca MMaJIH
HE3aJOBOJIUTEJIEH OTTOBOP MJIIM HEMOHOCHMOCT KbM JICUE€HHE C TTOHE eJJH KOHBEHI[MOHAIeH CHHTETUYEH
i 6nonormder DMARD . Tosa BKITI0UBa MAIMEHTH C TIOJTHAPTHKYJIAPEH IOBEHUIICH UAMOMATHICH
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apTpuT (TTOJIOXKUTEIIEH WM OTPHIATEIEH PEBMAaTONICH (aKTOp), FOBEHUIIEH HHONATHIEH apTPUT C
pa3LIMPEH OJIMTOAPTUKYIIAPEH X0/, IOBEHWICH HIMONAaTHYCH apTPHT, CBBP3aH C CHTE3UT, U IOBCHWICH
IICOPUATHYCH apTPHT, KAKTO € ONPEEIeHO OT KpUTepuHuTe Ha MeXIyHapoJHaTa JIMTa Ha aCOLMALHTE 1O
pesmatonorus (International League of Associations for Rheumatology, ILAR). [laninenTuTe, yuactpamu
B JUVE-BASIS, otroBapsT Ha ycioBusTa 3a BKIo4BaHe B poyuBaneTo JUVE-X.

B JUVE-BASIS nanuenTuTe ca moiydaBajid OTKPUTO JeUeHUE ¢ OApUIIMTHHUO BEIHBXK JHEBHO 32
nprOIU3UTENTHO 12 CeIMUIM OT U3XOAHOTO HKBO. [lanneHTH Ha BB3pAcCT OT 2 A0 MO-MalKO OT 9 TOIUHU
ca TONMYYHJIM 2 mg JHEBHO, a TTIAIMEHTH Ha Bh3pacT oT 9 1o mox 18 roauHu ca moinyduiv 4 mg THEBHO, 32
Jla ce MMOCTUTHE SKBUBAJICHTHA €KCITO3UIIMS Ha /1032 4 mg Npy Bh3pacTHU. Ha 12-Ta ceqmuiia oTroBOpbT
Ha JieyeHrueTo (Bb3 ocHoBa Ha kputepunte PedACR30) e npernenan 3a Bceku nanueHt. [lanuenTture,
kouto ca nocturaanu noHe PedACR30 otroBop, ca pannomusupanu (cboTHOEeHue 1:1) 1a moxydaBat
riane0o WK J]a OCTaHAT Ha ChINaTa J103a OapUIIMTHHUO B 32-CceIMUYHATA IBOMHOCIISNA, TUIAIEe00
KOHTponupaHa ¢aza. [lanuentute, kouto He ca nocturHanu PedACR30, noxy4aBat B3MOXKHOCT J1a ce
Bkitoyat B JUVE-X.

[IppBuyHaTa KpaiiHa Touka 3a edukacHocT Ha JUVE-BASIS e Bpemero 10 06ocTpsiHe Ha 3a0015IBAHETO OT
HauyasioTo Ha nepuosia Ha DBW 5o kpas Ha nepuoja Ha DBW.

bazosu xXapakmepucmuku

O6mo 220 manmenTn ca Bkimtodern B JUVE-BASIS. Ot Tax 163 (74,4 %) nanyeHTH OTTOBapsT Ha
yCJIOBHATA 1a ObIaT paHIOMHU3HUpaHy B ieproaa Ha DBW wnmm va Gapunmtran® (n=82), nim Ha miare6o
(n=81). 144 mammenTy ca OWIIN C TTIOJMAPTHKYJIAPCH FOBEHIICH HINOTIATHYCH apTPHUT, 16 ¢ pasmupeH
OJIUTOAPTHKYJIAPEH XOJI Ha IOBCHIJICH UINONATHYCH apTpUT, SO C FOBEHWJICH UMOTIATUYCH apTPHT,
CBBP3aH C EHTE3UT, U 10 ¢ TOBCHUJICH TICOPUATHICH apTPUT.

B JUVE-BASIS cpemnata Bp3pactta € 13 romunn (cTanmaptHo oTkioHeHue 3,4) u 69,1 % ca xeHu.
BposT Ha nanueHTUTE 32 BH3pacTOBA IrpyIla € KakTo cienBa: 2 A0 <6 roguHu: n=6; , 6 1o <9 roaunu: n=9;
9 1o <12 roguan: n=30; u 12 go <18 rogmun: n=175 .

CpenHo BpeMeTo, 32 KOETO ChOOIaBaT BCUYKH MAIMEHTH B IPOYYBAHETO OT MOMEHTA Ha ITOCTABSIHE Ha
JIMaTHO3a 32 IOBEHWICH WIUOMATUYCH apTPUT, € 4 TOAUHU. YIOTpeOaTa Ha ChIIBTCTBAIIM TEPAITUH €
CXOJIHA B TPYIUTE Ha JieueHue B nepuoaa Ha DBW (nait-uectute cpbreTBanm csDMARDs BkirouBat
MTX, cyndacanazun u nedaynomun). O6mo 127 (57,7 %) nauuenTtu ca 6uimu Ha MTX Ha U3X0IHO HUBO.

Knunuuen onmeoeop

B JUVE-BASIS rpynara oT naiueHTH, JIEKyBaH! ¢ OapUIUTUHUO, ©Ma 3HAYUTEIIHO TI0-IBJIT0 BPeMe JI0
o0ocTpsiHEe Ha 3a00JsIBAaHETO B CpaBHEHHE C Te3H, MorydaBamy rianebo (Purypa 3). B nonbinenue,
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TOBEYE MAMCHTH, JICKyBaHU ¢ OapUITUTHHIO, ca mocTurHam croiHocT Ha PedACR 30/50/70/90/100 mipe3
nenus neprod Ha DBW, B cpaBHeHHE ¢ muraie6o

®urypa 3. Bpeme 10 o0ocTpsine Ha 3a00J11BaHeTO 110 BpeMe Ha DBW nepuopna

100

# # MepgnaHa (95% Cl)
JleyeHne nauyneHTn Cebutuna(%)  (Cepmmun HR*a p-value*b
nnaue6o 81 41(506)  27.14(15.29,NA)
H6apuLnTUHNG 82 14(17.1) NA (NA, NA) 0.241 (0.128,0.453) <0.001
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....... o--©0- -========= BAPULINTUHWNE
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0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34

CboOTHOLIEHNE Ha YYacTHULUMTe ¢ obocTpsaHe (%)

ceamuum OT paHaOMU3NPAHETO
No Ha ydacTHUUMTE B PUCK

Bpeme 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
MIALEBO 81(4) 77(6) 70(9) 58(3) 55(4) 49(1) 47(2) 44(1) 42(3) 39(0) 39(0) 39(2) 36(1) 35(3) 32(1) 31(1) 18(0) O
BAPULIMTUHWB 82(1) 81(1) 79(1) 77(1) 75(2) 71(0) 69(3) 65(0) 65(1) 63(0) 62(1) 61(0) 61(2) 52(0) 58(1) 56(0) 38(0) 2(0)

CI = nosepurteneH narepsaid; HR = koedunment Ha puck; NA = HENpua0xuMo; Ne = Opoit

*a HR - cTtpaTuduiimpad mo KaTeropuy Ha IOBEHUJICH WANONATUYEH apTPUT (HOJIHMAPTUKYIApEH U
pa3IIMpPEH OIUTOAPTHKYIIAPEH CHPSIMO CBBP3aH C EHTE3UT apTPUT U IOBEHIIEH IICOPUATHYEH apTPUT).
*b P croitHocrra e ot logrank rect, ctpatuduuypaH Mo KATErOpUU Ha I0OBEHWIEH WAMONATUYECH aDTPUT
(monHapTUKYIapEeH U pasIInped OJUTOAPTHKYIAPEH CIPSAMO apTPUT, CBbP3aH C EHTE3UT U IOBEHUIEH
[ICOPHUATHYEH apTPUT).

Pesynrature oT BpeMeTo 10 o6ocTpsHe Ha 3aboiasaBaneTo 1 PEdACR ckopa ca kaTo Is110 MOKa3BaT
CBHOTBETCTBHUE 34 MOATHIOBETE IOBEHIWIEH MINOMATHYEH apTPUT M OCHOBHHUTE MY XapaKTEPUCTUKHU
(BKJIFOUUTEJIHO Bb3pAacCT, reorpadus, TerIo, IpeaniinHa ynorpeda Ha OMOJOrHYHN POAYKTH, ChII'ETCTBAILA
yrnorpe6a Ha MTX MM KOPTHKOCTEPOUIN) U €4 B CHOTBETCTBHUE C TE3MU 3a IisIaTa MOMYJIalusI Ha

IIPOYYBAHCTO.

THeouampuuen amonuyen depmamum

EdukacHocrra u 6e300acHOCTTa HA OapUIIUTUHUO B KOMOMHAIMS ¢ JIOKAJIHHA KopTuKocTepouau (topical
corticosteroids, TCS) ca oLieHEHH B €/1HO PaHAOMM3UPAHO, ABOMHOCIAIO, I11a11e00-KOHTPOAUPAHO, 16-
ceamuuHo npoyysade ¢asza III (BREEZE AD PEDS). IIpoyuBaneTo BKiIto4YBa 483 manueHTy ¢ yMeEpPEH JI0
TEXXBK aTOIMYEH IEPMATUT, onpesenel cnopen ckop mo IGA > 3. ckop mo EASI > 16 u 3acsrane Ha BSA
or > 10 %. [Noaxomsgmure 3a BKIOYBAHE IMAIMEHTH Ca Ha BH3pacT OT 2 110 MoX 18 roauHu U ca UMaJIH
INpEAMIIEH HE3aJ0BOJIMTEICH OTIOBOP MJIM Ca MMAJIHM HEITOHOCUMMOCT KbM JIOKAJIHO JCYSCHHE U ca
KaHJMJaTy 32 cUcTeMHA Tepanns. Ha BCHYKHM MalMEHTH ca IPEANMCaH ChIbTCTBAIIM JIOKAJIHU
KOPTHMKOCTEPOUIM C HUCKA WJIM CpeIHA aKTMBHOCT M HA MAIIMEHTUTE € Pa3spellIeHo J1a M3M0JI3BAT JIOKAJHU
MHXMOUTOPHY Ha KaJLMHEBPUH 110 BpeMe Ha nMpoyuBaHeTo. ITanmeHTuTe ca paHAOMU3MPaHH Ha I1Ia1e0o
WJIA Ha HUCKM, CPEAHU MJIM BUCOKHU JI03HM 0apUUMTUHUO (KOETO BOJAM 10 EKBUBAJECHTHA €KCIIO3UIIMS
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CHOTBETHO Ha 1 mg, 2 mg minn 4 mg IpH BE3PACTHU MAIIMEHTH C ATONNYEH JEPMATHUT) B CHOTHOIIIEHHUE
1:1:1:1. TIpoyuBaHETO BKIIIOYBA TEKYIIO JBITOCPOYHO MPOABIDKEHUE 10 4 TOAUHU.

Xapalcmepucmuku HA U3X0OHOMO HUBO

BbB Bcnuku rpynu Ha geuenne 76 % ca ot eBporenaHa paca, 15 % ca ot asmatcku npusxogu 3 % ca
yepHOKOXKH, 50 % ca »KeHu U cpeaHara Bb3pacT € 12 roauau, kato 72 % ca Ha Bb3pact noHe 10 roanuHu u
28 % ca mox 10 rogunu. [TanueHTuTe Ha Bb3pacT 6 TOAMHU U ITO-MIaIu chbeTaBisiBaT 14% ot
nonyaamusTa (6 roguau [N=28]., 5 roguau [N=11], 4 roguau [N=16], 3 roguau [N=8], 2 roquuu [N=5 ]).

B toBa npoyuBane 38 % ot namuenture ca uMmai IGA 4 (TeXbK aTOIIMYEH JIEPMATUT) HAa U3XOIHO HUBO,
a 42 % oT HallMEHTUTE ca MOAYYaBAJIN IPEAU TOBA CUCTEMHO JIEYEHHE 3a aTonryeH aepMaTuT. CKOpbT IO
EASI na u3xoaH0T0 HMBO Bapupa oT 12,2 mo 70,8, cpeanara ceqmuuna ctoitnocT no Iludposarta
olienpuHa ckaya 3a cepoex (Itch Numerical Rating Scale, Itch NRS) Ha M3X01H0TO HUBO ITPH MALIMEHTH
Ha Bb3pacT Har-mMayiko 10 rogunau e 5,5 (SD = 2.6).

Krunuuen omeoeop

CTaTHCTUYECKH 3HAYMMO I10-TOJISIM JISIJI OT ITAlMEHTUTE, PAHJIOMU3UPAHU Ha 034 €KBUBAJIEHTHA Ha
OapunmtanO 4 mg, ca mocturdaiau orrosop IGA 0 mim 1 (mepBuueH pesyarart), EASI7S nwim
nono6penue ¢ > 4 touku 1o ltch NRS B cpaBHenue ¢ mianebo Ha ceamuna 16 (Tabauua 10). . durypa 3
IIOKa3Ba BpeMeTo 3a nmocturane Ha IGA 0 mn 1.

Edekrture ot gmeuennero B moarpynuTe (TETIO, BE3PACT, MOJ, paca, TEKECT Ha 3a00JISIBAHETO U IIPEAUIIHO
JIEYECHHE, BKIIIOYMTEIHO HMYHOCYIIPECOPH) Ca B CHOTBETCTBHE C PE3YJITATUTE B 00IIATA MOMYJIAIlKs Ha

IIPOYYBAHETO.

Taoauna 10. EbukacHocT HAa 0ApUIIMTHHHUO NPH NEeJUATPHYHH MAIHEHTH Ha ceaMuna 16

IIpoyuBane BREEZE-AD-PEDS

I'pyna 3a se4enne PBO BARI 4 mg
€KBHBAJICHTHA 1032

N 122 120

IGAOu1, 16,4 41,7**

% pecrionaepu’®®

EASIT5, 32,0 52,5**

% pecnormepu®

Itch NRS (>4 touxu 16,4 35,56%*

noaoopenue),

% pecrionepu *

31



BARI = 6apunintunn6; PBO = mianebo

** CTaTMCTUYECKH 3HAYMMO CIIPSIMO I1J1a1€00 ¢ KOPEKIMS 32 MHOKECTBEHOCT.

2 Intent to Treat (ITT) monynanms (BCUYKH PAHIOMU3HPAHU MMAIIMEHTH )

5 PecnioHnieHp®T e aebunupan kato nanuesT ¢ IGA 0 wiu 1 (Luuct® Wiy ,.I0YTH YUCT") ¢ HaMaJIeHUe OT
> 2 touku 110 IGA ckana 0-4.

® [Ipunucanu cToiiHOCTH 3a Hepecnmonaepu: IlanmeHTH, KOUTO ca MOJYYMIN CIIACUTEIHO JI€YEHHUE UIIH C
JINICBAIIM JAHHH, CE€ CYMUTAT 38 HEPECIIOHAEPH.

' Pe3yuraTu, IOKa3aHy B HOACPYIIA OT MAIMEHTH, OTTOBAPSIIY Ha M3MCKBAHMATA 3a OLICHKA (IIAlMEHTH Ha
Bb3pacT > 10 roguau ¢ Itch NRS > 4 na uzxoano Huso, BARI 4 mg ekBuBasenTHa 1o3a N=62; manebo,

N = 55).

durypa 4. Bpeme 3a nocturane Ha IGA 0 niau 1 ¢ > 2 TOUKH NOI00peHNE MPH NeANATPUIHH
nalMeHTH 10 ceamuia 16

100

PBO (N=122)
80 BARI 1mg exBuBanenTHa go3a (N=121)

g =#=BARI 2mg ekBuBanexTHa go3a(N=120)
2 60 .

» =4—-BARI 4mg exBuBanexnTHa aosa (N=120) .
=
§ 1.7
T
g " /
c
o -~
[ a "
a Ak & o 4 25.8

20 * 18.2
16.4

Cegmuum

BARI=6apuuntuan6; NRI=npunmcanu croiinoctu 3a Hepecrnonaepute; PBO=turane6o* p<0.05; **
p<0.,01;

*** n<0,001 B cpaBuenne ¢ PBO (HoOMUHAJIHA P-CTOMHOCT; JIOTHCTHYEH PErPECUOHEH aHAIN3);

T CTaTHCTHYECKHU 3HAYMMO C KOPEKIHS 34 MHOKECTBEHOCT.

3HAYUTEIHO MO-TOJISIM 5171 OT MALMEHTUTE, PAHJIOMU3HUPAHY HA 1033, EKBUBAJIECHTHA HA OApUIIUTHHUO
4 mg. ca mocTurgaiau nogoopenune ¢ > 4 oyakra 1o Itch NRS B cpaBHeHue ¢ miaredo omre Ha 4-Ta
ceaMuIa (KOpUTHPAaHO 32 MHOYKECTBEHOCT).

Heob6xoaumoctra 0T chrbTcTBala yinorpeda Ha TCS e HaMalleHa, KaKTO € JIEMOHCTPHPA OT MeAMaHaTa
Ha HaMaJIEHHETO Ha KojandecTBoTo Ha TCS B rpaMoBe 3a 1034, EKBUBAJIEHTHATA HA 0apUIIMTHHKMO 4 mg
cpsaMo I1anedo 3a 16 ceMHIIM B IO-ToJsgMaTa Meadada Ha Opos auu 0e3 TCS 3a 103a, EKBUBAJICHTHATA
Ha OapurntianO 4 mg (25 nan) B cpasHeHue ¢ mianebo (11 auu) 3a 16 ce xMUIIN.

IIGIHI&TDIP{Ha.H(H]VIHH]Hﬂ

EBpomneiickaTta areHnys mo jgekapcTsaTa oTjiara 3aIbJDKEHHETO 3a IPETOCTABSIHE HA PE3yNITaTUTE OT
NpOYy4BaHUATA ¢ OAPULIMTHHIO B €1HAa WK TIOBEYE MOATPYNH Ha NeIuaTpuyHaTa MomyIaus mpu
XPOHMYEH MAMONATHYEH apTPUT, aTOMMYEH JepPMATUT U aJlonelus apeata (BxX. Touka 4.2 3a nHpopManus
OTHOCHO ynoTpe0a B eANaTpusTa).

Eduxacnocrra Ha Gapurmutuau® no 12 mg/nen e onenena npu 71 manuent ¢ CANDLE (xponndna
aTUITIHA HEYTpo(dHITHA AepMaTo3a C JIUIIOAUCTPO S U TTOBUIIICHA TeMItepaTypa, N=10), cbcTosSHUS,
cebp3anud ¢ CANDLE (CANDLE-RC, n=9), SAVI (STING-acorurpana Ba3onaTus ¢ paHHO Hayalo,
n=8), toBermseH aepmatomuo3ut (JDM, n=5) u cunapom ua Aicardi-Goutiéres (AGS, n=39). OGuusT
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Opoit manmenToroanan Ha excriozunus (PYE) e 251. [lopagu MmeTomonornyHu HEJJOCTAThIM HE MOXKE Ja
Ce HalpaBy KaTeTOPUYHO 3aKIFOYCHHNE OTHOCHO e(PUKacHOCTTa Ha OApUIMTHHHUO TPU T€3H MALUEHTH.
Brrpeku de npohmirsT Ha 6€30MacHOCT TOKa3Ba MPUIMKH C TO3M MPH IMOKA3aHUSATA PU Bh3PACTHH,
YeCcTOTaTa Ha HEXKEIAHUTE ChOMTHS KaTo IsJI0 € Mo-Bucoka. HabmoqaBanu ca Tpu CMBPTHU Cilydas B
nonynanuara ¢ AGS; He € SICHO JJaJIk Te3W CMBPTHHU CIIyYad ca CBbP3aHH ¢ JICUCHHE ¢ OAPUIIMTHHHO.

5.2 dapMaKkoKHHETHYHH CBOICTBA

Cren mepopaiHo IpUIoKEeHNE Ha OApUITUTHHIO € HAaOJIF0JaBaHO 103a-TIPOIIOPIIMOHATHO ITOBUITICHIE HA
CHCTEMHATa €KCITO3UIIHS B TEPANICBTUYHUS 1030B quamnazoH. @apmakokuHeTrkarta (OK) Ha 6apumuTiHaIO
€ IMHEelHa MO0 OTHOIICHUE HA BPEMETO.

AGcopbuus

Crnen nepopaiiHo IPUJIOKEeHHE OapuIIMTHHUO O30 ce abcopOupa ChC CPEAHO tmax TpuOIU3UTENHO 1 Hac
(mmamason 0,5 — 3,0 vaca) u abcomoTHa OGroHamMuHOCT MpubaH3uTeaHO 79 % (CV = 3,94 %). [IpreMbT
Ha XpaHa BOJY 10 HamalsiBaHe Ha ekcro3unuaTa 1o 14 %, namansBane Ha Cmax 70 18 % u yabmkaBaHe Ha
tmax ¢ 0,5 ywac. [IpunmokeHNETO C XpaHa He ce CBBP3BA C KIMHUYHO 3HAYNM e()EKT BhPXY SKCITO3UIIHITA.

Pasnpenenenue
Cpemuust 06eM Ha pasmnpezieieHne cie ] MPUIoKEeHHE upe3 HHTpaBeHo3Ha nHQy3us e 76 |, koeTo mokassa
pasnpezeneHue Ha OApUIUTHHUO B ThKaHUTE. BapuuTHHUO ce CBHp3Ba ¢ MIIa3MEHUTE IPOTCHHH

npubmuzutenso 50 %.

Buorpauchopmarus

MeTtabonu3mbT Ha OapuiuTHHUO ce Meauupa ot CYP3A4, kato € ycTtaHoBeHo, e mo-Majiko ot 10 % ot
Ji03aTa nperbpiisisa 6uorpancopmanms. B mazmara konmauecTBeHO HE ce YCTaHOBSIBAT MeTabonuTH. B
KIMHAYHO(PAPMAKOIOTUIHO MPOYUYBaHE OAPHIIMTHHUO ce eKCKpeTHpa MPEMMHO KaTO HEMTPOMEHEHO
aKTHBHO BelecTBO B ypuHata (69 %) u dhexammute (15 %) u ca ycraHOBeHHM caMO 4 BTOPOCTENEHHI
MeTabommTa, oTydeHu upe3 okuciaenue (3 B ypunata; 1 BB (eKkaauuTe), ChbCTaBISIBAIIN ChOTBETHO
npubmsuteano 5 % u 1 % or go3ara. In vitro 6apunuriaub ¢ cyoerpar na CYP3A4, OAT3, Pgp, BCRP
u MATE2-K, u Mose 1a Ob/ie KITMHUYHO 3HaYUM HHXHOUTOp Ha Tpancmoptepa OCT1 (k. Touka 4.5).
Baputntian6 He e maxuOuTOp Ha Tpancnoprepute OATL, OAT2, OAT3, OCT2, OATP1B1, OATP1BS,
BCRP, MATE1 u MATE2-K B KIMHUYHO 3HAYMMHU KOHIIEHTPAIHH.

Enumunupane

OCHOBHHAT MEXaHU3bM Ha KIMPBHC Ha OapULIUTHHUO € eTMMUHUPAHETO upe3 OBOpennTe mocpeicCTBOM
riioMepynHa GuiaTpanys 1 aktuBHa cexkperus upe3s OAT3, Pgp, BCRP u MATE2-K. B
KIMHAYHO(PAPMAKOIOTUYHO [IPOyYBaHe NPpUOIH3UTENHO 75 % OT mpuiiokeHaTa Jj03a ce eIMMUHHUPA C
ypuHarTa, oKaTto ¢ Gekanunute ce enumuHupa okoso 20 % ot gozarta.

Cpemuust npusuaeH KupbsHC (CL/F) ¥ momyKHBOTHT MPH MAIIMEHTH C PEBMATOM/ICH apTPUT CHOTBETHO
ca 9,42 l/qac (CV = 34,3 %) u 12,5 vaca (CV = 27,4 %). Cmax 1 AUC B cTarimoHupaHo ChCTOSIHUE Ca
1,4-rbtH 1 2,0-ITBTH MO-BUCOKH CHOTBETHO TIPH MAI[HEHTH C PEBMATOHM/ICH apTPUT B CPABHEHME ChC
3[IpaBH Xo0pa.

Cpennusar npuBuaeH kpbHC (CL/F) 1 TOMyXUBOTHT MPH MAIIUEHTH C aTOMUYEH JAEPMATUT CHOTBETHO Ca
11,2 l/gac (CV = 33%) u 12,9 yaca (CV = 36%). Cinax 1 AUC B cTallMOHHPAHO CHCTOSHUE TIPH TTAIUSHTH
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¢ aTormueH aepMatut ca 0,8 MbTH MO-BUCOKH OT Te3W, HAOF0TaBaHM P MAITUCHTH ¢ PEBMATOUICH
apTpHT.

Cpennusit npusyaeH KmpbsHe (CL/F) 1 monyKUBOTHT MPH MAIIMEHTH C AJIOTEIHS apeaTa ChOTBETHO ca
11,2 1/gac (CV = 36 %) u 15,8 yaca (CV = 35 %). Cnax 1 AUC B CTAIIMOHUPAHO CHCTOSHHE TPH MAIUCHTH
¢ anorerus apeata ca 0,9 MbTH MO-BUCOKHU OT T€3H, HAOIOJaBaHK NP MAICHTH C PEBMATOUJICH apPTPHT.

Br0peuno yBpexmane

YcraHoBeHO €, ye ObOpeuHaTa pyHKIUS 3HAUMMO MOBJIHSBA EKCIO3UIMATA Ha OapuiuTHHUO. CpeaHute
cbotHoleHns Ha AUC 1npH NalMeHTH C JIEKO U C YMEPEHO TEKKO ObOpEevHO YBpekKIaHe KbM IalHEeHTH C
HOpMaiHa ObOpeuna ¢yrkiwms ca crotBeTHO 1,41 (90 % JIU: 1,15-1,74) u 2,22 (90 % AU: 1,81-2,73).
Cpennute choTHOLIECHUSI HA Cmax TIPU MAIIMEHTH C JIEKO U C YMEPEHO TEXKO ObOPEYHO YBpEkKIaHE KbM
HalMeHTH ¢ HopMaiHa ObOpeuna GpyHkims ca chorBeTHO 1,16 (90 %/1M: 0,92-1,45) u 1,46

(90 %/111: 1,17-1,83). Buxre Touka 4.2 3a MpenopbKH 3a T03UPaHE.

YepHo1poOHO YBpEXKIAHE

Hsima kmuHMYHO 3HaYMM eeKT BhpXY (hapMakaKWHETHKaTa Ha OapUIMTHHUO MPU MAIMEHTH C JIEKO HIIH
YMEPEHO TEXKKO YepHOAPOOHO YBpexkaaHe. Yorpedara Ha OapUIMTHHUO HE € TIPOyICHA MPH MAIHCHTH C
TEKKO YepHOAPOOHO YBpEKIaHE.

Crapuecka Bb3pacT

Bw3pactra > 65 rogunau win > 75 roquHu HiMa eekT BbpXy ekcrosunuaTa Ha 6apuiuTHHUO (Crax U
AUC).

[leanarpuuna nomyJianus

Dapmakoxunemuka npu neOUampuyHu NAYUeHmu ¢ 108eHULeH UOUONAMUYEH apmpPum
[Tomy>XMBOTHT HA OAPUIIUTUHUO MPH MEAUATPUYHH IMALMEHTH HA Bh3pacT oT 2 10 nox 18 roxunu € 8 1o 9
Jaca.

Excrniozurust npu neauatpudnu nanueHTH ¢ terio <30 kg u > 30 kg: [Tpu manmenTn < 30 kg cbe cpenna
BB3pacT u AuanasoH ot 8,1 (2,0-16,0) rogunu, cpennara croitHocT u CV% 3a AUC 1 Cmax ca ChbOTBETHO
381 h*ng/ml (76%) u 62,1 ng/ml (39%). TTpu marmenTn > 30 kg cbe cpeiHa Bb3pacT u AuamnasoH ot 14,1
(9,0 - 17,0), cpennara croitnoct 1 CV% 3a AUC u Cmax ca chotBeTHO 438 h*ng/ml (68%) u 60,7 ng/ml
(30%).

Excriosunus npu neguatpuuny naruenty ¢ teryio 10 qo <20 kg u 20 go <30 kg: I[Tpu manuenTtu 10 go <
20 kg cbe cpeaHa Bb3pacT u Auarnaszol ot 5,1 (2,0-8,0) ronunu, cpennata croinoct u CV% 3a AUC u
Cmax ca cporBeTHO 458 h*ng/ml (81%) u 77,6 ng/ml (38%). IIpu marmentn ot 20 10 < 30 kg ¢be cpeana
BB3pacT u auanasoH ot 10,3 (6,0 — 16,0), cpexnata croitHocT 1 CV% 3a AUC u Cmax ca crotBeTHO 327
h*ng/ml (66%) u 51,2 ng/ml (22%).

Dapmaxokunemuxa npu neOUAmpudHy NAYUeHmu ¢ amonuyer 0epmamum
CpeaHusT NOMy>KUBOT MPH NMEeIUATPUYHUA NAUMEHTH OT 2 10 MOo-MaJjiko oT 18 roguuu € 13 no 18 vaca.

Excriozummst ipu ieguatpudnay nanueHTH ¢ terio < 30 kg n > 30 kg: [Ipu manmentn < 30 kg cbe cpenna
BB3pacT U AuamnasoH ot 6,4 (2,0-11,1) rogunu, cpeanara croitHoct 1 CV% 3a AUC 1 Cmax e 404
h*ng/ml ( 78%) u crotBeTHO 60,4 Ng/Ml (28%). ITpu maruent > 30 kg chbe cpeiHa Bb3pacT U THANA30H
ot 13,5 (6,2 — 17,9), cpennara croitnoct u CV% 3a AUC 1 Cmax ca cpotBeTHO 529 h*ng/ml (102%) u
57,0 ng/ml (42%).

Excrniozurust npu neauatpuanu nanueHTu ¢ terso 10 go < 20 kg u 20 no < 30 kg: [Tpu nanuenTtu 10 no

< 20 kg cwe cpeana BB3pact u auana3oH ot 4,8 (2,0-6,9) rogunun, cpennata croiinoct 1 CV% 3a AUC u
Cmax e 467 h*ng/ml (80%) u crorBeTHO 73,4 ng/ml (21%). ITpu manmenTr ot 20 10 < 30 kg che cpeana
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BB3pacT u auanason ot 7,5 (4,8 — 11,1), cpeanara croitnoct 1 CV% 3a AUC n Cmax e 363 h*ng/ml
(72%) u cvotBetHO 52,0 ng/ml (21%).

Jpyru npuceiy HakTopu

TenecHOTO Teryo, Bb3pacTTa, MOIbT, pacaTa U eTHHYECKATa MPHHAIICKHOCT HAMAT KIMHUYHO 3HAUYUM
edext Bppxy K Ha OapunmutuauO npu Be3pacTHH nanueHTH. Cpenuurte ehekTH Ha IpUChIInTe HaKTopH
BbpXY (apmakokuHeTnaHUTE apaMeTpu (AUC 1 Cax) Ha GapuumMTHHUO KaTo ISUI0 Ca B pAMKUTE Ha
MHTEPUHIUBUIyaNTHaTa (hapMaKOKMHETHYHA BapraOuiaHocT. ClieJoBaTeTHO HE € He00X0IMMO KOPUTHpaHe
Ha Jlo3aTa Ha 06a3aTta Ha Te3U (aKTOPH IPH MALUCHTHUTE.

5.3 IlpeakITuHNYHM JaHHHU 32 0€30MACHOCT

HexmuHu4HMTE TaHHY HE TIOKAa3BaT OCOOCH PHUCK 3a X0pa Ha 0a3aTa Ha KOHBCHIIMOHATHUTE
(hapMaKOJOTHYHYU MPOYYBAHUS 32 OE30MACHOCT, MPOYYBAHUS 32 TCHOTOKCUYHOCT U KapIIMHOTCHEH
MOTEHIUAIL.

[Ipu MuIIKY, IUTEXOBE M Ky4ueTa € HaOJIo1aBaHO HaMalieHUue Ha Opost Ha JTMMQOIUTHTE, €03MHO(MINTE U
0azo¢mimTe, KaKTO U IMM(OUIHO U3UEPIIBAHE B OPraHUTE/ThKaHUTE HA UMYHHAaTa cuctema. [Ipu kyueTa
ca HaOIr0/1aBaHU OMOPTIOHUCTHYHHU WH(EKINH, CBBP3aHU C JeMOJIEK03a (KpacTa), Py eKCITO3UIHH,
MPHOIU3UTENTHO 7-IIBTH €KCIIO3UIUATA TIpH Xopa. [Ipu Mumkw, TUTbX0Be U KydeTa € HabIroaaBaHo
HaMaJeHUE Ha MMapaMeTPHUTE Ha SPUTPOITUTHTE IPU SKCITO3UITAH, TPUOIU3UTEITHO 6 10 36-IBTH
ekcriouIusTa rmpu xopa. [lpu Hsikou Kydera e HaOIrogaBaHa AeTeHepallis Ha CTepHAIHATA PAcTeKHA
TUI0OYKA, C HUCKA YeCTOTA, a CHIIO TaKa U IIPHU KOHTPOIHHUTE )KUBOTHH, HO C BPB3Ka /103a-e(eKT 10
OTHOIIIeHHE Ha TexecTTa. [loHacTosmeM He € M3BECTHO Aalld TOBA € KIIMHUYHO 3HAYNMO.

B npoyuBanus 3a penpoyKTHBHA TOKCHYHOCT IIPH TUIBXOBE U 3alI OapHIUTHHHUO [TOKa3Ba, 4Ye HaMasIsiBa
HapacTBAaHETO/TETNIOTO Ha (eTyca U MPHUYKMHSIBA CKeleTHH MandopManuu (MIpU eKCIO3UIMH ChOTBETHO
npubmusutenno 10 u 39-mbTH ekcno3unuATa Mpu xopa). He ca HabmronaBanu BpeiHU ehekTH 3a deTyca
TIPH €KCITO3UINH 2-TThTH eKCIIO3UIIMsATA ITPH Xopa Ha 6a3ata Ha AUC.

B xomMOnHMpaHo npoyyBaHe 3a GEPTHIUTET NPH MBKKU/KEHCKH ILUThXOBE OApULIUTHHUO HaMassiBa
obmara cocoOHOCT 3a YndTocBane (HaMaleH GepTUIINTET U MoKa3aTesu Ha 3aueBane). [Ipu xeHcku
IUTBXOBE UMa HamMaJleHHe Ha Opos Ha KBJITUTE TeJla U UMILIAaHTAIMOHHUTE MECTa, TIOBUILIEHA
HpeIMMIDUIaHTAIIMOHHA 3ary0a 1/Win BpeIHH e(heKTH BbPXY NPEKUBSIEMOCTTa Ha eMOpHOHUTE IN UtEro.
Twit kaTo HAMa e(eKTH BBPXY cliepMaToreHe3ara (KakTo € OLEHEHO XHUCTONATOJOTMYHO) WK KpaifHUTe
TOYKH 32 CriepMa/CriepMaTo30Uau IPH MBXKUTE IUThXOBE, HamMajieHata o01ia criocoOHOCT 3a Yu(TOCBaHEe
BEPOSITHO € B PE3yJTAT Ha Te3H ePEKTH MPU )KEHCKUTE CK3EMILISIPH.

BapI/IIII/ITI/IHI/I6 CC OTKpHBa B MJIAKOTO Ha IIJIBXOBC B IIEPUO HA JIaKTallus. B IIpOy4YBaHE 3a IpC- U

IMOCTHATAJIHO Pa3BUTUC € Ha6JHOI[aBaHO HaMaJICHO TCTJIO Ha MAJIKHMTC M HaMaJICHA ITOCTHaTaJIHa
MMPEKUBACMOCT CbOTBETHO IIPHU €KCIIO3ULIUN 4-rpTH ¥ 21-1BTH CKCIIO3UIMATa IIpU XOopa.

6. OAPMAIIEBTUYHU JAHHU
6.1 Chnucbk HA NIOMOLIHUTE BelIeCTBA

Slnpa Ha TabieTKUTE

LETy103a, MUKPOKPHUCTAIIHA
KpOCKapMeno3a HaTpuit
MarHe3ueB cTeapaT
MaHHUTOJI
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DMIMOBO MOKPUTHE

JKeleseH okcu, yepsed (E172)

nenutaH (cos) (E322)

MaKpoTroJ

TTOJTH(BHHHJIOB aJIKOXOJT)

TaJK

tutaHoB guokcun (E171)

6.2 HecbpBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

3 roauHu

6.4 CnenmajHH yCJIOBHS HA ChbXpaHeHHe
To3u TekapCcTBEH MPOAYKT HE M3UCKBA CIEIUAHHN YCIIOBHS Ha ChXPaHEHHE.
6.5 Bwuau cbabp:kaHue HA OMAKOBKATA

Olumiant 1 mg ¢punMupanu TadIeTKH

baucrepn oT MOMMBUHUIXIOPHU I/ TTOTMETUIICH/TIONUXIOPOTPUGITYOPETHIICH - IyMUHHH B KAPTOHEHH
KyTHH, ChABPKANM 10 14 nmm 28 ¢punMupaHu TabIeTKH.

[ToAMBUHHIXJIOPH /ATy MHHHIIA/OPHEHTHPAH MOIUAMUJ - ATyMHUHHH iepdoprpaHu OIMCTEPH ¢ e TMHUYIHH
JIO3H B KAPTOHEHHU KyTHH, ChIIbPXKAIIHU 10 28 X GUIMHpaHUA TaOIETKH.

Olumiant 2 mg u 4 mg ¢punmMupanu TadIETKN

bauctepu OT MONMUBHHWIXIOPU/TIONMHETHICH/TTOTHUXIOPOTPUDIYOPOSTHIICH — aTyMHUHUN B KAPTOHEHU
kytuu 1o 14, 28, 35, 56, 84 umu 98 punmupanu tadieTku.

[Tepdopupanu 6IUCTEpPH ¢ SAMHUYHH JIO3H OT MOJMBHHWIXJIOPHI/ATyMUHHUH/OPUEHTUPAH TTOTHAMHE]] —
ATyMHHUH B KapTOHEHHU KyTHH 10 28 X 1 unu 84 X 1 punmupanu TabneTky.

He Bcuuku BUIOBE ONIAKOBKU MOTaT Ja ObJIAT MyCHATH Ha Ma3apa.
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6.6 CrhenuaJiHu NpeANa3HU MEPKH NPHU U3XBbPJisiHE H padoTa

IIpu meauaTpUIHU MAMEHTH, KOUTO HE MOTAT Jia MOTTBIIAT IeIH Ta0JIeTKH, MOXKE A3 € OOMHCITH
JTUcTieprupaHe Ha TabJIeTKUTe BHB BOJA. 3a AUCTIepriupaHe Ha TabjeTKaTa TpsiOBa Ja ce M3MOoI3Ba CamMo
Boja. TpsOBa ;a ce qucreprupaT caMmo HeOOXOAUMHUST 3a J03aTa Opoi TabIeTKH.

- IMocrageTte 1smata Tabnetka B ¢ba ¢ 5-10 ml Bosa Ha craitHa TemepaTypa U BHUMATEITHO
paskiateTe, 3a Aa ce aucneprupa. Moxe 1a otHeme a0 10 MUHYTH, JOKaTO TableTKaTa ce
JICTIEprHpa B MbTHA 0JIeI0p030Ba cycrieH3ust. Moxe J1a HACTBITH U3BECTHO yTasBaHE.

- Cnen kaTo TableTKaTa ce JUCIEepPTrupa, BHUMATEIHO pa3kiaTeTe OTHOBO M He3a0aBHO MpHeMeTe
hsu1aTa CyCrleH3HUsl.

- N3smnakaete koHTelHepa ¢ 5-10 ml Boaa Ha cTaiiHa TeMIepaTypa 1 He3abaBHO IIPHUEMETE ISTIOTO
ChIbPKAHUE.

TabnerkaTa, AUCHIEprupaHa BbB BOJa, € cTabWIiIHAa J10 4 yaca TpH CTaifHa TeMIreparypa.

AKo 110 HSIKaKBa MPUYMHA HE CE TPUJIOKH IsJIaTa CYCIICH3HUs, HE pa3TBapaiTe U HE MpUeManTe apyra
TabJeTKa, a n34aKanTe JI0 cieiBaliaTa MjiaHupaHa J103a.

HewsmnomsBaHusAT JIeKapCTBEH MPOAYKT WM OTHAABUYHUTE MaTePHUAU OT HETO TPsiOBa Jla c€ M3XBBHPIAT B
CHOTBETCTBUE C MECTHUTE M3WCKBAHUS.

7. INPUTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA

Eli Lilly Nederland B.V., Papendorpseweg 83, 3528BJ Utrecht, Hunepnammus.

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Olumiant 1 mg dbunmMupanu TabIeTKH

EU/1/16/1170/017
EU/1/16/1170/018
EU/1/16/1170/019

Olumiant 2 mg ¢uamMupanu TabueTKu
EU/1/16/1170/001
EU/1/16/1170/002
EU/1/16/1170/003
EU/1/16/1170/004
EU/1/16/1170/005
EU/1/16/1170/006
EU/1/16/1170/007
EU/1/16/1170/008

Olumiant 4 mg dbunmupanu TaOIETKH

EU/1/16/1170/009
EU/1/16/1170/010
EU/1/16/1170/011
EU/1/16/1170/012
EU/1/16/1170/013
EU/1/16/1170/014
EU/1/16/1170/015
EU/1/16/1170/016
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9. JATA HA ITbPBO PABPEIIABAHE/TIOJHOBABAHE HA PAZPEILIEHUETO 3A
YIHOTPEBA

Jara Ha mppBO pa3pemasane: 13 dhepyapu 2017 r.
[Hata Ha nocieano nonHoBsBane: 12 HoemBpu 2021

10. [JATA HA AKTYAJIMU3UPAHE HA TEKCTA

IMoxpobHa uHpopMalrs 3a TO3H JEKAPCTBEH MPOIYKT € MpeJocTaBeHa Ha yebcaiita Ha EBpomneiickara
areHIus Mo JiekapcTraTa hitps://www.ema.europa.eu
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MNPUJIOXEHHUE |1

HPOU3BOAUTEJL, OTTOBOPEH 3A OCBOBOXKJIABAHE HA
IHAPTHUIN

YCJIOBUSA NJIX OTPAHUYEHUA 3A TOCTABKA U YIIOTPEBA

APYI'N YCJIOBUSA N UBUCKBAHUS HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJIOBUA NJIX OT'PAHUYEHMSA 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA NMPOAYKT
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A.  TIPOMU3BOJMUTEJL, OTTOBOPEH 3A OCBOBOKJABAHE HA ITAPTUIN

HMe n agpec Ha MPOU3BOAMTENIS, OTTOBOPEH 3a OCB060}KILaBaHe Ha NapTHAWUTC

Lilly S.A.

Avda. de la Industria, 30
Alcobendas

28108 Madrid
NCITAHUA

b. YCJIOBUA NN OT'PAHUYEHUA 3A JTJOCTABKA U YIIOTPEBA

JIekapCTBEHUSIT MPOIAYKT CE OTIYCKa MO OrPaHUuCHO JeKapcko mpeanucanue (Bx. [Ipunoxenne |: Kpatka
XapaKTepUCTHKA Ha MPOIyKTa, Touka 4.2).

B. JAPYI'M YCJIOBUSA U UBUCKBAHUSA HA PASPEHIEHUETO 3A YIIOTPEBA

e [lepuoguyHu akTyaau3upaHu Jokjaaau 3a 6esonacuoct (ITAJB)

WsnckBanusra 3a monasane Ha [IAJIB 3a To3u JiekapcTBEH MPOAYKT Ca IIOCOUYEHH B CIIUCHKA C
pedepentaute natu Ha Epponeiickus ¢bio3 (EURD cniuchbk), npensuaeH B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCHUKH ClIeIBAIIN aKTyIU3alMHY, TyOJIMKYBaHH Ha €BPOIEHCKUS
yeOIopTa 3a JeKapcTBa.

I'.  YCJOBUA NN OI'PAHUYEHMUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA HA
JIEKAPCTBEHUSA ITPOAYKT

o Ilnan 3a ynpaBiaenne Ha pucka (ITYP)

IpurexkatenaT Ha paspemienuero 3a yrorpeba (ITIPY) TpsOBa 1a U3BBPINBA U3UCKBAHUTE JEHHOCTH K
NeHCTBHS, CBBbP3aHU C IIPOCIIeIsIBaHe Ha JIeKapcTBEeHATa 0€30ITaCHOCT, TOCOYeHN B ogo0perus [TYP,
npenctaBed B Monyn 1.8.2 Ha pa3pemierrneTo 3a ynorpeba, KakTo U IpY BCUYKH CJIEeIBAIIH ChITIaCyBaHU
aktyanu3auuu Ha [TYP.

Axrtyanusupas [IYP Tpa6Ba na ce mogasa:

e 110 UckaHe Ha EBpomeiickaTa areHius 1o jJeKkapcrBara;

e BHHArH, KOTaTo c€ U3MEHS CHCTEMaTa 3a yIpaBJeHUe Ha PUCKa, 0COOSHO B Pe3yNTaT Ha
MoJTy4yaBaHe Ha HOBAa MH(POPMAITHS, KOSTO MOXKE JIa TOBEJE 10 3HAYUMH IMPOMEHU B
CBHOTHOIICHHETO MOJI3a/PUCK, WK CJIe/l JOCTUTAHE Ha BaKEH eTal (BbB Bpb3Ka C IpociesIBaHe Ha
JeKapcTBeHaTa 0€30MaCHOCT WIIM CBEXKAAaHE Ha PUCKA 10 MUHUMYM).

° I[OH’L.TIHI/ITQJ'[HI/[ MEPKH 3a CBEKIAHEC HA PUCKA 10 MUHUMYM

[Ipenn myckaneTo Ha ma3apa Ha OapuIUTHHUO BHB BCSAKa AbpkaBa wieHka [IPY Tps0OBa ga ceriacysa ¢
HalMOHAJIHUS KOMIIETEHTEH OPTaH ChABbPXKAHUETO U (hopMaTa Ha 00pa30BaTEIHUTE MaTEpUay,
BKJIFOUUTENIHO CPEACTBATA 32 KOMYHUKALMs, HAUMHUTE 3a PA3IPOCTPAHEHNUE U BCAKAKBU JAPYTH aCIEKTH
Ha rporpamara.

OCHOBHHUTE IIEJIM Ha Imporpamara ca a C€ 3all03HasiAT JICKapuTE, KOUTO LIC I'o NpeaAIrcBaT, ¢ puCKOBETE,

CBbpP3aHUu C y1'IOTp66aTa Ha NpOAYKTa, U Aa C€ U3TbKHAT KOHKPECTHUTC MEPKHU 3a CBCIKAAHC HA pUCKa 10
MUHUMYM, KOUTO Tp5{6Ba Ja €€ B3cMaT Ipeau U 1o BpEME Ha JICUCHHUCTO C GapI/ILII/ITI/IHI/IG.
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IIPY Tpsi0Ba na rapaHTHpa, 4e BHB BCSIKa AbprKaBa WieHKa, B KOSATO OApUITUTHHHO ce Mpejyiara Ha masapa,
BCHYKH MEIUIITHCKH CIIEIUAINCTH, KOUTO CE OYaKBa Jla MPEeANNCBaT OapuIIUTHHNO, ca CHAOIeHN C
MpenHa3HAYeHUTE 32 JIeKapuTe 00yUHTENHN MaTepHalid, KOUTO TPIOBa 1a ChABPKAT:

Kpatka xapakTeprcTika Ha IpOIyKTa

JIuctoBka, BkiItounTenHo CUrHalIHA KapTa Ha MalieHTa

PBKOBOICTBO 32 METUITMHCKUTE CIEIIMAIIIICTH 3a TIOJIIOMaraHe KOHCYJITHPAHETO Ha MMalneHTa
Jonbnaurenan CUTHAJIHU KapTH Ha MAlMEHTa

PBK0OBOACTBOTO 32 MeAMIMHCKHUTE CIIENHAJINCTH TpSIGBa Ja CbAbpPiKa CJICIHUTC OCHOBHU CIICMCHTU!

[lokazanus u JO3UPOBKA, 3a []a C€ YTOUHU MIPH KOM MAIMEHTH TPsIOBa Jla ce M3M0I3Ba
OapuIUTHHUO.

Tbii KaTO MMa TI0-BHCOKA YeCTOTa Ha MH(EKIIUY MTPH XOpaTa B CTapuecka Bb3pacT U MPU
MOITyJIAIIMUTE ¢ TMa0eT KaTo 110, TPIOBA J]a ce€ BHUMAaBa MPH JICYSHUETO HA XOpa B CTapuecKka
BB3pACT U MAITUEHTH ¢ quadeT. bapuutuHuO TpsOBa Ja ce W3MOJI3Ba P NAITUSHTH HAa 65 TOTUHU
U TI0-BB3PACTHH, CAMO aKO HE Ca HAIMYHU MOJIXO/IAIIN AITCPHATHBY 32 JICUCHHUE.

Ynorpebara Ha GapuruTHHUO TpsIOBa 1a ObJe CIpsiHA B CITyYall Ha XepIiec 30CTep MITH HIKaKBa
Jpyra HHQEKIUs, KOSITO HE ce TIOBJIHSBA OT CTAHJIAPTHO JICYCHHUE, JI0 OT3ByYaBaHE Ha ChbOUTHETO.
[ManuenTtute He TPsAOBA a2 OBAT UMYHH3UPAHH C KUBU aTCHIOWPAHU BAKCUHH HETIOCPEICTBCHO
IpeIy WK 110 BpEMe Ha JieueHHeTo ¢ OapuuTHHHO.

[Mpenu 3amouBaHe Ha JEYCHUETO CE€ MPENOPHUBA BCUUKHU MALUEHTH, 0COOCHO NeTUaTPUYHHUTE
NalMeHTH, /12 MOIyY4aT BCHYKUA MMYHH3aLUH B CHOTBETCTBHE C IEHCTBAIIMTE MECTHH YKa3aHHA 32
UMYHU3AIIHS.

JlekapuTe, KOUTO MPEAMUCBAT JIEKAPCTBOTO, TPSAOBA Ja MPOBEKIAT CKPUHHHT Ha MAIEHTHTE 32
BUPYCCH XEMATUT MPEJIU 3aII0YBAHETO Ha JICUCHHETO C OApUIIUTHHUO. AKTHBHA TyOepKy03a ChIIO
TpsiOBa 1a ObJe N3KITFOYCHA.

YnoTpebata Ha OAPUIUTHHUO CE CBBP3BA C XUITCPIUIUICMHUS; ICKAPUTE, KOUTO TPEAMUCBAT
JICKapCTBOTO, TPSIOBA J1a KOHTPOJIUPAT MapaMETPUTE HA JIMITHIHATA OOMSIHA HA TAMEHTA U, aKO Ce
YCTaHOBU XUTIEPIUHAECMHES, TS Ja Ce JICKYBa.

Bapuuntian® yBenuuaBa prcka oT ABJIOOKa BEHO3HAa TpoMOo03a 1 6ernoapodHa

emOomnust. bapuuutuauG TpsidBa a ce M3MOI3Ba C MOBUILIEHO BHUMaHKE TIPH MAIIMEHTH ¢ U3BECTHU
puckoBu daxropu 3a JIBT/BE pa3nuunu oT puckoBH (pakTopH 3a ChbpACYHOCHIOBH WUIIH
370KavyecTBeHH 3a0onsaBanus. [lanmenTrTe TpsiOBa 1a ObJAT MHCTPYKTHPAHH Ja TOTHPCST
He3abaBHA MEIUIIMHCKA [TOMOIII, aKO C€ MOSBST Mpu3Hanu win cumnromu Ha JIBT/BE.

Mma norentmanno nopuineH puck or MACE npu mariieHTH ¢ onpeaesicHd PUCKOBH (GaKTOPH,
n3noa3Bamu jJeueHne ¢ JAK nHXuOuTOp, BKIIOUUTEIHO OapuiuTiHIO. [1pn naruenTn Ha

65 roJIMHU ¥ MO-Bb3PACTHHU, MAIMEHTH, KOUTO Ca HACTOSIIU WM OMBIIYU IBHITOCPOYHH MYIIAYH, U
NAIMEHTH C IPYTU ChPJICUHOCHIO0BH PUCKOBH (HaKTOpH OAPUIIMTHHUO TPOBaA Ja ce M3MOJI3BA
€aMo aKo HE ca HAIWYHU MMOJXOASIIM AITEPHATHBY 32 JICUCHHE.

CrobmaBa ce 3a TMM(OM U APYTH 3710KAUECTBEHU 3a00JIIBaHUS IPU MALMEHTH, KOUTO TOTydaBaT
JAK naxubutopu, BKIounTenHO OapruunTiHHUO. [Tpy manmenTy Ha BB3pacT Haja 65 roauHy,
NaIUeHTH, KOUTO Ca HACTOSIIY WM OMBIIM JBJITOTOIUIIHY MyIIaYl WIK C JPYTH PUCKOBU
(baxTopH 3a 3710KaYECTBEHO 3a00JIsiBaHe (HAIP. HACTOSIIO 3JI0KAYECTBEHO 3a00JIsIBaHE WITH
aHaMHe3a 3a 3JI0KaYeCTBEHO 3a00sABane), OapUIMTHHUO TPSOBA 1A Ce U3ITOJI3Ba CaMo akKo He ca
HAJIMYHU MTOIXO/ISIIN AITEPHATHBY 32 JICUCHHE.

bapunuTHHUO € MPOTUBOIIOKA3aH TIPH OPEMEHHOCT, Thil KATO MPEAKIMHUIHATE JAHHHU ITOKa3BaT
3a0aBeH pacTex u Maopmarun Ha eryca. Jlekapute TpssOBa /1a CHBETBAT KEHHUTE C ICTSPOACH
MOTEHIIHAI Ja U3MOJI3BAT KOHTPALEIIIHS 10 BpeMe Ha JICUCHUETO U B IPOIBIKCHUE HA eTHA
CeJIMUIIA CJIE]] HETOBOTO MPUKITIOUBaHe. AKO ce TUIaHHpa OPEMEHHOCT, JICUCHUETO ¢ OAPUITUTHHUO
TpsiOBa 1a ObJIe CIIPSHO.

lenTa 1 n3non3Banero Ha CUTHATHA KapTa HA TAIMEHTA.

Curnaanara KapTa Ha nNalueHTa TpSI6Ba Ja CbAbpKA CICAHUTE OCHOBHU ITOCTIAHUS:

Jleuenuero ¢ GapuIMTHHIO MOXKE J1a TIOBUIIIM PUCKA OT MH(EKINHU U J]a PEaKTUBUPA BUPYCHA
WHQEKIHS KOSITO MOKE Jla CTaHEe CEPHO3HA, aKO HE ce JIEKyBa
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[Tpu3HAIM U CHMOTOMH Ha WHPEKIMU, BKITIOYUTEITHO OOIIN CUMIITOMH, U TIO-KOHKPETHO
MPU3HAIM U CHMIITOMH Ha TyOepKyJio3a U Xeprec 30CTep; MPpeaynpekacHue 3a MalUeHTUTE Ja
MOTHPCIT He3a0aBHO MEJIUIIMHCKA TIOMOIIT, KO CE TOSBSIT TPU3HAIN WIIM CUMITTOMH, TIPS ITOJIararii
WH(EKIHSI.

[NarmenTuTe TPIOBa 1a MOTHPCAT He3a0aBHO METUIIMHCKA TIOMOIII, aKO CE TIOSIBSIT MPH3HAIM U
CHMIITOMH Ha MUOKap/IeH HH(PAPKT WM HHCYIIT.

BapunntraNG He TpsOBa 1a ce mprueMa 1o BpeMe Ha OpEeMEHHOCT, a JKEHUTE TPsIOBa J1a YBEIOMST
CBOJ JIeEKap, ako 3a0peMeHesT (WK JKelIasT Ja 3a0peMeHesT).

BapunutiHuO Moxe la MpUYMHA 00pa3yBaHe Ha KPbBHU ChCHPEIIM BhB BEHUTE HA Kpakara,
KOMTO MOe Jla TOCTUTHAT JI0 Oenute qpoOoBe; MPeJOCTaBEHO € ONMMCAHUE Ha MPU3HAIIUTE U
CUMIITOMUTE, 3a€/IHO C MPEAYNPEIKACHUE 3a MANMEHTUTE Ja MOThPCAT He3abaBHA MEMITUHCKA
MTOMOIII, aKO C€ MOSIBAT MPU3HAIM WM CUMITTOMH, IIpeoaranm oopa3yBaHe Ha KPbBHU
ChCHpEIH.

BapuitrHnO MoXke Jja MPUYMHN HEMEJIAaHOMEH paK Ha KO)KaTa, 3aTOBa IMalueHTHTe TPIOBa Ja
TOBOPAT C JIEKapsd CH, aKO CC IMOABAT HOBH KOXXHH JIC3UU I1I0 BPEME WM CJICA TCpaIind 1IN aKO
ChIICCTBYBAIUTE JIC3UU NPOMCHAT BbHIIHHA CU BUI.

JlaHHU 32 KOHTAKT C JieKapsi, MPeIHCBAIIl JIEKAPCTBOTO.

CurHangHaTa KapTa Ha malueHTa TpIOBa Jja ce HOCH 110 BCSAKO BpeMe OT MallMeHTa U Jia ce TI0Ka3Ba
Ha JIPYTUTE MEJUIIMHCKA CIEIIHATUCTH, YYacTBAIU B JICYCHHETO.
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INPUJIOKEHMUE 111

JAHHU BbPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHU KYTUMU 3A 1 MG PUJIIMHUPAHU TABJIETKHA

1. HNME HA JIEKAPCTBEHUA ITPOAYKT

Olumiant 1 mg ¢punmupanu TabneTKu
OapuIUTHHUO

2. OBSIBABAHE HA AKTUBHOTO(MTE) BEIHIECTBO(A)

Bcesika Tabnetka cpabpika 1 mg 6apunuTuHUO.

| 3. CIIMCBK HA IOMOIIHUTE BEIMECTBA

| 4. JEKAPCTBEHA ®OPMA N KOJIMYECTBO B E/THA OITAKOBKA

14 punmupanu TabneTku
28 ¢puimupanu TabIeTKH
28 x 1 ¢punmupanu TabIeTKA

| 5. HAYMH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BBbBEK/IAHE

[lepopanno mpuioxeHue
[Ipenun ynotpeba npoyereTe IUCTOBKATA.

QR kox ga 6b1e BKIrOYeH + WwWw.olumiant.eu

6. CHELUAJIHO ITPEAYHNPEXJIEHUE, YE JIEKAPCTBEHUSAT NPOAYKT TPABBA JIA
CE CBbXPAHSBA HA MACTO, JAJIEYHE OT HOTJIEJA U TOCETI'A HA JTELIA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBIIHO 3a ACA.

| 7. APYI'U CHEHUAJIHU NPEAYHIPEXJIEHUS, AKO E HEOBXOJINMO

| 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

9. CIIEHUAJIHU YCJIOBUS HA CBXPAHEHUE
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10. CHEIMAJIHU NPEAITA3ZHU MEPKHU ITPU U3XBBPJISTHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NMPOAYKTHU NJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IIPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Eli Lilly Nederland B.V., Papendorpseweg 83, 3528BJ Utrecht, Hunepnanaus

12.  HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEGA

EU/1/16/1170/017 (14 dunmupanu TabaeTKn)
EU/1/16/1170/018 (28 punmupanu TabIeTKH)
EU/1/16/1170/019 (28 x 1 punmupanu TabIETKN)

| 13. TAPTHUJIEH HOMEP

ITaptunen Ne

| 14, HAYMH HA OTIIYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

Olumiant 2 mg

| 17. YHUKAJIEH UAEHTU®UKATOP — JIBYUSMEPEH BAPKO/{

JBym3mepeH 6apKoJI C BKIFOUYEH yHUKAJIeH HACHTH(DUKATOD

| 18. YHHUKAJIEH WAEHTU®UKATOP — JTAHHHU 3A YETEHE OT XOPA

PC
SN
NN

MUHUMYM JAHHHU, KOUTO TPABBA 1A CbABPXAT BJIMCTEPUTE U JIEHTUTE

KAJIEHJAAPHU BJIMCTEPU 3A 1 MG ®UJIMUPAHU TABJETKHA
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| 1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Olumiant 1 mg Tabnetkn
OapuIUTHHUO

| 2. HNME HA ITPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Lilly

| 3. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

EXP

| 4. IHAPTUJAEH HOMEP

Lot

|5.  JPYIO

ITH
BT
cp
qT
T
cO
HA
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MHUHHUMYM JAHHH, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

HNEP®OPUPAHMU BJIMCTEPU C EAUHUYHMU 103U 3A 1 MG PUJIMHUPAHU
TABJIETKH

| 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Olumiant 1 mg rabietku
OapuIIUTHHUO

| 2. HUME HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Lilly

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

| 4.  TAPTHJEH HOMEP

Lot

|5.  JIPYIO
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JAHHHA, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHU KYTUMU 3A 2 MG PUJIIMHUPAHU TABJIETKHA

1. HNME HA JIEKAPCTBEHUA ITPOAYKT

Olumiant 2 mg ¢punmupanu TabneTKN
OapuIUTHHUO

2. OBSIBABAHE HA AKTUBHOTO(MTE) BEIHIECTBO(A)

Bcesika Tabnetka cpabpka 2 My 6apuIUTHHUO.

| 3. CIIMCBK HA IOMOIIHUTE BEIMECTBA

| 4. JEKAPCTBEHA ®OPMA N KOJIMYECTBO B E/THA OITAKOBKA

14 ¢punmupanu TabIeTKH
28 dhunmupanu TaOIETKU
35 dunmupanu TabIETKU
56 dunmupanu TabIETKU
84 dhunmupanu TabIETKU
98 dhunmupanu TabIETKU
28 X 1 pumupanu TabieTKu
84 x 1 punmupanu TabieTku

| 5. HAYMH HA ITPUWJIOKEHUE U ITbT(UIIIA) HA BBbBEXKJIAHE

ITepopanHo npunoxeHue
IIpean ynorpeba mpoueTeTe JIMCTOBKATA.

QR kox ga 661e BKIrOYeH + Www.olumiant.eu

6. CIHIEOUAJIHO INTPEAYHNPEXJAEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPABBA JIA
CE CbXPAHSBA HA MSACTO, JAJIEYE OT NIOT'JIEJA 1 TOCET'A HA JEITA

I[a CC CbXpaHABa HAa MACTO, HCAOCTHIIHO 3a AC1a.

| 7. APYI'U CHELHUAJIHU NPEAYIPEXJIEHUS, AKO E HEOBXOJAUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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9. CIHHEIIMAJIHHU YCJI0OBUSA HA CbXPAHEHUE

TAX, AKO CE UBUCKBAT TAKHUBA

10. CHEIUAJIHU NPEANA3HU MEPKH ITPU U3XBBPJISTHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU WIN OTIHAABYHU MATEPHUAJIN OT

11. HMME U AJAPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Eli Lilly Nederland B.V., Papendorpseweg 83, 3528BJ Utrecht, Hunepnauaus

| 12.  HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEGA

EU/1/16/1170/001 (14 ¢punvupaHu TabIETKI)
EU/1/16/1170/002 (28 punmupanu TabIETKH)
EU/1/16/1170/003 (28 x 1 punmupanu TabIeTKN)
EU/1/16/1170/004 (35 punmupanu TabICTKH)
EU/1/16/1170/005 (56 ¢punmupanu TabIETKH)
EU/1/16/1170/006 (84 punmupanu TabICTKN)
EU/1/16/1170/007 (84 x 1 pummupanu TabIETKIM)
EU/1/16/1170/008 (98 punmupanu TabIETKH)

| 13. MAPTUJEH HOMEP

ITapTunen Ne

| 14, HAYHH HA OTIIYCKAHE

| 15. YKA3AHWNSA 3A YIIOTPEBA

| 16. MH®OPMAIMSI HA BPAIJIOBA A3BYKA

Olumiant 2 mg

| 17.  YHUKAJIEH HWAEHTU®UKATOP — IBYU3MEPEH BAPKO/]

JIBym3mepeH 06apKoJl C BKIFOUEH YHUKAJICH UICHTU(DUKATOD

| 18. YHHUKAJIEH HIAEHTU®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHUMYM JAHHH, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

KAJIEHJJAPHU BJIMCTEPU 3A 2 MG ®UJIMUPAHU TABJETKHN

| 1. HUME HA JIEKAPCTBEHUSA IPOAYKT

Olumiant 2 mg Ta6eTkn
OapuIIUTHHUO

| 2. NME HA TPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Lilly

| 3. JATA HA U3TUYAHE HA CPOKA HA IT'OAHOCT

EXP

| 4. IHAPTUJAEH HOMEP

Lot

|5. JIPYIO

ITH
BT
cp
qT
T
cO
HA
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

HEP®OPUPAHMU BJIMCTEPU C EAUHUYHMU 103U 3A 2 MG PUJIMHUPAHU
TABJIETKH

| 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Olumiant 2 mg rabietku
OapuIIUTHHUO

| 2. HUME HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Lilly

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

| 4.  TAPTHJEH HOMEP

Lot

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

KAPTOHEHU KYTUU 3A 4 MG PUJIIMHUPAHU TABJIETKHA

1. HNME HA JIEKAPCTBEHUA ITPOAYKT

Olumiant 4 mg ¢punmupanu TabneTKN
OapuIUTHHUO

2. OBSIBABAHE HA AKTUBHOTO(MTE) BEIHLIECTBO(A)

Bcesika Tabnetka cpabpika 4 mg 6apunuTHHUO.

| 3. CIIMCBK HA IOMOIIHUTE BEIMECTBA

| 4. JEKAPCTBEHA ®OPMA N KOJIMYECTBO B E/THA OITAKOBKA

14 ¢punmupanu TabIeTKH
28 dhunmupanu TaOIETKU
35 dunmupanu TabIETKU
56 dunmupanu TabIETKU
84 dhunmupanu TabIETKU
98 dhunmupanu TabIETKU
28 X 1 pumupanu TabieTKu
84 x 1 punmupanu TabieTku

| 5. HAYMH HA ITPUWJIOKEHUE U ITbT(UIIIA) HA BBbBEXKJIAHE

ITepopanHo npunoxeHue
IIpean ynorpeba mpoueTeTe JIMCTOBKATA.

QR kox ma 661¢ BKIOYEH + Www.olumiant.eu

6. CIHIEOUAJIHO INTPEAYHNPEXJAEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPABBA JIA
CE CbXPAHSBA HA MSACTO, JAJIEYE OT NIOT'JIEJA 1 TOCET'A HA JEITA

I[a CC CbXpaHABa HAa MACTO, HCAOCTHIIHO 3a AC1a.

| 7. APYI'U CHELHUAJIHU NPEAYIPEXJIEHUS, AKO E HEOBXOJANMO

| 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:
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9. CIHHEIIMAJIHHU YCJI0OBUSA HA CbXPAHEHUE

TAX, AKO CE UBUCKBAT TAKHUBA

10. CHEIUAJIHU NPEANA3HU MEPKH ITPU U3XBBPJISTHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NWIN OTHHAABYHU MATEPUAJIN OT

11. HMME U AJAPEC HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Eli Lilly Nederland B.V., Papendorpseweg 83, 3528BJ Utrecht, Hunepnauaus

| 12.  HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEGA

EU/1/16/1170/009 (14 punmupanu TabICTKH)
EU/1/16/1170/010 (28 pmamupaHu TAOIETKH)
EU/1/16/1170/011 (28 x 1 punmupanu TabIeTKN)
EU/1/16/1170/012 (35 punmupanu TabIETKN)
EU/1/16/1170/013 (56 dunmupanu TabISTKN)
EU/1/16/1170/014 (84 ¢unmupanu TabIETKH)
EU/1/16/1170/015 (84 x 1 pummupanu TabIETKH)
EU/1/16/1170/016 (98 dumupanu TabICTKN)

13. TAPTHUAEH HOMEP

ITaptunen Ne

| 14, HAYHH HA OTIIYCKAHE

| 15. YKA3AHWNA 3A YIIOTPEBA

| 16. MH®OPMALMS HA BPAIJIOBA A3BYKA

Olumiant 4 mg

| 17.  YHUKAJIEH WAEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 6apKoJI C BKIFOYCH YHUKAJICH UIACHTU(DUKATOD

| 18. YHHUKAJIEH HIAEHTU®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHUMYM JAHHH, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

KAJIEHJJAPHU BJIMCTEPH 3A 4 MG ®UJIMUPAHU TABJETKHN

| 1. HUME HA JIEKAPCTBEHUSA IPOAYKT

Olumiant 4 mg Ta6eTkn
OapuIIUTHHUO

| 2. NME HA TPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Lilly

| 3. JATA HA U3TUYAHE HA CPOKA HA IT'OAHOCT

EXP

| 4. IHAPTUJAEH HOMEP

Lot

|5. JIPYIO

ITH
BT
cp
qT
T
cO
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MHUHHUMYM JAHHH, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

HEP®OPUPAHMU BJIMCTEPU C EAUHUYHMU 103U 3A 4 MG PUJIMHUPAHU
TABJIETKH

| 1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Olumiant 4 mg rabietku
OapuIIUTHHUO

| 2. HUME HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEGA

Lilly

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

| 4.  TAPTHJEH HOMEP

Lot

|5.  JIPYIO
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b. JUCTOBKA
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JlucToBKa: mH(poOpMaNus 32 NANMEHTA

Olumiant 1 mg puamupanu TaéJeTKH

Olumiant 2 mg ¢puamMupanu TadIeTKH

Olumiant 4 mg ¢puamupanu TadJaeTKu
6apunutiau6 (baricitinib)

IIpoyeTeTe BHMMATEIHO ISJIAaTa JUCTOBKA, MPEH A 3all04HeTe 1a IpHeMaTe TOBA JIEKapCTBO, Thil

KaTo TH ChAbp:Ka BaxHa 3a Bac nundgopmanus.

- 3amaseTe Ta3u JUCTOBKAa. Mojke 1a ce HaJIOkKH J1a 5 IPOYETETE OTHOBO.

- AKO MMaTe HSIKaKBH JOMBJIHUTEIHN BBIIPOCH, TONUTalTe Bamms nekap, unu gpapmanesT, Uin
MEIUIMHCKA CECTpa.

- ToBa siekapcTBO € npeanucaHo JM4HO Ha Bac. He ro npeorcrsnBaiite Ha apyru xopa. To moxe na
UM HaBpe/H, HE3aBUCUMO Ye MPU3HAIUTE Ha TAXHOTO 3a00JsBaHe ca ChIIMTe KaTo Bammre.

- AKO MONTyYHTe HAKAKBH HEXEIaHU peakiny, yBeaomere Bams nexap, nim ¢papManeBT, Wi
MCIUIMHCKa CECTpa. ToBa BKIIIOYBA U BCUYKH BH3MOXKHHU HEXKEJIaHU pCaKkuru, HEOIMUCAaH! B Ta3U
JTUCcTOBKA. BrxTte Touka 4.

Kakso CbABbpPiKa Ta3u JUCTOBKA

KaxBo npencrapisBa Olumiant i 3a KaKBO C€ M3ITOJI3BA
Kakso tps6Ba 1a 3Haere, mpeau aa npuemerte Olumiant
Kax ga mpuemarte Olumiant

Bb3MOKHH HEKEIIAHN PEaKIIUH

Kaxk nma cpxpansiate Olumiant

ChIppiKaHUE Ha OMAKOBKATA U JOIBJIHUTEIHA HHPOPMAIIUS

ourwNhE

1. Kaxkso npeacrasiasisa Olumiant u 3a KakBO ce H3M0JI3BA

Olumiant ceabpika aKTUBHOTO BeliecTBO OapuuTHHUO. Toli IpHHAIEKN KbM IpyIia JIeKapcTBa,
Hape4yeH! HHXUOUTOpH Ha SIHyC KMHA3aTa, KOMTO [TOMaraT 3a HaMaJlsiBaHe Ha Bh3MaJICHHETO.

PesmaToneH aprpur

Olumiant ce u3mon3Ba 3a JieueHUE HA Bb3PACTHH C YMEPEHO TEIKBK JI0 TEIKBK PEBMATOUICH apTPUT -
BB3MNAIUTEIHO 3200JI1BaHE HA CTABUTE, aKO MPEJUIIHA Tepanus He IeHCTBa JOCTaThbUHO 100pe Ui He ce
nonacst. Olumiant moxe 1a ObJie U3MOI3BaH CAMOCTOSITEITHO WM 3a€JHO C HSKOM JPYTH JICKapcTBa, KaTo
METOTpPEKCAT.

Olumiant neiicTBa KaTO HaMassiBa aKTUBHOCTTA HAa €H3MM B OpraHM3Ma, HapeyeH ,,SIHyc KuHa3a“™, KOUTo
ydacTBa BbB Bb3MajeHueTo. Upe3 HamasiBaHe Ha akTUBHOCTTA Ha To3u en3uM, Olumiant momara 3a
HaMaJsiBaHe Ha 0oJIKaTa, CKOBAHOCTTAa U OTOKA B CTaBUTE, yMOpaTa U [loMara Jia ce 3a0aBU yBpPEXKIaHETO
Ha KOCTHUTE U XpylLisuiuTe B craBuTe. Te3n edexru morart qa Bu nomorsar aa u3sbpiiBate oOMyaiHUTE
€)XXEJHEBHU JIEHHOCTHU U TaKa Ja ce MoA00py CBBP3aHOTO ChC 3[PAaBETO KAUYECTBO HA J)KUBOT IIPU
MAIUEHTUTE C PEBMATOUACH apTPHT.

AToOnuYeH AepMaTUT

Olumiant ce ©3m0713Ba 32 JIEYEHUE HA A€l Ha Bb3PacT OT 2 TOIMHM, IOHOIIN U Ha BB3PACTHHU C YMEPEHO
TEXBK 10 TeXBK aTOMUYEH JEPMATUT, U3BECTEH OIle KaTo aTonuyHa ex3zema. Olumiant Moxe na ce
M3I0JI3BA C JIEKapCTBa 3a €K3eMa, KOUTO CE HAHACAT BbPXY KOXKaTa, MJIN JIa c€ M3I0JI3Ba CAMOCTOSTEIHO.

Olumiant geiicTBa KaTO HaMajsBa AKTHBHOCTTA HA €H3MM B OpraHM3Ma, HapeUeH ,,JIHyC KiHa3a", KOMTO
y4acTBa BbB Bb3NalicHUEeTO. Upe3 HamallsiBaHe Ha aKTUBHOCTTA Ha To3u eH3uM Olumiant momara 3a
nonoOpsiBaHe Ha ChCTOSTHUETO Ha BamaTa koxka n HamainsBaHe Ha chpOexa. OcBed ToBa Olumiant momara
3a MoI00psiBaHEe HAa HAPYIICHUETO HA CHHS (TIOPaIu ChpOEeXK) U ISUIOCTHOTO KAYECTBO HA JKUBOT.
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YcranoseHo e, ue Olumiant momoOpsiBa CHMITTOMH KaTo KOXKHA 00JIKa, TPEBOKHOCT U ACTIPECHs, CBhP3aHN
C aTOMMYEH JepPMAaTHT.

AJoneuus apeara

Olumiant ce u3MoN3Ba 3a JeUeHNE HAa BB3PACTHHU C TEXKa aJIONEIHs apeaTa, aBTONMYHHO BB3MaJUTEITHO
3a0oIsBaHe, XapaKTepU3UPAIIO Ce ChC 3ary0a Ha Koca Oe3 Oeres3u 1Mo CKaira, JIMIETO | MOHSKOoTa 110
JPYTH 9acTH Ha TSAJIOTO, KOETO MOXKe J1a ObJe MOBTAPSAIIO CE U MTPOrPECHPAIIIO.

Olumiant geiicTBa KaTO HaMalsBa AKTHBHOCTTA HA €H3UM B OpraHu3Ma, HapeueH ,,SlHyc KuHa3a“, KOWTo
yd4acTBa BbB Bb3MalicHUEeTO. Upe3 HamalsiBaHe Ha aKTUBHOCTTA Ha TO3U eH3uM, Olumiant momara Ha
KocaTa Jia pacTe OTHOBO Ha CKaJIIa, JINIETO U IPYTH, 3aCETHATH OT 3a00JISIBAHETO, OOJIACTH I10 TSIIOTO.

IoauapTukyaapeH I0BeHHIEH HANMONIATHYEH APTPUT, APTPHUT, CBHP3aH ¢ eHTEe3UT U I0BEHUJIeH
ncopuaTuieH apTpUT

Olumiant ce U3noJ3Ba 3a JICYCHUE HA aKTHBEH MOJIMAPTHKYJIAPCH I0BSHHUJICH UIUOTIATHYCH apTPUT,
BB3NAMTETHO 3200JsIBaHe Ha CTaBUTE, MIPH Jiella HA BB3pacT 2 U MOBeYe TOJJHHH.

Olumiant ce u3M03Ba U 3a JICUCHWE Ha aKTUBEH apTPUT, CBBP3aH C CHTE3UT, BB3MATUTEIHO 3200 IsIBaHe
Ha CTaBUTC U MECTATa, KbJICTO CYXOXKHUJIUATA CE€ CbCIUHABAT C KOCTTA, IIpU A€1a HA BB3PacCT 2 ¥ TIoBeYe
TOJWHHU.

Olumiant ce n3mo3Ba U 3a JICYCHUE Ha aKTUBCH IOBEHUJICH IICOPHATHYCH apTPHUT, ChCTOSTHUE, KOETO €
BB3MNATUTETHO 3200JIIBaHE HAa CTABUTE, YECTO MPUAPYKEHO OT TICOPUA3HUC, TIPH Jiela Ha BB3pacT 2 U
noBeYe roJIMHU.

Olumiant Moxe 1a ce U3I0I3Ba CAMOCTOSITEITHO HITH 3a€THO C METOTPEKCAT.

2.  Kakso TpsioBa 1a 3Haete, npeau 1a npuemere Olumiant

He npuemaiite Olumiant

- aKo CTe aJIePrHYHU KbM OApUIIMTHHUO MM KbM HSKOSI OT OCTaHAJIHUTE ChCTABKH HA TOBA JIEKAPCTBO
(130poenu B TouKa 6).

- aKo cte OpeMeHHa WK CMsITaTa, Ye MOXKe Jla CTe OpeMeHHa.

IIpexynpe:kaeHus U nNpeanasHu MepKU
I'oBopere ¢ Bamms siekap wiu apManeBT, Mpeay U 1Mo Bpeme Ha jgeueHneto ¢ Olumiant, ako:
- cTe Ha Bb3pacT Haj 65 rogunu. [lanmeHTuTe Ha BB3pacT 65 rOIMHU U TTO-BB3PACTHA MOXKE J1a ca
U3JI0’KEHH Ha TIOBHIIICH PUCK OT HH(EKIMH, ChPIACUHH MPOOJIEMHU, BKIOYUTEIHO HH(PAPKT U HIKOU
BUI0BE pak. Bammsit siekap e oocsau ¢ Bac manu Olumiant e moxxomsy 3a Bac.

- nMaTe HHMEKIUs Wik, ako 9ecTo ce pa3bossiBare oT nHpeKIHU. YBeqomete Barus iekap, ako
MOJIyYUTE CUMIITOMH, KaTO TIOBUINICHA TEMITEPATYPa, PAHH, YYBCTBATE CE MO-U3MOPEHHU OTKOJIKOTO
OOMKHOBEHO MIJTH HMATe MPOOJIEMH ChC 3b0MTE, Thif KATO T€ MOTAT Ja OBJaT MPU3HAIM HA
uudexus. Olumiant Mmosxe 1a Hamamu CrocOOHOCTTa Ha Balus opranussM J1a ce 00pH ¢
I/IH(beKHI/II/I 1 MOKE J1a BJIOIIN CHUICCTBYBallla I/IH(beKHI/ISI HJIK Aa MMOBHUIIN PUCKA 1a pa3BUCTE HOBA
nHpekus. Ako UMaTe AUadeT WK CTe Ha Bh3pacT HaJl 65 TOAMHU, UM MOBUILCH PUCK J1a Pa3BUCTE
UHQEKIINY.

- “MaTe WK CTe MMAJU TIpeJIi ToBa TyOepKyno3a. Moxe Ja ce HAIOXKH Jia ce M3CIie/IBaTe 3a
TybepKyo3a peau aa Bu 6bae nprmoken Olumiant. Yeemgomere Barmmust jgekap, ako 1Mo Bpeme Ha
nedenue ¢ Olumiant momy4nTe yropura KalInia, TOBHUIIEHA TEMIIEPATypa, HOIIHO U3MOTABAHE U
3ary0a Ha TerJo, Thi KaTo T€ MOTaT Ja OBbJaT MPpU3HAIK Ha TyOepKyI103a

- cTe nuMaiu xeprec HHdeknus (xeprec 30ctep), 3amoro pu geuerre ¢ Olumiant s mosxke ma ce
TIOSIBH OTHOBO. YBemoMeTe Bammst ekap, ako mo Bpeme Ha JiedeHreTo ¢ Olumiant moryduTe
00JIe3HEH KOXKEH OOpUB ¢ MEXYpH, TOH MOXKeE JIa € IPU3HAK Ha XepIiec 30CTep

- “MaTe WK CTe UMaNH Tpeau ToBa xenatut B wim xenatut C

- Bu npencron nmynusammsi. JJokato m3nomeate Olumiant, He TpsiOBa 1a Bu 6b1aT npuaranm
HAKOU (’)KUBW) BaKCHHHU
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- UMaTe WIN CTe UMAJIM Pak, ITyIIad CTe WM cTe OMIIM MyIIad B MUHAJIOTO, 3a110TO Bammsr nexap
e o6chau ¢ Bac qanmm Olumiant e moaxomsiug 3a Bac

- “MaTe HapymieHa (pyHKIUs Ha YepHUs Apo0

- MMaTe WIN CTe UMAJIM POOJIEMH ChC ChPLETO, 3am0TO BammsaT nexap me oochau ¢ Bac namm
Olumiant e moaxosr 3a Bac

- IIpEe/IM TOBA CTE MMAJI KPhBHH CHCHPELM BHB BEHHTE HA KpakaTa (IbI00Ka BEHO3HA TPOMOO03a) HITH
Oenute apoboBe (OenoapoOHa eMOO0HS), HIIM HMaTe OBUIIECH PUCK OT Pa3BUTUE HA TOBA
(HampuMep aKo cTe NpeThpPIEIH CKOPOIIHA TOJIsIMa OIEePaLHs, aKO U3I0JI3BAaTe XOPMOHAIHU
KOHTpAICNITHBU/XOPMOHAJIHA 3aMECTHTEIIHA TepaIusl WM ako npu Bac wim Bammre Gnusku
POIHUHHM C€ YCTaHOBH HapylICHHE Ha KPbBOCHCHPBaHETO). BammsaT nekap e oochau ¢ Bac namm
Olumiant e noaxoms 3a Bac. YBenomere Bamms nekap, ako moiy4uTe BHE3aICH 3a/1yX WIN
3aTpyAHEHO AWIIaHe, OOJKa B ThpJUTE WK OOJKa B TOPHATA YacT Ha T'bp0a, MOAyBaHe Ha Kpaka
WK pbKaTa, 00JIKa B Kpaka WM YyBCTBUTEIHOCT HIIH 3aUepBsBaHe, MM IIPOMSHA B I[BETA HA Kpaka
WIN pbKaTa, ThH KaTo TOBa MOXe Ja ObAaT MPU3HALM HA KPHBHHU ChCUPEH BHB BEHHUTE

- CTE UMalll TUBEPTHKYIIUT (BU Bh3NaJICHHE Ha Ae0eI0TO YepPBO) UM 53Ba Ha CTOMaxa WM YepBara
(BmKkTe TOuKa 4)

- HEMEJIAaHOMEH pakK Ha KokaTa € HaOJio1aBaH npy nanuenTd, npuemanm Olumiant. Bammust nekap
Moxe Jla By nipenopbya aa npaBuTe peAOBHH JEPMATOJIOTHYHH MIPETIIE/IH, IOKATO ITpUeMare
Olumiant. Ako o Bpeme Ha HJIH CJIe] TEPAIUATa CE TOABIT HOBH KOXKHU JIC3UH HITH aKO
ChHIIECTBYBAIUTE JIE3UU TPOMEHST BHHIIHUS CH BUI, yBeloMeTe Bammst exap.

Axo 3a0esexuTe HIAKOS OT CIIeTHUTE CePHO3HH HEXeJaHH PeaKIuH, TpA0Ba He3a0aBHO J1a YBEIOMHTE

JeKap:

- XpHITOBE

- CHJTHA 3aMasHOCT WJIM BUCHE HA CBAT

- MO/TyBaHE HA YCTHHUTE, €3UKa WM I'bPIOTO

- ypTuKapus (CbpOex WIH KOXKEH 00PHB)

- CHJTHa KOpeMHa 00JIKa, 0COOEHO MPHPYKEHA OT IMOBHIIEHa TEMIIepaTypa, rajieHe 1 MOBpPbIIaHe.

- cuitHa OOJIKa WM CTSraHe B IbpIuUTe (KOSTO MOXKE J]a Ce pa3IpOCTPaHU KbM PBIETE, YETICTTa,
Bpara, rbpoa)

- 3aayx

- CTyZAEHA MOT

- €IHOCTpaHHa caboCT B phKaTa U/MiM Kpaka

- HEsICeH FOBOP

Moxe 1a ce HaJO0XKH1 Ja paBUTe KPbBHU H3CJIEIBAaHHS IPEAH 3a 3amovHeTe npuema Ha Olumiant nnmm
JOKaTO TO MpHeMaTe, 3a J1a ce IPOBEPH Jallil HAMAaTe HUCHK Opoil Ha epUTPOLUTUTE (AaHEMUS ), HUCBHK Opoit
Ha JICBKOLUUTHTE (HEYTPOTICHUSI WIIH JTUM(OIICHHNS ), BACOKU CTOMHOCTH Ha MacTHTE (X0JIeCTepoll) B KpbBTa
WM BUCOKM CTOMHOCTH Ha YepHOJPOOHHUTE CH3UMH, 3a Jia Ce TapaHThpa, ue jeueHuero ¢ Olumiant Hsima
Jla TPUYHUHA TTPOOIeMH.

Jlena v roHOIIM
AKO ¢ BB3MOXKHO, Ha JIeTiaTa 1 IOHOIINTE TPOBa a ObJaT HAIIPABEHN BCUYKH HEOOXOIUMH BaKCHHAIINH,
npean na u3nomsat Olumiant.

He nmaBaiiTe ToBa IeKapCTBO Ha JIella Ha BB3PACT MO 2 TOIUHH.

He naBaiite ToBa nekapcTBO Ha AeLia M FOHOLIM C ajloNeNnys apeaTa Ha Bb3pacT o 18 roaunu, 3amoro
nurcBa nHpopManus 3a ynorpeda mpu ToBa 3a0oJsBaHe.

Jpyru gekapcrea u Olumiant

Undopmupaiite Bammst nexap uwim hapManeBT, ako IpueMaTe, HACKOpO CTe MpUeMalTi WK € Bb3MOXKHO
Jla IpreMaTe HIKaKBH JIPYTH JIEKapCTBa.

60



VBenomerte Baruust nexap winu papmaneBt npeau aa npuemere Olumiant, ako npremaTe HIKaKBH IPyTH

JIeKapcTBa, KaTo:

- mpobenenu (3a momarpa), Thil KaTo TOBA JIEKAPCTBO MOKeE J1a MOBHMIIK HuBaTa Ha Olumiant B
KpbBTa Bu. Ao nmpuemate mpobeHenu 1, npenopbruntensata go3a Olumiant 3a Be3pactau e 2 mg
BEIHBK THEBHO, a TIPH JIella U FOHOIIN J103aTa TPsAOBa Jla c€ HaMaJld HaIllOJIOBHHA.

- WH)KEKIIMOHHH aHTHPEBMATOHTHH JICKapCTBa

- WH)KEKIIMOHHHM JIEKapCTBa, KOUTO IMOTHCKAT UIMyHHATa CUCTEMa, BKIIIOYUTEIHO TaKa HApEUCHUTE
,»TapreTHU OMOJIOTUYHH JIeKapcTBa (aHTHTENa)

- JIeKapcTBa, KOUTO CE U3MOI3BAT 32 KOHTPOJIMPAaHE HA UMYHHUS OTTOBOP Ha OPraHu3Ma, KaTo
HaNpHUMep a3aTHONPHH, TAKPOIUMYC MU IUKIOCIIOPHH

- JPYTH JISKapCTBa, MPUHAJUICKAIM KbM IpyliaTa Ha MHXHOUTOpH Ha SIHyC KnHa3aTta

- JIEKapCTBa, KOMTO MOTAT Jia yBeJInyaT Ipu Bac pucka oT JUBEPTUKYIINUT, KATO HECTEPOUIHU
MIPOTHBOBB3MAIMTENHH JieKapcTBa (0OMKHOBEHO M3IIOJI3BAHU 3a JICYCHUE HA OOJIE3HEHU H/HITH
BB3NAJIMTCIIHU CBCTOSIHNA HAa MYCKYJIUTE UIIN CTaBI/ITC) I/I/I/IJII/I OIMHOUJHU aHAJITCTHUIIN (I/I3HOH3BaHI/I
3a JICUCHUE Ha CUJTHA OOJIKA), 1/UIIK KOPTUKOCTEPOU 1 (OOMKHOBEHO M3IOJI3BAHU 32 JICUCHHUE Ha
BB3MAJMTEIHA ChCTOSHUS) (BUXKTE TOUKa 4).

BbpeMeHHOCT 1 KbpMeHe
AKO cTe OpeMeHHa WM KbpMHUTE, CMATATe, Y€ MOJXKE J1a CTe OpeMEHHa WK TIaHUpaTe OPEMEHHOCT, Ce
MOCHBETBANTE ¢ Barmms iekap nim GapManeBT, IpeIH 1a 3a0YHETe J1a IPUEeMaTe TOBa JIEKapCTBO.

Tps6Ba na n3mon3Bare ePeKTUBEH METOI HAa KOHTPAIICTIIINS, 32 J]a N30eTHeTe 3a0peMeHsIBaHe 110 BpeMe Ha
neuerrero ¢ Olumiant i Haii-mManKo eHa ceMUIIA CIIE TpreMa Ha mocieanaTa gosza Olumiant. Tpsosa
na yBegomute Barmust iekap, ako 3abpeMeneete, Thit kato Olumiant He TpsOBa a ce U3Moi3Ba MO BpeMe
Ha OpPEMEHHOCT.

He tpsi6Ba na u3nmonssare Olumiant qokato kbpMuTE, THil KATO HE € H3BECTBO Jajld TOBA JICKAPCTBO
npeMruHaBa B KbpMata. Bue u BammsT jekap e pemmre, Jaiu e KbPMHUTE WK e U3IT0JI3BaTe
Olumiant. He TpsiOBa ia mpaBuTe u qBETE.

Illo¢gupane u padora ¢ MAIIMHA
Olumiant He oka3Ba BIHMSHHS BbPXY CIIOCOOHOCTTA 32 MO(pHUpPaHe U paboTa ¢ MALINHH.

Olumiant cbabpika HATpPHIi
ToBa sekapcTBO Chabprka mo-Maiko ot 1 mmol Hatpwuii (23 mg) Ha TabneTKa, T.e. MOXKeE Jia ce Kaxe, 4e
HPaKTUYECKH HE ChIbprKa HATPUI

3. Kak 1a mpuemate Olumiant

JleaenueTo TpA6Ba 1a Obe 3aIOYHATO OT JIEKap C ONMUT B IMATHOCTHKATA U JIeYeHneTo Ha Bameto
3aboisiBaHe. BuHaru npuemaiite ToBa JIEKapcTBO TOYHO KakTo Bu e kazan Bamust nekap wiu GapmanesT.
AKO HE cTe CUTYPHH B HEIIO, MONMTaiiTe Barmmis iekap win ¢papMariesnT.

Bb3pacTHu ¢ peBMATOHICH APTPHUT, aTONHMYEH ISPMATUT U AJIONELNHs apeaTa

[IpenopbunTennara n103a € 4 Mg BeAHbK AHEBHO. Bammst gexap mosxe na Bu gane mo-Hucka mo3a — 2 mg
BEIHBX JHEBHO, 0COOCHO, aKO CTe Ha Bb3pacT HaJl 65 roguHu UiH, ako UMaTe MOBHUILEH PUCK OT
uHGEKINH, 0T 00pa3yBaHe Ha KPBBHU ChCUPELH, OT TOJIEMH ChPACYHO-CHAOBH CHOUTHS WM PaK.

AKO JIeKapcTBOTO AeHCTBa N00pe, BammsaT gexap Moxe Aa pely 1a HaMald 103ata.

Axko nMaTe HamaseHa 0nOpeuHa QyHKIH, mpenopbunTennarta go3a Olumiant e 2 mg BeHBK THEBHO.
Ynorpeb6a npu gena u 10OHOLINA

[Ipenopbuntennata n103a € 4 mg BeAHHK AHEBHO 3a manuenT > 30 kg. 3a manuentn ot 10 kg 1o < 30 kg
MpenopbUYUTENHATA 71032 € 2 MZ BEAHBK THEBHO.
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Axo nmarte HamajeHa Ob0peuHa GyHKITHS, IpermopbuBanara go3a Olumiant TpssOBa qa ce Hamamu
HATIOJIOBHHA.

[Ipu meauaTpudHu MaIMEeHTH, KOUTO HE MOTAT J1a TIOTIIBIAT TaOJIEeTKUTE 1eJH, TAOJIETKIUTE MOTAT J1a ce

pa3TBApAT BbB BOJA!

- IMocrageTe 1s1aTa Tabnetka B ¢ba ¢ 5-10 ml Boya Ha craitHa TemrepaTypa U BHUMATEITHO
paskiareTe, 3a Jia ce pa3TBOpH (pasnajHe Ha yacTu). Moxe na oTHeMe 10 10 MUHYTH, TOKATO
TableTKaTa ce pa3najHe U o0pa3yBa MbTHa 01e10po30Ba cycreH3us. Moxe J1a HACThIIH U3BECTHO
yTasiBaHe.

- Cnen kaTo TabneTKaTa ce pa3najiHe, BHUMATEITHO Pa3KIATEeTe OTHOBO M HE3a0aBHO ITPHEMETE
LSUIOTO ChAbPIKAHUE.

- W3miakaere koHTelHepa ¢ 5-10 ml Boga Ha craiiHa TeMepaTypa 4pe3 pasKiallane u mpueMeTe
TEYHOCTTA BEJIHAra, 3a 1a CTe CUTYPHH, Y€ € IIOCTUTHATA IIbJIHATA 1034.

3a pa3TBapsiHe Ha TabneTkaTa TpsIOBa Jja ce M3MOJI3Ba CaMo BOJIA.

Cren kato TabieTkaTta ce paslajHe BbB BOJIA, TS MOXKE Jia Ce U3I0J3Ba 10 4 yaca, ako ce ChXpaHsiBa Ha
CTailHa TeMIiepaTtypa.

AKko TabneTka ce e pasnajHaiia BbB BOJaTa U € IPHeTa caMo YacT OT /103aTa, U3UaKaiTe 10 CIIeABalUs]
JIeH, 3a Jja IpUeMeTe Cle/lBallaTa [IaHupaHa 103a.

Hayun Ha npuioxeHue

Olumiant e mpeanasHaven 3a mepopanto (Ipe3 ycrara) npuinokenue. TpsOBa ga rapTHeTE Bamara
TabJIeTKa C MaJIKO Boja. MoXeTe 1a mpreMare TabIeTKUTe Che Wi 0e3 xpaHa. 3a aa He 3a0paBsre 3a
npuema Ha Olumiant, Moke 1a Bu e mo-j1ecHo aa ro mpueMate o €THO B CHIII0 BpeMe BCEKH JICH.

AKo CcTe mpueJIu MoBeye oT Heodoxoaumara go3a Olumiant
Axo cre npuenu osede Olumiant otkonkoro TpsidBa, cBbpxkeTe ce ¢ Bammst iekap. Moske zia mosydnte
HSIKOM OT HEeXeNaHuTe e()eKTH, OMMCaHy B TOUKa 4.

AKo cTe nponycHaau na npuemere Olumiant

- AXoO cTe IpOnyCHaNM /1033, IPUEMETE 51 BeJJHAra IIIOM CE€ CETUTE.

- AXoO He CTe ce CeTHJIM 3a J103aTa Ipe3 LeNus JICH, IPOCTO MPECKOoUeTe MPOITyCHATaTa 1032 U Ha
ClIe/IBAILKSI JICH MTPUEMETE CaMo €/IHa 71032 KaKTO OOMKHOBEHO.

- He mpuemaiite n1BoiiHa 1034, 3a J]a KOMIICHCHpATE MPOITycHAaTaTa TabJaeTKa.

Axo cte cnpesin mpuema Ha Olumiant
He crimpaiite npuema na Olumiant, oceen ako Barmmsr nekap He Bu kaxe aa cripete aa ro nmpremare.

AKO UMaTe HAKaKBH JIOBJIHUTEIHN BBIIPOCH, CBBP3aHHU C yIoTpedaTa Ha TOBA JIEKAPCTBO, MTOMUTAHTE
Bammus nexap wnu GpapManesT.

4, Bb3MOKHH HexeJTaHH pPeaKkumumn

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NMPEAN3BHUKa HEXKEIaHN pEaKIUK, BBIIPEKU Y€ HE
BCCKH I' ITIOJIy4aBa.

Cepuno3Hu HesKeJIaHU peakuuu

HNudexuus, kaTo HANpUMepP XepIiec 30cTep U MHEBMOHMS, KOSITO Moske 11a 3acerHe Ao 1 Ha 10 mymm:

YBenomere Bammst gekap nian He3a0aBHO MOTHPCETE MEIULIMHCKA [TOMOIL, aKO MOJIyYUTE CICAHUTE

CHUMIITOMH, KOUTO MOTaT 1a ObAT MPU3HALM Ha!

- xeprec 30cTep: 00e3HEH KOKEH OOpUB ¢ MEXYPH U MOBHIICHA TeMIIepaTypa (MHOTO PSAKO IpU
aTONMYEH JEPMATHT M HEYECTO IPH AJIOTICLIUS apeaTa)

- ITHEBMOHMSI: IPOIBDKUTENIHA KAIUTUIA, TPECKa, 334yX 1 yMopa (He4ecTo Npu aTONMUYCH JICPMATHT
W aJIoNeLHs apeara)

Cepuo3Ha MIHEBMOHHMS U CEPHO3aH XEPIIEC 30CTEP Ca HEUECTH.
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Jpyru HexenaHu peakuuu

MHuoro yectn (Moxe ja 3acersar nmosede ot 1 va 10 gymm):

I/IH(I)eKI_II/II/I Ha I'bPJIOTO U HOCA
BHCOKHU HHMBA Ha MAaCTHUTC B KPBBTA (XOHGCTepOH), JAOKa3aHU C MOMOIITA Ha U3CJICABAHC HAa KPbBTA

Yecru (Moxe aa 3acernar a0 1 va 10 aymm):

xepriec (Xeprec CHMILIEKC)

uHGEKITH, TPUUMHSBAIIA TaJcHE WK Auapus (TaCTPOCHTEPHUT)

vH(}EKIHs Ha MUKOYHUTE IHTUIIA

MOBUIIICH OpOil Ha TPOMOOIMTHTE (KJICTKH, KOUTO y4acTBaT B KPbBOCKCHPBAHETO), IOKA3aHO C
MOMOIIITa Ha KPBBHO M3CJIeIBaHe (HEYECTO MPH aTOMMUCH ACPMATHUT U aJIONELHs apeara)
ry1aBobonue

rajieHe (HeYecTo MpH aToNUYeH JIePMATHT)

OoJika B cToMaxa (TOBa € HeUeCTO IIPH aJONeLus apeaTa)

BUCOKH HHMBA Ha YCPHOAPOOHUTE EH3UMH, JJOKA3aHU C TIOMOIITa Ha U3CJIC/IBAHE HAa KPBBTa (HEUYECTO
IIPU aTONUYEH JePMaTHT)

06puB

akHe (HedecTo MPH PEeBMATOUJICH apTPHT)

ITOBUIIIEHO HUBO HA €H3WM, HapedeH KpeaTHHKWHA3a, JOKa3aHO C TOMOIITa Ha U3CJIeJIBaHe Ha
KpBBTa (HEYECTO IIPH PEBMATOHICH apTPHUT)

BB3NaJIeHHE (TTOAyBaHe) HAa KOCMEHHUTE (DOTMKYIIH, 0COOSHO B 00JIacTTa Ha CKaja, CBbP3aHO C
pacTtexa Ha Kocata (HaOJIr01aBaHO IIPH aJIOTIeIIHs apeaTa)

Heuecrn (Moxe nma 3acernat 10 1 ava 100 qymm):

HHCBK Opoii Ha GenuTe KpbBHH KIETKU (HEyTpod i), J0Ka3aH ¢ MOMOIITA Ha M3CI/IeIBaHE Ha
KpPBBTa

BUCOKHM HUBA Ha MacTHTe (TPUIJIMIIEPUAN) B KPBBTA, IOKA3aHH C TOMOIITA Ha U3CIIeIBaHE Ha
KpPBBTa

BUCOKHM HUBA Ha YEPHOJPOOHU €H3MMH, JOKA3aH!U C TIOMOIITA Ha U3CJIeIBaHe HA KPHBTa (TOBA €
4eCTO MPH aJIONeLHs apeara)

Ha/IIaBaHe Ha TErJIo

MO/IyBaHE Ha JIULETO

ypTUKApUs

ChCUpPELU B KPHbBOHOCHHUTE ChAOBE Ha Oenust 1pod

ChCUpPELY BB BEHUTE Ha KpaKaTa WM MaJIKUs Ta3, HapeueHo AbI0oKa BeHo3Ha Tpombo3a ([IBT)
JTUBEPTUKYIHT (O0JIC3HEHO BH3MAJICHUE Ha MAJIKU JKOOOBE B JIMTABUIATA HA YESPBOTO)

Jlena v roHOIIM

MoauapTukynapeH WBEeHWIEH WINONATHYEH apTPUT, apTPUT, CBHP3aH C €HTEe3UT U I0BEeHHJIeH
ncopuaTuyeH apTpur: B mpoyuBaHe npu Jiena Ha Bb3pacT 2 TOJWHHU U MTO-TOJIEMH C
MOJIMAPTHKYJIAPEH IOBCHHUJICH HIUONIATHYCH apTPUT, apTPUT, CBBP3aH C CHTE3UT U IOBSHHJICH
MICOpPHUATHYEH apTPUT, TIIABOOOJIMETO € MHOTO YeCTO, HUCKUAT Opoii Oesi KpbBHU KJIETKH U KPBBHU
chcUpenuTe B OenuTe npoOoBe ca yecTH (Besiko 1 ot 82 mera).

IlequaTpuyeH aTonuyeH AepMaTuT: B mpoyusane mmpu Jena Ha Bb3pacT 2 TOAMHU U TIO-TOJIEMH C
aTONMYEH JEPMATHT HEXKEIAaHUTE PEAaKIHU ca B CHOTBETCTBHE C TE3H, HAOIIOJaBaH! IIPU BB3PACTHU
MalMeHTH, C U3KITF0YEeHNE Ha HUCHK Opoii Oenn KphBHU KIETKU (HEYTPOQHIHN), KOETO € TI0-4eCTO B
CpaBHEHHE C Bb3PacTHH.

Cpo0maBaHe HA He:KeJIaHU PeaKINu
AKO MOJTyYlTe HSIKaKBH HEXEJIaHU JICKAPCTBEHH PEeaKLy, yBegomeTe Bamms nekap, papmaneBT uim
MeIMIMHCKa cecTpa. ToBa BKIIOUYBa BCHUKH Bb3MOXHH, HEOIIMCAHU B Ta3H JINCTOBKA HEXKEJIAHU PEAKIIUH.
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MoskeTe ChIIO fa ChOOIINTE HeXKEIaHU PEakilii AUPSKTHO HAIlMOHAJIHA CHCTEMA 3a ChOOIIaBaHe,
nocouena B [Ipunoxkenne V.

Kato choOIiaBate HexenaHu peakiuu, MOXeTe Ja JaieTe CBOs MPHUHOC 33 MOJIyYaBaHe Ha MOBEUe
nH(pOpMAII OTHOCHO 0€30MMacCHOCTTa Ha TOBA JICKAPCTBO.

5. Kak na cexpansiBate Olumiant
CobxpaHsBaiiTe TOBa JIEKapCTBO HA MSICTO, HEJJOCTBITHO 32 JIela.
ToBa JekapcTBO HE M3UCKBA CIICIUAIHU YCIOBUS HA ChXPaHCHHE.

He n3non3BaiiTe TOBa JEKapCTBO Clie] CpOoKa Ha TOAHOCT, OTOEIsI3aH BHEPXY OMUCTEpa U KapTOHEHATA
omakoBKa chOoTBETHO cien ,,EXP“ u ,,l'onen 10:“. CpoKbT Ha TOTHOCT OTIOBAps HA TIOCIIEAHUS JICH OT
IIOCOYEHHS MECEII.

He u3xBbprsiite nekapcTBaTa B KaHAJIU3alMATa UM B KOHTEHEpa 3a JoMalTHu oTHaabiu. [lonuraiite
Bamms ¢apmanieBT Kak Aa H3XBBPIATE JIeKapcTBaTa, KOWTO Bede HE U3Io3Bare. Te3n Mepku 1me
CTIOMOTHAT 32 OTla3BaHEe Ha OKOJIHATA CPeaa.

6. Cpbabp:kaHne HA ONIAKOBKATA M JOI'bJHUTEIHA HHGOpMaLUst

Kakso cbabp:ka Olumiant
- AKTHBHOTO BelIeCcTBO € OapuiuTiHHUO. Besika Tabnerka chabpxa 2 wim 4 mg 0apuiuTuHUO.

- Jlpyrure ChCTaBKH ca: MUKPOKPHCTAIHA LIETyI03a, KpOCKapMeno3a HaTpuil (BHXKTE TOUKa 2
,Olumiant cbbpika HATPHIL*) , MAarHE3UEB CTeapaT, MAHUTOJ, YepBEH kene3eH okcun (E172),
aeuutuH (cost) (E322), makporos, moiau(BUHUIIOB aIKOXOJ), TAJIK M THTaHOB quokcun (E171).

Kaxk wzrnexkaa Olumiant u kakBo ¢bhabpska oNnaKoBKaTa
Ouimupanute Tabnetkn Olumiant 1 mg ca MHOTO CBETIOPO30BH, 6,75 MM KPbIiiu TaOIETKU C HAITUC
“Lilly” Bppxy enHaTa cTpana u “1” — Bppxy JApyrara.

Ounmupanunte Tadbaetkr Olumiant 2 mg ca cBeTmopososu, 9 X 7,5 MM mpoaparosaty TabIETKY ¢ HAIIIHC
“Lilly” Bppxy enHara cTpana u “2” — BbpXy Apyrara.

Ounmupanunte Tadbaetkn Olumiant 4 mg ca pozosu, 8,5 mm kpbrim Tabnerku ¢ Haamuc “Lilly” Bepxy
eIHaTa cTpaHa u “‘4” — BppXy Jpyrata.

TabneTkuTe ca 3a00J1€HN U ¢ BIUTHOHATH CTPaHH, 32 J1a CE yJIECHU U3BAKIAHETO FIM.

Olumiant 1 mg ce npemnara B OiucTepy, ChabpxKamy 1o 14 u 28 TabneTku B KaJeHAapHH OJHCTEPH U B
neppopupaHu OIUCTEPU C SAMHUYHU 103U, Chabpikanm 1mo 28 x 1 Tabnetku . Olumiant 2 mg u 4 mg ce
npeiarat B Oiuctepu, chabpikaiy o 14, 28, 35, 56, 84 u 98 tabneTku B KaneHIapHU OJIMCTEPH U B
nepdopupatu OIMCTEPU C SAMHUYHU J031, Chabpxkaiiy 1o 28 X 1 u 84 X 1 tabnetku. He Bcuuku BumoBe
OIIaKOBKM MOTaT aa ObJaT IMyCHATH Ha masapa.,

IIpureskaTes Ha pa3peLIeHUETO 32 yoTpeda

Eli Lilly Nederland B.V., Papendorpseweg 83, 3528BJ, Utrecht, Hunepnanaus.
IIpouszBoaure

Lilly S.A., Avda. de la Industria 30, 28108 Alcobendas, Madrid, Ucnanus.

3a JOII'BJIHUTCIIHA I/IH(l)OpMaI_[I/I}I OTHOCHO TOBa JICKapCTBO, MOJIs, CBBPIKETE CE C JIOKAJIHUS NPEACTaBUTCH
Ha OPUTCIKATCIIA Ha pa3pCIICHUCTO 3a yHOTpe6a:

Belgique/Belgié/Belgien Lietuva
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Eli Lilly Benelux S.A./N.V.
Tél/Tel: + 32-(0)2 548 84 84

Bbarapus
TII "Enu Jlunu Hepepnaun" b.B. - benrapus
Tea. + 359 2 491 41 40

Ceska republika
ELILILLY CR, s.r.o.
Tel: + 420 234 664 111

Danmark
Eli Lilly Danmark A/S
TIf: +45 45 26 60 00

Deutschland
Lilly Deutschland GmbH
Tel. + 49-(0) 6172 273 2222

Eesti
Eli Lilly Nederland B.V.
Tel: +372 6 817 280

EAlrada
OAPMAZEPB-AIAAY A.E.B.E.
TnA: +30 210 629 4600

Espafia
Lilly S.A.
Tel: + 34-91 663 50 00

France
Lilly France
Tél: +33-(0) 15549 34 34

Hrvatska
Eli Lilly Hrvatska d.o.o.
Tel: +385 1 2350 999

Ireland
Eli Lilly and Company (lreland) Limited
Tel: + 353-(0) 1 661 4377

island
Icepharma hf.
Simi + 354 540 8000

Italia
Eli Lilly Italia S.p.A.
Tel: + 39- 055 42571

Kvnpog
Phadisco Ltd
TnA: +357 22 715000

Latvija
Eli Lilly (Suisse) S.A Parstavnieciba Latvija
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Tel. +370 (5) 2649600

Luxembourg/Luxemburg
Eli Lilly Benelux S.A./N.V.
Tél/Tel: + 32-(0)2 548 84 84

Magyarorszag
Lilly Hungaria Kft.
Tel: + 36 1 328 5100

Malta
Charles de Giorgio Ltd.
Tel: + 356 25600 500

Nederland
Eli Lilly Nederland B.V.
Tel: + 31-(0) 30 60 25 800

Norge
Eli Lilly Norge A.S.
TIf: + 47 22 88 18 00

Osterreich
Eli Lilly Ges.m.b.H.
Tel: + 43-(0) 1711 780

Polska
Eli Lilly Polska Sp. z 0.0.
Tel: +48 22 440 33 00

Portugal
Lilly Portugal Produtos Farmacéuticos, Lda
Tel: + 351-21-4126600

Romania
Eli Lilly Roménia S.R.L.
Tel: + 40 21 4023000

Slovenija
Eli Lilly farmacevtska druzba, d.o.o.
Tel: +386 (0)1 580 00 10

Slovenska republika
Eli Lilly Slovakia s.r.o.
Tel: + 421 220 663 111

Suomi/Finland
Oy Eli Lilly Finland Ab
Puh/Tel: + 358-(0) 9 85 45 250

Sverige
Eli Lilly Sweden AB
Tel: + 46-(0) 8 7378800

United Kingdom (Northern Ireland)
Eli Lilly and Company (Ireland) Limited



Tel: +371 67364000

Tel: + 353-(0) 1 661 4377

I[aTa Ha MOCJICAHO NMpepasrjeKaaHe Ha JIMCTOBKaTa

JApyru u3rounuuu Ha uHGopmanus

[HonpoOna nnpopmanys 3a TOBa JEKapcTBO € MpeA0oCTaBeHa Ha yeOcaiita Ha EBporieiickara areHuus mo

nekapcTsara http://www.ema.europa.eu.

QR kox ga 6b1e BKIOYEH + WwWw.olumiant.eu

MOJ'IH, OTCTPAHETE Ta3! YacCT OT JIUCTOBKATA U A1 HOCETE CbC cede cH.

HNudopmanus 3a nanueHTa 0THOCHO
OLUMIANT (6apuuuaTnnud)

To3u JOKYMEHT ChAbPKAa BAKHA
uHopmauus, KOSITO TPAOBA 1a 3HaeTe Mpeaun
u o BpeMe Ha Jjedenuero ¢ Olumiant.

Hocere ta3zu ungopmanus cbe cede cu U 5
[OKa3BaiTe Ha APYTUTE MEIULUHCKH
CIELMAINCTH, KOUTO HoJaraT Iprku 3a Bac niu
y4dacTBar B JieueHHeTo Bu.

Baniero nme:

BbpemenHoct:
* He npuematite Olumiant, ako cre OpemMeHHa

WM TIpejinonaraTe, 4e cre OpeMeHHa.

* U3nom3BaiiTe eeKTHBHA KOHTPALICTIITHS
nmokato puemare Olumiant (1 B
NPOIBIKCHUE HA | CeMUIIA CIIe/T CIIUpaHe
HA JICYCHUETO).

*  VBenomete Bamms nekap He3abaBHO, ako
3abpeMeHeeTe (MM UCKaTe J1a
3abpemMeHeeTe).

Nudexuumn:

Olumiant Moske /1a BITOIIH CHIIECTBYBAIIA
I/IH(i)CKHI/IH WKW Aa YBCJIMYM PUCKaA Aa IMMOJTy4YUTC
HOBa MH()EKIIYS, WK J]a YBEJIMYHM PUCKA OT
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Hme Ha aekaps (koiiTo Bu npenmnmcea
Olumiant):

Tenedonen HoMep HA J1eKapH:

peakTUBUpaHe Ha BUpycHA WHQpEKIHs. AKo umare
JIrabeT WK CTe Ha BB3PacT HaJ 65 TOJMHU, MOXKE
Jla UMaTe TIOBHUIIICH PUCK OT Pa3BUTHE HA
nHpeknuu. MH}exnusTa Moxe 1a CTaHe
CEpHO3Ha, aKO HE Ce JIEKyBa. YBeJI0OMeTe
He3abaBHO Bamms nekap, ako mony4ure
CUMITOMH Ha MH(MEKIHS, KATO HApUMED:
® TIOBHIIICHA TEMIICPATypa, PaHH, yCEIaHe 3a
MO-CHUJIHA YMOPA OT OOUYaiHO WITH
po0JIEMH ChC 3BOUTE
®  KallIWIla, KOSATO HE OT3ByYaBa, HOIIHO
U3MOTSABaHE U 3aryba Ha Terio. ToBa Moxe
na ObIaT CUMITOMH Ha TyOepKyiio3a
(mH)exo3Ho 3a00sBaHe Ha OennTe
npobose).
e 0OJIe3HECH KOXEH 00pHUB ¢ Mexypu. Toa
MOKe J1a ObJIe MPU3HAK Ha XEPIIeC 30CTeP
MHEKIHA.

HeMe1aHOMEH paK HA KOKATA

HemenanoMeH pak Ha Ko)kaTa € HaOJI0aBaH PH
narenTn, mpreMarnya Olumiant.

AKO 110 BpeMe Ha WJIM CJIE]] TeparusiTa ce TOABAT
HOBH KOKHH JIE3UH HJTH aKO CBIIECTBYBAIIUTE
JIE3UM TTPOMEHSAT BHHIIHUS CH BH/I, YBEIOMETE
Bamms nexap.

KpbBHU cheHpelnu:
Olumiant moske ma mpuunHK 3a00JsIBaHeE, IPH
KOeTo B Kpaka Bu na ce o6paszyBa KpbBeH
CBCUPEK, KONTO MOXKE J1a JOCTUTHE 10 Oenute Bu
npoboge. Madopmupaiite HezabaBHO Barmmms
JIeKap, ako UMaTe HIKOHW OT CIeTHUTE CHMIITOMHU:
e lloxyBane wim 0OJKa B €IUHUS KPaK WU
pBKa
e 3aTOIUISHE WM 3a4YepBsIBAHE HA €IUHUS
Kpaxk WIK pbKa
e HeouakBaH 3a1yx
e  VYUecTeHO JUIlaHe
e boiska B repauTe

HNudapKT Wian HHCYJIT

YBenomere Barus jekap He3a0aBHO, aKo

IMOJIy4YHTE HSKOH OT CJICAHUTEC CUMIITOMM.

- cWIHA 0OJIKa WJIM CTATaHe B I'bPIHUTE
(koeTo MOXe J1a ce pa3npoCTpaHt KbM
phIIETE, YETOCTTa, BpaTa, rbpba)

- 3aayx

- CTyJICHA TIOT

- eIHOCTpaHHa clIaboCT B pbKaTa H/Win
Kpaka

- HESICeH TOBOP
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