MHNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



vTo3I/1 JIEKapCTBEH MPOAYKT TOJUICKU Ha JOMBIHUTEIIHO HaOoieHre. ToBa 111e mo3Boiu Obp30To
YCTaHOBsIBaHE Ha HOBa HH(OpMAaIMs OTHOCHO Oe30macHOCTTa. OT METUITMHCKUTE CIICIIHATTUCTH Ce
M3WCKBA J1a ChOOIIABaT BCSIKA MTOA03MpaHa HeKellaHa peakiys. 3a HaunHa Ha ChOoOIaBaHe Ha HeXe-
JIaHW PEaKINHU BIKTE TOUKa 4.8.

1. HUME HA JIEKAPCTBEHMA TPOAYKT

CARVYKTI 3,2 x 10° — 1 x 10® kneTku uH(py3uOHHA TUCTIEPCUS

2. KAYECTBEH U KOJINMYECTBEH CHCTAB
2.1 OOwo onucanmne

CARVYKTI (uunraka0Oraren aBroseien (ciltacabtagene autoleucel)) € reHeTUYHO MOAU(HUITMPAH
ABTOJIOKEH KJICTHUYCH MPOMYKT, ChAbPKAI T KIeTKH, TPAHCAYIHUPAHH €X Vivo ¢ TIOMOIITA Ha
PCILTMKAIIMOHHO HCKOMIIETCHTCH JICHTUBUPYCCH BEKTOP, KOAWPAILl XUMEPCH aHTUT'CHCH PCUCIITOP
(chimeric antigen receptor, CAR), koliTo pa3no3HaBa aHTH-B KiIeThUHUS MaTypallMOHEH aHTUIeH

(B cell maturation antigen, BCMA), BxiIrouBan Jise aHTUTENA C eIWHUYEH JOMelH, cBhp3anu ¢ 4-1BB
KocTuMynupani fomeiH u CD3-3eTa curHajieH 10MenH.

2.2 KayecTBeH U KOJIHYECTBEH ChCTaB

Bceku crienuduuen 3a nanuenta nadysuoneH cak ¢ CARVYKTI cbabpika nuntakadTareH
aBTOJIEBLIEN B 3aBHCEIIA OT MapTUAaTa KOHIEHTPAIMs Ha aBTOJOXKHHU T KJIETKH, TeHETUIHO
Monu(UIIMPAHU Taka, de Jia ekcnpecupat antu-BCMA xumepen anturerneH perentop (CAR-
TIOJIOXKHUTENIHY Ku3HecrocoOH! T KieTkH) (BK. Touka 4.2). JIekapcTBEHUST MPOIYKT € ONaKOBaH B
eJ1H nH(Y3UOHEH CaK, ChAbPKaIll HH(Y3UOHHA KJICThYHA JUCTIEPCHS OT 3,2 X 10 mo 1 x 10® CAR-
MOJIOKUTEIIHH KU3HECTIOCOOHH T KIIETKH, CyCIICHIUPAaHH B KPUOKOHCEPBUPAILLL Pa3TBOP.

Ennn undysnoneH cak chabpxa 30 ml winu 70 ml uadysuonHa aucnepcust.

KiteThuHMAT ChCTaB U KPAHHUSIT KIETHUYCH OPOM 3aBHCAT OT TEJIECHOTO TEIJIO HA MAI[MeHTa U Bapupar
npu napTujaTa 3a Bceku naueHt. OcBeH T KIIeTKH, MOXeE Jla UMa KJIETKH €CTeCTBEHH YOMUIIN
(Natural Killer, NK).

KonmuecTBenara nHpOpMaIys 3a JeKapCTBEHUS MPOIYKT, BKIIOYBAIIA 00IIaTa KOHIIEHTPALHS
JKU3HECTIOCOOHH KIIETKH, 00eMa Ha aucrnepcusta u ooums opoii CAR+ KiIeTku Ha cak W JocTaBeHaTa
71032, € TpejicTaBeHa B MH()OPMAIIMOHHUS JINCT HAa MApTHIaTa, BKIIIOYEH B KpUOKAceTaTa, H3I0JI3BaHa
3a Tpa”cnoptupane Ha CARVYKTIL

HomonrHo(1) BemecTBo(a) C U3BECTHO JIEHCTBHUE

Bceska noza CARVYKTI ceappika 0,05 ml numerun cyndoxcun (DMSO) Ha ml 1 octarbunm
KOJTMYECTBA KAHAMUIIMH (BXK. TOUKa 4.4).

3a BIHUS CITUCHK HA TTIOMOITHUTE BEMIECTBA BIXKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

WHudy3nonna qucnepcust
besmeetHa 10 Os1a TUCTIEPCHS C KBITH U PO30BH HIOAHCH.



4. K/IMHUYHU JAHHHN
4.1 TepaneBTHYHHU MOKA3AHUS

CARVYKTI e nokazaH 3a e4eHNE Ha BE3PACTHU MAIUEHTH C PEIUIUBUAPAI U pedpakTepeH
MYJTHIUIEH MHEJIOM, KOUTO Ca MOJTyYUIId Hali-MaJIKO eJTHa MPEeX0THA TepaIvis, BKIFOYBAIIa
UMYHOMO/TYJIUPAIIO CPEJCTBO U MPOTECA30MEH HHXUOUTOP, IMOJIYYHIIH ca IPOTpecHs Ha 3a00IsIBAHETO
M0 BpeMe Ha TOCIICHATA Tepanusi U ca pehpaKTepPHU KbM JICHATHIOMHU/.

4.2 Jlo3upoBKAa M HAYMH HA MPUJIOKEHHE

CARVYKTI tpsidBa nma ce mpuiiara B KBaauuIupaH MEHTHP 3a JICUCHNE.

Tepanusra TpsiOBa J1a ce 3amoy4Ba Mo yKa3aHus U O HaOII0IEHNETO Ha MEANLMHCKH CIICIHAIIUCT C
OMHUT B JICYCHUETO Ha XEMaTOJIOTUYHH 3JI0KaueCTBEHH 3a00JsIBaHNs M 00yUeH 3a IPUIIaraHeTo u
neuennero Ha nanueHTn ¢ CARVYKTL

[Tpeau nndy3usaTa kBaauGUIUPAHUAT LIEHTHP 3a JIeUeHre TpsiOBa Aa pasmosara ¢ Hai-mMainko 1 no3a
TonmIM3ymad 3a ynotpeba B ciydail Ha CHHIPOM Ha OCBOOOXKIaBaHe Ha IUTOKUHU (cytokine release
syndrome, CRS) ¢ mocTsIl 10 mOmbIHATETHA 1032 B PAMKHUTE Ha 8 Yaca OT BCAKA MPEIX0aHA 71032 (BXK.
Touka 4.4). B ciydJaif Ha U3BBHpEHA CUTYaIMs, KOTATO HAMa HAJMYHOCT Ha TOIMIN3yMab mopaan
HEOOCTUT, OIIMCAH B KaTajiora 3a JIMIICBAlllX IIPOAYKTHU Ha EBpOHeﬁCKaTa arcHuuys 1o JIeKkapcTBara,
npean nHQPy3usaTa TpIOBa Ja ca Ha pasoNOKCHUE TTOIXOAAIIN AITEPHATHBHU MEPKH 3a JICYEHUE Ha
CRS BmecTo Tormmmmsymao.

[Mpeau nHQy3usaTa U IO BpeMe Ha Bb3CTAHOBUTEIHHUS TIEPHOJI TPSIOBA J]a MMa Ha Pa3loIoKeHUE
amaparypa 3a CIelHa MOMOIII.

ﬂosnpomca

CARVYKTI e npennaznaueH 3a aBTOJI0XKHO MPUIOKEHUE (BXK. Touka 4.4).

JleueHneTo ce ChCTOU OT €Ha J103a 33 HH(Y3UsL, Chabpikaia aucrepcus Ha CAR-nonoxuTenHu
JKu3HecnocoOHu T KIIETKU B €IMH UH(Y3UOHEH CakK.

Taprernara n03a e 0,75 x 10° CAR-nonoxurennu xuznecnocoonn T kieTku Ha kg TenecHo terio (e
HaaxBbpisama 1 x 108 CAR-nonoxutenau xusHecrnocoonu T KieTkn).

[Marmmentu c rerno 100 kg u mo-aucko: 0,5 - 1 x10° CAR-nonoxxuTenau xu3Hecriocoonu T KIeTKH Ha
kg TenecHo termo.

[Mauumentu ¢ terno Hax 100 kg: 0,5 - 1 x 108 CAR-nonoxurennu sxu3Hecnocoonn T KieTku (He ce
0a3npa Ha TEIECHOTO TETJIO).

Bwxre npuapyxapamius nHGopMalmoneH tuct Ha naprunata (LIS) 3a qoneiaanTenHa nHbOpMarus,
OTHACsIIA Ce 0 103aTa.

Mocmosa (bridging) mepanus
Ipenu undys3us va CARVYKTI nomuciere 3a MOCTOBa Tepamus o U300p Ha HpEANMCBAIIUS JIEKap
3a HaMaJIsIBaHE Ha TYMOPHHMS TOBap WJIM CTaOWIM3UpaHe Ha 3a00MABaHeTo (BXK. TOUKa 4.4).

IIpedsapumenno neuenue (cxema 3a IUMPOYUMHo uzuepnsane)

Cxemara 3a TUMQOIIMTHO U3YepIIBaHE TPSAOBA J1a C€ OTJIOKH, aKO HAKOM MaIMEHT HMa CEPUO3HU
HEXXETaHU PEaKIIMU OT MPE/IICCTBAIMTE MOCTOBH Teparnuy (BKJIIOYUTEIHO KITHHUYHO 3HAYMMA
aKTHBHA MH(EKIHS, Chp/IcUHa TOKCHYHOCT ¥ 0eJI0po0Ha TOKCHYHOCT) (BXK. TOYKa 5.1).
Hanuunero na CARVYKTI TpsiOBa 1a Obj1e OTBBP/ACHO HPE/H 3al0YBaHe Ha cXeMaTa 3a
TUM}OIMTHO U3UEpIIBAHE.

Cxema 3a TuM(OIUTHO U3YEPIIBAHE, CHCTOsAIIA ce OT IuKiIodochamuy 300 mg/m? MHTPABEHO3HO U
¢aynapabun 30 mg/m? MHTPaBEHO3HO, TPAOBA J1a Ce MPUJIAara BCEKU J€H B IPOABKEHHE Ha 3 JHM.
Nudys3usata Ha CARVYKTI TpsOBa xa ce mpritoku 5 10 7 THU CJIel 3aloyBaHe Ha cXxeMara 3a
TUM(OIMTHO U3UeprBaHe. AKO OT3BYYaBaHETO HA TOKCHYHOCTTA, IbJDKAIIA CE HA CXeMaTa 3a
nuMQOIMTHO U3YepIBaHe, 0 CTENeH | WK MO-HUCKA MPOABIDKY MMoBeue OT 14 THH, KaTo 10 TO3U



HauMH ce 3a0aBu npuioxeHrero Ha CARVYKTI, cxemara 3a muMOIMTHO H3UepriBaHe TpsiOBa aa ce
NIPUJIOKH OTHOBO CJie]] Haii-Mauiko 21 JTHM cliesl MbpBara Jio3a Ha ITbpBaTa cxema 3a JTMM(OIMTHO
M3YepIBaHe.

3a u3MeHeHusTa Ha Jo3aTta Ha nukiodochamun u Gpaynapabun Bmwxre cboTBeTHHTE KpaTku
XapaKTePUCTHUKH Ha MPOIyKTa Ha IUKiIopochamun u hiymapaduH.

Ipemeouxayus
Crnennnre lekapcTBa TpsiOBa Aa ce mpuiiokar Ha Bcudky naruenty 30 no 60 MuayTH nipeau nH(y3us
Ha CARVYKTI:

. AnrTtunmpetuk (mapamneramon 650 no 1 000 mg mepopaiTHO WM WHTPABEHO3HO).
. AnTtuxuctamuH (audenxuapamuH 25 10 50 mg Wiy eKBUBAJIEHT MIEPOPATHO HITH
MHTPABEHO3HO).

[Ipodunakruanata ynorpeda Ha CHCTEMHH KOPTUKOCTEPOHIN TPSIOBA 11a ce n305TBa, Thil KATO MOXKe
na nonusie BbpXy neiictBuero Ha CARVYKTIL

CrenyanHy nonyJianuu
Cmapuecka 6v3pacm
He e HeoOxoauMo Kopurupane Ha A03aTa Py MalMeHTH Ha BB3PacT > 65 roJuHU.

Tayuenmu, ceponosumuenu 3a eupyca na xenamum B (HBV), eupyca na xenamum C (HCV) unu
yogewkus umynooeguyumen supyc (HIV)

[Tonactosimem nuncsa onut B mpou3BoaAcTBOTO HAa CARVYKTI 3a manuenTu ¢ moioKuTeNeH TECT 3a
HIV, aktuBern HBV unu aktusen HCV. Ilpenu B3eMaHeTo Ha KJIETKH 3a IPOU3BOJCTBO HAa MPOAYKTA
TpsiOBa 11a ce u3Bbpiuu ckpunuur 3a HBV, HCV u HIV u npyru nHbekuno3Hn areaTy.

THeouampuuna nonynayus

bezomacHoctTa 1 epmkacHoctta Ha CARVYKTI mpu nena va Bp3pact o 18 ronuHu He ca
YCTaHOBEHH.

JIuncsar maHHU.

Hauux Ha npusioxeHue
CARVYKTI e camo 3a ”HTpaBEHO3HO MPUIIOKEHUE.

HE u3non3Baiite GunThp 3a JIEBKOIUTHO W3YEPIIBAHE.

Ilooeomosxa na CARVYKTI 3a ungysus

[Ipenu nH)y3UATa M IO BpeMe Ha Bh3CTaHOBUTEIHUS IEPHOJT TPSIOBA Ja Ce OCUTYPU HAINYHETO Ha
Tonmu3ymMad 1 00opy/IBaHe 3a CIIElIHA MTOMOII, HITH MOXO/ISIIN aITepHATUBHU MEPKH B CITydyail Ha
W3BBHPE/IHA CUTYAIHsI, KOTAaTO HAMA HAJTMYHOCT Ha TOLMIIN3YMal MOpajn HEJIOCTHT, OTIMCAH B
KaTaJora 3a JIMIICBAIM NMPOXYKTH Ha EBporeiickaTa areHIys no JiekapcTpaTa.

[penu nndysusara TpsdBa a ce TOTBBP/HU, Ye CAMOJIMYHOCTTA Ha TTAllMeHTa ChOTBETCTBA Ha
YHHKaJIHaTa nH(popManus 3a nanuenta spxy kpuokacerara Ha CARVYKTI, nndysnonnus cak u B
MH(QOPMAIIMOHHHS JIUCT Ha apTuaata (BxK. Touka 4.4).

JlekapcTBEHUSAT MPOAYKT He TpsiOBa /1a ce pa3MpassiBa, J0KaTO HAMa FOTOBHOCT 3a ynorpeda. Bpemero
3a pa3mpassBane Ha CARVYKTI u 3a undysus tpsoBa na ce koopaunupa. Bpemero 3a undysus
TpsiOBa J]a ce MOTBBP/IM MPEABAPUTEITHO M BPEMETO 32 3aII0YBaHE Ha pa3Mpa3ssBaHETO TPSIOBa jaa ce
agantupa taka, u¢ CARVYKTI na Obe Ha pasnonokeHue 3a HHPY3Hs, KOraTo MaliueHThT € FOTOB.
JlexapcTBEHUSAT MPOAYKT TPAOBA [1a ce MPUIIOKH He3a0aBHO clie pa3MpassiBaHe U nHQy3uara TpsoBa
Jla ce 3aBbpIIY B PaMKHTE Ha 2,5 yaca OT pa3MpassiBaHETO.

3a noapoOHM yKa3aHHsl OTHOCHO HOATOTOBKATA, IPUIIOKEHUETO, IPEANPUEMAHETO HA MEPKH B CITydail
Ha ciTydaeH KOHTakT U u3xBbpisiHeTo Ha CARVYKTI BuxTe Touka 6.6.



4.3 IIpoTuBOMOKA3aAHUA

CBpBX4yBCTBUTETHOCT KbM aKTHBHOTO(UTE) BEIIECTBO(a) WIM KbM HSAKOE OT IOMOIIHUTE BEIECTBa,
n30poeHu B Touka 6.1.

Tps0OBa na ce B3eMar npeaBH/I MPOTUBOMOKA3AHHUATA 32 XUMHOTEPAITUATA 33 TUM(OINTHO N3UEPIIBAHE
1 TTOJTbPIKAIATa TePATTHSL.

4.4 Cheuuajanu mpeaynpesaeHus U Npeana3sHyd MePKH NP4 ynorpeda

[Ipocneaumoct
TpsiOBa 1a ce MPUIIOKAT U3UCKBAHUATA 3a MPOCICAUMOCT Ha Oa3MpaHUTE HA KICTKU JICKApCTBEHU

MPOAYKTH 32 MOJIEpPHA Tepamusl. 3a J1a Ce OCUTYpH MPOCIEANMOCT, UMETO Ha JIEKapCTBEHUS MPOIYKT,
MAPTUIHYUST HOMEP ¥ UMETO Ha JISKyBaHU MalMeHT TPsiOBa Jia ce ChbXPaHSBAT 3a IIEPUOJT OT
30 ronuHu cien gaTaTa Ha U3THUYAHE HA CPOKa HA TOJHOCT Ha JEKAPCTBEHUS MPOIYKT.

OO0 TOT0XKEHUS

Asmonooicna ynompeba

CARVYKTI e npennaznaden caMmo 3a aBTOJIOKHA YIIOTpeda 1 TpH HUKAKBH OOCTOSTEIICTBA HE TPSOBa
na ce mpmiara Ha npyru nanueaTn. CARVYKTI we tpsiOBa na ce BnmuBa, ako HHGOpMAIHATA BEPXY
CTUKCTUTC Ha IIPOAYKTA U I/IH(bOpMaHI/IOHHI/Iﬂ JIMCT Ha nNapTugaTta HE CbOTBETCTBAT HAa CaMOJIMYHOCTTA
Ha TalKeHTa.

Knunuuna oyenxa npeou ungysus na CARVYKTI

Nudysusra Ha CARVYKTI tpsOBa na ce oT0%ku, aKo TaJeH MalUeHT UMa HIKOU OT CJICIHUTE

CBHCTOSHUS:

o KJIMHUYHO 3HAYMMa aKTHBHA WH(EKIIUS WK Bh3MAIUTEIIHU 3200 IIBaHUS,

o HEXEMAaTOJIOTUYHA TOKCHYHOCT Ha nukiodochamun u quryaapaOuH CTereH > 3 npu cxeMma 3a
TUMQONIUTHO N3UYEPIIBaHE, C U3KITIOUSHIE Ha TaJleHe, TOBPBINaHe, TUapHUs WK 3alleK CTeTeH 3.
Wndyszusata Ha CARVYKTI tpsiOBa na ce 0TI0kH 10 OT3BYy4YaBaHE HA Te3W CHOUTHS JI0 CTETICH
<1,

o aKTHBHA 0OJIECT Ha MMPHCAJIKATA CIIPSMO FOCTOIPHUEMHHUKA.,

Hma BepOsSTHOCT MAlMEHTUTE C aKTUBHO 3HAYMMO 3a00JIsIBaHEe Ha IIEHTPaHATa HEPBHA CUCTEMA
(IHC) nnu ¢ MuHama aHaMHe3a 3a TakoBa 3a00JIsIBaHe WM MAIMEHTUTE ¢ HaMayieHa ObOpeyHa,
4epHOAPOOHa, OerroIpoOHa UiTh ChpedYHa (HYHKIUS J1a OBIAT MO-YyBCTBUTEIHN KbM TOCIECTBUATA
OT OTMCAHUTE T10-JI0JTy HEeXKEJIaHU PeaKkIliy U J]a ce HYXIaiT OT CHelraaTHO BHuMaHue. JIuIcBa onur ¢
ynotpebata Ha CARVYKTI nipu manmentu cwe 3acarane Ha [IHC oT Muenom u Ipyru ChIeCTBYBAIH
KIIMHAYHO 3HaYMMHM 3a00ssBanus Ha [THC.

Edukacnocrra/6e3omacHoctra Ha CARVYKTI npu manmeHTH ¢ ipeixo/1Ha eKCIO3UIHS Ha IPYTH
antu-BCMA jeueHwus1, ca HEU3BECTHU.

ChIIecTBYBAT OIpaHUYEHH JIaHHU OTHOCHO e(ukacHoctTa/0e3omacHoctra Ha CARVYKTI npu
MIOBTOPHO JIEKYBaHU MalIUECHTH.

bvp3o npoepecupawo 3abonasane

Koraro ce oomucns neuenune Ha nanuenture ¢ CARVYKTI, nekapure TpsiOBa ga oueHsT
BB3ACUCTBUETO HA OBP30 MPOrPECUPaIIoTo 3a00JsIBaHE BbPXY CIIOCOOHOCTTA Ha MALIMEHTHTE J1a
nosyuaT CAR-T unbys3us. Hiakou narpeHnTr Moxe 1a HIMart nojisa ot jeueHuero ¢ CARVYKTI
Nopay MOTEHIHATHO MOBHIIEH PUCK OT paHHA CMBPT, aKo 3a00JIIBaHETO Mporpecupa Obp30 1Mo
BpEME Ha MOCTOBATa TEpaIusl.

Ilpocneosisane creod unghysus

[NanuenTure TpsOBa Aa ce mMpocieasBaT BCEKU JIEH B IPOABIDKeHUE Ha 14 qHu cnex nHdy3usaTa Ha
CARVYKTI B kBanuduuupaHn MeHTHP 3a JICYCHHUE, a CIIe]l TOBA MEPHOIUTHO 32 Olle 2 CeJAMUITH CIIe]
nHdysusata Ha CARVYKTI 3a npusnanm u cumnromu Ha CRS, HEBpOIOTWYHN CHOUTHUS U APYTH
MPOSIBH HA TOKCHYHOCT (BX. TouKa 4.4).

[NanuenTure TpsiOBa Aa ObAAT MHCTPYKTUPAHU JIa OCTaHAT B OJM30CT 10 KBATH(UIMPAHO JIeueOHO
3aBeJICHUE 3a Hal-MaJIKo 4 cenMHUIH ciex nHDy3usITa.



CuHIpOM Ha 0CBOOOXk/IaBaHE HAa IUTOKHUHU
Cnen ungysus Ha CARVYKTI moxe na ce pa3sue CHHIPOM Ha OCBOOOX/1aBaHE HAa IMTOKUHH,

BKJIFOUUTCIIHO JICTAJIHU WX JKUBOTO3acCTpalaBali peaknu.

ITourn Bcuuku marmentn noimydaBaT CRS cien nadysus Ha CARVYKTI, xaTo moBeueTo oT Te3u
cpOuTHSA ca cteneH | uinm creneH 2 (Bx. Touka 4.8). MeananaTta Ha BpeMeTo OT UH(]y3usITa Ha
CARVYKTI ([en 1) mo mosieara Ha CRS e 7 quu (amanazon: 1 go 23 muu). [Ipu npudmmsurenHo 83%
ot narmerTute HadanoTo Ha CRS e crex [len 3 ot nonyvaBane Ha nH(py3uara Ha CARVYKTIL

B nourtu Bcuuku cinyyau npoabinkuteaHocTTa Ha CRS Bapupa ot 1 no 18 quu (MenuaHa Ha
npoabinkuTenHocTTa 4 qau). [lpn ocemaecet u neBeT % OT manueHTUTE MpoAbIDKUTENHOCTTa Ha CRS
e <7 nHu.

Knuanaanre npusHamy n cumnromu Ha CRS mMorat na BimodBart, HO 6e3 1a ce orpaHW4aBaT 10
HOBHIICHA TeMITepaTypa (Cbe Wwin 0e3 BTpHUCaHe), CTyJACHH! TPBIIKH, XUITOTOHHS, XHUITOKCUS 1
MOBHUIIEHU YepHOApoOHY eH3uMH. [loTeHImanHo kuBoTO3acTpamasamure ycinoxxnenus Ha CRS
MOTaT Ja BKIIOYBAT ChpACYHA TUCHYHKIMS, HEBPOJIOTHYHA TOKCHYHOCT U XeModaronnTaa
mumdoxuctrornurosa (HLH). [lauenture, kxouto pa3zsust HLH, Moxe na Obaat n3noxeHn Ha
TIOBHUIIIEH PUCK OT TEXKKO KbpBeHe. [lanmenTuTe TpssOBa Ja ce HaOM0AaBaT BHUMATEIHO 3a MPU3HAIH
WM CUMIITOMH Ha TE€3U CHOMTHS, BKIIOUUTEITHO NIOBUIIIEHA TeMIiepaTypa. Puckosute dakropu 3a
Texkbk CRS BKIIIOYBAT BUCOK TYMOPEH TOBap Mpean HHPY3HATA, aKTUBHA MH(PEKINS U paHHA MTOSIBA
Ha MMOBHIIICHA TeMIIEpaTypa WU IIepCUCTHpala MOBUIIeHa TeMIeparypa cien 24 Jaca
CHUMIITOMATHYHO JICYCHHE.

Nudysusra va CARVYKTI Tpsi6Ba 1a ce oTia0XH, aKo MaeHTHT UMa HEe OT3BYYaId CEPUO3HU
HEXKEJaHU PeaKliy OT MPeaX0IHaTa Tepanus 3a TUM(OIMTHO U3UEPIBaHEe MM MOCTOBATA TEPATIHS
(BKJTIOUMTEITHO ChpICYHA TOKCUYHOCT U 0€J10/Jpo0Ha TOKCHYHOCT), Obp3a Iporpecus Ha 3a00JIsIBAaHETO
Y KJIMHUYHO 3HaunMMa akTuBHA HH(ekuus (Bx. Touka 4.2). [Ipean undysus na CARVYKTI tpsa6Ba na
ce MPHUJIOKH MOJXOJISAIIO MPOGUIAKTHYHO U TEPANIeBTHYHO JIeUeHHe Ha NHPEKIMUTE, KaTo TpsOBa aa
Ce OCUTYPH IIBJIHO OT3By4YaBaHe Ha BCsKa akTHBHA MHMeKIws. MHpeKnu Morat 1a Bb3HUKHAT U
enHoBpeMeHHO cb¢ CRS ¥ 12 moBHImaT pucka oT JeTaaHo ChbOUTHE.

[Mpeau nHdy3usTa TpsOBa Ja ce OCUTYPH HAIMYHUETO Ha TIOHE e/JHa 1032 ToImIn3yMad 3a ynorpeda B
ciyyvaif Ha CRS. KBanmudunupaHusT eHTHp 3a JIeYeHre TPsAOBa J1a MMa TOCTHII 10 eHa
JOTTBTHUTEITHA JI03a TOIMIN3yMal B paMKHTE Ha § Jaca OT BCsIKa Mpeaxo/IHa 103a. B cinyuaii Ha
W3BBHpPEIHA CUTYyaIMsl, KOTaTo HAMa HAIMYHOCT Ha TOIMIM3YMal MOpaIy HEJOCTHUT, ONUCAH B
KaTajora 3a JUIICBAaIY NpoayKTH Ha EBpomeiickaTa areHIus mo JeKapcTBara, IEHThPHT Ha JICUCHHE
TpsAOBa J]a ©Ma AOCTHIT J0 TIOIXOISIIN alITEpHATUBHU MepKH 3a Jiederne Ha CRS BMecTo
tormn3ymad. [lanmenture TpsaOBa fa ce HabII0MaBaT 3a Mpu3Haiy U cumntomu Ha CRS Beceku fieH B
npoawnkenue Ha 14 quu cnex nHysusata Ha CARVYKTI B kBanmuduumpan HeHTHp 3a JCUSHHE |
TIEPUOAMYHO CJIE]] TOBA 32 OIIIE JIBE JONBIHUTETHH ceamunu cien naysuiara Ha CARVYKTL

[TanmenTuTe TpAOBa 1a ce CHBETBAT J1a MOTHPCAT HE3a0aBHO METUIIMHCKA ITOMOII] ITPH MOsIBa Ha
npusHaiy win cuMmntomu Ha CRS mo Besko Bpeme. [lpu mbpBu npusHany Ha CRS nauueHTsT TpsiOBa
He3a0aBHO Ja ce OLIEHH 3a XOCIIUTAIM3AMs U TPsiOBa /1a ce 3al04He JISUeHUE ¢ TOAIbPKAIIN TPHKU U
TOIMIU3yMal I TOUMIN3YyMad U KOPTUKOCTEPOH N, KaKTO € Toka3aHo B Tabmuma 1 mo-goamy.

[Ipu manmenTH ¢ TexbK WK He noBnusiBail ce CRS TpssoBa na ce oomucau ornenka 3a HLH. Ilpu
MAIMEHTH C BUCOK TYMOPEH TOBap Mpeu HHPY3HATa, PaHHA MOsIBa Ha ITOBUIIICHA TEMIIepaTypa M
TepCcUCTUpaIla MOBUIIIEHA TeMIlepaTypa ciief] 24 yaca TpsOBa ga ce OOMHUCIN paHHO MPUIIOKEHHE Ha
Toumnuzymad. Ynorpebara Ha MUEJIOUIHU PacTeXHU QaKTOpHu, 0COOEHO IpaHyIouuT/Makpodar-
kosiornoctumynupan paxkrop (GM-CSF), tpsiOBa na ce u3bsrsa no Bpeme Ha CRS. IIpu nanuenTu ¢
BHUCOK TYMOPEH TOBap MOMHUCIIETE 32 HAMAJISIBaHE HA U3XOIHHSI OOJIECTEH TOBApP C MOCTOBA TEPATIHS
npean nHPy3us Ha CARVYKTI (Bx. Touka 4.2).



Osnaoseane na cunopoma Ha oceodoxcoasane na yumoxunu, cevpsan ¢ CARVYKTI

Axo nma ceMHeHue 3a CRS, nexyBaiite ciopen npenopbkute B Tadnmma 1. TpsoBa ga ce mprtara
nogabspxkamo gedenue 3a CRS (BrirouBaino, Ho 6€3 fa ce orpaHnvaBa 10 aHTHITUPETHIIH,
MOJIBPKAHE C 1.V. pa3TBOPH, Ba30MPECOPH, JOMBIHUTENEH KUCIOPOA U JIp.) criopen Hyxaute. TpsOsa
Jla ce UMaT TPEABH JIA0OPATOPHU MU3CIIEIBAHUS 3a IPOCIeAsIBaHE 3a AUCEMUHUPaHa BTPECHI0BA
koarymanus (disseminated intravascular coagulation, DIC), nmpociensBane Ha XeMaTOJIOTUIHHUTE
MOKa3aTenH, KakTo 1 Ha OenoapoOHara, cepaeuHara, Ob0peynaTta u uepHoapoonara ¢pynkuus. [Ipu
ManyeHTH, KOuTo pa3BuBat BucokocterneHeH CRS n HLH, konTo ocTaBaT TeKKH WK
JKUBOTO3aCTpPAIIaBaIlH CIIE ] MPEAX0HO MPUIIOKEHHE Ha TOIMIIN3YMad 1 KOPTUKOCTEPOH U, MOTAT J1a
ce UMaT MpeaBH]l APYT'H MOHOKJIOHAIHU aHTHUTENA, TApreTUpaIy UUTOKUHATE (HanpumMep, anTtu-1L1
n/unm antu-TNFa), nnm Tepanus, HacoyeHa KbM HamassiBane u enumuHupane Ha CAR-T kietkure.

Axo ce nmoao3upa CbI'bTCTBAIlld HEBPOJIOTMYHA TOKCHUYHOCT IO BPEMC Ha CRS, annaraﬁTe:

° KopTtukocreponan B ChOTBETCTBHE C ITO-arpeCUBHATA MHTSPBEHIIHS Bh3 OCHOBA Ha CTEIICHTA HA
CRS u HeBponOru4HaTa TOKCUYHOCT B Tabmurwm 1 u 2,

o Touunuzymab criopen crenienta Ha CRS B Tabnuna 1,

o [TpoTHUBOrbPYOBH JICKAPCTBA B CHOTBETCTBHE C HEBPOJOTHYHATA TOKCUYHOCT B Tabmuna 2.

Taboauna 1: Yka3anusi 3a onpeaesisine Ha cTeneHTa U ojaasiBane Ha CRS

Crenen Ha CRS? Tounanzymao® Koptukocreponau®
Crenen 1
Temmnepatypa >38 °C* Moxe na ce ooMucnu N/A

MPUIOKEHUE Ha
rormuzymad 8 mg/kg
WHTpPaBEeHO3HO (i.v.) B
poabinKeHne Ha 1 Jac (ma
He ce npesumanat 800 mg).

Crenen 2

3a oBJIaAsIBAaHETO Ha CUMIITOMUTE
Ce M3HMCKBA yMEpeHa Hameca U Te
CC ITOBJIUABAT OT HECA

Temmnepatypa >38 °C° c:
XUNoTOHMS, Hajaramia
TIPHUIIOKEHUETO Ha Ba30IPECOPH,
H/VIIH

Xunoxcus, Haaraia rmojgaBaHe Ha
KHCIIOPOJI TIpe3 KaHIoJa" WK 4pe3
,.blow-by* MmeTon,

NI

OpranHa TOKCUYHOCT CTEIeH 2.

[Tpunaraiite Torumsymao

8 mg/kg i.v. B IpoabIDKEHUE
Ha | gac (na He ce
npesumasat 800 mg).

[ToBTapsiiTe ToruIn3ymMad
CIIOpEe]T HY)KUTE Ha BCEKH

8 yaca, aKo He ce MOBIKABA
OT UHTPABEHO3HH Pa3TBOPH
10 | TMTHp WK yBETHYABAHE
Ha JOIbIHUTEIHUS
KHCIIOPO/I.

OOmMucrere NpuIoKeHUE Ha
MeTHIpeTHn301I0H 1 mg/kg
WHTPABEHO3HO (i.V.) IBa BTH
JTHEBHO MJIHM JEKCAMETa30H
(mamp. 10 mg i.v. mpe3 6 yaca).

Axko HAMa mo100peHne B paMKHTE Ha 24 Yaca Wi ce HaOItoaBa
0bp3a mporpecus, MOBTOPETE TOLMIN3YMa0 U yBeJIUYETe 103aTa
Ha jekcameTra3oH (20 mg i.v. Ha Bceku 6 7o 12 daca).

Cren 2 m103u TONWIN3YMad 0OMHUCIIETe alTePHATHBHU

AHTUIUTOKMHOBH Cpe}lCTBa.r

He mpeBumagaiite 3 103u Tormin3zymad B paMKuTe Ha 24 gaca

WIK 00110 4 1034.

Crenen 3
CHUMIITOMHUTE U3UCKBAT U CE
MTOBJIMSABAT OT arpeCHBHA HaMeca.

Temnepatypa >38 °C*® c:

Karo cremen 2

[Mpunoxkere METHITIPETHU3OIOH
1 mg/kg i.v. ABa IBTH THEBHO
WM JeKkcameTas3oH (Harp. 10 mg
1.v. mpe3 6 yaca).




XUnoToHwus, Hajaraia
MPUJIAraHeTo Ha €IUH Ba30Mpecop
ChC WU O3 Ba30NPECHH,

A/unu

XuUnokcwus, HaJlaraiia rmojgaBaHe Ha
KHUCIIOPOJ MPe3 BUCOKO MOTOYHA
KaHioia", Macka, HepeBEepCUBHA
Macka, uiau mMacka Bentypu,

NI

OpranHa TOKCHYHOCT CTETeH 3
WM TPaHCaMUHA3eMUsl CTEIeH 4.

AKko HsIMa OA00peHNe B paMKUTE Ha 24 Jaca WK ce Ha0Jto1aBa
OBp3a Imporpecus, MIOBTOPETE TOIMMIN3yMad 1 yBEIMIeTe J03aTa
Ha JekcameTa3oH (20 mg i.v. Ha Bceku 6 70 12 yaca).

Axko HAMa mogoOpeHne B paMKUTE Ha 24 yaca Wi ce HaOoaaBa
0bp3a mporpecusi, MpeMUHETE KbM METHINpPenHN3050H 2 mg/kg
1.v. mpe3 12 gaca.

Cren 2 no3u TounnuzymMab oOMUCIeTe alTepHATHBHA
AQHTUIIUTOKUHOBH CPE/ICTBA."

He npesumasaiite 3 n03u Tonuau3ymad B paMkuTe Ha 24 yaca
K 00110 4 103H.

Crenen 4

}KI/IBOTOE}aCTpaIHaBaHII/I CUMIITOMH.

Heo0xoauMocT OT MEXaHUYHA
BCHTHUJIAIINS, HETIPEKbCHATA BEHO-
BeHO3Ha xeMoaunanu3a (CVVHD).

Temmnepatypa >38 °C* c:

XUIOTOHMS, HaJIaraia
IMPUJIOKCHUCTO Ha HAKOJIKO
Bazomnpecopa (¢ U3KI. Ha
Ba30MPECHH),

W/WIH,

Xunoxcus, Haaraia rmojgaBaHe Ha
KHCJIOPO/] C ITOJIOKUTEITHO
Hansrane (Hanp. CPAP, BiPAP,
WHTYOAIMs 1 MEXaHUYHA
BEHTHJIAIHSA),

Wi
OpraHHa TOKCHYHOCT cTereH 4 (c

U3KIIIOUYEHHE Ha
TpaHCaMHMHA3EMHUSL).

Karo crenen 2 IIpunoxere gekcameTa3oH

20 mg i.v. mpe3 6 Jaca.

Crnen 2 no3u tormnmnzymad oOMHUCIIeTe alnTepHaTUBHU
AHTULUTOKUHOBU cpencTBa’. He npeBuiaaiite 3 no3u
TonMIM3ymMal B pamkuTe Ha 24 yaca miu oouio 4 103u.

AKo HsIMa TO00peHne B paMKuTe Ha 24 Jaca, TIOMHCIETE 3a
METHINPETHU30JI0H (1-2 g i.v., IpH HYX1a MMOBTAPSITE Ha BCEKH
24 yaca; HaMaJISIBaliTe TIOCTENEHHO /103aTa CIOpe] KITMHUYHUTE
NOKA3aHMs) WK JPYTH UMYHOCYTIPECOpH (HArp. Ipyrd aHTU-T
KJIETHYHU TEPAIIHH).

a

BKJIFOYBA OpraHHa TOKCUYHOCT.

Bb3 ocHoBa Ha cucTemaTa 3a onpeneisue Ha crenenta Ha ASTCT 2019 (Lee et.al, 2019), moguduuupana Taka, 4e aa

3a moBeue HHpOpPMALHS BIDKTE KpaTKaTa XapaKTepUCTHKa Ha MPOIYKTa, ChAbpiKall Touan3ymad. Oomuciere

AITEepHATUBHU MEPKU (BX. TOUKH 4.2. U 4.4).

[Ipunucana Ha CRS. XUNoTOHUATA UM XUIIOKCUATA MOXKE HE BUHATH J]a Ce CHIIPOBOYXKAAT OT NOBUILIEHA TEMIIEpaTypa,

ThH KaTo T MOXeE Jla C€ MacKupa OT MHTCPBECHIMH KaTO HAIp. aHTUIUPETUIU UIIKA aHTUIUTOKUHOBA TEpAIns (Hanp.

TouMnu3ymMad wi crepoun). JIumcara Ha OBUIIEHA TEMIIEpaTypa He HoBIMsiBa pewenrero 3a neuenne Ha CRS. B to3u

ciyyait ieuenrero Ha CRS ce pbkoBOIHM OT XMIIOTOHUSATA WM XUIIOKCUSTA M OT MO-TEXKKH CUMIITOM, KOWTO HE MOXKE JIa

ce OTJaze Ha Ipyra NpuyuHa.

HpI/I HCIIOBJIMABAIIL CC CRS moxe Jla c€ uMat npeaBuJ MOHOKJIIOHAJIHU aHTUTEIa, HACOYCHU CPpEeIly HUTOKUHHUTE

(nampumep anTu-1L1 kaTo aHaKKWHpa), Bb3 OCHOBA Ha IIPAKTUKaTa Ha JIe4eOHOTO 3aBeJCHUE.

Hucko morounara Ha3aitHa KaHroya € <6 1/min; BUCOKO IIOTOYHATA Ha3ajaHa KaHroja € >6 1/min.
[IpoawinkeTe ynorpebara Ha KOPTHKOCTEPOU/IH, JOKATO CHOUTHETO JOCTHTHE CTETeH | MM Mo-Majika; HamajeTe

IMOCTECIICHHO J103aTa Ha CTEPOUIUTE, aKO O6H.[a’1'a EKCITO3HIIHS € ITIOBEYE OT 3 JIHH.

HGBDOHOI‘ HMYHa TOKCHYHOCT

Hespomnoruuna TokcuuHOCT Bb3HUKBA decTo cief iedenne ¢ CARVYKTI u moxe na Obie neramHa
WJIW J)KMBOTO3acTpanraBama (Bx. Touka 4.8). HeBponormunara TokcuaaocT BkitouBa ICANS,




JIBUTATETHA ¥ HEBPOKOTHUTHBHA TOKCHYHOCT (neurocognitive toxicity, MNT) ¢ mpu3Hanm u
CUMITOMH Ha MapKUHCOHU3bM, cuHApoM Ha Guillain-Barré, nepudepHu HEBpOmaTUH u Mapajin3a Ha
YepenHo-M03buHU HepBu. [lanuenTure TpsaOBa 1a ObJaT KOHCYJATHPAHU OTHOCHO TIPU3HAIIUTE U
CUMITOMUTE Ha TE3U MPOSIBY HA HEBPOJIOIMYHA TOKCUYHOCT, KAKTO M OTHOCHO 3a0aBEHOTO HAYAJIO HA
HSIKOW OT TE3H MPOSIBH HA TOKCHYHOCT. [lanineHTuTe TpsOBa na ObJaT MHCTPYKTHPAHHU J1a IOTHPCST
He3a0aBHO METUITMHCKA TIOMOII 32 TI0-HATATBIIHA OIICHKA U JICUCHHE, aKO KOTaTo U JIa € CE MOSIBSIT
MPHU3HAIM WIA CUMITOMH Ha HAKOS OT TE3U MPOSIBH HAa HEBPOJIOTHYHA TOKCUYHOCT.

CunOpom Ha He8POMOKCUUHOCH, c8bp3aH ¢ umyHHUme egpexmoprnu kiemxu (Effector Cell-Associated
Neurotoxicity Syndrome, ICANS)

IIpu nmarmenty, noxyyasamu CARVYKTI, Moke fa ce mosiBuU JIeTaneH WK KUBOTO3acTpallaBall]
ICANS cnen neuenne ¢ CARVYKTI, Brmrountento npeau nosieata Ha CRS, emHOBpEeMEHHO ChC
CRS, cnen or3ByuaBane Ha CRS wunm npu orcberBue Ha CRS. Cumnromure BrmtouyBar agaszus,
3a0baBeH TOBOP, Aucrpadus, eHuedanonaTus, IOTUCHATO HUBO Ha Ch3HAHME U CHCTOSIHUE HA
00BPKAHOCT.

[Tpu manmeHTy ¢ BUCOK TYMOPEH TOBap TPAOBa Ja ce 0OMHUCIIM HaMalsIBaHe Ha U3XOJHHS O0JIeCTeH
TOBap ¢ MocToBa Tepamnus npeau nHpy3us Ha CARVYKTI, koero Moke na Hamanu pucka oT
pa3BUTHE Ha HEBPOJIOTMYHA TOKCUIHOCT (BXK. Touka 4.8). [lanmenture TpsiOBa 1a ce HaOmrOmaBar 3a
npusHaiy win cuMmntomu Ha [CANS B poabDKeHHE Ha YETHPH CeAMUIH cieq uHoy3usra. [Ipu
bpBU npu3Hay Ha [CANS manueHTsT TpssOBa He3a0aBHO Ja ce OIIEHH 3a XOCIIHTAIM3AINS U J1a ce
3armovYHe MOIIbPIKAII0 JIeUeHHE KakTo € yka3aHo B Tabmuma 2 mo-goiy. PaHHOTO OTKpuBaHe u
arpecuBHoTo Jeuenne Ha CRS umu ICANS morxe na Ob1e BaKHO 3a TIPEIOTBpaTABaHE HA MOsBATa UK
BJIOIIIABAHETO Ha HEBPOJIOTMYHATa TOKCHUHOCT. [IponbirkaBaiiTe na HabMro1aBaTe MAllUEHTUTE 3a
MIPU3HAIA U CHMIITOMH Ha HEBPOJIOTUYHA TOKCUYHOCT ciief Bb3cTaHoBsiBaHe oT CRS n/mmm ICANS.

Osnaosieane Ha Hesponrocuunama moxkcuunocm, cevpsana ¢ CARVYKTI

[Tpu mbpBH NpU3HAIM HA HEBPOJIOTHYHA TOKCHYHOCT, BKmouBaia ICANS, TpsoBa na ce oomucin
HEBPOJIOTHYHA OlleHKa. M3KiIroueTe Ipyru MPUYWHU 32 HEBPOIOTUYHHUTE cHMITTOMH. OcHUrypere
WHTEH3UBHH IPWKHU U MTOAIbpIKAIa Tepamnus 3a TeXKa UK )KMUBOTO3acTpallaBalla HeBpoJIoTHIHa
TOKCHUYHOCT.

AKO 110 BpeMe Ha NpOosIBEHAaTa HEBPOJIOIMYHA TOKCUYHOCT ce nogo3upa ceibreTBan] CRS,
IIpWIaranTe:

° KopTukoctepounau B CbOTBETCTBUE C MTO-arpeCUBHATa MHTEPBEHIIMS Bb3 OCHOBA Ha CTETICHTA HA
CRS u Ha HeBpoornyHaTa ToKCHYHOCT B Tabmmmm 1 u 2,

o Tomunuzymab criopen crenienta Ha CRS B Tabnvma 1,

° [IpoTUBOrBPUOBH JIEKAPCTBA B CHOTBETCTBUE C HEBPOJIOTUIHATA TOKCUYHOCT B Tabmmia 2.

Ta0auna 2: Yka3zanus 3a opiaaasiBaie Ha ICANS

Crenen Ha ICANS? KopTukocreponau

Crenen 1 OobmMuciere npuiokeHue Ha Jekcamera3zon” 10 mg
MHTPaBEHO3HO Ha Bceku 6 1o 12 yaca 3a 2 1o 3 nHu.

ICE ckop 7-9°
Ob6mucneTe MPUIIOKEHNE Ha HECETaTUBHU

WM TIOTUCHATO HUBO HA Ch3HAHHME! MPOTUBOI'BPYOBH JIEKapCTBa (Harp. JIeBeTHpaleTam)
pearupa CrioHTaHHO. 3a Ipo(HUIAKTHKA HA THPUOBETE.




Crenen 2
ICE ckop-3-6°

W TIOTHCHATO HUBO Ha Ch3HAHHE:
pearupa Ha riac

[Ipunaraiite nexcamerazon® 10 mg UHTPAaBEHO3HO HA
BCEKH 6 yaca 3a 2-3 THH WIH MMO-TPOIBIDKUTEITHO
MIPU HEPCUCTUPAIIHN CUMIITOMHU.

O0OMucIIeTe TOCTENEHHO HAMaJISIBAHE Ha 103aTa Ha
CTEPOHUINTE, aKO O0IaTa eKCIO3MIINS Ha
KOPTHKOCTEPOUJIU € MOBEYEe OT 3 JTHU.

OOMuCIeTe HECeTaTUBHU ITPOTHBOT'bPUOBH
JieKapcTBa (Hamp. JIeBeTHpaLeTam) 3a MpopuIaKTHKA
Ha I’bPYOBETE.

Crenen 3

ICE ckop-0-2°

(Axo ICE cxopsT € 0, HO TanueHTsT
pearupa (Hanp. OyjeH ¢ riobanHa adasus)
1 MOKE JIa C€ U3BBPIIH OIICHKA)

WJIY TIOTUCHATO HUBO HA Chb3HAHHUE:
pearupa caMo IpU TaKTUJIEH CTUMYJI,

WJIY T'bPYOBE, KAKTO U:
® BCEKH KIIMHUYEH T'bpY, POKATIEH HIH
reHepaJu3upaH, KOMTO OT3By4aBa
0Bp30, UK
® HEKOHBYJICUBHHM npunaabliv Ha EET,
KOUTO OT3BYYaBAT C HHTEPBEHIIUS,

WM TIOBUIIIEHO BHTPEUYEPEITHO HANSATAHE
(ICP): dokanen/nokaneH OTOK npu
00pa3Ho H3cieIBaHe Ha HEPBHATA
cucrema’.

[Tpunaraiite nekcamerazor” 10 mg-20 mg
MHTPaBEHO3HO Ha BCEKH 6 dJaca.

Axko HsMa TofoOpenue cien 48 Jaca Wi IposBUTE
Ha HEBPOJIOTHYHATa TOKCUYHOCT C€ BJIOLIAT,
yBEJIUUYETe J03aTa Ha JIeKCaMeTa30H" 10 Hall-MaJIKo
20 mg UHTPAaBEHO3HO Ha BCEKU 6 yaca; HaMajeTe
MOCTETIEHHO /103aTa B pAMKHUTE Ha 7 IHH,

WNJIN yBenuueTe 10 BUCOKA 4032 METHIPETHU30JIOH
(1 g/nen, mpu Hy*X/1a TOBTapsiiTe HAa BCEKH 24 vaca,
HaMaJsiBaliTe OCTENEHHO JJ03aTa CIIOpeN
KJIMHAYHUTE [TOKa3aHus).

OOmMucrere MpuiIoKeHUE Ha HeCeNaTHBHU
MIPOTUBOI'BPYOBH JIEKapCTBa (Harp. JIeBEeTHpaLeTam)
3a npo¢UIaKTHKa Ha I’bPUOBETE.
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Crenen 4

ICE ckop -0° (mauuenTsT He pearupa u He
Moke Jia ce u3Bbpiuu orenka Ha ICE)

WY TTIOTHCHATO HUBO HA Ch3HAHHE!

* MAlMEHTHT HE pearrpa Ui ca
HEOOXOIMMH CHEPIHYHU WK
MHOTOKpAaTHH TaKTWIHU CTHUMYJIH, 32
11a pearupa, uin

* CTYHIOp WIH KOMa,

WU TBPUYOBE, KAaKTO H:

* HKMBOTO3aCTpAaIllaBall IPOIbDKUTEIICH
rppd (>5 min) win

* MHOTOKpAaTHHU KJIMHUYHH WITH
ycranoBeHH 4upe3 EEI” repuoBe 6e3
BPBIIaHE KbM U3XOJHOTO HUBO MEXKIY
TSIX,

WX MOTOPHU HAXOJKH™
* 1pI00Ka (hOKaTHa MOTOpPHA CIIa0oCT,
KaTo HaImp. XeMuIapes3a Win napamnapesa

viu oBuieHo ICP/Mo3b4eH oTok ¢

MIPU3HALA/CUMITTOMH KaTO Hatp.:

* nudy3eH MO3BYEH OTOK IIPH 00pa3HO
v3cie/iBaHe Ha HepBHATa CUCTEMa WU

* nenepeOpalioHHa UITH
JEKOPTUKAIIMOHHA 11032 WIIN

* [apajn3a Ha YePErmHOMO3bYEH HEpB VI
WA

* OTOK Ha IMaruiIaTa uiu

* tpuaga Ha Cushing

[Ipunaraiite nexkcamerazon® 10 mg-20 mg
MHTPaBEHO3HO HA BCEKH 6 yaca.

Ako HsMa ogo0peHue cien 24 yaca win
HEBPOJIOTUYHATA TOKCUYHOCT C€ BIIOIIH, YBETHIETE
JI0 BHCOKA /1033 MeTHIIpeaamn30i0H (1-2 g/neH, mpu
HY’KJ1a TOBTapsIiTe Ha BCeKH 24 yaca; HaMalsBaiTe
MOCTEIIEHHO J[03aTa CIOPe KIMHHYHUTE MTOKa3aHus ).

OOMuCIIeTe PUIIOKESHUE HA HECSTATUBHU
MPOTUBOTBPYOBH JICKAPCTBA (HAIIP. JICBETUPAIICTAM )
3a MpoUIaKTHKA Ha I'bPUOBETE.

[Tpu nopo3penue 3a noputieHo ICP/Mo3bueH 0TOK
oOMHucCeTe XUIIePBEHTUIALMS U XUIIEPOCMOTIapHa
Tepanus. [Ipunoxere BUCOKH 103U
METHINPENHU30J0H (1-2 g/neH, npu HyXaa
MOBTapsiTe Ha BCEKU 24 yaca; HamaJsiBaiTe
MOCTETIEHHO /103aTa CIOpe ] KIMHUIHNTE [TOKa3aHus)
U oOMHcIIeTe KOHCYITAIMs ¢ HEBPOJIOT M/UIIU
HEBPOXUPYPT.

EEI'=Enekrpoenuedanorpama; ICE= Exnedanonarus, cBbp3aHa ¢ IMyHHUTE eekTopHH KieTku (Immune Effector

Cell-Associated Encephalopathy)
benexxa:

Crenenra Ha ICANS u nedeHneTO ce OmpenersT OT Hall-TexKoTo crouTHe (ckop Ha ICE, HHBO Ha ch3HaHUE,

I'bPY, MOTOPHHU HaxokH, nmosumeno ICP/Mo3bpueH 0ToOK), KOeTo He MOXKe Ja ce OTAaje Ha Jpyra IPHIHHA.

a

6

Kpurepuu 3a onpenensHe Ha cTenenTa Ha HeBposorndHa TokcnaHocT Ha ASTCT 2019 (Lee et.al, 2019).
AKO TMaIMeHThT pearnpa 1 MOXKe Ja ce H3BBPILH OLICHKA 3a eHIle(aionaTys, CBbp3aHa ¢ IMyHHHUTE e(heKTOpHH

kietku (ICE), ouenere cerimacuo Tabnuma 3 no-nomy.

Bceuuku pe(bepeHumI 3a MPUJIOKEHUE Ha ICKCAMETA30H C€ OTHACAT 3a ACKCAMETa30H UJIK CKBUBAJICHT.
B’LTpe‘{epeHHI/IHT KPBBOU3JIMB CbC UJIN 0e3 CBBpP3aH € HETO OTOK HE C€ CHUTA 3a XapaKTEPUCTUKA Ha

HEBPOTOKCHUYHOCT M ce M3KIItouBa oT kiacudukanusata Ha [CANS. Toit Moxxe na 6b1e KiIacupUIUpaH ChIIaCHO

CTCAE v5.0.

Crenenra Ha TpEeMOpa U MUOKJIOHYCa, CBbpP3aHU C TE€pAIlni C UMYHHHU eq)eKTOpHH KJICTKHU, MOXKC 1a 6’I>II€ OorpeneiacHa

B chotBeTcTBHE ¢ CTCAE v5.0, HO Te He BiusisaT Ha cTernenTa Ha [CANS.

Tabumna 3: Onenka 3a eHnedajonaTusi, CBbp3aHa ¢ UMYHHHTe epekTOpHHU KJiIeTkH (ICE)

HNHCTpyMeHT npu eHlledanonaTus, cBbp3ana ¢ uMyHHuTe epektopHu Kierku (ICE)?

Toukn

OpI/IeHTaIII/IHZ OpHUCHTHUpPAH 3a rognHa, MCCCLl, I'pal, 60J'IHI/IL[a 4

HaunMenoBanue: Ha3oBaBa 3 npeamMeTa (Hanp. COYH YaCOBHHUK, 3

MHACaIKa, KOImde)

H3nbansaBa komanam: (Hamp. ,,JTokaxu Mu 2 mpbera uian 1

,»3aTBOPH OYU M IMOKAXKH €3UKa CU"):

IMucane: crrocoOOHOCT 3a MHUCAHE HA CTaHAAPTHO M3PCUCHUC 1
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| Buumanmne: obpatao 6poene ot 100 mo neceruu: | 1

2 Hucrpymenr 3a oopasysane Ha ICE ckop

e Cxkop 10: be3 yBpexxnane

Cxop 7-9: ICANS crenen 1

Ckop 3-6: ICANS crenen 2

Ckop 0-2: ICANS crenen 3

Cxop 0: maneHThT He pearupa u He Moxe na ce u3Bbpinu orienka 3a ICE: ICANS crenen 4

Jleucamenna u He8POKOSHUMUBHA MOKCUYHOCT C NPUSHAYU U CUMIINOMU HA NAPKUHCOHU3bM

[Tpu knmuanunanTe m3nutBanus Ha CARVYKTI ce cho01aBa 3a qBurateiHa 1 HEeBpOKOTHUTHBHA
TOKCHYHOCT C MPU3HALM U CUMIITOMH Ha TapKUHCOHM3BM. HabmronaBaH € KITbCTHP OT CUMIITOMHU C
MIPOMEHJIMBO HAa4YaJ0, 00XBAIIaIl] ITOBEYE OT eHa CHMITOMATHIHA O0JIAaCT, BKIFOUNTEITHO TBUTATEITHH
(mamp. Mukporpadusi, TpeMop, OpaauKHHE3HsI, PUTHIHOCT, IPUBEJCHA CTOHKA, ITPOBJIadeHa TIOX0IKA),
KOTHUTHBHHU (HA1p, 3ary0a Ha amMeT, HapylIeHHe Ha BHUMaHUETO, OOBbPKBAaHE) U IPOMEHH Ha
JUYHOCTTA (HAIp. HaMaJleHa MAMHWKA Ha JINIIETO, U3paBHEH a)eKT, MaCKOBHUTHO JIMIIE, allaThs), YECTO
C €71Ba JI0JIOBUMO HavaJio (Harmp. MUKporpadus, u3paBHeH adeKT), KOUTO MPH HAKOH IMAIIMCHTH
Mporpecupar 10 HeBb3MOXKHOCT JIa paboTAT WK Jia ce TpuKar 3a cede cu. [lpu moBeueTo oT Te3n
MAIUCHTH € HAJIUIC KOMOMHAIIMS OT JBa WM MMoBeue (akTopa, KaTo HalpuMep BUCOKO TYMOPHO
HAaTOBapBaHE Ha M3XOJHO HMBO (IUIA3MOLUTH B KOCTHUS MO3bK > 80 %, cepymen M-cmaiik > 5 g/dl
wm cBoOOHA Jieka Bepura B cepyma > 5 000 mg/1), mpemamectBam CRS cremnen 2 mim no-Bucoka,
npenmectsan] ICANS u ronsma exciansus u nepcuctupane Ha CAR-T knetkute. Jleuenuero ¢
neBojona/Kapounona (n=4) He e eeKTUBHO 3a MOJOOPSBaHE HA CHMITTOMATHKATA TIPH TE3N
TIAI[UEeHTH.

[Nanuenture TpsOBa 1a ObAAT HAOMIOJABAHY 32 MTPU3HALIA U CUMIITOMH Ha TTAPKMHCOHHU3bM, YHCTO
HaYaJo MOKe /ia € 3a0aBeHo, 1 Aa ObIaT JIeKyBaHH C TIOTHbPIKAIIH TPHKH.

Cunopom na Guillain-Barré

Crobmasa ce 3a cuaapom Ha Guillain-Barré (GBS) ciieq neuenne ¢ CARVYKTI. CpobmenuTte
CUMITOMH BKJIIOYBAT TaKWBa, KOUTO CHOTBETCTBAT Ha BapuaHTa Ha GBS Ha Miller-Fisher, neuraremnna
c1ab0CT, HAPYIICHHS Ha TOBOPA U MOJIUPATUKYIOHEBPHUT (BX. Touka 4.8).

[Tarmenture TpsOBa na ObAaT HabmogaBanu 3a GBS. [lanuentuTe, mpu KouTo ce HaOIFO1aBa
nepudepHa HeBponatus, TpsOBa na Obaat oneHenn 3a GBS. B 3aBucuMocCT OT TexecTTa Ha
TOKCHYHOCTTa TpsiOBa Jia ce OOMHUCIIH JIedeHHe ¢ MHTpaBeHo3eH uMyHornooynuH (IVIG) u eckananms
1o wiazMadepesa.

Ilepughepna nesponamus
ITpu xnmuuananute n3nutBanust Ha CARVYKTI ce cpobmiaBa 3a nosiBa Ha iepudepHa HEBpOIIaTHS,
BKJIIOUMTEITHO CEH30pHA, MOTOPHA WJIW CEH30MOTOPHA.

HaLII/ICHTI/ITe TpH6Ba Ja 6’B,Z[aT HaGJ’IIOILaBaHH 3a IprU3Haly 1 CUMIITOMHA Ha nepH(I)epHa HEBpOIIATHUA.
TpH6Ba Ja ce ooMucIn KpPaTKOCPOYHO JICUCHHUEC CBC CUCTEMHU KOPTUKOCTECPOUIU B 3aBUCUMOCT OT
TCXKECTTa U NIpOrpecuiaTa Ha NPpU3HAIUTE U CUMIITOMUTE.

Ilapanuza na yepenno-mo3vuHU HEPEU

[pu knuanunnTe n3nurBanus Ha CARVYKTI ce cho0miaBa 3a nosiBa Ha napaiu3a Ha 7-MH, 3-TH,
5-TH 1 6-TH YEPETHO-MO3bYHH HEPBH, HIKOHM OT KOWUTO Ca JABYCTPaHHH, BIIONIaBaHE HA Mapain3ara Ha
YepenHO-MO3bYHHUTE HEPBH CJIe T0J0OpEeHHE U MosiBa Ha nepud)epHa HEBPONATHS IPH MALIUEHTH C
napagn3a Ha 4YeperHO-MO3bUHUTE HEPBH.

ITanmentute TpsiOBa 1a ce HAOFOMAaBAT 3a MPU3HAIM U CUMIITOMH Ha Tapajin3a Ha YeperrHo-
MO3bYHUTE HEPBU. TpsiOBa 1a ce OOMHUCIIN KPAaTKOCPOYHO JICYCHNUE ChC CUCTEMHU KOPTUKOCTEPOUIH B
3aBHCUMOCT OT TE€XKECTTa U MPOrPeECUATa Ha MPU3HALIUTE U CUMIITOMUTE.

[poABIKUTETHN U PEUUANBUPAIIN ITUTOTICHUH
[TanuenTHTE MOXE J1a OTYYAT UTONIEHUH B ITPOIBIKCHIC HA HAKOJIKO CEAMMIIA CIIC]
XUMHOTepanus 3a JuMpormTHo n3uepnpane u uHPy3uss Ha CARVYKTI u tps6Ba na ce jeKkyBaT
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CITopeT MECTHUTE phKoBoACTBa. B kimuanuanTe m3nutBanusd Ha CARVYKTI moutn BCHUKY MaeHTH
MMaT e[THa WJTU TI0BeYEe IIUTONIEHNYHN HEeXKeTaH! peakiuu cTeneH 3 win 4. [lopeueTo marnuenTy umar
MeIiaHa Ha BPEMETO OT WH(QY3HATA JIO IIbpBaTa MMOsABa Ha IIUTONCHUS CTEICH 3 WK 4 MO-MaJIKO OT
JIBE CEIMUIIN, KATO MOBEUETO MAlMEHTH C€ BH3CTAHOBSBAT JIO CTEIICH 2 WU Mo-HUCKa KbM Jlen 30
(Bx. TOuKa 4.8).

KpbBHaTa kapTuHa TpsiOBa na ce Habmoaaa npeau u cien uapysust Ha CARVYKTIL. [pu
TPOMOOILIMTOTICHHS TPSIOBA J1a ce OOMMUCIH MO IbpIKAIIo JeueHue ¢ Tpancdysun. [Ipogpmxurennara
HEYTPOIIEHUs € CBbP3aHa C MMOBUILIEH PUCK OT MH(peKus. MuenouaHuTe pacTe:kHu (PakTopH, 0COOCHO
GM-CSF, umar noreHiuan 3a BiolaBane Ha cuMntoMute Ha CRS 1 He ce nmpenoppyBaT 1o BpeMe Ha
nspBute 3 ceamuiu cieq CARVYKTI unu 1o or3ByuaBane Ha CRS.

Cepuosuu HHPEKIUU U (HeOpUIHa HEYTPOIEHUS

Cepuo3Hu WHPEKINHY, BKIFOUUTEIIHO dKUBOTO3ACTPAIIIABAIIY WU JICTATHA UH(EKIIMH, Bh3HUKBAT NIPU
narerTute ciex napys3us Ha CARVYKTI (Bx. Touka 4.8).

[TarmmenTuTe TpsOBa 1a ce HAOMIOABAT 32 MPU3HAIM U CUMIITOMH Ha WH(EKITUS MPEAN U TI0 BpeMe Ha
neuenne ¢ CARVYKTI u na ce nekyBar mo moaxojsi HauuH. TpsiOBa J1a ce mpuiarar

PO HUIAKTHIHO aHTUMUKPOOHHU CPEJICTBA CIIOpE] MECTHUTE PHKOBOJICTBA. VI3BECTHO e, Ue
WH(EKIUUTE YCIOXKHIBAT MPOTHYAHETO U JieueHneTo Ha chirpreTBamn] CRS. [lannenTte ¢ KIMHAYHO
3HaYMMa aKTHBHA WH(eEKIUs He TpsiOBa Aa 3amousar jiedeHrue ¢ CARVYKTI nokaro uHdekiusaTa He €
OBJIaJISHA.

B ciyuaii Ha heOpuiiHa HeyTpoleHns TpAOBa Aa ce HalpaBH OLEHKA 3a HH(EKLUS U J1a Ce JIEeKyBa C
HIMPOKOCTIEKTHPHHU aHTHOMOTHIIH, 1.V. PA3TBOPH H APYTH NOJIBPKAIIN TPHKU CTIOPE METUITMHCKUTE
MOKa3aHusl.

[MaumenTure, nexyBanu ¢ CARVYKTI, Moxe ia ca n3inokeHu Ha TOBUILIEH PUCK OT HHPEKIHS U
texko nporuuyane Ha COVID-19 ¢ Bp3MOKeH sieTaieH u3xo. [lanuenture TpsOBa 1a ObaaT
MH(QOPMUPAHU OTHOCHO 3HAYCHUETO Ha MEPKUTE 32 IPEBEHLIUS.

BupycHa peaktuBaius

HBYV peaxrtuBarusi, B HIKOHM ciy4dau Bojema 10 (pyIMHHAHTEH XENaTHT, YePHOAPOOHA
HEJOCTATHYHOCT U CMBPT, MOXKE J]a Bb3HUKHE NPU NAIIUEHTH, JIEKYBaHHU C JICKAPCTBEHU MPOAYKTH,
HacoO4eHHU cpelty B kietkure.

[HonacTosiieM HaMa onuT B npou3BoAcTBOTO HA CARVYKTI 3a nanuenTu, nonoxurennu 3a HIV,
aktuBeH HBV win aktusen HCV. [peau B3eMaHEeTO Ha KJIETKHU 3a IPOU3BOJICTBO HA MPOIYKTa TPAOBa
na ce HarpaBu ckpuHuHT 38 HBV, HCV u HIV u npyru uHbekno3Hn areHTu (Bx. Touka 4.2).

XumnoramManioOyInHEMHUS
[pu narmentun, nonydasamu CARVYKTI, Moxe 1a Bb3HUKHE XUAIOraMarjio0yTMHEMUSL.

HuBara Ha numyHornoOynuauTe TpsiOBa 11a ce npocienssar ciex jgedenne ¢ CARVYKTI: tps6Ba na ce
npuiara [VIG npu [gG <400 mg/dl. JlekyBaliTe ciopes cTaHIApTHUTE PHKOBOJICTBA, BKIIFOUUTEITHO
Yype3 NpUIIoKEeHHE Ha Npo(HIaKTHKa C aHTHOMOTHIIY WM aHTUBUPYCHH CPEACTBA U NPOCIeIsBaHe 3a
WHEKIHS.

HMmyHOMEAMMpPaH EHTEPOKOIUT

BB3MOXHO € ManeHTUTe 1a pa3BUsAT UMYHOMEIUHPAaH €HTEPOKOJIUT, KOWTO MOXKE 13 Bb3HUKHE
HSIKOIIKO Mecena ciient nHpy3usaTa Ha Carvykti. Be3MOXKHO € HAKOM city4au Jia ca pepakTepHH Ha
JieueHHEe C KOPTUKOCTEPOH M U MOXKE JIa € YMECTHO JIa c€ OOMUCIISIT APYTH TePANIeBTUIHU
BB3MOXKHOCTH. MIMa chOuTHs Ha mepdopaius Ha CTOMAIIHO-YPEBHUS TPAKT, BKIIIOYUTEIIHO TaKHBA C
JieTaneH u3Xo.

BropuuHny 3510KkauecTBEHH 3200 sIBaHUS, BKJIFOUUTEIHO OT MUEJIOUAEH U T-KJIEThYEH NPOU3X0]
[Nanuenture, nexkyBanu ¢ CARVYKTI, Moxke a pa3BUAT BTOPUYHH 3I0KAUECTBEHH 3a00IIIBaHHS.
Crnen nedeHne Ha XeMaTOJIOTUYHH 3710KadecTBeHN 3a0omsaBanns ¢ BCMA- nimm CD19-nacouena
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tepamnus ¢ CAR T-kietkn, BmountenHo CARVYKTI, e cro01ieHo 3a pa3BUTHE HA 3JI0KAYECTBEHU
3a00J1sBaHNA, CBBP3aHU ¢ T-KIIeTKUTE. 3II0KauYeCTBEHN 3a00ISIBaHUS, CBhp3aHH ¢ T-KIETKHTE,
BKItounTeHo CAR-1o0KUTETHY 3710Ka4YeCTBEHH 3a00JIIBaHus, Ca ChOOIIaBaHU B paMKHUTE Ha
CEJIMUIIU U 10 HAKOJKO roaunu cien npuwioxenue Ha CD19- unu BCMA -nacouena tepanust CAR T-
KIIeThYHa Tepanus. Hanuile ca ciydan ¢ eraneH u3xoz.

[Maruentute TpsOBa 1a ce HAOIOABAT MPE3 ICNIMS UM KUBOT 32 BTOPUYHH 3JI0KAYCCTBSHU
3a0onsaBanus. B cirydaii Ha BR3HUKBaHE HA BTOPHYHO 3JI0KAYECTBEHO 3a00JsIBaHe TPsIOBaA Ja ce Bie3e
BBHB BpPb3Ka C KOMIIAaHUATA 32 yKa3aHUs 3a B3eMaHe Ha IPOoOH OT MaIeHTa 3a aHaJu3.

Muenoaucmnactuye cunaapom (myelodysplastic syndrome, MDS) u octpa MueiouHa JeBKEMUS
(OMJI), BKITFOUMTEITHO CITyYaH C JIETAICH U3XO0J, BE3HUKBAT MPH MAIMEeHTH ciiel] nH}y3nus Ha
CARVYKTI (Bxk. TouKka 4.8).

BuusiHue BbpPXy BUPYCOJIOIUYHU TECTOBE

ITopanu orpaHU4YeHUTE U KPATKH [IOCIE0BATETHOCTH Ha HACHTUYHA FeHeTHYHA HHPOPMAaLUs IPH
JIEHTUBUPYCHUSI BEKTOP, M3Moi3BaH 3a ch3naBane Ha CARVYKTI, u HIV, uskou tecrose 3a HIV,
Oasupanu Ha HykiIenHOBa kucenuHa (NAT), Mmoxe na magat (hanmmrBoO MONTOKHUTEICH Pe3yITar.

JapsBaHe Ha KPbB, OPraHy, ThKAHU U KIETKU

[Maumenture, nexkyBanu ¢ CARVYKTI, He TpsiOBa na gapsiBat KpbB, OpraHH, ThKaHH U KJIETKH 3a
TpaHcmianTauus. Ta3u uHpopmarus e BKiIrouyeHa B CUrHajiHaTa KapTa Ha IalueHTa, KosSTo TpsioBa na
Ob/e MpeoCTaBeHa Ha MalUeHTa.

CBpPBXUyBCTBUTEIHOCT

[Tpu nndy3us Ha CARVYKTI moxe na Bb3HUKHAT ajeprudHu peaknnd. Cepro3HH peakiiui Ha
CBPBXUYBCTBUTEIHOCT, BKIIOUUTEITHO aHAQWIAKCHS, MOXKE J1a HACTBIIAT MOPaJAN HATMYUETO Ha
numetui cyndoxcun (DMSO) unu ocratbunn konuuectBa kaHamuiuH B CARVYKTI. IMaunenture
TpsiOBa J1a ObAT BHUMATEIHO HAOJI01aBaHH B IPOIBJDKEHUE Ha 2 yaca ciell nH(Y3usaTa 3a IpU3HaLH
Y CUMITOMH Ha TeXKa peakius. 3armoyHeTe JiedeHue He3a0aBHO W M3IOJI3BANTE MIPU MAIMEHTUTE TO3H
MOJIX0J], KOWTO CHOTBETCTBA HA TEXKECTTAa HA PEAKIIHATA Ha CBPbXIYBCTBUTEIHOCT.

JBIArocpovHo mpocienspaHe
OuakBa ce manueHTuTe Jja ObAaT BKIIOUSHN U IPOCIIEIIBaHN B PETHCTH, 3a Ja ce pazdepe mo-100pe
aparocpoynara 6esomnacHoct U eukacHocT Ha CARVYKTL

4.5 Bs3amMmopeiicTBHe ¢ IPYTrH JeKAPCTBEHM MPOAYKTH M APYTrH (JOpMH Ha B3aMMo/eiicTBHe

He ca nmpoBexxganu mpoyuBaHus 32 papMaKOKHHETHYHUTE WIH (DApMAKOTUHAMIYHHUTE JIEKapCTBEHU
B3anMmonercTeug ¢ CARVYKTIL

EnHOBpeMEHHOTO NMPUIIOKEHHE Ha MIPOAYKTH, 32 KOUTO € U3BECTHO, Y€ MHXMOMUPAT QyHKIUITA Ha
T kneTkuTe, HE € MPOYYBaHO OPHULINAIHO. EMHOBPEMEHHOTO NMPHUIIOKEHUE HA IPOIYKTH, 32 KOUTO €
W3BECTHO, Y€ CTUMYIUpaT QyHKIHsATa Ha T KIETKUTE, HEe € M3CIeIBaHO U e(DEeKTUTE HE Ca M3BECTHH.

Hsaxown nanmenty B kimmanyante n3nuteanus ¢ CARVYKTI ce nyxaast oT Tonmunu3ymao,
KOPTUKOCTEPOHIM M aHaKWHpa 3a oBnaasaBane Ha CRS. KierpunaTa ekcriaH3us U MepcUCTUPAHETO Ha
CARVYKTI npoxbmkaBat cien npuioxeHue Ha Torminzymad. B [Ipoyusane MMY 2001
NalMeHTHTE, JEKYBaHH ¢ ToIMIn3yMad (n=68), uMat cboTBeTHO € 81% 1 72% mo-Bucoka Cmax 1
AUC23¢ H2a CARVYKTI B cpaBuenue ¢ naruerTute (n=29), KOUTO HE ca MOTydaBaIH TOIMIN3yMa0.
[TarmeHTHTE, KOUTO MONTy4aBaT KOPTUKOCTEpOU I (n=28), mMaT choTBETHO C¢hC 75% u 112% mo-
BUCOKA Crmax 1 AUCy.23¢ B CpaBHEHHE C MALUEHTUTE, KOUTO HE Ca MOJyYyaBajid KOPTUKOCTEPOUIH
(n=69). OcBeH TOBa MaMEHTUTE, KOUTO ca NMOJdy4aBany aHakuHpa (n=20), uMaT cboTBETHO ¢ 41% 1
72% mo-Bucoka Cpax 1 AUCo28¢ B CPaBHEHNE C TTAIIMEHTHTE, KOUTO HE Ca IMOTyYaBajl aHaKHHPA
(n=77). B Ilpoyusane MMY 3002 pe3ynraTute, CBbp3aHH C TOIMIN3YMa0 U KOPTHKOCTEPOUI,
cpoTBeTCTBaT Ha [IpoyuBane MMY2001.
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KuBu BakcHHU

be3omacHoCTTa Ha UMYHH3aLUATA C )KUBU BUPYCHH BaKCHHU 110 BpEME Ha WU CIIE]I JICUEHHE C
CARVYKTI =e e npoyuena. Karo npennaszna Msipka BaKCHHALIUATA C KUBH BUPYCHU BaKCUHU HE CE
NpenopbyBa 3a Ha-Majiko 6 CeAMUIM MPEH 3all0YBaHe Ha XMMUOTEPAHs 33 JIUM(POLUTHO
nzuepmBane, mo Bpeme Ha gedeHne ¢ CARVYKTI u o nMyHHOTO BB3CTaHOBSIBaHE CIIE]] IEYCHNUE C
CARVYKTI.

4.6 @epTHINTET, OPEMEHHOCT U KbpMeHe

JKenu ¢ geTepoicH MOTEHIMAN/KOHTPALCIIHS IPYU MBKE M KEHU

CTaTychT 10 OTHOIIICHUE HA OPEMEHHOCT IPH KEHUTE C ICTEPOCH MOTCHIIUAN TPIOBa ja ObJie
MIpOBepeH npean 3anouBane Ha jiedenne ¢ CARVYKTI.

Hsima nocTaTbuHO naHHU 332 €KCIO3UIIMATA, 32 1a € Aa/ie MPENOopBhKa OTHOCHO NPOABIDKUTEIHOCTTA
Ha koHTpanenuus ciaex teyenue ¢ CARVYKTL

B kmMHMYHKTE M3NUTBAHUS HAa NALMEHTKHUTE C JETEPOIEH MOTEHIHMAN € IPENOPhYBaHO Ja N3MOJIBAT
BUCOKO e(DEKTUBEH METO/I 332 KOHTpPALETHs, a OOTHUTE MBXKE C TAPTHLOPKH C ACTEPOJICH MOTECHIIUAI
WK ¢ OpEeMEHHU MAapTHHOPKH Ca ChbBETBAHMU /1A M3I0JI3BAT OapuepeH METO 3a KOHTpALEIHs 0 eHa
roauHa cien nonydaBane Ha CARVYKTL

BukTe KkpaTkara XapakTepUCTHKA Ha IIPOIYKTa, H3MOI3BaH 3a XUMUOTEPAIHUS 33 JTUM(OIUTHO
n34epIiBaHe 32 HHPOpPMAaIHsI OTHOCHO HEOOXOAUMOCTTA OT KOHTPAIICTIINS TIPH MAIlHeHTH, KOUTO
MOJIyJaBaT TaKaBa XMMHOTEpaITHsl.

bpemeHHOCT
Jluncar ganam ot ynotpedara Ha CARVYKTI mpu 6pemennu sxenu. He ca mpoBexpann

MIPOYYBAHUS IIPH KUBOTHU 32 PEMPOAYKTHBHA TOKCHYHOCT U TOKCUYHOCT 32 PA3BUTHETO C
CARVYKTI. He e uzsectro ganu CARVYKTI uma notennuan na ce npenasa Ha eryca u jia
Mpenu3BHKa (peTaHa TOKCHYHOCT.

ITopaau ToBa CARVYKTI He ce mpenopbuBa 1pu 6peMeHHH KEHU WITH JKEHU C JIeTepOoJIeH
MOTEHIAI, KOUTO HE U3IOJI3BAaT KOHTpanenius. JKenure TpssOBa ga Ob1aT yBEJOMEHH, Y€ MOXKE Ja
CBINECTBYBAT PHCKOBE 3a Tuioaa. bpemennoct cien tepanvst ¢ CARVYKTI tpsosa na ce o6cham ¢
JIEKyBaIIUs JeKap.

bpemennu xenu, kouto ca nonyumwtn CARVYKTI, moxe na umar xunoramarnoOyiaunemus. Tpsosa
Jia ce OOMHUCIIM OlIEHKa Ha HUBaTa Ha MMYHOTJIOOYITMHUTE IIPH HOBOPOJICHH OT MallKH, JIEKyBaHU C
CARVYKTIL

Kvpmene
He e uzBectno ganmn CARVYKTI ce exckperupa B kbpmara. JKeHH, KOUTO KbpMST, TpsIOBA Aa ca

YBEZOMEHHU 3a MOTEHIMATHNS PUCK 32 KbpMAYEeTO.
Caen npunoxkernne Ha CARVYKTI pemenneto 3a kbpMeHe TpsiOBa 1a ce 00ChIH € JIEKYBAaLIHs JIeKap.

deprunurer
Jluniceat nannm 3a epexra Ha CARVYKTI Bopxy deprunurera. Edexture Ha CARVYKTI Bppxy

(bepTuIUTeTa IPU MBIKE M )KEHH HE ca OLICHEHHU B ITPOYYBAHUS MPH KUBOTHH (BXK. TOUka 5.3).
4.7 EdexTn BbpXy crioco0HOCTTA 32 moupaHe u padoTa ¢ MAIINHA

CARVYKTI nosnusiBa B 3HaUMTEIIHA CTEMEH CIIOCOOHOCTTA 3a mo(upaHe U paboTa ¢ MallIUHH.
[lopanu noTeHMana 3a HEBpPOJOTHYHH ChOUTHA NauueHTute, noirydasamu CARVYKTI, ca
M3JI0’KEHU Ha PUCK OT MPOMEHEHO WJIM HaMaJIEHO HUBO Ha Ch3HAHME WIIM HapyllleHa KOOPIUHALM B
8-te ceqmuru ciien nHOy3ust Ha CARVYKTI (Bxk. Touka 4.4). [laruentute TpsOBa Aa ce ChBETBAT Ja
ce BB3JIbpPKaT OT MOopUpaHe U MPAKTHKYBaHE HA PUCKOBH NMPOQECHH WU JISHHOCTH, KaTo Harp.
paboTa ¢ TeXXKH WIK IOTEHIAIHO ONaCHU MalllMHU, [0 BpeMe Ha TO3W HayaJieH epUOJ U B clydai
Ha HOBa IPOSBa HA HEBPOJIOTHYHUTE CUMITTOMH.
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4.8 Hexenanu JjeKapcTBeHH peaKkuuu

00600611eHne Ha poduia Ha 6€30MacHOCT

besomacunocrra Ha CARVYKTI e onenena npu 396 Bp3pacTHH MAIMEHTH C MYJITHUILIEH MHIEIIOM, Ha
kouTto e npuiokeH CARVYKTI, B Tpu otkputy xnmmHnYHYN n3nutBanus: [Ipoyasane MMY2001
(N=106), xoeTo BKJIFOUBa MAIIMEHTH OT OCHOBHATa Koxopra ¢a3a 1b/2 (Crenunenu maru; n=97) u
JIombIHUTENHA KoxopTta (SAnonus; n=9), u [lpoyusane MM Y2003 daza 2 (n=94) u [IpoyuBane
MMY3002 daza 3 (n=196). Ilatmenture, 3apbpmmin [Ipoyasane MMY2001, MMY2003 nnm
MMY3002, ca mogxoAsIiu 3a BKIOYBAHE B OTICTHO IBJITOCPOYHO IIPOYUBAHE 32 MPOCIEIIBAHE
(MMY4002).

Haii-uectute nexenanu peakiun Ha CARVYKTI (>20%) ca meyrponenus (90%), mupekcus (85%),
CRS (83%), pombonuronenus (60%), anemust (60%), MyckyHO-ckeneTHa 0onka (40%),
mumdornenus (38%), ymopa (35%), meBkonenus (34%), xunoronns (34%), XxumoraMmariio0yImHEeMUs
(33%), muapwus (32%), nHdEKs Ha TOpHATE AuxaTtenHu nbTuma (32%), MmoBUIIeHNE Ha
TpancamuHasute (26%), rimaBodoue (25%), ranene (23%) u kanumna (22%).

Cepro3HH HEXXENaHU peakuuu ca Ha0moaBany npu 44% OT MaLMEeHTUTE; CEPUO3HU HEXeJIaH!
peakiuu, choOIIeHu npu >2% ot naruenture, ca CRS (11%), maeBmonus (9%), cencuc (5%),
BupycHa uapekuus (5%), neyrponenus (4%), mapanusa Ha yepennute HepBH (4%), I[CANS (4%),
enuedanonarus (3%), napexuus Ha ropHUTe TuxaTeaHu nbptuia (3%), OakrepuanHu HHPEKIUH
(2%), ractpoenteput (2%), hedbpunna HeyTponenus (2%), TpombonuToneHus (2%), xemodaronuraa
mumpoxuctronutosa (2%), Mmotopaa auchyskuus (2%), mucmues (2%), nuapus (2%) u 60peuna
HEAOCTaTHYHOCT (2%).

Hait-uecture (=5%) HEexXeMaTOIOTMUHU HEXEJIaHU PeaKluy CTEIeH > 3 ca MOBUILIEHUE Ha
tpancamuHaszure (11%), maeBmonus (11%), pedpunna Heyrponenus (8%), cencuc (7%), mupexcus
(7%), noBumena rama-rumytamuntpanchepasa (6% ), xumotonus (6%), 6axrepuanna uapexus (5%) u
xunoramarnooynuaemus (5%).

Haii-uecture (>20%) xeMaToIOruyHu OTKJIOHEHHS CTeleH >3 ca HeyTponenus (89%),
TpoMOonuTornieHus (45%), anemus (44%), mumponenns (36%) u nesronenus (33%).

CIUCHK HA HEXKETAHUTE PEAKIIUU B TAOJIMYCH BUJT

B Tabnuna 4 ca 060011eH! HEKEIAHUTE PEAKIHH, HACTBITWIN MPH MAIUESHTH, Oy YN
CARVYKTIL

B pamMkuTe Ha BCEKM CHCTEMO-OPTaHEH KJIaC HEeXEJIAHUTE PeaKIiy ca Kiacu()UIMPaHH 110 YeCTOTa.
Ipu BCsiko TpyMUpaHe B 3aBUCHMOCT OT YECTOTATA, KBJICTO € OT 3HAYCHUE, HEXKEIIAHUTE JICKAPCTBCHH
peaKIny ca Mpe/ICTABeHH 110 pe/ia Ha HaMasiBalla CepUO3HOCT, KaTo € U3M0JI3BaHa clieHaTa
KOHBEHIUS: MHOTO decTH (>1/10), wectn (>1/100 mo <1/10), vewectu (>1/1000 no <1/100), penxu
(>1/10 000 mo <1/1 000), mHOTO peaxu (<1/10 000), c Hen3BecTHA YecTOTa (OT HATMYHUTE JaHHU HE
MOJKe J1a ObJlec HallpaBeHa OIICHKA).

Tabanna 4: Heskesana peakuys NpH MANMEHTH ¢ MYJTHINIEH MHEJIOM, JIEKYBaHH C

CARVYKTI
YectoTta (%)
Bcenuku
crened | Crenen
Cucremo-opradet kjaac | Yecrtora He:xxenana peaxuusi U >3
Nndexnnn n MHoro Bakrepuanua undexums 14 5
HHpecTanun 4eCcTU
WHdexnus Ha TOPHUTE 32 2
JIMXATEHM TBTHINA
BupycHa nundpeKims 19 4
[TueBMoHus * 14 11
Yectu Cencuc'* 9 7
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[acTpoeHTepuT? 6 1
Wubekuns Ha TUKOYHUTE 5 2
bTHIA’
MukoTrH4Ha HHPEKIHS 3 <1
Heonnazmu — Yectu BropuuHo 31m0KauecTBEHO 4 4
A00poKavYecTBEHH, 3a00Js1BaHe OT MHEIIONICH
3JI0KAYeCTBEHH U ¢ poM3X0”
Heomnpe/esIeH XapaKTep
(BKJI. KHCTH M MOJIUIH)
Heuectn BropuuHo 31m0KauecTBEHO 3200IIBaHe 1
ot T-kJeThueH Npou3Xoa
Hapymenus Ha kpbBTa | MHOTO Heytponenus” 90 89
U JUMQHATa cucTeMa 4eCTH TpombGouuTonenus 60 45
Anemus®* 60 44
JleBkonenus 34 33
Jlnmdonenus 38 36
Koarynonatus® 12 3
Yectn DebpuitHa HEYTPOIICHHS 8 8
JIumdonurosa® 3 1
Hapymienus Ha Mnoro Xunoramarno0yTuHeMus 33 5
HMYHHATa cUCTeMa YECTH CuHIpOM Ha 83 4
0CcBOOOKaBaHe Ha
IATOKUHA"
Yectu Xemodaromuraa 3 2
nuMpoxucTHonuTo3a”
Hapymenus Ha MHoro XUNOKJILHEMHUSI 16 3
MeTadoIM3Ma U 4eCTH Xunogocharemus 17 4
XpaHeHeTo Hamanen anmerur 16 1
XUNOKAIHEMHUS 17 2
XunoanOyMUHeMUst 11 <1
XunoHaTpueMus 10 2
XunoMarHe3eMust 12 <1
Xunepbeputunemus® 10 2
Henxnunn Hapymennsa | Yectu Jemup’ 3 <1
[Ipomenu Ha nuuHOCTTA® 3 1
Hapyumienus Ha Mmuoro Ennedanonarus®™ 14 3
HEepPBHATa cHCTeMa 4eCTH CuHIpoM Ha 11 5
HEBPOTOKCHYHOCT,
CBbp3aHa C IMyHHHUTE
e(EeKTOPHH KIIETKH"
Motopua aucdyHkims'© 13 2
3amasHoCT" 13 1
['maBoOonne 25 0
Hapymienue Ha chus'! 10 1
Yectu Adazus'? 5 <1
[Tapanuza Ha yepenHo- 7 1
MO3bYHH HEpPBHU'>
[Tapesa'* 1 <1
Arakcus'® 4 <1
Tpemop” 5 <1
HeBpoTokcH4HOCT” 1 1
Heuectn ITepudepna HeBponaTHs '® 7 1
Cunapowm na Guillain-Barre <1 <1
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Cbpaeunn HapymeHuss | MHoro Taxukapaus” 14 1
4eCcTU
Yectu Covpaeunn apurvun'’ 4 2
CbaoBu HapylIeHHust MHoro Xunoronus” 34 6
YECTH XunepTroHus 11 4
Kpsaousnus'® 11 2
Yectn
Tpombo3a” 4 1
Cungpom Ha 1 0
MPOIMYCKJINBOCT Ha
KaIllWIsIpuTe
PecnimpaTopum, rppauun | MHOTO Xunokcus 13 4
¥ Me{HACTHHAIHA 4eCTH Jucnues ' 14 3
HApYIIeHUs Kanumma® 22 0
CToMalIHO-4YpPeBHH Msuoro JMuapus> 32 3
HapyLUeHUsI 4eCTH
I'anene 23 <1
IToBpbIane 12 0
3anex 15 0
Yectn Kopemna 6onka” 9 0
NmyHomenuupax
SHTEPOKOJIUT
XenaToouauapHu Yectn XunepOnnupyOnHeMus 3 1
HapyLUeHHUs!
Hapymenus Ha koxata |Yectu OGpus” 9 0
U NOJKOKHATA ThKAaH
Hapymenust Ha MHoro MyckyHo-cKkeneTHa 6onka” 40 3
MYCKYJIHO-CKeJIeTHATA | YECTH
cucTeMa u
CheIMHUTENHATA ThKaH
Hapymenust Ha Yectn brOpeuna 7 4
ObOpenuTe U MUKOYHHUTE HEI0CTATHYHOCT?!
MbTHINA
O0mm HapymeHus u MHoro ITupekcus 85 7
epeKTH HA MAICTOTO HA | YECTH Ymopa® 35 4
TMPUJI0KEHNe Cry1cHH TPBIKH 15 0
Orok* 16 1
Boska" 11 1
N3caenBanusa Msmuoro IloBumienue Ha 26 11
4eCTH TpaHCAMUHA3HTE
[oBumiena 10 6
ramarjiyTamuiTpanchepasa
Yectn IHoBumen C-peakTuBeH 7 1
IPOTEUH
[loBumena anmkanaaa 8 3
docdarasa B KpbBTa

HexenanuTe peakiinu ca ChoOIIeHH, kKaTo ¢ u3noia3sad MedDRA Bepcust 26.1

# Bxmousa neTaneH(Hu) u3xoa(u).

*
1

B®3 ocHOBa Ha rpynHUpaHu TEPMUHU

Cerncuc BKITIOYBA OakTepueMus, OaKTepHasIeH Cercuc, cencuc, npuunaeH oT Candida, 6akTepuemust,
CBBp3aHa C yCTPOUCTBOTO, EHTEPOKOKOBA OaKTepreMusi, EHTEPOKOKOB CEIICHC, CETICHC, IPUYUHEH OT
Haemophilus, HeyTponieHn4eH cercuc, 6akTeprueMus, MPeAn3BIUKaHa OT IICEBOMOHAC, CETICHC,
NPEeTU3BUKAH OT IICEBJOMOHAC, CETICUC, CENITUYEH IIOK, CTaQUIOKOKOBA OaKTEepHEMHsI, CTPENITOKOKOB
cercuc, cucteMHa uHbekwms, npuunHeHa ot Candida u ypocericuc.

TacTpoeHTepuT BKIIFOUBA OaKTepHAICH CHTEPOKOIUT, HH(EKIINO3EH EHTEPOKOIIUT, BUPYCEH EHTEPOKOJIHT,
CHTEPOBUPYCHA WH(EKIINS, TaCTPOCHTEPUT, TACTPOCHTEPUT, puanHeH oT Cryptosporidium,
racTPOCHTEPHUT, PHYHUHEH OT POTABUPYC, TACTPOCHTEPHT, TPUIMHEH OT CAJIMOHENa, BUPY CEH
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racTPOCHTEPHT, TaCTPOCHTEPHUT, puunHeH oT Escherichia coli, HHbEKIHS Ha CTOMAITHO-YPEBHUS TPAKT
nH(EKInsA Ha 1e0eT0TO YepBo.

Wudexius Ha MUKOYHUTE ITHTHUIIA BKIIIOYBA [UCTHUT, MH(EKINS HA MUKOYHHUTE [THTHIIA, IPUYHHEHA OT
Escherichia, nH(eKIMs Ha MUKOYHUTE IBTHUINA, OaKTepHaTHa HHPEKINA Ha MTMKOYHUTE IITHINA U BUPYCHA
uH(EKIUs Ha MTUKOYHHUTE TBTHIA.

AHeMUsI BKJIIOUBA aHEMHSI, XUTIOXPOMHA aHEMHSI, JKEIISI301e(DUIINTHA aHEMUST 1 OJIEI0CT.

Koarymnonarust BKJII04Ba YABDKESHO aKTUBHPAHO MAPLHATHO TPOMOOIIACTHHOBO BpeMe, HaMalleH
(uOpUHOTeH B KPBBTA, OTKJIOHEHHE B KOAryJIal[HOHHUTE TECTOBE, YABIKEHO BpeMe Ha KPbBOChCHPBAHE,
KOAaryJIonarHsi, TUCEMUHUPaHa BbTPECHI0BA KOAryJamus, XUopuOpHHOTeHEMHUSI, TIOBUIIIEHO
MEXKIyHAPOIHO HOPMAIN3UPAHO CHOTHOIIEHHUE, TOBUIIICHO HUBO Ha MPOTPOMOWH U YIBIDKEHO
HIPOTPOMOUHOBO BpeMe.

XwurnephepuTHHEMHS BKIFOYBA XUIEPHEPUTHHEMHS U TIOBHIIICH CepyMeH (hepUTHH.

Jenup BKIIIOYBa BB30Y/a, ACIHUD, 1E30PHEHTALMS, €y()OPUUHO HACTPOCHHUE, XATIOLMHALINS,
pa3apasHUTENTHOCT U OE3MOKOMCTBO.

IIpomenu Ha TMYHOCTTA BKIIOYBA a)eKTHBHA JIAOUIHOCT, allaTs, U3paBHEH aQeKT, 6e3pa3iudue, IpoMsHa
Ha JIMYHOCTTA U MAaCKOBH/HO M3P)KCHHE Ha JIULIETO.

Ennedanonarust BkimouBa aMHe3us1, OpaaupeHns, KOTHUTHBHO pa3CTPONHCTBO, ChCTOSHHE Ha 00BPKAHOCT,
HOTUCHATO HUBO Ha Ch3HAHHE, HApYIICHIE Ha BAUMAHUETO, CHIIe(anonaTys, JIeTaprus, yBpeK1aHe Ha
HaMeTTa, IICHXUYECKO YBPEXKJaHe, IPOMEHHU B ICHXUYHOTO ChCTOSIHHE, HeMH(EKINo3eH eHuedanuT,
MICHXOMOTOPHO 3a0aBsiHE 1 320aBEH OTTOBOP Ha CTUMYJIH.

MortopHa AuchYHKIMS BKIIOUBA arpadus, OpaIuKHHE3Us, PUTHIHOCT THII 3509aTO KOJIENIO, OTKIIOHEHUS B
KOOpIHMHAIMATA, AUcrpadms, ITo3a Ha KJIeaya, eKCTPaMpaMUIHO Pa3CTPOHCTBO, MUKpOTpadus, MOTOpHA
JUChyHKIMS, MyCKYJIHa PUTHIHOCT, MYCKYJIHH CIIa3MH, MYCKYJIHO CTATaHe, MyCKyJIHa c1abocCT,
MHOKJIOHYC, TTADKMHCOHH3bM HEIPABHIIHA CTOMKA U CTEPEOTHUITHSL.

HapyuieHue Ha ChHS BKIIIOYBA XHIIEPCOMHUS, O€3ChHUE, HAPYILICHHE HA ChHS U COMHOJICHTHOCT.

Adasus BrirouBa adasus, qu3apTpusl, 3a0aBeHa ped U HapylLIeHHe Ha peyTa.

TMapanu3aTa Ha 4epenHO-MO3bYHH HEPBH BKJII0UBA Napaiu3a Ha Bell, mapanusa Ha 4epernHo-MO3b4YHH
HEpBH, HapyIlICHHE Ha JINIEBUs HEPB, JIMLIEBA TTapanun3a, JIMIeBa apesa, napanusa Ha [1I-tu Heps,
TpUreMUHYCOBa Mapaju3a U napanusa Ha VI-Tu Heps.

Tlape3sa BKIItOYBa Iape3a, XEMUNapesa v napajinsa Ha NepoHeaIHHs HepB.
15
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ATakcust BKIIFOYBA aTaKCHs, HapyIICHHE Ha PABHOBECHETO, AUCMETPHS M HapYIICHHE Ha TIOXO/IKATa.
Ilepudepna HeBpomaTHs BKIIOYBA TepudepHa HEBPOIATHSL, IepuQepHa MOTOpPHA HEBpOaTHs, nepudepHa
CEH30MOTOPHA HEBPOINaTHsl, eprdepHa CEH30pHA HEBPOIIATHS U TTOJHHEBPOIIATHSL.

Chbp/ieuHH apUTMHH BKIIIOYBAT MPEACHPIHO MBXKJIEHE, TIPEICHPAHO TPENITEHE, ITbJICH
aTPUOBEHTPHUKYJIapeH OJI0K, aTPHOBEHTPHKYJIApEH OJIOK BTOPA CTEMEH, HaJKaMepHa TaXHUKapAus, KaMEepHH
eKCTPAaCHCTOJIN U KaMepHa TaXHKapIus.

KpbBOU3IIMB BKIIIOYBA KPHBOM3JIMB HA MSCTOTO HA KaTeThpa, MO3b4eH KPHBOU3IIUB, KOHIOHKTHBAJICH
KPBHBOM3IIUB, KOHTY3Hs1, EMUCTAKCHUC, OYHA KOHTY3Hs1, CTOMAIIHO-4PEBEH KPBBOM3JINB, XeMaTEME3a,
XEeMaTOXe3H1s, XeMaToM, XeMaTypHsi, XeMo(TH3a, XeMaToOM Ha MACTOTO Ha MH(Y3Hs, KPbBOU3IMB B
JIOJTHATa YacT Ha CTOMAIIHO-YPEBHUS TPAKT, KOHTY3HUs Ha yCTaTa, KPbBOUIIHUB CJIE/ MPOLEaypa,
6es10apo6eH KPbBOM3IINB, PETHHAICH KPbBOU3IIMB, PETPOIIEPUTOHEAICH KPHBOU3IIHB, CyOapaxHOU I IeH
KPBHBOM3IHUB U CyOLypalieH XeMaToOM.

JlucriHest BKIIIOYBA OCTpa AUXaTeHa HEOCTAThYHOCT, JUCTIHES, AUCIHES TIPU YCUIINE, THXaTelHa

HEOOCTATBYHOCT, TAXUIIHEA U CBUPKAIIA XPUIIOBE.
20
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I[I/Iapl/lﬂ BKJIFOYBA KOJIUT U AUapus.

BrOpeuHa HeIOCTaTHYHOCT BKIIIOYBA OCTPO OBOPEUYHO YBPEXKIaHe, MOBUILICH KPEAaTHHUH B KPHBTA,

XpoHn4Ha ObOpeuHa 6oJecT, ObOpeUHa HETOCTATHYHOCT M OBOPEUHO YBpEKAaHe.

22
OTOK BKJIIOYBA OTOK Ha JIMOETO, 3aAbpiKaHe HAa TECHYHOCTHU, I'€HEPAJIU3HUPAH OTOK, XUIIEPBOJIEMHUS,

JIOKAIM3UPaH OTOK, OTOK, MeprpepeH 0TOK, OTOK Ha HeOLEeTo, MEPUOPOUTAIICH OTOK, epudepHO
noyBaHe, 6enoapoOHa KOHrecTHs!, 6enoaApo6eH 0TOK, OTOK Ha CKPOTyMa M OTHYAHE Ha €3UKa.

Ot 196-te nanmenTu B [Ipoyusane MM Y3002 20 nauueHTH cbe 3a00J11BaHe C IIO-BUCOK PHCK ca
MOJIYYHJTH ITPOTPECHUS paHO U OBP30 10 BpeMe Ha MocToBa Teparus npeau nadysusata CARVYKTI u
ca nomyumnn CARVYKTI karo mocnenBama tepanus (Bx. Touka 5.1). [Ipu te3n narmmentn MNT ce
choOIIaBa npu eauH nauent (5%) u e neka (crenen 1 wim 2). CroOmmenusta 3a CRS ca ¢ mo-Bucoka
yecToTa Ha cTeneH 3 u cteneH 4 (25%), BxmountenHo cinyyan Ha CRS, ycnoxuern ¢ HLH (10%) nmu
DIC (10%). ICANS ce crobmaBa ¢ mo-pucoka gectota (35%) u texect (10%) mpu crener 3. Iletuma
MAIMEHTH ca MOYUHAIH OT JieTanHu cbOuTHs, cBbp3anu ¢ CARVYKTI (2 nopanu xpbBOU3IHB B
koHtekcta Ha HLH niu DIC u 3 nopaau netanHu nHQEKIUH).

19



Onrcanve Ha N30paHN HEXKETAHU PEaKITHH

Cundpom Ha 0c606021c0asane Ha YUMOKUHU

CRS ce crobmiaBa mpu 83% ot naruenture (n=330); 79% (n=314) oT manueHTUTE UMAT CHOUTHUS HA
CRS, xouto ca crernex 1 nnu crenex 2, 4% (n=15) ot manmentute umat cpOnTHs Ha CRS cremnen 3
i creneH 4 u <1% (n=1) ot nanmenTuTe nMat chouTHe Ha CRS crenen 5. [leBerneceT u oceM
MpoleHTa OT narueHTure (n=324) ce Bb3cranoBsBat oT CRS.

IIpoasmxurenHocTTa Ha CRS e <18 nHM mpy BCHYKU OCBEH MPH €IWH MalUeHT, TPH KOHTO
MPOABIDKUTENHOCTTA € 97 mHH, yernoxkHeH oT BropuuHa HLH ¢ mocnensamy neranen nzxon. Haii-
yectute (>10%) npu3HayM WiM CUMIITOMH, cBbp3anu ¢ CRS, BxmrouBaT nupekcust (82%), XUNMOTOHUS
(28%), moBuena acnaprat amuHoTpanchepasza (ASAT) (12%) u xunokcus (10%). Buxre Touka 4.4
3a yKa3aHHWs 3a IPOCIIEAsBaHe U JICUCHHE.

Heeponocuuna mokcuunocm

Hesponornuna TokcnyHOCT Bh3HUKBA Tpu 23% ot nammentute (n=90), 6% (n=22) ot nanueHTuTe
“MaT HEBPOJIOTUYHA TOKCHYHOCT cTereH 3 i cteneH 4, a 1% (n=3) oT manueATnTe uMar
HEBPOJIOTHMYHA TOKCUYHOCT cTeneH 5 (equH ciaydait Ha ICANS, eauH - Ha HEBPOJIOTMYHA TOKCUYHOCT
C TIPOIBIDKABAI MAPKUHCOHU3BM, U €/IMH - Ha eHIledarnonarus). B momsiHeHNe, equHamneceT
MAIMEeHTH Ca C JIeTaJeH U3X0/l, KOUTO Ca UMalli HEBPOIOTUYHA TOKCHYHOCT KbM MOMEHTA Ha CMBPTTA.
OceM JieTaliHy ciy4dasi ce AbDKAT Ha MHPEKIHs (BKIIOYUTEIHO 1BA CMBPTHH CITy4asl TP NalUeHTH C
HaJIMYHHU MPpU3HAOW 1 CUMIITOMU Ha MAPKUHCOHU3BM, KaKTO € OIIMCaHO HO-,HOJ'Iy) " €AVH CMBPTCH
CITydJaii ce TbJDKU Ha JUXaTellHa HeJJOCTaThUHOCT, KapIHOPECTIHPATOPEH apecT U HHTPAIapeHXUMEH
KpbBOM3NUB. BiokTe Touka 4.4 3a ykazaHus 3a HaOJIIOJCHUE U JICUCHHUE.

Cunopom Ha He8POMOKCUUHOCH, C8bp3aHa ¢ uMyHHume egexmopnu kiemxu (ICANS)

B c6opuu mpoyusanus (n=396) ICANS Bw3HUKBa 11pH 11% oT manmenTure (n=45), kato 2% (n==8)
nosyuaBaT ICANS crenen 3 unu 4, a <1% (n=1) ca nonyuunu ICANS crenen 5. Cumnromure
BKItouBaT adasms, 3abaBsiHe Ha pedta, Aucdarus, eHiedanonarus, MOTUCHATO HUBO Ha Ch3HAHUE U
CBCTOSIHUE Ha 00bpKaHOCT. Meananarta Ha BpemeTo oT uHdy3usra Ha CARVYKTI no nepsara nosisa
Ha ICANS e 8 nuu (qumamna3os: 2 10 15 qHU, ¢ M3KITIOYEHUE Ha 1 TAIMEHT C mosBa ciex 26 THU), a
MeJraHaTa Ha MPOABDKUTENTHOCTTA € 3 nHu (auama3oH: 1 10 29 nHu, ¢ U3KIIIOYeHUE Ha | TIAIUEeHT ¢
nocieBar JietajaeH usxon ciuen 40 n1au).

Leucamenna u He8POKOZHUMUBHA MOKCUYHOCH C NPUSHAYU U CUMNIMOMU HA NAPKUHCOHUZOM

Ot 89 naunentu B cOopHUTE MpoyuBaHus (n=396), KOUTO ca MOIyYHIIN HIAKAKBa IPOsIBA Ha
HEBPOTOKCHYHOCT, IEBETUMA MMAIIMEHTH OT MBXXKH TI0JI Ca TOJIYYIIN HEBPOJIOTUYHA TOKCHYHOCT C
HSKOJIKO TIpU3HAaKa U CUMIITOMA Ha MapKUHCOHU3BM, paznuyHu oT ICANS. MakcuManHuTe CTeneHn
Ha TOKCHYHOCT Ha apKUHCOHM3Ma ca: cteneH 1 (n=1), crenen 2 (n=2), cremnen 3 (n=6). Meaunanara
Ha BPEMETO JI0 MosiBa Ha MapkKUHCOHU3BM € 38,0 nau (mnana3oH: 14 1o 914 nuu) ot uHdpy3usITa HA
CARVYKTI. Equn narnuenrt (cTerneH 3) € Mo4rnHalI OT HEBPOJIOTHYHA TOKCUYHOCT U HAJIMYEH
napkuHCOHU3BM 247 muu cien npuwioxenueto Ha CARVYKTI, a qama narnuenTy (ctemnex 2 u
CTereH 3) ¢ HaJM4YeH NapKUHCOHU3bM ca MOYMHAIH 0T MH)EKINO3HU NpuanHu 162 u 119 nuu ciexn
npunoxxkenuero Ha CARVYKTI. Enun nanuent ce Bb3cTanoBsiBa (crerneH 3). [Ipu octananute

5 MaMeHTH CUMIITOMHTE Ha MTAPpKUHCOHU3BM Ca Ce 3abpKaid 10 996 qHU clie] MPUI0KeHUETO Ha
CARVYKTI. Beuukure 9 narnpienty umar anamHesa 3a npeamectsan; CRS (n=1 crenen 1; n=6
creneH 2; n=1 creneH 3; n=1 cremnex 4), a 6 ot 9 manuenTn umat npeamectraml [CANS (n=5
crernied 1; n=1 ctened 3).

Cunopom na Guillain-Barré

B c6opuuTe npoyuBanus (n=396) npu enuH nanueHT ce chobmana 3a GBS ciien neyenne ¢
CARVYKTI. Benpekn e cumnromure Ha GBS ca ce mogoOpuiu cien gedeHne ChC CTEPOUAN U
IVIG, naumentsT € nounnan 139 guu cnex npunoxxeanero Ha CARVYKTI nopaau enuedanonarus
CJIeJl TaCTPOEHTEPUT ¢ HAIMYHU cuMnTomMu Ha GBS.

Ilepugpepna nesponamusi

B c6opuuTe npoyuBanus (n=396) 28 manueHTy ca pa3BuiIK epruQepHa HEBPONATHSL, KOSTO ce
IPOsIBsIBA KaTO CEH30pHA, MOTOPHA UJIM CEH30MOTOPHA HeBponaTHs. MeauaHaTa Ha BpEMETO Ha I10sIBa
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Ha CUMIITOMHTE € 58 muu (nuama3oHn: 1 mo 914 nHu), MenraHaTa Ha IPOABIIKUTEIIHOCTTA HA CITydanTe
Ha niepudepHa HeBponatus ¢ 142 nuu (auana3on: 1 go 1062 mHU), BKIOYUTEIHO TE3U ¢ HATMYHA
HeBponaTus. OT Te3u 28 naruenTty, 5 umar nepudepHa HeBporaTus crerneH 3 win 4 (KOsITO OT3By4aBa
npu 1 manueHT uin 6e3 ChOOIIEHO JICUCHHE, KaTO MPOAbIDKABa MPH JPYTUTE 4 TMAIUeHTH,
BKITIOUHTEITHO TP €JTUH MAIMEHT, KOWTO ce MoI00psBa Clie/1 JIeUeHHUE ¢ gekcameTaszoH). [Ipu
octrananute 23 ¢ nepudepHa HeBpoOIaTHs cTerneH < 2, nepudepHaTa HEBPOIATHs 0T3By4YaBa 06e3
CHOOIIICHO JICUCHUE NP 7 MAIMESHTH | CJIC]T JICUCHHUE C IYJIOKCETHH MPH 3 MalUeHTH, KaTo
NPOJBIKABA TIPU IPYTUTE 9 MAIlMEHTH.

Tapanusa Ha yepenHo-mo3vuHU Hepau
B c6opuuTe npoyuBanus (n=396) npu 27 nanueHTH € HabII0AaBaHa Mapain3a Ha YepernHO-MO3bYHN
HepBU. MenmanaTa Ha BpEMETO JI0 IT0sBaTa Ha cuMIToMuTE ¢ 22 nuu (muamnazoH: 17 qo 101 gam) cuen
nHdysusata Ha CARVYKTI, a Mmeauanara Ha BpeMeTo 10 0T3By4aBaHeTo € 61 nuu (auanaszon: 1 1o

443 nHuW) cnen MosiBaTa Ha CHMIITOMHUTE.

Tlpoovrscumennu u peyuousupawyyu YUmMonexuu
Huronenuu crenen 3 win 4 B Jlen 1 ciien npuitoxkeHUETo, KOUTO HE OT3BYUYABAT JO CTEIICH 2 WU T10-
Hucka keM [len 30 cnen nadysusra Ha CARVYKTI, Bkmrousar Tpombonuronenus (33%),
HeyTporeHus (28%), mumbornenus (25%) n anemus (3%). Cnen en 60 cnenr CARVYKTI mpu 23%,
21%, 7% u 4% ot manueHTuTe ce HabJI0AaBa ChOTBETHO TUM(OINECHHUSI, HEYTPOIICHHUS, aHEMHS U
TpOM6OHI/ITOHCHI/IH crened 3 wim 4 CJICA MbPBOHAYAIIHOTO Bb3CTAHOBABAHE OT HUTOIICHUS CTCIICH 3

nnu 4.

B Tabnuiia 5 e mokasana yecToTaTa Ha IUTOIICHUH CTENEH 3 WM CTeneH 4, Bb3HUKBAIIH CJIE]T
MPUIOKEHUE, KOUTO HE OT3BYYaBaT A0 CTEIEH 2 WM NO-HUCKa chOTBETHO KbM JleH 30 u Jlen 60.

Tadauua S: YecToTa HA NPOABKUTETHN U PEUAUBUPALIN HUTONEHUH CJIe]] JIeYeHHe ¢
CARVYKTI (N=396)

Crenen 3/4 (%) | IlbpBonayanna | IIbpBoHayaaHa IHosiBa Ha
caen Jlen 1 Ha | cremen 3/4 (%), crenen 3/4 (%), crenen 3/4 (%)
MPHJIOKEHUETO KOHMTO He ce KOHMTO He ce > Jlen 60 (coen
Bb3CTAHOBSABAT" | Bb3CTAHOBABAT® NbPBOHAYAJIHO
J10 <cTemeH 2 110 <cTemeH 2 KbM | Bb3CTAHOBSIBaHe?
KbM Jlen 30 Jen 60 oT cTeneH 3/4)
TpomOoIuTONIEHUS 191 (48%) 132 (33%) 76 (19%) 14 (4%)
HeyTtponenus 381 (96%) 111 (28%) 44 (11%) 81 (21%)
Jlumdonenus 394 (99%) 97 (25%) 45 (11%) 91 (23%)
AHemus 184 (47%) 10 (3%) 10 (3%) 26 (7%)

a

J'IaﬁopaTopHm[T pesyirar ¢ Hal-TeXKaTa CTETIICH Ha TOKCUYHOCT CE U3M0JI3Ba 3a KaJICHIapEH ICH. He(bI/IHHLIHH 3a

BB3CTAHOBSBAaHE: TPAOBa 1a MMa 2 ITOCIIEI0OBATEIHH Pe3yTaTa CTeneH < 2 B Pa3IUIHH JHH IPH Bb3CTAHOBUTEIICH

nepuoa <10 mHu.

Benexxku: Jlaboparopaute pesynrath, otenenu ciex Jlex 1 mo den 100 3a MMY2001 u MMY2003, [den 112 3a
MMY3002, unu HayanoTo Ha nocjieaBaliaTa Tepamnusi, KOeTo HaCThIIU bPBO, Ca BKJIIOYEHH B aHAJIN3A.

Tpomboruronenus: ctenex 3/4 — 6poit TpombonuTr < 50 000 KeTKH/pl.

Heytpormenus: crenen 3/4 - 6poit HeyTpodunu < 1 000 kmerku/pl.
Jlumdonenns: crenen 3/4 - 6poit mumdonutu < 0,5%10° ketku/1,
Anemust: crener 3 — xemorniooun <8g/dl. Crenen 4 He e nedunnpana upes nabopatopuu ganuu no NCI-CTCAE v5.
TIporueHTHTE CE OCHOBABAT HAa OPOS JIEKyBaHH TTAI[MEHTH.

Cepuosnu unghexyuu

Wudexnun Bp3HMKBAT Tipu 54% ot naruentute (n=213); 18% ot nanuenture (n=73) nomyyasBat
WH(EKIMY CTeTeH 3 WK cTeneH 4, a netanau nHdekun (mHeBMoHus, npuuraeHa or COVID-19,
MTHEBMOHHS, CeTICUC, KonuT, npuuuHeH ot Clostridium difficile, cenTudeH MoK, OpOHXOMYJIMOHAIHA
acrepruiiosa, CeBIOMOHAJIEH CEIICUC, HEYTPOIICHHYEH cercuc U 6enoapoOeH adciec) Bb3HUKBAT MPH
4% ot narenTure (n=17). Haii-uecto crobuiaBannte (> 2%) MHGEKINU OT CTETEH 3 WITH MT0-BUCOKA
ca MTHeBMOHWUS, MHeBMOHMS, TpuunHeHa or COVID-19, u cencuc. debpriHa HEYTPOIIEHUS €
HabronaBana mpu 6% OT MaMEeHTHTe, KaTo 2% MoiyyaBat cepro3Ha (GpeOpritHa HeyTpONeHHSI.
Bwxre Touka 4.4 3a ykazaHus 3a HaOIIOeHUE U JICUCHHE.
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Xunozamaznobynunemus

B cOopuuTe nmpoyuBanus (n=396) xunoramarioOyivHeMus ce HabmoaaBa npu 34% OT MalUeHTHUTE,
KaTo 5% OT MaIMeHTUTE MOJTyYaBaT XuroramariaooyiauHemus creneH 3. Jlaboparopuute HuBa Ha [gG
cnazgat nox 500 mg/dl cinen madysusra mpu 91% (360/396) ot manmenture, nekyBaan ¢ CARVYKTI.
XumnoramarnoOynuHemust ce Habmromasa mpu 92% (364/396) ot manmenTute ciieqy nHGY3US WK KaTo
HeXellaHa peakius, Wik karo Jadoparopuo Hueo Ha IgG mox 500 mg/dl. ITetaecer u ocem mporieHTa
ot narerture ca nmomydmwn [VIG ciieqn CARVYKTI nnm mopaau HexxenaHa peaxius, Win 3a
npodunakTaka. Bmkre Touka 4.4 3a ykazaHus 32 HAOIIOIEHUE U JICYSHHE.

Hmynozennocm

Nmynorernoctra Ha CARVYKTI e ornieHeHa ¢ momorira Ha BaTuARPaH METOJT 32 OTKPHUBAHE Ha
cBbp3Bamu anTutena cpery CARVYKTI npeau npunoxeHueTo, a B MHOKECTBO BPEMEBH TOUKH -
cnen uHdysusra. B coopuute npoyusanus (N=369) 23% (83/363) oT manueHTHTE C MOAXOISAIIH
mpo0Ou ca mojoxuTenHu 3a aHTH-CAR aHTHTENa, IOABSBAIIY CE B X0/a HA JICUCHHUETO.

Hsama xareropuuHm moka3aTencTBa, ye HaOmonaBannte aHTH-CAR aHTHTENa MOBIMSABAT KHHETHKATA
Ha ITbPBOHAYAJIHATA €KCITaH3Us U TIepcUcTHpaHe, edukacHocTTa wiu 0e3onacHocTra Ha CARVYKTL

Crol1aBane Ha IOJ03UPAHU HEXKEJIaHU PEAKIIUH

CpoOm1aBaHeTo Ha MOI03UPAaHH HEXKEJIaHU PEeaKIUU CcJie]] pa3pelllaBaHe 3a ynoTpeOda Ha J1eKapCTBEHUs
HPOJYKT € BayKHO. ToBa 03BOJIsIBA 1a MPOABIKU HAOIIOICHUETO Ha ChOTHOIIEHUETO 110J13a/pHUCK 32
JIeKapCTBEHUS NMPOAYKT. OT MEAULMHCKUTE CIIEUATIICTH CE U3UCKBA Ja ChOOIIaBaT BCSIKa
NO/I03MpaHa HeXeJlaHa PeaKlys uype3 Hal[MOHAIHAaTa CUCTeMa 3a ChOOIIaBaHe B:

W3nmpnHUTENHA areHuus 1o JieKkapcTBaTa

yi. ,,JJamsia I'pyeB” Ne §

1303 Codus

Ten.: +359 2 8903417

yebcanT: www.bda.bg

4.9 Ilpeno3upane

JlunicBat JaHHM OTHOCHO MpU3HALUTE WK nocnencteuara ot npegosupane ¢ CARVYKTIL

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHHU CBOWCTBA

dapmakoTepaneBTHYHA rpyna: AHTHHEOIUTACTHYHH CPEICTBA, Py aHTHHEOIJIACTUYHH CPEJICTBA,
ATC xom: LOIXLO5

MexaHHU3bM Ha JICHCTBHE

CARVYKTI e renernyno moauduipana aBToioxna T-kiieTbuHa IMyHOTEpanus, HacO4eHa KbM
BCMA, kosTO BKJIIOYBA TpenporpaMupane Ha coOcTBeHuTe T KIIeTKH Ha ManyeHTa Ype3 TPAaHCTEHHO
KoaupaHe Ha xumepeH anTureneH penentop (CAR) 3a oTkpuBaHe U eTMMUHUPAaHE HA KIETKUTE,
excrupecupamm BCMA. BCMA ce ekcripecupa IpeIuMHO Ha MIOBEPXHOCTTA Ha 3I0KAYSCTBCHUTE
MHUEIIOMHH KJIETKH OT B nuHMsA, KakTo 1 Ha B Ki1eTku B KbCEH CTaAMii Ha Ch3psABaHE U IJIa3MaTHIYHU
kieTku. CAR nporennsT Ha CARVYKTI BrultouBa ABE aHTUTENA, HACOUEHU CPEILy €IMH IOMEWH Ha
BCMA, xouTo npuaaBat roisiM aguHUTET cpeiy doBemiku BCMA, 4-1BB koctuMynupai 1oMeiH 1
CD3-3eta (CD3() curnanen nuromiazMeH gomeitH. Cnex cBbp3BaHe ¢ KIETKUTE, eKCIIPECHPaIi
BCMA, CAR npeausBuksa T-KJI€ThYHO aKTUBHpAHE, EKCIIAH3UA U €TUMUHUPAHE HA TAPT€THUTE
KJIETKU.

dapmakogMHAMUYHA €DEKTH

OnuTH ¢ €THOBPEMEHHO KYJITUBHPAHE i1 Vitro MOKa3Bar, ue IIUTOTOKCHYHOCTTA U OCBOOOXK/IaBaHETO
Ha I[IUTOKWHU, MEJUUPAHU OT NuiITakadTareH aBroiesieln (uarepdepon-rama, [IFN-y], Tymop
Hekporusupaill dakrop anda [TNF-o], uarepneskun [1L]-2), 3aBucsat or BCMA.
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CARTITUDE-1 (Ilpoyusane MMY2001)

MMY2001 e oTkprTO, MHOTOIIEHTPOBO MPOYYBaHE C €AHO pamo ¢aza 1b/2, oneHsBamo eQpuKkacHOCTTa
u 6e3onacHoctTa Ha CARVYKTI 3a meuenune Ha BH3pacTHH IMAIIMEHTH C PEIIMIUBHUPAIT
pedpakTepeH MyJITUTUICH MUEIIOM, KOUTO Ca MOJTyYMIN Hal-MaJiko 3 TPEXOIHHU JIMHUY Ha
AHTUMHEIIOMHHU TepaIiy, BKIFOYBAIIN TPOTEa30MEH HHXUOUTOP, IMYHOMOYJIHPAIIO CPEICTBO H
antu-CD38 aHTHUTSII0, ¥ KOUTO UMAT MPOTpecHs Ha 3a00JIIBaHETO 110 BpeMe Ha WM B paMKHTE Ha

12 mecena cien nocneaHata cxema. [laleHTH ¢ M3BECTHO aKTHBHO 3a00JIsIBAaHE HA IICHTpaTHATA
HepeHa cuctema (LIHC) unu ¢ anamHesa 3a 3HaunMo 3a0omnsaBane Ha [{HC, BKITIOUHTETHO MYITHILICH
muenom Ha LIHC, nanmenTtu, nexyBaHu mpenu ToBa ¢ apyru antTi-BCMA nedenus, amoreHHa
TPaHCIIAHTAIMS Ha CTBOJIOBH KJICTKH JI0 6 Mecella mpeu ajepesara Wid TeKyIIO JICUYCHHE C
UMYHOCYIIPECOPH, KPeaTUHUHOB KIupbhHC < 40 ml/min, aOCOMOTHA KOHIIEHTpAIUS Ha TUMQOIIUTH
<300/ul, vepHoapoOHM TpaHCAMHIHA3H > 3 THFTH HAJl TOpPHATa TPaHUIA HA HOpMAaTa, ChbpAeYHA
¢dpakmyst Ha u3TIackBane < 45% wim ¢ akTUBHA CepHO3HA MHQPEKITUS ca N3KITIOUEHH OT H3ITUTBAHETO.

O6mo 113 manmenTu ca moyoxxenn Ha neBkodepe3a; CARVYKTI e mponssenen 3a BCHUKH
naruenTy. [llectHanecer manuentu He ca nekyBanu ¢ CARVYKTI (n=12 cieq neBkodepesa n n=4
cie]] Tepanust 3a TUMGOLMTHO U3YEepIIBAHE) MMOPAJAN PaHHO OTTETIISTHE HA ManuenTa (n=>5),
nporpecupario 3adosisBade (n=2) wiu cMbpT (N=9).

[Tpu 97-Te nexyBaHU MalieHTH MeAMAHATa Ha BPEMETO OT JICHs CJIe ITOJyYaBaHe Ha MaTepuana oT
JeBKodepesa B MACTOTO Ha IPOU3BOJCTBO 0 OCBOOOXKIaBAHETO Ha JIEKAPCTBEHUS IPOIYKT 3a
nHOy3us e 29 qau (auanazoH: 23 no 64 nHM), a MeMaHaTa Ha BPEMETO OT HadallHaTa JeBKodepesa 10
nHpy3usTa Ha CARVYKTI e 47 nau (nnanazon: 41 go 167 qam).

Cnen neskodepesara u npenu npuioxeranero Ha CARVYKTI 73 ot 97-te nanuentu (75%) ca
MOJYYHIN MOCTOBa Tepanusi. Haii-decto nsnosnssanute cpecTBa Kato MocToBa Tepamnus (>20% ot
MAIMEHTUTE) BKJIIOUBAT JiekcaMeTa3oH 62 naruentn (63,9%), 6opre3omusd 26 nanuentu (26,8%),
mukinodochamun 22 nanueHTy (22,7%) u nomanuaomuy 21 nanuentn (21,6%).

CARVYKTI e mpunaran kato eJHOKpaTHA 1.v. WHPY3HsI 5 10 7 AHH ClIe]] HAYAIOTO Ha
XUMHOTEpanuaATa 3a TuM(poruTHO 3depnsane (muknodochamua 300 mg/m? UHTPABEHO3HO THEBHO U
¢aynapabun 30 mg/m?* MHTPABEHO3HO JHEBHO 3a 3 HM). JI€BETAECET U CEAEM TAIMEHTH Ca IOy YHIN
CARVYKTI ¢ menuana Ha no3ara 0,71 x 10° CAR-nosoXUTeNHN xu3HecnocooHu T kietkn/kg
(mmanazon: 0,51 10 0,95 x 10° knerkn/kg). Bcuukn naumenTy ca XOCIUTAIM3UPaHH 3a MH(Y3UsTa Ha
CARVYKTI u 3a nati-mainko 10 guu ciej Tosa.

Tabanua 6: Pe3rome Ha geMorpad)ckuTe JTaHHU M U3XOJHUTE XaPaKTEPUCTUKH HA

NAHEeHTHTE
Beuuku Bceuukmu ¢
JIeKYyBaHU JieBKo(epe3a
I'pyna 3a anaaus (N=97) (N=113)
Bb3pacrt (ronunun)
Kareropus, n (%)
<65 62 (64) 70 (62)
65—-175 27 (28) 34 (30)
> 75 8 (8) 9(8)
Menauana (inana3oH) 61,0 (43; 78) 62 (29; 78)
IToa
Mmsxe n (%) 57 (59) 65 (57,5)
Kenu n (%) 40 (41) 48 (42,5)
Paca
AMepHUKaHCKN WHIUAHIINA WM KOPEHHU JKUTENN Ha
Adsicka 1(1) 1(1)
Asunarun 1(1) 1(1)
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YepHOKOXH WK appoaMeprKaHIIH 17 (17.5) 17 (15)

Kopennu sxutenu Ha XaBauTe Wi APYyTU

THXOOKEAHCKU OCTPOBHU 1(1) 1(1)

Bemn 69 (71) 83 (73,5)

Pazan 0 0

He ce cro0maBa 8 (8) 10 (9)
Cxop no ECOG npenn nngysusara n (%)

0 39 (40) 55 (49)

1 54 (56) 58 (51)

2 4(4) -
Craauii no ISS Ha u3x01HOTO HMBO B Npoy4YBaHeTo n (%)

N 97 58

I 61 (63) 32 (59)

II 22 (23) 21 (36)

I 14 (14) 509
Kpeatununos kaupbuc/eGFR (MDRD) (ml/min/1,73m?) 88,44 (41,8; 73,61 (36,2;
Mennana (Irama3oH) 242.9) 177,8)

Bpeme ot q1uarHocTHIMpPaHe HA MYJITUILICHUS] MHEJIOM /10
BKJIIDYBAHETO B MPOYYBAHETO (TOXMHM)
MennaHna (Irama3oH)

5,94 (1,6; 18,2)

5,73 (1,0; 18,2)

Hamnyue Ha ekcTpamMeayJapHM muia3MouuToMu, n (%)

Ha 13 (13) NA®
He 84 (87) NA®
IuTorenernyeH pMCK Ha U3XOAHOTO HUBO B POYYBAHETO
n (%)
CrannapTeH puck 68 (70) 70 (62)
Bucox puck 23 (24) 28 (25)
Dell7p 19 (20) 22 (19.5)
T(4;14) 303) 54)
T(14;16) 2(2) 303
HeusBecren 6 (6) 15 (13)
Tymopha excnipecust Ha BCMA (%)
Menuana (uama3oH) 80 (20; 98) 80 (20; 98)
Bpoii 1MHUN HA NPEAXOAHM TePANMHU 32 MYJITHILIEH
MHeJIOM
Menunana (ramna3oH) 6 (3,18) 5(3,18)
Mpeaxoano neyenue ¢ PI+HIMiD+antu-CD38 anTuTena n
(%) 97 (100) 113 (100)
IIpenxonna aBroso:xxkHa SCT n (%) 87 (90) 99 (88)
Ipenxoana asorensa SCT n (%) 8 (8) 8(7)
PedpakTepeH B KOSITO M 12 € TOYKA KbM NPEIX0HA 113 (100)
Tepanus n (%) 97 (100)
Pedpakrepen kpm PI+HIMiD+antu-CD38 antursanao n (%) | 85 (88) 100 (88.5)
PedpakTepeH KbM nociieaHaTAa TUHUSA NPEAX0IHA 112 (99)
Tepanus n (%) 96 (99)

ECOG= H3rouna koonepatrBHa oHkonotnuHa rpyna (Eastern Cooperative Oncology Group); ISS= MexayHaponHa
cucreMa 3a cragupane (International Staging System); PI= npoTeasomen naxuburop; IMiD= nmyHoMogymupamnio

JICKapCTBO; SCT= TpaHCIIaHTAllls Ha CTBOJIOBHU KJIETKH, NA= HENPUIOKNUMO.

a

[1na3MoIMTOMUTE HE ca OLICHSBAHU MMPEAN JUMQOIMTHOTO U3UepIIBaHE.

Pesynrarure 3a euKacHOCT ce OCHOBAaBAT Ha YECTOTATa HA OOIL OTTOBOP CIOPE] OLIEHKATa Ha
HesaBucumara xomucus 3a Iperiie ] Ha JaHHUTE MIPH Npriiarane Ha kpurepunte Ha IMWG (Bxk.

Tabmmma 7).
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Tabauna 7: Pesyaratu 3a epukacuoct B [Ipoyuane MMY2001

Bceunuku Bcenuku ¢
JIEKYBaHHU JeBKo(epe3a

I'pyna 3a ananu3 (N=97) (N=113)

O6ma yecrora Ha otroop (SCR* + VGPR + PR) n 95 (97,9) 95 (84,1)

(%)

95% CI (%) (92,7; 99,7 (76,0; 90,3)
CrpukreH mbsieH 0TroBop (sCR)? n (%) 80 (82,5) 80 (70,8)
Mmuoro no6sp wactuueH otroBop (VGPR) n (%) 12 (12,4) 12 (10,6)
Yactuuen otroop (PR) n (%) 33D 32,7

IpoabikuTeanoct Ha otrosopa (DOR) (mecenn)® -

Menauana (95% CI) NE (28,3; NE)

DOR, ako naii-no6pust otroBop e sCR* (Mecenn) -
Menmana (95% CI) NE (28,3, NE)

Bpeme 10 oTtroBopa (meceumn)

Menuana (1uamnas3oH) 0,95(0,9;10,7) | -

YectoTa Ha oTpunateiaeH MRD cratyc n (%)® 56 (57,7) 56 (49,6)

95% CI (%) (47,3, 67,7) (40,0; 59,1)
[Narmentu ¢ orpunarener MRD craryc cse SCR n 42 (43,3) 42 (37,2)

(%0)*
95% CI (%) (33,3;53,7) (28,3; 46,8)

Cl=noBepureien uatepras; MRD= MuHUMAaIHO OcTaThYHO 3a00sBaHe; NE= He MOe 1a ce OlleHU
Bbenexxku: OcHoBaBa ce Ha MeZiaHa Ha MPOBJHKUTEIHOCT Ha IpociieasBane 28 Mecena
a

6

Bewnuku meiaHU 0TroBopH ca cTpUKTHH CRs.

Wzuncnenara crenen Ha DOR e 60,3% (95% CI: 49,6%, 69,5%) na 24-tust mecen u 51,2% (95% CI: 39,0%, 62,1%)
Ha 30-Tusa Mecer.

Bsaeru ca npeasua camo onenku Ha MRD (10 2 mpar Ha n3cieqBane) B paMKUTE Ha 3 MECELa OT JOCTUTaHE Ha
CR/sCR 1o cMBpT/mIporpecus/mocuensaa Tepanus (M3KII0YUTeNHO). Bendkn mbiaHN oTroBopu ca cTpuktHH CRs.

UYecrora Ha otpunateneH MRD craryc [(%) 95% CI] npu noaxosmu 3a oueHka nanueHTd (n=61) e 91,8% (81,9%;
97.,3%)

CARTITUDE-4 (IIpoyusane MMY3002)

MMY3002 e panmoMu3npaHo, OTKPUTO, MHOTOIIEHTPOBO KIMHIUYHO M3MUTBaHE (a3a 3, OLEHIBAII0
epukacaocrta Ha CARVYKTI npu nedenne Ha NanueHTy ¢ pequIuBIpal U pepakTepeH Ha
JIEHATTMAOMU MYJITUIUIEH MHEJIOM, KOUTO TIPEN TOBA ca MOJyYMIIM TTOHE €/1Ha NIPEX0/IHA JIMHUS Ha
Tepanusl, BKJIFOYBaIla MpoTea30MeH HHXHOUTOP ¥ HMYHOMOTyJIHpaio cpeactso. O0mio

419 manueHTH ca paHIOMU3UPAHH 32 NIOJTy4aBaHe Ha opeania oT adepesa, MOCTOBa Tepanus,
tepanust 3a muMponuTHo n3uepnBane ¥ CARVYKTI (n=208) unu ctaHgapTHO JieueHHE, KOETO
BKJIIOUBA JIapaTyMyMa0, MOMaJIMAOMU/ U AEKCAMETa30H UK 00PTE30MHO, ITOMAIUIOMU/] 1
JIeKcaMeTa30H 1o n30op Ha jekaps (n=211).

OT U3NUTBAaHETO Ca U3KIIOYEHU MAI[MEHTH C U3BECTHO aKTHUBHO 3acsATaHe Ha [IEHTpajiHaTa HEPBHA
CUCTEMA WJIM C MUHAJIa aHaMHE3a 33 TaKOBa, KIIMHUYHU MPU3HALM Ha MEHUHI€AJIHO 3aCSraHe OT
MYJTHUIUIEHHUS] MUEJIOM, aHaMHe3a 3a 0onecT Ha [[apKHUHCOH WK IpyTro HEBPOAEreHEPaTHBHO
3a0oJsiBaHe, MpeIUIlHa eKcro3uls Ha npyru aHtu-BCMA nedyenus unun CAR-T kneTsuHa Tepamus,
Haco4yeHa KbM KaKBaTo | Ja € eI, AIOTeHHA TPaHCIIaHTaIlKs Ha CTBOJIOBHU KJIIETKH B PAMKHUTE Ha

6 Mecena npeau adepesaTta WK TEKyIIO JICUSHHE C UMYHOCYTIPECOPH HJIH aBTOJI0KHA
TpaHCIUIAaHTALsl HA CTBOJIOBU KJIETKU B paMKHTe Ha 12 ceaMuiy npeau adepesara.

Ot pangomusupanute 419 nanmentu (208 c CARVYKTI u 211 cbe cranmaptHo jeuenue) 57% ca
MBKe, 75% ca oT eBpornenHarta paca, 3% ca YepHOKOXXHM Wi adpoamMepuKaniy, a 7% ca
WCITAHOC3WYHH WIIM JIATHHOAMEpPUKaHIM. Me/inanaTa Ha Bh3pacTTa Ha ManueHTuTe € 61 roquHu
(mmanazon: 28-80 rogwam). [laruenTHTe Ca MOMYYMIH IPEAXOAHN TUHUN Ha Teparus ¢ MeauaHa 2
(mnanazon: 1 1o 3), a 85% 0T manMeHTUTE ca NOTYYMIN NPEAX0HA aBTOJIOKHA TPAHCIIAHTALMS Ha
cTBOJIOBH KJleTKH (autologous stem cell transplantation, ASCT). JleBeTaecer u ieBET MPOIIEHTA OT
MalMUeHTHTE ca pepakTEpHU Ha IOCIIeTHATA JIMHUS Ha MPEIXO/IHA Tepamus. YeTupuueceT U oceM
NpOIIeHTa ca pepakTepHH Ha npoTeasomer naxuodutop (PI), a 100 % ca pedpakrepnu Ha
MMYHOMOIyJTUPAILO CPEICTBO.
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Benuku 208 narnuentn, pangomusupann B pamoto ¢ CARVYKTI, ca monyuniu adepesa. Cien
agepesara u npeau npuiaraneto Ha CARVYKTI Benukute 208 paHgoMu3upaHy MaUeHTH ca
MOJTYYMITH 33TBJKUTETHATA TI0 MTPOTOKOJI MOCTOBA Teparus (CTaHaapTHO JieueHue). OT Te3u

208 manmenTn 12 He ca nexyBanu ¢ CARVYKTI nopaan nporpecupario 3a6omsBane (n=10) wim
cMBpT (n=2), a 20 ca c nporpecus npean napysusata CARVYKTI, Ho ca ycnenu iga momydaT
CARVYKTI xato nocneasaria Tepanusi.

IIpu 176-te manmentu, kourto ca momydwmn CARVYKTI B pamkuTe Ha mpoydBaHeTO, MeIMaHaTa Ha
BpPEMETO OT JIeHs CJIe]] MOJlyyaBaHeTo Ha MaTepHaia oT ajepe3a B MACTOTO Ha MPOU3BOACTBO 10
O0CBOOOKaBaHETO Ha NPOaAyKTa 3a nH(py3us ¢ 44 nuu (quama3on: 25-127 nHu), a MeAMaHaTa Ha
BpeMmeTo oT mbpBaTa adepesa mo napysusata Ha CARVYKTI e 79 gau (nnanazon: 45 qo 246 muu).

CARVYKTI e npunoskeH kato eAHOKpaTHa HHTPaBEHO3HA UHQY3US 5 10 7 THU ciie]] HAa4aIoTo Ha
XUMHOTEpanusaTa 3a TuMQporuTHO n3depnsane (muknodochamua 300 mg/m? UHTPABEHO3HO THEBHO U
¢aynapabun 30 mg/m?* HHTPABEHO3HO JHEBHO B NPOAB/DKEHHE Ha 3 JIHHM) C MEJMAHA Ha 103aTa
0,71x106 CAR-nonoxutennu xuznecnocoonn T-knerku/kg (muamnazon: 0,39 mo 1,07x106
kneTkn/kg).

[IppBHYHaTa MsIpKa 3a euKacHOCT e mpexuBsieMoct 0e3 mporpecus (PFS), ananusupana Bb3 0cCHOBa
Ha intent-to-treat rpymara 3a ananu3. Cieq MequaHa Ha npocieasBade 15,9 meceria mequanara Ha PFS
e 11,8 mecena (95% CI: 9,7; 13,8) 3a pamoto cbe cranmaptHo sederne u NE (95% CI: 22,8; NE) 3a
pamoro ¢ CARVYKTI (koedpurnment Ha puck: 0,26 [95% CI: 0,18; 0,38], p-croiinoct <0,0001).
N3uucnenara yectora Ha PFS cnen 12 mecena e 75,9% (95% CI: 69,4%; 81,1%) B pamoTo ¢
CARVYKTI u 48,6 % (95% CI: 41,5%; 55,3%) B paMm0OTO ChC CTaHIApTHO JeueHne. B pamMoTo ¢
CARVYKTI =e ce noctrra u3dncienara MenqMaHa Ha IpOABDKATEHOCT Ha otroBopa (DOR). B
paMoTO ChC CTaHAAPTHO JICUCHHE n3uncieHaTa Meauana Ha DOR e 16,6 mecerna (95% CI: 12,9; NE).
Crnen Meauana Ha npociensBane 15,9 mecena, Mmenuanara Ha o6ia npexussiemoct (OS) e NE (95%
CI: NE, NE) 3a pamoto Ha CARVYKTI u 26,7 mecena (95% CI: 22,5, NE) 3a paM0oTO ChC CTaHAaPTHO
nedenue ( koedurment Ha puck: 0,78 [95% CI: 0,50, 1,20]; p-croiinoct = 0,2551).

ITpu 176-te nauuenty, konto ca noayursn CARVYKTI karo nedeHne B paMKHTE Ha IPOYYBAHETO,
MeraHara Ha npexussemoct 6e3 nporpecus (PFS) ne moxe na ce orniern (95% CI: He Moxe na ce
OIICHHU, HE MOJKE JIa Ce OlleHH ), KaTo yectoTara Ha PFS Ha 12 mecena e 89,7%. UecroTara Ha 00111
otrroop (ORR) mpu Te3n nanmentu e 99,4% (95% CI: 96,9%; 100,0%). Yectorata Ha CR/sCR e
86,4% (95% CI: 80,4%; 91,1%).

AkTyanusupanu pe3ynrtar 3a epukacHoct B MMY3002

[Ipu BTOpUS MEXIOMHEH aHANIU3, ONKMCaH B npoTokoJa Ha [Ipoyusane MMY3002, npu Mmeauana Ha
npocnensBane 33,6 mecena menuanata Ha PFS He e nocturnata B pamoro ¢ CARVYKTI. Menuanata
Ha OS He e IocTUTHATa B HUTO €IHO OT ABete pameHa. [Ipu ennokpartna nadys3us Ha CARVYKTI ce
Ha0JIr01aBa CTaTHCTHYECKH 3HaUMMO nojoopenne Ha OS npu yuactaunmre, gexyBanun ¢ CARVYKTI,
B CpaBHEHHUE ChC cTaHjapTHarta Tepanus. Pesynrarute 3a PFS ca npeacraBenn B Tabnuua 8 u
®durypa 1. Pesynrature 3a OS ca npenctaBenu B Tabmuma 8 u @urypa 2.

Taboauua 8:  Pe3ome Ha pe3yaratuTe 3a epukacHoct B [IpoyuBane MMY3002 (intent-to-
treat rpyna 3a aHaius)

CARVYKTI CranpaptHo
(N=208) Je4yeHue
(N=211)
IpexuBsiemoct 6e3 nporpecusn™®
Bpoii croutus, n (%) 89 (42,8) 153 (72,5)
Menunana, meceru [95% CI]° NE [34,5; NE] 11,8 [9,7; 14,0]
Koegwumuent na puck [95% CIJ" 0,29 [0,22; 0,39]
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IILjieH 0TroBoOp WM 1Mo-100pa yecrora®™, %
[95% CI]

73,1 [66,5; 79,0]

21,8 [16,4; 28,0]

p-cToMHOCT®

<0,0001

O6ua yecrora Ha orroBop (ORR)™, % [95%
CI]

84.6 [79.0, 89.2]

67.3 [60.5, 73.6]

p-cToMHOCT®

<0,0001

O6ma yectora Ha MRD HeratuBHoct, % [95%
CI]

60,6 [53,6; 67,3]

15,6 [11,0; 21,3]

p-cToitHOCT™

<0,0001

Oo6ma npexuBsiemoct (OS)?

Bpoit ceoutns (%) 50 (24,0%) 83 (39,3%)
Bbpoii nen3ypupanu cirydan(%o) 158 (76,0%) 128 (60,7%)
Menuana, mecenu [95% CI]* NE [NE, NE] NE [37,75; NE]

Koedumuent Ha puck [95% CIJ* 0,5510,39; 0,79]

p-cToiiHOCT" 0,0009

Jlerenna: NE= ne moxe na ce ouenu; CI=noBepuresieH HHTEpBAJL.
benexku : Intent-to-treat rpynara 3a aHanus ce CbCTOM OT YYaCTHHUIIM, KOUTO Ca PaHIOMU3UPAHH B IIPOYUBAHETO.

a

Bropu MexxarHeH aHanu3 (kpaiiHa nata Ha qaHHuTe: 1 Mait 2024 1.), ¢ MeauaHa Ha IIPOIBDKUTENTHOCT Ha
npocienssaneto 33,6 mecena

Crnopen KoHcecyca Ha MexnyHapoaHata padoTHa rpyna no muenom (International Myeloma Working Group,
IMWG), ouieHeHO Ype3 KOMITIOTBPH3HPAH AITOPUTHEM

Wzuncaenne no Kaplan-Meier

B3 ocHOBa Ha cTpatuduimpan Mmozaen Ha Cox 3a IPONOPIHOHAIHOCT HA PHUCKa, BKIIFOYBAM] caMo cs6uths Ha PFS,
HACTBIIIJIM ITOBEYE OT 8 ceaMuUIM ciex panxommsupanero. Koedunuent Ha puck <l mokas3sa IpeauMCTBO 32 PaMOTO
¢ CARVYKTI. 3a Bcuuku cTpaTuGHUIMpaH aHATH3H CTPATU(UKALNUATA C€ OCHOBAaBa Ha M300pa Ha M3CIIeI0BATEI

(PVd wmu DPA), ISS cragupaneto (I, 11, I1I) u 6post Ha npenxoxnute muHnd (1 cnpsmo 2 wim 3) B MOMEHTa Ha
PpaHIOMH3UPAHETO.

[IppBuueH aHanm3 (kpaiiHa gata Ha naHauTe: 01 HoemBpu 2022 T.), ¢ MeMaHa HA MPOABIDKUTEIHOCT Ha
npocrnensBanero 15,9 mecena

Crparudunupan xu-kazapar tect Ha Cochran-Mantel-Haenszel

Touen Tect Ha Fisher

Koe¢puument Ha puck u 95% CI or mMonen Ha Cox 3a MPONOPLUOHATHOCT Ha PUCKA C JICYEHUETO KaTO eANHCTBEHA
MOSICHUTETHA TPOMEHJIMBA U cTpaTu(uUIMpanu mo u3bopa Ha uscnenosarens (PVd niu DPA), ISS cragupanero (I, 11,
1) u 6pos Ha mpenxoxuute MuHKUH (1 cnpsimo 2 wu 3) B MOMEHTa Ha pangommsupaneTo. Koepunuent Ha puck <1
nokassa npeauMcTBo 3a pamoro ¢ CARVYKTI.

p-croifHOCTTa ce ocHOBaBa Ha log-rank Tect, cTparuduuupan mo nzdopa Ha uscnenosarens (PVd wmu DPd), ISS
cramupaneto (I, 11, IIT) u 6post Ha nmpeaxoaauTe TuHUK (1 cripsiMo 2 win 3) B MOMEHTa Ha paHIOMU3UPAHETO .
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®@urypa 1: Kpusu na Kaplan-Meier 3a aktyanusupanute pe3yaratu oT PFS; Intent-to-Treat
rpyna 3a anaau3 (Ilpoyusane MMY3002)
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MpexumeaemocT Bes nporpecua (meceum)

YUIcTHMLM B pHCH

Pamo Ha cTaHAapTHO neyeHwe 211 176 133 116 9 80 74 65 61 52 47 25 12 1 1 ]

Pamo wa Ciltacabtagene autoleucel 208 177 172 165 157 150 145 136 132 129 111 65 29 13 5 0
——&—— Pamo Ha cTaHgapTHO NeyeHne -~ & —---- Pamo Ha Ciltacabtagene autoleucel

Benexxu: PFS B3 ocHOBa Ha BTOpH MEXIMHEH aHAJHM3 ¢ MEIMaHa Ha IPOJBDKUTEITHOCT Ha IpocieasBane 33.6 mecena.
Intent-to-treat rpynaTa 3a aHanu3 ce CbCTOU OT YYACTHUIIM, KOUTO Ca PaHIOMU3UPAHH B IPOYUBAHETO.

Jlerenna: Pamo Ha cranaaptHo neuenue = PVd wnu DPd; Pamo na Ciltacabtagene autoleucel = I[TocnenoBaTeaHocT oT
adepesa, Mmoctosa (bridging) Tepanust (PVd wmu DPd), cxema Ha moaroroska (rpkinodochamun u diaynapadbun) u nHGY3HUs C
cilta-cel.

Jlererna: PVd=nomamunomun-6oprezomud-aekcamerazon; DPd=naparymMmymad-noManmuioMua-1eKcaMeTa3oH.
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®@urypa 2: Kpusu nHa Kaplan-Meier 3a akTyaau3upaHuTe pe3yJTaTi OT 0011aTa
npexxussiemoct; Intent-to-Treat rpyna 3a ananus (Ilpoyusane MMY3002)
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O6uia npexuBaemocT (Meceum)
YyacTHMLM B PUCK
Pamo Ha cTaH4apTHO NeyeHue 211 207 196 184 173 163 154 147 137 133 127 71 35 13 4 0

Pamo Ha Ciltacabtagene autoleucel 208 201 190 183 175 173 171 167 163 159 146 93 44 24 9 0

——©—— Pamo Ha CTaH4apTHO NeyeHne  ----- A ----- Pamo Ha Ciltacabtagene autoleucel

Benexxkn: OS Bb3 0OCHOBa Ha BTOPH MEKAMHEH aHAJM3 ¢ MEMaHa Ha MPOABDKUTEIHOCT Ha pocieasBane 33.6 Mecerna.
Intent-to-treat rpynara 3a aHaiu3 ce CbCTOM OT YYaCTHHUIIM, KOUTO Ca PAHJOMU3UPAHU B IPOYUYBAHETO.

Jlerenna: Pamo Ha cranmaptHO nedyenue = PVd wm DPd; Pamo nHa Ciltacabtagene autoleucel = [TocinenoBaTenHocT oT
adepesa, Mmoctosa (bridging) Tepanust (PVd wmu DPd), cxema Ha moaroroska (rpkinodochamun u diaynapadun) u nHGY3HUs C
cilta-cel.

Jlerenna: PVd=nomanunomun-6oprezomnd-nexcamerason; DPd=naparymyma0-nomMainaoMu-1eKcaMeTa3oH.

[lemaTpryHa momyJIamus

EBponeiickaTa areHuus o JiekapcTBara 0cBOO0AaBa OT 3aIbJDKCHUETO 3a MIPEIOCTaBSIHE Ha
pesynrature ot nmpoyuBanuiaTa ¢ CARVYKTI BB BCHUKHM NOATPYIN HA MEANATPUYHATA MOITYIALAS
NpY MYJITUIUIEH MUENIoM (BXK. Touka 4.2 3a nH(opMaIys OTHOCHO yroTpeda B eTUaTpysTa).

5.2 ®apmMakoKWHeTHYHH CBONCTBA

®dapmakokunerrkara (OK) na CARVYKTI e ouenena npu 97 Bb3pacTHH NaMEHTH C PELUANBUAPAT
Wi pedpakrepeH MyaTumieH muenoM B [Ipoyusane MMY2001, nonxyuniu enHokpaTHa HHQY3HUS Ha
CARVYKTI ¢ meanana Ha goszara 0,71 x 10° CAR-monoxutenau sxuzHecrnocoonn T kinetku/kg
(mmamasomn: 0,51 x 10° 10 0,95 x 10° kneTkn/kg).

Cnen eqnokpataa nngys3us CARVYKTI noka3sa HavanHa (ha3a Ha €KCIIaH3Ms, MOCIeABaHa OT ObP30
HamalsBaHe, a cJie/l ToBa No-0aBHO HaMansBaHe. Habnronasa ce obaue rojsiMa MHTEPUHINBUIyalTHA
BapUaOMITHOCT.

Tabaunua 9: @apmakoxkuneTuuyHu nokazareau Ha CARVYKTI npu nanuenTu ¢ MyJaTHIIEH
MHEeJI0M
Ioxa3areu Pesrome Ha N=97
CTATHCTHKATA
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Crnax (kommust/pug renomua JIHK) Cpenno (SD), n 48692 (27174), 97
tmax (JICH) Menuana (rarmasoH), n 12,71 (8,73 — 329,77), 97
AUC284 (kormas™* nen/pg reaomua JIHK) Cpenmno (SD), n 504496 (385380), 97
AUC.1a5 (komus* nen/pg renomua JIHK) Cpenno (SD), n 1098030 (1387010), 97
AUCy.6m (komus* nen/pug renomuaa JTHK) Cpenno (SD), n 1033373 (1355394), 96
ti2 (IeH) Cpenno (SD), n 23,5(24,2), 42
tlast (ICH) Mennana (nnamazon), n| 125,90 (20,04 — 702,12), 97

Cren kneTbyHATa €KCIIAH3Ms [IPH BCUUKHU TTALMEHTH ce HaOmoaaBa (azaTa Ha MepCUCTHPaHE Ha
CARVYKTI. KbMm BpemeTo Ha aHanu3a (n=65) MeauaHaTa Ha BpeMeTo 3a Bpbiane Ha CAR
TPaHCT'€HHHUTE HMBA B Iepu(epHa KPbB KbM U3XOJHOTO HUBO IPEAN IPHIOKEHUETO € MPUOIU3UTEIIHO
100 muu (quamnazon: 28-365 nuu) cnex undysusta. K va CARVYKTI e onenena npu

176 BB3pacTHH NaLMEHTH C pedpakTepeH Ha JCHATUAOMU My ITUILIeH MuenoM B MM Y3002 u kato
ISUT0 ChOTBETCTBA Ha pesynraTture ot [Ipoyusane MMY2001.

Nzmepuma excriozurust Ha CARVYKTI B KocTHHSI MO3BK TTOKa3Ba pa3NpeaesieHUETO My OT
CHCTEMHOTO KpbBOOOpaleHne B KOCTHUS MO3BK. [10100HO Ha TpaHCTEHHUTE HUBA B KPHBTA,
TPAHCT'CHHUTE HUBA B KOCTHHS MO3bK HAMAJIABAT C BPEMETO U MOKA3BaT rOIsiMa HHTEPUHIUBUYATHA
BapHaOMIIHOCT.

CrenyanHy nonyJianuu

®apmakokunetrkata HAa CARVYKTI (Cmax 1 AUCo-284) HE CE TIOBIHUSABA OT BBh3pacTTa (IHUana3oH:
27-78 ronuHu, BKIIOUYXUTEIHO MAIMEHTH Ha BB3pacT < 65 roguau (n=215; 64,8%), 65-75 ronunu
(n=105; 31,6%) u > 75 roguau (n=12; 3,6%).

Amnanoruuno, papmakokuHeTnkata HA CARVYKTI (Crax 1 AUCo.234) HE ce IOBIUSIBA OT T0Ja,
TEJIECHOTO TEIJIO U pacara.

bws06peuHo yBpekaane

He ca npoBexnanu npoyusanus npu 060peuno yBpexaane ¢ CARVYKTI. Cpax 1 AUCo284 H
CARVYKTI npu nauuenTu c nexa 6b0peuna aucyHKIus (KpeaTHHUHOB KIUpBHC <60 ml/min
[CRCL] < 90 ml/min) u ymepena 060peuna auceynkims (30 ml/min < KpeaTHHHHOB KITUPBHHC
< 60 ml/min) ca mo00HM Ha TE3U MPH NMAIMEHTHTE ¢ HopMaiHa 6bOpeuna ¢pynkuus (CRCL

> 90 ml/min).

YepHonpoOHO yBpexiaHe

He ca nposexnanu npoyusanus npu 4epHoapoOHo yBpexaaHe ¢ CARVYKTI. Cpax 1 AUCo.23¢ HA
CARVYKTI ca nogo6Hu npu nanueHTH ¢ Jieka yepHoApoOHa auchyHkuus [(o6m Ounnpyoun <
ropHara rpanuia Ha Hopmara (ULN) u acnaprat amunorpancdepasa > ULN) wmu (ULN < o011
oumpy6us < 1,5 metu ULN)] 1 nanpeHTr ¢ HopMaiiHa 4epHOApOOHa (HYHKIIUSI.

5.3 IlpeakJMHUYHU JaHHH 32 0€30MACHOCT

CARVYKTI e cberaBen oT reHHO MOAUGUIMPAHN YOBEIIKM T KIETKH, TOpaay KOETO HsIMa
NPEACTaBUTEIHMU N Vilro TECTOBE, ex Vivo WU in Vivo MOJEIH, KOUTO MOraT Ja OTpa3siT TOYHO
TOKCUKOJIOTUIHHUTE XapaKTePUCTHKHU Ha MIPOAYKTa 3a yrorpeba mpu xopa. [lopaam ToBa He ca
MPOBEX/IaHN TPAAUIIMOHHUTE TOKCUKOJIOTMYHH MPOYYBaHNS, U3MOI3BaHU MPH pa3pabOTBAHETO HA
JIEKapCcTBa.

KanneporeHHoCcT M MyTareHHOCT
He ca MMPOBCKAAHNU NTPOYUBAHUA 3a TCHOTOKCUYHOCT WJIN KAHIICPOTCHHOCT.

Puck®T OT MHCEPIIMOHHA MyTareHe3a, Bb3HUKBAII 10 BpeMe Ha pon3BoacTBoTo Ha CARVYKTI ciien
TPaHCAYKIMS Ha aBTOJIOKHU YOBEIIKM T KIETKM ¢ MHTErpHupall JIeHTUBHUpyceH BekTop (LV), e
OLIGHEHA Ype3 OLlCHKa Ha nHTerpanuonnus npopun Ha Bekropa B CARVYKTI npenu nndysusra.
To3u TeHOMEH aHaM3 Ha HHCEPITMOHHOTO MCTO € u3BbpiteH npu mpoayktd CARVYKTI ot
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7 pobu OT 6 MAITMEHTH C MYJITHILICH MUEJIOM U OT 3 TIpoOu oT 3 3apaBu qoHOpH. Hama manHu 3a
npedepeHIaiia HHTErpanus B OJIM30CT 0 BHIIPOCHUTE T'CHU.

PenpoaykTriBHa TOKCUYHOCT

He ca npoBexxganu penpoLyKTHUBHH IIPOYYBAHUS U IPOYYBAHUS 32 TOKCHYHOCT 34 Pa3BUTHETO MIPH
xuBoTHH ¢ CARVYKTI.

He ca nposexxnanu npoyuBanus 3a onenka Ha epexture Ha CARVYKTI Bepxy deprunurera.

6. DAPMAIEBTUYHHU JJAHHU

6.1 Chnucbk Ha IOMOIIHHUTE BellleCTBA
Cryostor CS5 (chabpxa JUMeETHI CyI(HOKCHT)
6.2 HecbBmMecTHMoOCTH

IIpu nunca Ha MpOy4BaHUs 332 HECHbBMECTHUMOCTH TO3H JIEKApCTBEH NPOIYKT He TPAOBa Ja ce cMecBa ¢
JIpyTH JIEKapCTBEHU IPOIYKTH.

6.3 Cpok Ha roaHOCT
9 mecemna

Crnen pa3MpassBaHe: MakCHMaTHO 2,5 Jaca Ha ctaifHa Temreparypa (20°C mo 25°C). Uudy3usata
CARVYKTI tps6Ba na ce mpmiioku He3abaBHO clie/l pa3MpassiBaHe U J1a 3aBBPIIU B paMKHATE Ha
2,5 gaca.

6.4 CrhnenuanaHM ycI0BHS HA CbXpaHeHHe

CARVYKTI tpsibBa 51a ce cbxpaHsiBa U TpaHCIOPTHPA B mapHaTa (asa Ha TeueH a3oT (< -120°C) u
TpsI0Ba J1a OCTaHE 3aMpa3eH, JOKaTo MAMeHTHT He € TOTOB 3a JICUSHNE, 32 Jla Ce rapaHTHpPa
HaJIMYMETO Ha )KU3HECTIOCOOHH KJIETKH 3a MPHJIOKEHHE Ha MaIHeHTa.

Pa3mpa3eHusIT iekapcTBeH MPOIYKT He TpsiOBa Ja ce pa3Kiialla, Ja ce 3aMpassiBa MM Ja ce ciiara B
XJIaTUTHAK TIOBTOPHO.

CroxpansBaiiTe ”HQY3UOHHUS CaK B alyMHUHHEBATa KPHOKACETA.
3a yclioBUATa Ha CbXpaHEHHUE CIIe/ pa3Mpa3siBaHe Ha JIEKAPCTBEHUA MPOAYKT BUKTE Touka 6.3.

6.5 Buau chabpikaHue HA OMAKOBKATA H CHENMATHU NPHUCIOCOGIEeHNs 32 yNoTpeda,
NpUJIOKEeHHEe WU UMILIAHTHPaHe

Wndysuonen cak ot etusneH BuHui anerat (EVA) cbe 3anevyarana JonbIHUTENHA TPHOUYKA U 1BA
cnaik-ropta, ceabpxkaiy 30 ml (cak ot 50 ml) nnm 70 ml (cak ot 250 ml) kneTbuHa qUCTIEPCHSI.
Bcekn nady3uoHeH cak € OmakoBaH B A lyMUHHEBA KPHOKACeTa.

6.6 ChenuajaHu npeanasHu MepKHU NP U3XBHPJIsiHe U padoTa

CARVYKTI ne tpsi6Ba na ce 001p4Ba, TH KaTo 00 IpYBaHETO O MOTJIO 1a MHAKTUBUPA
JIEKapCTBEHUS TMPOYKT.

[IpennasHu Mepku, KOUTO TPsOBA Jia ce B3eMAaT MPE/Id padoTa ChC WM NPUI0KEHHE HA JIEKAPCTBEHUS
IPOJYKT

CARVYKTI tpsibBa na TpancmopTHpa B paMKUTE Ha JICIEOHOTO 3aBEIICHUE B 3aTBOPCHH, HEUYTUTUBH
Y HETIPOITYCKJIMBH KOHTEHHEPH.
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To3u JiekapcTBEH MPOAYKT ChAbPKA YOBEIIKA KPhBHU KIETKH. MEIUIIMHCKUTE CIIEIIUATICTH, KOUTO
pabotar ¢ CARVYKTI, tps6Ba ga B3eMat MmoaX0 s IPeIa3Hi MEPKH (71a HOCAT PHKABUIIH,
3alIUTHO OOJIEKJIO | 3allIMTa 32 OYUTE), 3a 1a U30ErHAT MOTCHIMATIHO MpeJaBaHe Ha WHPEKIIMO3HH
3a00JIsIBaHUSI.

CARVYKTI tpsidBa ma ocrane < -120 °C mpe3 msu1oTo BpeMe 0 pa3Mpas3ssBaHETO Ha ChIbPIKaHUETO
Ha caka 3a HHQYy3usl.

HoaroToBka npeiy NpUIIoKeHHE

TpsbBa mxa ce KoopauHUpPa BpeMeTo 3a pazmpassBade u 3a nHPy3ust Ha CARVYKTI. Bpemero 3a
uHQYy3us TpsOBa Aa ce MOTBbPAM MPEABAPUTEIHO U BPEMETO 3a 3all0YBaHE Ha pa3Mpas3siBaHEeTO TPIOBa
na ce agantupa Taka, u¢ CARVYKTI na 6b1e Ha pasnonokenue 3a HHQY3Us, KOraTo MalueHThbT €
rotoB. Ciieq; pa3MpassiBaHe JIEKapCTBEHUAT MPOAYKT TPSOBa J1a ce MPIIOKK He3abaBHO U WHY3UAITA
TpsiOBa J1a 3aBHPILU B PaMKUTE Ha 2,5 Jaca.

° [penu noarorokara Ha CARVYKTI tpsioBa na ce moTBBPAM, Y€ CAMOJIUYHOCTTA Ha MaIUeHTa
CHOTBETCTBA Ha WACHTU(HUKATOPUTE Ha ManueHTa BbpXy kpuokacerara Ha CARVYKTI u
nH(popMaIMoHHus MCT Ha aptuaara. Madysuonausar cak c CARVYKTI we tpsioBa na ce
M3BaXKJa OT KpHOKAaceTaTa, ako MHPOpPMaIUAITa Ha eTHKETa, crieln(UYHa 32 MalreHTa, He
ChBIIaJA C IPEABUICHUS MMALUCHT.

o Cren mOTBBpKIaBaHE Ha CAMOJIMYHOCTTA Ha nanueHTa nHy3noHHusT cak ¢ CARVYKTI
TpsI0Ba /1a M3BaJM OT KPHOKAceTaTa.
o [Ipenu u cnen pasmpassBaHe HH(Y3HOHHUAT Cak TPsiOBa [ja ce MPOBEPH 3a EBEHTYATHH

HapYyIICHUS Ha IIeJI0CTTa, KaTo HaIlp. MPoOMBaHe WK CiiykBaHe. He mpuaraiite, ako cakbT €
moBpeieH, U ce cBbpkeTe ¢ Janssen-Cilag International NV.

Pasmpassaeane

o [Ipenu pasmpazsBane MHPY3MOHHUST Cak TPsiOBa Ja ce CIIOKHU B TUIACTMAcOBa TOpOa, KOSITO
MOJKeE Jia ce 3aTBaps ITHTHO.

o CARVYKTI tps6Ba na ce pazmpasu Ha 37°C+2°C unu Ha BojiHa OaHA, WIN C YCTPOMCTBO 32

CYXO0 pa3MpassiBaHe, JOKAaTO MPECTaHe J1a ce BIKAA Jiel B MHPY3noHHUS cak. OOIIOTO Bpeme OT
HAyYaJoTo JI0 3aBbPIIBAHETO HA Pa3Mpas3siBaHETO He TpsAOBa na Obae moseye oT 15 MuUHYTH.

o WHdy3noHHUAT cak TpsAOBa 1a ce U3BaAM OT 3aTBOPEHATa IUIACTMAcoBa TOpOa U 1a ce MOJCYIIH.
ChappikaHUETO Ha MH(Y3HOHHUS Cak TpsiOBa BHUMATEJHO J1a pa3MecH, 3a Jia ce pazHecaT
CTPYTIBaHUTA HA KJIEThUEH MaTepHall. AKO OCTaHAT BUIMMH KJIETHYHU CTPYIIBAHMUS,
BHUMATEJIHOTO Pa3MECBaHE Ha ChABPKAHUETO Ha caka TpAOBa Ja MpOABIKU. Mankute
CTpYyTBaHUs Ha KJIIETHYCH MaTepHal TpIOBa Jja ce pazHecaT ¢ BHUMATEIIHO PHYHO Pa3MecBaHe.
CARVYKTI He TpsibBa na ce huntpupa npeaBapuTeIHO B APYT KOHTEHHED, 1a ce IPOMHUBA, 114
ce ueHTpoyrupa u/uin pecycreHaupa B HoOBa cpeia npeau nHQy3usiTa.

o Cren pa3MpassBaHe JIEKapCTBEHUST IPOAYKT HE TPsAOBa Aa ce 3aMpassiBa WK cliara B
XJIaJUTHUK TTOBTOPHO.

Ipunooicenue

. CARVYKTI e camo 3a emHOKpaTHO aBTOJIOKHO MPUIIOKEHUE.

. [penu nHdy3us U M0 BpeMe Ha Bb3CTAHOBUTEHUS MIEPUOJI OCUTYpPETE HATMUUE Ha
Tounnuzymad u 00opy/IBaHe 3a CIICIIHA TOMOLII.

o [loTBBpAETE CHOTBETCTBUETO HA CAMOJIIMYHOCTTA HA MALMEHTA C NIACHTU(UKATOPUTE Ha

uHdysnonnus cak c CARVYKTI u napopmanmonnus auct Ha naptujara. He Biusaiite
CARVYKTI, ako nnpopmanusTa BbpXy criequ(pUIHMs 32 MAHEeHTa €THKET He ChOTBETCTBA Ha
MIPEIBUICHMS TTAllUCHT.

. Cren pasmpassBaHe 1s10To chabpkanue Ha caka ¢ CARVYKTI Tpsa6Ba aa ce npuinoxu upe3
MHTPaBeHO3Ha HHQY3HsA B paMKHTE Ha 2,5 yaca Ha craiina remneparypa (20 'C go 25 'C), kato
ce u3nos3Ba Habop 3a nHpy3us ¢ BrpajgeH Guatep. Uuady3usaTa 00MKHOBEHO MPOIBIKABA T10-
Manko oT 60 MUHYTH.

. HE wnsnon3Baiite GpuiThp 3a JEBKOLUTHO U3YEPIIBAHE.

. ITo Bpeme Ha nndysusta Ha CARVYKTI BHuMaTenHO pa3MecBaiiTe ChABPKAHUETO HA caKa, 3a
Jla ce pa3HecaT CTPYIBaHUATA Ha KJIEThYCH MaTepuall.
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o Cren BIMBaHE Ha [JIOTO KOJIMYESCTBO OT Caka MPOMHITE HH(Y3MOHHATA CUCTEMA,
BKITIOUHTEITHO U BrpajieHust GUATHP, ¢ HaTpueB xyopun 9 mg/ml (0,9%) WHXEKITMOHEH Pa3TBOpP,
3a J1a e OCUT'YPH JOCTaBSHETO Ha IIEJIHs JICKAPCTBEH MPOIYKT.

[IpennasHu MEpKH, KOUTO TPSIOBA J1a C€ B3EMAT MPH U3XBBPIISIHETO HA JICKAPCTBEHHUSI TPOIYKT
Hewnsnons3BaHusT JeKapcTBEH NPOIYKT H BCHUKU MaTepuaiu, KouTto ca Ommn B KoHTakT ¢ CARVYKTI
(TBBPAM ¥ TEYHH OTHATBIN), TPSIOBA a ce 00pabOTBAT M U3XBBPJIAT KATO IMMOTEHITHAITHO NHGEKITMO3HI
OTMAbIM B ChOTBETCTBUE C MECTHUTE YKa3aHHS 32 Pa00Ta C MaTEpPHall OT YOBCIIKH ITPOU3XO]I.

IIpennpuemane Ha MEpPKU B ciIy4yald Ha ciydailHa €eKCIO3UIUS

[pu ciyuvaitna excrio3uiysi TpsiOBa Ja ce cra3BaT MECTHUTE yKa3aHUs 3a paboTa ¢ MaTepuai OT
YOBEIIKU MPOU3X0a. PaOOTHHTE MOBEPXHOCTH U MaTePUAIIUTE, KOUTO NOTEHITHAITHO ca OWIM B
koHTakT ¢ CARVYKTI, tpsi6Ba na 6bmat o0e33apa3eHul ¢ MOIXOIAI T1e3HH(PEKTAHT.

7. IMPUTEXATEJ HA PASPEIHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/22/1648/001

9. JATA HA IBPBO PASPEIIABAHE/IIO/IHOBSIBAHE HA PASPELHLIEHUETO 3A
YINOTPEBA

Jata Ha mppBO pazpemanane: 25 mait 2022 T.

Hata Ha nocneano nonHoBsBane: 11 mapt 2024 r.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

07/2025

[MoxpoOHa uH(popMaIus 3a TO3M JICKAPCTBEH MPOIYKT € IpejocTaBeHa Ha yeOcaiita Ha EBporetickara
areHIys 110 JieKapcTBaTa https://www.ema.europa.eu.
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MPWIOKEHME I
MPOU3BOJUTEJ(A) HA BUOJIOTMYHO AKTUBHOTO(UTE)
BEILIECTBO(A) U MPOU3BOJUTEJI(M), OTTOBOPEH(HH) 3A
OCBOBOJKJIABAHE HA TAPTUIN
YCJIOBUSI WJIM OTPAHUYEHUSI 3A IOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUA N UBUCKBAHUA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJOBUA NJIN OT'PAHUYEHUS 3A BE3OITACHA "
E®OEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITIPOAYKT
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A. NPOU3BOIUTEJI(M) HA BUOJOI'MYHO AKTUBHOTOMTE) BEIIECTBO(A) U
INPOU3BOIUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOXJIABAHE HA ITAPTUIN

HMe u ajipec Ha iponsBoauTensa(ure) Ha OMOJIOTMYHO aKTUBHOTO(MTE) BenecTno(a)

Janssen Pharmaceuticals Inc.
1000 U.S. Route 202 South
Raritan, NJ, CAILL 08869

Janssen Pharmaceutica NV
Technologiepark-Zwijnaarde 73
9052, Ghent

benrus

Hme u aapec Ha npousBoauTeasa(UTe), OTTOBOPEH(HM) 32 OCBOOOKIaBaHE HA MAPTUINTE

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

Janssen Pharmaceutica NV
Technologiepark-Zwijnaarde 73
9052, Ghent

benrusa

[TeuaTHaTa TMCTOBKA HA JICKAPCTBEHUS IPOAYKT TPsIOBa 1a ChbPKa HMETO U afjpeca Ha
MIPOM3BOIMTEINS, OTTOBOPEH 32 OCBOOOKIaBAaHETO HA ChOTBETHATA APTH/IA.

b. YCJIOBUS NN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA
JlexapcTBEHUSAT POIYKT C€ OTITyCKA IO OTPaHUYEHO JIeKapcko npeanucanne (Bx. [punoxenne I:
KpaTka xapakTepucTrka Ha IpOAyKTa, Touka 4.2).

B. JAPYI'M YCJIOBUS U UBNCKBAHUS HA PASPEIHIEHUETO 3A YIIOTPEBA

. IlepuoguyHu aKTyaJau3npanu aokjaanau 3a 6ezonacuoct (ITA/IB)

WznuckBanwmsra 3a mogaBane Ha [TAJIb 3a T0o3u JIeKapCTBEH MPOAYKT Ca TOCOYCHH B WieH 9 Ha
Pernament (EC) No 507/2006. B ¢chOTBETCTBHE C TSX, IPUTSKATENAT Ha pa3PEIICHUETO 3a YIIOTpeda
(ITPY) tpsidBa na monasa ITAJIb Ha Bceku 6 Mecena.

M3uckpanusTa 3a nonaBane Ha [IAJlb 3a To3u JJeKapCTBEH MPOAYKT ca IOCOUYEHH B CITUCHKA C
pedepentaute natu Ha EBponetickus cpro3 (EURD cnmcek), npeasuaen B wi. 1078, an. 7 ot
Hupexrtusa 2001/83/EO, 1 BbB BCUUKH CIIE/IBAIM aKTyaJIM3al[lH, ITyOJIMKYBaHH Ha €BPOICHCKUS

yeOropTa 3a JeKapcTBa.

[IpurexxatensaT Ha pa3perienuero 3a ynorpeda (IIPY) tpsabsa na noxgane nopBus [IAB 3a To3n
JIEKapCTBEH MPOAYKT B CPOK OT 6 Mecela Clie/l pa3pelaBaHeTo 3a ynorpeoa.
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I'. YCJIOBUs NN OI'PAHUYEHUS 3A BE3OIIACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHHUA ITPOAYKT

. ILnan 3a ynpasjenue Ha pucka (ITYP)

IIpurexxarensar Ha pa3pemenunero 3a ynorpeda (IIPY) tpsOBa na n3BbpiIBa H3UCKBAHUTE JEHHOCTH H
NIeHCTBHS, CBBP3aHU C TIPOCIICAsIBaHE Ha JIeKapcTBeHATa 0€30acHOCT, TOCOYeHH B ogooperws [1VP,
npezacraBed B Moayn 1.8.2 Ha pa3pelieHneTo 3a ynorpeda, KakTo U BbB BCHUKH CIICABALIHA 0J00pEHH
akTyanu3auuu Ha ITYP.

Axryammsupan [TYP TpsiOBa na ce moaasa:

. 1o uckaHe Ha EBponelickaTa areHIus 1o JeKkapcrnara;

. BHHATH, KOTAaTO ce M3MEHS CHCTEMAaTa 3a yIpaBJieHne Ha PIUCKa, 0COOEHO B Pe3yiTaT Ha
MoJTyJyaBaHe Ha HOBa MH(OPMAITHUs, KOATO MOXKE J1a TOBE/IE JI0 3HAYMMU IPOMEHU B
CHOTHOIIIEHUETO TTOJI3a/PUCK, WITH CIIe JOCTUTaHEe Ha BayKeH eTall (BbB BPH3Ka C MpOCieIsiBaHe
Ha JIeKapCTBeHAaTa OE30MacHOCT MM CBEXKJIaHe Ha PUCKA 10 MHHUMYM).

. JIONBJHUTETHH MEPKH 32 CBEKIaHe HA PHCKA 10 MUHUMYM
IIporpama 3a KOHTPOJIMPAHO PA3NPOCTPAHEHHE U HAJTUYHE HA TOHWIN3YMaD

3a nma ce cBeaart 10 MUHUMYM puckoBeTe oT CRS (Bximrountenno HLH) u HeBpoTOKCHYHOCT
(BximouBama [CANS u apyra HeBpoTOKcHIHOCT), cBBbp3aHu ¢ neueHneto ¢ CARVYKTI, TIPY tpsabdsa
Jla rapaHTupa, 4e neHTporere, ornyckamu CARVYKTI, ca kBanuduivpanu B CbOTBETCTBHE ChC
chIJIacyBaHaTa Iporpama 3a KOHTPOJIHPAHO pa3npesesieHHe upes:

° OocHTypsiBaHE Ha He3a0aBeH JOCTHII Ha MACTO J0 €/IHA /1032 TOIMIN3YyMad Ha MAMeHT Ipean
ungy3usata CARVYKTI. IleHThpbT 3a JieueHue TpsOBa J1a ©Ma JOCTBHII JI0 JOITBJIHUTEIIHA 1032
ToImIM3yMab B paMKHUTE Ha 8 yaca OT BCSKa MPEIXoIHa 103a. B ciydaii Ha u3BbHpEIHA
CUTYyaIlusl, KOTaTo HAMa HAJTMYHOCT Ha TOIMIN3yMal Topaan HeIOCTHT, OIMCAH B KaTaiora 3a
JUTICBAIIY poayKTH Ha EBponeiickaTa arennus no jgekapcrsata, [IPY TpsOBa na rapantupa,
4e Ha MSICTO Ca HAJIMYHHU MTOJXO/SINN aITepHATUBHA MepKH 3a JieueHue Ha CRS BmecTo
TOIHIN3yMa0.

CARVYKTI e ce mocraBst caMo Ha KBaTH(DHUIIMPAHU IIECHTPOBE U CaMO aKO METUIIMHCKHUSIT
cneranuct (MC), ydacTsaill B JICUSHHETO Ha JaJIeH MalMeHT, € 3aBbPILIWII [IporpamMaTa 3a 00yueHue
Ha MC.

IIporpama 3a o6yuenme: Ilpenu myckanero Ha CARVYKTI Ha mazapa BbB Besdka IbpiaBa UiIeHKa
ITPY TpsbBa na chriacysa CbaAbpP)KaHUETO U popMaTa Ha OOYUNTETHUTE MaTepUaIi ¢ HALIMOHATHUS

KOMIICTCHTCH OpTaH.

IIporpama 3a 06yuenne Ha MmeaumuackH cnermmanucti (MC)

IIPY Tpsa6Ba ma rapanTHpa, 4e BbB BCAKa IbpxkaBa wieHka, B KosiTo CARVYKTI e na mazapa, Ha
Bcnuku MC, KOUTO ce ouakBa fia mpennucsar, ormyckar u npmiaraT CARVYKTI, me 6bs1e
MIPEIOCTaBEHO PBHKOBOCTBO:

. 3a MmoBUIIaBaHe Ha ocBegoMeHocTTa 3a CRS (Brmrountenno HLH) u HeBpoTokcmuHOCTTA
(BrmrouBama ICANS u apyra HEBPOTOKCHYHOCT) M MOJXOAALIOTO UM IIPOCIeIsBaHe,
npoduIaKTHKA U JIeYeHHe, BKIIOUUTEITHO 3HAYSHUETO Ha HAJTMYUETO HA TOIMIN3YMal Ha MSCTO
MIPE]IU JICYEHNETO Ha MalMEHTAa.

o 3a yJieCHsBaHEe Ha KOHCYJITUPAHETO Ha MAalMeHTa ChC ChOTBETHATA MHPOPMAITHSL.
. 3a chOO0IIaBaHe HA CEPHO3HUTE HEXKeNaHu peakunu, cBbp3anu ¢ CARVYKTIL
o TIpe/iu JIEYeHNE Ha JIaJeH MAIMeHT Ja Ce€ OCUTYPH Ha MSICTO TOIMIIN3YyMab 3a BCEKH MAINEHT; B

CITydJaii Ha U3BBHPEHA CUTYAIUs, KOTaTo HsIMa HATMYHOCT Ha TOIMIN3yMal Topaay HeIOCTHT,
OTHMCaH B KaTajora 3a JINICBAIIK MPOXYKTH Ha EBporelickaTa areHIys o JIeKapcTBaTa, 1a ce
OCHUTYPST Ha MSICTO TIOIXOISIITN aJITCPHATUBHU MEpKH 3a jieueHre Ha CRS.
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PUCK OT BTOPUYIHO 3JIOKAaUYCCTBCHO 3a0omgBane oT T-KIeThUEeH U MUCIIOUJCH IMPOU3XO/I.

OO0yuenue 3a paboTa ¢ JIEKAPCTBEHHUS IPOIYKT:

[IPY tpsiOBa na rapantupa, 4e Ha Bcuuku MC u Ipyr nmepcoHa, yJyacTBaill B TPAaHCIIOPTA,
CBXpaHCHUETO, pa3MpassiBaHeTo, moaroroBkara mwin padorara ¢ CARVYKTI, me 6b1e mpenocTaBeHO
oOydeHue:

3a MOBHUIIIABaHE HA OCBEJIOMEHOCTTA 33 BAXKHUS MOTCHIIMATICH PUCK OT HaMaJIiBaHe Ha
KJIEThYHATA KU3HECTIOCOOHOCT TIOPaJX HEMPABHUITHO OOpaBEHE WU MOATOTOBKA HA MPOIYKTa.
3a MIPEIOCTaBSHE Ha YKa3aHUs 3a MPEANa3HUTe MEPKH, KOUTO TPOBa J1a Ce MPEANPHUEMAT PeIu
pabota win npminoxkenne Ha CARVYKTI (t.e. kak na ce mpoBepsiBa JIEKapCTBEHUAT MPOAYKT

npev MPUIOKEHHUE, KakK JIa ce pa3MpassiBa U Kak Jia ce MpHiiara).

IIporpama 3a O6V‘IGHI/IC Ha NManMeHTUTC

[a ce nHpOpMUpPAT NAIMESHTUTE U J1a UM CE OOSCHST:

o puckoBere ot CRS (Bxmountenno HLH) n HeBpoTokcnunoct (BkmouBamia ICANS u npyra
HeBpoTokcnuHocT), cBbp3anu ¢ CARVYKTI, u na ce moBuIm ocBe10MEHOCTTA 32

CUMIITOMHUTEC, KOUTO HaJiarat He3a0aBHA MCIHUIIMHCKA IIOMOIII.

L HGO6XO[II/IMOCTTEI Ja HOCAT BUHAru CUroajHaTa KapTa Ha IalluCHTa U Jia 4 IIOKa3BaT Ha BCCKU
nexyBam MC (BKJIFOUMTEITHO TIPH CIICIITHH CIIy4an), Taka de TOH Ja Moxke Ja ce cBbpxke ¢ MC,

Ko#ToO sexyBa nanuenta ¢ CAR-T.

L4 3aabikeHue 3a MPOBEXKIAHEC HA MEPKHU CJIEA paspeliaBaHe 3a yHOTpeﬁa

B onpeneneuus cpok [IPY TpsOBa 1a U3IIBIHU CIICTHUTE MEPKH:

Onucanne

Cpok

3a 1a ce xapakTepu3upa JOMBJIHUTEIHO IBJIrocpoyHaTa 0€30MacHOCT U
epuracaoct Ha CARVYKTI npu nokazanaTa norymnanus ¢ peuyuanBUPall HIIH
pedpakTepeH myntuiuieH muesiom, [IPY TpsOBa na nogane pe3yarature oT
JBIITOCPOYHOTO TIPOYUYBAHE 32 MPOCeIBaHe Ha YYaCTHUIINTE, JIEKYBAHH MPEIN
TOBA C WJITaKaOTareH aBTOJIEBIIE].

M. roHu 2043 T.

3a 1a ce XxapaKTepu3upa JOIbJIHUTEIHO IbJIroCpoUHaTa 0€301acHOCT Ha
CARVYKTI npu nokaszanaTa nomyJanus ¢ peuuauBupai Wi pedpakrepex
MynTHIUIeH Muesom, [IPY TpabBa na npoBese u na nmogane pe3yaTaTuTe OT
00cepBaIIOHHO NOCTMApKETUHIOBO IPOYYBAHE 3@ O€30MaCHOCT IO PETHCTHDP.

M. IEKEMBPH
2042 r.

3a 1a ce XxapaKTepu3upa JOIbJIHUTEIHO IbJIroCpouHaTa 0€301acHOCT Ha
CARVYKTI npu nokaszanaTa nomyjanus ¢ peuuauBupai Wi pedpakrepex
MynTHIUIeH Muesom, [IPY TpabBa na npoBese u Ja nogane pe3yaTaTuTe OT
00cepBaIIOHHO IOCTMApKETHHIOBO POYyYBaHe 3a 6€30MaCHOCT Bb3 OCHOBA Ha
JAHHM OT MAIMEHTH IPEIUMHO OT perroHa Ha EC.

M. IEKEMBPH
2042 r.
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MNNPUJIOKEHUE III

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA (KPUOKACETA)

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

CARVYKTI 3,2 x 10° — 1 x 10® knetku uny3uoHHa JUCTIEPCHS
nTakadTaren aproneBnen (CAR+ xusznecmocobnn T KieTKH)

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

ToBa nexapcTBO ChABPKA KIETKH OT YOBEIIKH MTPOU3XO].

ABTOJIOXHHU YOBEIKH T KJIeTKH, TeHETUYHO MOJAU(UIIPAHH ex Vivo ¢ H3II0JI3BaHe Ha JICHTHBUPYCEH
BeKTOp, koaupail aHTH-BCMA xumepeH antureneH perentop (CAR)

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

Cryostor CS5 (cbappxa TuMeTni cyapokcun).

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Wudy3nonna gucmepcust
30 ml mim 70 ml kneTpUHA TUCTIEpCHS Ha Cak
Buxre nH)OpMAaMOHHYS JIUCT HA MapTHATA.

‘ 5. HAYHUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

a ue ce oOirpuBa.

Ja HE ce m3non3Ba GuiThp 3a JIEBKOIMTHO U3YEPITBAHE.

[a He ce paskiama.

Ja He ce cbXxpaHsABa B XJIAIMJIHUK.

WnentuduiupaiiTe npaBUIIHO NPEABHICHUS PEIUITUCHT U IPOAYKTA.

[Ipenn ynorpeba npoyereTe JIMCTOBKATA.
WHTpaBEeHO3HO NPUIIOKEHNE

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NIPOAYKT TPSABBA
JA CE CBbXPAHSABA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

‘ 7. JAPYI'U CHEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOJIUMO

Cawmo 3a aBTOJI0KHA yTIOTpeOa.
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‘ 8. JATA HA I3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

CexpaHsBaiiTe u TpaHCHIOpTHpaiiTe 3ampaseH < -120°C B mapHata ¢a3a Ha T€4EH a30T.
JlekapCTBEHUAT MPOAYKT Jia HE C€ pa3MpassiBa JJ0 MOMEHTA Ha MPHIOKCHHUE.
[a He ce 3ampa3siBa MOBTOPHO.

10. CIHENUAJIHU ITPEAIIASHU MEPKU ITPU U3XBBPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3NCKBAT TAKNBA

ToBa JICKApCTBO ChbAbpPrKa YOBCHIKH KPBbBHHU KJIETKH. Heusnonspanoro JICKapCTBO WM OTIHAABYHUTE
Marcpuain Tp516Ba Ja U3XBBPJAT B CbOTBETCTBUC C MECCTHUTC YKa3aHHd 3a paGOTa C OTHHaaAbYHHU
MaTcpuaivi OT YOBCUIKH ITPOU3XOI.

11. HME U AJAPEC HA ITPUTEKATEJISAA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/22/1648/001

13. HNAPTHUIAEH HOMEP, KOJOBE HA JAPEHUETO U HA ITPOAYKTA

[Taptuna:

Nme Ha nauueHra:

[Jata Ha paxaHe Ha MalueHTa:
Enunen esponeticku xon (SEC):
Wn. Ne Ha caka:

M. Ne Ha nmoppukara:

14. HAYMUH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

[puero e ocHOBaHMeE /1a HE ce BKIIIOYM MH(pOpManus Ha bpaiinosa az0yka.
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17. YHUKAJIEH HIEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

Hemnpunoxumo

18. YHHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

Hemnpunoxxumo
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

NH®Y3UOHEH CAK

1. HUME HA JEKAPCTBEHMUSI NPOJYKT U MbT(MILA) HA BbBEXKJIAHE

CARVYKTI 3,2 x 10° — 1 x 10® knetku undy3nonna gucrepcus
uirtakadrareH aBronepien (CAR+ xxusHecnocoOHu T KIeTKH)
CaMo 3a HHTPaBCHO3HO MPUIIOKCHUE.

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

‘ 4. ITAPTUJAEH HOMEP, KOOJOBE HA JAPEHUETO U HA ITPOAYKTA

[Taptuna:

HMMe Ha nmamueHTa:

Jata Ha paxxaaHe Ha MalKEHTA!
Enunen esponeiicku ko (SEC):
Wn. Ne Ha caka:

Wn. Ne Ha nopbukara:

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

30 ml mim 70 ml kneTpUHA TUCTIEpCHS Ha Cak
Bwxre nHQOpPMAIMOHHNSA JIMCT Ha MapTHAATA.

6. JIPYTO

Camo 3a aBTOJIOKHA yHOTpeoa.
IIpoBepete nneHTH(UKaTOPUTE HA MAITUCHTA.
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JAHHHU, KOUTO TPABBA JA CbAbPKA HHOPOPMALIMOHHUSA JIUCT HA
IHAPTUJATA, BKIIIOYEH BbB BCSAKA ITPATKA 3A EJUH NAHUEHT

1. HUME HA JIEKAPCTBEHMA TPOAYKT

CARVYKTI 3,2 x 10% - 1 x 10® kineTku undy3ruonHa aucrnepeus.
niTakadTaren aproneBnen (CAR+ xu3znecmocobnn T KIeTKN)

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

ABTOJIOKHH 9OBEMIKH T KIIETKH, TeHETUIHO MOJUPHUIIMPAHH eX Vivo C U3MOI3BaHe Ha JCHTUBUPYCEH
BekTOp, Koaupail antu-BCMA xumepen anturerex perentop (CAR).
ToBa JiekapcTBO ChABPIKA KIETKH OT YOBEIIKH MPOU3XOI.

3. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIA 1 TIO3A HA

JIEKAPCTBEHMUSA TIPOAYKT
Wnp. Nena | Terno Ha maruenta | OO o6em Jlo3a Ha
caka (kg) (ml) MPOIYKTa Ha

CaK

Enna amymuHHMeBa KpHOKaceTa, ChIbpiKallla €IMH WHANBUAYATHO OIIAKOBAaH CTEPUICH HMH(Y3HOHEH
Cax.

Taprernara n03a e 0,75 x 10° CAR-nonoxurennu xuznecnoco0nn T kieTku Ha kg TenecHo terno (e
noseye ot 1 x 108 CAR-nonoxurennu xuznecnocoonu T KIETKH).

[MarenTu ¢ terno 100 kg u mo-aucko: 0,5 - 1 x 10¢ CAR-nionoxutTe Hn Ku3HecrnocooHu T KIeTKH Ha
kg TenecHo TerIo.

[Mauumentu ¢ terno Hag 100 kg: 0,5 - 1 x 108 CAR-nonoxuresnnu sxu3Hecnocoonn T KieTku (He ce
0a3upa Ha TEJIECHOTO TErJIO).

4. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BbBEXK/JIAHE

[Ipenu ymorpebda mpovereTe TUCTOBKATA.
HNHTpaBeHO3HO NMPHUIIOKEHHUE

5. APYI'U CHEHUAJIHU NPEAYHNPEXIEHUS, AKO E HEOBXOIUMO

3AITA3ETE TO3U JOKYMEHT U T'O APBXTE HA PA3IIOJIOXKEHUE, KOI'ATO
MMPUT'OTBATE UHOY3UATA CARVYKTI 3A TTPUJIOXEHUE

Cawmo 3a aBTOJI0KHA yTIOTpeOa.

[la He ce oOmbuBa.

Ja HE ce m3mon3Ba GuiIThp 3a JICBKOIMTHO W3UEPIIBAHE.

Ja He ce pa3kiaiia.

Jla He ce chXpaHsABa B XJIaIUITHHUK.

Wnentudunupaiite npaBUiIHO NPEIBUACHUS PEIUITUCHT U TIPOIYKTA.
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6. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

CoxpaHsBaiiTe 1 TpaHCIIOPTHpaiiTe B 3aMpa3eHo cheTosiHue (< -120°C). CrxpansBaiite nH()Y3NOHHUS
CaK B aTlyMHHHEBATa KPHOKACETa, TO TOTOBHOCT 3a pa3MpassiBaHe U npuiiokenue. [Ipean
pa3MpassiBaHETO CIIOKeTe MH(DY3MOHHHS CaK B IUIACTMAcOBa TOpOa, KOSTO ce 3aTBaps IIbTHO. He
oTBapsiiiTe TopOaTa, JOKaTo He ce pazmpasu. Cien pasMpassiBaHe He 3aMpassBaiiTe IOBTOPHO.

7. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT U IPYT'A CHEIU®UYIHA
NHO®OPMALUA 3A TAPTUIATA

IIpousBeeH oT:

Jlata Ha IpOU3BOJCTBO:
Jlata Ha u3THYaHe Ha cpoka Ha rogHoct: | JUI/MMM/ITTT
JbpkaBa o MECTOHAa3HAUYCHHUE

8. CIIEHUAJIHU ITPEAITA3HA MEPKU ITPU U3XBBPJISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPHUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

ToBa JICKapCTBO CbABbPIKA YOBCIIKH KPHbBHU KIICTKHU. Hewusnomn3sanoro JICKapCTBO WJIM OTIIAABYHHUTE
Marcpuain Tp516Ba Ja U3XBBPJAT B CbOTBETCTBUC C MECCTHUTC YKa3aHHd 3a paGOTa C OTHHaaAb4YHHU
MaTr€puaini OT YOBCUIKH IIPOU3XOI.

9. HAPTUJAEH HOMEP, KOAOBE HA JAPEHUETO U HA IPOAYKTA

NHO®OPMAILMA 3A ITALIMEHTA
[MapTtuaa:

HMMe Ha mamueHTa:

Jata Ha paxxaaHe Ha MalKEHTa:
SEC:

Wn. Ne Ha mophykara:

10. HUME U AAPEC HA ITPUTEKATEJISAA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

11. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/22/1648/001
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b. IUCTOBKA
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

CARVYKTI 3.2 x 10° — 1 x 10® kiieTku uH(y3noHHA qUCHEPCHsT
muitakadrareH aBronepien (CAR+ sxu3HecnocoOHu T KIeTKH)
(ciltacabtagene autoleucel (CAR+ viable T cells))

vTOBa JIEKapCTBO TOJIICKH Ha AOITBIHUTEIIHO HaboeHue. ToBa 1me mo3Boin Obp30TO
YCTaHOBsIBaHE Ha HOBa MH(OpMAaIMs OTHOCHO Oe30macHOCTTa. MoXeTe Ja JajieTe CBOs IPUHOC KaTo
CHOOIIUTE BCSAKA HEXKETAHA PEaKIIHs, KOSITO CTE MOJYYMIN. 3a HAUMHA Ha ChOOIIaBaHEe HAa HEXEIIaHU
peakIuy BIDKTE Kpas Ha TOUYka 4.

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, NIpeau 1a Bu ce mpwio:ku ToBa JieKapcTBO, Thil
KaTo T4 ChAbpKa BaxHa 3a Bac undgopmaunus.

. 3amasere Ta3u JIUCTOBKA. MoXKe Jja ce HAJIOXKH Jia 5 TPOYETEeTe OTHOBO.

o AX0 UMaTe HAKaKBH JOITBIIHUTEITHA BBIIPOCH, MONUTaiTe Barms nekap ninm MeuIMHCKa
cectpa.

o AKXO ToITyunTe HAKAKBU HE)KEJIAHN PEaklUy, yBeroMere Bamms nexap ninm MeauiHcKa

ceCTpa. ToBa BkII0YBa M BCUYKH BB3MOKHU HEXKEIIaHU pCaKknun, HCONMMCaHu B Ta3u JIMCTOBKA.
Bwxre TOUKa 4.

o JlexapsT nnu MeAMIIMHCKA cecTpa e Bu nagar curnanHa kapTa 3a MalueHTa, KosTo ChabpkKa
BakHa nH(opMaIus 3a 6e3onacHoCT 1o otHomeHue Ha edennetTo ¢ CARVYKTIL. [Ipouerere st
BHMMATEIHO U CIIa3BaliTe YKa3aHuATa B HEA.

o Hocere curnannaTa kapra Ha mauuMeHTa cbe ceOe CH BUHATU U 5 TIOKa3BalTe Ha BCEKU JIEKap
WM MEUIIMHCKA CECTpa, KOUTO BU mperiexaat, Wi ako NOCTHIIUTE B OOTHUIIA.

KakBo ¢cbabpika Ta3u JIUCTOBKA

Kaxgo npencrasnsisa CARVYKTI u 3a kakBo ce u3noinssa
Kakso TpsiOBa na 3naere, npenu aa Bu ce npunoxun CARVYKTI
Kax ce nmpunara CARVYKTI

BBb3M0OKHM HEXEIaHU pPEaKIUU

Kaxk ce cpxpanasa CARVYKTI

ChappikaHre Ha ONIAKOBKATA U JAOIBJIHUTENIHA HH(pOpMALIUs

SN A PN

1. Kaxkso npeacraBiaasa CARVYKTI u 3a kakBo ce u3noji3ea

. CARVYKTI e Bua nekapcTBo, HApEUEHO ,, TepaITusi ¢ TEHHO MOAHMUIIPAHN KIETKH , KOETO €
NPUTOTBEHO clienuanHo 3a Bac oT Bammre cobcTBenn Oenn KpbBHU KIETKH, HapeueHHu T
KJIETKH.

. CARVYKTI ce n3nosnssa 3a 1e4eHre Ha Bb3pacTHH NAIMEHTH C pak Ha KOCTHUS MO3BK,
HapeyeH MyJITUIUIEH MUeNIoM. JIekapcTBOTO ce mpuyiara, KoraTo Hail-MajKo €HO APYTo
JICYECHHUE HE € TOJECICTBAIIO.

Kak geiictrea CARVYKTI

o Benute KpbBHU KIIETKH, B3€TH OT Baiata KpbB, ca MOAU(DUIIUPAHH B TAOOPATOPHS, KaTO B TAX
€ BMBKHAT I'eH, KOWTO UM J[aBa BE3MOXKHOCT J1a TIPOM3BEKIAT MMPOTENH, HAPEUEH XUMEPEH
antureneH perentop (CAR).

o CAR MoxXe 1a ce IPUKPENH KbM Crielr(UIeH IPOTEHH Ha MTOBBPXHOCTTA HA MHEIOMHHTE
KJICTKH, KOETO TI03BOJIsAIBA HA OeuTe By KphBHU KJIETKH J1a pa3ro3HaBaT U aTaKyBaT
MHUEJIOMHHTE KIETKH.

2. Kakso TpsadBa na 3Haete, npeau na Bu ce npunosxkn CARVYKTI

He TpsioBa na Bu ce mpusiara CARVYKTI
. aKo CTE aJICPTHYHU KbM HAKOS OT ChbCTaBKUTE Ha TOBA JIEKAPCTBO (M30POCHH B TOUKA 6).
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o aKO CTe QJICPTUYHH KbM HSKOS OT ChCTaBKUTE Ha JICKapCTBaTa, KOUTO Iie Bu ObaT mpuiosxeHu
npemu nederrero ¢ CARVYKTI 3a namansBane Ha Opost Ha Oenute KPhBHU KIIETKH B KPBBTA
(Tepammst 3a MUMQOIUTHO M3YepIiBaHe) (BIKTE ChINO U Touka 3 ,,Kak ce mpuiara
CARVYKTI®).

Axo nmojo3upare, 4e MOXKe Jia CTe ajJepruiHu, ochBeTBaiTe ce ¢ Bamms nekap.

Ilpenynpesxkaenus u npeanasHu MepKu

[TarmenTure, nexkyBanu ¢ CARVYKTI, morar na pa3susit HOBH BUIOBe pak. Mima choOmieHus 3a
MAIUCHTH, pa3BUBAIIM PakK, 3a1I0YBAIll B KpbBHUTE KieTKH, cien teueHrue ¢ CARVYKTI u nogo0Hu
nekapctBa. 'oBopete ¢ Bamms jekap, ako 3a0e1euTe HOBO MO IyBaHEe Ha xJie3ute (JIuMpHUTE

BB3JIM) WIH IPOMEHH B KOXAaTa, KaTo HaIpUMep HOBH OOPUBH FUTH OYHUKH.

I'oBopete ¢ Bamms nekap, npenu na Bu ce npunoxxu CARVYKTI, ako umare:

o HACTOSIIIY WM MUHAIH POOJIEMH OT CTpaHa Ha HEPBHATA CUCTEMa, KaTo Halp. IpUIa IbIIH,
MHCYJIT, HOBOTIOSIBHJIA CE WJIH BIIOIIABAIIIA CE 3ary0a Ha ImaMeTTa

o HSIKAKBU TIpoOIieMu ¢ Oenute qpodoBe, ChHPIETO WK KPHBHOTO HaJsIraHe (HUCKO WIIH BUCOKO)

o YepHOApOOHU Wi OBOpeyHH poOIeMu

o MPU3HAIM U CHMIITOMH Ha peaKiys Ha MpucaakaTa cpelly npueMHuka. ToBa ce ciyuBa, KOraTo

TpaHCIIJIAaHTHPAHWUTE KIETKH aTaKyBaT Bamus opraHu3bsM, KaTo IPUYMHABAT CUMIITOMH KaTo
o0puB, rajieHe, MOBPBIIAHE, TUAPHS U KbPBABU U3IIPAKHEHUSI.

AKO HeIo oT ropHUTE ce oTHacs 10 Bac (wnm He cTe curypHu), ToBOpeTe ¢ Bamus nekap, mpenu na
Bu ce npunoxu CARVYKTI

WN3cnenBanus U nperJieau
IIpenu na Bu 6bae npuno:xken CARVYKTI, Bamust jekap:

o 111e IPOBEPH HUBOTO Ha KPBBHUTE KIIETKU B KpbBTa Bn

o 11e npoBepH Oenute ApodOBe, CHPLETO U KPHBHOTO HAJISITAHE

o 11e TOTHPCH NPU3HAIM Ha HHEKIHS - eBeHTyallHa nHGeKIus e Obae JIeKyBaHa npeau aa Bu
ce mpmioxkn CARVYKTI

. 1Ie IPOBEPH J1aju pakbT Bu He ce Biomasa

. re nposepH 3a xenatut B, xenatut C wnu nadexms ¢ XUB

. 111 IPOBEPH JANIH CT€ UMaIM BaKCHHALMS TIpe3 MOCIeAHNUTE 6 CeAMULIN WU TNIAHUPATE TaKaBa

mpe3 CICABAIIUTC HAKOJIKO MECClia.

Caen geuyenue ¢ CARVYKTIL, BamusTt jekap:

° PEIIOBHO IIIe MTPOBEpsiBa KpbBHATA BU KapTHHa, THI KaTO OPOSAT HA KPBBHUTE KJIETKU U APYTH
KPBHBHU KOMITOHEHTH MOXE J1a CIIajTHE.

Kaxxere BenHara Ha Bamms jiekap, ako MoJTyduTe IMOBHUINIEHA TEMIIEPATYPa, CTYACHU TPHIIKU HITH

HSAKAKBU HpI/I3HaHI/I UJIN CUMIITOMU HA I/IH(i)eKHI/ISI, aKoO C¢C LIyBCTBElTe YMOpeHI/I NJIN UMaT€ CUHUHU UJIN

KbpBEHE.

BuaumagaiiTe 3a cepro3HU HeKeJJAHH pPeakIuu

CrplrecTBYBaT CEpHO3HH HEXXETIAHH PEaKIINH, 32 KOUTO TPsOBa BelHara Ja Kakere Ha Bammst nekap
WM MEIUIIMHCKA CECTpa U KOMTO MOXeE Jja HaJlaraT He3a0aBHa MEIUIMHCKA MoMoIL. BirkTte Touka 4
,»CEpHO3HH HEXXETTaHU PEAKIUH ‘.

Jlena u roHOIIHN

CARVYKTI ne Tps6Ba na ce n3nomn3Ba npu Jena 1 IOHOIIHN Ha Bb3pacT noA 18 roaunau, il Kato
JIEKapCTBOTO HE € IPOYYBaHO B Ta3U Bb3pacToBa I'PyIa U HE € U3BECTHO JAJIM TO € 0€3011aCHO U
e(heKTHUBHO.
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Apyru nexkapcrBa u CARVYKTI

IIpenu na Bu ce nmpunoxu CARVYKTI, kaxxere Ha Bammus nexap win MEAUITMHCKA CECTPa, aKo
MpueMaTe, HaCKOpO CT€ MPUEMANIH UK € Bb3MOXKHO Ja pUeMate APYTH JIEeKapCcTBa.
[To-xoHKpETHO, KaXkeTe Ha Bamms nekap Wi MeIUIIMHCKA CECTPa, aKo MpueMare:

. JICKapCTBa, KOUTO OTCJIa0BAT UMyHHATa CUCTEMa, KaTO Halp. KOPTUKOCTEPOUIH.

Tesu nexapcTBa Moke ga moBnusAT epexra Ha CARVYKTL

Bakcuau u CARVYKTI
He tps6Ba 1a Bu Ob1aT MpaBeHn HAKOW BaKCHHU, HAPESUCHH JKMBH BAaKCUHU:

. npe3 6-Te ceAMUIM Mpean Aa Bu Obe HampaBeH KpaThK Kypc Ha XUMHOTepanus (HapeueH
XUMHUOTEpaIus 3a IMM(QOLUTHO U3UEPIIBAHE) 3a IOATOTOBKA Ha opranusma Bu 3a knetkute B
CARVYKTIL

. cien ederne ¢ CARVYKTI, nokaro nmyHHata Bu crcrema ce Bb3CTaHOBSIBA.

FOBOpCTe ¢ Bammus JICKap, ako TpH6Ba na Bu ce HaIllpaBAT HAKAKBHU BaKCUHAIIUU.

BpemeHHOCT U KbpMeHe
AKo cTe OpeMeHHa WM KbPMHUTE, CMSTATe, Y€ MOXKE Jla CTe OpeMEeHHa MM TUIaHUpaTe OpEeMEeHHOCT,
nochBeTBalTE ce ¢ Bamus nekap npenu aa Bu ce npuiioxu ToBa JIEKapCTBO.

o ToBa e Taka, 3amoto epexkrute Ha CARVYKTI npu OpemeHHN 1 *KeHH, KOUTO KbPMSIT, HE ca
W3BECTHHU.
. CARVYKTI moxe na HaBpenu Ha BameTo HepoIeHO IeTe Wik KbpMaye.

AKo cTe OpeMeHHa Wi cMATaTe, 4ye Moxke 1a cte Opemenna cien iedenne ¢ CARVYKTI, rosoperte
He3abaBHO ¢ Bamms nexkap.

TpsiOBa na HanpaBuUTE TECT 3a OpeMeHHOCT npenn HayanoTo Ha jJedyenneto. CARVYKTI tpsabsa na ce
IpuJIara camo ako pe3yJITaTHTe IMOKa3BarT, 4e He cTe OpeMeHHa.

Axo cre nexkyBana ¢ CARVYKTI, Tps6Ba 1a 00ChauTe €BEHTYaIHUTE CH IJIAHOBE 3a Obemia
OpemenHocT ¢ Barust iexap.

Ilopupane u padboTa ¢ MHCTPYMEHTH MM MAIIMHH
CARVYKTI mosxe cunHo na nosnusie criocoOHocTTa BH 3a mogupane u padora ¢ HHCTPYMEHTH W
C MallIMHH, KaTo MPEIU3BUKA HEXXEIaHU PEaKIMu, KOUTO MOXe:

o na Bu Hakapat nja ce yyBcTBaTe yMOpPEHU
o Ja UMaTe npoOIeMH ¢ PaBHOBECHETO U KOOPIMHALUITA
o Jla ce 4yBcTBaTe 00BbpPKaHH, CIIa0K WU 3aMasiHH.

He modwupaiite u He U3MOI3BalTE HHCTPYMEHTH MIIM MalllMHU HAl-MaJKoO 8 CEIMHIIU clie]l TIpuilaraHe
Ha CARVYKTI u ako Te31 CUMITOMH C€ Bb30OHOBST.

CARVYKTI cbabpaxa guMmetnda cyagokcug (DMSO) n kaHaMUIMH

Tosa nexapctBo chabp:ka DMSO (BemecTBo, H3MOI3BAHO 32 KOHCEPBUPAHE HA 3aMPa3eHU KIIETKH) U
MOJKeE J]a ChIbPIKa CIIEAN OT KAHAMULMH (aAMUHOTJIMKO3HU/ICH aHTHOMOTHK), KaTO U IBETE MOTaT
TIOHSIKOTA JIa PEeTU3BUKAT aIePruiHu peakiuu. Bammsar nekap me Bu nabmionaBa 3a npu3Hany Ha
BB3MOXHH AJIEPTHYHH PEAKIIUSI.

3. Kak ce npuiara CARVYKTI

CARVYKTI Bunaru me Bu ce npuiiara 0T MEAUIIMHCKH CHEIMAIUCT B KBATM(UITUPAH [IEHTHD 32
JIeYCHHUE.

IIpurorBsane Ha CARVYKTI ot Bamn co0cTBeHN KPBBHH KJICTKH

CARVYKTI e nanpasen ot Bamu codctBenn 0enn KpbBHU KIIETKH. Baiim KpbBHU KIIETKH 1I€ Ce

B3€MarT, 3a Jla ce IIPUTroTBU JIEKapcTBO 3a Bac.

o Bammusr siekap 1ie B3eMe Maiko KpbB, KaTO U3IM0JI3Ba KaTeThp (TphOUUKa), TOCTaBeH BbB
BeHaTa Bu.
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o M3BeCTHO KOMUYECTBO OT OSNIUTE KPHBHU KJIIETKH C€ OTICIS OT KphBTa By, a ocTaHanara kpbB
ce BpbIlla BB BeHaTa. T03u mpoIiec ce Hapuda ,,JieBKodepesa“.

o To3u nporec Moxe J1a MPOIBIKHU 3 10 6 yaca U MOXKeE Jia e HAJIOXKHU Jja c€ TIOBTOPH.

o Bammre Oenu KppBHU KJIETKH C€ U3IIPAIaT B MPOU3BOJICTBEHHUS LIEHTHP, KBAETO TE CE
Moaudmurupar, 3a 1a ce m3rorBu CARVYKTI. To3u mporec oTHeMa 0K0JIO 4 CEIMHUITH.

. Hoxato ce m3rorBs CARVYKTI, moxe ma momy4aBare ApyTH JIeKapcTBa 3a JedeHHe Ha

MYJITUILICHUS MUeJIoM. ToBa ce MpaBy, 3a Jja He HACTHITU BJIOLIABAHE.
JlexapcTBa, npuiaaranu npeau jJedeaue ¢ CARVYKTI

Hsikoaxo 1HU npenu ToBa - 11e Bu ce npuinoxu iedueHne, HApEUeHO ,,Tepans 3a TUMPOLUTHO
n34epIiBaHe’ 3a MOATrOTOBKA Ha opranu3Ma Bu 3a monydaBane Ha CARVYKTI. Tosa neuenne
HaMaJjsBa Opos Ha OenTe KPHBHHU KJIETKH B KPBBTA, TaKa Y¢ OPOAT HA TCHETHYHO MOIU(MUITHPAHUTE
6enu kpbBHHU KiteTkd B CARVYKTI na moxxe na ce yBennuu, korato Ob4aT BbPHATH B opraHu3ma Bu.

30 xo 60 MmuHyTH peau TOBA - MOXeE Aa Bu ce npunoxaT apyru nekapctBa. Te Moxke Ja BKIIFOUBAT:
o AHTHXMCTAaMHUHOBH JIEKapCTBA 3a ajepruiHa peakiys, KaTo Hanp. TuheHXuIpaMuH

o JIEKapCcTBa 3a MOBHIIEHA TEMIEpaTypa, KaTo HaIlp. napaneTamMol.

Bamusar nexap uim MeIUITMHCKA CecTpa e IpoBepsAT BHUMaTeNHO Aanu jJedenneto ¢ CARVYKTI,
koeTo Bu ce mpuara, e ot Bammrte coOcTBeHr 6enn KphBHU KIIETKH.

Kak me Bu ce npuioxu CARVYKTI
CARVYKTI e ennokpatHo neuenne. To Hsama na Bu ce mpusara oTHOBO.

. Bammst nexap nian Mmeaunuacka cectpa me Bu npunoxxar CARVYKTI kankoBo BB BeHara.
ToBa ce Hapu4a ,,MHTpaBEHO3HA MH(Y3UA* U TSI OOMKHOBEHO TPOIBIDKABA TI0-MAIIKO OT
60 MUHYTH.

CARVYKTI e renernuno moaudumupanata Bepcus Ha Bamm 6einm KpbBHU KIIETKH.

° MenumuHCKHAT crienraniuct, kKoito padotu ¢ CARVYKTI, mie B3eme moaxomsmiy mpeanazHu
MEPKH 3a MPeJI0TBPATABaHE HA Bb3MOXKHOCTTA 32 IIPESHACSHE HAa UH(EKIIUO3HH 3200 IIBaHUSL.
° Toii mie cra3Ba ChHIO U MECTHUTE YKa3aHUA 32 TOYNCTBAHE WIIH U3XBBPIISTHE HA BCEKU

MaTepuai, koiTo ¢ oun B kouTakT ¢ CARVYKTIL

Caen kato Bu ce npuinoxkn CARVYKTI
o [Tnanupaiite na octanere 61130 10 OOMHULATA, KBAETO CTE JIEKYBaHH, 38 HAl-MaJIKO 4 ceqMHULIN
cien kato Bu ce mpunoxu CARVYKTI.
- 11e TpsiOBa Aa ce BpbLIaTe B OOJHMULIATA BCEKH JIEH 3a Hali-Maiko 14 nHu, cnexn kato Bu e
npunoxxeH CARVYKTI. Toga e HeoOxoanmo, 3a 1a Moxe Bammusit nekap 1a npoBepsiBa
Jlay JIeYeHUeTo eicTBa U Aa Bu nexyBa, ako Mony4nuTe HIKAKBH HEXXETaHU PEaKIiH.
AKO pa3BHeTe CEpPHO3HU HEXKENAHU PEaKIIii, MOXKE J]a CE€ HAJIOXKU Ja OCTaHEeTe B
OoHMIaTa 10 OBJIAASBaHE HA HEXEJAHUTE PEaKIMU U JOKATO He CTaHe 0e30macHo 1a
HaIyCHETe.
- AKO TIpomycHeTe HAKO€ HaCpOUYeHO MOCeIIeHne, obaiere ce Ha Bamms nekap v B
KBaJTM(pULMpaHU UEHTHP 3a JIeUeHHE Bb3MOXKHO Hal-CKOPO, 32 J1a HACPOUUTE HOB Yac.
. IIle 6BaeTE TOMOJIEHH Ja C€ BKIIIOYUTE B PETUCTHP 3a Hali-Mayko 15 romguHw, 3a 1a ce
HaOJro1aBa 3/paBOCIOBHOTO Bu cheTosiHuE 1 Aa ce pa3depat mo-100pe ABJIrocpoyHuTe ePeKTr
Ha CARVYKTL
. Hanmunero na CARVYKTI B kxppBTa B MOXe 1a mosnusie Ha HAKoM TecToBe 3a XVB Taka, ue
T€ J1a MOKakaT (hammBo nonoxxuteneH pesynrat 3a XMB, Bpnpexu ue moxke na cre X1MB
OTpUILIATEITHHU.
o He napsBaiite kpbB, Opranu, ThbKaHU WM KJIETKH 3a TPaHCIUIaHTAIMs, ciiel KaTo Bu e
npunarad CARVYKTI.
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4 Bb3MOKHE HeKeJIaHU pe€aKkuumn

KakTo BCcHYKM JieKapcTBa, TOBA JICKAPCTBO MOXKE JIa MPEIU3BUKA HEXKEIAHU PEaKIUK, BHIIPECKH Ye HEe
BCEKH T'H MOJTy4aBa.

CARVYKTI moxe ma nmpeanu3BrKa HEXXEIaHA PEaKIINH, KOUTO MOXKE 1a ObIaT CEPHO3HH WITH
JKUBOTO3aCTpAIIABAIIIH.

Cepno3HH He:KeJIaHU peaKIuu
[MoTwepceTe BeHATa METUIIMHCKA ITOMOII, aKO TIOIYYUTE HIKOH OT CICHUTE CEPUO3HU HEXETaH!

pCaKknumn, KOUTO MOXKE 1a 6’I>I[aT TCKKH U q)aTa.]'IHI/I.

. Cepuo3Ha UMyHHA peaKIlus, U3BECTHA KaTo ,,CHHIPOM Ha OCBOOOXK/IaBaHE Ha IUTOKUHHU ‘, KaTO
HSKOHW TIPU3HAINA BKIIFOYBAT:

MmHoro 4yectn (Moxe J1a 3acerHat nosede oT 1 Ha 10 gymm):

o CTyJIeHH TPBIIKH, ToBHIIeHa TeMnepaTypa (38°C uiu mo-BrCcoOKa),

o YCKOPEHa ChpJeYHa JeHHOCT, 3aTPYAHEHO AUIIAHE,

O HHUCKO KPBbBHO HaJIATAHE, KOETO MOXKE Ja IPpUYUHU 3aMaiiBaHe MU CBCTOBBLPTCK.
. EdexTn BbpXy HepBHATa CUCTEMa, CHMIITOMUTE HA KOUTO MOXKE /1a Bb3HUKHAT JTHH WIIN

CeIMUIIM CJIe Moy4YaBaHe Ha MH(Y3HUsTa, KaTO IbPBOHAYAIIHO MOXKE Aa ObAaT eaBa
JIoJ0BUMH. Hsikon OT Te3u CHMIITOMH MOKe J1a OBbJIaT MPU3HAIM HA CEpHO3HA HMYHHA PEeaKIus,
HapeyeHa ,,CHHIPOM Ha HEBPOTOKCUYHOCT, CBBp3aH ¢ uMyHHHTE edektopHu kieTkn ™ (ICANS)
WIN MOXe Aa ObAaT NpU3HaLU U CUMIITOMU Ha HApKUHCOHU3bM:

MHuoro 4yectu (MOXe 11a 3acerHat noseue ot 1 Ha 10 mymm):

o 00BpKaHOCT,

o HaMaJieHa OJJUTEeITHOCT, Ie30pUEeHTANNS, TPEBOXKHOCT, 3ary0da Ha maMeTTa,
o 3aTpyIHEH FOBOP HMJIM HESICHA peH,

¢ 3a0aBeHU JABHKEHUS, IPOMEHH B [TOYEPKa

Yectu (Moxe na 3acersat no 1 Ha 10 gymm):

o 3ary0a Ha KOOpJHMHAIIKs, 3acsrala ABUKEHHETO 1 PaBHOBECUETO,
¢ 3aTpyAHEHHE NIPY YeTeHe, IMCaHe U pa3dupaHe Ha TyMHUTE,
¢ NPOMEHH Ha JINYHOCTTA, KOUTO MOYKeE J]a BKIIOYBAT HEPA3rOBOPYMBOCT, 3aryda Ha

HMHTEPEC KbM CKCTHCBHU I[Cf/iHOCTPI 1 MAaCKOBHUJIHO M3PAKCHHUC HA JIMLIETO

° CARVYKTI moxe 51a TIOBHUIIK PUCKA OT )KMBOTO3aCTpalllaBaild HHPESKIUH, KOUTO MOXKE J1a
JIOBEAAT 10 CMBPT.

AKO 3a0eNiexKUTe HAKOS OT CIIOMEHATHTE HEXKEIAaHU PEaKIIMU, TIOThPCETE BeJHAra MEIUIIMHCKA
IIOMOIII.

I[pyl"l/l HEKEJTAaHU pCaKIIUU
I[pyFI/ITe HCXKCJIaHU PCAKIIUH Ca I/I36pOCHI/I mo-ao0Jy. Kaxere na Bamms JICKap Wi MCAUIIMHCKA
CCCTpa, aKo MOJIYYUTEC HAKOA OT TC3U HCIKCIIAHU PCAKIUU.

MHuoro yectu (Moxe 11a 3acersat noseue ot 1 Ha 10 gymm)
nH(EKIN Ha HOca, CHHYCUTE WM I'bPJIoTo (IIpoCTyaa)
OakTepranHa HHPEKITUA

KalllTUIa, HEJIOCTHT Ha BB3J[yX

mHeBMOHHS (MH(peEKIHs Ha OennTe ApoOoBe)

BUpYCHA MH(DEKIUs

riaBobonme

MpoOJIEMU ChC CHHS

0oJka, BKITFOYMTEITHO MYCKYJTHA M CTaBHA O0JKa
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MoTyBaHe, MPEIU3BUKAHO OT HATPYIIBaHE HA TEYHOCT B OpraHH3Ma

yCellaHe 3a MHOTO CHJTHa yMOpa

rajieHe, HaMaJeH aneTHT, 3aMeK, TOBpbIIaHe, AHaAPUs

MPOOJIEMU C IBUKCHUETO, BKIIOYBAIIY MYCKYJIHUA CIIa3MH, MyCKYyJIHA CKOBaHOCT,

yBpEeXKJaHe Ha HEPBUTE, KOSTO MOJKE JIa MPEIU3BHUKA MpaByUKaHe, H3TPhIIBaHe, 00JKa TN

3ary0a Ha ycemaHe 3a 0onka

HUCKH HUBA HA aHTUTENA, HAPCUCHU UMYHOTJIOOYJIMHH, KOETO MOJKE JIa ToBee 10 MHDEKINU

HUCKO HHMBO Ha KHCJIOPOJ] B KPBBTA, KOSTO MPEIU3BUKBA HEJOCTUT HA BB3AYX, KaILTUIIA,

rinaBobome U 00bPKAHOCT

MOBHIIIEHO KPHBHO HAJATaHE

KBbpPBEHE, KOETO MOXKE J1a ObJIe TEKKO, HAPEICHO ,,KPHBOU3ITHUB*

OTKJIOHEHHS B KPHBHUTE W3CJIEIBaHNS, KOUTO ITOKA3BaT:

- HUCBHK Opoli Ha OeNuTe KPhBHU KICTKH (BKIIFOYUTEITHO HEYTPODMiK U TuMQOIUTH),

- HUCKHU HUBA Ha TPOMOOIMTUTE (KJIETKH, KOUTO ITOMaraT 3a ChCUPBAHETO HA KPHBTa) M Ha
YEPBEHUTE KPHBHU KIETKH

- HUCKHY HUBA Ha KaJIWii, HATPUH, KaJlui, MarHe3uii, gocdaru B KpbBTa

- HUCKH HHMBa Ha aJ'I6YMI/IH, BUI IIPOTCHH B KPBBTA

- MPOOIIEMH C KPBBOCHCUPBAHETO

- MIOBHIIIEHU HUBA HA MPOTEHH, HapeueH epUTHH B KPHBTA

- MOBUIIICHU HUBA HA CH3UMHU B KPBhBTA, HAPEUCHH ramMaryTaMuiITpancdepasa u
TpaHCaMUHA3U

Yectu (Moxe ma 3acerHar g0 1 Ha 10 xymmn)

HUCBHK Opoii Ha OennTe KPbBHU KIETKH (HEYTPO(MUIIH), KOWTO MOXKE Ja c€ POSIBU ¢ MH(GEKINSI U
MOBHUIIIEHA TEMIIEpaTypa,

racTPOSHTEPUT, IMyHOMEIMHPAH CHTEPOKOIHT (Bh3MAJICHIE Ha CTOMaxXa 1 4epBaTa)
cToMalHa 6osika

UH(EKIH Ha TUKOYHHUTE ITbTHUIIA

rpOnYHa HHpEKIUS

TOBHIIIEH Opoi Ha BHJ O€TM KPBBHU KIETKH (JIMM(OIIUTH)

TeXKa MHQEKIHU 3acsramia MsI0TO TS0 (CeTCuc)

0B0OpeyHa HeJJ0CTaTBYHOCT

HEpaBHOMEPEH ChPJICUCH PUTHM

Cepro3Ha UIMYHHA PEaKIIHs, 3acsTalla KPbBHUTE KICTKH - MOXKE J1a TOBEJIE /10 YBEIIMUCH YePeH
JIpo0 U Janak, HapeveHa ,, xemodaromnurHa JUMEGOXUCTHOIUTO3a™

CEPUO3HO CHCTOSIHHE, IIPH KOETO TEYHOCT M3THYA OT KPHBOHOCHUTE CHJIOBE B ThKAHHUTE HA
TSUIOTO, HAPEYEHO ,,CHHIPOM Ha HapylleHa KaluIsipHa IPOITYCKINBOCT

NOBUIIICHN HUBA HAa €H3MM B KPBBTA, HApPEUEH ,,aiikanHa (ocgaraza‘

TpernepeHe Ha MyCKyJl

JeKa caboCcT B MyCKYJIUTE, IPUYMHEHA OT YBPEXK/IaHE HAa HEPBUTE

TEXKO ChCTOSTHHE Ha 00BPKAHOCT

M3TPBIBAaHE HA JIMLETO, 3aTPYAHEHO JABIKEHUE HA MYCKYJIMTE Ha JIMLETO U OYUTE

BHCOKO HHMBO Ha OMJIMpYOWH B KPBBTa

KPBBEH ChCUPEK

KO>KEH 00pHB

MOBHIIIEHO HUBO B KPBBTA Ha MIPOTEHH, HapeueH C-peakTHBEH MPOTEHH, KOETO MOXeE /12 €
MOKA3aTeHO 32 HAJIMYWe Ha HMHOEKIUS WK Bh3NaleHue

HOB BUJI PaK, 3all04Ball] B KPbBHUTE KJIETKH U 3acArall] KICTKUTE Ha KOCTHHUS MO3bK

Heuectu (Moxe na 3acernat no 1 Ha 100 xymm)

MpaBy4KaHe, U3TPBIIBaHE U 0O0JIKA B JJIAHUTE U CTHIIANATa, 3aTPyIHEHO XOJCHE, CIa00CT Ha
Kpakara I/I/I/IHI/I pBLOCTE U 3aTPYAHCHO JUIITAHE

Hog Buja pak, 3amo4saii; pa3BUTHETO CH B OIIPEICICH BUJ] OCiIH KPhBHU KIICTKU, HapedeHu T-
KJICTKH (BTOPHYHO 3710Ka9E€CTBEHO 3a00JIIBaHe OT T-KIeThUeH MPOU3X0.)
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Kaxere na Bammms nexap nin MEIUIIMHCKA CECTPa, aKO MOIYyYUTE HAKOS OT HEXKETaHUTE PEaKIvy,
n30poenu no-rope. He ce onurBaiite 1a JeKyBaTe CHMIITOMHTE CAMOCTOSITETHO C IPYTH JIEKapCTBa.

Cno01aBaHe Ha HeXKeJIAHH PeaKIA

AKO MOITyYnTe HIKAKBU HEKETaHU JICKAPCTBEHU PEakIliy, yBeJoMeTe Bamus nekap vt MeUITUHCKA
cectpa. ToBa BK/IFOUYBAa BCUYKH BH3MOYKHH HEOIMCAHU B Ta3H JUCTOBKA HEXeIaHH peakiuu. MokeTe
CBIIIO JIa ChOOIIUTE HEXKEIaHU PEaKIUK TUPEKTHO Ype3 HAllMOHATHATAa CUCTEMa 3a ChOOIaBaHE B!
W3mbaHuTe IHa areHIus 10 JeKapcTBaTa

yi. ,,Jlamsia I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

Karo cro01miaBare HeXXeIaHU PEAKIIMH, MOXKETE Jla IAZeTe CBOSI PHHOC 3a MOJIy4aBaHEe Ha IMOBEYEC
nH(pOpPMAIUS OTHOCHO O€30MMaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak ce cbxpansiBa CARVYKTI
Crnennara uadopMarys ¢ npeJHa3HauYeHa caMo 3a JICKAPH.

He n3non3BaiiTe TOBa JIeKapCTBO CJIE/ CPOKa Ha TOTHOCT, OTOETSI3aH BbPXY €THKETa Ha ONaKOBKaTa U
nH(Y3UOHHUS Ccak ciex ,,l'ogen no:*.

[a ce chxpansiBa 3ampa3seH B mapHarta (haza Ha TeueH a3oT (< -120°C) mo pa3mpassBaHe 3a ynorpeoa.
[a He ce 3ampa3siBa MOBTOPHO.

6. Cb)n)pmalme Ha OnMaKoOBKaTa M J0II'bJHUTEC/IHA m{(l)opMaum[

Kakso cbabp:xa CARVYKTI
AKTHBHOTO BEILIECTBO € IIITaKa0TareH aBTOJIEBLE.

Bceexu nndysnonen cak CARVYKTI cpabpika kieTbuHa TUCTIEPCHs IIHIITaKaOTareH aBTOJIEBIIEN,
chabpxama 3,2 x 10° no 1 x 108 CAR-nonoxurennu xxu3zHecnocoonn T KIeTKH, CYCIICHIUPaHH B
KPUOKOHCEPBHUPAI pa3TBOP.

Wudysuonen cak, ceappkant 30 ml wu 70 ml uadysnonna aucmnepcwus.

Hpyrure cberaBku ca pa3tBop (Cryostor CSS5), n3non3BaH 3a KOHCEpBHUpaHe Ha 3aMPa3CHUTE KIETKU
(Buwxre Touka 2 ,,CARVYKTI cpapprxa DMSO u kaHamMutima*).

ToBa JlekapCcTBO ChIbpKa TEHETUYHO MOIU(PHUIIMPAHN YOBEIIKH KIIETKH.

Kak nm3rae:xkna CARVYKTI n kakBo cbabpka ONaKoBKAaTA

CARVYKTI e 6e3uBerHa 10 6s71a kieTbuHa HHQY3HOHHA AUCIEPCHS € KBJITH U PO30BU HIOAHCH,
30 ml wmu 70 ml, kosTO ce JocTaBsi B MHPY3HOHEH cak choTBeTHO OT 50 ml mm 250 ml,
WHAMBH]IyaJTHO OTIIAKOBAH B AJIyMUHHMEBA KpHOKAceTa.

IpuTexaTes HA paspelIeHHETO 3a yoTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpounsBoguten
Janssen Pharmaceutica NV

Technologiepark-Zwijnaarde 73
9052, Ghent
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benrus

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

3a momreTHATETHA WH(GOPMAIIHSI OTHOCHO TOBA JIEKAPCTBO, MOJISA, CBBPIKETE CE C JTIOKATHHS
MIPEJICTAaBUTEN Ha MIPUTEXKATENS Ha Pa3pelIeHneTo 3a ynorpeoa:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 6494 11
janssen@jacbe.jnj.com

Boarapus

»PKOHCBH & JI)xoHCBHH brarapus” EOO/L
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.0.
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
TIf: +45 4594 8282
jacdk@its.jnj.com

Deutschland

Janssen-Cilag GmbH

Tel: : 0800 086 9247 / +49 2137 955 6955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

E\rada

Janssen-Cilag ®appokevtik) Movonpdownn
A.E.B.E.

TnA: +30 210 80 90 000

Espaiia

Janssen-Cilag, S.A.

Tel: +34 91 722 81 00

contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75/+33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com
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Lietuva

UAB "JOHNSON & JOHNSON"
Tel: +370 5 278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

Tél/Tel: +32 14 64 94 11
janssen@jacbe.jnj.com

Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z 0.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800



Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen(@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvbmpog

Bopvépoc Xatinmavayng Atd
TnA: +357 22207 700

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
JNJ-SI-safety@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Ttn: +46 8 626 50 00

jacse@its.jnj.com

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija
Tel: +371 678 93561

lv@its.jnj.com

JlaTa Ha mocjeHO mpepasriexaaHe Ha gucTtoBkara 07/2025.

JApyru u3ToYHUIIE HA HHPOpMaIUs

[Toapo6Ha nHdpOpMarIus 3a TOBa JIEKapCTBO € IPeI0CTaBeHa Ha yeOcaiita Ha EBporieiickaTa areHIust
1o JieKkapceTBara: https:// www.ema.europa.eu

[Tocouenara mo-a0Jy HH(l)OpMaI_II/Iﬂ € Ip€JHa3Ha4YCHa CaMO 3a MCAULIMHCKHU CIICHUAIINCTH!

CARVYKTI ne Tps6Ba na ce 001p4Ba, THi KaTo 001pYBaHETO OU MOTJIO 1a MHAKTUBHPA
JIEKapCTBEHUS MIPOIYKT.

[Ipennasuu Mepku, KOUTO TPSOBA Jia Ce B3eMaT MPe/id padoTa ChC WK NPUIOKCHHUE Ha JICKAPCTBEHHUS
IPOJYKT

CARVYKTI tps6Ba 1a ce TpaHCIIOPTUPA B PAMKHTE Ha JIe4YeOHOTO 3aBe/ICHUE B 3aTBOPCHH,
HEYYIUIMBU U HENPOITYCKIUBU KOHTEHHEPH.

To3u nexkapcTBeH NPOAYKT ChAbPAKA YOBEUIKA KPBBHU KIETKU. MEAUIIMHCKUTE CIEIIUAIUCTH, KOUTO
padotst ¢ CARVYKTI, TpsiOBa aa B3eMat moaX0 MU IpeAna3Hi MEPKH (J1a HOCST PhKaBUIH,
3alIUTHO OOJIEKIIO M 3allIUTa 32 OYUTE), 3a Ja W30erHaT MOTSHIIMATHO Tpe/iaBaHe Ha HHPEKIMO3HU
3a00JIBaHUSI.

CARVYKTI tpsidBa na ocrane < -120°C mpe3 msu10To BpeMe 0 pa3MpassiBaHETO Ha ChIBPIKAHUETO
Ha caka 3a HH}y3usl.

IloaroroBka npeay NpUIOKEHUE

TpsibBa 1a ce KOOpPAUHUPA BpeMeTo 3a pasmpassiBade u 3a uHPy3ust Ha CARVYKTI. Bpemero 3a
uH(Yy3us TPSAOBaA J1a e MOTBHPAM MPEIABAPUTEITHO U BPEMETO 3a 3all0YBaHe Ha pa3MpassiBAHETO TPsOBa
na ce agantupa, Taka u¢ CARVYKTI na 0b1e Ha pasmonoxenue 3a vH(Y3Us, KOraTo NaIllUCHTHT €
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rotoB. Cie pa3MpassiBaHe JIEKapCTBEHUAT IPOIYKT TPSOBa Ja ce MPUIIOKH He3abaBHO M HHPY3HUATA
TpsIOBa Ja 3aBBPINU B paMKUTE Ha 2,5 Jaca.

IIpenn nogroroskara Ha CARVYKTI tpsioBa 1a ce moTBLpaAM, Y€ CaMOTUIHOCTTA Ha IMAIIMCHTA
CHOTBETCTBA HA HACHTU(HUKATOPUTE Ha MalreHTa Bbpxy kpuokacerara Ha CARVYKTI u
nH(popMaIMoHHus MCT Ha naptuaara. Madysnonamsar cak c CARVYKTI we tpsioBa na ce
M3BaXJa OT KPHOKAceTaTa, ako HH(GOPMaLMITa Ha €TUKETa, clienn(UYHA 3a AIUEHTa, He
ChBIA/A C MPEIBUICHUS MALlUEHT.

Cren moTBbpKAaBaHe Ha CAMOJIMYHOCTTA Ha nanueHTa nHPy3noHHUT cak ¢ CARVYKTI
TpsiOBa J1a U3Baau OT KpHOKAaceTaTa.

[Ipeau u cnen pazMpassBane HHQY3HOHHHAT Cak TPOBa Ja ce MPOBEPHU 32 €BEHTYAIHU
HapyILICHUs Ha LEeI0CTTa, KaTo Hallp. IpoOuBaHe WM cinyksaHe. He npunaraiite, ako cakbT e
ToBpeieH, U ce cBbpkeTe ¢ Janssen-Cilag International NV.

Pasmpaszasane

[Ipenu pazmpazsBane MHPY3MOHHUST Cak TPsiOBa Ja ce CIIOKHU B TUIACTMAcOBa TOpOa, KOSITO
MO2K€ J1a ce 3aTBapsl IUTBTHO.

CARVYKTI tpsibBa na ce pazmpasu Ha 37°C+2°C nnu Ha BoiHA OaHs, WK B yCTPOMCTBO 32
CyXO0 pa3MpassBaHe, JOKaTO IIPECTaHe Jja Ce BIKAA Jie] B HH(Y3HOHHUS cak. OOIIOTO BpeMe OT
HAyYasoTo 10 3aBbPIIBAHETO HA Pa3Mpas3siBAaHETO He TpsAOBa na Obae moseye oT 15 MuHyTH.
Nudy3uoHHuAT cak TpsAOBa Jja ce U3BaIy OT 3aTBOPEHATA IIacCTMAcoBa TopOa U Jia ce MOJCYILH.
CoabppxanneTo Ha MHPY3UOHHUS cak TPsiOBa BHUMATEIHO /1a pa3MecH, 3a [1a ce pa3Hecar
CTpyIBAaHUATA HA KIICTHYCH MAaTCpUal. Axo octaHar BUAVWMU KJIICTbYHHU CTPYIIBAHUA,
BHUMATEJIHOTO Pa3MECBaHE Ha ChABPKAHUETO HA caka TpAOBa Ja MpOABIKU. Mankute
CTpYTNBaHUs Ha KJIEThYEH MaTepHai TpAOBa Jja ce pa3HecaT ¢ BHUMATEIHO PHYHO Pa3MECBaHe.
CARVYKTI ne TpsibBa na ce huntpupa npeaBapuTeIHO B APYT KOHTEHHED, 1a ce IPOMHUBA, 1a
ce HeHTpodyrupa u/uiK pecycleHaupa B HoBa cpejia npeau uHdysusra.

Cnen pa3MpassiBaHe JISKapCTBEHUAT MPOIYKT He TPsiOBa Ja ce 3amMpassiBa HIIM cllara B
XJIAAWIHUK TOBTOPHO.

Ipunoocenue

CARVYKTI e camo 3a eqHOKpaTHO aBTOJIOXKHO MPUIIOKEHHE.

[Mpeau nHQy3us 1 1Mo BpeMe Ha Bb3CTAHOBUTEIHUSI IEPUO]] OCUTYPETE HaJTHUYHe Ha
ToumnKu3ymMad u 00opy/JBaHe 3a CIIellIHa MOMOIL. B ciayyaii Ha U3BBHpEHA CUTYaLHs, KOraTo
HSIMa HAJIMYHOCT HA TOLMIIN3YyMal Mopaay HEJOCTHT, OITMCAH B KAaTaJIora 3a JIMIICBALIH
npoAykTH Ha EBporieiickaTta areHIus 1o JIeKapcTBaTa, Ja Ce OCUTYPST Ha MSACTO MOIXOISIIN
aNTepHATUBHU MEPKH 3a jedenue Ha CRS BmecTo Toumnmzymad.

[ToTBBpAETE CHOTBETCTBUETO HA CAMOJIMYHOCTTA Ha MAIMEHTA C HICHTU(UKATOPUTE HA
uH@y3nonnus cak c CARVYKTI u nnpopmanmonnus auct Ha naptugara. He BnuBaiite
CARVYKTI, ako nndpopmaiusata BbpXy crieluduIHus 3a ManreHTa eTHKeT He ChOTBETCTBA Ha
TIPEIBUCHHS MTaIlUEHT.

Crnen pasmpassiBade 1s10To chabpkanue Ha caka ¢ CARVYKTI tpsi6Ba na ce npuitosku upes
MHTpaBeHO3Ha WHQY3Hs B paMKHUTE Ha 2,5 yaca Ha cTaiiHa Temmneparypa (20°C no 25°C), karo
ce u3nos3Ba Habop 3a nHpy3us ¢ BrpajgeH Guntep. Uuady3usaTa 00MKHOBEHO MPOIBIKABA TI0-
MaJIKO 0T 60 MUH.

HE wuznon3Baiite Gunthbp 3a H3uepriBaHe Ha JICBKOIUTH.

[To Bpeme Ha nHdy3usta Ha CARVYKTI BHEMaTeTHO pa3MecBaiiTe ChAbPKAHUETO HA caKa, 3a
Jla ce pa3HecaT CTPYNBAHMATA Ha KJIEThUEH MaTepHall.

Cren BIMBaHE Ha [SUIOTO KOJMYECTBO OT Caka MPOMUITE HH(PY3NMOHHATA CUCTEMA ,
BKJIIOUMTENTHO U BrpafieHus: puarsp, ¢ HaTpues xyopun 9 mg/ml (0,9%) nHxekuuoHeH pa3TBop,
3a J1a C€ OCUTYPH JIOCTaBIHETO Ha IIeNNS JIEKAPCTBEH MPOIYKT.

HDGILH&?»HI/I MEPKH, KOUTO TDSI6Ba Ja C€ B3EMaAT IMpH U3XBHPJIAHETO HA JICKAPCTBCHUA NPOAYKT

Hewnsnon3BaHuAT IeKapCTBEH MPOILYKTH U BCHYKH MaTePHAJIH, KOUTO ca OMITH B KOHTAKT C
CARVYKTI (TBBbpaM ¥ TEUHU OTIIAIBITN), TPSAOBA Aa ce 00pabOoTBAT U U3XBHPIBIT KATO MOTCHITHAITHO
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WH(EKIIMO3HY OTIIAIBIN B ChOTBETCTBHE C MECTHUTE yKa3aHus 3a paboTa ¢ MaTeprai OT YOBEIIKH
TIPOU3XO/I.

[Ipennpuemane Ha MEPKH B Clly4yall Ha ciay4dailHa €KCO3UIUsS

IIpu cnyqaitHa ekcrio3uius TpsiOBa a ce cra3BaT MECTHUTE YKa3aHUs 3a padoTa C MaTepuai OT
YOBEIIKH MPOu3Xo. PaboTHUTE MOBBPXHOCTH U MaTepUAINTE, KOUTO MTOTEHIIMAIHO ca OWITH B
koHTakT ¢ CARVYKTI, tps6Ba na Obaat o0e33apa3eHu ¢ MOAXOI Je3UHPEKTAHT.
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