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 108 knetkn undy3uoHHa AUCTIEPCHS

2. KAYECTBEH U KOJIMYECTBEH CBHCTAB
2.1 O0wmo onucanue

CARVYKTI (mmunrakabraren aBroneuedn (ciltacabtagene autoleucel)) e reneTHaHO MOAHpUIIPaH
ABTOJIOXKEH KJICTHYEH MPOIYKT, ChAbprKall T KICTKH, TPAaHCAYIIMPaHH €X VIVO ¢ TIOMOIITa Ha
PCILTMKAIIMOHHO HCKOMIIETCHTCH JICHTUBUPYCCH BEKTOP, KOAWPAILl XUMEPCH aHTUT'CHCH PCUCIITOP
(chimeric antigen receptor, CAR), koliTo pa3no3HaBa aHTH-B KiIeThuHUS MaTypalMOHEH aHTUTeH

(B cell maturation antigen, BCMA), BKJIFOYBAIIl JIBE aHTHTENA C €MHUYCH JOMEHH, cBbp3aHu ¢ 4-1BB
KocTuMynupan fomeiH u CD3-3eTa curHajieH 1o0MenH.

2.2 KadecTBeH M KOJHYECTBEH CHLCTAB

Bceku crienuduuen 3a nanuenta nadysuoneH cak ¢ CARVYKTI cbabpika nuntakadTareH
aBTOJICBLIEN B 3aBUCELIA OT MAPTHAATA KOHLICHTPALIMS Ha aBTOJIOKHH | KJIETKH, TeHETHYHO
Monu(UIIMpPaHU Taka, de fa excnpecupart antu-BCMA xumepen anturernen perentop (CAR-
TIOJIOKHUTEIIHY JKU3HECTTOCOOH! T KIIeTKH) (BK. Touka 4.2). JIekapCTBEHUST MPOIYKT € ONaKOBaH B
eauH MHQY3HOHEH caK, Chabpykall HH(Y3HOHHA KileThuHa aucnepcus ot 3,2 X 10% no 1 x 108 CAR-
HOJIOKUTEIHH KHU3HECTIOCOOHN T KIIeTKH, CyCIIeHUPaHu B KPHOKOHCEPBHUPAII] pa3TBOpP.

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

KaerpuHmAT cheTaB M KpaﬁHHHT KIICTBYCH 6p0ﬁ 3aBUCAT OT TCJICCHOTO TCTJIO HA MAlUCHTAa U Bapupar
MIpH mapTujaTa 3a Bceku marreHT. OcBeH T KIeTKH, MOXKe J1a UMa KJIIETKH €CTeCTBCHU y61/11‘/'1111/1
(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

ITomoniHo(1) BelecTBo(a) ¢ M3BECTHO JICHCTBHUE

Beska noza CARVYKTI ceabpxa 0,05 ml mumerwn cyndokeun (DMSO) va ml u ocraThunu
KOJIMYEeCTBA KaHAMUIIMH (BXK. Touka 4.4).

3a IBIHUSA CIIMCHK Ha ITOMOIIHUTE BEIECTBA BIDKTE To4Ka 6.1.

3. JIEKAPCTBEHA ®OPMA

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



4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHU MOKA3AHUS

CARVYKTI e nokazaH 3a e4eHNE Ha BE3PACTHU MAIUEHTH C PEIUIUBUAPAI U pedpakTepeH
MYJTHIUIEH MHEJIOM, KOUTO Ca MOJTyYHIId Hali-MaJIKO eJTHa MTPEeIX0IHA TepaIvis, BKIFOYBAIIa
UMYHOMO/TYJIUPAIIO CPEJCTBO U MPOTECA30MEH HHXUOUTOP, IMOJIYYHIIH ca IPOTpecHs Ha 3a00IsIBAHETO
M0 BpeMe Ha TOCIICHATA Tepanusi U ca pehpaKTepPHU KbM JICHATHIOMHU/T.

4.2 Jlo3upOBKa 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
nedenneTo Ha manueHTH ¢ CARVYKTI.

[Ipenn nady3musaTa KBaTUUIMPAHUAT EHTHD 32 JICUeHHEe TPIOBa Ja pa3mnojara ¢ Hai-manko 1 mo3a
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 MPEIXOaHA 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 JeKkapcTBara,
npean nHQPy3usaTa TpIOBa Ja ca Ha pasoNOKCHUE TTOIXOAAIIN AITEPHATHBHU MEPKH 3a JICYEHUE Ha
CRS BmecTo Tommmmzymao.

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

ﬂosnpomca

CARVYKTI e npeanazHaueH 3a aBTOJIOKHO MPUIOKeHUE (BXK. Touka 4.4).

JleueHneTo ce ChbCTOU OT eHa J103a 3a MH(Y3UsL, Chabpskaima aucrepcus Ha CAR-TION0XUTETHH
JKu3HecnocoOHu T KIIETKU B €IMH UH(Y3UOHEH CakK.

Taprernara no3a e 0,75 x 10 CAR-nonoxurennu xuzHecnocoonn T kneTkn Ha kg TenecHo Terno (He
HaAXBBpIsma 1 X 108 CAR-n0o105%kHTeHY KH3HEeCIOCOOHH T KIIEeTKH).

IMaumentu ¢ terno 100 kg u mo-uucko: 0,5 - 1 x10° CAR-nos105%kuTeNHN 5K1U3HeCIOcOOHN T KIETKU Ha
kg TenecHo TerJo.

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

Bwxre npuapyxapamius nHGopMaloneH tuct Ha naprunata (LI1S) 3a qoneiaanTenHa nHboOpMaus,
OTHACsIIIA ce JI0 J103aTa.

Mocmosa (bridging) mepanus
[penu nadysus Ha CARVYKTI nomuciere 3a MOCTOBa Teparusi 1o u300p Ha MPEANUCBaIIMs JICKap
3a HaMaJIsIBaHE HA TYMOPHUS TOBAp MM CTa0WIM3UpaHe Ha 3a00ssiBaHeTo (BK. Touka 4.4).

IIpeosapumenno nevenue (cxema 3a IUM@POYUMHO u3yepnaane)

Cxemara 3a TUMQOIIMTHO U3UEepIBaHE TPSOBA J1a CE€ OTIIOXKH, aKO HAKOM MAIMEHT UMa CEPHUO3HU
HE)KEJIaH! PEaKIHy OT MPEIIESCTBALINTE MOCTOBH TEPANHH (BKJIIOYUTEIHO KIMHUYHO 3HAYNMA
aKTHBHA WH(EKIHUsI, ChP/IeYHA TOKCUYHOCT U 0e10ApOOHA TOKCHYHOCT) (BXK. Touka 5.1).
Hanuunero na CARVYKTI TpsiOBa 1a Obj1e OTBBP/ACHO HPE/H 3al0YBaHe Ha cXeMaTa 3a
TUM(OLMTHO U3UEpIIBaHE.

CxeMa 3a TMM(OIMTHO M3YEPIBAHE, ChCTOsMA ce 0T muKIodochamu 300 mgy/m? uHTpaBEHO3HO U
¢aymapadun 30 mg/m? uaTpaBeHO3HO, TPAOBA J1a CE MPUIIAara BCEKU J€H B IPOABKEHHE HA 3 JHMU.
Wndysusta nva CARVYKTI tpsiOBa na ce mpuioxu 5 1o 7 AHU ciief| 3ari0YBaHe HA cXeMaTa 3a
nuM(oIMTHO U3ueprBaHe. AKO O0T3BY4aBaHETO Ha TOKCMYHOCTTA, IbJDKAIIA CE HA CXeMarTa 3a
TUMQOLUTHO N3YEPIIBAHE, /IO CTEMNEH | MM MO-HHUCKA MPOBIDKH MTOoBede OT 14 IHU, KaTo 1O TO3H



HauMH ce 3a0aBu npuioxeHrero Ha CARVYKTI, cxemara 3a muMOIMTHO H3UepriBaHe TpsiOBa aa ce
TIPHIIOKHU OTHOBO clie]] Hail-Maiko 21 gHu ciief mbpBara 103a Ha ITbpBaTa cxema 3a TUM(OITUTHO
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:

o AnTamupetuk (napareramon 650 1o 1 000 mg nepopaliHo WM HHTPAaBEHO3HO).
. AnTtuxuctamuH (audenxuapamuH 25 10 50 mg Wiy eKBUBAJIEHT MIEPOPATHO HITH
MHTPABEHO3HO).

[Ipodunakruanata ynorpeda Ha CHCTEMHH KOPTUKOCTEPOHIN TPSIOBA 11a ce n305TBa, Thil KATO MOXKe
na osmusie Bepxy neiicreuero Ha CARVYKTI.

CrenyanHy nonyJianuu
Cmapuecka 6v3pacm
He e HeoOxoauMo KopUrupane Ha A03aTa pY MalMeHTH Ha BB3PacT > 65 roauHu.

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

besomacHocTTa 1 epmkacHoctTta Ha CARVYKTI mpu nena va Bp3pact mox 18 ronuHu He ca
YCTaHOBEHHU.

JIumncsart 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
Tonmmu3ymad u 00opy/BaHe 3a CIIEIIHA TOMOII, HITH [TOXO/ISIIH AITEPHATUBHU MEPKH B CITydail Ha
W3BBHPE/IHA CUTYAIHsI, KOTAaTO HAMA HAJTMYHOCT Ha TOLMIIN3YMal MOpajn HEJIOCTHT, OTIMCAH B
KaTaJora 3a JIMIICBAIM NMPOXYKTH Ha EBporeiickaTa areHIys no JiekapcTpaTa.

[Mpeaun nHdy3usaTa TpsaOBa a ce MOTBHP/IH, Y€ CAMOIIMYHOCTTA Ha MAIeHTa ChOTBETCTBA Ha
YHHMKaJIHaTa nH(popManus 3a nanuenta spxy kpuokacerara Ha CARVYKTI, undysnonnus cak u B
MH()OPMALIMOHHUS JIMCT Ha napTuaata (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 ciay4aeH KOHTaKT u m3xBbpisgHeTo Ha CARVYKTI Buxre Touka 6.6.



4.3 TIlpoTuBomoka3aHus

CBpBXUyBCTBUTEITHOCT KbM aKTHBHOTO(UTE) BENIeCTBO(A) MITH KBM HAKOE OT TIOMOIIHUATE BEIIECTRA,
n30poeHu B Touka 6.1.

TpsibBa 1a ce B3eMar MpeBH/I MPOTHBOMOKA3AHHUATA 3a XMMUOTEPAITUSITA 32 JTUM(OIIUTHO H3UEPIIBAHE
U [TOJThPIKAIIATa TEPAITHSL.

4.4 ChoeuuajaHu mpeaynpesaeHus U Npeana3Hil 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 roauHu ciieq naTaTa HAa M3THYAHE HA CPOKA Ha TOJTHOCT Ha JISKAPCTBEHUS TPOIYKT.

OO0 TOT0XKEHUI

Asmonooicna ynompeba

CARVYKTI e mpemnaznaveH camo 3a aBTOJIOXHA yrorpe0a 1 Mpu HUKAKBU OOCTOSITENICTBA HE TPsiOBa
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

CBCTOSIHUSL:

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

o HEXEMAaTOJIOTUYHA TOKCHYHOCT Ha nukiodochamua u guryaapabuH CTENeH > 3 mpu cxema 3a
TUMQONUTHO N3UYEPIIBaHE, C U3KITIOUSHIE Ha TaJleHe, TOBPBINAHe, TUapHUs WK 3alleK CTeTeH 3.
Wndyszusata Ha CARVYKTI tpsiOBa na ce 0T70kH A0 OT3BYy4YaBaHE HA Te3W CHOUTHS 10 CTETICH
<1,

. 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,
4epHOPOOHa, OerroIpoOHa UiTH ChpedYHa (HYHKIUS /1a OBIAT MO-YYBCTBUTEIHN KbM TOCIECTBUATA
OT OTIMCAHUTE T10-JI0JTy HEeXKEJIaHU PeaKkIluy U J]a ce HYXIaiT OT CHelnaaTHO BHuMaHue. JIuIcBa omnur ¢
ynorpebata Ha CARVYKTI npu manuenTu cbe 3acsarane Ha [ITHC ot Muenom u qpyru ChIiecTBYBaIU
KIIMHAYHO 3HaYMMHM 3a00ssBanus Ha [THC.

Edukacnocrra/6e3omacHocrra Ha CARVYKTI pu manmenTH ¢ ipexoiHa eKCIO3UIHS Ha IPYTH
antn-BCMA neuenus, ca HEU3BECTHH.

ChIIecTBYBAT OIpaHUYEHH JIaHHU OTHOCHO e(ukacHocTTa/0e3omacHoctra Ha CARVYKTI mpu
MTOBTOPHO JIEKYBaHH TaIUEHTH.

Bvp3o npoepecupawo 3abonasane

Koraro ce oomucns neuenune Ha nanuenture ¢ CARVYKTI, nekapure TpsiOBa ga oueHsT
BB3ACUCTBUETO HA OBP30 MPOrPECUPaIIoTo 3a00JsIBaHE BbPXY CIIOCOOHOCTTA Ha MALIMEHTHTE J1a
nonydaT CAR-T unby3us. Hiakou narpenTr Moxke 1a Hamat 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 kBanuduuupan MeHTHP 3a JICYCHHUE, a CIIe]l TOBA MIEPHOIUTHO 32 Olle 2 CeJAMUIH Cle]]
nHdysusata Ha CARVYKTI 3a npusnanm u cumnromu Ha CRS, HEBpOIOTWYHN CHOUTHUS U IPYTH
MPOSIBM HA TOKCHYHOCT (BXX. TOuka 4.4).

[NanuenTure TpsOBa 1a ObAAT MHCTPYKTUPAHU JIa OCTaHAT B OJM30CT 10 KBATU(UIMPAHO JIeueOHO
3aBeJIeHHe 3a Hal-MaJIko 4 ceIMUIIN cliea HHPY3usITa.



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
cpOuTHsI ca cteneH | win creneH 2 (Bxk. Touka 4.8). Menuanara Ha BpeMeTo OT HH(Y3HsATa Ha
CARVYKTI ([en 1) mo mosieara Ha CRS e 7 quu (auanason: 1 go 23 nuu). [pu npubnusurento 83%
ot narmerTute HadanoTo Ha CRS e crex [len 3 ot nonyvaBane Ha nH(py3uara Ha CARVYKTIL

B nourtu Bcuuku cinyyan npoabinkuteaHocTTa Ha CRS Bapupa ot 1 no 18 nuu (MenuaHna 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), CTyJIeHH! TPBIIKH, XUITOTOHHS, XUITOKCHS 1
MOBHUIIEHU YepHOApoOHY eH3uMH. [loTeHImanHo kuBoTO3acTpamasamure ycinoxxnenus Ha CRS
MOTaT Ja BKIIOYBAT ChpACYHA TUCHYHKIMS, HEBPOJIOTHYHA TOKCHYHOCT U XeModaronnTaa
mumdoxuctronurosa (HLH). [lamenture, kouto pa3zsust HLH, moxe na 6baat nznoxxeHn 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.

Nudysusta Hva CARVYKTI Tps6dBa 1a ce oT10%H, aKO MaMEHTHT UMa HE OT3BYYaId CEPHO3HU
HEKEJIAHU PEaKIK OT MPEAX0AHATA Tepanus 3a TUM(POIMTHO U3YEPIIBAHE WIIK MOCTOBATa TEPAIIHs
(BKJTIOUMTEITHO ChpICYHA TOKCUYHOCT U 0€J10/Jpo0Ha TOKCHYHOCT), Obp3a Iporpecus Ha 3a00JIsIBAaHETO
Y KJIMHAYHO 3HaYnMa akTuBHA HHQeKnus (BxkK. Touka 4.2). [Ipenn nadysust Ha CARVYKTI tpsioBa na
Ce MPHUIIOKH TOAXOIAIIO MPO(UIAKTHYHO U TEPANIeBTHYHO JICYCHUE Ha HHDEKIIMUTE, KaTo TpsiOBa 1a
Ce OCUTYPH IIBJIHO OT3By4YaBaHe Ha BCsKa akTHBHA MH(DeKIws. 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 HabOII01aBaT 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 J[BE NONBIHUTETHHN ceamunu cien napysuiara Ha CARVYKTL

[ManmenTute TpsiOBa 1a ce ChbBETBAT Jia MOTHPCAT He3a0aBHO MEIUIIHCKA TIOMOII TIPHY TOsBa Ha
npusHaiy win cuMmntomu Ha CRS mo Besiko Bpeme. [pu mepBu npuzHany Ha CRS nauneHTsT TpsiOBa
He3a0aBHO Ja ce OLIEHH 3a XOCIIUTAIM3AMs U TPsiOBa /1a ce 3al04He JISUeHUE ¢ TOAIbPKAIIN TPHKU U
TOIMIU3yMal I TOUMIN3YyMad U KOPTUKOCTEPOH N, KaKTO € oka3aHo 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
Tounnuzymad. Ynorpebara Ha MUEJIOUIHU PacTeXHU QaKToOpu, 0COOEHO IpaHyIounuT/Makpodar-
kononnoctumyupan pakrop (GM-CSF), TpsioBa na ce u30srBa o Bpeme Ha CRS. [Ipu narmenTu ¢
BHUCOK TYMOPEH TOBap MOMHUCIIETE 32 HAMAJISIBaHE HA U3XOIHHSI OOJIECTEH TOBApP C MOCTOBA TEPATIHS
npemu nady3us Ha CARVYKTI (8. 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
koarynarus (disseminated intravascular coagulation, DIC), npociessiBaHe Ha XeMaTOIOTHIHUTE
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, TApreTUPAI UUTOKMHATE (HanpuMep, aHTtu-1L1
n/unu antu-TNFa), nunn Tepanusi, HacodeHa KbM HaMansBaHe u enumuarpane Ha CAR-T knerkuTe.

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 TOKCHYHOCT B Tabmurwm 1 u 2,

o Touunuzymab criopen crenenta Ha CRS B Tabnumna 1,

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

Tabauna 1. Yka3anusi 3a onpeaesisine Ha cTeneHTa H opjaasisane Ha CRS

Crenen Ha CRS? Tounanzymao® Koprukocreponan®
Crenen 1
Temneparypa >38 °C® Moske na ce oOmMucIN N/A

NPHJIOKEHUE Ha
tonmnuzymab 8 mg/kg
HUHTpaBeHO3HO (i.V.) B
poabinKeHne Ha 1 Jac (ma
He ce npesumasat 800 mQg).

Crenen 2

3a oBIaAsIBAHETO HA CUMIITOMHUTE
Ce M3HMCKBa yMEpeHa Hameca U Te
CC ITOBJIUABAT OT HECA

Temmnepatypa >38 °C°c:
XUMnoToHM:, HajJaramia
MPUIOKEHUETO HA Ba30MPECOPH,
1500500051

Xumnokcus, Hajaraua rogaBaHe Ha
KHCJIOPO/T Pe3 KaHioIa" WK upe3
,blow-by* MeTo,

nIn

OpranHa TOKCUYHOCT CTEICH 2.

[Ipunaraiite TormummzymMmao

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

[ToBTapsiiTe ToruIn3ymMad
CIIOpEe]T HY)KUTE Ha BCEKH

8 yaca, ako He ce IOBIUABA
OT UHTPABEHO3HH PAa3TBOPH
10 | TMTHp WK yBETHYABAHE
Ha JOIbIHUTEIHUS
KHCIIOPO/I.

O0mMucneTe MPUITOKEHUE Ha
metwinpeanuzonon 1 mg/kg
UHTpaBeHO3HO (i.V.) 1Ba MbTH
JIHEBHO WJIH JICKCAMETa30H
(mamp. 10 mg i.v. mpe3 6 gaca).

Axko HAMa mo100peHne B paMKHTE Ha 24 Yaca Wi ce HaOItoaBa
0bp3a mporpecusi, MOBTOPETE TOLMIN3YMA0 U yBEJIUYETE J103aTa
Ha nekcameTa3oH (20 mg i.v. Ha Bceku 6 a0 12 gaca).

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.

Temmepatypa >38 °C® c:

Karo crenen 2

[Mpunoxkere METHITIPETHU3OIOH
1 mg/Kg i.v. 1Ba IbTH JHEBHO
Wi nekcamerasol (Hamp. 10 mg
I.v. mpe3 6 Jaca).




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 CTEIEH 3
WM TPAaHCAMHHA3EMHUs CTereH 4.

Axko HMa MOI00pEeHKE B PaMKHTE Ha 24 Yaca WM ce HabJioaBa
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
Obp3a mporpecusi, IpeMUHETe KbM METHIIPETHI30JI0H 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).

Temmepatypa =38 °C® c:

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

W/WIH,

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

Wi
OpraHHa TOKCHYHOCT cTereH 4 (c

U3KIIIOUYEHHE Ha
TpaHCAMHHA3EMHUS).

Karo crenen 2 IIpunoxere gekcameTa3oH

20 mg i.v. mpe3 6 yaca.

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 1.v., IpH HYXJ1a MTOBTAPSITE Ha BCEKH
24 daca; HamaJsIBalTe MOCTEIICHHO J[03aTa CIOPEl KIMHUIHUTE
MOKAa3aHus) WM JPYTH UMYHOCYIIpEeCcOpH (HaIIp. ApyTH aHTH- |
KJIETHYHU TEPAIIHH).

a

BKJIIOYBA OpraHHa TOKCUYHOCT.

Bb3 0cHOBa Ha cUcTeMaTa 3a onpejensHe Ha crenenta Ha ASTCT 2019 (Lee et.al, 2019), mogudpunupana taka, ue 1a

3a noBeue HH(MOPMAIIUS BIKTE KPaTKaTa XapaKTEPUCTHKA Ha TIPOYKTA, ChIbPIKaIll TOIMIH3yMad. OoMmuceTe

ITepHAaTUBHU MepKH (BX. Touku 4.2. u 4.4).

Hpnrmcaﬂa Ha CRS. XUMOTOHMSTA UM XUITOKCHSTA MOXKE HE BUHATH Jla C€ CBIIPOBOXKAAT OT MMOBUIIICHA TEMIIEpATYpa,

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

Tormnm3ymab umm crepousn). JIuncara Ha MOBUIIEHA TEMIIEPATYPa He MOBIHUsBa pemenueTo 3a neuenne Ha CRS. B tosu

Cﬂy‘lai'l JICYCHUECTO Ha CRS CC PBKOBOJHX OT XHUIIOTOHUATA UJIU XHUIIOKCHUATA U OT IO-TEKKUA CUMIITOM, KOMTO HE MOXe aa

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 IIPAKTHUKaTa Ha JIe4eOHOTO 3aBeJCHUE.

Hucko moTouynaTa HazamHa KaHiona € <6 1/min; BUCOKO IMOTOYHATa Ha3alHa KaHioma € >6 I/min.
[IpoawinkeTe ynorpebara Ha KOPTHKOCTEPOU/IHU, JOKATO CHOUTHETO JOCTHTHE CTETeH | MM Mo-Majika; HamajeTe

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

HGBDOHOI‘ HMYHa TOKCHMYHOCT

Hesponoruuna TokcuuHOCT Bb3HUKBA decTo cief iedenne ¢ CARVYKTI u moxe na Ob1e neramHa
WM KUBOTO3acTparasamia (Bx. Touka 4.8). HeBponornunara Tokcumunoct BkiouBa ICANS,




JIBUTATEHA ¥ HEBPOKOTHUTHBHA ToKcH4IHOCT (neurocognitive toxicity, MNT) ¢ mpusnarm u
CUMITOMH Ha MapKUHCOHU3bM, cuHApoM Ha Guillain-Barré, nepudepHu HEBpOmaTuu u mapajinsa Ha
YepenHo-Mo3b4YHU HepBH. [lanneHTrte TpsiOBa 1a 01T KOHCYJITHPAHM OTHOCHO MPU3HAIINTE 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 MEUITMHCKA TIOMOII 32 TI0-HATATBIIHA OIICHKA U JICUCHHE, aKO KOTaTo U JIa € CE MOSIBSIT
MPU3HAIM WK CUMIITOMH Ha HAKOS OT TE3U MPOSBU Ha HEBPOJOTHYHA TOKCUYIHOCT.

Cunopom na neepomorcuunocm, cevpsan ¢ umynnume epexmopnu kremku (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 MOIbPIKAII0 JIeUeHHe KakTo € yka3aHo B Tabmuma 2 mo-moiy. PaHHOTO OTKpuBaHe 1
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. M3KiIfoueTe Ipyru MPUYWHU 32 HEBPOIOTUYHHUTE CHMITTOMH. OCcHUTypeTe
WHTEH3UBHH IPHKHU U MTOIbpIKAIla Tepamnus 3a TeXKa UIIH )KMUBOTO3acTpallaBalla HeBpoJIoTHYHa
TOKCHUYHOCT.

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

° KopTtukoctepounau B CbOTBETCTBUE C TTO-arpeCUBHATa MHTEPBEHIIMS Bb3 OCHOBA Ha CTEIICHTA HA
CRS u Ha HeBpoornyHaTa ToKCHYHOCT B Tabmmmm 1 u 2,

o Tomunuzymab criopen crenienta Ha CRS B Tabnuma 1,

° [TpoTHUBOrbPYOBH JICKAPCTBA B CHOTBETCTBHE C HEBPOJOTHYHATA TOKCUYHOCT B Tabnuna 2.

Taoauna 2: Ykaszanus 3a opaagasane na |CANS

Crenen Ha ICANS? KopTukocreponau

Crenen 1 OOmucneTe puitokeHue Ha gexcamerazon® 10 mg
HMHTPaBEHO3HO Ha BCeku 6 10 12 yaca 3a 2 1o 3 aHu.

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

[Mpunaraiite nekcamera3zon® 10 mg nHTpaBEeHO3HO Ha
BcekH 6 yaca 3a 2-3 JHM WK HO-IPOABDKUTEIIHO
MIPH MEPCUCTUPAIITN CUMITTOMHU.

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 ManueHTHT
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,

WITH TIOBHIIICHO BHTPEUCPEITHO HAJISATAHE
(ICP): doxanen/mokaneH OTOK IpU
00pa3Ho M3CIie/[BaHe HA HEPBHATA
cucrema’.

[Ipunaraiite nexcameraszon® 10 mg-20 mg
MHTPaBEHO3HO Ha BCEKH 6 dJaca.

Axo HsIMa mogoOpenue ciex 48 Jaca Wil IPOsSBUTE
Ha HEBPOJIOTUYHATA TOKCHYHOCT C€ BJIOILAT,
yBeJIMYEeTe J]03aTa Ha JIeKcaMeTa30H"” 10 Hali-MaJIKo
20 mg WHTPaBEeHO3HO Ha BCEKU 6 yaca; HamayeTe
MOCTETEeHHO JI03aTa B pAMKHUTE Ha 7 JTHH,

WNJIN yBenuueTe 10 BUCOKA 4032 METHIPETHU30JIOH
(1 g/neH, npu HyK/a MOBTapsiiiTe Ha Bceku 24 yaca;
HaMaJsiBaliTe OCTENEHHO JJ03aTa CIIOpeN
KJIMHAYHUTE [TOKa3aHus).

OOmucieTe NpUIIOKEHUE Ha HECEIaTUBHU
MPOTHUBOTBPUYOBH JIEKApCTBA (HATIP. JIEBETHPAIIETaM )
3a MpO(UIIAKTHKA HA TbPUOBETE.

10




Crenen 4

ICE ckop -0° (mauueHTsT HE pearupa u He
MOXe Jia ce u3BbpIH oreHka 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, KaKTO M.

* HKMBOTO3aCTpAaIllaBall IPOIbDKUTEIICH
rppd (>5 min) win

* MHOTOKpAaTHH KIMHUYHH WITH
ycranoBeHH upe3 EEI” repuoBe 6e3
BPBIIaHE KbM U3XOJHOTO HUBO MEXKIY
TSIX,

W1 MOTOPHU HaXOIKu™:
* 1pI00Ka (hOKaTHa MOTOpPHA CIIa0oCT,
KaTo HaImp. XeMuIapes3a Win napamnapesa

viu oBuieHo ICP/Mo3b4eH oTok ¢

MPU3HALM/CUMITOMH KaToO Harp.:

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

* pmenepeOpalrioHHa UITN
JEeKOPTHUKAIIMOHHA 11032 W

* [apajn3a Ha YePErmHOMO3bYEH HEpB VI
WIn

* OTOK Ha ManuiaTa win

* tpuaga Ha Cushing

[Mpunaraiite nexcamerazon® 10 mg-20 mg
MHTPaBEHO3HO HA BCEKH 6 yaca.

Ako HsMa ogo0peHue cien 24 yaca win
HEBPOJIOTUYHATA TOKCUYHOCT C€ BIIOIIH, YBETHIETE
JI0 BUCOKA J103a METHIITPeTHU30M0H (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
METHIINPENHU30J0H (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= Ennedanonarusi, cebp3ana ¢ umynuute edexropuu kierku (Immune Effector

Cell-Associated Encephalopathy)
benexxka:

Crenenra Ha ICANS u nedeHneTO ce OmpenessT OT Hail-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-noimy.

Bcenuku pedepeHinny 3a NpritoyKeHue Ha IeKcaMeTa30H Ce OTHACST 3a AeKCaMeTa30H WM eKBHBAJICHT.
BbTpedepenHusIT KPBBOU3IMB ChC WM 0€3 CBBP3aH C HETO OTOK HE CE CUMTA 33 XapaKTEePUCTHKA Ha

HEBPOTOKCHYHOCT U ce N3KIMo4Ba oT knacudukanusata Ha ICANS. Toit Moxe na 6bae kacuduimpaH cbriiacHO

CTCAE v5.0.

CrerneHTa Ha TpeMOpa ¥ MHOKJIOHYCa, CBBP3aHH C TEpaNiy ¢ UMyHHH e(heKTOpHH KIIeTKH, MOXe Jla Ob/e onpe/eneHa

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

Tadauua 3: Ouenka 3a ennedasionatus, cBbp3ana ¢ uMyHuute edpekropun kierku (ICE)

HHcTpyMeHT nipu eHledajonaTus, CBbp3aHa ¢ MMyHHHTe edexkTophu kietku (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 OYH U NMOKAXKH €3UKa CU"):

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

@ Hucrpymenr 3a oopasysane Ha ICE ckop

e Cxkop 10: be3 yBpexxnane

Ckop 7-9: ICANS crenen 1

Ckop 3-6: ICANS crenen 2

Ckop 0-2: ICANS crenen 3

Cxop 0: manueHThT He pearupa u He Moxe na ce u3Bbpinu oreHka 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 e71Ba JI0JIOBUMO HavaJio (Hamp. MUKporpadus, u3paBHeH adeKT), KOUTO MPH HAKOH MAHCHTH
Iporpecupar 10 HeBb3MOXKHOCT JIa paboTAT WK Ja ce rpukar 3a cede cu. Ilpu moBeueto oT Te3n
MAIUCHTH € HAJIUIC KOMOMHAIIMS OT JBa WM MMoBeue (akTopa, KaTo HalpuMep BUCOKO TYMOPHO
HATOBAapBaHE Ha M3XOIHO HHUBO (TIa3MOIUTH B KOCTHUS MO3BK > 80 %, cepymen M-cnaiik > 5 g/dI
i 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. JleueHnuero ¢
neBojiona/Kapounona (n=4) He e e)eKTUBHO 3a OJ0OPSIBAaHE HA CHMITTOMATHKATa TIPH TE3N
TIAI[UEeHTH.

[Nanuenture TpsOBa 1a ObAAT HAOMIOJABAHY 32 MTPU3HALIA U CUMIITOMH Ha TTAPKMHCOHHU3bM, YHCTO
HAYaJo MOKe /1a € 3a0aBeHo, U Ja ObAT JIEKYBaHH C TOIBPIKAIIH TPIKH.

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, nuraremnna
cabocT, HapyIICHHsT Ha TOBOPA U MOJUPAIUKYJIOHEBPUT (BXK. ToukKa 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 HEBPOIIATHA.
Tp;{6Ba Ja ce ooMucIn KpPaTKOCPOYHO JICUCHHUEC CBC CUCTECMHU KOPTUKOCTECPOUAU B 3aBUCUMOCT OT
TCKECTTa U IpOrpecuiaTa Ha NpU3HAIUTE U CUMIITOMUTE.

Ilapanuza na yepenno-mo3vuHU HEPEU

[pu kmuanunnTe n3nurBanus Ha CARVYKTI ce cho0miaBa 3a nosiBa Ha napaiu3a Ha 7-MH, 3-TH,
5-Tu 1 6-TH YepenHO-MO3bYHH HEPBH, HAKOU OT KOWTO ca ABYCTPAHHH, BIIOIIABaHE HA Mapajn3aTa Ha
YeperHO-MO3bYHHUTE HEPBH CJIe T0J0OpEeHHe U MosiBa Ha nepud)epHa HEBPONATHS IPH MALMEHTH C
napagn3a Ha 4YepernHO-MO3bUHUTE HEPBH.

ITanmmentuTte TpsiOBa 1a ce HAOFOMABAT 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.

[poabKUTEIHN 1 PEUUANBUPAIIN TUTONICHUH
[TanmenTHTE MOXKE 1a OTYYaT HUTONEHUH B IPOJBIKEHNE Ha HAKOJIKO CEAMMIIN CIIE]
XuUMuoTepanus 3a muMponuTHo n3uepnBane U uHpy3us Ha CARVYKTI u TpsioBa na ce nexysar
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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
MeiaHa Ha BPEMETO OT WH(QY3HATA JIO IIbpBaTa MMOsABa Ha IIUTONCHUS CTEICH 3 WK 4 M0-MaJIKO OT
JIBE CEIMUIIU, KaTO TIOBEYETO MALMEHTH CE Bh3CTAHOBSBAT JIO CTEIICH 2 Win no-Hrcka 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 € CBhp3aHa C TIOBUIIIEH PUCK OT MHQEKIsI. MUEIONTHNUTE pacTeKHU PaKTOPH, 0COOEHO
GM-CSF, umat noreHuuman 3a Biomasane Ha cumnromuTe Ha CRS 1 He ce nmpenopbuBaT 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
nanuenture cinen uadysus Ha CARVYKTI (Bxk. Touka 4.8).

ITanmentuTe TpsOBa 1a ce HAOFOMAaBAT 3a MPHU3HAIIM U CUMITTOMH Ha MHQEKIHS MTPEAH U 110 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
HIMPOKOCTIEKTHPHU aHTHOMOTHIIH, 1.V. pa3TBOPH U IPYTH MOATIbPIKAIIK TPHKH CIIOPE MEAUIIMHCKHTE
MTOKa3aHUsl.

[Maruenture, nekyBanu ¢ CARVYKTI, Mosxe 1a ca U3JI0)KeHU Ha MMOBUIIICH PUCK OT MH(EKIHS U
texko nporuuyane Ha COVID-19 ¢ Bp3MokeH seraneH uzxo. [lanuenture TpsOBa 1a ObaaT
WH(GOPMHUPAHN OTHOCHO 3HAUYEHUETO Ha MEPKUTE 32 MPEBEHIINS.

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 ckpunuHr 32 HBV, HCV u HIV u apyru uHbexino3nu arenTa (Bx. Touka 4.2).

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

HuBara Ha umyHornoOynuauTe TpsiOBa 11a ce npocienssar ciex jgedenne ¢ CARVYKTI: tps6Ba na ce
npuinara IVIG npu 1gG <400 mg/dl. JlekyBaiiTe criope/ CTaHAaPTHUTE PHKOBOJICTBA, BKIFOUUTEITHO
Yype3 NpUIIoKEHHE Ha Npo(UIaKTHKA C aHTHOMOTHILIN WM aHTUBUPYCHH CPEACTBA U MpOCIeIsBaHe 32
WHEKIHS.

Bropuunu 310Ka4ecTBEHN 3a00IIBaHMS, BKIIFOYNTEITHO OT MUENOWAECH U T-KIeThYeH MPOU3X0T
[Nanuenture, nexkyBanu ¢ CARVYKTI, Moxke a pa3BUAT BTOPUYHH 3JI0KAYECTBEHHU 3a00JIsIBaHHA.
Cren JieueHre Ha XeMaTOJIOTMYHH 3J10KayecTBeHn 3a0onsaBanus ¢ BCMA- i CD19-nacouena
tepanust ¢ CAR T-knerku, BrmountensHo CARVYKTI, e cro011eHo 3a pa3BuTHe Ha 3710KaYeCTBEHH
3a0omsiBaHus, CBBP3aHu ¢ T-kieTkure. 3noKkayecTBEHHN 3a00IsIBaHus, CBbp3aHu ¢ T-KIeTKuTe,
BKIt0unTeTHO CAR-TI0I0KUTETHN 3710Ka4eCTBEHN 3a00JI1BaHMsI, ca ChOOIIaBaHU B PAMKHTE Ha
CEAMMIIU U JI0 HAKOJIKO roauuu cien npuioxenne Ha CD19- nin BCMA-Hacouena tepanus CAR T-
KJIeTbyHa Tepanusd. Hanuie ca ciydau ¢ ineraneH u3xoz.
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ITanmenTuTe TpsOBa Na ce HAOIIOMABAT MPE3 SN UM JKHBOT 33 BTOPUYHHU 3JTI0KAYECTBEHU
3a0o0msaBaHus. B ciydail Ha B3HUKBaHE HA BTOPUIHO 3JIOKAYECTBEHO 3a00siBaHe TpsiOBa 1la ce Bie3e
BBB BPb3Ka C KOMIIAHUATA 33 yKa3aHUs 33 B3EMaHe Ha POOH OT MAIMCHTa 33 aHaJU3.

Muenomucmiactiue cuaapom (myelodysplastic syndrome, MDS) u ocTpa MHEIOHIHA JTEBKEMHUS
(OMUJI), BKITFOUHUTEITHO CIIyYau C JICTATCH U3XO0 1, Bb3HUKBAT MPH MMAIMEHTH e HHPY3HUs Ha
CARVYKTI (Bx. Touka 4.8).

BuusiHue BbpXy BUPYCOJOTUYHU TECTOBE

[Mopaau orpaHrYEHUTE U KPATKH MOCIEAOBATEIIHOCTY Ha UJCHTHYHA TeHeTHYHA HH(OpMAITUs TIPU
JIEHTUBUPYCHHUSI BEKTOP, M3Moi3BaH 3a ch3naBane Ha CARVYKTI, u HIV, uskou tecrose 3a HIV,
Oa3upanu Ha HykienHOBa kucenuHa (NAT), moxe nma magat (hanmmrBoO MONTOKHUTEICH Pe3yJITar.

JapsiBaHe Ha KPbB, OPraHU, ThKaHU U KJIETKU

ITanmenTure, nexkyBanu ¢ CARVYKTI, ve Tpss6Ba na gapsBaT KpbB, OPraHd, ThKaHU M KIIETKH 32
TpaHcraHTanus. Ta3u nHpopmarus e BriroueHa B CUrHaTHaTa KapTa Ha TalueHTa, KosTo TpsoBa ia
0bJic MpeoCcTaBeHa Ha MalUeHTA.

CBPBXUyBCTBUTEITHOCT

[Mpu nady3us nva CARVYKTI moxe na Bp3HUKHAT allepruuH peakunu. Cepro3HH peakluy Ha
CBPBXUYBCTBUTEIHOCT, BKIIOYMTEITHO aHAQIAKCHS, MOXKE /1a HACTBIIAT MOPaaAN HATMYUETO Ha
nmumetwn cyndokenn (DMSO) umn octarsuan konmmdectBa kanHaMuinH B CARVYKTI. IlanmenTture
TpsOBa a ObJAaT BHUMATEIHO HAOJI0AaBaHK B IPOABDKCHUE HA 2 Yaca ciell HHPY3HTa 3a IpU3Halu
Y CUMITOMH Ha TeXKa peakius. 3amouHeTe JiedeHue He3a0aBHO W M3IOJI3BANTE MPU MALIMEHTUTE TO3H
MOJXO0J, KOWTO ChOTBETCTBA HA TEKECTTA HA PEAKLUITA Ha CBPBXIYBCTBUTEIHOCT.

JBarocpoyno npocnensisase
Ouakpa ce ManMeHTHTe 1a ObIAT BKIOYEHU U POCIIEIsIBaHN B PETUCTHP, 32 J1a ce pazdepe mo-aoope
IeJrocpodyHara 6e3omacHocT u edpukacHocT HAa CARVYKTL

45 BszamMmopeiicTBHe ¢ IPYTrH JeKAPCTBEHM MPOAYKTH M APYTrH (JopMH Ha B3aMMo/eiicTBHe

He ca nmpoBexxganu mpoyuBaHus 3a papMakKOKHHETHYHUTE WIH (DaApMAKOTUHAMIYHHUTE JICKapCTBEHU
B3anMmonercTeuga ¢ CARVYKTIL

EnHOBpEeMEHHOTO NMPUIIOKEHHE Ha MIPOAYKTH, 32 KOUTO € U3BECTHO, Y€ MHXMOUPAT (QyHKIUITA HA
T kieTkuTE, HE € MPOYYBAHO OPHUIMATHO. EMHOBPEMEHHOTO NMPHUIIOKEHUE HA TIPOJYKTH, 32 KOUTO €
W3BECTHO, Y€ CTUMYJNUpaT GyHKIusATa Ha T KIeTKUTe, He € U3clieIBaHO U e(heKTHTE HE ca U3BECTHH.

Hskou nanuentu B kiimnnunute u3nureanus ¢ CARVYKTI ce Hy»kaasT ot Tonuian3ymao,
KOPTHUKOCTEPOUIN U aHAaKWHpa 3a oBiajsBane Ha CRS. KieTbunara ekcriaH3usi U MepcUCTUPAHETO Ha
CARVYKTI npogbikaBar ciien npuwiokeHue Ha tounnuzymad. B [Ipoyusane MMY 2001
MAIUEHTHTE, JIEKyBaHH ¢ TOIMIM3yMao (n=68), umat crotBeTHO ¢ 81% 1 72% mo-Bucoka Cmax 1
AUCq.280 Ha CARVYKTI B cpaBHenue ¢ narpieHTuTe (n=29), KOUTO HE ca MOoTydaBajy TOLMIN3YMa0.
[TanpeHTHTE, KOUTO MOMy4YaBaT KOPTUKOCTepouan (n=28), uMaT cbOTBETHO cbC 75% u 112% no-
BUCOKA Cmax 1 AUCo.284 B CpaBHEHHE C MALUEHTUTE, KOUTO HE Ca MOJyYaBaji KOPTUKOCTEPOUIH
(n=69). OcBeH TOBa MalMEHTHUTE, KOUTO ca Tody4yaBany aHakuapa (n=20), uMaT choTBeTHO € 41% U
72% mno-Bucoka Cmax 1 AUCo.28¢ B CpaBHEHNE C TMAIIMEHTUTE, KOUTO HE Ca IMOTyYaBajl aHaKHHPA
(n=77). B Ilpoyusane MMY 3002 pe3ynrarute, CBbp3aHu C TOLHIM3YMa0 U KOPTHKOCTEPOUI,
cpoTBercTBat Ha [Ipoyusane MMY2001.

KuBu BakcuHU

besonacHocTTa HA IMYHHM3aKATA C )KUBU BUPYCHH BAKCHHHM IO BPEME Ha WIIN CIIEH JIEYEHUE C
CARVYKTI ne e npoyuena. Kato npejnazna Mapka BakCHHAIIUATA C )KWBU BUPYCHH BAKCUHH HE ce
MpenophYBa 3a Hal-MaJKo 6 CeIMHUIIM MPEAN 3aII0YBaHE HA XUMHOTEPAIHUS 3a JIUM(OIIMTHO

nuzuepneane, no speMe Ha gedyeHue ¢ CARVYKTI u 1o nMyHHOTO BB3CTaHOBSBAHE CIIE]] JICUEHHUE C
CARVYKTIL.
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4.6 @epTHIANTET, OPEMEHHOCT U KbpMeHe

JKeHu ¢ nmeTepojieH NOTEHIMA/KOHTPAIICTIINS TPH MBKE U KEHU

CraTychT MO OTHOIIIEHHE HA OPEMEHHOCT IIPH KEHUTE C IETEPOICH MOTEHITNAI TPsOBa 1a Ob/e
MIpOBepeH npean 3anouBane Ha yiedenne ¢ CARVYKTI.

Hsama goctaThyHO JaHHU 3a €KCIO3MIIUATA, 32 JIa CE Ja/ie PENopbhKa OTHOCHO MPOIbIIKUTETHOCTTA
Ha koHTpanenmus ciex tedeane ¢ CARVYKTL

B xauHMYHNUTE M3NUTBAHUS HA MALIMEHTKUTE C IETEPOJICH MOTCHIIUAN € MPEMOPhYBAHO /14 U3MOJIBAT
BUCOKO ¢(DeKTUBEH METOJI 32 KOHTPALICIIIHS, a OOJTHUTE MBXKE C MAPTHBOPKH C JACTEPOJICH MOTCHIIAAT
WM ¢ OpeMEHHH MAPTHROPKH Ca ChBETBAHM J1a U3IIOJI3BAT OapHepeH METOT 32 KOHTPAIICTIITHIS 10 SIHA
roauna cien nonydaBane Ha CARVYKTL

Bmkre KpaTkaTa XapakTepUCTHKa HA MTPOAYKTa, H3MOI3BAH 32 XUMUOTEPAINTHA 33 TUM(OITUTHO
H3UepnBaHe 3a nH(popMaIisa OTHOCHO HEOOXOAMMOCTTA OT KOHTPAIICTITHS TIPH MAIUEHTH, KOUTO
MOJIyJaBaT TaKaBa XMUMHOTEpAITHsl.

bpemeHHOCT
Jluniceat nannu ot ynotpedbara Ha CARVYKTI npu Opemennn xenu. He ca mpoBexnanu

MIPOYYBaHUS MPHU )KMBOTHH 32 PENPOTYKTUBHA TOKCUYHOCT U TOKCUYHOCT 32 PA3BUTHETO C
CARVYKTI. He e m3Bectro mamn CARVYKTI uma notennuan na ce mpenasa Ha (eryca u 1a
npeau3BrKa (heTarHa TOKCHYHOCT.

IHopagm ToBa CARVYKTI He ce mpenopruBa 1pu OpeMeHHU JKEHU HITH JKEHU C JeTepoJIcH
MOTEHIXAN, KOUTO He U3I03BaT KoHTpauenus. JKenute TpsOBa na ObaaT yBeJOMEHH, Y€ MOXE /1
CBILIECTBYBAT pUCKOBE 3a 1oaa. bpemennoct ciex tepanus ¢ CARVYKTI tpsiosa na ce o6cbau ¢
JIEKYBalllUs JIEKap.

Bpemennu xenu, kouto ca nonyumwin CARVYKTIL moxe na nmar xumnoramarnoOysiauaemust. TpsioBa

Jia ce OOMHUCIIY OlIEHKa Ha HUBaTa Ha UMYHOTJIOOYITMHUTE IIPH HOBOPOJICHH OT MalKH, JIEKyBaHU C
CARVYKTI.

Kbpmene
He e m3Bectro mamn CARVYKTI ce ekckpernpa B kbpmara. JKeHH, KOUTO KbPMST, TPSOBa 1a ca

YBEZIOMEHH 3a IMOTSHIINATHAS PUCK 32 KbPMAYeTO.
Cnen npunokenue Ha CARVYKTI penrenneTo 3a kbpMeHe TpsOBa jia ce 00CHIH ¢ JICKYBAIIHs JISKap.

Peprunurer
Jluriceat nannu 3a edexkra Ha CARVYKTI Bopxy deprunurera. Edpexrure Ha CARVYKTI Bupxy

GepTunnTeTa PU MBKE U KSHU HE Ca OIICHCHHU B POYYBAHMUS ITPU )KUBOTHH (BXK. Touka 5.3).
4.7 EdexTu BbpXy ciocodHOCTTA 3a modupaHe U padoTa ¢ MAIIUHA

CARVYKTI noBnusiBa B 3HaYMTENIHA CTENEH CIIOCOOHOCTTA 3a MIo(upaHe U padoTa ¢ MalIMHH.
[lopanu noTeHMana 3a HEBpPOJOrHYHH ChOUTHA NauueHTute, nonydasamu CARVYKTI, ca
M3JI0’KEHW Ha PUCK OT MPOMEHEHO WIJIM HaMaJleHO HUBO Ha Ch3HAHME WIIM HapyIlIeHa KOOPIWHAIHS B
8-te cenmuru cien undys3us Ha CARVYKTI (Bx. Touka 4.4). [laiuenture TpssOBa 1a ce ChBETBAT Ja
ce BB3IbpIKaT OT o(pHUpaHe U MPAKTUKyBaHE HA PUCKOBH NMPOGECHH WU ISHHOCTH, KaTo Harp.
paboTa ¢ TEKKH WU MOTEHIIHAITHO OTIACHU MAIlIMHY, TI0 BpeMe Ha TO3U HavaleH TIepHoJI U B CITydai
Ha HOBa IPOsIBa Ha HEBPOJIOTHYHUTE CUMITTOMH.

4.8 Hexenanu JieKapCTBeHH peaKLuH
O0600mmenre Ha npoduia Ha 6E30MaCHOCT

Bbesonacnoctra Ha CARVYKTI e onenena npu 396 Bb3pacTHU MAMEHTH ¢ MYJITUIUIEH MUEJIOM, Ha
kouto e npwiroxkeH CARVYKTI, B Tpu oTkputy kimHYHEA n3nutanus: [Ipoyusane MMY2001
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(N=106), koeTo BKJIIOUBa IAIIMEHTH OT OCHOBHATa Koxopra ¢a3za 1b/2 (CrenuneHu maru; n=97) u
JIOBITHUTENHA KoxopTa (Smonus; n=9), u I[Ipoyusane MMY2003 ¢aza 2 (n=94) u [Ipoyusane
MMY3002 daza 3 (n=196). [Tauuenrure, 3aBbpurau [Ipoyusane MMY2001, MMY 2003 wu
MMY 3002, ca moaxosiy 3a BKJIOYBAHE B OT/JICITHO IBJIFOCPOYHO MPOYUYBAHE 3a MPOCIICIIBaHE
(MMY4002).

Haii-uectute Hexenanu peakiuu Ha CARVYKTI (>20%) ca veyrponenus (90%), nupexcus (85%),
CRS (83%), Tpomboruromnenus (60%), anemus (60%), myckynHo-ckeseTHa 6omka (40%),
mumbonenus (38%), ymopa (35%), neskonenust (34%), xunotouus (34%), xumoraMmario0yTHHEMHUS
(33%), mnapwus (32%), nadekuns Ha TOpHUTE AUXaTenHu IbTUa (32%), MOBUIIEHUE HA
TpaHcamuHaszute (26%), rmaBodomnue (25%), ranene (23%) u xanutuna (22%).

CepHo3HH HEXXENaHU peaklru ca Ha0monaBany Ipu 44% oT MallMeHTUTE; CEPUO3HN HEXETaH!
peakiuu, choOIIeHu npu >2% ot naruenture, ca CRS (11%), maeBmonus (9%), cencuc (5%),
BupycHa uHpexus (5%), Heyrponenwus (4%), mapannsa Ha yepenrauTe HepBH (4%), ICANS (4%),
ennedanonarus (3%), uHpeKnns Ha ropHUTEe quxarentu mpruma (3%), bakTepuanriu HHOEKIHH
(2%), ractpoenreput (2%), hedbpunna neytponenus (2%), TpomoouuTonenus (2%), xemodarouuTaa
mumboxucTronuTosa (2%), motopaa quchyskuus (2%), nucrHes (2%), nuapust (2%) n 60pedna
HEAOCTATHYHOCT (2%).

Hait-uecture (=5%) HEexXeMaTOIOTMYHU HEXEJIaHU PeaKlM CTETeH > 3 ca MOBUILIEHUE Ha
tparcamuHazute (11%), maeBmonust (11%), pedprna HeyTponenus (8%), cercuc (7%), mupekcus
(7%), moBuieHa rama-rinyrammiITpancdepasa (6%), xunotonus (6%), bakrepuanna uapexuus (5%) n
xuroramaryiooyimuaemus (5%).

Haii-uectute (>20%) XeMaTOJIOTHYHH OTKJIIOHEHHS cTereH >3 ca HeyTpornenus (89%),
tpoMbormTonenus (45%), anemus (44%), mumdonenus (36%) u nexonenus (33%).

CIUCHK HA HEXETAHUTE PEAKIIUU B TAOJIHYCH BUJT

B Tabmuna 4 ca 0000IIeHH HEXKETaHUTE PEAKIMK, HACTBITMIIN IPY HAIllMSHTH, ITOJTyYHITH
CARVYKTI.

B paMkHTe Ha BCEKHM CHCTEMO-OPraHeH Ki1ac HeXeaHUTe Peakiiy ca KIacH(PHUIIMPAHU 10 YECTOTA.
ITpu BCsiko TpyMUpaHe B 3aBUCHMOCT OT YECTOTATA, KBJICTO € OT 3HAYCHUE, HEXKEIIAHUTE JICKAPCTBCHH
peaKInu ca IMpe/ICTABeHH 110 pe/ia Ha HaMasiBalla CepUO3HOCT, KaTo € U3M0JI3BaHa clieHaTa
KOHBEHIM: MHOTO decTH (>1/10), gectu (>1/100 mo <1/10), meuectn (>1/1000 go <1/100), peaxu
(>1/10 000 mo <1/1 000), mHOTO pemaxu (<1/10 000), c Hen3BecTHA YecTOTa (OT HATMYHUTE JaHHU HE
MO3Ke J1a ObJIe HAaITpaBeHa OIICHKA).

Ta6auna 4: HexkeslaHa peakuus NPU MANMEHTH ¢ MYJTHUILIEH MUEJIOM, JJ€KYBaHH C

CARVYKTI
Yecrora (%)
Bcenuku
crened | Crenen
Cucremo-oprades kjiac | Yecrora Hexesiana peakiust " >3
HHpexuuu u MHuoro Bakrepunanua undexmus 14 5
HH(pecTanun 4eCcTU
WHdexuus Ha TOPHUTE 32 2
JIMXATETHH TBTHILNA
BupycHa uadexims 19 4
ITHeBMOHUS 14 11
Yecru Cencuc* 9 7
["acTpoeHTepuT 6 1
Wndexnns Ha nTUKOYHAUTE 5 2
mpTHIma®
MukoTHuHa HHPEKIUS 3 <1
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Heonna3zmu — YecTtn Bropuuno 3mokauecTBEHO 4 4
n00poKaYecTBEHM, 3a00JIsIBaHE OT MUEJIOUICH
3JI0KAY€eCTBEHH U C npousxox”
Heompe/eIeH XapaKTep
(BKJI. KHCTH M MOJIUIIH)
Heuectn Bropuuno 31moKkauecTBEHO 3200IBaHe 1
ot T-KJIeThYeH MPOU3X0J
Hapymenus na kppBTa | MHOTO Heyrponenus” 90 89
U JuM¢HATA cCHCTEMA 4eCTH TpombonuTonIeHHS 60 45
Anemus® 60 44
JleBKomieHHs 34 33
Jlumdonenus 38 36
Koarysonatus® 12 3
Yectu DebOpritHa HEYTPOTICHHS 8 8
Jlumponnurosa® 3 1
Hapywmenus na Msoro Xunoramarno0yIMHEMUsT 33 5
HMYHHATA CHCTEMA 4ecTU Cunapom Ha 83 4
0cBOOOXKIaBaHe Ha
[IUTOKHHU"
Yectu XeModaroruraa 3 2
nuMdoxuctronurosa’
Hapymenus na Mmoro XHUIMOKaIIAEeMHUs 16 3
MeTadou3mMa u 4eCTH Xunohocharemus 17 4
XpaHeHeTo Hamanen anetut 16 1
XHUIMOKaIueMus 17 2
XunoanOyMUHEeMUst 11 <1
XHUMTOHATPUEMHS 10 2
XunoMarHe3eMust 12 <1
Xuneppeputunemus® 10 2
Mcuxuyunn Hapymenus | Yectu Jenup’ 3 <1
[IpomMenu Ha JMYHOCTTA® 3 1
Hapymenuns Ha MHoro Ennedpanonarus® 14 3
HepBHATAa cMCTEMa 4eCTH Cunnipom sa 1
HEBPOTOKCHYHOCT,
CBBbp3aHa ¢ IMyHHHUTE
eexTopHH KIIeTKH"
MotopHa auchyHKIus ™ 13 2
3amasHOCT 13 1
I'maBoGoMe 25 0
Hapymienue Ha chHA™ 10 1
Yectn Adazus®? 5 <1
[Tapanuza Ha yepenHo- 7 1
MO3BbYHH HEPBU-
Iapesza' 1 <1
Arakcus®® 4 <1
Tpemop” 5 <1
Hepporokcuynoct” 1 1
Heuectu [epudepna neponarus*® 7 1
Cunapowm na Guillain-Barre <1 <1
Cobpaeynn Hapymenuss | MHoro Taxukapaust” 14 1
4eCTH
Yectn Copneunu apurmun’’ 4 2
CbaoBu HApyLIEHHS MHoro Xunorouus” 34 6
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YECTH XUNEepTOHUS 11 4
Kpseousnus'® 11 2
Yectn
TpomGo3a” 4 1
Cunzapom Ha 1 0
HPOITYCKJIMBOCT Ha
KaWIsIpUTe
PecniupaTopum, rppaan | MHOTO Xunokcus 13 4
¥ Me{HACTHHAIHA 4eCTH Jucnnes'% 14 3
HApYIIEeHUs Kanumma” 22 0
CTOManIHO-9peBHU MHuoro Huapus®® 32 3
HapyIICHHS YeCTH
I'anene 23 <1
[loBpbiIane 12 0
3anex 15 0
Yectn Kopemna 6onka” 9 0
XenaroOouauapHu Yectn XunepOuaupyOnuHeMust 3 1
HApYIIeHHsI
Hapymenuns Ha ko:kata |Yectu O6pus” 9 0
U MOJAKO0KHATA ThKAaH
Hapymenus na Msoro MyckynHo-ckeneTHa 6onka” 40 3
MYCKYJIHO-CKeJIETHATA | YeCTH
cucreMa
CheIMHHUTEJIHATA ThKAH
Hapymenust na Yectn bropeuna 7 4
0BLOpennTe M MUKOYHUTE HEI0CTaThYHOCT?:
IBTHINA
OO0uu HapyIIeHus1 1 MHoro [Tupekcus 85 7
e()eKTH Ha MACTOTO HA | YECTH Vmopa 35 4
NPUJIOKEHHE CryeHu TPBIKU 15 0
Orok? 16 1
Bonka” 11 1
N3cnaenBanus MHoro [loBumenue Ha 26 11
4ecTH TpaHCAMMHA3MTE
[oBumena 10 6
ramaniyrammiTpancdepasa
Yectu IoBumen C-peakTuBeH 7 1
POTEHH
[loBumena anmkanaHa 8 3
docdaraza B KppBTa

Hesxenmanure peaknuu ca cpo0mIeHn, karo e n3nomsad MedDRA Bepcust 26.1

#  Bxmousa neTaneH(H!) u3Xoa(u).

*
1

Bb3 ocHOBa Ha rpynupaHy TEPMHUHH

Cencuc BKIIOYBa OakTepuemus, OaKTepHajeH Cercuc, cencuc, npuanaeH oT Candida, Gakrepuemus,
CBBpP3aHa C yCTPOUCTBOTO, CHTEPOKOKOBA OaKTepHUeMusi, CHTEPOKOKOB CETICHC, CETICHC, PUYHHEH OT
Haemophilus, HeyTponeHnyeH cerncuc, 6akTepreMusi, IpeIi3BUKaHa OT ICEBAOMOHAC, CEIICUC,
IPEeU3BUKAH OT MICEBIOMOHAC, CEIICUC, CENTHYCH 10K, CTahHUIIOKOKOBA OaKTepHUeMusi, CTPEIITOKOKOB
CeTIcCHc, cucTeMHa nHdekus, npuarHeHa ot Candida u ypocerncuc.

[acTpoeHTepHUT BKIIIOUBA OaKTepHAICH CHTEPOKOJINT, MH(PEKIINO3EH SHTEPOKOJINT, BUPYCEH EHTEPOKOJIHT,
EHTEPOBUPYCHA HH(EKIINSA, FaCTPOCHTEPHUT, TACTPOCHTEPUT, puunHeH oT Cryptosporidium,
racTPOCHTEPUT, IPUYMHEH OT POTABUPYC, FACTPOCHTEPHT, IPHUMHEH OT CaJMOHENa, BUPYCEH
racTPOEHTEePHT, FACTPOCHTEPHT, prurHeH oT Escherichia coli, uuadekis Ha croManHO-4peBHYs TPAKT U
nH}EKIUs Ha 1e0eI0TO YepBo.

VHbexuus Ha TMKOYHUTE IBTHUILA BKIIOYBA IIUCTUT, MH(EKIHS Ha MTUKOYHUTE MHTUILA, IPUIMHEHA OT
Escherichia, mH(beKIHS Ha MUKOYHATE IBTUINA, OaKTepHATHA HHPEKIM Ha THKOYHUTE ITFTHUINA U BUPYCHA
UHGEKIMS Ha THKOYHUTE MBTHINA.

AHemHUs BKITIOUBA aHEMHs1, XUIIOXPOMHA aHEMHUSI, JKeIsI301e(UIIUTHA aHeMUsT U OJIe/IoCT.

KanyIIOHaTI/ISI BKJIFOYBA YABJKEHO aKTUBUPAHO NMapHUaIHO TpOM6OHJIaCTI/IHOB0 BpEME, HAaMaJICH
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(uOPHHOTEH B KPBBTA, OTKIOHEHUE B KOATYJIAIIMOHHUTE TECTOBE, YIIB/DKEHO BpEMe Ha KPbBOChCUPBAHE,
KOAryJjomnarys, AMCEMUHUPaHa BbTPECHA0BA KOATyIalus, XUIoGpUOPUHOT€HEMHUS, TIOBULLIEHO
MEXIyHapoJHO HOPMAIM3UPAHO ChOTHOILIEHHE, TIOBUIIIEHO HUBO HA IPOTPOMOUH M YABIDKEHO
MPOTPOMOUHOBO BpEME.

XunephepuTHHEMHs BKIIOUBA XUNEPHEPUTHHEMHS U IOBHUIICH CEpyMeH (EpPUTHH.

Jenmp BruIouBa B30y, IENMHp, Ae30pHEHTANNS, ey(POPIIHO HACTPOCHUE, XATIOIINHAIIYS,
pa3apa3sHUTETHOCT U OE3MOKONCTBO.

IIpomenn Ha MMYHOCTTA BKITIOYBA adeKTHBHA JIAOWITHOCT, alaThsl, U3paBHEH adeKT, Oe3pa3nine, IpoMsIHa
Ha JMYHOCTTA X MACKOBHJHO U3paKCHUE HA JIULIETO.

Ennedanonarust BKimouBa aMHe3us1, OpaaupeHnsi, KOTHUTHBHO Pa3CTPONHCTBO, ChCTOSTHHAE Ha 00BPKAHOCT,
MOTHCHATO HUBO HA Ch3HAHHE, HApyIICHNE Ha BHUMaHHUETO, eHIe(halonaTys, JIeTaprus, yBpexkIaHe Ha
[aMeTTa, IICUXMYECKO YBPeXKIaHe, IPOMEHH B ICHXUYHOTO ChCTOSIHNE, HEMH(PEKIINO3eH eHIedanur,
MICHXOMOTOPHO 3a0aBsiHe 1 3a0aBeH OTrOBOP HA CTHMYIIH.

10 MortopHa aucdyHKIMS BKIIIOUBa arpadus, OpafuKHHE3 s, PUTHIHOCT THII 35049aTO KOJIENIO, OTKJIOHEHHS B
KOOpAMHAIMATA, TUcrpadus, ITo3a Ha Kienada, eKCTpanupaMUIHO pa3cTPOUCTBO, MUKpOrpadus, MOTOpHA
TUCOYHKINS, MyCKYJIHa PUTHIHOCT, MYCKYJIHH CITa3MH, MyCKYJIHO CTsATaHe, MyCKyJIHa ciabocT,

MHOKJIOHYC, TAPKWHCOHU3bM HENPABIIHA CTOMKA U CTEPEOTHUIIHS.
11

12
13

Hapymenne Ha ChHS BKIIIOYBa XHIIEPCOMHUS, O€3ChHIE, HAPYIICHUE Ha ChbHS M COMHOJIGHTHOCT.
Adazus BrmouBa adasus, In3apTpus, 3a0aBeHa ped U HapyIIeHHE Ha peuTa.

Tlapanu3aTa Ha YepenHO-MO3bYHH HEPBU BKIIOYBA Mapaiu3a Ha Bell, mapanu3sa Ha 4epenHo-MO3bYHA
HEPBH, HApYyIIICHUE Ha JIMLIEBUS HEPB, JIMICBA MMapalin3a, JIMIeBa rnapesa, napaiusa Ha |ll-tu Heps,

TPUTEMUHYCOBA Mapajiu3a U napanusa Ha VI-tu HepB.
14

15
16

Tlape3sa BKIItOYBa Iape3a, XEMUNapesa v napajinsa Ha NepoHeaIHus HepB.
ATaKcusl BKITFOYBA aTaKCHs, HapYIICHHE HAa PABHOBECHETO, AUCMETPHS M HAapYILICHHE Ha TIOXO/IKATA.

Tlepudepna HeBponaThs BKIOYBa NepudepHa HeBponaTus, neprdepHa MOTOPHA HEBpONAaTHs, eprudepHa

CCH30MOTOpHA HEBpOIIATHUA, HepI/I(bepHa CCH30pHA HEBPOIIATHA U IOJMHEBPOIIaTHA.

1 ChpeuHr apUTMHHU BKITIOYBAT MIPEACHPIHO MBXK/ICHE, IPEACHPAHO TPENTEHE, ITbJICH

aTPHOBEHTPHKYJIApPEH OJIOK, aTPHOBEHTPHKYJIapeH OJIOK BTOpA CTEIIeH, HalkaMepHa TaXUKapausl, KaMEepHU
€KCTPACUCTOJIU U KaMepHa TaXUKapaus.
18 KpbBou3nuB BKIIOYBAa KPHBOM3IIUB HA MACTOTO Ha KaTeThpa, MO3b4EH KPHBOU3INB, KOHIOHKTHBAICH
KPBBOM3IIUB, KOHTY3Hs], CIIUCTAKCUC, OUYHA KOHTY3Us, CTOMAIIIHO-YPEBEH KPBBOU3IUB, XeMaTeMe3a,
XEMaTOXE3Ms1, XeMaToM, XeMaTypHs, XeMO(]TH3a, XeMaToM Ha MSCTOTO Ha HH(Y3Us, KPHBOM3JINB B
JIOJIHATa 4acT Ha CTOMAIIHO-YPEBHUSA TPAKT, KOHTY3US Ha yCTaTa, KpbBOM3IIUB Cle IPOLEeaypa,
6enopoOeH KPHBOM3IINB, PETHHAJICH KPBEBOU3IINB, PETPONIEPUTOHEANICH KPBBOH3IIMB, Cy0apaxHOUAAICH

KPBBOU3IIUB U CyOIypaneH XeMaToM.

19 I[I/ICHHGH BKJIIOYBa OCTpa AUXATCJIHA HEAOCTATHbYHOCT, JUCITHESA, JUCITHEA ITPU YCUIIHUE, TUXaTCIHA

HEAOCTATHbYHOCT, TAXUITHEA U CBUPKAIlU XPUIIOBE.
20

21

I[I/Iapl/lﬂ BKJIFOYBA KOJIUT U AUapus.

BrOpedna HeOCTATHYHOCT BKIIIOUBA OCTPO OBOPEUHO yBpEKAaHe, HOBHIIEH KPEaTHHHH B KPBBTA,

xpoHH4YHa OBOpedHa Oonect, ObOpEeUHA HEAOCTATHYHOCT M OBOPEUHO YBpEKAAHE.

2 OTOK BKJIIOYBA OTOK Ha JIMIETO, 3aAbpKaHC HAa TCUHOCTH, TEHEPATTUZUPAH OTOK, XUIIEPBOJIEMUS,

JIOKaIM3UPaH OTOK, OTOK, TepudepeH 0TOK, OTOK Ha HeOIIEeTO, IIepHopOUTaJIeH OTOK, eprdepHO
noayBaHe, OenonpoOHa KoHrecTus, 6enoapoOeH 0TOK, OTOK HAa CKPOTYMa M OTHYAHE Ha e3hKa.

Ot 196-Te nanuentu B [Ipoyusane MM Y3002 20 nanueHTH ¢he 3a00IsIBAHE € TIO0-BUCOK PUCK ca
MOJIYYMJIIM IIPOTPECcHs paHo U OBP30 1O BpeMe Ha MocToBa Tepanus npeau uHdysusta CARVYKTI n
ca nonyunnn CARVYKTI karo mocnensama Tepanus (Bxk. Touka 5.1). [Ipu te3u narmentn MNT ce
choOIIIaBa npu eauH nauent (5%) u e jieka (crenen 1 unu 2). CroOmienusra 3a CRS ca ¢ mo-Bucoka
yecToTa Ha cTeneH 3 u cteneH 4 (25%), BxmountenHo ciyvyan Ha CRS, yenoxuenn ¢ HLH (10%) nmu
DIC (10%). ICANS ce cpobmaBa ¢ mo-sucoka yecrora (35%) u texect (10%) npu crenen 3. [letuma
MAIMEeHTH ca MOYWHAIM OT JeTainHu crouTtns, cBbp3anu ¢ CARVYKTI (2 mopanu KpbBOM3INB B
koHtekcta Ha HLH wnu DIC u 3 nopanu netainHu nHQEKIUH).

Onucanue Ha I/I36DaHI/I HEXCJIaHU pCaKnu

Cunopom na oceoboodicoasane Ha YUMOKUHU

CRS ce cwobmara npu 83% ot naruenture (n=330); 79% (n=314) ot nanueHTUTE UMAT CHOUTHS HA
CRS, kowuro ca crenen | wiu crenen 2, 4% (n=15) ot naimenture umar croutns Ha CRS cremnen 3
i crened 4 u <1% (n=1) ot nanuenTute nMat chouTe Ha CRS crenen 5. [leBetrneceT n ocem
nporeHTa oT nanueHTure (n=324) ce Bp3cranoBsBat ot CRS.
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[ponwmxurennocrra Ha CRS e <18 nHu npu BCUYKY OCBEH MPH €IWH MAIMEHT, TP KOWTO
MPOIBIDKUTETHOCTTA € 97 mHM, yenoxHeH ot Bropudna HLH ¢ mociensant petanen nzxona. Haii-
yectute (>10%) npusHay WM CUMITOMH, cBbp3anu ¢ CRS, BxmrouBaT nupekcust (82%), XUMOTOHUS
(28%), moBumena acnaprar amuHorpancdepasa (ASAT) (12%) u xunokcus (10%). Bukre Touka 4.4
3a yKa3aHMs 3a IPOCIEsIBaHE U JCUCHHUE.

Hesponozuuna moxcuunocm

HeBposiorndna TOKCHYHOCT Bb3HUKBA 1pu 23% oT nanuenture (n=90), 6% (N=22) ot narueHTUTe
“MaT HEBPOJIOTUYHA TOKCHYHOCT cTereH 3 i cteneH 4, a 1% (n=3) oT manuedTnTe nMar
HEBPOJIOTHYHA TOKCUYHOCT cTerieH 5 (eanH ciayvaid Ha [CANS, equH - Ha HEBPOJIOTMYHA TOKCHYHOCT
C MPOJbJIKaBAIll TAPKUHCOHU3BM, U €IUH - Ha eHLedanonaTus). B nombiHeHne, eanHaaeceT
MAIMEHTH Ca C JICTAJICH U3XO0JI, KOUTO Ca UMAITd HEBPOJIOTUYHA TOKCHYHOCT KbM MOMEHTA Ha CMBPTTA.
OceM neTaiiHu cliy4as ce AbJDKAT Ha nH(eKus (BKIIOYUTEIHO IBa CMBPTHHU CIIydasl IIPU MAI[UEHTH C
HaJIMYHU NPHU3HAIM ¥ CUMITOMHU Ha MapKUHCOHU3BM, KaKTO € OTIMCAHO MO-J0J1y) U €IUH CMBPTEH
ciydail ce IbJDKH Ha TUXaTelHa HeJJOCTAThYHOCT, KApANOPECIIPATOPEH apeCcT U HHTPANapeHXUMEH
KpbhBOM3NNB. Brkre Touka 4.4 3a ykazaHus 3a HaOIIOACHNE U JICYCHHE.

Cunopom Ha He8POMOKCUUHOCH, c8bp3aHa ¢ uMmyHHume egexmopru kiemxu (ICANS)

B c6opuu npoyusanust (n=396) ICANS Bb3uukBa npu 11% ot nanmenture (n=45), karo 2% (n=8)
nonyyaBat ICANS crenen 3 win 4, a <1% (n=1) ca nonyunnu ICANS crenen 5. Cumnromure
BKItouBaT adaswus, 3abaBsiHe Ha pedta, Aucdarus, eHiedanonarus, MOTUCHATO HUBO Ha Ch3HAHUE U
CBhCTOSIHUE Ha 00BbpKaHOCT. MennanaTa Ha BpemeTo oT uH(py3usta Ha CARVYKTI no mepBara nmosia
Ha ICANS e 8 quu (nquamazon: 2 no 15 aHu, ¢ U3KIIOUEHUE HA | MAIUEeHT ¢ TosBa ciel 26 THU), a
MeMaHaTa Ha MPOIB/DKUTEHOCTTA € 3 AHM (1uana3oH: 1 1o 29 nHu, ¢ M3KII0YeHNUE Ha | TalMeHT ¢
MTOCJIeIBAIIT JIeTalieH u3xox ciuen 40 mTHu).

Jlsucamenna u He8pPOKOSHUMUBHA MOKCUYHOCH C NPUSHAYU U CUMIIMOMU HA NAPKUHCOHUZ DM

Ot 89 naunentu B cOopauTe MpoyuBanus (n=396), KOUTO ca MOIyYHIIM HIKAKBa POsiBa HA
HEBPOTOKCHYHOCT, IEBETUMA IMAlIMEHTH OT MBXXKH TIOJI Ca TOJIYYIIN HEBPOJIOTUYHA TOKCHIHOCT C
HSKOJIKO MpU3HaKa U CUMIITOMA Ha MapKUHCOHU3BM, pa3nuyHu oT ICANS. MakcuManHuTe CTeneHn
Ha TOKCMYHOCT Ha MapkuHCOHU3Ma ca: crenen 1 (n=1), crenen 2 (n=2), crenen 3 (n=6). Mennanara
Ha BPEMETO JI0 MosiBa Ha MapkuHCOHU3BM € 38,0 nau (mnana3oH: 14 1o 914 nuu) ot uHdpy3MsITa HA
CARVYKTI. Equn narmuenr (cTereH 3) € Mo4YrHAI OT HEBPOJIOTHYHA TOKCUIHOCT U HATHYEH
napkuHCcoHU3bM 247 muu cien npuwioxenuetro Ha CARVYKTI, a qama narnuenTty (ctemnex 2 u
cTeneH 3) ¢ HATMYeH MapKUHCOHU3bM ca TIOYMHAIHN OT HH(eKIro3Hn npuynan 162 u 119 nau cien
npunoxxenuero Ha CARVYKTI. Enun nanuent ce Bp3cTanoBsBa (crerneH 3). [Ipu octanamute

5 marnmeHTH CHMIITOMUTE HAa MAPKUHCOHU3BM Ca CE 3abpKaIH 10 996 MTHU el MPIIOKEHUETO Ha
CARVYKTI. Becuukure 9 narpientu 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 manmenTn nmat npeamectsait ICANS (n=5
crenex 1; n=1 crenen 3).

Cunopom na Guillain-Barré

B c6opuuTe mpoyuBanus (n=396) mpu eanH nanuent ce crobmasa 3a GBS cnen neuenwne ¢
CARVYKTI. Boenpeku e cumnromure Ha GBS ca ce mogoOpuinu cien gedeHne chC CTEPOUAN U
IVIG, manmenTst e nounnan 139 guu cien npunoxenrnero Ha CARVYKTI nopaau ennedanonarus
cJe/l TaCTPOEHTEPUT ¢ HaIU4HU cuMitomu Ha GBS.

Ilepughepna nesponamus

B coopuute npoyuBanus (n=396) 28 naumeHTy ca pa3Buwin nepudepHa HeBpOnaTHs, KOSTO ce
NPOSIBSIBA KATO CEH30PHA, MOTOPHA MJIM CEH30MOTOpHA HeBpomaTHs. MeranaTa Ha BpeMeTo Ha IosiBa
Ha cumnromute ¢ 58 muu (auamazon: 1 10 914 nHu), MeauaHaTa Ha MPOIBIKUTETHOCTTA HA CITydanTe
Ha nepudepHa HeBponarus € 142 nuu (nmanazon: 1 no 1062 qum), BKIIOUYMTETHO TE3H C HAJTMYHA
HeBpomnatus. OT Te3u 28 nauuenTty, 5 umat nepudepHa HeBponatus creneH 3 win 4 (KosSTo 0T3BydaBa
npu 1 manmeHT uin 6e3 ChOOIIEHO JIeUeHHe, KaTo MPOAbIbKaBa MpH APYTUTE 4 MarueHTH,
BKJIFOUUTEITHO TIPH €MH MAIlUeHT, KOMTO ce momo0psiBa ciies JedeHue ¢ qexcamerason). [lpu
ocra”anure 23 ¢ nepudepHa HeBponaThs CTeleH < 2, nepudepHaTa HEBpPONaTHsl OT3By4aBa Oe3

20



CHOOIIEHO JICUCHUE MPH [ TAMEHTH | CJI] JICUCHHE C TYJIOKCETHH IPH 3 MalUEHTH, KaTo
MPOAb/DKaBa MPH ApyTruTe 9 malMeHTu.

Tapanusa Ha yepenHo-mo3vuHU Hepau

B c6opuuTe npoyuBanus (n=396) npu 27 nanueHTH ¢ HaOI01aBaHa Mapain3a Ha YepemHO-MO3bYHN
HepBH. MennaHaTa Ha BpEMETO J0 MOsIBaTa Ha CUMIITOMUTE € 22 nHu (auamazod: 17 mo 101 xuu) cien
nHdysusata Ha CARVYKTI, a Mmenuanara Ha BpeMeTo 10 0T3By4aBaHeTo e 61 muu (auanaszon: 1 1o
443 nHu) ciaen mosBaTa Ha CHMITOMUTE.

IIpoovnoicumennu u peyuousupawiu Yyumonenuu

Luronenuu crenen 3 wnu 4 B [en 1 cnen npuiokeHUETO, KOUTO HE OT3BYYaBar 0 CTETEH 2 WM T0-
Hucka kM Jlen 30 cnen undysusta va CARVYKTI, BrimrouBaT tTpombonmronenus (33%),
Heytponenust (28%), mumdonenus (25%) u anemust (3%). Cnen den 60 cien CARVYKTI npu 23%,
21%, 7% u 4% oT manueHTuTe ce HabIro1aBa ChbOTBETHO TUM(OMEHUS, HEYTPOTICHUsI, aHEMUS 1
TPOMOOIIMTONICHHUS CTETIeH 3 W 4 Clie/l TbPBOHAYAIHOTO BH3CTAHOBSBAHE OT IIUTOIICHHS CTETEH 3
win 4.

B Tabanna 5 e moka3zaHa yectorara Ha [IUTOIIEHUH CTEIIEH 3 WIIM CTEIEH 4, BE3HUKBAIIN CIEL
MIPUIIOKEHUE, KOUTO HEe OT3BYUYaBaT JI0 CTETeH 2 WK No-HucKa choTBeTHO KbM Jlen 30 u Jlen 60.

TaGJmua 5: YecToTa HA NPOABLJIKUTC/IHA U PEHUINBUPAIIIH HHTONMCHUH CJIEN JICYCHHUE C
CARVYKTI (N=396)

Crenen 3/4 (%) | Ibpponavaana | IIbpBoHauaaHa IMosiBa Ha
caen Jlen 1 na | crenen 3/4 (%0), crenen 3/4 (%), crenen 3/4 (%)
TMPHUJI0KEHUETO KOHMTO He ce KOHMTO He ce > Jlen 60 (caen
BB3CTAHOBAIBAT? | BB3CTAHOBABAT® | MbPBOHAYATIHO
o <cremeH 2 | 10 <cTemneH 2 KbM | Bb3CTaHOBsIBaHe®
kbM Jlen 30 Jen 60 ot crenen 3/4)
TpomMOonUTONIEHUSI 191 (48%) 132 (33%) 76 (19%) 14 (4%)
Heyrponenus 381 (96%) 111 (28%) 44 (11%) 81 (21%)
Jlumdonenust 394 (99%) 97 (25%) 45 (11%) 91 (23%)
Anemust 184 (47%) 10 (3%) 10 (3%) 26 (7%)

a

J'IaﬁopaTopHm[T pesyirar ¢ Hal-Te)XKaTa CTETIICH Ha TOKCUYHOCT CE M3MO0JI3Ba 3a KaJICHIapEH ICH. He(bI/IHHLIHH 3a

BBH3CTAaHOBSBAHEC! TpHGBa Jia uMa 2 NOCICA0BATECIIHA pE3YyJITaTa CTCICH <2B pas3in4yHu JHU IPU Bb3CTAHOBUTEJICH

nepuoa <10 guu.

Benexxkn: Jlaboparopaute pesynrata, ouenenu ciex Jex 1 mo Hen 100 3a MMY2001 u MMY2003, [en 112 3a
MMY 3002, nnn Ha9aaoTo Ha MOCIeIBaIIaTa Teparmsi, KOETO HACTHIHN ITBPBO, Ca BKIIOYCHU B aHAIIN3A.

Tpomboruronenust: crerned 3/4 — 6poit tpombouutu < 50 000 kmetku/pl.

Heyrponenus: crener 3/4 - 6poit Heyrpodmmu < 1 000 knerku/pl.
Jlumdonenus: crenen 3/4 - 6poit mumdornntu < 0,5%10° kneTku/1.
Anemus: crened 3 — xemoro6un <8g/dl. Crenen 4 He e negunupana upes nadoparopuu ganuu nmo NCI-CTCAE v5.
[porneHTHTE CE OCHOBABAT HA OPOS JICKYBaHH MAIUCHTH.

Cepuosnu unghexyuu

Nudexiyu Bb3uUKBaT npu 54% ot manuentute (n=213); 18% ot nanuenture (n=73) nonyyasar
WH(EKIUY CTeNeH 3 WK cTeneH 4, a netanHu uHpekyn (mHeBMoHus, npuauHeHa ot COVID-19,
MHEBMOHHS, cericuc, konut, npuuuder ot Clostridium difficile, centuyen 1ok, 6poHXONMyIMOHATHA
acmepruino3a, NceBJOMOHAJIEH CETICHC, HEYTPOTIEHHYEH ceTicuc U 0enoapoOeH abciiec) Bb3HUKBAT MIPH
4% ot nanuenture (n=17). Haii-uecto chobriiaBanute (> 2%) HHGEKIUU OT CTEIIEH 3 WM M0-BUCOKA
ca MTHeBMOHUS, MHeBMOHMS, TpuunHeHa ot COVID-19, u cenicuc. debpuiHa HEYTPOIIEHUS €
HaOronaBana npu 6% OT manueHTuTe, Kato 2% mnoiyyaBar cepruo3Ha GpeOpuiiHa HeyTpONeHuUSI.
Bwxre Touka 4.4 3a ykazaHus 3a HaOIIOeHUE U JICUCHHE.

Xunoeamaznobynunemus
B cb6opuuTte npoyusanus (n=396) xunoramarioOyinHemMus ce HaOoaaBa npu 34% OT MalnueHTUTe,

kato 5% OT NmanuMeHTHTe ModyvYaBaT Xurnoramariooynuaemus crernet 3. Jlaboparopaute HuBa Ha [gG
cmagar nox 500 mg/dl cnex ungysusara npu 91% (360/396) ot nmanmenture, nekyBanu ¢ CARVYKTL
XunoramariaoOynuHemus ce Hadronasa mpu 92% (364/396) ot maruenTHTe Ciiex HHPY3USA WIH KaTo
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HE)KeJaHa peaKiys, WK KaTo taboparopro HuBo Ha IgG mox 500 mg/dl. Tletnecer u ocem mporieHTa
ot manmentute ca nomyuamwiu [VIG ciex CARVYKTI ninun mopaau HexxenaHa peakiysl, Uiy 3a
npodunakTrka. Brkre Touka 4.4 3a yka3aHUs 32 HaOIIOICHIE U JICUCHHE.

Hmynoeennocm

Nmynorennoctra Ha CARVYKTI e orjeHena ¢ moMoIira Ha BaluUpaH METOJI 32 OTKPUBaHE Ha
cebp3Bamm antutena cpeury CARVYKTI npean npunokeHnero, a B MHOXKECTBO BPEMEBH TOUYKH -
cien uHby3usata. B coopaute npoyuBanus (N=369) 23% (83/363) ot marueHTUTE C MOAXOISIIH
npoOu ca monokutesnHu 3a anTH-CAR aHTHTENa, MOSBABAIIM CE B X014 Ha JEYECHHUETO.

Hsima kateropuunu nokaszarencrtsa, ye HabronaBanute anTH-CAR aHTHTENna MOBIMSBAT KMHETHKATA
Ha ITbPBOHAYAHATA EKCTIAH3MsI U IepcucTHpane, epukacHocTTa miu OezonacHoctta Ha CARVYKTL

Cpo01aBane Ha OJI03MPAHU HEXKEJIAaHW PEaKIIUH

Cpo011aBaHeTO Ha MO103UPAaHH HEXKEJIaHU PEeaKlUU Cle]] pa3pelllaBaHe 3a ynoTpeOa Ha J1eKapCTBEHUs
IPOAYKT € BaykHO. ToBa 1o3BosIsABa Aa NPOIB/DKH HAOIIOCHUETO Ha ChOTHOLICHUETO I10I3a/PHUCK 3a
JIeKapCTBEHUS NPOAYKT. OT MEAULMHCKUTE CIICIUATIICTH CE U3UCKBA Ja ChOOLIABAT BCSIKA
NO/I03MpaHa HeXeJlaHa PeaKlys ype3 Hal[MOHaIHAaTa CUCTeMa 3a ChOOIIaBaHe B!

W3nbaHUTENHA areHuus 1o JeKapcTBara

yi. ,,JJamsia ['pyeB” Ne §

1303 Cocpus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 TIlpemo3upane

JlutnicBat JaHHM OTHOCHO MPHU3HAIUMTE WK mociencTruiara oT npego3upane ¢ CARVYKTIL

5.  ®APMAKOJIOIT'MYHHU CBOMCTBA
51 ®apmakoguHAMUYHH CBOMiCTBA

dapmakoTepareBTHIHA Ipya; AHTHHEOIUTACTHYHH CPEICTBA, APYTH aHTHHEOIIACTHYHH CPEJICTBA,
ATC xox: LO1XLO5

MexaHu3bM Ha IeWCTBUE

CARVYKTI e renernuno MmoauguIrpana aBToyiokHa T-KIIeThYHa UMYHOTEpaIusi, HACOUYeHa KbM
BCMA, KosTO BKJIIOUBa penporpamMupane Ha coocTBeHuTe T KIeTKH Ha MalMeHTa Ype3 TPAHCTEHHO
KoaupaHe Ha XxumepeH antureneH penentop (CAR) 3a oTkpuBaHe U eIMMHUHHUPAHE HA KIETKUTE,
excrupecupamin BCMA. BCMA ce ekcripecupa mpeIuMHO Ha MOBBPXHOCTTA Ha 3I0KAYeCTBCHUTE
MHEJIOMHH KJIETKH OT B nuHMS, KakTo 1 Ha B KIIETKH B KbCEH CTaUH Ha Ch3pABaHE U INIAa3MaTHYHU
kietku. CAR nmporennsT Ha CARVYKTI BritoUBa 1BE aHTUTENA, HACOUEHH CPELLy €IUH TOMENH Ha
BCMA, kouTo npunasar royisiM apuauTeT cpeiry doBemku BCMA, 4-1BB koctumynupani gomeiiH u
CD3-3eta (CD3{) curHanen nurormiazMer goMeiH. Ciiesi CBbp3BaHe ¢ KIETKUTE, eKCIPeCHpally
BCMA, CAR npeausBuksa T-KJI€ThYHO aKTUBHpAaHE, EKCIIAH3UA U €TUMUHUPAHE HA TAPT€THUTE
KIIETKU.

DapmakoaMHAMUYHY e(EKTH

OnuTH ¢ €IHOBPEMEHHO KYyJITUBHpaHe iN Vitro mokassar, ye IUTOTOKCHYHOCTTA M OCBOOOKIaBaHETO
Ha [IMTOKWHY, MEIMUPaHH OT IIMITaKa0TareH aBToeBIelN (MaTepdepon-rama, [IFN-y], Tymop
HekpoTtuzupan] akrop anda [TNF-a], uarepneskun [IL]-2), 3aBucsat or BCMA.

Kinnnnuna edukacHocT 1 6€300aCHOCT

CARTITUDE-1 (IIpoyusane MMY2001)
MMY2001 e oTKpUTO, MHOTOLICHTPOBO IpOY4BaHe ¢ exHO pamo ¢aza 1b/2, oueHsBamio epuKacHOCTTa
u 6e3onacHoctta HAa CARVYKTI 3a meuenue Ha BH3pacTHH MAIIMEHTH C PEIUIUBHUPAI U
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pedpakTepeH MyITHIUIEH MUAEJIOM, KOUTO €a MOYYIITH Haii-MaJIKo 3 TPeIXOIHU JIMHUN Ha
AHTHMUEIIOMHH TEPAITUH, BKIFOYBAIIN POTEa30MEH HHXUOUTOP, UMYHOMOTYJTHPAIIO CPEACTBO U
anTu-CD38 aHTUTSLI0, ¥ KOMTO UMAT TPOTPEeCHs Ha 3a00JISIBAHETO 110 BpeMe Ha WM B PAMKUTE Ha

12 mecena cnen mocneaHata cxema. [larueHTr ¢ M3BECTHO aKTUBHO 3a00JIsIBaHE HA IIEHTPAIHATA
HepsHa cuctema (LIHC) nmm ¢ anamaesa 3a 3HaunMo 3a0omnsaBane Ha [{HC, BKITIOUnTETHO MYITHILIEH
muenoM Ha ITHC, marnuenTw, JiekyBaHu nipen ToBa ¢ apyru antu-BCMA sedenus, ajoreHHa
TPaHCIIAHTAIIMS Ha CTBOJIOBH KJICTKH JI0 6 Mecella peu ajepesara Wid TeKyIIO JICUYCHHE C
UMYHOCYTIPECOPH, KpeaTHHHHOB KiIupbHC < 40 ml/min, abcontoTHa KOHIICHTpaIys Ha JTUM(OIUTH

< 300/pl, ueproapOOHH TpaHCaMyHa3H > 3 IBTH HaJl TOPHATA TPaHMIIA Ha HOpMaTa, ChpAeYHa
(dpakiyst Ha u3TIackBane < 45% WM ¢ aKTUBHA CEPHO3HA MH(EKIUS ¢a U3KIIIOYCHH OT U3IUTBAHETO.

0610 113 nmanuentH ca noiokenu Ha jJeBkodepesa; CARVYKTI e npousBeneH 3a BCHUKH
nanuenTy. [llectHamecer maruenty He ca nekyBanu ¢ CARVYKTI (n=12 cien neskodepesa u h=4
cie]| Teparus 3a TUMGOIMTHO U3YEepIIBAHE) MOPaJN PaHHO OTTETIIAHE Ha marrenTa (N=5),
nporpecupario 3abonssane (N=2) wiu cMbpT (N=9).

[Tpu 97-Te nexyBaHU MalieHTH MeAMAHATa Ha BPEMETO OT JICHs CJIe ITOoJy4YaBaHe Ha MaTepuana oT
JeBKodepesa B MACTOTO Ha MPOU3BOJICTBO 0 OCBOOOXKIaBAHETO HA JIEKAPCTBEHUS MPOIYKT 3a
nHby3us e 29 qau (auanazoH: 23 no 64 nHM), a MeMaHaTa Ha BPEMETO OT HadallHaTa JieBKodepesa 10
ungy3usta Ha CARVYKTI e 47 nuu (nuanazon: 41 no 167 quu).

Cren neskodepesara u npeau npunoxennero Ha CARVYKTI 73 ot 97-te mauuentu (75%) ca
MOJTyYMJIM MOCTOBA Tepanus. Hail-uecto usnon3BanuTe cpencrsa kaTo MoctoBa Tepanust (=20% ot
MAIMCHTUTE) BKJIIOUBAT JiekcaMeTa3oH 62 naruentu (63,9%), 6opre3omusd 26 nanuentu (26,8%),
nukiaodochamun 22 nanuentu (22,7%) n nomamuaomun 21 mammentn (21,6%).

CARVYKTI e nmpunaran kato eqHOKpaTHa 1.v. WHY3ust 5 10 7 AHU CJIe]] HAYAJIOTO Ha
XMMHOTEpanusATa 3a TMMQOIUTHO n3depnsane (muknodochamun 300 mg/m? HHTPaBEHO3HO THEBHO U
¢aynapabun 30 mg/m? UHTPaBEHO3HO JHEBHO 3a 3 1HK). JIeBETAECET U CeeM MAUEHTH ¢a IOy YU
CARVYKTI ¢ menunana Ha no3ata 0,71 x 108 CAR-nonoxuTensu sxu3Hecnocoonu T kietku/kg
(amanason: 0,51 1o 0,95 x 108 kneTkn/kg). Bcvuky MalueHTH ca XOCIUTAIM3MPAHH 3a MH(Y3HATa Ha
CARVYKTI u 3a Hai-manko 10 gHH clieq ToBa.

Ta6smnua 6: Pe3rome Ha neMorpad)ckuTe TaHHU M U3XOHUTE XaPAKTEPUCTUKH HA

naiueHTnTe
Benuku Bceuuku ¢
JIeKYBaHH JeBKo(epe3a
I'pyna 3a ananus (N=97) (N=113)
Bn3pacrt (roqunu)
Kareropus, n (%)
<65 62 (64) 70 (62)
65— 75 27 (28) 34 (30)
>75 8 (8) 9(8)
Mennana (Tuamnason) 61,0 (43; 78) 62 (29; 78)
ITon
Mwuxe n (%) 57 (59) 65 (57,5)
XKenu n (%) 40 (41) 48 (42,5)
Paca
AMepHKaHCKH MHIMAHIIN WA KOPEHHH JKUTENN Ha
Adsicka 1(1) 1(2)
AzuaTtun 1(1) 1(2)
UepHOKOKH WK appoaMepruKaHIIh 17 (17.5) 17 (15)
Kopennu xwurtenn Ha XaBauTte Win APyru
TUXOOKEaHCKH OCTPOBHU 1(1) 1(2)
Benu 69 (71) 83 (73,5)
Pazuu 0 0
He ce cro0maBa 8 (8) 10 (9)
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Cxop no ECOG npenn nngysuara n (%)

0 39 (40) 55 (49)

1 54 (56) 58 (51)

2 4(4) -
Crannii no ISS Ha n3x0AHOTO HMBO B Mpoy4BaHeTo n (%)

N 97 58

I 61 (63) 32 (55)

Il 22 (23) 21 (36)

11l 14 (14) 5(9)
Kpeatnnunos kaupbac/eGFR (MDRD) (ml/min/1,73m?) 88,44 (41,8; 73,61 (36,2;
Menauana (inana3oH) 242,9) 177,8)

BpeMe oT fUarHocTUIIMPAHE HA MYJITHUILIEHUSI MUEJIOM /10
BKJIIOYBAHETO B IPOYYBAHETO (rOJAMHHU)
Menauana (nana3oH)

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

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

Hamnuue Ha ekcTpamMenyJapHH Iu1a3MonuToMu, n (%)

Ja 13 (13) NA?
He 84 (87) NA?
HuToreHeTHYeH PUCK HA U3XOHOTO HUBO B MPOYYBAHETO
n (%)
CranmapTeH puck 68 (70) 70 (62)
Brcok puck 23 (24) 28 (25)
Dell7p 19 (20) 22 (19.5)
T(4;14) 313 5(4)
T(14;16) 2(2) 33
Hewussecten 6 (6) 15 (13)
Tymopha excnpecust Ha BCMA (%)
Menunana (quamnasoH) 80 (20; 98) 80 (20; 98)
bpoii TuHMU HA TPEIXOIHU TePaNuu 32 MYJITHILIEH
MHEJIOM
Menunana (Tuamnason) 6 (3,18) 5(3,18)
Ipenxonano neyenue ¢ PI+IMiD+anTtu-CD38 anTurtena n
(%) 97 (100) 113 (100)
Ipeaxoana aBroJiokHa SCT n (%) 87 (90) 99 (88)
Ipeaxoana anxorenna SCT n (%) 8 (8) 8 (7)
PedpakrepeH B KOSITO U 12 € TOYKA KbM MPEIXOIHA 113 (100)
Tepanus n (%) 97 (100)
Pedpaxrepen kpMm PI+HIMiD+antu-CD38 antutsijio n (%) | 85 (88) 100 (88,5)
PedgpakTepen KbM nocjieAHATA JIMHUSA MPeIX0AHA 112 (99)
Tepanus n (%) 96 (99)

ECOG= U3srouna koonepariBHa oHkoJoTH4YHa rpymna (Eastern Cooperative Oncology Group); ISS= MexaynapoaHa
cucrema 3a craaupane (International Staging System); PI= nporeazomen uaxubutop; IMiD= uMyHOMOIyTHUpAIIO

nekapctBo; SCT= TpaHCIuIaHTalKs HA CTBOJIOBH KJIETKH; NA= HENPUIIOKUMO.
[Mna3MonUTOMUTE HE Ca OLCHSIBAHH MPEIH JTUM(POIUTHOTO H3UCPIBAHE.

PesynraTture 3a eukacHOCT ce OCHOBaBAaT Ha YECTOTaTa Ha OOII OTTOBOP CIIOpE]l OIIEHKAaTa Ha
He3zaBucrmMara koMucHs 3a Iperiie/l Ha JaHHUTE NpyU npuiarade Ha kputepunrte Ha IMWG (Bx.

Tabnuna 7).
Tabéauua 7: Pezyaratu 3a epuxacHoct B IIpoyusane MMY2001
Beunuku Beuuku ¢
JIEKyBaHU JieBKo(epe3a
I'pyna 3a ananus (N=97) (N=113)
OG6m1a yecrora Ha otroBop (SCR? + VGPR + PR) n 95 (97,9) 95 (84,1)
(%)
95% CI (%) (92,7;99,7) (76,0; 90,3)
Crpukren meiieH otroBop (SCR)? n (%) 80 (82,5) 80 (70,8)
Mmuoro n1o6sp gyactuaeH otrosop (VGPR) n (%) 12 (12,4) 12 (10,6)
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Yacrtuuen otrosop (PR) n (%) 331 32,7
IpoabikuTeanoct Ha otrosopa (DOR) (mecenn)® -
Menuana (95% CI) NE (28,3; NE)

DOR, ako naii-no6pust otroBop e sCR? (Mecenn) -

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

Bpeme 10 oTtroBopa (meceum)
Menunana (TuamnasoH) 0,95(0,9; 10,7) |-

Yecrora Ha orpunarened MRD craryc n (%)® 56 (57,7) 56 (49,6)
95% CI (%) (47,3, 67,7) (40,0; 59,1)
[Manuentu ¢ orpunarened MRD cratyc ¢be sCR n 42 (43,3) 42 (37,2)

(%)"

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

Cl=noBepurenen uarepsan; MRD= muHnManHo octarbyHo 3abossBane; NE= He Moxxe 1a ce orieHH

Benexxu: OcHOBaBa ce Ha MeAMAaHa Ha MPOABJDKUTEIHOCT Ha MpociensBane 28 mecena
8 BcwYkM TBITHH OTTOBOpH ca cTpukTHH CRs.

Msuucnenara crenen na DOR e 60,3% (95% CI: 49,6%, 69,5%) na 24-tus meceu u 51,2% (95% CI: 39,0%, 62,1%)
Ha 30-Tus Mecerr.

BseTu ca npeasun camo onenkd Ha MRD (10 S npar Ha n3cnenBane) B paMKUTE Ha 3 Mecelia OT JOCTUTaHE Ha
CR/sCR 1o cMBpT/Iporpecusi/mocnesaiia Tepanus (M3KIIYUTETHO). BCHukn mbiIHN 0TroBopH ca cTpukTHH CRs.
Yecrota Ha otpunareneH MRD craryc [(%) 95% Cl] npu nmoaxosiuu 3a ouerka marmenTtd (n=61) ¢ 91,8% (81,9%;
97,3%)

CARTITUDE-4 (IIpoyusane MMY3002)

MMY3002 e pangoMH3upaHo, OTKPUTO, MHOTOLICHTPOBO KJIMHUYHO W3MUTBaHe (asa 3, oleHsIBaIlo
epukacHoctta Ha CARVYKTI npu neyenne Ha manueHTH ¢ penuauBUpai U pepakTepeH Ha
JICHAJIMIOMUJ MYJITUIUIEH MUEJIOM, KOUTO IPEAM TOBA Ca MOJIY4MIM OHE €HA NPEAXOAHA JIMHUS Ha
Tepanusl, BKII0YBaIla MpoTea30MeH HHXUOUTOP ¥ MUMYHOMOTyJIHpaio cpeactso. O0mo

419 manueHTH ca paHAOMU3MPAHHU 3a ToJydyaBaHe Ha TOPeaUIia OT adepe3a, MOCTOBA TepaIlus,
tepanus 3a muMdoruTao n3uepnBaHe 1 CARVYKTI (n=208) wnu ctaamapTHO JiedeHUe, KOETO
BKIIIOYBA JapaTyMyMa0, MOMaIUIOMHU U JIEKCAMETa30H WK OOPTEe30MHO, TOMAITUAOMHU/ 1
JIleKcaMeTa30H 1o n300p Ha jekaps (n=211).

OT U3NUTBAHETO ca U3KIIOYEHH MAIIUEHTH C U3BECTHO aKTUBHO 3acATaHe Ha [ICHTpaHaTa HEPBHA
CHCTEeMa WM C MHUHAJIa aHaMHe3a 3a TaKOBa, KIIMHIUYHU MPU3HAIM Ha MEHHUHI€AJIHO 3acsraHe OT
MYJTHIUICHUS] MUEIIOM, aHaMHe3a 3a 0osecT Ha [[apKIHCOH WK IpyTro HEBPOIEreHEPATHBHO
3a0oJsiBaHe, MpeIUIlHA eKcno3ulus Ha 1pyru antu-BCMA nedenust unmn CAR-T kneTpuna Tepamnus,
Haco4yeHa KbM KaKBaTo | JIa € 1eJ1, AJIOT€HHA TPaHCIUIaHTalliA Ha CTBOJIOBU KJIETKH B PaMKHUTE Ha

6 mMecena npeau adepesaTa WIN TEKYILO JIEUeHHE C UMyHOCYTIPECOPH HIIH aBTOJIOKHA
TpaHCIUIAaHTALMs HA CTBOJIOBU KJIETKU B paMKHTe Ha 12 ceaMuiy npeau adepesara.

Ot panpgomusupanute 419 nammentu (208 c CARVYKTI u 211 cbe cranmaptHo jeuenue) 57% ca
MBKe, 75% ca oT eBporneuHarta paca, 3% ca YepHOKOXKHM MM adpoamMepuKaniy, a 7% ca
WCIIaHOE3WYHH WM JJATHHOAMEPUKaHIM. MeraHaTa Ha Bb3pacTTa Ha MaueHTuTe € 61 ronuHu
(mmanazon: 28-80 rogunn). [lanpueHTHTE Cca MONYYWIN PEIXOAHN JIMHAN HA Teparus C MeJaHa 2
(mmamazon: 1 70 3), a 85% oT manueHTHTE ca MOTYYIIIN TPEIX0/IHA aBTOJIOKHA TPAHCIUTAHTAIIHS HA
crosioBu kietku (autologous stem cell transplantation, ASCT). JleBeTaecer u aeBeT NpoLEHTa OT
NalMUeHTHTE ca pe)pakTepHU Ha ITOCIIeTHATA JIMHUS Ha MPEIX0/IHA Teparus. YeTupuieceT u oceM
mpoleHTa ca pedpakTepHu Ha mpoTeazomer uaxudurop (Pl), a 100 % ca pedpakrepHu Ha
MMYHOMOTyJIUPAILO CPEICTBO.

Bewnuku 208 narmenTn, pannomusupanu B pamoto ¢ CARVYKTI, ca nonyunnu adepesa. Cren
agepesara u npeau npunaraneto Ha CARVYKTI Benukute 208 paHgoMu3upaHy MaUeHTH ca
MOJTYYMITH 33IbJDKUTETHATA TIO0 MTPOTOKOJ MOCTOBA Tepamnus (CTaHaapTHO JieueHue). OT Te3u

208 nanmentu 12 we ca nexkyBanu ¢ CARVYKTI nopaau nporpecupario 3adonsBane (n=10) wnu
cMbpT (n=2), a 20 ca ¢ nporpecus npeau nadysusara CARVYKTI, Ho ca ycnenu aa mojgydyaT
CARVYKTI xato nocnenpaia repanus.
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IIpu 176-te manuentu, kouto ca moryarmin CARVYKTI B pamkuTe Ha mpoydBaHeTO, MEIMAaHATA Ha
BPEMETO OT JICHS CJIe] IMOJyYaBaHeTo Ha MaTepuaia oT adepesa B MACTOTO Ha MPOHU3BOICTBO JI0
OCBOOOKIaBaHETO Ha NPOAyKTa 3a uH(py3us e 44 nuu (nquama3on: 25-127 nHu), a MeAMaHaTa Ha
BpeMeTo oT mbpBata adepesa o undysusara Ha CARVYKTI e 79 auu (muamazon: 45 no 246 qun).

CARVYKTI e mpunosxeH kaTo eAHOKpaTHA WHTpaBEHO3HA WH(Y3UsS 5 10 7 JHH CJell Ha4ajIoTo Ha
XUMHOTEpanuaATa 3a TuMQporuTHO u3depnsane (nuknodochamua 300 Mg/m? UHTPaBEHO3HO AHEBHO U
¢aynapabun 30 mg/m? UHTPaBEHO3HO JHEBHO B MPOIBILKEHHE Ha 3 JHH) ¢ MEJMAHa Ha 103aTa
0,71x106 CAR-nonoxutennu xu3necnocoonn T-knetku/kg (muanazon: 0,39 mo 1,07x106
kieTkn/kg).

IIspBruHaTa MsIpKa 3a eUKACHOCT € IpexuBseMocT 6e3 nporpecus (PFS), ananmsupana Bb3 0CHOBa
Ha intent-to-treat rpynara 3a ananus. Ciien Mmequana Ha npocieasBane 15,9 mecera meauanara Ha PFS
e 11,8 mecemna (95% CI: 9,7; 13,8) 3a pamoro che cranmaptHo siederune u NE (95% CI: 22,8; NE) 3a
pamoro ¢ CARVYKTI (xoedpunuent na puck: 0,26 [95% CI: 0,18; 0,38], p-croitroct <0,0001).
M3uncnenara gecrora Ha PFS cien 12 mecemna e 75,9% (95% CI: 69,4%; 81,1%) B pamoTo ¢
CARVYKTI u 48,6 % (95% CI: 41,5%; 55,3%) B paMOTO ChC CTaHIAPTHO JieueHue. B pamoto ¢
CARVYKTI =e ce noctrra u3dncienara MeqdaHa Ha IpOAbIDKATENHOCT Ha otroBopa (DOR). B
paMoTO ChC CTaHAAPTHO JiedeHrne n3uncieHaTa Meanana Ha DOR e 16,6 mecena (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 paMoTO ¢hC CTaHAAPTHO
neuenue ( koedurment Ha puck: 0,78 [95% CI: 0,50, 1,20]; p-croitroct = 0,2551).

[Tpu 176-te maruentu, kouto ca noiayunnu CARVYKTI kaTo jgedenne B paMKUTE Ha IPOYYIBAHETO,
MenuaHarta Ha npexxuBsemoct 0e3 nporpecus (PFS) ne moxe aa ce onenu (95% CI: He Moxe na ce
OIICHH, HE MOXKE J1a Ce OIIeHHN ), KaTo Jyectorara Ha PFS Ha 12 mecena e 89,7%. Uectorara Ha 0011
otroBop (ORR) npu te3u mammentu e 99,4% (95% CI: 96,9%; 100,0%). Yectorata Ha CR/SCR e
86,4% (95% CI: 80,4%; 91,1%).

AxkTyanusupanu pesynraru 3a edukacHoct B MMY3002

IIpu BTOpHMS MEXIUHEH aHAIN3, OTMCaH B poTokosia Ha [Ipoyusane MMY 3002, npu meanana Ha
npocnensBane 33,6 mecena Meauanata Ha PFS He e nocturnara B pamoro ¢ CARVYKTI. Meaunanara
Ha OS He e 1ocTUTrHaTa B HUTO €AHO OT ABere pameHa. [Ipu ennokpaTtna nadysust Ha CARVYKTI ce
HaOJr0/1aBa CTAaTHCTHYECKH 3HAYNMO Tojjo0penne Ha OS npu yuactHunmre, jJekyBanu ¢ CARVYKTI,
B CpaBHEHHUE ChC cTaHnapTHarta Tepanus. Pesynrarute 3a PFS ca npeacrasenn B Tabnuua 8 n
®urypa 1. Pezynrarute 3a OS ca npencrasenu B Tabnuna 8 u @urypa 2.

Ta6auma 8:  Pesiome Ha pesyarature 3a epuxacuoct B Ilpoyusane MMY3002 (intent-to-
treat rpyma 3a anajiu3s)

CARVYKTI CrangapTtHo
(N=208) JieyeHne
(N=211)
IpexuBsiemoct 6e3 nporpecusn®®
Bpoii ceoutus, n (%) 89 (42,8) 153 (72,5)
Mennana, mecerm [95% Cl]® NE [34,5; NE] 11,8 [9,7; 14,0]
Koedpunumenr na puck [95% CI]" 0,29 [0,22; 0,39]
IIbjaen oTroBop WM no-a06pa yecrora®, % 73,1 [66,5; 79,0] 21,8 [16,4; 28,0]
[95% CI]
p-cToitHOCT® <0,0001
O6ma yecrora Ha orrosop (ORR)™, % [95% 84.6 [79.0, 89.2] 67.3[60.5, 73.6]
Cl]
p-cToitHOCT® <0,0001
O6ma gyecrora Ha MRD HeratuBHoct, % [95% 60,6 [53,6; 67,3] 15,6 [11,0; 21,3]
Cl]
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p-cToiiHOCT™ <0,0001

O6ma npexussemoct (OS)?
Bpoii cxouTus (%) 50 (24,0%) 83 (39,3%)
Bpoii nensypupanu ciydan(%) 158 (76,0%) 128 (60,7%)
Menuana, mecenu [95% CI]® NE [NE, NE] NE [37,75; NE]
Koeduuuenr ua pruck [95% CIJ? 0,551[0,39; 0,79]
p-cToiiHoCT" 0,0009

Jlerenna: NE= He Mosxe na ce onienu; CI=noBepuTeneH HHTEPBaL.
Benexku : Intent-to-treat rpynara 3a aHanmu3 ce CbCTOM OT YYaCTHUIIM, KOUTO Ca PaHIOMU3UPAHU B IIPOYYBAHETO.

a

Bropu mMexxauHeH aHanu3 (KpaiiHa qata Ha naHHUTe: 1 Mait 2024 r.), ¢ MenuaHa Ha IPOIBIDKUTEIHOCT Ha
npocnensBanero 33,6 Mecena

Criopen koHcecyca Ha MexayHapoHaTa paboTHa rpyma o MuenoM (International Myeloma Working Group,
IMWG), ouieHeHO Ype3 KOMITIOTBPH3UPAH AITOPUTHEM

Wsuucnenne mo Kaplan-Meier

B3 ocHOBa Ha cTpatuduimpan Mozaen Ha Cox 3a IPONOPIMOHAIHOCT HA PHUCKa, BKIIFOYBAI] caMo cs6nuTHs Ha PFS,
HaCTBIIIJIN ITOBEYE OT 8 CeMUIM ciIex paHnoMmupanero. KoedumueHT Ha puck <1 1mokas3Ba MpeanMCTBO 32 PaMOTO
¢ CARVYKTI. 3a Bcnuku cTpaTH(UIMPAHN aHAJIN3U CTpaTU(HKAIMATA Ce OCHOBaBa Ha M300pa Ha M3CIIeI0BATEIs

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

[TepBrueH ananu3 (kpaitHa nata Ha gaHauTe: 01 HoemBpu 2022 1.), ¢ MeaMaHa Ha MPOIBDKUTEIHOCT Ha
npocnensBanero 15,9 mecena

Crparuduuupan xu-kBajapar tect Ha Cochran-Mantel-Haenszel

Touewn tect Ha Fisher

Koedumuent na puck u 95% Cl ot Monen Ha Cox 3a IPOMOPIIMOHATHOCT Ha PUCKA C JICYEHHETO KaTO CIUHCTBCHA
MOSICHUTETHA TPOMEHJIMBA U CTpaTuUIMpanu o u3bopa Ha uscnenonarens (PVd wim DPA), ISS cragupanero (I, 11,
1) u 6pos Ha mpenxoxuute TuHKUM (1 copsmo 2 wiu 3) B MOMEHTa Ha pangommsupaneTo. Koepunuent Ha puck <1
nokassa npeauMcTBo 3a pamoro ¢ CARVYKTI.

p-croiiHoctTa ce ocHoBaBa Ha log-rank tect, crpaTudunupan o uzdopa Ha uscienosaress (PVd wiu DPA), ISS
cragupanero (I, 11, III) u 6post Ha npenxoxnute uHUH (1 cripsmo 2 nim 3) B MOMEHTa Ha PaHJIOMH3UPAHETO .
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®@urypa 1: Kpusu Ha Kaplan-Meier 3a akryaausupanute pesyararu ot PFS; Intent-to-Treat
rpyna 3a anajau3 (Ipoyusane 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

Benexku: PFS Bp3 0CHOBa Ha BTOPY MEXAWHEH aHAIN3 C MeJHaHa Ha IPOIBIDKUTEIHOCT Ha pocieasBane 33.6 mecena.
Intent-to-treat rpynara 3a aHaiM3 ce CCTOM OT YYAaCTHHIM, KOUTO Ca PaHIOMH3UPaHH B IPOYYBAHETO.

Jlerenna: Pamo Ha crangaprro Jeyenne = PVd umn DPd; Pamo na Ciltacabtagene autoleucel = TlocnenoBarensocT ot
adepesa, mocrosa (bridging) repamnus (PVd nimu DPd), cxema Ha noaroroska (rukiodochamun u diryrapabun) u nHQY3us ¢
cilta-cel.

Jlerennma: PVd=nomanmumomua-6opresomud-nexcamera3on; DPd=naparymyma6-nomMainaoMu-1eKcaMeTa3oH.
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®durypa 2: Kpusu na Kaplan-Meier 3a akryaju3upaHuTe pe3yJiTaTH OT 0011aTa
npexuBsiemoct; Intent-to-Treat rpyna 3a anamus (Ipoyusane 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

Benexku: OS Bb3 OCHOBA Ha BTOPH MEXIWHEH aHAIN3 C MEANaHa Ha MPOABDKUTEIHOCT Ha pociesBaHe 33.6 Mecera.
Intent-to-treat rpymara 3a aHanM3 ce ChbCTOU OT YUACTHHUIIH, KOUTO Ca paHIOMU3HUPAHH B IPOYYBAHETO.

Jlerenna: Pamo Ha craunmaptHo neuenue = PVd wiu DPd; Pamo ua Ciltacabtagene autoleucel = TTocenoBatennocT ot
adepesa, mocrosa (bridging) repamnus (PVd nimu DPd), cxema Ha noaroroska (mukiodochamun u diryrapabun) u nHQY3us ¢
cilta-cel.

Jlerenna: PVd=nomanugomun-6oprezomnd-nexcamerazon; DPd=naparymyma6-momManigoMu/-1eKCaMeTa3oH.

[lemaTpryHa momyJIamus

EBponeiickaTa areHuus o JiekapcTBara 0cBOO0AaBa OT 3aIbJDKCHUETO 3a MIPEIOCTaBSIHE Ha
pesynrarute ot npoyuBanusaTa ¢ CARVYKTI BB BcHUKM MOATPYITH Ha MTEANAaTPHYHATA MTOITYTAIHS
NpY MYJITUIUIEH MUENIoM (BXK. Touka 4.2 3a nH(opMaIys OTHOCHO yroTpeda B eTUaTpysTa).

5.2 ®apmakokuHeTHYHH CBOHCTBa

®dapmakokunerrkara (OK) na CARVYKTI e ouenena npu 97 Bb3pacTHH NaLMEHTH C PELUANBUAPAT
i pedpakrepeH MyiatumieH muenoM B [Ipoyusane MMY 2001, nonyuniu enHokpaTHa HHQY3HUS Ha
CARVYKTI ¢ meanana na goszara 0,71 x 10° CAR-nonosxurenaun sxuszHecrnocoonn T kinetku/kg
(mmamasomn: 0,51 x 10° 10 0,95 x 10° knetxm/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 HHTEPUHINBUTIyalTHA
BapUaOMITHOCT.

Ta6auna 9: @apmakokuneTuunu noxkasaresan Ha CARVYKTI npu nanueHTH ¢ MyJITHILIEH
MHEJIOM
Ioxa3areu Pesrome Ha N=97
CTATHCTUKATA
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Crmax (konmst/pg renomua JTHK) Cpenno (SD), n 48692 (27174), 97
tmax (JIeH) Mennana (1uamnasos), n 12,71 (8,73 — 329,77), 97
AUC 284 (xommust™ men/ug renomua JJHK) Cpemno (SD), n 504496 (385380), 97
AUCqjast (xonus™ nen/pg renomua JJHK) Cpento (SD), n 1098030 (1387010), 97
AUCo.6m (xomus* men/pg renomua JTHK) Cpenno (SD), n 1033373 (1355394), 96
tio (1eH) Cpenno (SD), n 23,5 (24,2), 42
tiast (EH) Mennana (muamason), 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
TPAaHCTEHHWUTE HUBA B nepu(pepHa KPBB KbM U3XOJHOTO HUBO MPEIN MPUIOKEHUETO € MPUOIU3UTEITHO
100 nuu (muanazon: 28-365 quu) cnen undysusra. DK na CARVYKTI e onenena npu

176 Bp3pacTHU MAMEHTH C pedpaKkTepeH Ha JICHATUIOMUA My aTHILIeH MueioM B MMY 3002 u kato
ISUT0 ChOTBETCTBA Ha pesynraTture ot [Ipoyusane MMY2001.

Nzmepuma ekcriozunmst Ha CARVYKTI B kocTHHS MO3BK NOKa3Ba pa3npeesieHUETO My OT
CHCTEMHOTO KpbBOOOpalieHrne B KOCTHUS MO3bK. [10100HO Ha TpaHCTEHHUTE HUBA B KPHBTA,
TPaHCTEHHUTE HUBA B KOCTHHS MO3BK HaMaJIsIBaT C BPEMETO U MMOKAa3BaT rojasiMa HHTEpUHANBHyalHa
BapHaOMIIHOCT.

CrenyanHy nonyJianuu

®apmakokunetrkata HAa CARVYKTI (Crmax 1 AUCo.284) HE CE TIOBIHUSABA OT BB3pacTTa (IHUana3oH:
27-78 romuHu, BKIIOYUTEIHO MAIHEHTH HA Bb3pacT < 65 roaunu (n=215; 64,8%), 65-75 roaunun
(n=105; 31,6%) u > 75 romunau (n=12; 3,6%).

Amnanoruuno, papmakokrHeTnkata HA CARVYKTI (Ciax 1 AUCo-28¢) HE ce IOBIUSIBA OT M0Ja,
TEJIECHOTO TEIJIO U pacara.

Bwrb6peuHo yBpekaane

He ca npoBexnanu npoyusanus npu 060peuno yBpexxaane ¢ CARVYKTI. Cirax 1 AUCq.284 Ha

CARVYKTI npu narieHTH ¢ jeka 6b0pedna aucdyHkims (KpeaTHHUHOB KiupbHC <60 ml/min
[CRCL] < 90 ml/min) u ymepena 6b0peuna aucdynkuus (30 ml/min < kpeaTHHHHOB KIMPBHC

< 60 ml/min) ca mo00HM Ha TE3U MpH NMAIMEHTHTE ¢ HopMaiHa 6bOpeuna ¢pynkuus (CRCL

> 90 ml/min).

YepHonpoOHO yBpexiaHe

He ca npoBexnanu npoyusanus npu 4epHoapoOHo yBpexaaHe ¢ CARVYKTI. Crax 1 AUCo.284 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 IlpeakJuHUYHU TaHHH 32 0€30MACHOCT

CARVYKTI e chcTaBeH oT reHHO MOJUUIIMPAHT YOBETTKN T KIIETKH, ITOpay KOeTO HAMa
NpeCTaBUTEHHM IN VItro TectoBe, €X VIVO wiH in ViV MoJIesTi, KOUTO MOTAT Jia OTPA3sIT TOYHO
TOKCHKOJIOTHYHUTE XapaKTEPUCTHKN Ha TPOAYKTa 3a yrmoTpeda nmpu xopa. Ilopaan ToBa He ca
MPOBEXKIaHU TPAAMIIMOHHUTE TOKCUKOJIOIMYHH MPOYYBAHMUS, U3OI3BaHH TIPU pa3pad0TBaHETO Ha
JIEKapCTBa.

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 OLeHKa Ha uHTerpanuonnus npopun Ha Bekropa B CARVYKTI npenu nndysusra.
To3u reHoMeH aHalIu3 Ha WHCEPIIMOHHOTO MACTO € n3BbpiieH npu npoayktd CARVYKTI ot
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7 mpobu OT 6 MAITMEHTH C MYJITHIUICH MUEJIOM U OT 3 TIpoOu oT 3 3apaBu qoHOPH. Hama manHu 3a
npedepeHIaiia HHTErpanus B OJIM30CT 0 BHIIPOCHUTE T'CHU.

PenpoaykTrBHa 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. DOAPMAIIEBTUYHU JJAHHUA

6.1 Chnucbk HA IOMONIHUTE BelllecTBA
Cryostor CS5 (chabpxa JUMeETHI CyI(HOKCHT)
6.2 HecbBMecTHMOCTH

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

6.3 Cpok Ha rogHocT
9 mecerna

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 yaca.

6.4 CrhenuajaHu yCJI0BHS HA ChbXpPaHeHHUe

CARVYKTI tpsibBa 51a ce cbxpaHsiBa U TpaHCIIOPTHPA 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 ilekapcTBeH MPOIyKT He TpsiOBa Ja ce pa3Kiialla, Jia ce 3amMpassiBa WM Ja ce cliara B
XJIaTUTHAK TIOBTOPHO.

CroxpansBaiiTe ”HQY3UOHHUS CaK B alyMHUHHEBATa KPHOKACETA.
3a yclioBusTa Ha ChbXPAaHEHHUE CJISH Pa3MpassiBaHe Ha JIEKAPCTBEHUS MIPOAYKT BUXKTE Touka 6.3.

6.5 Bwuxu chabpkaHNe HA ONAKOBKATA M CNENHATHHN MPUCIIOCO0JIEHNS 32 yIIOTPeoa,
NMPUJI0KeHNEe WM UMILUIAHTHPaHe

NudysunoneH cax ot etwieH Bunmi arerat (EVA) cbe 3amedaTana JOmbIHUTENHA TPHOMYKA U 1BA
cnaik-nopta, ceabpxkaiy 30 ml (cak ot 50 ml) nim 70 ml (cak ot 250 ml) kneTbuHa AUCTIEPCHSI.
Bceku nH]y3HOHEH cak € OlakoBaH B allyMHHHEBA KPUOKACETa.

6.6 CnenuaJnu mpeanasHu MEPKH NMPH U3XBBPJIsiHE U padoTa

CARVYKTI ue TpsibBa na ce o0ib4Ba, Thil KATO O0I'BYBAHETO OM MOTJIO J]a HHAKTUBUPA
JICKaPCTBEHUS IIPOAYKT.

[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 HEMIPOITYCKIIMBU KOHTEHHEPH.
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To3u JiekapcTBEH MPOAYKT ChAbPKA YOBEIIKA KPhBHU KIETKH. MEIUIIMHCKUTE CIIEIIUATICTH, KOUTO
pabotar ¢ CARVYKTI, tps6Ba ga B3eMaT moaxo Iy IPeIa3Hi MEPKH (1a HOCAT PHKaBHUIIH,
3alIUTHO OOJIEKJIO | 3allIMTa 32 OYUTE), 3a 1a U30ErHAT MOTCHIMATIHO MpeJaBaHe Ha WHPEKIIMO3HH
3a00JIsIBaHUSI.

CARVYKTI tpsidBa ma ocrane < -120 °C mpe3 msu1oTo BpeMe 10 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(UKATOPUTE HA ManneHTa BbpXy kpuokacerara Ha CARVYKTI n
nH(popMaIMoHHus MCT Ha aptuaara. Madysuonausar cak c CARVYKTI we tpsioBa na ce
W3BaXJA OT KpUOKaceTara, ako HHpopMaIusITa Ha €TUKeTa, Crielu(UIHA 32 allMeHTa, He
ChBIIAJa C NPEABUACHUS NAL[UCHT.

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

HapyIIeHHs Ha [EeNI0CTTa, KaTo Halp. IpoOrBaHe WK cykBaHne. He nmpunaraiite, ako cakbT e
moBpejieH, 1 ce cebpikeTe ¢ 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 tpsab6Ba na ce pazmpasu Ha 37°C+2°C wiu Ha BoJHA OaHsl, WM C YCTPOHCTBO 3a

CYXO0 pa3MpassiBaHe, JOKAaTO MPECTaHe J1a ce BIKAA Jel B HHPY3noHHUS cak. O0IIOTO Bpeme OT
HAyYaJoTo JI0 3aBbPIIBAHETO HA Pa3Mpas3siBaHETO He TpsAOBa na Obae moseye oT 15 MuHyTH.

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 JEKapCTBEHUAT IPOAYKT HE TPsAOBa Aa ce 3aMpassiBa WK cliara B
XJIaJUTHUK TTOBTOPHO.

Ipunooicenue

. CARVYKTI e camo 3a eqHOKpaTHO aBTOJIOXKHO PUIIOKEHHE.

° [Mpeau nHQy3us 1 1Mo BpeMe Ha Bb3CTAHOBUTEIHUSI IEPUO]] OCUTYPETE HAJTHUYKE 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 Guntep. Uuady3usaTa 00MKHOBEHO MPOIBIKABA 110-
Manko oT 60 MUHYTH.

. HE wnsnon3Baiite GpuiThp 3a JEBKOLUTHO U3YEPIIBAHE.

. [To Bpeme Ha nndy3usta Ha CARVYKTI BHuMaTenHo pa3MecBaiiTe ChABPKAHUETO HA CaKa, 3a
Jla ce pa3HecaT CTPYNBAHMUATA Ha KJIIEThUEH MaTepHall.
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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 MaTepHall OT YOBEIIKH ITPOU3XO]I.

IIpennpuemane Ha MEpPKU B ciIy4yald Ha ciydailHa €eKCIO3UIUS

[pu ciyyaitna excrio3uiysi TpsiOBa Ja ce cra3BaT MECTHUTE yKa3aHUs 3a paboTa ¢ MaTepuai OT
YOBEIIKU MPOU3X0a. PaOOTHHTE MOBEPXHOCTH U MaTePUAIIUTE, KOUTO NOTEHITHAITHO ca OWIM B
koHTakT ¢ CARVYKTI, tpsOBa na Obaar o0e33apa3eHu ¢ MOAXOIAIN Ae3HNH(PEKTaHT.

7. HNPUTEXATEJ HA PASPEHIEHUETO 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 TBPBO PASPEIIABAHE/IIOJITHOBSIBAHE HA PASPELHLIEHUETO 3A
YIIOTPEBA

Jata Ha mppBO pazpemanane: 25 mait 2022 T.

Jara Ha mocnenHo moxHoBsiBaHe: 11 mapt 2024 1.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

03/2025

[MoxpoOHa uH(popMaIus 3a TO3M JICKAPCTBEH MPOIYKT € IpejocTaBeHa Ha yeOcaiita Ha EBporetickara
areHIus 1o JiekapceTpaTa https://www.ema.europa.eu.

33


https://www.ema.europa.eu/

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.  NIPOU3BOAUTEJI(M) HA BUOJOI'MYHO AKTUBHOTOMTE) BEIIECTBO(A) 1
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, CAII] 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

benrus

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

b. YCJIOBUSA WA OI'PAHUYEHUS 3A TOCTABKA U YIIOTPEBA
JlexapcTBEHUSAT POIYKT C€ OTITyCKA 110 OTPaHUYEHO JieKapcko npeanucanne (Bx. [punoxenne I
Kpatka xapakTepucTHKa Ha IPOyKTa, Touka 4.2).

B. JAPYI'U YCJIOBUS N UBUCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA

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

WznuckBanwmsra 3a mogaBane Ha [TAJIb 3a T0o3u JIeKapCTBEH MPOAYKT Ca TOCOYCHH B WieH 9 Ha
Pernmament (EC) No 507/2006. B chbOTBETCTBHE C TAX, IPUTEKATENAT HA PA3PENICHUETO 3a yIOTpeda
(ITPY) TpsibBa na monmasa I1A/Ib Ha Bceku 6 mecerna.

M3uckpanusaTa 3a nonaBane Ha [IAJlb 3a To3u JeKapCTBEH MPOAYKT ca MIOCOUYEHH 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

yebmopTai 3a JieKapcTBa.

[TputexkaTenst Ha pasperieHrero 3a ynorpeda (ITPY) tpsaodsa na nomgane nopBus [IAB 3a To3n
JIEKapCTBEH MPOAYKT B CPOK OT 6 Mecela Clie/l pa3pemaBaHeTo 3a ynorpeoa.
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I'. YCJIOBUs NN OI'PAHUYEHUS 3A BE3OIIACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHHUA ITPOAYKT

. ILnan 3a ynpasijenue 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,
npezactaBed B Moayn 1.8.2 Ha pa3pelieHneTo 3a ynorpeda, KakTo U BbB BCHUKH CIICIBAIIH 0JJOOpEHH
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(OPMAITUs, KOATO MOXKE Ja JTOBE/IE JI0 3HAYMMU IIPOMEHU B
CHOTHOIIIEHUETO TTOJI3a/PUCK, WITH CIIe JOCTUTaHEe Ha BayKeH eTall (BbB BPH3Ka C MpOCieIsiBaHe
Ha JIEKapCTBeHATa 0E30MaCHOCT WU CBEXKIAHE HA PUCKA IO MUHUMYM).

. 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:

. OCUTYpSIBaHE Ha He3a0aBEH JIOCTHII HA MSCTO JI0 €{HA 71032 TOIMIN3yMal Ha MalMeHT MPeu
ungy3usata CARVYKTI. LleHThpbT 3a IeueHue TpsOBa J1a ©Ma JOCTBHII JI0 JOITBJIHUTEIIHA 1032
TolmiIM3yMald B paMKHTE Ha § yaca OT BCSKa MpeAxoIHa J103a. B ciyuaii Ha nu3BbHpeIHA
CHUTYaIHsl, KOTaTO HAMA HATMYHOCT HA TOIMIIN3yMald Nmopaay HeJOCTHT, OITMCAH B KaTajora 3a
JUTICBAIIY poayKTH Ha EBponeiickaTa arennus no jgekapcrsata, [IPY TpsOBa na rapantupa,
Yye Ha MSACTO Ca HAJIMYHU TOJXO/ISIIHU aJITepHATUBHY MEpKH 3a JieueHue Ha CRS BmecTo
TOIHIN3yMa0.

CARVYKTI e ce mocraBst caMo Ha KBaTH(DHUIIMPAHU IIECHTPOBE U CaMO aKO METUIIMHCKHUSIT
cnerranuct (MC), ydacTsaill B JICUSHHETO Ha JaJICH MalUeHT, € 3aBbPIIWII ITporpamMara 3a 00ydeHue
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.

IIporpamMa 3a o0yuenne Ha MeauuHCKHU cruermanucta (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

cilydail Ha U3BBbHPEJHA CUTYyallusl, KOraTo HsMa HAJTMYHOCT Ha TOLMIM3yMad nopaay HEAOCTHUT,
OIMCaH B KaTaJIora 3a JIMIICBAIIY IPOAYKTH Ha EBporelickaTa areHuus 1o JIeKapcTBara, 1a ce
OCUTYPSAT Ha MSICTO ITOJIXO/ISIIH AITEPHATHBHU MEpKH 3a yiedenne Ha CRS.
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PUCK OT BTOPUYIHO 3JIOKAaUYCCTBCHO 3a0omgBane oT T-KIeThUeH 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 mpegocTaBeHo
oOydeHue:

3a TIOBHUIIIABaHE HA OCBEJIOMEHOCTTA 33 BAXKHUS MOTCHIIMATICH PUCK OT HaMaJliBaHe 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

Ja ce nHpOpMUpPAT MAIMESHTUTE 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,

KOHTO JiekyBa naruenta ¢ 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 JOIBIHUTEIHO JBITOCpPOYHATa 0€30MacCHOCT U
epuracnoct Ha CARVYKTI npu nokazanata normynanus ¢ peuuauBUPall HIIH
pedpakTepeH myntuiuieH muesiom, [IPY TpsOBa na nogane pe3yaTature oT
JBIITOCPOYHOTO TIPOYUYBAHE 32 MPOCeIBaHe Ha YYaCTHUIINTE, JIEKYBAHH MPEIN
TOBA C WJITaKaOTareH aBTOJIEBIE.

M. foan 2043 r.

3a j1a ce XxapaKkTepu3upa JOIBIHUTEIHO ABJITOCPOYHATA 0€30MacCHOCT Ha
CARVYKTI mpu nmokaszanara normyamnus ¢ peiuIuBupal uiu pedpakTepeH
MynTuivieH muesom, [IPY tpabBa na npoBese u Ja nogane pe3yaTaTuTe OT
00cepBaIIOHHO NOCTMApKETUHIOBO IPOYYBAHE 3a O€30MaCHOCT IO PETHCTHP.

M. IEKEMBpPH
2042 r.

3a j1a ce XxapaKkTepu3upa JOIBIHUTEIHO ABJITOCPOYHATA 0€30MacCHOCT Ha
CARVYKTI mpu nmokaszanara normyamnus ¢ peiuIuBupa uii pedpakTepeH
MynTuivieH muesom, [IPY tpabBa na npoBese u Ja nogane pe3yaTaTuTe OT
00cepBaIIOHHO IOCTMApKETHHIOBO POYyYBaHe 3a 6€30MaCHOCT Bb3 OCHOBA Ha
JAHHU OT MAIMEeHTH peauMHo oT pernona Ha EC.

M. IEKEMBpPH
2042 r.

37




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 108 — 1 x 108 knetku MH(pY3MOHHA JUCTIEPCHS
niTakadTaren aproneBnen (CAR+ xusznecmocobnn T KieTKN)

2. OBSBSBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

ToBa nexapcTBO ChABPKA KIETKH OT YOBEIIKH MTPOU3XO.

ABTOII0HHM YOBEIKU T KIICTKH, TCHETHYHO MOAM(MUIIMPAHH EX VIVO ¢ H3MOJI3BaHE HA JICHTUBHPYCEH
BeKTOp, koaupail aHTu-BCMA xumepen anturenex perentop (CAR)

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

Cryostor CS5 (cbappxa TuMeTni cyapokcun).

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Wudy3nonna gucmepcust
30 ml wm 70 ml xireTpuHa TUCTIEpCHS Ha CaK
Buxre naopMaimoHHUs TUCT HA MApTUAATA.

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

a ue ce oOirpuBa.

Ja HE ce m3non3Ba GuiThp 3a JIEBKOIMTHO U3YEPITBAHE.

Ha ne ce pasknaia.

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€UEH a30T.
JlekapCTBEHUAT MPOAYKT Jia HE C€ pa3MpassiBa JJ0 MOMEHTA Ha MPHIOKCHHUE.
[a He ce 3ampa3siBa MOBTOPHO.

10. CHEIWUWAJIHU ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHBA

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. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30
B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/22/1648/001

13. TAPTUIAEH HOMEP, KOJOBE HA JAPEHUETO U HA ITPOAYKTA

[Taptuna:

HMMe Ha mamueHTa:

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

Wn. Ne Ha nmopbukara:

14. HAYMUH HA OTIIYCKAHE

15. YKA3AHUA 3A YIIOTPEBA

16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

[Ipueto e ocHoBaHMe 12 HE ce BKIOUM nH(opMmanus Ha bpaiinosa a3Oyka.
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17. YHUKAJIEH HIEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

Hemnpunoxumo

18. YHUKAJIEH HAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

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

NH®Y3UOHEH CAK

1. NME HA JIEKAPCTBEHUSA INPOAYKT U IBbT(MIA) HA BBBEXK/IAHE

CARVYKTI 3,2 x 10° — 1 x 108 kyeTku MH(DY3MOHHA JUCTIEPCHS
uitakadrareH aBronepien (CAR+ xu3HecnocoOHu T KIeTKH)
CaMo 3a HHTPaBCHO3HO MPUIIOKCHUE.

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA T3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

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

[Taptuna:

HMMe Ha nmamueHTa:

Jata Ha paxxaaHe Ha MalKUEHTA!
Enunen esponeiicku xoj (SEC):
Wn. Ne Ha caka:

Wn. Ne Ha nopbukara:

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

30 ml uim 70 ml xireTpuHa TUCTIEpCHS HA CaK
BmxTe nHGOPMAIMOHHHUS JTIUCT HA MAPTUIATA.

|6.  JIPYTO

Camo 3a aBTOJIOKHA yHOTpeoOa.
[MpoBepeTe naeHTHOUKATOPUTE HA TTAIIUECHTA.
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JAHHHU, KOUTO TPABBA JA CbAbPKA HHOPOPMALIMOHHUSA JIUCT HA
IHAPTUJAATA, BKIIIOYEH BbB BCSAKA ITPATKA 3A EJUH NTAITUEHT

‘ 1. HUME HA JIEKAPCTBEHMA TPOAYKT

CARVYKTI 3,2 x 10° - 1 x 108 kneTku uH(py3HOHHA JUCTIEPCHSL.
niTakadTaren aproneBnen (CAR+ xu3znecmocobnn T KIeTKN)

2. OBSBSBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

ABTONOXKHM YoBeIIKU T KIICTKH, TCHETHIHO MOAM(MHUIIUPAHH EX VIVO ¢ M3MOI3BaHE HA JICHTHUBUPYCEH
BeKTOp, koaupail aHTu-BCMA xumepeH anturenen perentop (CAR).
ToBa JiekapcTBO ChABPXKA KIETKH OT YOBEIIKHU 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) NpPOJIyKTa Ha

CaK

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

Taprernara no3a e 0,75 x 10 CAR-nonoxurennu xuszHecnocoonn T kneTkn Ha kg TenecHo Terno (He
noseye ot 1 x 108 CAR-nonoxurennu xusnecnocoonu T KIETKH).

IMauwmentu ¢ terno 100 kg u mo-uucko: 0,5 - 1 x 108 CAR-nonoxurensu xusHeciocoonu T KIeTkH Ha
kg TenecHo TerIo.

[Maumentu ¢ terno Hax 100 kg: 0,5 - 1 x 108 CAR-nonosxurennu sxusHecnocoonn T KiIeTku (He ce
0a3upa Ha TEJIECHOTO TErJIO).

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

IIpeau ynorpeba npovereTe JIMCTOBKATA.
HHTpaBeHO3HO NPHIIOKEHHE

‘ 5. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

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 PEIUITUEHT 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 CIEHUU®UYHA
NHO®OPMALUA 3A TAPTUIATA

IIpou3sBesieH oOT:

Jlata Ha mpou3BOACTBO:
Jlata Ha u3THYaHe Ha cpoka Ha rogHocT: | JUI/MMM/ITTT
JbpkaBa mo MecToHa3HaueHUE

8. CIIEHUAJIHU ITPEAITA3HA MEPKU ITPU U3XBBPJISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPUAJIA 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. HHAPTUAEH HOMEP, KOOAOBE 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 MU AJIPEC HA IPUTEXATEJISI 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: m{(bopMamm 3a ManMeHTa

CARVYKTI 3.2 x 10° — 1 x 10® keTku undy3uoHHA AHCTIEPCHsE
muitakadrareH aBronepien (CAR+ sxu3HecnocoOHu T KIeTKH)
(ciltacabtagene autoleucel (CAR+ viable T cells))

vTOBa JIEKapCTBO TOJIICKH Ha AOITBIHUTEIIHO HabomeHue. ToBa 1me mo3Bon 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 Touka 4.

IIpoyeTeTe BHMMATEIHO LSLJIATA JIMCTOBKA, NIpeau 1a Bu ce mpwio:ku ToBa JieKapCTBO, Thil
KaTo T4 ChAbpPka BaxHa 3a Bac ungopmanus.

o 3anasere Ta3M JUCTOBKA. MOXKe Ja ce HAJI0XKH J1a 5 IPOYETETEe OTHOBO.

o AKO UMaTe HAKAKBHU JOMBJIHUTEIHNA BBIIPOCH, TOMUTANTe Barus ekap nin MeIuinHcKa
cecrpa.

o AKO MoNTyYnTe HIKAKBU HEXKEJaHU peakiluy, yBeJIoMeTe Barvs nekap nin MeTUIIMHCKA

ceCTpa. ToBa BkII0YBa M BCUYKH BB3MOKHU HEXKEIIaHU pCaKknun, HCONMMCaHu B Ta3u JIMCTOBKA.
BuxTe 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 JUCTOBKA

Kakso mpencrasmssa CARVYKTI u 3a kakBo ce u3mnonssa
Kakso TpsiOBa na 3naere, mpenu aa Bu ce npunoxu CARVYKTI
Kak ce nmpunara CARVYKTI

BBb3M0OKHM HEXEIaHU pPEaKIUU

Kak ce cpxpansBa CARVYKTI

ChabpkaHue Ha ONIAaKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

Uk wdE

1. Kaxkso npencraBiassa CARVYKTI u 3a kakBo ce n3nojizBa

. CARVYKTI e Bua nekapcTBo, HApEUEHO ,, TepaITusi ¢ TEHHO MOAHMUIIPAHN KIETKH , KOETO €
NPUTOTBEHO clielMainHo 3a Bac oT Bammre cobcTBenn 0enm KpbBHU KIIETKH, HapeueHu T
KJIETKH.

. CARVYKTI ce nznosnssa 3a 1e4eHre Ha Bb3paCTHH MAIMEHTH C pak Ha KOCTHUS MO3BK,
HapeyeH MyJITHUIUIEH MUeNoM. JIekapcTBOTO ce mpujara, KoraTo Hail-Majko e€HO APYTo
JICYECHHUE HE € TI0JCHCTBAIIO.

Kaxk neiictBa CARVYKTI

o Benurte KppBHU KIIETKH, B3eTH OT BamaTta KpbB, ca MOAU(PULIUpPaHH B Ta00OpaTOPHs, KaToO B TAX
€ BMBKHAT I'eH, KOWTO UM J[aBa B3MOXHOCT J1a TIPOU3BEIKIAT MPOTEHH, HAPEUCH XUMEPEH
anturereH peuenrtop (CAR).

o CAR mosxe 1a ce mpHUKpeny KbM crienn(UIeH MPOTEHH Ha TIOBBPXHOCTTA HA MUEIIOMHHUTE
KJIETKH, KOETO TI03BOJIsIBA Ha OenuTe Bu KpbBHU KIIETKH J1a pa3lo3HaBaT U aTaKyBaT
MHUEIIOMHUTE KJIETKH.

2. Kaxso Tps0Ba na 3Haere, npeau 1a Bu ce npuioxu CARVYKTI

He Tpsi6oBa 1a Bu ce npuiiara CARVYKTI
° aKo CTe aJleprUYHU KbM HIKOS OT ChCTaBKHMTE Ha TOBA JIEKApCTBO (M30pOEHH B TOUKa 6).
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o aKO CTe QJICPTUYHH KbM HSKOS OT ChCTaBKUTE Ha JICKapCTBaTa, KOUTO Iie Bu ObaT mpuioxxeHu
npeau iedenrero ¢ CARVYKTI 3a HamansBane Ha Opost Ha OeuTe KPbBHU KJICTKH 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.

[penynpexaeHust ¥ Mpeana3sHu MEPKH

MManuenture, nexkyBanu ¢ CARVYKTI, morar ia pa3BusT HOBH BUOBE pak. FiMa choO0IeHus 3a
MAIUCHTH, pa3BUBAIIU PakK, 3a1I0YBaIll B KpbBHUTE KiieTkH, cien teueHue ¢ 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 Harp. IpUabliy,
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 11e IPOBEPH HUBOTO Ha KPBBHUTE KIIETKU B KpbBTa Br

o 11e IpoBepH 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.

Kaxere BemHara Ha Baius nekap, ako MoJyduTe MOBUINIEHA TEMIIEPATYpa, CTYACHH TPBIIKU HITH

HSIKAKBU HpI/I3HaHI/I UJIN CUMIITOMU HA I/IH(i)eKHI/ISI, aKoO C¢e ‘IYBCTBaTe YMOpeHI/I UJIN UMAT€¢ CUHUHH UJIN

KbPBEHE.

BuaumagaiiTe 3a cepro3HU HeKeJJAHH pPeakIuu

CrplrecTByBaT CEpHO3HH HEXXETIAHH PEaKIINH, 32 KOUTO TPSOBa BeHAra Ja KakeTe Ha Bammst jgexap
WM METUIIMHCKA CECTpa U KOMTO MOXeE Jja HajlaraT He3a0aBHa MeIUIMHCKA oMo, Biskre Touka 4
,»CEpHO3HH HEXXETTaHU PEAKIUH ‘.

Jlena u roHOIIHN

CARVYKTI ne TpsiOBa na ce u3noa3Ba pH Aeua 1 IOHOUIM Ha Bb3pacT noA 18 rogunu, Thil Kato
JIEKapCTBOTO HE € IPOYYBAHO B Ta3W BH3PACTOBA I'PyIa M HE € U3BECTHO JAJIN TO € 0€301acHO 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
npueMaTe, HaCKOpO CTe MPUEMAaNIH WU € Bb3MOXKHO Ja MpUeMaTe APYyTH JEKapCcTBa.
[To-xoHKpETHO, KaXkeTe Ha Barms 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 Npean Aa Bu Obe HammpaBeH KpaThbK Kypc Ha XUMHOTepanus (HapeueH
XUMHUOTEpaIus 3a IMM(QOLUTHO U3UEPIIBAHE) 3a IOATOTOBKA Ha opranu3ma Bu 3a knetkute B
CARVYKTI.

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

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

bpeMeHHOCT 1 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 nekyBana ¢ CARVYKTI, Tps6Ba na 00chauTe eBeHTyaIHUTE CH MJIaHOBE 3a Obemla
OpemMenHocT ¢ Bamus nekap.

Ilopupane u padboTa ¢ MHCTPYMEHTH MM MAIIMHH
CARVYKTI mosxe cunHo na nosnusie criocoOHocTTa BH 3a mogupane u padora ¢ HHCTPYMEHTH W
C MallMHH, KaTO MPEIU3BHKA HEXXEIaHU PEaKIMU, KOUTO MOXe:

o na Bu Hakapat nja ce yyBcTBaTe yMOpPEHU
o Ja UMaTe npoOIeMH ¢ PaBHOBECHETO U KOOPIMHALUITA
o Jla ce 4yBCcTBaTe 00OBbPKaHU, CIabU MITH 3aMastHH.

He modwupaiite u He M3MONI3BaliTE HHCTPYMEHTH MIIM MAallIMHU HAl-MaJIKO 8 CEIMHIIU cIie]l TIpuilaraHe
Ha CARVYKTI u ako Te31 CUMITOMH C€ Bb30OHOBST.

CARVYKTI chabpxa numetud cyiadokcua (DMSO) u kaHAMUIIUH

Toga nexapctBo chabpika DMSO (BemiecTBo, H3MOI3BaHO 32 KOHCEPBUPAHE HA 3aMPa3eHU KIETKH) U
MOJKeE J]a ChIAbPIKA CIIEAN OT KAHAMULMH (aMUHOTJIMKO3U/ICH aHTUOMOTHK), KaTO U IBETE MOTaT
MIOHSIKOTA J1a PeIM3BUKAT aIePru4Hu peakuuy. Bamusar nekap me Bu Habmogasa 3a npusHany Ha
BB3MO)KHU aJ€PTUIHH PEAKIIHSL.

3. Kak ce npunara 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€MaT, 3a Jla ce IPUTroTBHU JIeKapcTBO 3a Bac.

o Bammusr siekap 1ie B3eMe MaJKo KpbB, KaTO U3I0JI3Ba KaTeThp (TphOUUKa), TOCTaBeH BbB
BeHara 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 n3rorBu CARVYKTI. To3u nporec oTHeMa 0K0JI0 4 CeIMUIIH.

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

MYJITUILICHUS MUeJIoM. ToBa ce mpaBy, 3a Ja He HaCTHITU BJIOLIABaHE.
JlexapcTBa, npuiaaranu npeau jJedeaue ¢ CARVYKTI

Hsikoaxo 1Hu npenu ToBa - 11e Bu ce npuinoxu iedueHne, HAPEUSHO ,,Tepanus 3a TUM(POLUTHO
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 kpbBHU KieTkd B CARVYKTI na moxke na ce yBennuu, korato ObaaT BPHATH B opranu3ma Bu.

30 10 60 MuHyTH Npeau TOBA - MOXe 1a Bu ce mpunoxar apyru nekapctsa. Te Moxe /1a BKIFOUBAT:
° AHTUXWUCTAMHHOBH JIEKapCTBA 3a aJepruyHa peakius, KaTo Hamp. TueHXuIpaMuH

° JIEKapCTBa 3a MOBUIIEHA TEMIIEPATypa, KaTo Hamp. NapaneTaMmo.

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

Kaxk mire Bu ce mpuioxu CARVYKTI
CARVYKTI e ennokpatHo neuenne. To Hsma na Bu ce mpumara oTHOBO.

. Bammst nexap nian Mmeaunuacka cectpa me Bu npunoxxar CARVYKTI kankoBo BB BeHara.
ToBa ce Hapu4a ,,MHTpaBEHO3HA MH(DY3UA* U TSI OOMKHOBEHO MPOIBIDKABA TO-MAJIKO OT
60 MUHYTH.

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

. MeaumuHCKHAT crienuanict, kKoito padotu ¢ CARVYKTI, mie B3eme moaxomsmiy mpeanasHu
MEpKH 32 MPeIOTBPaTsBaHEe HAa Bh3MOXKHOCTTA 32 IPEHACSTHE Ha HHPEKIMO3HU 3200 IsIBAHUSI.
o Toii e cra3Ba ChIIO ¥ MECTHUTE YKa3aHUs 3a MOYMCTBAHE WM U3XBBPIISIHE HA BCEKU

MaTepuai, koiTo ¢ oun B kouTakT ¢ CARVYKTIL

Caen kato Bu ce npuinoxkn CARVYKTI
o [Tnanupaiite na octanere 61130 10 OOMHULATA, KBAETO CTE JIEKYBAaHH, 38 HAl-MaJIKO 4 ceqMHULIN
cien kato Bu ce mpunoxu CARVYKTI.
- 11e TpsOBa Aa ce BpblLIaTe B OOJHMULIATA BCEKH JIEH 3a Hal-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
OoJHULaTa 10 OBJIAASIBAHE HA HEXEJIAHUTE PEaKUU U JOKATO He CTaHe 0e30MmacHo 1a
HaIyCHeETe.
- AKO TpomycHeTe HAKOe HacpO4YeHO MOocelIeHne, obaiere ce Ha Bamus nekap winu B
KBaJTM(pULMpaHU UEHTHP 3a JIeUeHHE Bb3MOXKHO Hal-CKOPO, 32 J1a HACPOUUTE HOB Yac.
. IIle 6BaeTE TOMOJIEHH Ja C€ BKIIIOYHUTE B PETUCTHP 3a Haii-Mayko 15 romguHw, 3a 1a ce
Ha0Jro1aBa 3/paBoCIOBHOTO Bu cheTosiHue 1 Aa ce pa3depat mo-1o00pe 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 IPEIU3BUKA HEXKEIIAHU PEaKIUK, BHIIPEKH Ye HEe
BCEKH T'H MOJTy4aBa.

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

Cepno3HH He:KeJIaHU peaKIuu
[MoTepceTe BeHATa METUIIMHCKA TOMOII, aKO TIOIYYUTE HIKOH OT CIICHUTE CEPUO3HU HEXEIaHH

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, ToBHIIIeHa TemnepaTypa (38°C uiu mo-BrCcoKa),

o YCKOpEHa ChpJieuHa JICHHOCT, 3aTPYAHCHO JUIIIaHE,

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:

MHoro 4yectn (Moxe J1a 3acerHat nosede ot 1 Ha 10 gymmn):

o 00BpKaHOCT,

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

o 3a0aBeHH JBMKEHHS, IPOMEHH B ITOYEpKa

Yectn (Moxe ga 3acerHat g0 1 Ha 10 xgymm):

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[efIHOCTI/I 1 MAaCKOBHUJIHO M3PAKCHHUC HA JIMLIETO

° CARVYKTI mMoxe na moBuIim prcka oT )KMBOTO3acTpalliaBaild HHPEKIUN, KOUTO MOXKE J1a
JIOBENIaT JI0 CMBPT.

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

Ilpyl"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

MpOoOJIEMU ChC CHHSA

0oJka, BKITFOUUTETHO MYCKYJTHA M CTaBHA O0JKa
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MOAyBaHe, MPEAU3BUKAHO OT HATPYMBaHE Ha TEUHOCT B OpraHu3Ma

yCellaHe 3a MHOTO CUJTHA YMOpa

rajieHe, HaMaJeH aneTHT, 3alekK, MOBPbIIaHe, JUapus

MPOOJIEMU C IBUKCHUETO, BKIIOYBAIIY MYCKYJIHUA CIIa3MH, MyCKYyJIHA CKOBaHOCT,

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

3ary0a Ha ycemaHe 3a 0onka

HUCKHY HUBA Ha aHTHTENA, HAPSUYCHU UMYHOTIIO0YIUHH, KOSTO MOXE JIa IOBEAE 10 HHPECKIIUU

HHCKO HUBO Ha KUCJIOPOJ B KPBBTA, KOETO MPEAU3BUKBA HEIOCTUT HA BH3IIyX, KallUIHIIA,

rinaBobome U 00bPKAHOCT

MOBUIIEHO KPBBHO HAJSITaHE

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

OTKJIOHEHHMSI B KPbBHUTE U3CJIEIBAHUS, KOUTO MOKA3BAT:

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

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

- HUCKU HHMBA Ha KaJIHii, HATPUH, KaJIuil, Maruesuii, ¢pochatu B KpbBTa

- HUCKY HHMBA Ha aTOYMUH, BUJ] IPOTEUH B KPHBTA

- 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(hUIiIH), KOWTO MOXKE Ja c€ POSIBU ¢ MH(GEKINSI U
MOBHUIIIEHA TEMIIEpaTypa,

raCTPOCHTEPHT (BB3MaJIEHNE HA CTOMAaxXa U YepBarta)

cToMalHa 6osika

UH(EKIH Ha TUKOYHHUTE ITbTHUIIA

rpOnYHa HHEKIUA

MOBHIIIEH Opoli Ha BHJ 0NN KPBBHU KIETKH (JTUM(OIITH)

TeXKa MHQEKIHU 3acsramia MsI0TO TS0 (CeTCuc)

0B0OpeyHa HeJJ0CTaTBYHOCT

HEpaBHOMEPEH ChPJICUCH PUTHM

Cepro3Ha UIMYHHA PEaKIIHs, 3acsTalla KPbBHUTE KICTKH - MOXKE J1a JOBEJIE /10 YBEIMUCH 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

TEKKO CHhCTOSTHHE HA 00BPKaHOCT

U3TPBIIBaHE Ha JIUIIETO, 3aTPYJHEHO JIBI)KCHNE HAa MYCKYJIMTE Ha JIMLETO U OYUTE

BHCOKO HUBO Ha OWITMPYOHH B KPHBTa

KPBBEH ChCUPEK

KO>KEH 00pHB

MOBHUIIIEHO HUBO B KPBBTA Ha MPOTEHH, HapeueH C-peakTHBEH MPOTEHH, KOETO MOXKeE Ja €
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)

MpaBydYKaHe, U3TPBIIBaHE U OOJIKA B AJIAHWUTE U CThIIAJATa, 3aTPYAHEHO X0/IeHe, cilabocT Ha
Kpakarta W/HiIH PhLETe U 3aTPYAHEHO JIUIIaHe

Hos Bup pak, 3amouBaii pa3BUTHETO CH B OIpeJiesieH BUJ Oer KpbBHU KIIETKH, HapeueHu T-
KJIETKH (BTOPUYHO 3JI0KaYECTBEHO 3a00s1BaHe OT T-KJIeTh4YEeH MPOU3XO.)
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Kaxere na Bammms nexap nin MEIUIIMHCKA CECTPa, aKO MOIYyYUTE HAKOS OT HEXKETaHUTE PEaKIvy,
n30poenu no-rope. He ce onurBaiite fa 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 HEXKEIaHH PEaKI[UK TUPEKTHO Ype3 HAllMOHATHATA CUCTEMA 3a ChOOIABaHE B!
W3mbaHuTe IHa areHIus 10 JeKapcTBaTa

yi. ,,Jlamsia I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

Karo cro01miaBare HeXXeIaHU PEAKIINK, MOXKETE Ja IAZeTe CBOSI PHUHOC 3a MOJIyYaBaHEe Ha IMOBEYEC
nH(pOpPMAIUS OTHOCHO O€30MMaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak ce cbxpansiBa CARVYKTI
Criennara nuHbOpMAaLKs € IpeJHa3HaYeHa 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 (aza Ha TeueH a3oT (< -120°C) mo pa3mpassBaHe 3a ynorpeoa.
[a He ce 3ampa3siBa MOBTOPHO.

6. Cbm)pmalme Ha OnMaKoOBKaTa M J0II'bJHUTEC/IHA I/IH(l)OpMaIII/Iﬂ

Kaxkso cpabp:ka CARVYKTI
AKTHUBHOTO BEILIECTBO € UITaKabTareH aBToJICBIIEN.

Bceexu nndysnonen cak CARVYKTI cpabpika kieTbuHa quCHiepcust IITaKadTareH aBTOJIEBIIEN,
chabpkama 3,2 x 108 1o 1 x 108 CAR-nonosxutennu xu3necriocoonn T KIeTKH, CYCIICHIUPaHU B
KPHUOKOHCEPBUpAIIl Pa3TBOpP.

Wudysuonen cak, ceappxkan 30 ml wu 70 ml nady3nonna qucmepcus.

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.

Kaxk m3rne:xkna CARVYKTI u kakBo chabp:Ka 0nakoBKaTa

CARVYKTI e 6e3uBerHa 10 Os71a KiaeTbuHa HH(Y3MOHHA AUCIEPCHS € KBJITH U PO30BU HIOAHCH,
30 ml mim 70 ml, kosito ce moctasst B MH(PY3UOHEH cak chOTBEeTHO OT 50 ml miu 250 ml,
MHIMBUIyaTHO ONIAaKOBaH B aJlyMHUHHEBA KPUOKACETA.

IIpuTexkaTes Ha pa3pellleHHETO 32 yNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpousBoaguren
Janssen Pharmaceutica NV

Technologiepark-Zwijnaarde 73
9052, Ghent
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http://www.bda.bg/

benrus

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

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

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 14 64 94 11
janssen@jacbe.jnj.com

bbarapus

»KOHCBHH & JIkoHCHH brarapus” EOO/]
Temn.: +359 2 489 94 00
jjsafety@its.jnj.com

Ceska republika
Janssen-Cilag s.r.o.
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)\ada

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

TnA: +30 210 80 90 000

Espafia

Janssen-Cilag, S.A.

Tel: +34 91 722 81 00

contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0800 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 1610 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.

Slovenija

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

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

Simi: +354 535 7000
janssen@vistor.is

Italia Suomi/Finland
Janssen-Cilag SpA Janssen-Cilag Oy

Tel: 800.688.777 / +39 02 2510 1 Puh/Tel: +358 207 531 300
janssenita@its.jnj.com jacfi@its.jnj.com

Kvbzpog Sverige

Bapvapag Xattnmavoyng Atd Janssen-Cilag AB

TnA: +357 22 207 700 Tfn: +46 8 626 50 00

jacse@its.jnj.com

Latvija

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

Iv@its.jnj.com

JlaTa Ha MOCJIeAHO Npepasriie;kaane Ha Juctopkara 03/2025.

Apyru u3TouyHuIM HA HHPOpMaus

IMonpo6Ha nH(OpMaIKs 3a TOBA JIEKAPCTBO € MpeAoCTaBeHa Ha yeOcaiita Ha EBpornelickaTta areHus
o JiekapcrBarta: 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.

[pennasHu MEpkH, KOUTO TPAOBA Jia C€ B3eMAaT MPEIU padboTa ChC WK IPUIOKCHUE Ha JICKAPCTBEHUS
MPOIYKT

CARVYKTI tps6Ba 5a ce TpaHCIIOPTUPA B PAMKHTE Ha JISYeOHOTO 3aBE/ICHUE B 3aTBOPCHH,
HEYYIUIMBU U HENPOITYCKIUBU KOHTEHHEPH.

To3u nexkapcTBeH NPOAYKT ChAbPAKA YOBEUIKA KPBBHU KIETKU. MEAUIIMHCKUTE CIEIIUAIUCTH, KOUTO
padotst ¢ CARVYKTI, tpsiOBa aa B3eMat moax0sIIH IPEANa3Hi MEPKH (11a HOCST PhKaBUIIH,
3alIUTHO OOJIEKIIO M 3allIUTa 32 OYUTE), 3a Ja W30erHaT MOTSHIIMATHO Tpe/iaBaHe Ha HHPEKIMO3HU
3a00JIBaHUSI.

CARVYKTI tpsidBa na ocrane < -120°C mpe3 msu1oTo BpeMe A0 pa3MpassBaHETO Ha ChIBPIKAHUETO
Ha caka 3a HH}y3usl.

IloaroroBka npeay NpUIOKEHUE

TpsiOBa 1a ce KoopAMHUPA BpemeTo 3a pa3MpassiBane u 3a nHQy3us Ha CARVYKTI. Bpemero 3a
uH(Yy3Us TPSAOBA J1a Ce MMOTBHPAU MPEIBAPUTEIHO U BPEMETO 32 3all0YBaHe Ha pa3MpassiBAHETO TPSOBa
na ce agarnrtupa, Taka ue¢ CARVYKTI na 0b1e Ha pasnonoxenue 3a vH(Y3Us, KOraTo NaIllUeHTHT €
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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
noBpejieH, U ce cebpikeTe ¢ Janssen-Cilag International NV.

Pasmpaszasane

IIpenn pa3zmpassiBane WHPY3HOHHUAT cak TPsIOBa Ja ce CIIOKH B TUTACTMAcOBa TOpOa, KOSITO
MOJKE J]a ce 3aTBaps ITHTHO.

CARVYKTI tpsibBa na ce pazmpasu Ha 37°C+2°C nnu Ha BoiHA OaHs, WK B yCTPOMCTBO 32
CYXO0 pa3MpassiBaHe, JOKAaTo MPECTaHe Jla ce BIKAA Jiell B HHPYy3noHHUs cak. OOIIOTO BpeMe OT
HAyasoTo 10 3aBbPIIBAHETO HA Pa3Mpas3siBaHETO He TpsAOBa na Obae moseue oT 15 MuHyTH.
WHdy3noHHUAT cak TpsOBa 1a ce M3BaAM OT 3aTBOPEHATa IIACTMAacoBa TopOa 1 /1a ce MOJICYIIH.
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 neHTpoyrupa u/uian pecycrieHaupa B HOBa cpefia peau HHPy3usiTa.

Cren pazMpassBaHe JIEKapCTBEHUSAT MPOAYKT HE TPsAOBaA Aa ce 3aMpa3siBa WK cliara B
XJIAAWIHUK TOBTOPHO.

Ipunoocenue

CARVYKTI e camo 3a eqHOKpaTHO aBTOJIOXKHO MPUIIOKEHHE.

[Mpeau nHQy3us 1 1Mo BpeMe Ha BH3CTAHOBUTEIHUSI IEPUO]] OCUTYPETE HAJTHIHE Ha
Toumnu3ymad u 00opyJBaHe 3a CIIelIHa MOMOIL. B ciyyaii Ha U3BBHpEHA CUTYaLMs, KOTaTo
HSIMa HAJIMYHOCT HA TOLMIIN3YyMal Mopaay HEJOCTHT, OITMCAH B KAaTaJIora 3a JIMIICBALIH
npoAykTH Ha EBporieiickaTta areHIus 1o JIeKapcTBaTa, Ja Ce OCUTYPSAT Ha MSACTO MOIXOSAIIN
anTepHaTUBHU MepkH 3a JedeHue Ha CRS BmecTo Torpmmzymao.

[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 pa3mpassiBade 1s10To chabpkanue Ha caka ¢ CARVYKTI tpsioBa na ce npuiioku upes
MHTpaBeHO3Ha WH(QY3Us B paMKHUTe Ha 2,5 yaca Ha cTaifHa Temmneparypa (20°C no 25°C), karo
ce u3MoJ3Ba Habop 3a uHby3us ¢ BrpajeH Guntbp. MHDy3uaTa OOMKHOBEHO MPOIbJKaBA 110~
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

Hewns3non3BaHuAT IeKapCTBEH MPOILYKTH U BCHYKH MaTePHAJIH, KOUTO ca OMITM B KOHTAKT C
CARVYKTI (TBBpau 1 Te4HH OTIAABIHN), TPSOBA Ja ce 00padOTBAT M U3XBBPIIAT KATO MOTEHIIHAIHO
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WH(EKIIMO3HY OTIIAIBIN B ChOTBETCTBHE C MECTHUTE yKa3aHus 3a paboTa ¢ MaTeprai OT YOBEIIKH
TIPOU3XO/I.

[IpepnpueMane Ha MEPKH B CJIy4Yai Ha cay4YalHa €KCIO3UIIUS

[pu ciyyaiina excro3uys TPsOBa Ja ce cra3BaT MECTHUTE yKa3aHUs 3a paboTa ¢ MaTepran OT
YOBEIIKH IIPOU3X0. PaOOTHUTE MOBBPXHOCTH M MaTEPUAINTE, KOUTO ITOTCHIIMAIHO ca OMIU B
koHTakT ¢ CARVYKTI, Tps6Ba na Obaat o0e33apa3eHu ¢ MOIXOIN JC3UH(PCKTAHT.
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