INPUJIOKXEHMUE 1

KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



vTosn JIeKapCTBEH MPOIYKT IMOAJIEKH Ha TOTBIHUTETHO Habmronenre. Tosa 1me mo3Boiu 06p30TO
YCTaHOBSIBAaHE HAa HOBa MH(OpPMAIUs OTHOCHO Oe3omacHoCcTTa. OT MEAMIIMHCKUTE CTICITUAIUCTH Ce
M3WCKBA J]a choOIIaBaT BCsAKA MOI03UPaHa HeXKeTaHa peakius. 3a HauiHa Ha ChOOIIaBaHe Ha HexXe-
JIaHU peaKIluy BIXKTE Touka 4.8.

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

CARVYKTI 3,2 x 10° — 1 x 10°® xnetku nundy3HOHHA JUCTIEpCHS

2. KAYECTBEH U KOJIMYECTBEH CHCTAB
2.1 OO60uro onucanue

CARVYKTI (munrakabraren apronesien (ciltacabtagene autoleucel)) e reneTnuHO MOAMpUIIPaAH
ABTOJIOXKEH KJICTHhYCH MPOIYKT, ChAbpiKall T KIeTKH, TPAHCAYIIMPAHU €X VIVO ¢ TOMOIITA Ha
PEIIMKANMOHHO HEKOMIIETEHTEH JICHTUBUPYCEH BEKTOP, KOJUPAIIl XUMEPEH aHTHI'CHEH PEIenTop
(chimeric antigen receptor, CAR), koiiTo pa3no3HaBa aHTH-B kileThuHUs MaTypallMOHEH aHTUTCH

(B cell maturation antigen, BCMA), BkJIroUBAlll IBE aHTUTENA C SIUHUYCH JOMEHH, CBhp3anu ¢ 4-1BB
KocTumynupai gomeitH u CD3-3eTa CUTHAJIEH JOMEIiH.

2.2 KauecTBeH M KOJIMYECTBEH CHCTAB

Bceku crienuduuen 3a manuenrta uHpy3noHeH cak ¢ CARVYKTI cpabppixka nunrakadraren
aBTOJIEBLIEJT B 3aBHCEIIA OT MAPTUAATA KOHICHTPAIMSI HA aBTOJIOXKHH T KIETKH, TEHETUYHO
MoauduLIUpaHy Taka, 4e Aa ekcnpecupat antu-BCMA xumepen anturenen penentop (CAR-
TTOJIOKUTEITHHN KU3HECITOCOOHU T KJIeTKH) (BXK. Touka 4.2). JIekapCTBEHHST MPOAYKT € OITAKOBaH B
envH HHQY3HOHEH CaK, ChIbpKAll HH(Y3HOHHA KIeThuHa aucrepcus ot 3,2 X 10° no 1 x 10° CAR-
MOJIOKUTEITHH KU3HECTIOCOOHH T KIIETKH, CyCHIeHIUpaHH B KPHOKOHCEPBUPAIL Pa3TBOP.

Enwnn nndysmonen cak ceappka 30 ml wim 70 ml nndy3nonna aucnepcusi.

KHGT’LHHI/IHT CbCTaB U KpalePIHT KIICTBhUYCH 6p0ﬁ 3aBUCAT OT TCJIICCHOTO TCTJIO HA MallUCHTA U Bapupar
HpI/I HapTI/IIIaTa 3a BCCKHU IMAIIUCHT. OCBeH T KJICTKH, MOKEC J1a Ma KJICTKHN €CTCCTBCHH y6HI>‘IIIPI
(Natural Killer, NK).

KonuuectBenata nHpOpMAaIys 3a JIeKapcTBEHUS NPOLYKT, BKIIOYBAILA 0011aTa KOHLIECHTPALUS
JKU3HECTIOCOOHH KIIETKH, o0eMa Ha aucriepcuira u oommus 6poir CAR+ kieTkn Ha cak u JocTaBeHarTa
J103a, € IpeAcTaBeHa B MH)OPMAIIMOHHUS JTUCT Ha MapTHIaTa, BKIIOYEH B KpHOKaceTaTa, H3M0I3BaHa
3a tpancnioptupaHe Ha CARVYKTI

IomomntHo(1) BeriecTBo(a) ¢ U3BECTHO JICHCTBHUE

Besika noza CARVYKTI ceappika 0,05 ml numeruin cyndoxcun (DMSO) va ml u octarbunu
KOJIMYECTBA KaHAMHUIUH (BK. Touka 4.4).

3a IIBJIHMS CIIMCHK Ha IIOMOILHUTE BEIIECTBA BIKTE TOUYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Wudy3nonna aucriepcus
besnserHa 10 Os1a MUCTIEPCHS C KBITH U PO30BH HIOAHCH.



4, KJIMHUYHHU JAHHHU
4.1 TepaneBTUYHHU NOKA3aAHUSA

CARVYKTI e nokasan 3a jeyeHre Ha Bb3PACTHU MALMEHTH C PELUANBUPAT U pedpakTepeH
MYJTUIUIEH MUEJIOM, KOUTO Ca MOIY4YHIIH Hai-MaJIKO TPH NPEAXOJHH TePalru, BKIIOYBALIH
MMYHOMOYJIHPAIIO CPEACTBO, MPOTEA30MEeH HHXHOUTOP 1 aHTH-CD38 aHTHUTIIO0, U ca MOTyYnIH
nporpecust Ha 3a00JI1BaHETO 110 BpeMe Ha MOCJIeIHAaTa Teparnusl.

4.2  J1o3upoBKa U HAYMH HA MPUJIOKEHHE

CARVYKTI tpsibBa na ce mpuara B KBaTU(PHUIUPaH LEHTHP 3a JICUCHHUE.

TepamnusTa TpsiOBa fa ce 3amoyBa 10 yKa3aHus U TI0] HAaOII0I€HNETO Ha METUITMHCKH CITEITHAIIUCT C
OTIUT B JICYCHUETO HA XEMATOJIOTUYHH 3JI0KaYeCTBEHH 3a00/IsIBaHUS M 00yUEH 3a IPUIIaraHeTo U
neuenneto Ha nanuentu ¢ CARVYKTL

[Ipenn nH)Y3UsITa KBaTUPUIMPAHUAT HIEHTHP 32 JISYeHHE TPSOBa /1a pasroara ¢ Hail-Manko 1 go3a
Tonmau3ymal 3a yrmorpeba B cirydail Ha CHHAPOM Ha 0CBOOOKIaBaHe Ha HUTOKHHH (cytokine release
syndrome, CRS) ¢ 1ocThIl 10 TOMBIHUTENHA 7032 B PAMKHUTE Ha 8 4aca OT BCsAKA MPEIXOaHA 7032 (BK.
tTouka 4.4). B cimydaii Ha M3BBHpPEIHA CUTYAITUs, KOTaTO HIMa HAIMYHOCT Ha TOMMIN3YMa0 mopaau
HEJIOCTUT, OIMCaH B KaTaJora 3a JMICBAIIY POAYKTH Ha EBporielickara areHnus 1o JiekapcTpara,
npeau uHQy3usaTa TPAOBA Aa ca Ha pa3noIoKeHUEe MOIXOASIIN alITepHATUBHI MEPKH 32 JIeueHHe Ha
CRS BmecTo Tonmnmu3ymao.

[Ipenn nH)Y3HUATa ¥ IO BpeMe Ha BH3CTAHOBUTEIHHS ITEPHOJ] TPSOBA ]a UMa Ha pa3IoIoKEeHUe
amapaTypa 3a CIIeIIHa TOMOII.
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CARVYKTI e npeanazHaueH 3a aBTOJNIOKHO MPUIIOKeHUE (BK. Touka 4.4).

JleuyeHneTO ce ChCTOM OT €JHA 7032 32 HH(Y3H, ChabpKaia qucrepcns Ha CAR-TION0XATETHH
s)ku3HecriocoOHu T KieTKU B euH MH(Y3UOHEH Cak.

Taprernata g03a e 0,75 x 10° CAR-nonoxurennu xusnecrniocobnn T kineTku Ha kg TenecHo Teryo (He
HaAXBBpIsma 1 X 108 CAR-10JI0KHUTENHH XKHU3HECTIOCOOHH T KIICTKH).

IMarmenTn ¢ Termo 100 kg u mo-awucko: 0,5 - 1 x10® CAR-nosioxkuTennu xusnecnocoonn T KIeTKH Ha
kg TenecHo Tero.

IMarmenTn ¢ termo Hax 100 kg: 0,5 - 1 x 10® CAR-110J105KHTENHA KHU3HECTTOCOOHN T KIIETKH (me ce
0a3upa Ha TETIECHOTO TETJIO0).

Bwxre npuapyskaBamus nHbopMalioneH TucT Ha naptuaara (LIS) 3a momsnanTenna nabopmars,
OTHACHIIA Ce [0 103aTa.

Mocmosa (bridging) mepanus
IIpenn nady3us Ha CARVYKTI momuciere 3a MocToBa Teparus 110 U300p Ha MPEIMTUCBAIITUS JICKap
3a HaMaJIsIBaHEe Ha TYMOPHHUSI TOBap WM CTaOWIM3Upane Ha 3a00i1s1BaHeTo (BXK. Touka 4.4).

Ilpedsapumenno neuenue (cxema 3a 1umpoyumuo uzuepnseane)

Cxemara 3a mTuM(OIUTHO H3UepIBaHe TPSIOBA Jla Ce OTIOXKH, aKO HIKOW MAI[MEHT UMa CEPUO3HU
HEKEJIaHHW PEaKIMH OT MPEIIISCTBAINTE MOCTOBH Teparnuu (BKJIFYUTEIHO KIIMHUYHO 3HAYNMa
aKTHBHA UH(DEKIHS, ChpACYHA TOKCHYHOCT U 0e0ApoOHa TOKCHYHOCT) (BXK. Touka 5.1).
Hammauero na CARVYKTI tpsioBa ga O061¢ MOTBEPACHO IIPEIN 3aII0YBAHE Ha cXeMara 3a
JTUMQPOLUTHO U3YEPIIBAHE.

Cxema 3a TuMQOIUTHO H3UEpPIBAHE, CHCTOAIIA ce 0T muKkIohocdamua 300 Mg/m? HHTPaBEHO3HO U
¢uynapabun 30 mg/m? MHTPaBEeHO3HO, TPSAOBA [a Ce MPHUIara BCEKH JIeH B IPOIBIDKCHHE HA 3 JTHH.
Wnudyszusara nva CARVYKTI tpsb6Ba na ce mpumoxu 5 10 7 JHM cieq 3alI0YBaHe Ha cXxeMaTa 3a
JTUMQPOLUTHO U34YepIBaHe. AKO OT3BYYaBaHETO Ha TOKCHYHOCTTA, IBJIXKAIIA CE HA CXeMaTa 3a
TUMQOIIMTHO M3YEpPIIBaHE, O CTENEH | MK MO-HUCKA MPOABIDKH MoBeve OT 14 THU, KaTo 10 TO3U



HauuH ce 3a0aBu npunoxenneto Ha CARVYKTI, cxemara 3a nuMdonuTHO M3uepnBaHe TpaOBa 1a ce
NPUIIOKU OTHOBO Cliefl Hail-Manko 21 qHM ciien mbpBarta 103a Ha IIbpBaTa cxeMa 3a JUMQOIUTHO
U34YEpIBAHE.

3a u3MeHeHUATa Ha J03aTa Ha nukiopochamun u hiayaapaOuH BUXKTE CbOTBETHUTE KpaTku
XapaKTePUCTUKH Ha MPOIYKTa Ha IUKIohochamus u piynapaOuH.

Ilpemedurayus
Crenaure nexkapcTBa TpAOBa Ja ce Mpriiokar Ha Bcuuku nauueHTu 30 1o 60 MUHYTH ITpeau HHPY3us
Ha CARVYKTI:

. ArTtunmpetuk (mapameramon 650 1o 1 000 mg mepopaiHO WM HHTPABEHO3HO).
. AnTtuxuctamuH (qudenxuapamuH 25 10 50 mg Wi eKBUBAICHT IEPOPATHO HITH
WHTPaBEHO3HO).

[IpodunakrranaTta ynorpeda Ha CUCTEMHH KOPTUKOCTEPOUIU TPSIOBA J1a ce U305TBa, Thil KATO MOXKE
na osiasie BbpXy neiicteuero Ha CARVYKTI.

CrenyanHy NONyJIaluK
Cmapuecka sv3pacm
He e HeoOxoq1Mo KOpUTHpaHe Ha J103aTa NP IMAIUeHTH Ha Bb3pacT > 65 roauHu.

Tlayuenmu, ceponozumusnu 3a eupyca na xenamum B (HBV), supyca na xenamum C (HCV) unu
yogewkus umyHooepuyumen supyc (HIV)

ITonacrosimem nuncsa onut B npou3BoAcTBoTO HAa CARVYKTI 3a manmeHTH ¢ MOJI0KUTENEH TECT 3a
HIV, aktusern HBV mnn aktusen HCV. [Ipenn B3eMaHeTo Ha KJIETKH 3a IPOM3BOACTBO Ha IPOAYKTA
TpsOBa 1a ce u3Bbpiu ckpuHUHT 32 HBV, HCV n HIV u npyru nHbeKI1o3Hu areHTH.

Tleouampuuna nonyrayus

bezomacuoctTa n eukacaoctra Ha CARVYKTI npu mera Ha BB3pacT mof 18 roawnam He ca
YCTaHOBCHHU.

JIuncBar nanHu.

Hauun Ha npusioxeHue
CARVYKTI e camo 3a UHTpaBEHO3HO MPUIIOKEHUE.

HE m3non3Baiite punThp 3a JIEBKOIMTHO U3YEPIIBAHE.

Hoozomosxa na CARVYKTI 3a ungy3sus

[penyu nady3usiTa 1 10 BpeMe Ha B3CTaHOBUTEIHHS EPHOJI TPSIOBA 1a Ce OCUTYPH HAINYUETO Ha
TONMIIN3YMa0 u 000pYBaHE 32 CIEITHA TOMOIII, HJIH MOJIXOJISIIN alITePHATHBHE MEPKHU B ClIy4ail Ha
M3BBHPEIHA CUTYAIHS, KOTaTo HiMa HATMYHOCT Ha TOUMIN3yMal Mopaan HeJJOCTHT, OTIMCAH B
KaTaJora 3a JIMIICBAIM MPOAYKTH Ha EBponeiickata areHus 1o jJekapcTpara.

[penu nady3usita TpaOBa Ja ce MOTBHPH, Y€ CAMOJIMYHOCTTA HA MAllUCHTa ChOTBETCTBA Ha
YHHMKaJHaTa nHpopMaLus 3a nanueHTa Bbpxy kpuokacerara Ha CARVYKTI, undysnonnus cak u B
UH()OPMAIIHOHHUS JIUCT Ha apTuaata (BkK. Touka 4.4).

JlekapcTBEHUAT MPOLYKT He TPsiOBa Jla ce pa3MpassBa, I0KaTo HiMa FOTOBHOCT 3a ynoTpeda. Bpemero
3a pazmpazsaBane Ha CARVYKTI u 3a undysus tpsaodBa na ce koopauaupa. Bpemero 3a nngysus
TpsiOBa Ja ce MOTBBPIU MPEABAPUTEITHO U BPEMETO 3a 3aII0YBaHE Ha pa3MpassiBaHETO TPsOBa 1a ce
anantupa taka, ue¢ CARVYKTI na Obe Ha pasnosiockeHue 3a MH(y3us, KOraTo NaleHThT € TOTOB.
JlexapCTBEHUAT MPOLYKT TPAOBA Ja ce MPHIIOKH He3abaBHO clies pa3MpassiBaHe U HHQY3usATa TpsiOBa
Jla ce 3aBBpIIU B paMKHTE Ha 2,5 Jaca OT pa3Mpa3sBaHETO.

3a noapoOHM yKa3aHUsi OTHOCHO IMMOATOTOBKATA, MPUIOKEHUETO, IPEAIIPHEMAHETO Ha MEPKHU B CIydai
Ha ciIydaeH KOHTaKT 1 u3xBbpiisiHeTo Ha CARVYKTI Buxre Touka 6.6.



4.3 IIporuBomoka3aHus

CBpPBX4YYBCTBUTEIHOCT KbM aKTUBHOTO(UTE) BEIIECTBO(a) MIIM KbM HIKOE OT IIOMOIIHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

Tps0Ba 1a ce B3eMaT MpeaBUI NPOTUBONIOKA3aHUATA 32 XUMUOTEpANHATA 3a TMM(OLNUTHO H3UEpPIIBAHE
U IOIbprKaILaTa Teparnus.

4.4  ChneunuajaHy mpeaynpeskaeHUs: U MpeANa3sHi MepKH NPH ynoTpeda

IIpocaenumoct
TpsibBa a ce mpuToKaT U3UCKBAHUATA 33 MIPOCIEANMOCT Ha Oa3upaHUTe Ha KJIETKH JIEKAPCTBEHU

MPOAYKTHU 32 MOJIEpHA Tepanus. 3a J]a Ce OCUTYPH MPOCIEIUMOCT, HMETO Ha JICKAPCTBEHHUSI IPOYKT,
MapTUAHUAT HOMEP M UMETO Ha JIEKyBaHHS MAIMEeHT TPI0Ba /1a ce ChXpaHIBaT 3a MePHO] OT
30 roauHu ciies] [aTaTa Ha M3THYaHE HA CPOKa Ha TOJHOCT Ha JICKAPCTBEHUS MPOTYKT.

OO0IIH TOJ0KEHUS

Asmonooicha ynompeba

CARVYKTI e npenna3zHaueH camo 3a aBTOJIOXHA YOTpeda 1 MPH HUKAKBU 0OCTOSATEIICTBA HE TPsiOBa
na ce mpuiara Ha Apyru manueHTd. CARVYKTI He TpsOBa ma ce BuBa, ako HHPOPMAIAATA BEPXY
ETHKETUTE Ha MPOAyKTa U HH()OPMAIIMOHHUS JIHCT Ha APTH/ATA HE CHhOTBETCTBAT Ha CAMOJIMYHOCTTA
Ha MalHUeHTa.

Knunuuna oyenxa npeou ungysus na CARVYKTI

Nudysusara za CARVYKTI TpsOBa na ce oTI0%kH, ako AaJICH MAIMEeHT UMa HIKOU OT CJICIHUTE

CHCTOSTHUSL:

o KIIMHIUYHO 3HAYMMa aKTHBHA UH(EKIUS WU Bh3NATUTEIHU 3a00IBaHUs,

o HEXEMaTOJIOTUYHA TOKCHYHOCT Ha IukiIodochamun u gurynapabuH crerneH > 3 mpu cxema 3a
TUMQONNTHO U3YepIIBaHe, C 3KIIOUSHHE Ha rajIeHe, TIOBPbIaHe, Hapus WU 3aleK CTereH 3.
Undysusra nva CARVYKTI tps6Ba ga ce oTi0xu 10 OT3ByYaBaHe Ha Te3U CHOUTHA J0 CTETICH
<1,

. aKTHBHA 0O0JIECT HA MPHUCAJIKATA CIIPSIMO TOCTOIPUEMHHUKA.,

HMa BEepOATHOCT MALMEHTUTE C aKTUBHO 3HAYMMO 3a00JIsIBaHE Ha IICHTPaJHATa HEPBHA CUCTEMA
(IHC) unu ¢ MmuHana anHaMHe3a 3a TakoBa 3a00JIsiBaHe WK MAIUCHTUTE ¢ HamalleHa ObOpeyHa,
4epHOpOoOHA, 00 poOHa WK ChpAcYHAa PYHKIHUSA 13 OBJAT MO-4yBCTBUTEIHH KbM MOCIICICTBUSATA
OT OTIMCaHUTE I10-/I0JTy HeXeJIaH! PeakIuy U Ja ce HyKIasT OT CIIeNUaIHO BHUMaHue. JIuncBa onmut ¢
ynorpebara Ha CARVYKTI npu manmenTu c¢be 3acsrane Ha [IHC ot MuesioMm u Apyru ChIECTBYBAIIH
KIMHAYHO 3Ha4YnMH 3a0omsBanus Ha IITHC.

EdukacHocrra/6e3onacHoctra Ha CARVYKTI npu manmeHTH ¢ npeaxoaHa eKCIO3HUINS Ha IPYTH
antn-BCMA nedenust, ca HEM3BECTHH.

ChlniecTBYBaT OrpaHUYUCHU TaHHU OTHOCHO eukacHocTTa/0e3omacHoctTta Ha CARVYKTI npu
MOBTOPHO JICKYBaHH MAI[UCHTH.

Ipocreosisarne cned ungysus

[MaruenTure TpsOBa 1a ce MpOCIeNIBaT BCEKU JICH B IPOAbIDKeHNE Ha 14 nHU ciien nH(y3usTa Ha
CARVYKTI B kBanmuunpan neHTHp 3a JIeYeHUE, a CIIe]] TOBA IIEPHUOIUTHO 32 OMIe 2 CeIMUIIH CIIe]
nHpys3usaTa Ha CARVYKTI 3a mpusHanm u cumnromu Ha CRS, HEBpomornyHu ChOUTHS U IPYTH
HPOSIBU HA TOKCUYHOCT (BK. TOUKa 4.4).

[TanmentuTe TpsiOBa Ma OBAAT MHCTPYKTHPAHH JIa OCTAHAT B OJIM30CT 70 KBATU(HUIIPAHO JeueOHO
3aBe/leHHUE 32 Hal-MaJlko 4 ceMUITU ciieq nHpy3usITa.

CuaapoM Ha 0cBOOOXK1aBaHe HA IMTOKUHU
Crnen nndysus ata CARVYKTI moxe na ce pa3Bue cHHAPOM Ha 0CBOOOX/T1aBaHE Ha IMTOKMHH,
BIJTFOUHUTEITHO JICTATHH WJIH )KHBOTO3aCTPAIIaBAIIX PEAKITHH.

[Toutn Bcnuku naumentyu nonyyasat CRS cnen nndysus na CARVYKTI, kaTo noBeuero ot Te3u
cpbuTHs ca crered 1 wim crened 2 (Bxk. Touka 4.8). Meauanara Ha BpeMeTO OT MH(Y3HITa Ha



CARVYKTI (den 1) no nosisara Ha CRS e 7 nau (nuana3on: 1 no 12 guu). [pu npudnmsurenno 90%
ot nanuentute Hayanoto Ha CRS e cnex Jlen 3 ot monmyuaBane Ha nH(py3usaTa Ha CARVYKTIL.

B mouru Bcuuku cinyvan npoabikutenHoctta Ha CRS Bapupa ot 1 1o 15 nuu (Meauana Ha
npoxbkutennoctta 4 qau). [lpu 90% ot nanmentute npogbkurenHocTTa Ha CRS e < 7 nHu.

Kmmanaunte npusHay u cumntoMy Ha CRS morat ma BrirouBat, HO 6€3 1a ce orpaHUYaBaT 10
MOBHIILICHA TeMIlepaTypa (ChC WK 0e3 BTpHCaHe), CTYJICHH TPBIIKH, XUITOTOHUS, XUIIOKCUS U
MTOBHUIIICHH YePHOAPOOHHU eH3UMH. [loTeHIIMaIHO JKUBOTO3aCTpaaBanuTe yciaoxxaenus Ha CRS
MOTaT Jia BKIIFOYBAT ChpIedHa TUCHYHKIHS, HEBPOJIOTHYHA TOKCHIHOCT U XeModaromuTHa
mumdoxuctuonurosa (HLH). [Narmenture, kourto passusat HLH, Moxe na Obaat u3ioxeHu Ha
TIOBHIILIEH PUCK OT TEXKKO KbpBeHe. [lannenTure TpsOBa 1a ce HaONr01aBaT BHUMATEIHO 32 TPU3HAIU
WJIM CUMIITOMH Ha T€3W CHOUTHSI, BKIFOYUTEITHO MOBHIIIEHA TeMIiepaTypa. PruckoBure dakTopu 3a
texbk CRS BKITIOYBAT BUCOK TYMOPEH TOBAp Mpeau MH(PY3HUITa, akKTHBHA WH(OEKIIMS U paHHA MOsBa
Ha MOBUIIIEHA TeMIIepaTypa WK EepCUCTHpalla NOBUILIEHA TeMIeparypa ciel 24 Jaca
CUMITOMATHYHO JICUEHHE.

Unodysusara na CARVYKTI Tpsi0Ba aa ce 0TI0XH, aKo NalueHTHT UMa HE OT3ByUYalld CEPHO3HH
HEKEeJIAHU PEaKLUH OT MIPEIXoHaTa Tepanus 3a TMM(OIUTHO U3UEPIIBAHE WIX MOCTOBATA Tepamus
(BKITIOUXTETHO ChPICYHA TOKCHYIHOCT B 0€J0Jpo0Ha TOKCHYHOCT), Obp3a Mporpecus Ha 3a00JIIBaHETO
Y KIMHAYHO 3HauuMa akThBHA HH(ekuus (BxK. Touka 4.2). [lpean undysus na CARVYKTI tpadsa na
ce MPUJI0KU NOAXOAAIIO NPOPHIAKTHYHO U TEPalleBTUYHO JeUeHrne Ha HH(eKuuuTe, Kato TpsOBa 1a
Ce OCUT'YPH I'bJIHO OT3BY4YaBaHE Ha BCSIKA akTUBHA nHGekuud. MHdexkuuu Morat 1a Bb3HUKHAT U
eaHoBpeMeHHO cb¢ CRS 1 1a moBHIIaT pUCKa OT JIETAIHO ChOUTHE.

IIpenn na}py3UATa TPAOBA Ma CE OCUTYPH HATHMYHETO Ha MTOHE €IHa J03a TOIMIn3yMab 3a yrmoTpeba B
ciydait Ha CRS. KBanudurupaausT HEHTHp 3a JIeueHue TpIOBa a MMa JTOCTHII 10 €IHA
JOITBITHUTEINHA 1033 TOUMWIN3yMal B paMKUTE Ha § Jaca OT BCsKa MpenxoaHa no3a. B ciyyaii Ha
M3BBHPEIHA CUTYALHs, KOTaTo HiMa HATMYHOCT Ha TOUMIN3yMal Mopaau HeJOCTHT, OTIMCaH B
KaTajora 3a JIMIICBAIIN MPOAYKTH Ha EBpomeiickaTa areHIus 1o JiekapcTBara, IeHThPHT Ha JeUeHHe
TpsOBa Ja ©Ma JTOCTHII JI0 MOIXOASAIIN ITePHATUBHU MepkH 3a jieuenue Ha CRS BmecTo
tounnuizymao. [lanmenture TpsiOBa na ce HabmogaBat 3a npu3Hauy 1 cuMntToMu Ha CRS Bceku JieH B
npoabibkenue Ha 14 qau cnen nHpysuara Ha CARVYKTI B kBanudumnupan neHThp 3a JIeYeHHe U
TIEPUOAWYHO CIIE]] TOBA 32 OIIE JBE MOMbIHUTETHH ceamunu cien nHpy3usata Ha CARVYKTIL.

[TaunenTute TpsiOBa J1a ce ChBETBAT Aa NOTHPCIT He3a0aBHO MEIUIIMHCKA ITOMOIL IIPH 110sIBa Ha
npu3Hany Wi cumntomu Ha CRS mo Besiko Bpeme. [lpu mbpBu nmpusaany Ha CRS nmanueHTsT TpsidBa
He3a0aBHO J1a ce OLICHH 33 XOCHHUTAIN3aLus U TpA0Ba Ja ce 3all0YHe JICYeHHE C TOAIbPKALIN TPHKU U
TOLMIN3YMa0 WM TOUMIN3yMad U KOPTUKOCTEPOUIN, KaKTO € TokazaHo B Tabnuua 1 mo-goiy.

[Ipu manuenTH ¢ TeXbK WK He noBiuspail ce CRS TpsoBa na ce oomuciu orenka 3a HLH. TIpu
MAIMEHTH C BUCOK TYMOPEH TOBap Mpeau UHQPY3UsITa, paHHA M0sSBa Ha ITOBUIIICHA TEMIIEPATyPa WIH
TIEpPCUCTHpAIIa MOBHIIIEHA TeMIiepaTypa ciiel 24 Jaca TpsiOBa 1a ce OOMUCIN paHHO MPUJIOKEHHE Ha
Tormmm3yMad. Ymorpebara Ha MUCTIOUIHN PACTeKHU (haKTOPH, 0COOCHO TpaHyIIOUT/MaKkpodar-
kosonnoctumympant haxkrop (GM-CSF), tps6Ba 1a ce u3bsarsa mo Bpeme Ha CRS. TIpu marmenTs ¢
BHCOK TYMOPEH TOBap MOMHUCIIETE 32 HaMaJIIBaHEe Ha M3XOIHUS OOJIECTEH TOBAp C MOCTOBA TepaIus
npean uadysus Ha CARVYKTI (8. Touka 4.2).

Ograossane Ha cunopoma Ha 0ceoboxcoasane Ha yumoxunu, cevpsan ¢ CARVYKTI

Axo nma cemHerne 3a CRS, nexysaiite ciopen npenopbskute B Tabmuma 1. Tpsaodsa ga ce npuiara
noabpokaio jedeHne 3a CRS (BximrouBario, HO 6€3 /1a ce orpaHnYaBa 10 aH THIHPETHIIH,
NOJAbpKAaHE C 1.V. pa3TBOPH, Ba30MPECOPH, AOIBIHUTENCH KUCIOPO U Ap.) Copel HykauTe. TpaoBa
Jla ce UMAaT MpeaBH L JIAOOPAaTOPHU M3CIIEABaHU 3a IPOCesIBaHe 3a AUCEMUHUPAaHa BbTPECHI0BA
KoaryJjanus, pocieisBaHe Ha XeMaTOJIOIMYHNUTE MT0Ka3aTeln, KakTo U Ha OenopoOHaTa,
chbp/euHaTa, ObOpeuHara 1 YepHoapoOHaTa GpyHkims. [Ipy marueHTH, KOUTO pa3BUBAT
BucokocreneHeH CRS u HLH, xouTo ocTaBat TeXKH WM AKUBOTO3ACTPAIIABALIY CIEA IPEIXOAHO
IPUIOXKEHHE Ha TOLMIIN3YMa0 U KOPTUKOCTEPOUAN, MOTaT [ja C€ UMAT MPEIBHU] IPYT'H MOHOKIOHAIHH



aHTHTeNa, TApreTUpaIly TUTOKUHUTE (Hanpumep, anTu-1L1 u/nnm antu-TNF o), unu Tepanmus,
Hacou€Ha KbM HaMassiBaHe U enuMmuHupane Ha CAR-T knetkure.

Axo ce noao3uvpa CbIIbTCTBAI[a HEBPOJIOTUYHA TOKCUYHOCT 11O BpEMC Ha CRS, npnnaraﬁTe:

° KoptukocTeponin B ChOTBETCTBUE C MO-arpeCUBHATA HHTEPBEHIIMS Bh3 OCHOBA HA CTEIICHTA Ha
CRS u HeBponornuHaTa TOkCHYHOCT B Tabmwmm 1 u 2,

° Tounnu3ymab criopen creneHTa Ha CRS B Tabmuma 1,

. [IpoTuBOTrbPYOBH JIEKAPCTBA B CHOTBETCTBUE C HEBPOJIOTHYHATA TOKCUYHOCT B Tabmuma 2.

Ta6anual: Yka3zanusi 3a onpesie/isine HA CTeNeHTa U oBiajasBane Ha CRS

Crenen Ha CRS? Touuauzymas® Koprukocreponau®
Crenen 1
Temnepatypa >38 °C* Moxe 1a ce oOMucIu N/A

MPUIIOKEHUE Ha
toumnzymad 8 mg/kg
uaTpaBeHo3Ho (i.V.) B
poabiDKeHre Ha 1 Jac (1a
He ce npesumasat 800 mg).

Crenen 2

3a OBJIAAsIBAHECTO HA CUMIITOMHUTEC
ce M3UCKBA YMEPEHA HamMeca U Te
CC IIOBJINABAT OT.HECA

Temmneparypa >38 °C° ¢:
XUMOTOHMS, HAJIarama
IPHUJIOKEHUETO HA BA30IPECOPH,
n/unu

XUMOKCHSl, HAJarama nojaBaHe Ha
KUCIIOPOJI TIPE3 KaHioa" HiIH Ype3
,blow-by“ MeTo,

WnJIn

OpraHHa TOKCHUYHOCT CTEIIEH 2.

IIpunaraiite TonuIn3yMad

8 mg/Kkg i.v. B mpoabioKeHHE
Ha 1 Jac (1a He ce
mpesurraBaT 800 mg).

[MorTapsiiTe ToruIM3yMad
CTIOpe/] HYXKIUTE HA BCEKU

8 gaca, ako He ce TOBIUABA
OT UHTPABEHO3HU PA3TBOPH
70 | TUTHp WK yBETHYABAHE
HA JOIbIHUTEIIHUAS
KHCJIOPO/I.

OOMucIeTe MPUITOKEHNE Ha
MeTHInpeaau3010H 1 mg/kg
HHTpaBeHO3HO (i.V.) 1Ba MbTH
JTHEBHO HJIH JIEKCAMETa30H
(marp. 10 mg i.v. mpe3 6 yaca).

AKo HsiMa 1oJ1IoOpeHNe B paMKuTe Ha 24 yaca Win ce Habro1aBa
0bp3a nporpecus, TOBTOPETE TOIMIN3YMa0 U YBEIHYETE 103aTa
Ha jekcameTa3oH (20 mg i.v. Ha Bceku 6 10 12 daca).

Crnen 2 no3u tonmiau3zymad oOMUCIIETe anTepHATHBHA

AHTUIIMTOKHMHOBHU Cpf?,Z[CTBa.r

He npesumasaiite 3 no3u Tonmin3zymad B paMkute Ha 24 yaca

wiy 001110 4 MO3H.

Crenen 3
CHUMITOMHUTE U3UCKBAT U CE
MOBJIMIBAT OT arpecuBHa HaMeca.

Temnepatypa >38 °C® c:

Karo crenen 2

[Mpuoxere METUIIPETHU30JIOH
1 mg/kg i.v. nBa mbTH JHEBHO
Wi nekcamerasol (Hamp. 10 mg
i.v. mpe3 6 Jaca).




XUNoTOHMSI, HAJIarama
MPUJIAraHETO Ha eIMH Ba30Ipecop
ChC WIIA O€3 Ba30IPECHH,

u/unn

XUWIMOKCHSI, HAJaramia moJaBaHe Ha
KHCJIOPO/I MPe3 BUCOKO MOTOYHA
KaHI0Ja", Macka, HEpeBEPCUBHA
Macka, Wit Macka BeHTypw,

niIn

OpranHa TOKCHYHOCT CTETIeH 3
WM TPaHCAMUHA3EMHSI CTETICH 4.

AKo HsMa 1oI00peHre B paMKHUTE Ha 24 yaca uiu ce HabroaaBa
Obp3a mporpecusi, MOBTOPETE TOIUIN3YMald U YBEIUIeTe 103aTa
Ha fekcaMmeTrasoH (20 mg i.v. Ha Bceku 6 10 12 gaca).

AKo HsMa 1ooOpeHne B paMKHUTe Ha 24 yaca uinn ce HabmogaBa
Obp3a mporpecus, IPEeMUHETe KbM METHIIpeTHI30I0H 2 Mg/Kg
i.v. mpe3 12 gaca.

Crnen 2 no3u Tonmiuzymabd oOMUCIIETe anTepHATHBHH
AHTHIIUTOKUHOBH CPEICTBA."

He mpeBumagaiite 3 no3u Tonnnuzymad B paMKuTe Ha 24 gaca
niu oouro 4 1o3M.

Crenen 4

)KI/IBOTOIBaCTpaIHaBaHII/I CUMIITOMH.

Heo06xoauMocCT 0T MEXaHWYHA
BEHTHIIAIUS, HEITPEKbCHATA BEHO-
BeHO3Ha xemonuanmu3a (CVVHD).

Temmneparypa >38 °C” c:

XUIOTOHMS, Hajlaraia
MIPUIIOKEHUETO HA HAKOJIKO
Bazomnpecopa (¢ U3KI. Ha
Ba30IPECHH),

n/uiy,

XUIOKCHs, HaJlaraa nojaBaHe Ha
KHCJIOPOJ] C TTOJIOKUTEITHO
nansrane (Harnp. CPAP, BiPAP,
MHTYOAIMsI 1 MEXaHWYHA
BEHTHIIAITNA),

i

OpraHHa TOKCHYHOCT cTerieH 4 (¢
U3KIIIOYEHNE Ha

Kato crenen 2 IIpunoxere aekcameTa3oH

20 mg i.v. mpe3 6 yaca.

Cren 2 no3u Touminzymad oOMuUcIeTe alnTepHaTHBHU
AHTUITUTOKUHOBH cpencTBa’. He nmpeBumanaiite 3 mo3u
TOIMIN3yMad B paMKkuTe Ha 24 gaca uin o0mio 4 103u.

AKo HAMa 1mo1o0peHre B paMKHUTe Ha 24 yaca, TOMHUCIIETE 3a
METHIIPEeTHU30II0H (1-2 g 1.v., IpH Hy’X/Ja MOBTapsNUTE Ha BCEKU
24 vaca; HamaJsBalTe MOCTEIICHHO J[03aTa CIOPE KIMHUYHUTE
MTOKa3aHus) WK JPYTH UMYHOCYIIpecopH (HaIp. ApyTy aHTH- |
KJIETHIHH TEePaITim).

TpaHCAMHUHA3EMHSI).
a

Bb3 ocHOBa Ha cuctemarta 3a omnpeensiue Ha crenenta Ha ASTCT 2019 (Lee et.al, 2019), mogudunupana
TakKa, 4€ J1a BKJII0OYBA OpraHHa TOKCHUYHOCT.

3a rmoseue I/IH(I)OpMaHI/IH BHMIKTC KpaTKaTa XapaKTCpUCTHUKA Ha MPOAYKTA, CbAbPiKalll TOHI/IHI/I3yMa6.

OOmucIeTe anTepHATUBHA MEPKH (BXK. TOUKH 4.2. u 4.4).

[purmcana Ha CRS. XUNOTOHMATA WIIM XUITOKCHATA MOKE HE BUHATH Ja C€ CBIPOBOXK/IAT OT TOBHUIIICHA

TeEMIICparypa, TBH KaTo TS MOXKE Jla C€ MaCKupa OT MHTCPBCHIIMN KAaTO HAIlP. aHTUIIUPETULIN WU
AHTHUIUTOKWHOBA Teparus (Hamp. TOIMIn3yMab Wik cTepouan). Jlumncara Ha MOBHUINICHA TEMIIepaTypa He
NOBJIMsIBA peneHneTo 3a teyeHne Ha CRS. B To3u ciyuait neyennero Ha CRS ce ppKOBOAN OT XMITOTOHUSTA
WJIN XUITOKCHSATA U OT MO-TEXKHsI CHMIITOM, KOWTO HE MOJKE Jla ce OT/Jajie Ha Jpyra NpUYrHA.

HpI/I HCIIOBJIMABAIIL CC CRS Moxe Ja ¢ uMat npeaABruJl MOHOKJIIOHAJIHU dHTHUTEJIA, HACOUCHHU CPCIY

IUTOKMHUTE (HanpumMep aHTu-1L1 kaTo aHakuHpa), Bb3 OCHOBA Ha ITPAKTHKATa Ha JIeueOHOTO 3aBe/ICHHE.

Hucko norodnara HasanHa KaHioa € <6 1/min; BUCOKO IIOTOYHATA Ha3aJaHA KaHroma e >6 |/min.

¢ Tlpomwmxere yrnorpedaTa Ha KOPTHKOCTEPOUAH, JOKATO CHOMTHETO JOCTUTHE CTETEH | MITH IMo-Majka,
HaMmaseTe MOCTETICHHO J103aTa Ha CTEPOUANTE, aK0O 00IIaTa eKCIO3HUIHS € ITOBeYe OT 3 THHU.




HeBponornuHa TOKCHYHOCT

Hesponoruana TokcnaHocT B3HUKBA YecTo cien geuenne ¢ CARVYKTI u moxke ga Obae metanHa
WM ’KUBOTO3acTpaiasaiia (Bx. Touka 4.8). HeBponornunara TokcuuHoct BKiarouBa [CANS,
JIBUTATETHA U HEBPOKOTHUTHBHA TOKCHYHOCT C MPU3HAIM U CUMIITOMH HA TAPKUHCOHU3BM, CHHAPOM
Ha Guillain-Barré, nepudepan HeBponaTHy u MMapaim3a Ha 4eperHO-MO3bIHN HepBH. [lanmenTuTe
TpsiOBa Ja ObIAT KOHCYJITUPAHU OTHOCHO NMPU3HAINTE U CHMIITOMHTE Ha TE3H MPOSBH Ha
HEBPOJIOTMYHA TOKCUYHOCT, KAKTO M OTHOCHO 3a0aBEHOTO HAyallo Ha HAKOM OT TE€3H MPOSBU Ha
ToKcH4YHOCT. [lanimenTuTe TpsiOBa Aa OBbIAT MHCTPYKTUPAHU Ja MOTHPCAT HE3a0aBHO MEIUITMHCKA
TIOMOIII 32 TTO-HATATHIITHA OIIEHKA U JICYSHHE, aKO KOTaTo U Ja € Ce MOSBAT MPU3HAIN U CUMIITOMHA
Ha HIKOS OT T€3U MPOSIBU Ha HEBPOJIOTMYHA TOKCUYHOCT.

Cunopom na nespomoxcuunocm, cevpsan ¢ umynnume egpexmopnu kiemxu (Effector Cell-Associated
Neurotoxicity Syndrome, ICANS)

IIpu nanuenTn, nonyyaBamy CARVYKTI, Moxke 1a ce mOosBH JieTajeH UK KUBOTO3acTpallaBalll
ICANS cren meuenne ¢ CARVYKTI, BrirrounTtenHo npean mosisata Ha CRS, eqHoBpeMeHHO che
CRS, cnen or3ByuaBane Ha CRS mnu npu orcberBre Ha CRS. CuMmnroMmuTe BKITOUBatT adasus,
3a0aBeH roBop, qucrpadus, eHiedaionaTys, IOTUCHATO HUBO Ha Ch3HAHUE U ChCTOSTHUE Ha
00BPKaHOCT.

[Ipu naumeHTH ¢ BUCOK TYMOPEH TOBap TPsIOBa Jja ce 0OMHUCIIM HaMallsiBaHe Ha U3XOJHHS O0JIeCTeH
ToBap ¢ MocToBa Tepanus npeau nHdpysus Ha CARVYKTI, koeto Moke f1a HamMaal prcKa oT
pa3BUTHE Ha HEBPOJIOTHYHA TOKCHIHOCT (BK. Touka 4.8). [larmenTuTe TpssOBa ga ce HaOMIOAaBaT 3a
npu3Hany Wi cumntomMu Ha [CANS B nponbmkeHre Ha YeTHPY ceIMUI ciiex nHdy3usata. [pu
nbpBH npu3Haiy Ha ICANS manueHTsT TpsOBa He3a0aBHO /1a Ce OLIEHH 33 XOCTIMTATU3alMs U 1a ce
3aro4yHe MOJABPIKAIIO JIEYEHHE KaKTOo € yka3aHo B Tabnuna 2 mo-gomny. PaHHOTO oTKprBaHe 1
arpecuBHoTO JeueHne Ha CRS nnm ICANS Mosxe 1a 6b1e BaKHO 3a MPeIOTBpaTABaHE HA NOSIBATA WIIH
BJIOIIABAHETO HA HEBPOJIOTUYHATA TOKCHYHOCT. [IpoasmkaBaiiTe qa HabMI0AaBaTe MAMEHTHTE 32
NpPU3HAIM U CHMITOMH Ha HEBPOJIOTHYHA TOKCUYHOCT ciie Bh3cTanossBane oT CRS u/mnu ICANS.

Osnaoseane Ha Hegponocuunama mokcuuynocm, cevpzana ¢ CARVYKTI

[Ipu mepBY NIpU3HAIKM HA HEBPOJIOTUYHA TOKCHYHOCT, BKiIrouBama ICANS, TpsOBa 1a ce oOmMucau
HEBPOJIOTMYHA OlleHKa. V3KiroveTe qpyru NPUYHHA 32 HEBPOJIOTHYHUTE cUMITOMU. OcUrypere
WHTCH3UBHH TPHKH M MOIIbPIKAIIA TEPANKs 33 TEKKa WK KUBOTO3acTpalllaBalila HeBpPOJIOTHIHA
TOKCHUYHOCT.

AKO TI0 BpeMe Ha IpOsiBeHaTa HEBPOJIOTHYHA TOKCHYHOCT ce mojo3upa chirbreTBam CRS,
HpuiIaraire:

o Koprukocteponau B ChOTBETCTBHE C MO-arpeCHBHATA MHTEPBEHIHMS Bb3 OCHOBA HA CTETICHTA Ha
CRS u Ha HeBponornyHara TokcuyHocT B Tabummu 1 u 2,

. Toumnuzymab criopen crenenta Ha CRS B Tabmuia 1,

o [TpoTHBOrbPUOBH JIEKAPCTBa B CHOTBETCTBHE C HEBPOJIOTHYHATA TOKCHYHOCT B Tabiuua 2.

Tao6auna 1: Yka3anusa 3a osiaaaasane Ha |CANS

Crenen Ha ICANS? KopTukocrepouau

Crenen 1 OobmMucrnere npuiioxxeHne Ha gqexcameTason” 10 mg
WHTPaBEHO3HO Ha BcekH 6 1o 12 gaca 3a 2 1o 3 aHU.

ICE ckop 7-9°
OOMuceTe NPUITOKEHHE HA HECETaTUBHU

WK TOTHCHATO HUBO HA Ch3HAHHE: POTHBOT'BPYOBH JIEKApCTBA (HAIID. JICBETHPAILIETaM )
pearupa CrioHTaHHO. 3a PO HIAKTHKA HA I'bPUYOBETE.




Cremnen 2
ICE ckop-3-6°

WM TIOTHCHATO HUBO Ha Ch3HAHUE!
pearupa Ha riac

[Mpunaraiite nexcameraszon” 10 mg uHTpaBeHO3HO Ha
BCEKH 6 yaca 3a 2-3 JHU WIN MO-NPOIBIKHTEITHO
IPH IEPCUCTHPAIIN CHMIITOMH.

OOMucrnere NOCTENIEHHO HAMAJIIBaHE HA J103aTa Ha
CTEPOUANTE, aKO 00I1aTa EKCIIO3ULIUS Ha
KOPTUKOCTEPOH I € ITOBeYe OT 3 THHU.

OO0MucneTe HeCeTaTUBHU MPOTUBOT'bPUOBH
JeKapcTBa (Harmp. JIeBeTHpareraM) 3a mpodriakThuKa
Ha T'bPYOBETE.

Crenen 3

ICE cxop-0-2°

(Axo ICE ckopst € 0, HO HanueHThT
pearupa (Hamp. OymeH ¢ riaobdanHa adasns)
Y MOXKE€ JIa C€ U3BBHPIIHU OIICHKA)

WJIM [IOTUCHATO HUBO HA Ch3HAHUE:!
pearupa caMo Ipu TaKTUIEH CTUMYJI,

WY I'bPYOBE, KAKTO U:
® BCEKH KIMHUYEH I'bpY, HOKAJICH WU
TFeHEepATM3UpaH, KOUTO 0T3By4aBa
0Bp30, WK
e HEKOHBYJICUBHM npunansuu Ha EET,
KOUTO OT3BYyYaBaT C MUHTEPBEHIIMS,

WITY TTOBUIIICHO BBTPEUCPEITHO HAJIATaHEe
(ICP): doxanen/nokajieH OTOK Ipu
00pa3HO HM3Clie/[BaHe Ha HepBHATA
cucrema’.

[Ipmmaratite nekcameraszon” 10 mg-20 mg
WHTPAaBEHO3HO Ha BCEKH 6 Haca.

Ako HaMa noroOpeHue cien 48 Jaca WU MPOSIBUTE
Ha HEBPOJIOTHYHATA TOKCHYHOCT C€ BJIOIIIAT,
YBEJIMYETE JI03aTa Ha IEKCAMETa30H" 10 Hal-MaJIKo
20 mg MHTPAaBEHO3HO Ha BCEKHU 6 Yaca; HaMalleTe
MTOCTETICHHO J03aTa B paMKHTE Ha 7 ITHU,

NJIN yBenuuere 10 BUCOKA J103a METHIIIPEIHU30JIOH
(1 g/newn, npu Hy>K/1a OBTApsITE HA BCeKu 24 yaca;
HaMaJIIBalTe MOCTENEHHO J103aTa CIopea
KITMHUYHUTE [TOKA3aHUs).

OO6mMuceTe NpUIOKEHUE Ha HECEIATUBHU
MPOTHUBOTBPYOBH JICKAPCTBA (HAIP. JICBETUPALIETAM )
3a IpOoQHIAKTHKA Ha ThPUYOBETE.
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Crenen 4

ICE ckop -0° (mamueHTHT He pearnpa u He
MOXe J1a ce u3BbpInu oreHka Ha ICE)

HJIK IIOTHCHATO HUBO HAa Chb3HAHHUC!:

MAIUeHTHT He pearnpa 1 ca
HEOOXOIUMH SHEPTUYHU UITH
MHOTOKPATHHU TAKTHIIHU CTUMYIIH, 32
Jla pearupa, Win

CTYIIOp WJIM KOMa,

WJIA T'bPYOBE, KAKTO H.

’KMBOTO3aCTPAIIaBalll IPOABIKUTEICH
rbpY (>5 min) uin

MHOTOKpAaTHH KJIMHUYHH WITH
ycranoBenn upe3 EEI repuoBe 6e3
BpPBILIAHE KbM U3XOAHOTO HUBO MEXIY
TSIX,

WM MOTOPHU HaXOIKH™:

nb100Ka hokaiHa MOTOpHA €1a0oCT,

KaTo Hamp. XeMuIapes3a Win napamnapesa

wim nosuiieHo ICP/Mo3bueH 0TOK ¢
MPU3HAIHM/CUMIITOMHU KaTO HaIp.:

Iudy3eH MO3bUEH OTOK IPU 00pa3HO
H3Cle/IBaHE Ha HEpBHATA CHCTEMA WIIN
JerepedpalionHa Wi
JEKOPTUKAIIMOHHA 11032 WIIN

napainusa Ha 4YepenHOMO3b4eH HepB VI
WA

OTOK Ha TarnuiaTa uin

tpuaga Ha Cushing

[Mpunaraiite nexcamerazon” 10 mg-20 mg
MHTPAaBEHO3HO Ha BCEKH 6 Jaca.

Axo HIMa ogoOpeHue cies 24 Jaca uiu
HEBPOJIOTHYHATA TOKCHYHOCT CE BIIOIH, YBEIHUYETE
JTO BUCOKa J103a METHIpeIHN30510H (1-2 g/neH, npu
HY’K7a TOBTapsAiTe Ha BceKU 24 Jaca; HaMassBaiiTe
MOCTETIEHHO /103aTa CIIope KIMHUYHUTE MTOKa3aHus).

OOmMucIeTe MPUIOKEHNE Ha HECEIaTHBHA
MPOTHUBOTBPYOBH JICKAPCTBA (HAID. JICBETUPALICTAM )
3a Mpo(UIAKTHKA HA TEPYOBETE.

IIpu mono3penue 3a nosumieno ICP/Mo3bueH 0TOK
oOMuceTe XUMepBEeHTUIIALNS U XUIIEPOCMOIapHa
tepanust. [Ipunoxkere BuCoku 1031
METHINPeTHN30510H (1-2 g/neH, npu HyX1a
MOBTapsiiiTe Ha BCeKH 24 yaca; HaMmasIBaiiTe
MIOCTETIEHHO /103aTa CIOpe A KIMHUYHUTE [TOKa3aHus)
1 0OMHCTIETe KOHCYIITAITUSA C HEBPOJIOT H/HITH
HEBPOXUPYPT.

EEI'=Enexrpoenuedanorpama; ICE= Ennedanonarus, cebp3ana ¢ uMyHHUTE eexkropau kietku (Immune

Effector Cell-Associated Encephalopathy)

Benexka: Crenenta Ha ICANS 1 nedeHHETO ce ONpeeNsT OT Hai-TexKoTo crouTHe (ckop Ha ICE, HuBO Ha
Ch3HaHKE, I'bPY, MOTOPHU HAaX0/KH, noBuiieHo ICP/Mo3b4eH 0TOK), KOETO HE MOJKeE Jja ce OT/ajie Ha JApyra
MpUYHHA.
Kputepuu 3a onpeziensHe Ha cTenenTa Ha HeBpojornuHa Tokcnanoct Ha ASTCT 2019 (Lee et.al, 2019).
AKO IaIMeHThT pearupa 1 MoXe Jia ce M3BBPIIH OLCHKA 3a eHIe(anonaTys, CBbp3aHa C UMyHHHTE
edpexroprn kietkn (ICE), onenere crriacao Tabnwma 3 mo-moiy.

Bcunuku pedepeHiyy 3a MpuiiokeHne Ha IeKCaMeTa30H Ce OTHACAT 3a AeKCaMETa30H MM eKBHBAJICHT.
BbTpeuepenHusT KphbBOU3IMB ChC MM 0€3 CBBbP3aH C HEr0 OTOK HE CE€ CUMTA 33 XapaKTePUCTHKA Ha
HEBPOTOKCHYHOCT U ce M3KJIrouBa oT kinacudukarmsra Ha ICANS. Toit Moxe 1a Obe KacHPHUIUPaH

a

6

ceriaacao CTCAE v5.0.

CrerneHrta Ha TpeMOpa U MUOKJIOHYCa, CBbP3aHH C TEPAITUH C UMYHHH eEKTOPHHU KIIETKH, MOXKeE J1a ObJe
omnpeneneHa B ceorBeTcTBUE ¢ CTCAE v5.0, HO Te He BnusaaT Ha cTeneHTa Ha ICANS.

Ta6auna 3. Ouenka 3a ennedajonaTus, cBbp3ana ¢ uMynHutTe egpexropun kiaetku (ICE)

HHcTpyMeHT npu eHuedajonaTus, CBbp3aHa ¢ HMyHHUTe epexTopHu kierku (ICE)?

Toukn

OpueHTanusA: OpUeHTHPaH 3a roJIMHa, Mecell, rpaj, O0THHIA 4

HaumeHoBanme: Ha30oBaBa 3 mpeaMeTa (Hamp. COYM YaCOBHUK, | 3
MHACAJIKa, KOIYe)

HM3nbansBa komanau: (Hamp. ,,[lokaxu Mu 2 pbeTa’ uiu 1
,»3aTBOPH OUH M MOKAXKH €3MKa CU™):
IIucane: cnocoOHOCT 3a MHcaHe HA CTAHIAPTHO M3PEUYECHHUE 1
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Buumanmne: oOparno Opoene ot 100 o geceruim: | 1

& HucrpymenT 3a obpasysane Ha ICE ckop

e Ckop 10: be3 yBpexnane

e Cxop 7-9: ICANS crenen 1

o Cxop 3-6: ICANS crenen 2

e Cxop 0-2: ICANS crenen 3

o Ckop 0: manueHThT He pearupa u He Moke aa ce u3pbpiu oreHka 3a ICE: ICANS cremnen 4

Jeucamenna u He8pOKOZHUMUBHA MOKCUUHOC C NPUSHAYU U CUMNMOMU HA NAPKUHCOHUZOM

[Ipu ximanuanTe m3nutBanus Ha CARVYKTI ce cro0maBa 3a nBurareaHa 1 HEBpOKOTHUTHBHA
TOKCHYHOCT C MPU3HAIM ¥ CUMIITOMH Ha MapKUHCOHU3bM. HabimoiaBal € KI'bCThP OT CUMIITOMH C
MIPOMEHJIMBO HA4aJl0, 00X BAIIAI] IOBEYE OT €HA CUMITOMATHYHA 00JIACT, BKIIFOUUTEIIHO JIBUTATEITHU
(Hamp. Mmukporpadus, TpeMop, OpaIuKHHE3Us, PUTHIHOCT, IPUBECHA CTOWKA, TIPOBJIaYeHA MTOXO0JIKA),
KOTHUTHBHU (HAIp, 3ary0da Ha IaMeT, HapyIleHne Ha BHUMaHUETo, 00bpPKBaHE) U IPOMEHHU Ha
JMYHOCTTA (HAIp. HaMaJieHa MUMUKa Ha JIMIETO, U3paBHEH a)eKT, MACKOBHUIHO JIMIIE, allaTHs ), YeCTO
C el1Ba JI0JIOBUMO Havasio (Hamp. MUKporpadus, u3paBHeH aeKT), KOUTO MPU HIKOU MAIlUCHTH
MIPOTpECHPaT 10 HEBB3MOXKHOCT Jla paboTsT WiH Ja ce Tprkar 3a cebe cu. [Ipu Bcnuku te3n
MAIMEHTH ¢ HaJIKIle KOMOMHAIUS OT JIBa WM MOoBeue (hakTopa, KaTo HAIPUMEP BUCOKO TYMOPHO
HATOBAapBaHe HAa M3XOJHO HUBO (TIA3MOITUTH B KOCTHHS MO3BK > 80 %, cepymen M-cmaiik > 5 g/dl
WM cBoOosHa Jieka Bepura B cepyma > 5 000 mg/l), npeamectBam CRS cTenen 2 uian no-BUCOKa,
npeamectBaill ICANS u ronsima excrian3us ¥ nepcuctupane Ha CAR-T knetkure. Jleuenuero ¢
neBojona/kapounona (n=2) He ¢ ePEeKTHBHO 3a MOA0OPSBaHE HA CUMIITOMATUKATA MPH TE3H
TIAIMCHTH.

ITanmenTtute TpsiOBa ma ObIaT HAOIIOMABAHM 32 MPU3HAIIN U CUMITTOMH Ha MAPKHHCOHU3BM, YHETO
HavaJio MOXe Ja € 3a0aBeHo, U 1a ObaT JEKyBaHU C MOJIbPKAIIN TPIKH.

Cunopom na Guillain-Barré

CwoOmiaBa ce 3a cunapom Ha Guillain-Barré (GBS) cnen neuenue ¢ CARVYKTI. Crobmienute
CHMITOMH BKJIIOYBAT TAKMBa, KOUTO ChOTBETCTBAT Ha Bapuanta Ha GBS na Miller-Fisher, neurarenna
c1aboCT, HAPYILICHUS HA TOBOPA U MOJUPAIUKYJIOHEBPHT (BXK. Touka 4.8).

[NanuenTure TpsidBa na ObaaT HabmoaaBanu 3a GBS. [lanuenTure, mpu kouto ce HabIOAaBa
nepudepHa HeBponatusi, TpsiOBa na ObaaT ouenenu 3a GBS. B 3aBucumoct ot Texectra Ha
TOKCHYHOCTTA TPSAOBa /1a ce 0OMuUCH JedeHne ¢ MHTpaBeHo3eH nmyHornoOynuH (IVIG) n eckananms
JI0 T1a3madepesa.

Ilepugpepua nesponamus
[pu xmuananute u3nurBanus Ha CARVYKTI ce chobmaBa 3a osiBa Ha ieprdepHa HEBpOIIATHS,
BKJIFOUUTEIIHO CEH30pHA, MOTOPHA UJIM CEH30MOTOPHA.

[TarmenTrre TpsOBa na 6baaT HAOMIOJABAHM 3a TPU3HAIM U CHMIITOMH Ha Tiepu(epHa HEBPOIIATHSL.
Tpsi6Ba 1a ce 0OMUCIIN KPATKOCPOUHO JICUCHUE ChC CUCTEMHU KOPTUKOCTEPOHUIHU B 3aBUCUMOCT OT
TEXECTTA M IPOrpecUsiTa Ha MPU3HALIUTE U CUMIITOMUTE.

IHapanuza na yepenno-mo3v4HU HepEU

[pu xmuuanunute uznutBanus Ha CARVYKTI ce chobmasa 3a nosiBa Ha napanu3a Ha 7-MH, 3-TH,
5-TH U 6-TH YeperHO-MO3bYHHU HEPBHU, HSIKOU OT KOUTO ca JABYCTPAaHHH, BJIOIIABAaHE Ha Mapajin3ara Ha
YepernmHO-MO3bYHHUTE HEPBH CIIe/ IOJJOOpEHHE U MOsBa Ha NeprudepHa HEBPOMATHS IPH NAIUEHTH C
napajisa Ha 4epernHo-MO3bYHHUTE HEPBU.

ITanmenTrTe TPsiOBa na ce HAbOIOAaBAT 3a MMPU3HAIIA U CUMIITOMHE Ha Mapajin3a Ha YepeIrHo-

MO3BYHUTEC HECPBU. TpSI6Ba Ja ce ooMuCIn KpaTKOCPOYHO JICUCHHUE CbC CUCTEMHU KOPTUKOCTEPOUIU B
3aBUCHUMOCT OT TCKECTTAa U NPOTPECUATA HA IIPUSHAITUTE U CUMIITOMHUTE.
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[poabKUTETHN U pEUUANBUPAIIY TUTONECHUH

[TanmenTHTe MOXKE 1a MOTYyYaT HUTONEHUH B IPOABILKEHNE HA HAKOJIKO CEAMMIU CIIET
XUMHUOTepanus 3a muMmdounTHo u3uepnBane U nHQy3us Ha CARVYKTI u tpsa6Ba na ce nexysar
criopes MecTHUTE pbKoBoJIcTBa. B IIpoyusane MM Y2001 mouTy BCUUKH NAIlMEHTH UMaT €Ha WIH
MOBeY€e [IUTONIEHNYHY HeXellaHU peakiuu crencH 3 uiny 4. [loBeyeTo manueHTH nMaT MeJuaHa Ha
BpEeMeTO OT MH(Y3HsTa 10 I'bPBATa I0sBA HA IIUTONEHUS CTETEH 3 WK 4 [10-MaJIKO OT JBE CEAMHUIIH,
KaTO MMOBEYETO MAIMEHTH Ce Bh3CTAHOBSBAT JI0 CTEMEH 2 WK mo-Hucka kbM Jen 30 (Bk. Touka 4.8).

KpwBHaTa kapTrHa TpsiOBa na ce Habmomasa nmpean u cien nady3ust Ha CARVYKTI. Ipu
TPOMOOITUTOTICHHS TPSIOBA 1a ce OOMUCITH TIOIThPIKAIIO JedeHue ¢ Tpancdysuu. [IpoasmkurenHaTa
HEYTPOIICHHsI € CBbp3aHa C MOBHUIICH PUCK OT HH(pEKIHs. MHUEIONIHUTE PACTeKHH (HaKTOPH, OCOOCHO
GM-CSF, nmart noreHuuan 3a Biomasane Ha cumntoMute Ha CRS 1 He ce mpenopbuBaT 1o BpeMe Ha
nepBute 3 ceaqmuiu ciien CARVYKTI unu no or3ByuyaBane Ha CRS.

Cepurosau nabeximy U GpeOpriiHa HeYyTPOIIEHU

Cepro3Hn HHMOEKITHH, BKIIOYUTEITHO JKHBOTO3aCTPAIIaBaAIIN WK JICTATHA HH(EKITNH, B3HUKBAT IPH
nanuentute cien uadysus Ha CARVYKTI (Bk. Touka 4.8).

[MaruenTure TpssOBa 1a ce HAOIIOJABAT 3a MPU3HAIM U CUMIITOMHU Ha HHPEKIUS TPEAU U TI0 BpeMe Ha
neuerre ¢ CARVYKTI u na ce nexyBaT mo moaxoasi HauwH. TpsaOBa ma ce mpuiiarat
MpOUIAKTUYHO aHTUMUKPOOHU CpeACTBA CIIOpel MECTHHUTE PHKOBOJICTBA. V3BecTHO e, ue
WHQPEKIUUTE YCIIOKHSIBAT MPOTHYAHETO U JieueHUueTo Ha chirbreTBanl CRS. T[lanuenTute ¢ KITMHUYHO
3HaYMMa aKTHBHA WHQEKIUs He TpsiOBa na 3amousar jedeHre ¢ CARVYKTI nokato nuadexnusaTa He €
OBJIaJIHA.

B cnyuaii Ha ¢peGpunHa HeyTponeHHs TPSIOBa Aa ce HalpaBH OLIEHKA 3a HH(EKIHS U J1a Ce JIEKyBa C
IIUPOKOCTIEKThPHH aHTUOUOTHIIH, 1.V. PAa3TBOPH U JPYTHU MOATBPIKAIIN TPHKHU CHOPE] METHUIIHHCKHUTE
MTOKa3aHMs.

[Maruenture, nexyBanu ¢ CARVYKTI, Moxe fa ca U3J10)K€HU Ha MMOBUIICH PUCK OT HH(EKIHS U
texko mpotudane Ha COVID-19 ¢ B3MoskeH sietaner usxo. [laiueHture TpsoBa 1a Obaar
UH(GOPMUPAHU OTHOCHO 3HAUCHUETO HA MEPKHUTE 33 MIPECBEHIIMS.

BupycHa peaktuBanus

HBV peaxTtuBanms, B HIKOH CiIy4an BOAEIIA 10 (pyIMHHAHTEH XeTaTUT, YePHOAPOOHA
HEJIOCTaThYHOCT U CMBPT, MOXKE Jia Bb3HUKHE [IPU NALUEHTH, JIEKYBAaHU C JICKAPCTBEHU IIPOYKTH,
HacOYeHH cpelny B kietkure.

ITonacrosimem Hama onuT B pou3BocTBOTO HA CARVYKTI 3a manmenTn, monoxutennu 3a HIV,
aktuBeH HBV wnu aktusern HCV. Tlpenu B3emMaHeTo Ha KISTKH 3a MPOU3BOJICTBO Ha MPOJyKTa TpsiOBa
na ce Harpasu ckpuauar 32 HBV, HCV u HIV u apyru unbeknno3nu areutu (Bx. Touka 4.2).

XunoraMario0yJIuHEMHUST
ITpu manmenty, nonyvyasam CARVYKTI, Moxe 1a Bb3HUKHE XUTIOTaMarjio0yIHHEMUSI.

Husara Ha umyHorioOynuauTE TpaOBa Na ce npocnensasar ciex jgedenne ¢ CARVYKTI: tpsbsa na ce
npunara IVIG npu 1gG <400 mg/dl. JlexyBaiite criopes cTaHAapPTHUTE PHKOBOJICTBA, BKIFOUUTEIHO
Yype3 NPUIOKEHHE Ha TPO(UITAKTHKA C AaHTUOMOTHIIY MM AHTUBUPYCHHU CPEJICTBA U TPOCIIE/sIBAHE 32
UHEKIUs.

Bropuunu 310KkauecTBEHH 3a001sIBaHUS

[Tarmenture, nexyBanu ¢ CARVYKTI, Mmoxxe ga pa3BusT BTOpHYHU 3/I0Ka4eCTBEHHN 3a00sBanms. B
TEKyILIOo poyuBaHe ¢ Aokinansan ciydyaid Ha CAR-nmonoxwurenex T-knerpueHn mum¢pom. [TanueHTsT
TpsOBa 1a ce HaOM0AaBa Npe3 LEIHs My *KUBOT 32 BTOPUYHHM 310Ka4eCTBEHH 3a0o0nsaBanus. B cioyuait
Ha Bb3HUKBaHE Ha BTOPUYHO 3JI0Ka4ECTBCHO 3a00Js1BaHe TPsAOBa Ja Ce BIE3€ BbB BPb3Ka C
KOMIIAHUATA 33 yKa3aHHA 3@ B3eMaHe Ha IPOOU OT MallMEeHTa 3a aHAJIH3.
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BinsHve BbpXY BUPYCOJIOTUYHU TECTOBE

[lopanu orpanr4eHUTE U KPAaTKH MTOCIIEI0BATEIIHOCTH HAa HICHTUYHA TeHETHYHA HH(POPMAaLUS IPH
JICHTUBUPYCHUS BEKTOp, U3M0I3BaH 3a cb3naBane Ha CARVYKTI, u HIV, usakou tectose 3a HIV,
0asupanu Ha HykJenHoBa kucenuna (NAT), moxke fa 1agat GaammBo MOJOKHUTENIEH pe3yTar.

JlapsiBaHe Ha KpBbB, OPraHy, ThbKAHU U KICTKH

[Tanmenture, nexyBanu ¢ CARVYKTI, ne Tps6Ba na mapsBaT KpbB, OpraHu, ThKaHU U KJIETKH 32
TpaHcmanTanus. Ta3u naopmanus e BkitodeHa B CUrHaJIHATa KapTa Ha MallueHTa, KoATo TpsOBa na
ObJe npeaocTaBeHa Ha MalleHTa.

CBpPBXYYBCTBUTEIHOCT

[pu uadyszus nva CARVYKTI moxe fa Bp3HUKHAT aslepruyHy peakuui. Cepro3Hy peakuuy Ha
CBPBXUYBCTBUTEIHOCT, BKJIIOUUTEIHO aHA(PUIAKCHS, MOKE 1a HACTBIIAT MOPAAH HAJIMYUETO Ha
mumetun cyndoxcun (DMSO) unu ocraTbuan KonuuectBa kaHamuiuH B CARVYKTI. [TauuenTtute
TpsOBa na ObJaT BHUMATEIHO HaOMI0laBaH! B IPOABIDKEHHE Ha 2 yaca cliel HHY3usaTa 3a IpU3Hanu
Y CUMIITOMHM Ha TEXXKa peakiys. 3aloyHeTe JiedeHHe He3a0aBHO U M3I0I3BalTe NIPU MALUEHTUTE TO3H
MOJIXOJ], KOWTO CHOTBETCTBA HAa TEKECTTA HA PEAKLUATA HA CBPHbXIYBCTBUTEITHOCT.

ABAToCcpovHo npocieasiBaHe
OuakBa ce manueHTrTe 1a ObIaT BKIOUYEHH U IPOCIEAIBAHN B PETUCTHD, 3a JIa ce pazdepe mo-ao0pe
JbIIrocpounara 6esonacHocT u epukacHocT Ha CARVYKTIL

4.5 B3aumoaeiicTBHe C APYTH JIeKAPCTBEHH NMPOAYKTH U APYTH (opMH HA B3auMoIelicTBHE

He ca npoBexxaanu npoyuBaHus 3a papMaKOKHHETHYHUTE WIH (PapMaKOTUHAMHYHHUTE JIEKApCTBEHU
B3anmoaencteus ¢ CARVYKTL

EnHOBpeMEeHHOTO NpHIIOKEHHE Ha IPOTYKTH, 32 KOUTO € U3BECTHO, Y€ MHXHOUpAT QyHKIHATA Ha
T xieTkuTe, He € MPOYUYBaHO OPHUIKATHO. EMTHOBPEMEHHOTO NPHIOKEHNE HA TIPOIYKTH, 38 KOUTO €
M3BECTHO, Y€ CTUMYJHpaT QpyHKIuATa Ha T KIETKHTE, HE € U3CIIeABaHO U e(peKTHTe He ca M3BECTHH.

Hsixon naunentu B knuHnuHuTe m3nutBanus ¢ CARVYKTI ce Hykaasar ot Touniuzymao,
KOPTHKOCTEPOUAN U aHaKUHpa 3a onaaaBaHe Ha CRS. KnerpuHaTa ekcriaH3us U IEpCUCTHPAHETO HA
CARVYKTI npoxpinkaBat ciiel MpriIoKeHHE Ha TOIIn3yMal. [larmenTure, JeKyBaHu ¢
rormiu3ymab (n=68), umat ¢hoTBeTHO ¢ 81% u 72% no-Bucoka Cmax 1 AUCo.28¢ Ha CARVYKTI B
CpaBHEHHME C ManueHTuTe (n=29), KOUTO HE ca NoTy4aBany Touuian3ymMaod. Ilanuenrure, KouTo
MOJTy4aBaT KOPTUKOCTEPOUIH (n=28), mMaT cbOTBETHO ChC 75% m 112% mo-Brucoka Cmax 1 AUCo-284 B
CpaBHEHHE C MAIMeHTHUTE, KOUTO HE ca MoJyuyaBaln KopTukocTepouau (n=69). OcBeH ToBa
NalnyueHTHUTe, KOUTO ca MolyyaBaiu aHakuHpa (n=20), umat cboTBeTHO € 41% 1 72% mno-Brcoka Cmax
1 AUCo.284 B CpaBHEHUE C MAIUEHTUTE, KOUTO HE ca MOoNTydaBain aHakuHpa (n=77).

Kusu BakcuHn

be3omacHocTTa HAa UMYHH3aLKATA C )KUBU BUPYCHHM BaKCHHHM 10 BpeMe Ha WU CIIe]l JICYEHHUE C
CARVYKTI ne e npoyuena. Kato npenna3zHa Msipka BaKCUHAIIUATA C )KUBH BUPYCHH BAaKCHHU HE CE
npenopbyBa 3a Hali-Majiko 6 ceIMUIIM NPEH 3all0YBaHe Ha XUMUOTEpaHs 3a JIMMQPOIUTHO

u3uepnsane, 1o Bpeme Ha jgeueHue ¢ CARVYKTI u 1o uMyHHOTO Bb3CTaHOBSABAHE CIIE]] JISUEHHUE C
CARVYKTIL.

4.6 @epTHanTeT, GPEMEHHOCT H KbPMEHe

Kenu ¢ nereposieH MOTEHNNAN/KOHTPAIICTIINS TPU MBXKE U KEHH

CraTychT 10 OTHOILIEHHE Ha OPEMEHHOCT MPH KEHUTE C IeTePOJCH OTeHLMal TpsiOBa a1a Obae
npoBepeH npenu 3anouyBaHe Ha jedeHne ¢ CARVYKTI.

Hsima nocTaThuHO AaHHM 32 €KCIO3ULMATA, 3a [ e Ja/ie MPEenopbKa OTHOCHO MIPOABIKUTEIHOCTTA
Ha KoHTpanenmus ciex Jederne ¢ CARVYKTL
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B xIuHUYHKTE U3NUTBAHUS HA MAIIMEHTKUTE C JETEPOJCH MOTEHIIMAN € MPEHOPHUYBAHO [1a U3I0IBAT
BHCOKO e()eKTHBEH METOJI 32 KOHTpAIEHIHs, a OOJHUTE MBXKE C TAPTHROPKH C IETEPOICH OTEHITHAI
WM ¢ OpeMEHHH MapTHROPKH ca CHBETBAHM J1a U3IOI3BAT OapruepeH METO/T 32 KOHTPAIICTIIIHS 10 ¢IHA
ronuHa cien nonydaBane Ha CARVYKTI.

BmxTe kpaTkara XapakTepHUCTHKa Ha POAYKTA, H3IOI3BAH 32 XUMHOTEPAITHS 33 JTUM(OIUTHO
u3ueprBaHe 3a HHGOPMAIH OTHOCHO HEOOX0IUMOCTTa OT KOHTPAIICTIIIHS TP TAI[UCHTH, KOUTO
MOJIy4aBaT TaKaBa XUMHOTEPaIHsl.

BpeMeHHOCT
Jluniceat nannu ot ynotpebata Ha CARVYKTI npu 6pemennu sxenn. He ca mpoBexxaanu

MPOYYBAHUS IPU KUBOTHH 34 PETIPOAYKTUBHA TOKCUYHOCT U TOKCUYHOCT 32 PA3BUTUETO C
CARVYKTI. He e m3Bectro mamu CARVYKTI nma moTeHnman na ce npeaasa Ha geTyca U ga
npeau3BrUKa (PeTaiHa TOKCHYHOCT.

ITopanu ToBa CARVYKTI He ce mpenopbuBa nmpu OpeMEeHHHU KEHHU W KEHH C IETEPOICH
MOTEHIINAJ, KOUTO HE M3IOI3BaT KoHTparenmus. JKeaure TpsOBa 1a 0b1aT yBEAOMEHH, Y€ MOXKE J1a
CBIIECTBYBAT pUCKOBe 3a mofa. bpemennoct ciex tepanus ¢ CARVYKTI tpsioBa na ce obcbau ¢
JIEKyBaIus JIeKap.

Bpemennu xenu, kouto ca nonyamwin CARVYKTI, moxe na umar xunoramarnoOynunemus. Tpsosa
Jia ce 0OMUCIIM OLICHKa Ha HUBaTa Ha UMYHOITIOOYJIMHUTE IPU HOBOPOJCHU OT MaHKH, JIEKyBaHH C
CARVYKTIL.

Kopmene
He e u3Bectro gaimm CARVYKTI ce exckperupa B kbpmara. JKeHu, KOUTO KbPMST, TPsIOBa 1a ca

YBEJIOMEHH 3a TIOTSHITHATHUS PHUCK 32 KEPMAYEeTO.
Crnen npunoxenue Ha CARVYKTI perenneTo 3a kbpMeHe TpsiOBa 1a ce 00CHAM C JEKYBaIIHs JIeKap.

Deprramrer
Jluniceat nannu 3a epexra Ha CARVYKTI Bepxy deprunurera. Edpexrure Ha CARVYKTI Bepxy

(depTHIMTETA IPU MBKE U J)KCHU HE ca OLICHCHU B IPOYYBAHMS IIPH )KUBOTHHU (BXK. Touka 5.3).
4.7 EdexTn BbpXy ciocodHOCTTa 32 moupaHe U padoTa ¢ MAIMHU

CARVYKTI nonusiBa B 3HaUMTENIHA CTEIIEH CIIOCOOHOCTTA 3a modupaHe U paboTa ¢ MAITUHH.
ITopanu moTeHIMaNa 32 HEBPOJIOTHYHU ChOUTHS manuenTute, noimydaBamu CARVYKTI, ca
U3II0KCHH Ha PUCK OT MMPOMEHEHO WJIM HaMaJICHO HUBO HAa Ch3HAHWE WM HAPYIIIeHA KOOPIUHAIUS B
8-te cemmuru cnen uHdpy3us Ha CARVYKTI (Bx. Touka 4.4). [lanuenture TpsiOBa 1a ce ChBETBAT Jia
ce BB3BPIKAT OT MOoQHpaHe U MPAKTHKYBaHE Ha PUCKOBH MPOMECHH UITH JIEHHOCTH, KaTo HaIIp.
paboTa ¢ TEXKH WIH MOTSHITHAIIHO OTIACHU MAaITMHU, TI0 BpEME Ha TO3H HAYAJICH MEPUOJ U B CIIy4ait
Ha HOBa MPOSBA HA HEBPOJIOTHYHUTE CUMIITOMHU.

4.8 Hexenanm JiekapcTBeHH peaKuu

O6006u1enue Ha npoduiia Ha 6e301acHOCT

bezomacnoctra Ha CARVYKTI e onenena npu 187 Bp3pacTHH NAIMEHTH C MYJITHILICH MUEIIOM, Ha
konto e npunoxked CARVYKTI, B aBe oTkpuTy KNuHUYHY n3nuTBanus: [Ipoyusane MMY2001
(N=106), koeTo BKJIFOUBa NAIIMEHTH OT OCHOBHATa KoXopTa ¢a3a 1b/2 (Crenunenu maru; n=97) u
JombiIHUTEHA KoxopTa (Snowuus; n=9), u [Ipoyusane MMY2003 (n=81).

Haii-uecture nexenanu peakuuu Ha CARVYKTI (>20%) ca neyrponenus (94%) CRS (89%),
nupekcust (89%), Tpomoornuronens (74%), anemus (73%), nesxonenus (55%), mumdonenus (46%),
MYCKYJTHO-cKeneTHa Oonka (44%), xumotonus (42%), ymopa (41%), moBuiieHre Ha TpaHCAMUHA3HUTE
(37%), undexnus Ha ropauTe quxareianu metama (35%), auapus (30%), xunoxanuemus (27%),
ragene (27%), rmaBobonue (26%), kanutuiia (26%), xunodocharemus (25%), ennedanomnatus (23%),
otok (23%), Taxukapaus (22%), Brpucane (22%), Hamanes anetut (21%) n xumokamuemus (20%).
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Cepro3HH He)KeTIaH! PeakIiy ca HabmonaBanu npu 45% OT MallMeHTHTE; CEPUO3HH HEXKETTaH!
peaxiuu, choOIieHu npu >2% ot nanuenture, ca CRS (17%), cencuc (6%), ICANS (5%),
enuedanonarus (5%), neyrponenus (5%), naeBMoHus (4%), heOpunna HeyTponenus (4%),
OaxTepuanna uHpexus (3%), nHpeknus Ha ropauTe AunxaTtenHu metuma (3%), HLH (3%),
TpombotuTornieHus (3%), mapain3a Ha YepenHO-Mo3buHH HepBH (3%), 6b0pedHa HeAOCTATHIYHOCT
(3%), neBkonenus (2%), motopHa muchyHkims (2%), nepudepHa Hesponatus (2%),
HEBpOTOKCHYHOCT (2%), chpaeunu aputmui (2%), aucnues (2%), xunokeus (2%).

Haii-uecture (>5%) HexXeMaTOJIOTHYHU HEXEJIaH! PEaKLMHU CTEIEH > 3 ca MOBUIIEHUE Ha
TpancamuHazute (16%), moBuiieHa ramariayramunrpancdepasa (8%), xunoronus (7%),
xunopocdaremus (7%), maeBMonus (7%), cencuc (7%), mupekcus (6%), ymopa (6%),
ennedanonarus (5%), moropra muchynkiws (5%), xunoxanuuemus (5%) u xunokcust (5%).

Haii-uecture (>20%) xeMaTONOTHYHH OTKIOHEHHS CTeNeH >3 ca HeyTporeHus (93%), anemus (57%),
neBkoneHus (54%), tpomboruronenns (54%) u mumponenus (44%).

CHuchK Ha HEXEJIAHUTE PEAKIIMY B TaOJMYEH BUJI

B Tabnuna 4 ca 06001eHH HeXKENAaHUTE PEAKIMY, HACTHITUIN MPH MAIMEHTH, TOTYYHIN
CARVYKTIL.

B pamkuTe Ha BCEKH CHCTEMO-OPTaHEH KJIaC HeXEJIAHUTE PeaKIIiy ca Ki1acu(UIMpaHu 10 YeCTOoTa.
Ipu Besiko TpyMUpaHe B 3aBUCHMOCT OT YECTOTATa, KbACTO € OT 3HAYCHHUE, HEXKEIAHUTE JIEKAPCTBCHH
pEaKIny ca MPEICTABCHU 0 pelia Ha HaMalsgBalia CepUO3HOCT, KaTo € U3I0I3BaHa ClieHATa
KOHBEHIHsI: MHOTO yecTH (>1/10), wectn (=>1/100 mo <1/10), meyectr (>1/1000 mo <1/100), penaxu
(>1/10 000 mo <1/1 000), mHOTO penku (<1/10 000), c Hen3BecTHA YecTOTa (OT HATMYHUTE JTAaHHHU HE
MOXe Ia ObJie HalpaBeHa OIEHKA).

Taﬁ.lmua 4: Hexemann Pe€aKIMM NPpH MAUCHTHA ¢ MYJITHILJIEH MUEJIOM, JICKYBAHH C
CARVYKTI (N=187)

Yecrora (%)
Benuku | Crenen
CucremMo-opraseH Kjiac YecToTa Heskenana peakuust CTeNneHu >3
Hndexuun u uadecramun | Muoro yectn | bakrepuanua nHekmus = 11 4
Undexuus Ha ropHUTE 35 3
JMXaTeTHH MBTUIIA
YecTu Cencuc* 9 7
ITueBMOHHS 9 8
Bupycua undekuus 5 2
Muxkotnyaa I/IH(beKI_II/ISI* 3 1
LuTomeramoBupycHa 2 2
vH}EKIHs
Hapymienusi Ha KpbBTa W | Muoro yectu | HeyTponenus 94 93
JumdHaTa cuctemMa Tpomborronenus 74 57
Anemust 73 57
JleBKomeHHUS 55 54
JIumconenus 46 44
DebpuiHa HeYTPOTICHHS 13 12
Koarynonarus? 15 2
XunoduOpUHOTreHEMHS 12 2
Hapymenusi Ha uMyHHaTa | MHOro yecTy | XUIoramMario0yIHHeMus 12 1
cucremMa CuHIpOM Ha 0CBOOOXKIaBaHE 89 4
HA [UTOKUHH"
Yectu XemodaromnuTHa 3 2
TUMpOXHCTHOIHTO3a"
Hapymenus Ha MHoro yectn | XUIOKAJILUEMUS 27 5
MeTa00/IM3Ma H XPAHEHeTo Xunodocharemus 25 7
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Hamanen anetur 21 2
XumoKaImeMust 20 3
XumoanOoyMuHEMUS 18 1
XHMMOHATPHEMHSI 19 4
XunomarHe3emMHus 16 0
IlcuxnyHM HapyIIeHust Yectu Jlenup® 5 1
[Ipomenu Ha nuyHOCTTA 4 1
bescraue 9 0
Hapymenus Ha HepBHaTa | Muoro yectu | EHnedanonarus® 24 )
cucrema CuHIpoM Ha 16 3
HEBPOTOKCHYHOCT, CBbP3aHa C
UMYHHUTE €EeKTOPHHU KICTKU
Motopna aucdynkims® 17 5
IlepudepHa HeBponaTus' 13 3
3amastHOCT 17 1
['maBoGonue 26 0
Yectn Adazus® 7 1
Cunzapom Ha Guillain-Barre 1 1
[Tapanmsa Ha YepemnHo- 5 1
MO3bYHH HepBH®
ape3a’® 2 1
ATakcus™ 6 1
Tpemop” 6 1
HespoTtokcuunoct” 2 2
Chbpaeyny HapyLeHust Muoro gyectu | Taxukapaus 22 1
Yectu Chp/IeuHH apUTMHUH 6 2
CbI0BU HAPYIIEHUSA Muoro yectn | XUmoToHus 42 7
XHIIePTOHMS 15 4
Yectn KpsBomsmus™>* 8 2
Tpom6o3a™ 6 1
PecniupaTopuu, rpbaHu U | MHOTO yecTr | XHUIIOKCHS 13 5
MeaIuaCTHHAJTHHA Jucnaes™ 19 4
HApyUIIeHUsI Kamummna” 26 0
CToManiHo-YpeBHU Muoro uectu | [{napus 30 2
HApyIIeHUs! lanene 27 1
IToBpbiane 18 0
3amex 18 0
Kopemna 60m1ka” 10 0
XenaToonanapHu Yectn XunepOounupyOuHeMust 5 2
HapyLIeHUsl
Hapymenus Ha koskatau | Uectn O6puB” 9 0
MOJKOKHATA ThKaH
Hapymenusi Ha MycKyJHo- | MHOro yect | MycKyIHO-CKeTeTHa 60nKa 44 4
CKeJIeTHATa cHCTeMa U
CheIMHUTETHATA ThKaH
Hapyumenus Ha 0b0penuTte |Yectn BrOpeuna HeoCTaTHIHOCT 7 4
W MUKOYHMTE MbTHINA
OO0mm HapymeHus U Mmnoro yectu | Ilupekcus 89 6
e()eKTH HA MSICTOTO HA Ymopa 41 6
NpUJIOKEHN e CryeHH TPBIKH 22 0
Otox™ 23 2
Bonka 13 1
Hzcaenanus MHoro yectu |IloBuimenue Ha 37 16
TpaHCAMHHA3HTE
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[ToBumena 14 8
ramariyrammiTpancdepasa
IToBumeH cepymMeH GhepUTHH 12 3
[loBuieHa nakrat 11 0
JeXuaporeHasa B KpbBTa
[ToBumena ankanna ocdarasza 11 3
B KPBBTA

Yectn [HoBumen C-peakTuBeH 8 2
OPOTEHH

Hexenanure peakmym ca cro0mIeHy, kato e mnomsBad MedDRA Bepcus 24.1

#

*
1

10

11

12

13

14

15

16

BxorouBa netaneH(Hu) n3xoa(u).

Bb3 ocHOBa Ha rpynMpaHu TEPMUHU

Cericuc BKITIOYBa OaKTepueMHus, OaKTEpPHUAICH CETICUC, CHTEPOKOKOBA OaKTepUeMust, OaKTepUeMHus,
MpeAn3BUKaHA OT MCEBJIOMOHAC, CETICUC, CENTUYEH MIOK, CTAQHIOKOKOBA OaKTEpUEMUs H CTPENITOKOKOB
CerIcucC.

Koarynonatus BKIIOYBA yIBDKEHO aKTUBHPAHO MAPIMAIHO TPOMOOIIIIACTHHOBO BpeMe, KOaryJIonaTHs,
JIMCEMHHUpaHa BbTPEChI0Ba KoaryJsanus, HoBuileH GpuOpuHOB D-aumep, NOBUILIEHO MEXyHapOIHO
HOPMaJIM3UPAHO CbOTHOIICHUEC, ITIOBUIIICHO HUBO Ha HpOTpOM6I/IH " YIBJHKEHO HpOTpOM6I/IHOBO BpEME.
Jlemup BKITIOYBA aXKHUTAIHS, ACTHP, €y(POPHIHO HACTPOCHHE, XATIOIWHAIINS, PAa3Pa3HUTCITHOCT U
0E3IMOKOMCTBO.

[TpoMeHH Ha JIUYHOCTTA BKIIIOYBA alaTHs, M3paBHEH aeKT, Oe3pa3nuyue, MPOMsHaA Ha JIHYHOCTTA U
MaCKOBHUJIHO M3pa)KE€HHE Ha JIUIIETO.

Ennedanonarus Bkimousa aMHe3us, OpaaudpeHusi, KOCHHTHBHO HapylIeHHe, ChCTOSIHUE Ha 00BPKAHOCT,
MMOTHCHATO HUBO Ha Ch3HAHUE, HAPYIIICHHE HA BHUMAHHUETO, CHIIe()ATOIaTHs, XUTICPCOMHIISL, JICTApTHs,
YBpEXKIaHe Ha TTAMETTa, ICUXUYECKO YBPEXKIaHE, IPOMEHHU B IICUXUYHOTO ChCTOSIHUE, HEMH(DEKIINO3¢eH
eHreanuT, ICHXOMOTOPHO 3a0aBsiHe, HAPYIIICHUE HAa ChHSA M COMHOJICHTHOCT.

MortopHa aucyHKIMsI BKIOuBa arpadus, OpaJuKuHe3us, pUTHIHOCT TUI 3b0HO KOJIEeNo, Tucrpadus,
MTO3a Ha KJienadya, MUKporpadusi, MOTOpHA TUCHYHKIHS, MyCKYJIHA PUTHIHOCT, MyCKYJIHU CHIA3MH,
MYCKYJTHO CTsIraHe, MyCKYJIHA CJ1a0b0CT, MUOKJIOHYC, TAPKUHCOHU3bM, A0HOPMHA CTOWKA M CTEPEOTHIIHS.
Iepudeprnara HeBponaTHs BKIIOYBA XUITOSCTE3MUs, HEBPAJITHS, TAPECTE3Ms, YIIIHA MapecTe3us, nepudepHa
MOTOpHA HEBpOIaTHs, TIepU(epHa CEH30MOTOPHA HEBpOMaTHsi, epudepHa CCH30pHA HEBPOIIATHSI,
MTOJIMHEBPOIIATHS U 3ary0a Ha CETHBHOCT.

Adazus BrirouBa adasus, mu3apTpus, 3a0aBeHa ped U HapyIICHUE Ha pevTa.

[Mapanm3ara Ha YepenTHO-MO3BYHN HEPBH BKIIOYBA MMapaiu3a Ha Bell, mapanisa Ha 9epernHo-MO3bYHH
HEpPBH, HAPYIICHUE HA JINIICBUS HEPB, JIMIICBa TIapalii3a, IUIeBa ape3a u mnapaims3a Ha VI Heps.

[Mapesa BkIrOUBa XeMHUIIape3a, Mape3a v napain3a Ha epOHEaTHUS HEPB.

ATaKcusl BKIIFOYBA aTaKCHUs, HAPYIICHHE HAa PABHOBECHETO U HAPYIICHHUE Ha MTOXOKATA.

ChplIeYHN apUTMHN BKITFOUBAT MPEACHPIHO MBXKICHE, PEACHPIHO TPEITCHE, HaJKaMepHa TaXUKapaus,
KaMEpHHU SKCTPACHCTOH U KaMepHa TaXUKap/Ius.

KpbBOM3IHB BKIIFOUBA KOHIOHKTHBAJICH KPHBOU3IIUB, EIUCTAKCUC, XeMO(DTH3a, KPHBOU3IIUB CIIE]
nporeaypa, 6e10apoOeH KPbBOU3IINB, PETHHAICH KPhBOU3IIUB U Cy0apaxHOUIAJICH KPHBOU3JIHB.
JlucmHes BKJIFOUBA OCTpa AUXATEITHA HEJIOCTATHYHOCT, AUCITHES, UCITHES IPU YCUIIHE, TUXATEIIHA
HEIOCTATHYHOCT M CBUPKAIIM XPUTIOBE.

BrOpevHa HeTOCTaTHYHOCT BKITIOYBA OCTPO OBOPEUHO yBpEKIaHEe, TIOBUIICH KPEaTHHUH B KPHBTA H
XpOHWYIHA OBOpedHa OOJIeCT.

OTOK BKJIFOYBA OTOK Ha JIMIIETO, 3abPiKaHe HAa TCYHOCTH, TCHEPATM3UPAH OTOK, XUIIEPBOJICMHUS, OTOK Ha
CTaBHTE, JIOKAIU3UPAH OTOK, OTOK, mepudepeH OTOK, OTOK Ha HEOLETO, MePHOPOUTAICH OTOK, epudepHo
moIyBaHe, 0eoApoOHa KOHreCTHs, 0EI0APOOCH OTOK M OTOK Ha CKPOTYMa.

Onwucanue Ha I/I36DaHI/I HCXCJIaHW pCaKIINH

Cunopom na oceobodicoasare Ha YUMOKUHU

CRS ce crobmasa npu 89% ot nauuenture (n=166); 84% (n=157) ot nauneHTUTE UMAT CHOUTHUS HA
CRS, kowuTo ca creneH 1 wiu creneH 2, 4% (n=8) ot manuenTute uMat croutus Ha CRS crenen 3 unun
crerieH 4 1 <1% (n=1) ot nmanmenTuTe nMat crouTre Ha CRS cTenen 5. JleBeTaeceT U oceM MpoIeHTa
ot naruentute (n=163) ce Bp3craHoBsBaT oT CRS.

[poxpmxurennoctra Ha CRS e <15 nHM Npy BCUYKY OCBEH IPH €UH MAIUCHT, IPU KOUTO
MPOIBIKUTENHOCTTA € 97 nHuU, ycnoxkHeH oT BropuuHa HLH ¢ mocnensainy neranen usxon. Haii-
yectute (>10%) npusHany wim cuMmntomu, cBbp3aan ¢ CRS, BkmouBar nmupexcust (86%), XUOTOHUS
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(35%), nopumena acnaprat amuHoTpancdepasa (ASAT) (18%) u noBuiieHa anaHuH
amuHotpancgepasa (ALAT) (13%). Bikre Touka 4.4 3a ykazaHus 3a IpociIeIsIBaHe U JCUCHHUE.

Hesponozuuna moxkcuunocm

Hesponoruuna TokcnaHOCT Bb3HHUKBA TIpH 23% oT manuenTute (n=42), 7% (n=14) ot nauueHTuTe
“MaT HEBPOJIOTHYHA TOKCUYHOCT cTereH 3 i cTeneH 4, a <2% (n=3) oT mauueHTHTe NMat
HEBPOJIOTMYHA TOKCUYHOCT cTeneH 5 (eauH ciyvaid Ha ICANS, equn - Ha HEBPOJIOTHYHA TOKCHUYHOCT
C MPOABbJIKaBAIL MAPKMHCOHU3BM, U €[JMH - Ha eHledanonaTus). B qombiHeHue, nIecT NaueHTH ca ¢
JIETAJIEH U3XO0J, KOUTO Ca UMAJIM HEBPOJOTrMYHA TOKCUYHOCT KbM MOMEHTA Ha cMBpTTa. l1leT neranHu
CIIy4as ce IBbJDKAT Ha MHQEKIUS, BKIIOUYUTEIHO 1Ba CMBPTHH CIIydast IPH MaUEHTH C HATNYHA
MPU3HALK U CUMIITOMH Ha MMAPKUHCOHU3BM, KaKTO € OMHUCAHO MO-J0Jy, M €IUH CMBPTEH Cllyyaii ce
JUBJKH Ha JUXaTelTHa HeJJ0CTaThYHOCT. Binkre Touka 4.4 3a ykazaHus 3a HAONIOICHUE U JICUCHHE.

Cunopom Ha He8POMOKCUUHOCH, C8bP3aHA ¢ uMyHHume epexmopuu kiemku (ICANS)

B c6opuu npoyusanus (n=187) ICANS Bbs3HukBa nipu 16% ot mamuentute (n=29), kato 3% (n=5)
noiayuaBaT ICANS crenen 3 wmn 4, a <1% (n=1) ca noxyumnu ICANS cremen 5. CUMITOMHTE
BKUTIOUBAT ada3us, 3a0aBsHe Ha peura, aucdarus, eHredanomnarus, MOTUCHATO HUBO Ha Ch3HAHUE U
CBCTOSIHUE HA 00BpKaHoCT. Meananarta Ha BpeMeTo oT uHgy3uara Ha CARVYKTI no mepBara nmosia
Ha ICANS e 8 nau (nmama3on: 2 10 13 gHM, ¢ M3KITIOYCHHE Ha 1 ManueHT ¢ mosBa cien 26 qHu), a
MeuaHaTa Ha MPOIBIDKATETHOCTTA € 4 mHu (nuama3on: 1 10 29 aHu, ¢ U3KITIOUYCHNE Ha | marnueHT ¢
rocJjeaABall jgetaieH uxon cien 40 qau).

Leucamenna u HeBPOKOSHUMUBHA MOKCUYHOCH C NPUSHAYU U CUMNIOMU HA NAPKUHCOHUZLM

Ot 42 manmentn B coopHUTE TpoyuBanus (n=187), KOUTO ca MOTy4IHIN HIKaKBa MPOsBa HA
HEBPOTOKCHUYHOCT, CEIEM MAIUEHTH OT MBXKKH TOJI Ca MOJIYYUIH HEBPOJIOTMUYHA TOKCUYHOCT C
HAKOJIKO MPU3HaKa U CUMIITOMA Ha MapKUHCOHU3BM, pa3ziaudHu oT ICANS. MakcumanHuTe cTeneHu
Ha TOKCUYHOCT Ha MapKUHCOHMU3MA ca: cTetieH 2 (n=1), crenen 3 (n=6). Meamanara Ha BpEMETO 10
nosiBa Ha NapkuHCOHU3BM € 38,0 nuu (quanazoH: 14 no 914 num) ot undysusra Ha CARVYKTIL
Envn nanmeHT (creneH 3) € IOYMHAN OT HEBPOJIIOTHYHA TOKCHYHOCT U HAJMYEH MTAPKUHCOHU3BM
247 nuu cien npuioxennero Ha CARVYKTI, a nBama nanueHTy (CTeHeH 2 U CTENeH 3) ¢ HaJIM4eH
NapKUHCOHU3BM Ca OYMHANN OT HH(GEKINO3HU nprurHn 162 1 119 aHUM cnen mpuiloKeHUETo Ha
CARVYKTI. Exnn manueHT ce Bb3ctaHoBsBa (creneH 3). [Tpu octananute 3 manuentH (ctemnex 3)
CUMIITOMUTE Ha MapKUHCOHU3BM ca ce 3aabpxanu 10 996 nuu cien npunoxennero Ha CARVYKTL
Bceuukute 7 nanueHTd uMat aHamHesa 3a npeaniectsan] CRS (n=5 crenen 2; n=1 crenen 3; n=1
creneH 4), a 4 or 7 marentu umar npeamecrsan; ICANS (n=4 crenen 1).

Cunopom na Guillain-Barré

B cbopuute npoyuBanus (n=187) npu equn nanueHT ce chobmana 3a GBS cnen nedenue ¢
CARVYKTI. Bepeku ue cumnromute Ha GBS ca ce mogoOpuinu cies jeueHne CbC CTEPOUIN U
IVIG, nanmenTst e nounnan 139 aau cnen npunoxkennero Ha CARVYKTI nopaau ennedanonarus
CJeN TaCTPOSHTEPUT ¢ HanmmuHu cumntomu Ha GBS.

Ilepughepua neeponamus

B c6opnute mpoyuBanus (n=187) 13 manmenTu ca passuin neprudepHa HEBPOMaTHsI, KOSATO ce
MPOSBSIBA KaTO CEH30pHA, MOTOPHA MJIM CEH30MOTOpPHA HEBpomaTus. Meananara Ha BpEMETO Ha MOsBa
Ha CUMITTOMHTE € 66 nHU (auana3oH: 4 10 914 nHu), MenuaHaTa Ha MPOIBIDKUTEITHOCTTA Ha CITydanTe
Ha niepudepna HeBpornarus € 138 qau (quanazon: 2 10 692 qHM), BKIIOYUTEITHO TE3U C HATHIHA
HeBpornatus. Ot Te3u 13 nmauuentu, 4 umat nepugepHa HeBpOMIaTus cTerneH 3 Wik 4 (KosSTo 0T3BydYaBa
npu 2 MalueHTH WK 0e3 ChOOIIEHO JICYCHHE, MITU CIIC/] MHTESPBEHIINS, BKIFOYBAIIA JTyIOKCETHH,
METaMH30J1, TPETHU30H U TIperadairH, KaTo MPOoAbbKaBa MPH APYTUTE 2 MAIMEeHTH, BKIFOUHUTEITHO
MIPH €IMH TAIUEHT, KOWTO ce To00psiBa ciien JedeHne ¢ Aekcameraszon). [Ipu ocranamute 9 ¢
nepudepHa HeBpomnaTHs cTeneH < 2 nepudepHaTa HEBPOIATHs O0T3By4aBa 0e3 ChOOILICHO JICUCHHUE TIPU
2 MAIMEeHTH U CIIe]T JICUSHHE C AYJIOKCETHH IpH | MalneHT, KaTo MpoIbiDKaBa P IPYTHTE

6 manueHTH.
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Tapanusa na uepenHo-mo3vuHU HepEU

B c6opnuTe nmpoyuBanus (n=187) npu 10 nanueHTH € HaOI0JaBaHa Mapaiu3a Ha YepernHO-MO3bUHU
HEpBU. MennuaHara Ha BpeMETO J0 MosiBaTa Ha cuMnToMute € 24 aau (quanaszoH: 20 qo 101 gam) cien
undysusta Ha CARVYKTI, a Mmenuanata Ha BpeMeTo 0 OT3ByuYaBaHeTo € 51 quu (quamazon: 1 go
128 muu) cien mosiBaTa Ha CUMITTOMHUTE.

Tpoovaocumennu u peyuousupawiy yumoneruu

IMutonenuu crenen 3 uiu 4 B Jled 1 cneq npuiioKeHUETO, KOUTO HE OT3BYy4YaBaT /10 CTETEH 2 WU T0-
aucka kpM Jen 30 cinen nadysusra Ha CARVYKTI, BxmrouBar TpomGommromnenus (36%),
Heytponenus (31%) u mumdonenus (21%). Cnen den 60 cnen CARVYKTI npu 28%, 17% u 3% ot
MAIMEHTUTE ce HabIoaBa ChOTBETHO JTUMQOIIEHHUS, HEYTPOIICHUS M TPOMOOIIUTOIIEHUS CTEIEH 3 WiIH

4 cien MbPBOHAYATHOTO BH3CTAHOBSIBAHE OT IUTOTICHHS CTETICH 3 WIIH 4.

B Tabnuna 5 e mokaszaHa yecToraTa Ha ITUTONICHUH CTETICH 3 MM CTeleH 4, Bb3HUKBAIIHU CJIE]
MIPIIIOKEHIE, KOUTO HE OT3BYYaBaT J0 CTEIEH 2 WIH MOo-HUCKa choTBeTHO KbM [en 30 u Jlen 60.

Taﬁ.mma 5: YecToTa Ha NPOABJIZKUTCJIHA U PEHUIUBUPAIIIA MUTONNCHUH CJIC JICUCHHUE C
CARVYKTI (N=187)

Crenen 3/4 (%) | IbpBonavaana | IIbpBoHaYaaHA IMosBa Ha
caen len 1 Ha | cremen 3/4 (%), crenen 3/4 (%), crenen 3/4 (%)
NPUJI0KEHUETO KOHMTO He ce KOMTO He ce > Jlen 60 (caen
BBb3CTAHOBSIBAT® | BB3CTAHOBSBAT® | IMbPBOHAYAIHO
a0 <cTemeH 2 | A0 <CTemeH 2 KbM | Bb3CTaHOBsIBaHe?
kbM Jlen 30 Jlen 60 ot creneH 3/4)
TpomborTonenus 99 (53%) 68 (36%) 44 (24%) 6 (3%)
Heytponenwust 180 (96%) 58 (31%) 22 (12%) 31 (17%)
Jlumdornenust 183 (98%) 39 (21%) 22 (12%) 52 (28%)

& JlaGopaTopHHUAT pe3yJITar ¢ Haif-TeKKaTa CTEMeH Ha TOKCHYHOCT Ce M3MOJI3Ba 3a KalleHAapeH JIeH.

Jeduaunus 3a Bb3cTaHOBsIBaHE: TPIOBa Aa MMa 2 ITOCIIeI0BATEIHN pe3yiTaTa CTeNeH < 2 B pa3INYHU THH
NIPY BB3CTaHOBUTENEH nepro <10 nHu.
Benexxu: Jlaboparopuute pesynraru, oueHenu cien en 1 o Jen 100, ca BKiItoYeHH B aHau3a.
TpombormTonenus: crenen 3/4 — 6poit TpomOonuty < 50 000 krerkn/pl.
Heytponenus: crenen 3/4 - 6poit HeyTpodumm < 1 000 xmerkn/pl.
JIumorenns: crener 3/4 - 6poit mumMdonuTh < 0,5%10° knerxu/1.
[poueHTHTE CE OCHOBaBAT Ha OPOs JIEKYBaHH MALUEHTH.

Cepuosnu ungexyuu

WNudexnnu Bp3auKBaT nipu 48% ot manuenTute (n=89); 16% ot nauuentute (n=29) nomyyasar
WH(EKITNHN CTETICH 3 WIH CTeTeH 4, a JieTaaHu HHGEKINA BE3HUKBAT 1pu 3% OT marmenTure (n=5) —
OenmonpoOeH adciiec, Cerncuc, CENTUYCH MIOK, THeBMOHUS, nmpuunHeHa oT COVID-19, u konwr,
npuuuneH ot Clostridium difficile. Haii-gecto chobiaBanute (> 2%) HHEKIHH OT CTENEH 3 WK 110-
BHCOKa ca THEBMOHUS U cenicuc. debpritHa HeyTponieHus ¢ HaOmoaaBana npu 10% ot marueHTuTe,
kaTo 4% moxy4aBaT cepro3Ha (eOpriiHa HEYTPOTICHUS.

Bukre Touka 4.4 3a ykazaHus 32 HAOIIOJICHHE U JICUCHHUE.

Xunoeamaznobynuremus

B cO6opnute npoyuBanus (n=187) xunoramarnoOynuHemus ce HabroaBa pu 11% ot naruenture,
kato 1% oT manueHTuTe Noay4aBaT xurnoramarinoOynuneMus creneH 3. Jlabopatopaute HuBa Ha IgG
cragat oy 500 mg/dl cnex nady3usara npu 88% (165/187) ot narmenture, nexkyBanu ¢ CARVYKTI.
XunoramariaoOyauHemus ce Habmronasa mpu 90% (168/187) ot narpeHTUTe e HHPY3US WK KaTo
HEXeJlaHa PEeaKins, WK KaTo TadopaTopHo HuBo Ha IgG mox 500 mg/dl.. TpuzaeceT u mect nporeHTa
ot manuentute ca noayuniau [VIG cien CARVYKTI wnm mopann HexxenaHa peakiys, WIH 3a
npodunakTuka. Bikre Toukad.4 3a ykazaHus 3a HaOIrOICHHUE U JICUCHHE.
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Hmynozennocm

Nwmynorennoctta Ha CARVYKTI e orieHena ¢ moMorita Ha BalHIMPaH METOJ 32 OTKPHBAaHE Ha
cebpaBamy antutena cpeary CARVYKTI npeau npuinoxxeHnero, a B MHOXKECTBO BPEeMEBH TOUYKH -
ciex nHdysusata. B coopaure npoyusanus (N=187) 46 ot 187 (25%) nmauueHT! ¢ NOAXOISAIIN IPOOH
ca monoxutean 3a aHTH-CAR aHTHTENa, MOSBSBAIIM ce B X0a Ha JiedeHneTo. Hsma kareropudan
JloKa3aTescTBa, ye HaOmogaBanuTe aHTH-CAR anTuTena nosnusasat 6e3onacHocTTta Ha CARVYKTIL
Ocsen ToBa ananm3 B [Ipoyasane MM Y2001 (n=97) He moKka3Ba KaTETOPUYHH TOKA3aTEICTBA, KOUTO
Jla oKa3Bpar, ue HabmoaaBanute aHTu-CAR aHTUTENna MOBIMSIBAT KHHETUKATA HA TbPBOHAYAIHATA
eKCITaH3us U IepcrucTupane, epukacHoctta win 6e3omacaoctra Ha CARVYKTIL

Cpo011aBane Ha NOJ03UPAHU HEXKEIIAHU PEAKIIMM

Cro0I11aBaHeTo Ha TIO/I03MPAHU HEeXKEIIAaHU PEaKIMK CIIe/ pa3peniaBate 3a ynorpeda Ha JIeKapCTBEHUS
MPOIYKT € BakHO. ToBa MO3BOJIABA 1A TIPOABIKH HAOIOIEHUETO Ha CHOTHOIIICHUETO T10J13a/pUCK 3a
JeKapcTBeHus NpoayKT. OT MEAUIIMHCKUTE CIICIIUAIMCTH CE U3MCKBA Jia ChOOIIIaBaT BCAKA
MOJT03UpaHa HeXKeNNaHa peakKiys Ype3 HaIlMOHATHATA CHCTEMA 32 ChOOIIaBaHe B!

M3nbIHATETHA areHITds 10 JIeKapcTBaTa

yi. ,,Jlamsa I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeb6caiit: www.bda.bg

4.9 IIpemo3upane

JlunicBat JaHHW OTHOCHO MPHU3HAIIUTE WK MOCiecTBUATa OT npego3upane ¢ CARVYKTIL

5. ®APMAKOJIOTHYHU CBOMCTBA
51 ®apmakoguHaMHYHH CBOiicTBa
dapmakoTepaneBTuuHa rpyna: Apyru antudeomnactuynu cpenctsa, ATC koa: LO1XLO5

MexaHu3bM Ha jAeiicTBue

CARVYKTI e renernyno MoauduIrpana aBTojoxkHa T-KIeTh4Ha UIMyHOTEpanus, HACOYeHA KbM
BCMA, KosiTO BKJIIOYBA MpenporpaMupane Ha cooctseHure T KIeTKH Ha NalueHTa Ype3 TPaHCTEHHO
KozxupaHe Ha xumepeH antureneH peuentop (CAR) 3a oTkpuBaHe U eTMMUHUPAHE HA KIETKUTE,
excrpecrpamn BCMA. BCMA ce ekcripecupa npeArMHO Ha IOBBPXHOCTTA HA 3JI0KAUE€CTBEHHUTE
MUEJIOMHHU KJIETKH OT B MHusA, KakTo 1 Ha B KJIeTKM B KbCEH CTaANN Ha Ch3psBAHE U IUIa3MaTHYHU
kietkn. CAR nporennsT Ha CARVYKTI BkntouBa 1Be aHTUTENA, HACOUEHU CPELLy €IUH AOMENH Ha
BCMA, kouto npuaasat roiasm apuanteT cpemry dyosemkn BCMA, 4-1BB koctumynmpai JoMeiH u
CD3-3era (CD3{) curnanen nuroriazmMeH gqomeii. Crie; CBbp3BaHe C KIETKUTE, CKCIIPECHPAIIH
BCMA, CAR npenusBukba T-KJI€ThYHO aKTUBUPAHE, €KCIIAH3US U €TUMUHUPAHE HAa TAPreTHUTE
KIIETKH.

DapmakoarHAMUYHY €QEKTH

OmnuTH ¢ eAHOBPEMEHHO KyJITHBUpaHe iN Vitro mokassart, e UTOTOKCHYHOCTTA B OCBOOOXKJABAaHETO
Ha IUTOKWHH, METMMPaHH OT IIMJITaka0TareH aBroyieBlen (narepdepon-rama, [IFN-y], tymop
Hekpotusupan pakrop anda [TNF-a], uarepneskun [IL]-2), 3aBucst or BCMA.

Knmangna edmkacHOCT 11 6€301macHOCT

MMY2001 e oTkprTO, MHOTOIIEHTPOBO MPOYUYBaHE ¢ €IHO pamo ¢a3za 1b/2, oueHsBamo eQrKacHOCTTa
u 6e3onacnoctta Ha CARVYKTI 3a neuenue Ha Bb3pacTHU MALMEHTH C PELMINBHPALL H
pedpakTepeH MyITUIUIEH MUEJIOM, KOUTO €a MOJYYHIN Hail-Manko 3 IpeAXOoaHU JIMHUU Ha
AHTUMHUEIIOMHH TEPaIH, BKIIOYBAIY IPOTEa30MEH HHXUOUTOP, IMYHOMOYJIUPALIO CPENCTBO U
anTu-CD38 aHTUTSII0, ¥ KOUTO UMaT MPOrpechs Ha 3a00JIBaHETO 10 BpeMe Ha WM B paMKHTE Ha

12 mecena cnen nmocnenHara cxema. IlanneHTu ¢ N3BeCTHO aKTUBHO 3a00JIIBaHE Ha LIEHTpaJIHATa
uepsHa cuctema (LIHC) nimu ¢ anamaesa 3a 3aaunMo 3adomsBane Ha [[HC, BKIIOUNTEITHO MYITHILICH
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muenoM Ha LIHC, nauueHTH, IeKyBaHu npenu ToBa ¢ 1pyru antu-BCMA neuenus, anoreHna
TpaHCIUIAHTAIIMS HA CTBOJIOBH KJICTKH 10 6 Mecela nmpeau adepesara i TeKyIIo JICUCHUE ¢
UMYHOCYTIPECOpH, KpeaTHHUHOB KiupbHC < 40 ml/min, abcomtoTHa KOHIIEHTpaLUs Ha TUMQOIUTH

< 300/pl, yepHopoOHM TpaHcaMuHa3M > 3 MBTU HAJ TOPHATA TPAHUIIA HA HOpMaTa, ChpIcuHa
¢pakuuns Ha u3TIacKBaHe < 45% WM C aKTUBHA CEpUO3HA MH(EKLUS ca U3KIIOUCHH OT U3IHUTBAHETO.

O6mro 113 manuenTn ca nognoxxenu Ha neBkodepesa; CARVYKTI e mpounssesnieH 3a BCHIKu
HalHeHTH.

Menunanara Ha BpeMeTO OT JCHs Cliell IoIy4aBaHe Ha MaTepuala oT JeBKogdepesa B MACTOTO Ha
MIPOU3BOJICTBO JI0 OCBOOOKIABAHETO HA JICKAPCTBEHIUS MPOAYKT 32 HHPY3us € 29 nam (quamna3oH: 23
10 64 mHK), a MenuaHaTa Ha BpEMETO OT HavasiHata JieBkodepesa no nndysusta Ha CARVYKTI e
47 muu (nuamasoH: 41 mo 167 gHu).

Cren neBkodepesara u npeau npuinokearnero Ha CARVYKTI 73 ot 97-te nauuentu (75%) ca
NOJYy4MIM MOCTOBa Tepamnusi. Hail-uecto u3nonsBaHuTe cpeacTBa KaTo MocToBa Tepanus (>20% ot
MAIMEHTUTE ) BKIIIOYBAT JIekcaMeTa3oH 62 marmenty (63,9%), 6opresomu6d 26 mamuentu (26,8%),
nukiIohochamun 22 maunentu (22,7%) n nomanuaomux 21 nanuentu (21,6%).

CARVYKTI e npunaran kato eqHOKpaTHA 1.v. HHPY3uA 5 10 7 THA cjea Ha4aloTo Ha
XMMHOTEpAIHATA 32 TUM(BOIUTHO H3depnBane (mukaopochamm 300 Mgy/m? HHTPABEHO3HO JTHEBHO U
dmynapabun 30 mg/m? HHTpaBeHO3HO JHEBHO 3a 3 [HU). JleBeTeceT U ceieM MallUeHTH ca MOy T
CARVYKTI ¢ meanana na mo3ata 0,71 x 10° CAR-mosoxuTensn xu3Hecnocoonu T knetkn/kg
(mmamazom: 0,51 10 0,95 x 10° kneTkw/kg). BcHuky MarMeHRTH ca XOCIHTATH3HPAHH 32 HH(Y3HATA HA

CARVYKTI u 3a naii-manko 10 muu cien Tosa. lllecTHameceT marueHTH He ca JEKyBaHU C
CARVYKTI (n=12 cnexn neBkodepesa u n=4 cien Tepanus 3a TMM(OIUTHO H3UEpIIBAHE) TOPAIH

OTTETJISIHE Ha ManuenTa (n=>5), mporpecupario 3adoisaBade (n=2) Wik cMbPT (n=9).

Tadauna 6: Pe3ome Ha feMorpadcKuTe TaHHU U U3XOJHUTE XaPAKTEPUCTHKHU HA

naliueHTHTe
Benukn Bceunuku ¢
JIEKYBaHU JeBkodepesa
I'pyna 3a anajau3 (N=97) (N=113)
Bn3pacr (rogunn)
Kareropus, n (%)
<65 62 (64) 70 (62)
6575 27 (28) 34 (30)
>75 8 (8) 9(8)
Menana (Iuanason) 61,0 (43; 78) 62 (29; 78)
IToa
Mubxe n (%) 57 (59) 65 (57,5)
XKenu n (%) 40 (41) 48 (42,5)
Paca
AMEpPUKaHCKU WHAUAHIIA WK KOPSHHU KUTEIH Ha
Auscka 1) 1(2)
Aszunariu 1(1) 1(2)
YepHOKOXKH WK appoaMeprUKaHIIH 17 (17.5) 17 (15)
Kopennu sxutenu Ha XaBauTe Wid ApyTu
THXOOKEAHCKH OCTPOBHU 1(1) 1(2)
benu 69 (71) 83 (73,5)
Pazan 0 0
He ce cpo0111aBa 8 (8) 10 (9)
Cxop no ECOG npenu undysusata n (%)
0 39 (40) 55 (49)
1 54 (56) 58 (51)
2 4 (4) -
Crannmii no ISS Ha U3X01HOTO HHBO B Mpoy4YBaHeTo n (%)
N 97 58
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I 61 (63) 32 (55)

I 22 (23) 21 (36)

1 14 (14) 5(9)
Kpearununos kaupbac/eGFR (MDRD) (ml/min/1,73m?) 88,44 (41,8; 73,61 (36,2;
MennaHa (quamna3oH) 242.,9) 177,8)

BpeMe oT AuarHocTHOMpaHe HA MYJITHILIEHUS] MUEJIOM JI0
BKJIIOYBAHETO B MPOYYBaHETO (TOAMHM)
Menuana (uanasoH)

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

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

Hannvne Ha ekxcTpaMenyJIapHH INIa3MOLUTOMH, N (%)

Ja 13 (13) NA?
He 84 (87) NA®
I{uToreHeTHYeH PUCK HA U3XOTHOTO HUBO B MPOYYBAHETO
n (%o)
CrangapTeH pHCK 68 (70) 70 (62)
Bucok puck 23 (24) 28 (25)
Dell7p 19 (20) 22 (19.5)
T(4;14) 33 5(4)
T(14;16) 2(2) 3(3)
Hewussecren 6 (6) 15 (13)
Tymopna excnpecusst Ha BCMA (%)
Memuana (quamnasoH) 80 (20; 98) 80 (20; 98)
Bpoii IMHUK HA MPEIX0AHH TEPANUH 32 MYJITHIVIEH
MHEJIOM
MenuaHa (uana3oH) 6 (3,18) 5(3,18)
IIpeaxoauo gedenue ¢ PI+IMiD+antn-CD38 anTuTe a N
(%) 97 (100) 113 (100)
IMpeaxoana aBroJoxkua SCT n (%) 87 (90) 99 (88)
[penxoxna ajgorenna SCT n (%) 8 (8) 8 (7)
PedpaxkTepeH B KOSITO M 12 € TOUYKA KBM IPEAX0THA 113 (100)
tepanus n (%) 97 (100)
Pedpakrepen kpMm PI+IMiD+anTu-CD38 antutsisio n (%) | 85 (88) 100 (88,5)
PedpakrepeH KkbM nocjeAHATA JIHHUS MPEIX0IHA 112 (99)
tepanus n (%) 96 (99)

ECOG= Usrouna koomnepaTiBHa OHKOoTHYHA rpyma (Eastern Cooperative Oncology Group); 1SS=

MexnyHapoaHa cuctema 3a craaupane (International Staging System); PI= nporeazomen naxubutop; IMiD=

HMYHOMOyHpaio jekapctBo; SCT= TpaHCIUTaHTAlKs Ha CTBOJOBU KJICTKH; NA= HEIIPHUIOKHMO.
[T1a3MoOIUTOMUTE HE Ca OICHIBAHU TPEAH TUM(OIIMTHOTO U3YCPIIBAHE.

Pesynrarute 3a epuKacHOCT ce OCHOBaBaT Ha O0IIaTa 4YECTOTa Ha OTTOBOP CIIOPEA OLIEHKATa Ha
He3zaBucumara komucus 3a mperiiesl Ha JaHHUTE Npy npuiarade Ha kputepunte Ha IMWG (Bxk.

Tabnuua 7).

Tab6auua 7: PezyaraTu 3a epukacHoct B [Ipoyusane MMY2001

Benuku Beuuknu ¢
JIEKYBaHHU JeBKo(epe3a

I'pyna 3a anaju3 (N=97) (N=113)

O6m1a yecrora Ha otroop (SCR? + VGPR + PR) n 95 (97,9) 95 (84,1)

(%)

95% CI (%) (92,7;99,7) (76,0; 90,3)
Crpukren mbieH otroop (SCR)? n (%) 80 (82,5) 80 (70,8)
Mtuoro n1o6sp yactuueH otroBop (VGPR) n (%) 12 (12,4) 12 (10,6)
Yactuuen orroBop (PR) n (%) 3(3,1) 32,7

IpoabkuTeaHoCT Ha oTroBopa (DOR) (Mecenn)’ -

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

DOR, ako Haii-no0pusaT otrosop € SCR? (Mecenn) -
Meauana (95% ClI) NE (28,3, NE)
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Bpeme 10 otroBopa (Mecenn)
Menuana (quana3soH) 0,95 (0,9;10,7) |-

Yecrora Ha orpunarteaeds MRD crarye n (%)" 56 (57,7) 56 (49,6)
95% CI (%) (47,3; 67,7) (40,0; 59,1)
[ManmenTn ¢ otpunareneds MRD cratyc csc sSCR n 42 (43,3) 42 (37,2)

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

Cl=noBepurenen unrepsas; MRD= MuHHMaiHO ocTaThuHO 3a00nsBaHe; NE= He Moxe J1a ce OolleH!
benexku: OcHoBaBa ce Ha Me/IMaHa Ha MPOABIDKATETHOCT Ha MpocieasBane 28 Mecena

®  Bcuuku meanu oTroBopu ca ctpukTHH CRs.

®  Vsuncnenara crernen va DOR e 60,3% (95% CI: 49,6%, 69,5%) na 24-tus mecen u 51,2% (95% CI:
39,0%, 62,1%) na 30-Tus Mece.

Bsetu ca npeasua camo orneHkr Ha MRD (10 N Ipar Ha u3cjie/[BaHe) B paMKUTe Ha 3 Mecera oT
nocrurane Ha CR/sCR o cmbpT/mporpecusi/mocnensaiia tepanus (M3KIFOYUTENHO). Bcnuky mbiHu
otroBopu ca crpuktar CRs. Uecrora Ha orpuriarenied MRD craryc [(%) 95% CI] npu moaxoasiy 3a
orenka nanuentu (N=61) e 91,8% (81,9%; 97,3%)

IlenmnaTpryna momyamus

EBporneiickara areHuus 1o JiekapcTBaTa 0CBOO0XK/AaBa OT 3aIbJDKEHUETO 3a PEAOCTaBsSIHE Ha
pesynrarute ot npoyuBanusaTra ¢ CARVYKTI BsB Bcnuky moArpyny Ha IeARATPpUIHATA ITOITYJIAIINS
IIpHU MYJITHUIUIEH MEETIOM (BK. Touka 4.2 3a nH(pOpMaIis OTHOCHO yIOTpeda B MeIUaTpusITa).

To3u nekapcTBEH MPOAYKT € pa3pelleH 3a ynorpeda mo T. Hap. CXeMa ,,pa3peliaBaHe MoJ ycJlIoBHue .
ToBa 03HauaBa, Ye 3a TO3U JIEKAPCTBEH MPOLYKT C€ 0YAKBAT IONBJIHUTEIHN JaHHH.

EBporeiickaTa areHnus mo JeKapcTBaTa Ie H3BbPIIBa Mperies Ha HoBaTa HH(OpMaIus 3a TO3U
JIEKapCTBEH MPOAYKT MOHE BeAHBX roauiiHo u Ta3u KXII choTBETHO 1Ie ce akTyaau3upa.

5.2 dapmakoKHHETHYHHU CBOHCTBA

®dapmakokuneTrkara (OK) Ha CARVYKTI e onenena npu 97 nanueHTH ¢ MyJITHILICH MUEIIOM,
nonyunn exHokpaTtHa nHpy3us Ha CARVYKTI ¢ meanana Ha no3ara 0,71 x 10° CAR-monoxuTensnu
xusHecniocobnn T knerkn/kg (nuamaszon: 0,51 x 10° 10 0,95 x 10° knerku/kg).

Crnen egaokparaa uHy3us CARVYKTI noka3sa HauanHa (aza Ha eKCIIaH3Ms, TTOCTIeIBaHa OT ObP30
HaMallsiBaHe, a CJIe]l TOBa Mo-0aBHO HaMmansBaHe. HabmomaBa ce o0ade rojsiMma HHTEPUHIUBHIyaTHA

BapuaOUITHOCT.

Ta6auna 8: ®apmakokuneTuunu nokasarean Ha CARVYKTI npu nauueHTH ¢ MyJaTHILIEH

MHEJIOM
IMoxa3aTen Pe3rome Ha N=97
CTATHCTHKATA
Crax (xomust/ug renomna JIHK) Cpenno (SD), n 48692 (27174), 97

{max (JTeH) Menunana (inamason), n 12,71 (8,73 —329,77), 97
AUCo.284 (konmst* nen/ug renomua JJHK) Cpenno (SD), n 504496 (385380), 97
AUCq.jast (kommsi* nen/pg renomua JJTHK) Cpenno (SD), n 1098030 (1387010), 97
AUC.6m (xommus* nen/pg reromua JTHK) Cpenno (SD), n 1033373 (1355394), 96

t1 (1eH) Cpenno (SD), n 23,5 (24,2), 42

tiast (J1€H) Menunana (mamaszon), n| 125,90 (20,04 — 702,12), 97

Cren kieThYHATa SKCIaH3MsI TP BCHYKH MAIUCHTH ce HaOIio/aBa (azaTa Ha MEPCUCTUPAHE HA
CARVYKTI. KsM BpemeTo Ha ananmsa (n=65) MequanaTta Ha BpeMeTo 3a Bpblmane Ha CAR
TPaHCTCHHUTE HUBA B NeprdepHa KPbB KbM U3XOAHOTO HUBO MPEIU MPUIOKCHUETO € PUOIU3UTEITHO
100 nau (mnana3on: 28-365 qHu) cien nHpYy3UATA.

Mamepuma excrio3urust Ha CARVYKTI B KOCTHHSI MO3BK TIOKa3Ba Pas3NpeaesICcHUETO My OT
CUCTEMHOTO KpbBOOOpaIleH!e B KOCTHHS MO3bK. [107100HO Ha TpaHCTEHHHUTE HYUBA B KPBHBTA,
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TPaHCT€HHHUTE HUBA B KOCTHHUSI MO3bK HAMAIISIBAT C BPEMETO M NIOKa3BaT TOJIsIMa HHTEPHUHINBH Y aTHA
BapHaOWITHOCT.

CrnenyanaHy nonyaaruu

®dapmakokuHeTrKaTa HA CARVYKTI (Cimax 1 AUCo.284) HE ce TIOBTHSIBA OT BB3pacTTa (AMarasoH:
43-78 ronuHU, BKIFOYNATETHO MAIMEHTH Ha BB3pacT < 65 roguan (n=62; 63,9%), 65-75 roguan (n=27;
27,8%) u > 75 roguan (n=8; 8,2%).

Amnanornuno, papmakokrnHeTHKaTa HAa CARVYKTI (Cmax 1 AUCo-28¢) HE Ce TIOBJIHSIBA OT T10J1a,
TEJIECHOTO TETJIO U pacara.

BrOpeuHo yBpexaane

He ca mpoBexxnanu npoyuBanms nmpu 060pedno yBpexaane ¢ CARVYKTI. Chax 1 AUCo.284 HA
CARVYKTI ca nogoOHu npu nanueHTH ¢ jJeka 0b0peyna AuchyHKIUs (KpeaTHHHHOB KITUPBHC

<60 ml/min [CRCL] < 90 ml/min) u nmanuentu ¢ HopMasiHa 0s0peuna ¢pynkmus (CRCL > 90 ml/min).

YepHo1poOHO yBpexkI1aHE

He ca npoBexnanu npoyusanus npu yepHoApoOHO yBpexkaaHe ¢ CARVYKTI. Cmax 1 AUCo.284 Ha
CARVYKTI ca mogoOHM ITpH MAMEHTH ¢ JeKa YepHOApoOHa quchyHKIUA [(001 OnmupyOonH <
ropHara rpanuinia Ha HopmaTta (ULN) u acnaprat amunotpancdepasa > ULN) wim (ULN < o611
ounupy6uH < 1,5 metit ULN)] 1 manuenTy ¢ HopMaiHa 4epHOIpoOHa QyHKIHA.

5.3 IlpeakJMHUYHU JAHHH 32 0€30MACHOCT

CARVYKTI e cbcTraBeH OT TeHHO MOAU(DUIIMPAHN YOBEIIKH T KIETKH, MOPaJd KOETO HIMa
IpeACTAaBUTENHH iN Vitro TecToBe, €X VIVO WM in ViVO MozeIH, KOUTO MOTaT Ia OTPas3sAT TOYHO
TOKCHKOJIOTHYHUTE XapaKTEPUCTHKH Ha POAYKTa 3a yrnorpeda npu xopa. [lopanu ToBa He ca
MPOBEXKIAHU TPAJAUIMOHHUTE TOKCUKOJIOTMYHH MPOYYBAHUS, U3M0JI3BaHU TIPU pa3paO0TBAHETO HA
JIeKapCTBa.

KaHIIeDOFCHHOCT 1 MYTar¢HHOCT
He ca MPOBCIKAAHU IPOYUBAHUSA 3a TCHOTOKCUYHOCT UJIUM KAHIICPOTCHHOCT.

PuckbT OT MHCEpIIMOHHA MyTareHe3a, BR3HUKBAI 110 BpeMe Ha mpou3BoacTBoTo HAa CARVYKTI crexn
TPAHCAYKIIVS Ha aBTOJOXKHU YOBEIIKH | KIETKH ¢ MHTErpupall JeHTuBupyceH Bektop (LV), e
OIIEHEHa upe3 OlleHKa Ha nHTerpanuoHHus npodun Ha Bekropa B CARVYKTI npenn nadysusra.
To3m TeHOMeH aHannu3 Ha HHCEPIIMOHHOTO MSICTO € n3BbpieH npu npoayktd CARVYKTI ot

7 mpoOu OT 6 MAlMEHTH ¢ MYJITHILICH MUEJIOM U OT 3 mpoOu ot 3 31paBu qoHOpHU. Hsima nannu 3a
npedepeHratia HHTErpaus B OJIM30CT A0 BBIIPOCHUTE I'CHU.

PenpoaykrrBHa TOKCHYHOCT

He ca npoBexaanu penpoayKTUBHU IPOYUYBAHUS U IPOYUBAHUSA 32 TOKCUYHOCT 3@ Pa3BUTUETO NPHU
skuBoTHU ¢ CARVYKTI.

He ca nmpoBexxaann npoyuBanus 3a oreHka Ha epextute Ha CARVYKTI Bppxy deprunurera.

6. DAPMAIEBTUYHU JAHHHAU

6.1 Chnucbk HAa TOMOIIHHUTE BelIeCTBA
Cryostor CS5 (chabpxka TUMeTHI CyIPOKCH)
6.2 HecbBMecTHMOCTH

[Ipu nunca Ha Mpoy4YBaHUA 32 HECHBBMECTUMOCTH TO3HM JIEKapCTBEH MPOIYKT HE TPsOBa /1a ce CMecBa C
JPYTH JIEKapCTBEHH MPOIYKTH.
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6.3 Cpok Ha rogHocT
9 mecena

Crnen pa3mpassiBaHe: MaKCHUMaTHO 2,5 yaca Ha craiiHa temrieparypa (20°C go 25°C). Uadysusrta
CARVYKTI TpsibBa na ce mpuioku He3abaBHO Cliel pa3Mpa3sBaHe U Ja 3aBLPIINNA B pAMKHUTE Ha
2,5 gaca.

6.4 CroenuajHu yCJI0BHs HA CbXpaHeHHe

CARVYKTI tpsibBa na ce cbxpaHsiBa U TpaHCIOPTUPa B mapHaTa (asa Ha TeueH azot (< -120°C) u
TpsOBa Ja OCTaHe 3aMpa3eH, JOKAaTo MAlMEeHTHT HE € TOTOB 3a JICYeHHe, 3a 1a Ce TapaHThpa
HAJMYHETO HA KM3HECTIOCOOHH KIIETKH 32 IMPHIOKCHNE Ha MallueHTa.

Pa3mpa3seHusT nekapcTBeH MPOLyKT He TpsiOBa Aa ce pa3Kilalla, Ja ce 3aMpassiBa HIH Ja ce cliara B
XJIQJAWTHUK TIOBTOPHO.

CroxpansBaiiTe nH(Y3UOHHUS CaK B afyMHHHEBaTa KPHOKACeTa.
3a ycioBusTa Ha ChbXpaHEHUE clie]l pa3Mpa3siBaHe Ha JIEKAPCTBEHHS MPOIYKT BHXKTE Touka 6.3.

6.5 Bwuau chabp:kaHue HA ONAKOBKATA M CHENHAIHHA IPUCIIOCO0JIEHHS 32 yIIOTPeOa,
NMPUJI0KeHNEe WIH UMILUIAHTHPaHe

WNudy3noneH cak ot etriieH BUHWI arietat (EVA) cbe 3amedarana JOMBIHATEIHA TPHONYKA U 1BA
cnaiik-mopra, cpappxkant 30 ml (cak ot 50 ml) niam 70 ml (cak ot 250 ml) keTpuHa TUCTIEpCHS.
Bceku nH(y31MOHEH cak € OaKoBaH B ATlyMUHHEBa KpUOKaceTa.

6.6 Cnenuajnu npeana3sHu MePKHU NPH U3XBBPJIsiHE U padoTa

CARVYKTI ue TpsibBa na ce 00rb4Ba, Thil KATO 00JBUYBAHETO OM MOTJIO J]a MTHAKTUBUPA
JIEKapCTBEHUSI MMPOJYKT.

[IpennasHu MepkH, KOUTO TPSOBA J1a C€ B3eMAaT MPeIu paboTa ChC WU MPUIOKECHUE Ha JICKAPCTBEHUS
IPOAYKT

CARVYKTI tpsibBa na TpaHcropTHpa B paMKUTE Ha JIEYCOHOTO 3aBECHIE B 3aTBOPCHH, HETYILTUBU
Y HEIPOITyCKJINBU KOHTEHHEPH.

To3u sekapcTBEH MPOAYKT ChABPKA YOBEIIKHA KPBBHU KIETKH. MEAUITMHCKUTE CISITHAIUCTH, KOUTO
padotst ¢ CARVYKTI, tpsi6Ba ja B3emMat moaxo/sIy npe/na3Hid MepKu (J1a HOCAT PhKaBHUIH,
3aIUTHO OOJICKIIO U 3alllTa 32 OYUTE), 3 J1a U30EerHaT MOTCHIIMAIHO MPeIaBaHe Ha HH()EKIIMO3HU
3a001s1BaHus.

CARVYKTI tpsidBa na ocrane < -120 °C mpe3 1s10TO BpeMeE 10 pa3Mpa3siBaHETO Ha ChIBPKAHUETO
Ha caka 3a uHQy3usl.

HOIIFOTOBKa Ipeau IMPUIIOKCHUC

Tpsi0Ba 1a ce kKoopAWHKUpPa BpeMeTo 3a pazmpasspane u 3a nHDy3ust Ha CARVYKTI. Bpewmero 3a
uHQy3us TpsOBa 1a ce NOTBBPAX NPEABAPUTEIIHO U BPEMETO 3a 3all04YBaHE Ha pa3Mpa3sBaHETO TPsOBa
na ce aganrtupa taka, ue¢ CARVYKTI na 6b1e Ha pasmnonoskeHue 3a HH(y3us, KOTaTo MAlMeHTHT €
roroB. Ciiesi pa3mpa3siBaHe JISKAPCTBEHUSAT IPOAYKT TPsAOBaA Jla CE MPUIIOKHU He3a0aBHO U MH(Y3UITA
TpsOBa Ja 3aBBPIIN B paMKUTE Ha 2,5 daca.

° [Ipenn noaroroBkara Ha CARVYKTI TpsiOBa ia ce moTBbpH, Ye CAaMOIMIHOCTTA Ha MMalieHTa
CHOTBETCTBA Ha HIACHTU(UKATOPUTE HA MManneHTa BpXy Kpuokacerara Ha CARVYKTI u
nHPOpMaMOHHMS JTUCT Ha napTtuaata. Madysnonnust cak c CARVYKTI e Tpsi6Ba na ce
M3BaXKa OT KpHOKaceTara, ako HHpopMaluaTa Ha eTHKeTa, crieupruvHa 3a alleHTa, He
CBBIIaJa C IPEABUICHUS NAI[UECHT.

. Ciren TOTBBpKIaBaHe Ha CAaMOJIMYHOCTTA Ha maruenTa nHGy3noHHUAT cak ¢ CARVYKTI
Tpsi0Ba Jja U3BaAM OT KpHOKaceTaTa.
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o IIpenu u cinen pazmpassiBaHe HH(Y3HMOHHUSAT Cak TPpOBa J1a ce IPOBEPHU 3a CBEHTYAITHH
HapyIICHMs Ha LIEJIOCTTa, KaTO Hamp. MpoOUBaHe Wi ciiykBaHe. He mpuaraiite, ako cakbT e
noBpeJieH, U ce cBbpikeTe ¢ Janssen-Cilag International NV.

Paszmpasaeane

o [Mpeau pasmpassBane MHQY3UOHHUAT Cak TPsIOBa Jla ce CIOXH B INIACTMACOBa TOpOa, KOSITO
MOJKeE Jja ce 3aTBapsi IUTBTHO.

. CARVYKTI tpsidBa na ce pasmpasu Ha 37°C+2°C winu Ha BogHa OaHsl, WIK C YCTPOHCTBO 3a

CYXO pa3MpassiBaHe, JOKaTO IPECcTaHe [a ce BIKAa Jied B HHy3uoHHUs cak. O0IIOTO Bpeme oT
HAYaJIOTO JI0 3aBHPIIIBAHETO Ha pa3Mpa3sTBaHETO HE TPsSOBa aa Objae moBede oT 15 MUHYTH.

o Nnudy3noHHuAT cak TpsiOBa Jja ce M3Baay OT 3aTBOPEHATA IIacTMacoBa TopOa 1 J1a ce MOACYIIH.
CpabpkaHneTo Ha HH(QY3MOHHUS cak TPsiOBa BHUMATEIHO /1a pa3MecH, 3a JIa ce pazHecar
CTPYTNBaHMTA HA KJIEThUEH MaTepHaj. AKO OCTaHAaT BUAUMM KJIETHYHU CTPYIIBAHUS,
BHMMATEIHOTO pa3MeCcBaHe Ha ChIABPKAHMETO HA caka TpsAOBa a MpoaABDKU. Mankure
CTpyIBaHMs Ha KJIEThUYEH MaTepual TpsOBa Ja ce pa3HecaT ¢ BHUMATEIHO PbYHO pa3MeCBaHe.
CARVYKTI ue tps6Ba na ce puntprpa npeaBapUTEIHO B APYT KOHTEHHEp, fa ce MPOMUBA, Aa
ce eHTpodyTrupa u/niK pecycrneHmpa B HoBa cpena npean napys3usiTa.

o Crnen pa3mpassiBaHe JeKapCTBEHUAT MPOIYKT HE TPsOBa /1a ce 3aMpa3sBa WM Cliara B
XJIQJAUITHUK TIOBTOPHO.

ITlpunoscenue

. CARVYKTI e camo 3a eqHOKpaTHO aBTOJIOKHO MPUIIOKEHHE.

o [Ipenn na}Yy3HUS 1 IO BpeMe Ha BH3CTAHOBUTEIHUS IIEPHO] OCUTYpETe HaTMIre Ha
TormII3yMabd n 060pyIBaHe 3a CIIENTHA ITOMOIII.

o HOTBT)pI[eTe CBhOTBCTCTBUETO HA CAMOJIMYHOCTTA Ha IMAaIllMC€HTA C I/II[CHTI/I(l)I/IKaTOpI/ITe Ha

uHdy3nonnus cak ¢ CARVYKTI u nunpopmanmonnus auct Ha naptugara. He BiuBaiite
CARVYKTI, ako nHpOpMaIuaTa BEPXY CHCITUGUIHIS 3a TAIlUEHTa CTHKET HE ChOTBETCTBA Ha
NPEBHU/ICHHS TTAIUESHT.

. Cren pa3mpa3ssiBane 1571070 chabpykanne Ha caka ¢ CARVYKTI tps6Ba na ce mpuioxu upes
MHTpaBeHO3Ha MH(Y3Us B paMKHTe Ha 2,5 uaca Ha cTaifHa Temneparypa (20 'C 10 25 °C), kato
ce M3non3Ba Habop 3a MHQY3us ¢ BrpageH GunTsp. Mudy3usra 00MKHOBEHO NPOIBIDKABA 10-
Majko ot 60 MUHYTH.

o HE wn3non3saiite GpuaThp 3a JIEBKOLUTHO N3YEPIIBAHE.

. ITo Bpeme Ha nHdy3musra Ha CARVYKTI BHUMaTenHO pa3MecBaiiTe chaAbpKaHUETO Ha Caka, 3a
Jla ce pa3HecaT CTpyIBaHUATA HA KJIEThYEH MaTepuall.

. Cren BIMBaHE Ha IAJIOTO KOJIMUECTBO OT caka IpoMuiite MHY3UOHHATA CHCTEMA,

BKIIIOUUTENTHO U BrpageHus Gpuirsp, ¢ Harpues xjopug 9 mg/ml (0,9%) MHKEKIMOHEH pa3TBOpP,
3a J1a Ce OCUTYPHU JOCTaBSHETO HA LIEJINS JIEKapCTBEH MPOAYKT.

[pennasHu MepKu, KOUTO TPSIOBa J1a ce B3eMAaT IPU U3XBBPJISIHETO Ha JIEKAPCTBEHHS TPOYKT
Hewnsnon3BaHuAT JIeKapCTBEH MPOJYKT W BCUUKH MaTeprainn, Kouto ca ommm B koHTakT ¢ CARVYKTI
(TBBpAM M TEYHU OTHAIBIN), TPAOBA 1a ce 00pabOTBAT U M3XBBPJIAT KaTO MOTSHIINATHO MH(EKITNO3HA
OTIAABIM B CHOTBETCTBHE C MECTHUTE YKa3aHUs 3a paboTa ¢ MaTepuai OT YOBEIIKH MPOU3XOI.

[IpennpueMane Ha MEPKH B ClIyYail Ha caydYaiHa eKCIIO3UIUS

[Ipu cnyuyaitna excrio3uiysi TPSIOBA Ja ce Cra3BaT MECTHUTE yKa3aHus 3a paboTa ¢ MaTepuai OT
YOBEIIKYU MPOou3X0/1. PabOTHHTE NOBEPXHOCTH U MATEPHATIUTE, KOUTO MOTSHIIMATHO ca OWIK B
koHTakT ¢ CARVYKTI, Tpsab6Ba na 0p1aT 06e33apa3eHu ¢ MOIXOIII 1e3HH(EKTaHT.

7. HPUTEXATEJI HA PASPEHIEHUETO 3A YIHOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30
B-2340 Beerse

benrusa
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/22/1648/001

9. JATA HA ITbPBO PASPEINABAHE/IIOJJHOBABAHE HA PASPEILIEHUETO 3A
YIIOTPEBA

[Jata Ha mepBO paspemiaBaune: 25 mait 2022 r.

Hata Ha nocnenHo nonuossiBane: 24 mapt 2023 r.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

12/2023

ITonpo6Ha nHGOpMAITUS 32 TO3U JIEKAPCTBEH MPOAYKT € IIpeIocTaBeHa Ha yeOcaiita Ha EBponeiickara
areHuus no Jiekapcraata http://www.ema.europa.eu.
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NNPUJIOXEHUE I1
IMPOU3BOJAUTEJI(M) HA BUOJOI'MYHO AKTUBHOTOMTE)
BEHIECTBO(A) U ITPOU3BOJAUTEJI(U), OTTOBOPEH(HHN) 3A
OCBOBOXJIABAHE HA ITAPTUAN
YCJIOBUS NJIN OTPAHUYEHMUSA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIOBUSA N UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIHOTPEBA

YCJIOBUA NJIN OT'PAHUYEHMUSA 3A BE3OITACHA U
EOEKTHUBHA YIIOTPEBA HA JIEKAPCTBEHUS TPOAYKT

KOHKPETHO 3AABJI’KEHUE 3A U3ITBJIHEHUE HA MEPKH
CJIEJ] PABPEIIABAHE 3A YIIOTPEBA I1O/J] YCJIOBHUE
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A. TMPOU3BOJUTEJ(M) HA BUOJIOTHYHO AKTUBHOTO(UTE) BEILIECTBO(A) U
MMPOU3BOJUTEJI (M), OTTOBOPEH(HU) 3A OCBOBOKJABAHE HA APTHU/IN

HMme u agpec Ha npousBoauTensa(ure) Ha OMOJIOTMYHO aKTUBHOTO(UTE) BemecTBo(a)

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

Hme u agpec Ha npoussoaureisi(ure), OTTOBOPEH(HHU) 32 OCBOOOKIaBaHE HA APTUIANTE

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnanaus

b. YCJI0OBUS NI OT'PAHUYEHUS 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOIYKT C€ OTITyCKa [0 OTpaHMYEHO JeKapcKo npeanucanue (Bx. [Ipunoxenue |:
Kpatka xapakTepucTika Ha NpOIyKTa, Touka 4.2).

B. JPYI' YCJIOBUS U N3UCKBAHMUS HA PASPEHIEHUETO 3A YIIOTPEBA
. IHepnoguynun akTyaJausupanu Jokaagu 3a 6ezonacnoct (ITAIB)

M3uckpanmsTa 3a nogaBane Ha [TAJIb 3a To3u JIeKapCTBEH MPOAYKT Ca TOCOYCHH B WieH 9 Ha
Pernmament (EC) No 507/2006. B choTBETCTBHE C TAX, IPUTEKATENAT HA Pa3pEIICHUETO 3a yIoTpeda
(ITPY) TpsabBa na nogasa [TA/Ib Ha Bceku 6 Mecena.

M3uckpanmsTa 3a nogaBane Ha [TAJIb 3a To3u JIeKapCTBEH MPOAYKT Ca TOCOYCHH B CHHCHKA C
pedepentaute natu Ha EBponetickus cpio3 (EURD cniucek), npensuaes B wi. 1078, ain. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCHUKH CIIEBAIIN aKTyaIN3alluH, TyOJUKYBaHA HA €BPOTICHCKHS
yeOTopTal 3a JIeKapCcTBa.

[TpurexarensaT Ha pa3penienneTo 3a ynotpeda (IIPY) tpsidBa na monane mbpeus [IAJIb 3a To3n
JIEKapCTBEH NMPOJYKT B CPOK OT 6 Mecela cie]] pa3pelaBaHeTo 3a ynorpeoa.

I.  YCJI0OBUA NN OTPAHUYEHUS 3A BE3OITACHA 1 EQEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUSA TPOAYKT

. IInan 3a ynpasaenune Ha pucka (ITYP)

[IpurexarensaT Ha pa3pemniernero 3a ynorpeda (IIPY) tpsabdsa ga n3BbpIBa N3NCKBAaHUTE AEWHOCTH U
JEWCTBYS, CBBP3aHH C MPOCIIE/sIBaHE Ha JIeKapcTBeHaTa 0e30MacHOCT, ocoyeHu B ogoopenus [1YP,
npezacrased B Moayi 1.8.2 Ha pa3speiieHnero 3a ynorpeda, KakTo ¥ BbB BCUUKH CJIeIBAIlK OA00peHN
aktyanuzauuu Ha ITYP.

Axryammsupas [1YP Tps6Ba na ce monasa:

e 110 UcKaHe Ha EBpomneiickaTta areHuus o JIEKapCTBaTa;

e BHHAru, KOraTo ce U3MeHs CUCTeMara 3a yIpaBjeHUe Ha pHcKa, 0OCOOCHO B Pe3yiTaT Ha
MOJTy4aBaHe HAa HOBa HH(OPMALUs, KOSITO MOXKE J1a I0BEE O 3HAYMMH IIPOMEHH B
CHOTHOILIEHHETO T0JI3a/PUCK, WK CIIeNl IOCTUTaHe Ha BaKeH eTarl (BbB Bpb3Ka C
npociensBaHe Ha JIeKapCTBEHATa 0€30MacHOCT WM CBEXaHe Ha PUCKA 10 MUHHUMYM).
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. JIONBJHUTETHH MEPKH 32 CBEK/IaHE HA PHCKA 10 MUHUMYM
IIporpama 3a KOHTPOJIMPAHO Pa3NPOCTPAHEHHE M HATMYHE HA TOUIN3YMa0

3a na ce cegat 1o MuHUMYM puckoBere oT CRS (Bkmrountenso HLH) u HeBpoTOKCHYHOCT
(BxmrouBama ICANS u apyra HeBpoTOKCHYIHOCT), cBbp3anu ¢ neuenneto ¢ CARVYKTI 1PV tpsosa
Jla TapaHTupa, 9e nenrporete, otmyckamu CARVYKTI, ca kBamudunupanu B CbOTBETCTBHE ChC
ChIJIacyBaHaTa Mporpama 3a KOHTPOIMPAHO Pa3NpeAesiCHHe Ypes:

o OCHTYpsIBaHE Ha He3a0aBeH JJOCTBIT Ha MSACTO JIO €/THA J103a TOIMIIN3yMal Ha MalMeHT Mpean
napy3usaTa CARVYKTI. LleHThpbT 32 JJeueHne TpsOBa 1a uMa JOCTHII 0 JOIIBIHATETHA 1032
ToMIM3yMal B paMKHUTE Ha 8 yaca OT BCsKa MPEAX0IHa 103a. B ciyuyail Ha W3BbHpeIHA
CUTyalus, Korato HAMa HAJJMYHOCT Ha TOHI/IHI/I3YM36 nmopagu HEJOCTUT, OIIMCAH B KaTajiora 3a
JUTICBAIY POXYyKTH Ha EBponeiickara areHius o yekapctara, [IPY tpsOBa na rapanTtupa,
Ye Ha MSICTO ca HAIMYHU TOIXOIAIIN allTepHATHBHU MepKH 3a JiedeHue Ha CRS BMecTo
TOLMIHU3YMa0.

CARVYKTI me ce noctaBst camo Ha KBATH(DHIIMPAHHU IIEHTPOBE U CaMO aKO METUITHHCKHSIT
cnermanuct (MC), ygacTBail B JICUSHHETO Ha JAaJIeH MMallMeHT, € 3aBBPIINI IporpamMara 3a o0ydeHue
na MC.

IIporpama 3a o0yuenne: IIpenu myckanero Ha CARVYKTI Ha ma3apa BbB BCsika AbprKaBa WICHKA
[PV tpsibBa na chriaacysa CbIbpKaHUETO U popMaTa Ha OOYUUTETHUTE MaTEpUAIIU C HAIMOHATHUS

KOMIICTCHTCH OpraH.

IIporpama 3a o0yuenne Ha MeauuuHCKHU criermanuct (MC)

IIPVY tpsbBa na rapanTHpa, 4e BHB BCsIKa AbpkaBa wieHka, B koato CARVYKTI e Ha ma3apa, Ha
Bcnukn MC, KOUTO ce o49akBa Jia mpeanucsar, orimyckart u nprmiarat CARVYKTI, me 6b1e
MPETOCTaBEHO PHKOBOICTBO:

o 3a nmoBHIIaBaHe Ha ocBejoMeHoctTa 3a CRS (Brmountenno HLH) u HeBpoTokcHYHOCTTa
(BrirouBama ICANS 1 gpyra HEBPOTOKCUYHOCT) U IMOAXOISAIIOTO UM TPOCIIEASIBAHE,
npodIakTHKa U JICYCHUE, BKIIOYUTEIHO 3HAUCHUETO Ha HAIMIHUETO HA TOIMIIN3YMa0 Ha MSICTO
MIpeIn JICYCHUETO Ha MAIHCHTA.

. 3a yJIeCHsIBaHE Ha KOHCYJITUPAHETO Ha MallMeHTa ChC ChOTBETHATA WHPOPMAIHSL.
. 3a chOOIIaBaHe HAa CEPUO3HUTE HeXeNaH!u peakiuy, cBbp3anu ¢ CARVYKTI.
. Npe/Iy JICYCHUE Ha IA/ICH MAlUEHT J1a Ce OCUTYPH Ha MSICTO TOLMIIN3yMal 3a BCEKH MAIMCHT; B

ciydail Ha M3BBbHPEJHA CUTYyalusl, KOraTto HiMa HATMYHOCT Ha TOLMIM3yMad nopaay HeAOCTHT,
ONMCaH B KaTaJiora 3a JIMICBAIlK NPOAYKTH Ha EBporeiickaTa areHIys o JeKapcTBaTa, Ja ce
OCUTYPSAT Ha MSICTO MOJIXOJISIIN AJITEPHATUBHU MepKH 3a yiedenue Ha CRS.

O0yueHue 3a pabora ¢ JIEKAPCTBEHUS HIPOAYKT:

[PV tpsibBa na rapantupa, ue Ha Bcuuku MC U IpyT TiepcoHall, yqyacTBall B TpaHCIIOpTa,
CBhXPaHEHUETO, pa3MpassiBaHeTo, noaroroskara i padorata ¢ CARVYKTI, me Ob11e npenoctaBeHo
obydeHwue:

o 3a MOBHINIABAaHE HAa OCBEIOMEHOCTTA 332 BA)KHHS MOTEHIIHAJICH PHUCK OT HAMaJIIBaHE Ha
KJIIEThYHATA XKU3HECIIOCOOHOCT IIOPa Iy HEIpaBUIHO OOpaBeHe WK IIOANOTOBKA HA IIPOAYKTA.
. 3a TIpe/IOCTaBsHE Ha YKa3aHUsI 3a Tpe/Na3HUTe MEpKHU, KOUTO TPsIOBa J1a ce peArprueMar npean

pabora unu npuioxenue Ha CARVYKTI (t.e. kak aa ce mpoBepsiBa JIEKAPCTBECHUAT MPOIYKT
Ipeay NpUIIOKEHHE, KakK J1a ce pa3MpassiBa U Kak Jia ce Ipuiara).

IIporpama 3a 06VLI€HI/IC Ha ManueHTUTC

Ja ce mHEGOpMUpAT MAIIMEHTHUTE U Aa UM CE OOSICHSIT:
. puckoBere ot CRS (Bmountenno HLH) u HeBpoTokcnarocT (BkmtouBama ICANS u qpyra
HeBpoTokcnyHOCT), cBbp3anu ¢ CARVYKTI, u n1a ce moBuim ocBe10MEHOCTTA 32
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CHUMIITOMHUTE, KOUTO HallaraT He3a0aBHA MEJUIIMHCKA TOMOILI.

o HEOOXOJMMOCTTA J1a HOCAT BUHATM CUTHATHATA KapTa Ha MMalMeHTa U Ja 5 OKa3BaT Ha BCEKH
nexyBam MC (BKJIFOUMTEITHO MPH CIICIIHA CIIyYaH), Taka 4e TOH Ja Moxke Aa ce cBbpxke ¢ MC,
KoHTo nekyBa manuenta ¢ CAR-T.

o 3axbiKeHNe 32 MPOBEKIaHe HA MEPKH CJie] pa3peliaBaHe 3a ynorpeoa

B onpenenenus cpok [IPY tpsOBa ga M3BIHA CICTHUTE MEPKU.

Onucanne Cpok

3a ma ce xapakTepu3Hpa JOIIBJIHUTEIHO IBIrOCPOYHAaTa 0€30MacCHOCT U M. oM 2043 T.
epuracHoct Ha CARVYKTI npu BB3pacTHH NAITUEHTH ¢ PEITUANBUPAI ITH
pedpakTepeH MyJITUIUICH MHEIIOM, KOUTO Ca IMOJIYYHIH Hali-MajKo TpU
NPEIXOIHH TepanH, BKIIOYUTEIHO IPOTEa30MEH HHXHOUTOD,
MMYHOMOYJIMPAIIO cpencTBo U aHTH-CD38 aHTUTSIIO0, U ca MOy IiIH
Mporpecus Ha 3a00JIIBaHETO IO BpeMe Ha mocieqHara tepanus, [IPY tpa6sa na
nojae pe3yiaTaTuTe OT ABJITOCPOYHOTO MPOYUBAHE 3a MpociieasBaHe Ha
YYaCTHULINTE, JICKYBaHH IIPEIH TOBA C IUJITAKA0TareH aBTOJIEBIIE.

3a na ce XxapakTepHu3HMpa JOIIBJIHUTEIHO IBIrOCPOYHaTa O€3011aCHOCT Ha M. J€KEMBPH
CARVYKTI npu BB3pacTHU NALMEHTH C PEUUANBUPAIT WIH pedpakTepeH 2042 T.
MYJTHIUIEH MHUEJIOM, KOUTO €a MOJyYHJIN Hali-MaJIKo TPH MPEIXOIHH TEPaIHH,
BKJIOUMTETHO IPOTEa30MeH HHXUOUTOP, UMYHOMOAYJIUPAILO CPEICTBO U aHTH-
CD38 anTHTs110, U ca MOIYYMIH IPOTpeckst Ha 3a00JsIBaHETO IO BpeMe Ha
nocienanara tepanus, [IPY tpsOBa na nposelie u a Mojaajie pe3yJiTaTUTe OT
00cepBalOHHO MOCTMAPKETHHIOBO NPOYYBaHE 3a 0€30MacCHOCT 10 PETUCTh.
3a 1a ce XxapakTepHu3Hpa JOIIBJIHUTEIHO IBIrOCPOYHaTa O€30M1aCHOCT Ha M. JI€KEMBPH
CARVYKTI npu BB3pacTHH NAlMEHTH C PEIUAUBUPAIT WIH pedpakTepeH 2042 T.
MYJTHIUIEH MHUEJIOM, KOUTO €a MOJyYHJIH Hali-MaJIKo TPH MPEIXOIHH TEPaIHH,
BKJIIOUMTENTHO IPOTEa30MeH HHXUOUTOP, UMYHOMOAYJIUPAILO CPEIACTBO U aHTH-
CD38 anTuTs110, U ca OJIYYMIHA IPOTPecHsi Ha 3a00JsIBAHETO TI0 BpeMe Ha
nociennara tepanus, [IPY TpsOBa na nmposene u Aa nojaje pe3yiaTaTUTe OT
00CepBalOHHO MOCTMAPKETHHIOBO MPOYYBaHE 3a 0€30MaCHOCT B3 OCHOBA Ha
JAHHU OT NAIlMEHTH NPeAUMHO oT peruona Ha EC.

A.  KOHKPETHO 3AABJI’KEHUE 3A U3ITBJIHEHUE HA MEPKHU CJIE]]
PASPEIIABAHE 3A YIIOTPEBA 110 YCJIOBHUE

ToBa e pa3penieHue 3a ynorpeda 1oy ycioBue u cbriaacuo 4i. 14-a or Pernament (EO) Ne 726/2004 B
onpeneneHus cpok [TPY TpsOBa 1a U3MBIHU CIICTHUTE MEPKH:

Onucanne Cpox

3a na ce noTBBpAAT epukacHocTTa U 6e3omnacHoctta Ha CARVYKTI npu | M. nexemBpu 2026 r.
BBH3PACTHH NAIUEHTU C PEIUAUBUPAI WIH pehPAKTEPEH MYJITHILICH
MHEJIOM, KOUTO Ca MOJTYYHIH Hai-MaJiko TPU MPEAXOIHN TeParuHy,
BKITIOUMTEITHO POTEa30MeH HHXUOUTOP, UMYHOMOIYJIUPAILO CPEACTBO U
anTr-CD38 anTHTAIIO0, ¥ Ca MOTy4YMIIn IpOTpecHst Ha 3a00JISIBAHETO 110
BpeMe Ha nocnieanara tepanus, [IPY tps6Ba na momgazae pe3yiaTaTure oT
npoyusaneTo daza 3 CARTITUDE-4 (MMY3002).
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NMPUJIOXEHUE 111

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHHU, KOUTO TPSABBA JA CbAbPKA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA (KPUOKACETA)

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

CARVYKTI 3,2 x 10° — 1 x 10° kneTku undy3uonna aucrepcus
nrakadTareH apronepnel (CAR+ xuzHecrmocoOHn T KIeTKH)

2. OBSIBSIBAHE HA AKTUBHOTOMTE) BEIHNECTBO(A)

ToBa neKapcTBO ChABPKA KIETKH OT YOBEIIKH MPOU3XO.

ABTOJIOHU YOBEIIKU T KJIETKH, FTEHETUYHO MOAUGHUIUPAHU €X VIVO ¢ M3I0JI3BaHe Ha JICHTHBUPYCEH
BeKTOp, kKoxupail aHtTu-BCMA xumepen anturener peuentop (CAR)

3. CIIMCBK HA IOMOIIHUTE BEHIECTBA

Cryostor CS5 (chabpxa auMeTui cyapoKcun).

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

WHudy3nonHa aucriepcus
30 ml wiu 70 ml kjeTbyHa AUCTIEPCHS HA CaK
Bwxkre nHGOPMALIMOHHMUS JIUCT Ha MAPTUATA.

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BBBEK/IAHE

a "e ce obmpuBa.

Ja HE ce u3non3sa GuiThp 3a JICBKOLUTHO U3YEPIIBAHE.

Ja He ce pazkiamia.

Ja He ce chxpaHsiBa B XJIaJIUJTHUK.

Wnentnduuupaite NpaBUIIHO NPEABHICHUS PELUITUEHT U IPOAYKTA.

Ilpeau ynorpeba mpodeTeTe JIMCTOBKATA.
MHTpaBEeHO3HO NPUIIOKEHUE

6. CIIEIMAJIHO INTPEAYHPEXJIEHUE, YE JIEKAPCTBEHUAT INTPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HOTJIEJA U JOCET'A HA JIEITA

| 7. JIPYTH CIIEIMAJIHU MPEJYPEXJEHUSI, AKO E HEOBXOJMMO

Cawmo 3a aBTOJI0kKHA yroTpeoa.
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‘ 8. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

T'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHMUME

CpxpaHsiBaiiTe ¥ TpaHcHIOpTUpaiTe 3ampaseH < -120°C B mapHara ¢as3a Ha Te4eH a3o0T.
JlekapCTBEHHAT MPOAYKT J1a HE C€ pa3MpassiBa 10 MOMEHTA Ha IPUIIOKEHHE.
Ja He ce 3aMpas3siBa TIOBTOPHO.

10. CHELNHAJIHU ITPEANTASHU MEPKHU NPU U3XBBHPJISHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPHAJIA OT
TAX, AKO CE U3UCKBAT TAKUBA

ToBa nekapcTBO ChABPKA YOBEIIKH KPBBHU KJIETKH. Hen3non3BaHOTO JIEKAPCTBO WK OTIAABYHHUTE
MaTepualy TpAOBa /1a U3XBBPIIAT B ChOTBETCTBHE C MECTHHUTE YKa3aHHS 3a paboTa ¢ OTHaAbYHH
MaTepHalld OT YOBEIIKU ITPOU3XOI.

11. HWME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30
B-2340 Beerse

bearusa

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/22/1648/001

13. TAPTHUJAEH HOMEP, KOJOBE HA JAPEHUETO U HA TPOAYKTA

ITaptuna:

Nwme na namuenra:

Jlata Ha paxiaHe Ha MAIUCHTA:
Enunen esponeiicku kox (SEC):
Wna. Ne na caka:

Wn. Ne Ha nmopbukara:

14. HAYMUH HA OTIITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMAILIMSI HA BPAIJIOBA A3BYKA

[Ipueto e ocHOBaHUE 12 HE ce BKIOUM nH(popManus Ha bpaiinosa a30yka.
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17.  YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/

Henpunoxumo

18. YHHUKAJIEH WAEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA

Henpunoxnumo
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MMUHUMYM JAHHHU, KOUTO TPABBA JJIA CbABPKXAT MAJIKUTE EAUHUYHU
I'bPBUYHU OITAKOBKH

NHO®Y3UOHEH CAK

1. HNME HA JIEKAPCTBEHMUS TPOAYKT U I'BT(MIIA) HA BBBEX/IAHE

CARVYKTI 3,2 x 10° — 1 x 108 knetku uudy3noHHa guctepcHs
nunrakadrareH aBrosesiel (CAR+ xuzHecrmocoOHn T KIeTKN)
CaMo 32 MHTPABEHO3HO MPHIIOKEHUE.

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

‘ 4, IHAPTUJEH HOMEP, KOOOBE HA JAPEHUETO U HA ITPOJAYKTA

ITaptuna:

HMwme na namuenra:

Jlata Ha paxkIaHe Ha MaIMeHTA:
Enunen esponeiicku kox (SEC):
Wn. Ne ma caka:

Wn. Ne Ha nmopbukara:

5. CBbABPKAHUE KATO MACA, OBEM WJIN EJIMHULN

30 ml mnm 70 ml kneThYHA AMCHIEPCHSI HA CaK
Bmxre nHpoOpMaMoOHHUS TUCT HA NApTHAATA.

| 6. JIPYTO

Camo 3a aBTOJIOKHA yroTpeoda.
IIpoBepere naeHTH(hUKATOPUTE HA TIAIIMEHTA.
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JAHHU, KOUTO TPSABBA JA CbAbPKA NHO®OPMALMOHHUSA JINMCT HA
IMAPTUJAATA, BKJIIOYEH BbB BCSAKA ITIPATKA 3A EJIUH TAIHUEHT

‘ 1. HUME HA JIEKAPCTBEHMUSA TPOAYKT

CARVYKTI 3,2 x 10° — 1 x 108 keTku nH(by3HOHHA AUCTIEPCHSL.
uitakadtareH apronesnen (CAR+ xxusznecniocoonu T kiteTkn)

2. OBSIBSIBAHE HA AKTUBHOTOMTE) BEIHNECTBO(A)

ABTOIIOKHHU YOBEIIKH T KIETKH, FTEHETUIHO MOAUGDHIUPAHU €X VIVO ¢ H3I0JI3BaHe Ha JICHTHBUPYCEH
BeKTOp, Koaupanl antu-BCMA xumepen anturereH perentop (CAR).
ToBa nekapcTBO ChABPIKA KIETKH OT YOBEIIKH ITPOU3XO].

3. CBbABPXKXAHUE KATO MACA, OBEM NJINA EJJMHNULN

Howmep Ha Wn. Nena | Terno na marmenta | OO0y o6em Jo3a Ha
napTHaaTa caka (kg) (ml) MPOAYKTa Ha
cak

E,Z[Ha AJIYMHUHHCBA KPUOKACCTA, ChAbpiKallla €ANH MHANBHUAYaJIHO OIIaKOBAH CTCPUJICH I/IH(l)YBI/IOHeH
Cak.

| 4. J103A HA JIEKAPCTBEHUSI TIPOJYKT

Taprernara n03a e 0,75 x 10° CAR-nonoxurennu xmu3necrniocobnn T kinerkn Ha kg TenecHo Teryo (He
HaaXBBpiAma 1 x 108 CAR-nonoxurennu xusnecrocoonn T KIICTKH).

Iamuentu ¢ terno 100 kg u mo-umcko: 0,5 - 1 x10® CAR-monoxutennu xu3Hecnocoonn T KIeTKH Ha
kg TemecHo Termo.

IMarmenTn ¢ Termo Hax 100 kg: 0,5 - 1 x 108 CAR-nonoxuresau xu3Hecnocooun T KIeTKH (me ce
0as3upa Ha TEIEeCHOTO TErJIO).

5. HAYMH HA TPUJIOKEHUME U ITBT(MIIIA) HA BBBEK/IAHE

[Ipenu ynorpeda mpoverere IMCTOBKATA.
WHTpaBeHO3HO MPUIIOKEHHE

‘ 6. APYI'U CHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXO/JNMO

3AITA3ETE TO3U JOKYMEHT U 'O APBXTE HA PA3ITOJIOXKEHUE, KOI'ATO
MNPUT'OTBATE UHOY3UATA CARVYKTI 3A ITPMJIOXXEHUE

Cawmo 3a aBTOJI0KHA yroTpeoa.

Jla He ce oOmbuBa.

Ja HE ce m3non3Ba QuiIThHp 3a JICBKOIIMTHO U3UEPITBAHE.

Ha He ce paskinania.

Jla He ce chXpaHsIBa B XJIaIUITHHUK.
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WnentnduuupaiiTe NpaBUIHO NPEABHICHUS PELUIUEHT U IPOAYKTA.

7. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHMUME

CoxpaHsiBaiiTe U TpaHCIIOPTUPaNTE B 3aMpa3eHo cheTosiHue (< -120°C). CpxpansBalite HHOY3MOHHUS
Cak B aJlyMHHMEBATa KpHOKaceTa, 10 TOTOBHOCT 3a pa3MpassBaHe U npuioxenue. [peau
pa3Mpa3siBaHETO CII0XKeTe HH(PY3MOHHUS CaK B IJIACTMAcoBa TOpOa, KOATO ce 3aTBaps IIbTHO. He
oTBapsiiTe TopOaTa, JOKATO He ce pa3Mpasu. Ciel pasMpassBaHe He 3aMpa3siBaiiTe IOBTOPHO.

8. JATA HA UI3TUYAHE HA CPOKA HATOAJHOCT U APYT'A CHEIIUOPHUYIHA
NHO®OPMALIMA 3A ITAPTUJIATA

IIpousBeneH oT:
JlaTa Ha MpOM3BOJICTBO:
JaTa Ha m3THdane Ha cpoka Ha rogHocT: | JU/MMM/TTTT

9. CIIENUAJIHU ITPEAITAZHA MEPKH ITPU N3XBBPJISIHE HA HEN3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPHUAJIA OT
TAX, AKO CE U3UCKBAT TAKUBA

ToBa 1ekapcTBO ChABPIKA YOBEIIKH KPBBHU KJIETKH. Hen3non3BaHOTO JIEKapCTBO WM OTHAABYHHUTE
MaTepualy TpAOBa /1a U3XBBPIIAT B ChOTBETCTBHE C MECTHHUTE yKa3aHHsI 3a paboTa ¢ OTHaabYHH
MaTepHalld OT YOBEIIKU ITPOU3XOI.

10. KOJOBE HA JAPEHHUETO U HA ITPOAYKTA

NHOOPMAILIUA 3A TTALIUEHTA
Mwme na nauuenra:

[aTa Ha paxxaaHe Ha MalMEHTA:
SEC:

Nn. Ne Ha nmopbukara:

11. HUME U AJAPEC HA IIPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.  HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/22/1648/001
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b. IUCTOBKA
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JIucroBka: uH(poOpManKA 32 NalHEHTA

CARVYKTI 3.2 x 10°— 1 x 108 kyieTkn nndy3nonna aucnepcus
muirtakadrareH apronesnen (CAR+ sxxuznecriocoOnu T kiteTkn)
(ciltacabtagene autoleucel (CAR+ viable T cells))

vTOBa JIEKapCTBO MOJICKH HA TOMBIHUTENHO Habmoaenne. Tosa 1me no3Boiu Obp30TO
yCTaHOBSIBaHE Ha HOBAa MHQOPMAITHs OTHOCHO Oe301macHOCTTa. MOXKeTe 11a 1ajieTe CBOSI IPUHOC KaTo
CHOOINUTE BCSIKA HEXKENIaHA PEaKIUs, KOSITO CTE OJYYHIIM. 3a HauMHA Ha ChOOIaBaHEe HAa HEXKEIaHH
peaKIy BIXKTE Kpasi Ha TOYKa 4.

IIpoueTeTre BHUMATEIHO LsJIaTa JUCTOBKA, IPeIU 1A 3all0YHeTe 12 U3I0J13BaTe TOBA
JIEKapCTBO, Thil KaTo TS ChABbPKA BaxkHa 32 Bac nadopmanus.

o 3amaseTe Ta3u JUCTOBKA. MOKe /1a Ce HAJIOKH Jia S POUYETETe OTHORO.

o AKO UMaTe HSIKAKBHU TOMBJIHUTEIHN BBIIPOCH, IOMUTaNTe Barus iekap uim MeJuinHCcKa
cecrTpa.

o AKO MONTyYHTe HSIKAKBH HEXKEIaHU Peakiluy, yBeroMere Bamivs jgekap uiu MeIuIIMHCKa

cectpa. ToBa BKIIIOUBA M BCHYKH Bh3MOXKHU HEXKETAHU PEAKIMH, HEOMTUCAHN B Ta3H JINCTOBKA.
Buxre Touka 4.

o JlexapsT unu MeAMIMHCKA cecTpa e Bu najgat curnaigHa kapTa 3a MalueHTa, KOsTO ChIbpikKa
Ba)kHa MH(popManus 3a OezonacHocT no otHoureHue Ha edeHrnero ¢ CARVYKTI. IIpoyerere s
BHMMATEITHO U CIa3BaiiTe yKa3aHUATA B HEA.

o Hocere curnannara xaprta Ha MaieHTa cbe cebe CH BUHATH U S TOKa3BaiiTe Ha BCEKH JIeKap
WM MEAMLIMHCKA cecTpa, KouTo Bu mpernexaar, Win ako MOCTHIUTE B OOIHMIIA.

KakBo chabp:ka Ta3u JIMCTOBKA

Kakgo mpencrasnssa CARVYKTI u 3a kakBo ce usnonssa
Kakgo TpsiOBa na 3naere, npenu aa Bu ce npunoxxu CARVYKTI
Kak ce npunara CARVYKTI

BBb3MOKHH HEXENAHU PEAKIIUU

Kak ce cpxpansisa CARVYKTI

CpappikaHre Ha ONIAKOBKATa U JIOIIBIIHUTETHA HH)OpMAIIUs

oML E

1. Kaxkso npeacraBiasasa CARVYKTI u 3a kakBo ce u3noa3sa

. CARVYKTI e Bup nekapcTBo, HAPEIEHO ,,T€PAITNs C TEHHO MOTUHUITPAHH KIETKH , KOETO €
MPUTOTBEHO criennainHo 3a Bac or Bammre coOcTBeHn Oenn KpbBHU KISTKH, HapeueHu T
KIIETKH.

. CARVYKTI ce u3nosnssa 3a Je4eHUE HA Bb3PACTHU NAlUEHTH C PaK HA KOCTHUS MO3bK,
Hape4yeH MYJITUIUIEH MuesoM. JIeKapcTBOTO ce mpuiiara, KoraTo Haif-MajKo TPH APYTH BUAA
JICYECHHUE HE Ca IOACHCTBAIIN.

Kax peiicrea CARVYKTI

o benure kpBbBHU KIIETKH, B3eTH OT Bamara kpbB, ca Moguduipanu B 1adopaTtopus, KaTto B TAX
€ BMBKHAT I'H, KOWTO UM J]aBa Bb3MOXHOCT J1a IPOU3BEKAAT MPOTEHH, HAPEUCH XUMEPEH
anturereH peuenrtop (CAR).

o CAR mosxe 1a ce mpuKpenu KbM crienu(puyueH IPOTerH Ha TOBbPXHOCTTA HA MUCIIOMHHUTE
KJIETKH, KOCTO IT03BOJIsIBA Ha OenuTe By KpBhBHYU KIIETKHM J1a pa3lio3HaBaT U aTaKyBaT
MHEIOMHUTE KJICTKH.

2. Kakgo Tpsn6Ba 1a 3Haete, npenu aa Bu ce mpuinoxu CARVYKTI

He Tpsaora 1a Bu ce npuiara CARVYKTI
° aKo CTe aJleprUYHU KbM HIKOS OT ChCTaBKHUTE Ha TOBA JIEKapCTBO (M30pOEHH B TOUKA 6).
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o aKo CTe aJleprU4HU KbM HSIKOSI OT ChCTaBKHTE Ha JIGKapcTBaTa, KOUTO e Bu Ob1aT npuioxxeHu
npeau nedenneto ¢ CARVYKTI 3a namansBane Ha Opos Ha OenuTe KpbBHH KIETKH B KPBBTa
(Tepamus 3a MUMQOIMTHO N34epIBaHe) (BIKTE ChINO M Touka 3 ,,Kak ce mpuara
CARVYKTI®).

Axo moao3upare, 4€ MOXKE Ia CTC aJICpruiHu, IOChBETBaNTE ce ¢ Bamms JICKap.

IIpenynpesxaeHus: U Mpeana3sHu MEPKH
I'oBopere ¢ Bamus nekap, npenu na Bu ce npunoxu CARVYKTI, ako nmare:

o HACTOSIIY WM MAHAIH IPOOJIEMH OT CTpaHa Ha HEpBHATA CUCTEMa, KaTo HaIp. IPUIaIbIH,
WHCYJIT, HOBOTIOSIBWJIA CE WJIM BJIOIIABAIla ce 3ary0a Ha maMeTTa

. HSAKaKBH MPo0eMu ¢ Oeaute npoOoBe, ChPIIETO WK KPHBHOTO HAISTaHEe (HHCKO FITH BHCOKO)

. YEPHOAPOOHH Wi ObOpedHH MTPOOIeMHU

o MPU3HAIM U CHMIITOMH Ha PEaKIlvs Ha TpucaaKaTa cpelry npueMHuka. ToBa ce ciydBa, Korato

TPaHCIUIAHTHPAHUTE KJIETKU aTaKyBaT Bamus opranu3bM, KaTO NPUYMHIBAT CUMITOMH KaTo
00pHuB, rajieHe, MOBpBIIAHE, IUAPHUS U KbPBAaBU U3NPAKHEHUS.

AKO HeIIo OT TOPHUTE ce OTHAcs 110 Bac (win He cTe curypHH), ToBopeTte ¢ Bamms siekap, npeau ia
Bu ce npunoxu CARVYKTI.

HN3caeanBanus u nperJieau
IIpenu n1a Bu 0bae npuioxken CARVYKTIL, BamusT jiekap:

o 11e MPOBEPH HUBOTO Ha KPBBHUTE KJIETKU B KpbBTa Bu

. e mpoBepu OeuTe MPoOOBE, CHPIETO U KPBBHOTO HAJISMTAHE

o 1€ MOThPCH MpHU3HANIX Ha MH(EKIHA - eBeHTyalIHa HHQEKIHs e Ob/e JIeKyBaHa npean na Bu
ce npunoxu CARVYKTI

o 111e IPOBEPH Jajikl pakbT Bu He ce Biomasa

. 11e nposepu 3a xenatuT B, xenatut C unu nadexuus ¢ XUB

o 11e IPOBEPH Jajli CTe UMaJId BaKCHHAILMS TIPe3 MOCIEAHUTE 6 CeIMUIIM WIN IJIaHWPATe TaKaBa

mpe3 CICABAIINTC HAKOJIKO MECela.

Caen geuyenue ¢ CARVYKTIL, BamusT Jekap:

. pEenoBHO Il poBepsiBa KpbBHATa Bu kapTuHa, THil KaTo OpOAT Ha KPBBHUTE KIETKU U JIPYTH
KPBHBHH KOMITOHEHTH MOXE JIa CIIajIHe.

Kaxere BenHara Ha Bammst iekap, ako MoJay4uTe NOBUILEHA TEMIIEPATYPA, CTYACHU TPBIKU WIH

HAKAKBHU HpI/I3HaHI/I UJINX CUMIITOMH Ha I/IH(l)CKHI/ISI, aKoO C¢e ‘IYBCTBaTC YMOpCHI/I NI UMAaTC CUHUHU UJIN

KbPBCHE.

BHuMagaiiTe 3a cCeprO3HH HEKeJIAaHU Peakinu

ChlliecTBYBaT CEPUO3HU HEXKEIAHU PEAKIIMU, 32 KOMTO TPsiOBA BeIHATA J1a KaykeTe Ha Barus jekap
WM MEJUIMHCKA CECTPa U KOUTO MOXeE Jia HajlaraT He3abaBHa MEJAMIIMHCKA ToMoI. Buxkre Touka 4
,,CEepHO3HN HEXEIIAHU PEaKITnn .

Jlena v roHOIIM

CARVYKTI ne Tpsi6Ba na ce U3MoI3Ba MpH JIella ¥ FOHOIIHN Ha BB3PAcCT 1oj 18 roauHu, Thil KaTo
JICKApCTBOTO HE € MPOYYBAHO B Ta3u Bh3PACTOBA IPyIa U HE € U3BECTHO JIAJIM TO € 0€30MacHO U
e(eKTHBHO.

Jpyru aekapcrBa u CARVYKTI

IIpean na Bu ce mpunoxxu CARVYKTI, kaxkere Ha Bammms nekap nin MeIUIIMHCKA CECTPA, aKo
npuemMaTe, HaCKOpO CTE MPUEMalld WM € Bb3MOXKHO J1a IpUeMaTe IPYTH JeKapcTBa.
TTo-koHKpEeTHO, KaXkeTe Ha Barus jgekap niu MeIMIMHCKA CecTpa, ako Inmpuemare:.

° JIEKapCcTBa, KOUTO OTCIIA0BAaT UMyHHATa CHCTEMa, KaTo Harp. KOPTHKOCTEPOHIH.

Te3u nexapcta Mosxe aa monusaaT egexra Ha CARVYKTI.
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Baxkcunu u CARVYKTI
He tpsi6Ba na Bu 6b1aT mpaBeHN HIKOM BaKCHHH, HAPEYECHHU )KUBH BaKCHUHU:

o npe3 6-Te cenMuIM npeau Aa Bu Oble HanmpaBeH KpaThbK Kypc Ha XUMHOTepanus (HapedeH
XMMHUOTEpanus 3a JUMQPOLUTHO N3YepIBaHE) 3a MOArOTOBKA Ha OpraHu3Ma Bu 3a kieTkure B
CARVYKTI.

. cnen nedenne ¢ CARVYKTI, nokaro nmyHnHara Bu cucrema ce Bb3cTaHOBSIBA.

FOBOpeTe ¢ Bamus JICKap, ako TpH6Ba Ja Bu ce HAaImpaBAT HAKAKBU BAKCUHAILIUU.

BbpeMeHHOCT U KbpMeHe
AKo cTe OpeMeHHa Wi KbpMUTE, CMATaTe, 4 MOXKE J1a CTe OpeMeHHa WM IJIaHupaTe OpEeMEeHHOCT,
nochBeTBaiTe ce ¢ Bamus nexap npeau aa Bu ce npumoxxu ToBa JIeKapcTBO.

. Toga e Taka, 3amoto edexture Ha CARVYKTI nipu 6peMeHHN WH )KEeHH, KOUTO KbPMSAT, HE ca
W3BECTHH.
° CARVYKTI mosxe na HaBpenu Ha BareTo HepoIeHo IeTe Wik KbpMade.

AKo cTe OpeMeHHa WM cMsTaTe, 4ye Moxe fa cte OpemenHa cien jieuenue ¢ CARVYKTI, rosopere
He3abaBHO ¢ Bammms ekap.

Tps0Ba na HampaBuTe TECT 32 OpeMEeHHOCT Ipeau HadanoTo Ha jeueHneto. CARVYKTI tpsabBa na ce
IpuiIara camo ako pe3yiaTaTUTe II0Ka3BarT, ye He cTe OpeMeHHa.

Ako cte nekyBana ¢ CARVYKTI, TpsiOBa 1a 00ChIUTE €BEHTYaTHUTE CH ILUIAHOBE 32 ObJeIna
OpeMeHHOCT ¢ Bammws mekap.

Ilo¢upane n padoTa ¢ HHCTPYMEHTH WJIH MAIIMHH
CARVYKTI mosxe cunHo fa mosnusie cnocoOHocTTa By 3a modupane u padbota ¢ HHCTPYMEHTH HIIH
C MaIllMHY, KaTO NMPENN3BUKA HEXKEIIAHU PEaKIUU, KOUTO MOKE!

o na Bu Hakapat na ce 4yBcTBaTe YMOpPEHHU
o Jla IMaTe IpoOIeMH ¢ PaBHOBECHETO M KOOPMHAIIMATA
o Jla ce YyBCTBaTe OObpKaHU, cIadu MM 3aMasHU.

He modwupaiite n He U3MON3BaliTE HHCTPYMEHTH MM MallMHHU Haii-MaJKo 8 CEAMUIIN Clie]l TpUiaraHe
Ha CARVYKTI u ako Te3u cuMOTOMH ce Bb300HOBST.

CARVYKTI cbabpxa numetud cyiadoxcun (DMSO) u kaHaMUIIUH

Tosa nexapcTBo chabp:ka DMSO (BemiecTBo, H3MOI3BAHO 32 KOHCEPBUPAHE Ha 3aMPa3eHH KIETKH) U
MOXe J]a ChIIbpKa CJIEAN OT KaHAMHUIKH (AMUHOTIIMKO3UAEH aHTUONOTHUK), KaTO M IBETE MOTat
MOHSAKOTA J1a MPEAN3BUKAT aJlepTrHYHU peaknnu. Bammst nekap me Bu HaOmronaBa 3a mpr3Hany Ha
BB3MOXKHU JIEPTUYHU PEAKIIHSL.

3. Kak ce npunara CARVYKTI

CARVYKTI Bunaru me Bu ce mpuiara oT MEAMIIMHCKY CIIENUAIHCT B KBaJHU(QHUIIMPAH IEHTHP 3a
JIEYEHHE.

IIpuroresine Ha CARVYKTI ot Bamm co0cTBeHH KPBBHM KJIETKH
CARVYKTI e nanipaBen ot Bamm coOcTBeHn 0enn KpbBHY KJIETKH. Bammm KpbBHU KIIETKH 1€ Ce
B3€MaT, 3a Jla ce IIPUroTBHU JIeKapcTBo 3a Bac.

° Bamust nekap 1ie B3eMe MajKko KpbB, KaTO M3M0J13Ba KaTeThp (TPHOUUKA), IOCTABCH BHB
BeHarta Bu.

° W3BecTHO KOIMUYECTBO OT OENIUTE KPBBHU KIIETKH Ce€ OTACIS OT KpbBTa BH, a ocTaHanara KpbB
ce BphIIla BBB BeHaTa. To3u mpoliec ce Hapuya ,,JJeBKodepesa™.

° To3u mpouec Moxe 1a NpoABIKHU 3 A0 6 yaca U MOKE Jja CE HaJIOKHU Jja CE IIOBTOPH.

° Bammre 6enu KpbBHU KJIIETKH C€ U3IPAIIaT B IPOU3BOICTBEHHUS IIEHTHP, KBIETO TE Ce

Moauduimpar, 3a 1a ce m3rorsBu CARVYKTI. To3u mporiec oTHeMa 0koJ10 4 CeaMUITH.
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. [Hoxaro ce nzrorss CARVYKTI, moxe na nmosnydaBare ApyrH JIeKapcTBa 3a JIEYEHHE Ha
MYJTHUIUIEHUS MuenioM. ToBa ce IpaBH, 3a Jja HE HACTBIIN BIIOIIABAHE.

JlekapcTBa, npuiaranu npeau jJeyenue ¢ CARVYKTI

Hsixosxo AHu npeau ToBa - 11e Bu ce npuitoxu gedeHne, HapeueHo ,,Tepanus 3a JUMQPOILUTHO
H34YepriBaHe’ 3a MoJIroToBka Ha opranu3ma Bu 3a nonyyaBane Ha CARVYKTI. Tosa neuenue
HamassiBa Opost Ha 6ennTe KPHBHU KJIETKH B KPBBTA, Taka ye OposAT Ha TeHETUYHO MOJUPHUIIIPAHUTE
6emu kpbBHU KineTkd B CARVYKTI na moxe na ce yBenuuu, korato ObAaT BbPHATH B opranusma Bu.

30 no 60 munyTH IpeaAn TOBa - MOXKe Aa Bu ce mpuioxar apyru ekapcTBa. Te Moke Ja BKIIIOUBAT:
o AHTUXMCTAMHHOBH JIEKapCTBA 33 aJepTUYHa PeaKIys, KaTo Hallp. JUPEeHXUAPAMUH

o JIeKapCTBa 3a IOBUILIEHA TeMIIEPaTypa, KaTo HaIp. IapaneTamoll.

BamusT nexap uiau MeJUIIMHCKA CECTpa Ie MpoBepAT BHUMartenHo aainu gedennero ¢ CARVYKTI,
koeto Bu ce npunara, e ot BamuTe coOcTBeHU 0esn KpbBHH KIIETKH.

Kaxk nie Bu ce npusioxu CARVYKTI
CARVYKTI e ennokpaTtHo neuenue. To HaMa na Bu ce mpuiiara OTHOBO.

. Bamust nexap unu mequuuncka cectpa e Bu npunoxat CARVYKTI kankoBo BbB BeHaTa.
ToBa ce Hapu4a ,,yHTpaBEHO3HA MHY3UA U TS OOMKHOBEHO MPOIBIDKABA ITO-MAJKO OT
60 MuHYTH.

CARVYKTI e remernaHo MoauduImpanara Bepcus Ha Bamm 6emu KphBHH KISTKH.

° MenuiHCKAAT crienuanicT, koito padotn ¢ CARVYKTI, me B3emMe moaxoasmy npeana3iu
MEpKH 3a MPeJI0TBPaTABaHE HA Bh3MOKHOCTTA 32 IPEHACSHE Ha UHPEKIIMO3HH 3a00JIIBaHusI.
. Toii mie cra3pa ChIO U MECTHUTE YKa3aHUs 3a MOYMCTBAHE WIIW U3XBBHPIISTHE HAa BCEKHU

Marepual, koito e Oun B koHTakT ¢ CARVYKTI.

Caen kato Bu ce npuno:xku CARVYKTI
° [Tnanupaiite aa ocraneTe 01130 70 OOJNHHUIIATA, KBICTO CTE JICKYBaHH, 32 Hall-MaJIKO 4 CEAMMIIU
cnen xato Bu ce npunoxu CARVYKTI.
- e TpsiOBa fa ce Bphlare B OONHMIIATA BCEKH JIeH 3a Hali-Manko 14 nHu, cnen kato Bu e
npmtoxed CARVYKTI. Tosa e HeoOxoammo, 3a 1a Moke Bamust nekap 1a mpoBepsia
Ty JISYCHUETO AeiicTBa U 1a Bu nekyBa, ako MoMydnTe HIKAKBU HEXKEIIAHU PEaKIUU.
AKO pa3BHeTe CEpHO3HU HEKEIIaH! PEaKIIMi, MOXKE J]a C€ HAJIOXKH J1a OCTaHETE B
OoJHUIIATA IO OBNIAIBaHE HA HEXKEIIAHUTE PEAKITUU M IOKATO HE CTaHe Oe30TacHo Ja
HaIyCHETE.
- AKO TIpOIyCHETE HKOE HaCPOUYCHO TOCEIIeHUE, 00aneTe ce Ha Bamus ekap wiu B
KBaTM(UIIUPAHUS [IEHTHD 3 JIeUeHHE Bh3MOKHO Hali-CKOPO, 32 J]a HACPOYHUTE HOB Yac.

. IIle ObIeTE HOMOJIEHH J1a CE€ BKJIIOUMTE B PETUCTHP 3a Hail-Malko 15 roauHw, 3a 1a ce
Ha0ITI01aBa 3[paBOCIOBHOTO By cheTosiHIE U 1a ce pa3depaT mo-100pe IbIrocpoyHuTe eheKTH
Ha CARVYKTI.

. Hamnunero nva CARVYKTI B kpbBTa By Moke a noenusie Ha Hskou TecToBe 3a XMB Taka, ue
Te J1a MoKakaT (alliBO NOJIOXKUTeNeH pe3ynraT 3a XM1B, Berpexn ue moxe na cre XMB
OTPHUIIATEITHH.

o He mapsBaiite kpbB, Opranu, ThKaHHU WIH KJIETKH 32 TPAHCIUIAHTAINA, cliel] Kato Bu e
npunaradi CARVYKTI.

4 Bb3MOKHM HeKeTaHW peakuu

KaxTo Bcu4kM nekapcTBa, TOBa JIEKAPCTBO MOKE J1a IPEJU3BUKA HEXKETIAaHU PEAKIIVH, BBIIPEKH Y€ HE
BCEKH T'H MOJTy4aBa.

CARVYKTI mosxe na mpenu3BUKa HEeXXETaH! peakiiy, KOUTO MOXe 1a ObAaT CepHO3HH WIN
JKUBOTO3aCTpAIlIaBaLIH.
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CepHo3HM HeKeJIAaHU peaKluu
HOTT)pCGTe B€AHAara MCIUIMHCKA IMOMOIII, aKO IMOJTYYUTC HAKOU OT CJICIHUTEC CEPHUO3HU HECKCIIAaHU
peaKmu, KOUTO MOXKe 1a OBbAAT TEXKKH U (PaTalHU.

CepI/IOBHa HMYHHa pCaKkuus:a, n3BCCTHA KaTo ,,CHHAPOM Ha OCB060)K,Z[aBaHe Ha I_II/ITOKI/IHI/I“, Karto
HAKOM ITPU3HAIX BKIIFOYBAT:

MmHoro gyectn (Moxe fja 3acerHaT noseye ot 1 Ha 10 gymmn):

o CTYJICHH TPBIIKH, MoBHIIeHa Temneparypa (38°C unm mo-BrUcoka),
o YCKOpeHa ChpJIeYHa AEHHOCT, 3aTPYAHEHO TUIIIaHE,
O HUCKO KPBBHO HaJIATaHE, KOETO MOXKE J1a MIPUYINHHU 3aMaiiBaHe WIn CBCTOBBPTCIK.

Edextn BbpXy HEpBHATa CUCTEMA, CUMIITOMUTE HA KOUTO MOJKE J1a BB3HUKHAT JHU WU
CeIMHUIIM CJIeA OTy4aBaHe HAa MH(Y3HTA, KaTO IbPBOHAYATIHO MOKE J1a ObIAT eaBa
JoJ1oBUMH. HSKOM OT T3 CUMITOMH MOXe Jja OBb/IaT MpU3HAILM Ha CEPUO3HA UMYHHA peaKIus,
HapedeHa ,,CHHIPOM Ha HEBPOTOKCHYHOCT, CBbp3aH ¢ uMyHHHTE epekropHu KiaeTku™ (ICANS)
WIN MOXX€ 1a ObAaT NPU3HALU U CUMIITOMHU Ha TAPKUHCOHU3BM:

MHoro 4ectn (Moxe 1a 3acerHaT nosede ot 1 Ha 10 gymmn):

o 00BPKAHOCT,

o HamaJeHa OJIUTETHOCT, Ie30PHEHTAIINS, TPEBOXKHOCT, 3ary0a Ha rameTTa,
o 3aTPyJHEH TOBOP WJIM HEsICHA ped,

o 3a0aBeHM BUKCHUS, IPOMEHH B TTOYEpKa

Yectn (Moxxe ma 3acernar Ao 1 Ha 10 mymm):

o 3ary0a Ha KOOpAHMHAIUS, 3acsraiia JBMKEHUETO U PABHOBECHUETO,
o 3aTpyJHEHHE TIPU YeTeHe, MMCaHe U pa3dupaHe HA TyMUTE,
o MIPOMEHH Ha JJMYHOCTTA, KOUTO MOJKE JIa BKIIIOYBAT HEPA3TOBOPUUBOCT, 3aryda Ha

HUHTCPEC KbM CXKCIHCBHU HCﬁHOCTH 1 MaCKOBUIHO U3pa’XCHUEC HaA JIMLIETO

CARVYKTI Mosxe a MOBHIIM PHCKa OT )KUBOTO3acTpallaBalid HHPEKINH, KOUTO MOXKE J1a
JIOBEJIAT JIO CMBPT.

AKO 3a0ene)KuTe HIAKOSI OT CIIOMEHATUTE HEeXEIIAaHU PEaKIuy, MOThPCETE BEHAra MEIUIIMHCKA
ITOMOIII.

Jpyru HexeJIaHH peaKknuu
Jpyrurte HexenaHu peakuu ca n3opoenu no-nony. Kaxxere na Bamms nekap nim MmeIuuHcKa
CeCTpa, aKo MOIYYHUTE HAKOS OT Te3H HEXKEIIaHU PEaKIUH.

MmHoro gectn (Moxe Ja 3acerHar noseye ot 1 Ha 10 xyin)

WH(EKIUS Ha HOCa, CHHYCUTE WM I'BPIIOTO (TIpOCTyAa)

OakTepuanHa HHPEKIHS

KaIlUIAIA, HEJIOCTUT Ha BB3IyX

riaBobosme

00JKa, BKIIFOUUTEITHO MYCKYJTHA U CTaBHA 0OJKa

cToMarniHa 0oJka

MoTyBaHe, MPEU3BUKAHO OT HATPYIIBaHE HA TEYHOCT B OpraHU3Ma

ycelllaHe 3a MHOTO CHJIHA yMOpa

rajicHe, HaMalleH afeTUT, 3aIekK, MOBPbhIaHe, THapHUs

MpOOJIEMH C JBIKSHUETO, BKIIFOYBAIM MYCKYJIHU CIIa3MH, MYCKYJIHA CKOBAHOCT,
YBpEXKIaHE HA HEPBUTE, KOSTO MOXKE Jia MPEAU3BHKA MPaByUKaHe, U3TPhIIBAHE, OOIKA UITH
3ary0a Ha ycelaHe 3a 0oika

HUCKM HUBA HAa aHTHUTENA, HAPCUYCHN UMYHOTIIO0YIIMHH, KOSTO MOKE Jia TOBEE 10 MHDEKITUH
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o HUCKO HHBO Ha KUCIIOPOJ B KPBBTA, KOETO MPEIU3BUKBA HEOCTUT HA BB3IyX, KalUTHIIA,
rinaBo0oiue 1 00BbPKaHOCT
o MOBHIIIEHO KPBBHO HAJISITaHE
. OTKJIOHEHHS B KPBBHHUTE M3CIEABaHMS, KOUTO MOKA3BaT:
- HUCBHK Opoii Ha OeNnTe KPhBHU KIETKH (BKIFOYUTEITHO HEYTPOMUIH U TUM(OIUTH),
KOMTO MOKe J1a ce MPOsIBU C WH(EKIHS U MOBHUILIECHA TEMIIepaTypa,
- HUCKH HUBA HA TPOMOOIIUTHUTE (KJIETKH, KOUTO [TOMArar 3a ChbCUPBaHETO Ha KPBBTA) U Ha
YEepPBEHHUTE KPBbBHU KICTKU
- HUCKY HWBA Ha KaJIIUHA, HATPHUHA, KaJIUid, Marae3ui, pocdartu B KpbBTa
- HUCKH HUBA Ha alOyMUH, BHJ] IPOTEHH B KPHBTA
- HHCKU HUBA Ha (PMOPUHOTEH, BUJI IPOTEUH B KPBBTA, KOETO 3aTPYAHSIBA
KPBBOCHCHUPBAHETO
- TOBHIIICHU HUBA Ha TIPOTEHH, HapeueH (DEepUTHH B KPbBTA
- TIOBHIIIEHU HHBA Ha €H3MMH B KPBbBTA, HAPEUCHHU ankanHa gocdarasa, JaKTart
JEeXHpOreHas3a, raMariyTaMuITpancepasa U TpaHCaMHHA3H

Yectr (Moxe Aa 3acersar ao 1 Ha 10 xymm)

HEpaBHOMEPEH ChpPACUYCH PUTHM

KBbPBEHE, KOETO MOKe JIa ObJIe TeKKO, HAPEUCHO KPHBOU3IINB

OBOpeyYHa HEOCTATHYHOCT

MHEeBMOHHMS (MHpEKIHsI Ha OenuTe ApoOoBe)

BUpYCHA MHDEKIUS

rbOUYHA UHPECKIUSI

TexKa MH(EKIHsI 3acsraiia 1sIo0To TSUIO0 (CENCHC)

CeprO3Ha UIMYHHA peaKIysl, 3acsraia KpbBHUTE KIETKH - MOXeE Ja JOBEJE 10 YBEIUUEH YepeH
Jpo0  nanak, HapedyeHa ,,XxeMO(arouTHa JTUM(POXUCTHOIUTO3a

TpernepeHe Ha MyCKYIT

Oe3cbHHUE

JIeKa cIaboCT B MyCKYJIUTE, IPUYUHEHA OT YBPEXkKIaHE HA HEPBUTE

MpaBy4KaHe, U3TPBIIBaHE U 00JIKA B AJIAHUTE U CTHIIANATA, 3aTPYTHEHO XOCHE, CIadOCT Ha
Kpakarta W/Wid phleTe, U 3aTPyTHEHO JUIIaHe

W3TPBIIBAHE HA JIUIETO, 3aTPYAHEHO IBU)KEHHE HA MYCKYJIUTE HA JTUIETO U OYUTE
BHCOKO HUBO Ha OWITMpYOUH B KPBBTa

KPBBEH ChCHUPEK

KOXEeH 00puB

MOBHIIICHO HUBO B KPBBTA HA MPOTEHH, HapeueH C-peakTHBEH MPOTEHH, KOETO MOXKE JIa €
MOKAa3aTeJIHO 32 HaJIMuUe Ha HHPEKIHS WK Bb3MaJIcHuE

TEKKO ChCTOSIHAE HA O0OBPKAHOCT

) BUJI MH(EKIINS, TPUYHUHEHA OT XepIeCceH BUPYC, HApeUeH [UTOMETaIoOBUPYC.

Kaxxere Ha Bamms nexap wim MeIUIIMHCKA CECTPa, aKO TOIYYHUTE HAKOS OT HEXKEIaHUTE PEaKIui,
n36poenu mo-rope. He ce onurtBaiite na neKyBaTe CHMIITOMHTE CAMOCTOSTENHO C APYTH JIEKAPCTBA.

Cpo011aBaHe HA HeKeJIAHU peaKIu

Axo MIOJIYYUTE HAKAaKBH HEXCIIAHU JICKAPCTBEHU PCAKIINHU, YBEIOMETEC Bamms JICKap UM MEAULIMHCKA
cectpa. ToBa BKIIIOUBAa BCHYKH Bb3MOXHH HEONMCAHU B Ta3M JMCTOBKA HEXKEJTaHU peaknuu. Moxere
CBIIO /1a ChOOIINTE HEXKENAaHU PEaKklMu AUPEKTHO Ype3 HallOHATHATA CHCTEMa 32 ChOOIABaHE B!
W3mbaHuUTENHA areHLus 110 JIeKapcTBaTa

yi. ,,Jlamsu 'pyeB” Ne 8

1303 Codust

Ten.: +359 2 8903417

yeb6caiit: www.bda.bg

Karo croO1aBare He)xxenaHu peakiiy, MOKeTe Ja 1ajieTe CBOSI IPHHOC 3a MOJIy4aBaHe Ha ITOBeYe
UHQOpPMAIHs OTHOCHO 0E€30I1aCHOCTTa Ha TOBA JIEKAPCTBO.
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5. Kak ce cexpansgaBa CARVYKTI
CrnennaTa uH(pOpMAIUS € IpeIHA3HAUYEHA CaMOo 3a JIEKapH.

He u3non3Baiite TOBa JIEKapCTBO CIE] CPOKA HAa TOAHOCT, OTOENI3aH BhPXY €THKETa Ha OITaKOBKaTa U
WH(Y3UOHHUSA cak cien ,,[ omeH mo:“.

Ja ce cpxpansiBa 3aMpa3eH B mapHata ¢asza Ha TedeH a3oT (< -120°C) mo pasmpassBane 3a ymorpeoda.
Jla He ce 3amMpa3siBa MOBTOPHO.

6. CT)I['prCaHHe HAa OMAaKOBKAaTa U JOIIbJHHUTEC/IHA HH(l)OpMaIIPIﬂ

Kakso ceabp:xka CARVYKTI
AKTHBHOTO BEIIIECTBO € I[[MJITaKaOTareH aBTOJIEBIIE.

Bceexn nndysnonen cak CARVYKTI cpapprka KiIeThIHa IUCIIEPCHS IHIITaKa0TareH aBTOJICBIIET,
chabpxkama 3,2 X 10° 0 1 x 108 CAR-nosiokuTeNHN xKH3HecToco0Hu T KIICTKH, CyCTICHIUPAHU B
KPUOKOHCEPBHpAIIl Pa3TBOP.

WNudy3uoneH cak, ceabpxant 30 ml wim 70 ml nHy3HOHHA AWCTIEPCHSL.

Hpyrute cberaBku ca pa3tBop (Cryostor CSS5), u3non3BaH 3a KOHCEpBUPAHE Ha 3aMpPa3eHUTE KIETKU
(Bmwxre Touka 2 ,,CARVYKTI chabpxka DMSO u kaHaMuIa™).

ToBa JICKapCTBO CbABPKA TCHETHUYHO MO)Z[I/I(i)I/HH/IpaHI/I YOBCIIKHU KJICTKH.

Kax mraexkna CARVYKTI n kakBo ¢hIbpika OMMaKOBKaTa

CARVYKTI e 6e3mBeTHa 10 Os1a KeThyHa WH(GY3UOHHA AUCIIEPCHS C JKBJITH M PO30BH HIOAHCH,
30 ml uiu 70 ml, xosTO Cce mocTaBs B MHPY3UOHEH cak choTBeTHO OT 50 ml mm 250 ml,
MHIMBUIYaJHO ONAKOBaH B aIlyMHHHEBA KPHOKACETA.

IIpuTekaTes Ha pa3pelIeHHETO 32 YOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpoussoaureJ
Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

3a HOMBIHUTETHA HHPOPMAITHSI OTHOCHO TOBA JIGKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHUS
NPEICTABUTEIT Ha TIPUTEKATEIS Ha pa3peIIeHUETo 3a yrnorpeda:

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"
Tel/Tél: +32 14 64 94 11 Tel: +370 5 278 68 88
janssen@jacbe.jnj.com It@its.jnj.com

Buarapus Luxembourg/Luxemburg
»koHCHH & J[oHchH Brarapus” EOO/J] Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: +32 14 64 94 11
jjsafety@its.jnj.com janssen@jacbe.jnj.com
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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: +49 2137 955 955
jancil@its.jnj.com

Eesti

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

ee@its.jnj.com

EA\LGda

Janssen-Cilag ®appokevtikn 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 2550 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@INJCR.JNJ.com

Ireland

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

island

Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

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

Kvonpog
Bapvapog Xatinmavayng Atd
TnA: +357 22 207 700
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Magyarorszag
Janssen-Cilag Kft.
Tel.: +36 1 884 2858
janssenhu@its.jnj.com

Malta
AM MANGION LTD
Tel: +356 2397 6000

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

Norge

Janssen-Cilag AS

TIf: +47 24 12 65 00
jacno@its.jnj.com
Osterreich

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

Polska
Janssen-Cilag Polska Sp. z o0.0.
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

Slovenija

Johnson & Johnson d.o.o.

Tel: +386 1 401 18 00
Janssen_safety slo@its.jnj.com

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

Suomi/Finland
Janssen-Cilag Oy

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

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com



Latvija United Kingdom (Northern Ireland)
UAB "JOHNSON & JOHNSON" filiale Latvija Janssen Sciences Ireland UC

Tel: +371 678 93561 Tel: +44 1 494 567 444
Iv@its.jnj.com medinfo@its.jnj.com

JlaTa Ha mocJieHO Mpepa3riekaaHe Ha JIHcToBKaTa 12/2023.

ToBa j1eKapcTBO € pa3pelIeHo 3a yrnoTpeda 1o T. Hap. CXeMa ,,pa3peliaBaHe o] yCIOBUe .,
ToBa 03HauaBa, 4ye 3a JIEKapCTBOTO CE OUYAKBAT JON'bJIHUTEIHU JaHHHU.

EBpomneiickaTa areHIus Mo JISKapcTBaTa Iie U3BbPINBA Mperie/] Ha HoBaTta HHdopMarus 3a
JIEKapCTBOTO MOHE BEJHBK TOMUIIHO U TA3W JIMCTOBKA CHOTBETHO IIE C€ aKTyaTH3Kpa.

Jpyru n3ToyHuIM Ha MHpopManus

IToapo6Ha nHpOpPMAITKS 32 TOBA JIEKAPCTBO € IIpeIocTaBeHa Ha yeOcaiita Ha EBponeiickara areHmnus
1o Jiekaperara: http://www.ema.europa.eu

ITocouenara no-mory uHpOpPMANKS € MPeAHA3HAYeHa CaMO 32 MEANIIMHCKN CTIEIIHAICTH:

CARVYKTI ne tpsibBa na ce 00Ip4Ba, Thi KaTO 00IHUBAHETO OM MOTJIO 1a HHAKTHUBUPA
JIEKapCTBEHHUS IIPOLAYKT.

[IpennazHu MepkH, KOUTO TPSOBA [1a c€ B3eMAaT Npeay paboTa ChC HITH MPUIIQKEHUE HA JIEKAPCTBEHUS
OPOAYKT

CARVYKTI tps6Ba na ce TpaHCIOPTHPA B paMKUTE Ha JICUSOHOTO 3aBEJICHUE B 3aTBOPCHH,
HEYYIJIUBU U HEMPOITYCKINBU KOHTCHHEPH.

To3u sekapcTBEH MPOAYKT ChABPKA YOBEIIKHA KPHBHU KIECTKA. MEAUITMHCKUTE CISITHAIUCTH, KOUTO
padotst ¢ CARVYKTI, tpsi6Ba na B3eMaT moAXO 1M IPEIa3Hi MEPKH (J1a HOCAT PhKaBHUIH,
3aIIUTHO OOJIEKIIO U 3allliTa 3a OYUTE), 3 J1a M30erHaT MMOTSHIIMAIHO MpeiaBaHe Ha HH()EKIINO3HU
3a00JIs1BaHUs.

CARVYKTI tpsibBa na ocrane < -120°C mpe3 msu1oTo BpeMe A0 pa3Mpa3siBaHETO HA ChIBPIKAHUETO
Ha caka 3a uHQy3usl.

HoaroroBka npeay NpUIIOKEHUE

Tps0Ba 1a ce koopAWHHUpa BpeMeTo 3a pazmpasaBane u 3a nHQy3ust Ha CARVYKTI. Bpewmero 3a
uHQy3us TpsiOBa 1a ce NOTBBPAU NPEABAPUTEIIHO H BPEMETO 32 3all04BaHE HA pa3Mpa3saBaHETO TPsOBa
na ce agantupa, Taka ue CARVYKTI na O0b1e Ha pasnonokeHue 3a nH(y3Hs, KOraTo NAlMeHThT €
roroB. Ciiesi pa3mpa3siBaHe JISKAPCTBEHUSAT IPOAYKT TPsAOBA Jla CE MPUIIOKHU He3a0aBHO U MH(Y3HUITA
TpsOBa Ja 3aBBPILIM B paMKUTE Ha 2,5 daca.

° [Ipenn moaroroskata Ha CARVYKTI Tpsi6Ba 1a ce MOTBBPIHU, Ue CAMOJIMYHOCTTA Ha TAI[UEHTA
CHOTBETCTBA HA HICHTU(PHUKATOPUTE Ha MaleHTa Bbpxy Kpuokacerara Ha CARVYKTI n
nHpOpMaMOHHMA TUCT Ha maptuaata. Madysnonnust cak c CARVYKTI ue TpsidBa aa ce
M3BaXKJa OT KpHOKaceTaTa, ako HHPOpPMaMITa Ha eTUKETa, Crieln(UIHa 3a NalUeHTa, He
CBbBIIaJa C IPEABUICHUS NAI[UEHT.

. Ciren TOTBBpKIaBaHe Ha CAaMOJIMIHOCTTA Ha maruenTa HHGy3noHHUAT cak ¢ CARVYKTI
TpsOBa J]a U3BaIU OT KpUOKAceTaTa.
o [penu u caen pa3mpassBane HHPY3UOHHUAT cak TPsiOBa Ja ce MPOBEPYU 3a CBEHTYAIHU

HapyHICHUA HA NEJIOCTTAa, KaTO HaIIp. Hp06I/IBaHe HJIN CITYKBAHC. He npnnaraﬁTe, aKO CaKbT €
moBpeieH, U ce cebpikeTe ¢ Janssen-Cilag International NV.
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Paszmpasaeane

[Mpeau pasmpassBane MHQY3UOHHHUAT Cak TPAOBa Jja ce CIOXKH B INIACTMACOBa TOpOa, KOSTO
MOJKe€ J]a ce 3aTBapsl IUTBTHO.

CARVYKTI tps6Ba na ce pazmpasu Ha 37°C+2°C unu Ha BojiHA OaHs, WK B YCTPOMCTBO 3a
CyXO0 pa3MpassiBaHe, JJOKaTo IpecTaHe Jja ce BIDKAA JieJ B MHPY3noHHUs cak. OOIIOTO Bpeme OT
HAyYaIoTo JI0 3aBbPIIBAHETO HAa Pa3Mpa3siBaHETO He TpsIOBa Ja Obae moseye OoT 15 MUHYTH.
Wudy3noHHUAT cak TpsOBa 1a ce U3BaAM OT 3aTBOPEHATa IIacTMacoBa TopOa U J1a ce OACYIIH.
CpabpkaHrueTo Ha HH(Y3MOHHUS cak TPsiOBa BHUMATEIHO /12 Pa3MecH, 3a JIa ce pazHecar
CTPYTIBaHUSTA HA KJIEThUEH MaTepHa. AKO OCTaHAaT BUAUMHM KJIEThYHU CTPYIBAaHU,
BHHMMATEIHOTO pa3MECBaHe Ha ChIABPKAHMETO HA caka TPsAOBa 1a MPOABIKU. MajkuTe
CTpYTIBaHMsI Ha KJIEThUYECH MaTepuan TpsOBa Aa ce pasHecaT ¢ BHUMATEeTHO PbYHO Pa3MeCBaHe.
CARVYKTI ne tpsabBa na ce puiTpupa npeaBapuTesIHO B IPYT KOHTEHHED, Aa ce MPOMHBA, J1a
ce eHTpoyTrrupa n/nim pecycreHaupa B HOBa cpeia npean nHpys3usaTa.

Crnen pa3mpassiBaHe JeKapCTBEHUAT MPOIYKT HE TPsOBa /1a ce 3aMpa3sBa WM Cliara B
XJIQJAUITHUK TIOBTOPHO.

Ipunoowcenue

CARVYKTI e camo 3a eqHOKpATHO aBTOJOXKHO IPUIIOKEHHE.

[Ipenu na}y3us 1 0 BpeMe Ha Bb3CTAHOBUTEIHUS IIEPHO]] OCUTYpETe HATMIre Ha
ToumIM3ymMad u 00opy/BaHe 3a cIiellHa MOMOIll. B ciayyaii Ha M3BBbHpeIHA CUTYalHsI, KOTaTo
HSIMa HAJIMYHOCT Ha TOLMIN3YyMal Mopaay HEAOCTHUT, ONTMCAH B KaTajora 3a JUICBAIIH
nponykTy Ha EBponelickaTa areHus 1o JIeKapcTBaTa, 1a Ce OCUTYPSAT Ha MICTO MOIXOISAIIN
aNTepHATHBHU MEpKH 3a jiedenue Ha CRS BMecTo Tormim3ymao.

[ToTBBpAETE CHOTBETCTBUETO HA CAMOJIMYHOCTTA HA MAallMEHTa ¢ WACHTU(UKATOPUTE HA
nHdy3nonnus cak c CARVYKTI u nnpopmanmonnus nuct Ha mapruaara. He BnuBaiite
CARVYKTI, ako napOpMaIuaTa BEpXy CHCITUGUIHUS 3a TTAIUEHTa CTHKET HE ChOTBETCTBA Ha
MpeIBUACHNS MAIHEHT.

Crnen pa3mpassiBane 151070 chabpykanne Ha caka ¢ CARVYKTI tpsbBa na ce mpuioxu upes
MHTpaBeHO3Ha MH(DY3Us B paMKHTE Ha 2,5 yaca Ha craiiHa remneparypa (20°C no 25°C), kato
ce M3Moin3Ba Habop 3a MHQY3us ¢ BrpaaeH punTep. Mudy3usTa 00MKHOBEHO NPOIBIKaBa 110-
MaJjko ot 60 MuH.

HE wn3non3saiite GpunThp 3a u34eprnBaHe HaA JIEBKOLUTH.

ITo Bpeme Ha undy3usra Ha CARVYKTI BHUMaTenHO pa3MecBaiiTe ChIbPIKaHUETO HA Caka, 3a
Jla ce pa3HecaT CTPYNBAaHMATA HAa KJIETbYEH MaTepual.

Cren BIMBaHE Ha LSUIOTO KOJMYECTBO OT caka MPOMHNHTE HH(PY3HMOHHATA CUCTEMA ,
BKIIIOUUTENTHO U BrpageHus Gpuirsp, ¢ Harpues xjopug 9 mg/ml (0,9%) MHKEKIIMOHEH pa3TBOpP,
3a J1a Ce OCUT'YPHU JOCTaBSHETO Ha LIEJINS JIGKapCTBEH MPOAYKT.

Hpennamn MCPKH, KOUTO TDH6B3 Jia C€ B3E€MaAT IMPpH U3XBBPJIAHCTO HA JICKAPCTBCHUA IPOAYKT

Heusnos3BaHusT JeKapcTBEH NPOAYKTH U BCHUKU MaTepUalli, KOUTO ca OWUIN B KOHTAKT €
CARVYKTI (TBBpau 1 Te4HH OTIIAABIN), TPSIOBA 1a ce 00padoTBAT M U3XBBPIIAT KATO MOTEHITHAITHO
MH(EKINO3HH OTNAIBIM B ChOTBETCTBUE C MECTHUTE yKa3aHus 3a paboTa ¢ MaTepHall OT YOBEIIKU
IPOU3XOL.

IlpennpueMade Ha MEPKHU B CIIy4ay Ha Cly4yaiHa €KCIIO3UIIUS

[Ipu cnyyaitna excrio3uiyst TPSOBA Ja ce Cra3BaT MECTHUTE yKa3aHus 3a padoTa ¢ MaTepuani OT
YOBEIITKY NMPou3Xo. PaboTHUTE MOBBPXHOCTH U MaTepHAIINTE, KOUTO MOTEHIIHAIIHO ca OWIIH B
koHTakT ¢ CARVYKTI, tpsiOBa 1a Obaat 00e33apa3eHu ¢ MOIXOIMI Ae3HH(DEKTaHT.
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INPUJIOKEHME 1V

HAYYHU 3AK/IIOYEHUA 1 OCHOBAHMUA 3A ITPOMSIHA HA YCJIIOBUSITA HA
PASPEIHIEHUETO(SITA) 3A YHHOTPEBA
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Hay4ynu 3aKi04eHus

IIpensun onenvunns nokiag Ha PRAC otnocHo [TA /b 3a nunTakadTareH aBTOJIEBIE], HAYTHUTE
3akmroueHus Ha CHMP ca, xakTo ciensa:

C orue Ha HAIMYHUTE JaHHU OT KIUHUYHO(M) IpoyuBaHe(Us) U CIIOHTAHHN ChOOIIEHNS 34 U3THYAHE
ot cakoBe ¢ CARVYKTI cnen pazmpassiBane, BKITIOUBAIIH TSCHA BpeMeBa Bpb3ka, PRAC cuuTa, ue
MPUYUHHO-CIICACTBEHA BPb3Ka MEKIY I[MIITAKa0TareH aBTOJICBIIEN U IPOOJIEeMH MPH OOpaBeHe ¢
MPOAYKTa Ha-MaJIKOTO € Bh3MOXKHO J1a chilecTByBa. OCBEH TOBa, BBIPEKH Y€ € HEOOX0AUMO
MO-HATATBIIHO POYYBAHE 10 OTHOIICHUE Ha Cy4asi Ha T-KJIEThUHO 3JI0Ka4eCTBEHO 3a00JIsBaHe,
CIIOMEHABaHETO Ha To3u ciaydail B Touka 4.4 ot KXII ce cunra 3a cera 3a mpreMiIMBO KaTO MEXIUHHO
neiicteue. PRAC 3axnroun, ye nHQOpManusaTa 3a IpoLyKTUTE, ChIIbPIKAIIN [IUIITaKa0TareH
aBTOJIEBIIEI, TPSAOBA /1a ObJle ChOTBETHO M3MEHEHA.

Crnen karo nperiena npenopbkata Ha PRAC, CHMP ce ceriacsisa ¢ oomute 3axmrouenus Ha PRAC u
OCHOBAHHSTA 3a IIPEIOpPbKaTa.

OcHoBaHus 32 MIPOMSIHATA HA YCJIOBHMATA HA pa3pelleHHeTo(ATA) 3a ynoTpeda
BB3 ocHOBa Ha HAyYHUTE 3aKIIIOUCHHUS 3a muTakadrared apronenies CHMP cuura, ue
CHOTHOILICHUETO TI0JI3a/PHCK 3a JIeKapCTBEHHUSI(UTE) MPOAYKT(H), ChIAbpKALI(1) HUITaKadTareH

AaBTOJICBLECII, € HCIPOMCHCHO C MPECAIIOKCHUTEC MIPOMCHHU B IPOAYKTOBATA I/IH(I)OpMaI_II/Iﬂ.

CHMP npenopbuBa mpoMsiHa Ha YCIOBHATA Ha pa3pelieHUeTo(sITa) 3a yrnoTpeoa.
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