MHNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



vTo3I/1 JIEKapCTBEH MPOAYKT TOJUICKU Ha JOMBIHUTEIIHO HaOoieHre. ToBa 111e mo3Boiu Obp30To
YCTaHOBsIBaHE Ha HOBa HH(OpMAaIMs OTHOCHO Oe30macHOCTTa. OT METUITMHCKUTE CIICIIHATTUCTH Ce
M3WCKBA J]a ChOOIIABaT BCSIKA MOM03MpaHa HeKellaHa PeakIis. 3a HaunHa Ha ChOOIIaBaHe Ha
HEXEJTaHW PEaKIMK BIDKTE TOUKa 4.8.

1. HUME HA JIEKAPCTBEHMA TPOAYKT

TECVAYLI 10 mg/ml nnxekuoHeH pa3TBOp
TECVAYLI 90 mg/ml uHXeKIMOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

TECVAYLI 10 mg/ml uHKeKIMOHEH Pa3TBOP
Enmun ¢nakon ot 3 ml ceabppika 30 mg texmucramab (teclistamab) (10 mg/ml).

TECVAYLI 90 mg/ml uHKeKIMOHEH Pa3TBOP
Enun daakon ot 1,7 ml pnakon chappika 153 mg texnuctamab (teclistamab) (90 mg/ml).

Tekmucramab € XyMaHH3UpaHO UMyHOTIIOOynH G4-niposinH, ananuH, ananud (IgG4-PAA)
oucnenudpuIHO aHTUTSIIO, HACOYCHO cpelly B-kierbunns MaTypatmoneH anturex (B cell maturation
antigen, BCMA) u CD3 penentopure, MponU3BeXAaHO B KIIEThUHA JIMHUS OT 003alHUK (SIMTYHUK Ha
kutaiicku xamcrep [CHO]) npu u3non3pane Ha pekomOnHanTHa JIHK TexHomOTHS.

3a IBJIHUA CIIMCHK HA IIOMOIIHUTE BEIlECTBA BIKTE TouKa 6.1.

3. JEKAPCTBEHA ®OPMA
NmxexnoneH pa3TBop (MHKEKINS)

Pa3TBOpbT € Ge31BeTeH 10 CBETIIOKBAT, ¢ pH 5,2 u ocMonapureT npubiusutenno 296 mOsm/I
(10 mg/ml urxekMoHeH pa3TBop) U npubausutearo 357 mOsm/l (90 mg/ml umxeKIHoOHEH
pasTBop).

4. KJIMHUYHHU JAHHHU
4.1 TepaneBTHYHU MOKA3ZAHUS

TECVAYLI e noka3zan kaTo MOHOTEpamus 3a JICUeHUE Ha BH3PACTHHU MAIlUCHTH C PEIIMAUBUPAII] U
pedpakTepeH MyJITUTUIEH MUEIIOM, KOUTO Ca MOYYHIIN Hali-MaJIKO TP TPEAXOTHU TePAIIHH,
BKITFOYBAIIIH UMYHOMO/TYJIUPAIIO CPEJCTBO, IpOoTea3oMeH HHXOuTop 1 anTu-CD38 antuTsiio, u
MMOKa3BaT MPOTrPecHs Ha 3a00JIIBAHETO IO BPEME Ha MOCIIeTHATA TEPAITHL.

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

Tepanusara ¢ TECVAYLI tpsibBa na ce 3ano4Ba 1 HaOIIOAaBa OT JIEKapH C ONHUT B JICUSHHETO Ha
MYJITUIUIEH MHETIOM.

TECVAYLI tpsibBa na ce mpuiiara OT MEAUIIMHCKH CIEITHAIHCT, IPUAPYKEH OT MOAXOSIIO0 00yIeH
MEAMIIMHCKH MIEPCOHAI U ITOAXOIAII0 MEIUIIMHCKO 000pYyIBaHe 3a OBJIasIBaHE HA TEIKKU PEAKIIHH,
BKITFOUUTEITHO CHHIPOM Ha OCBOOOXK1aBaHe Ha MUTOKKUHU (cytokine release syndrome, CRS) (Bx.
Touka 4.4).
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[Ipenu Bcsika no3a TECVAYLI B cxeMata Ha mpuiiaraHe chC CTHIATIOBUIHO MOBUIIABAHE HA J103aTa
TpsAOBa Ja ce mpujIaraT JIEKAPCTBCHU MPOAYKTH 3a IpeMeIUKaius (BHKTE TO-I0TY).

Cxema Ha mpmitarane Ha TECVAYLI ¢be cThIAIOBHIHO MTOBUIIIABAHE Ha J03aTa HE TpsiOBa 1a ce
TIpHIIara IpHy MarueHTH ¢ akTUBHA HHGeKIus (Bk. Tadmuma 3 u Touka 4.4).

HpenopbqumeﬂHa cxema Ha npuiazane

[Ipenopbuntennata cxema Ha npuinarade Ha TECVAYLI e npencraBena B Tabnuna 1.
[Mpenopbunrennure no3u TECVAYLI ca 1,5 mg/kg, npuaranu upe3 noaKokHa (S.C.) MHKEKIUS
BEJHBXK CEIMUTHO, npenmiecTBano oT no3u 0,06 mg/kg n 0,3 mg/kg 3a cThIAIOBIAHO MTOBHUIIIABAHE.
[Tpu manmeHTH, KOUTO UMAT ITbJICH WK MO-A00Bp OTTOBOP B MPOABIKEHNE HA MUHUMYM 6 Mecela,
MOJKe J]a ce TIOMHCIIH 33 HaMaJleHa YecToTa Ha puiioxkenne Ha 1,5 mg/kg s.c. Ha BCeKH JBe CeAMUIH
(Bxk. Touka 5.1)

Jleuenuero ¢ TECVAYLI TpsiOBa na ce 3amouHe B ChOTBETCTBUE ChC CXE€MaTa Ha IpUIaraHechec
CTBHIIAJIOBUIHO NIOBUIIABAHE Ha fo3arta B Tabiuua 1, 3a ga ce HaMaiu yecToTaTa U TEXECTTa Ha
CHHIpPOMa Ha OCBOOOXKJaBaHEe Ha UTOKUHHU. [lopaan pucka oT CHHIPOM Ha OCBOOOXKIaBaHE Ha
IUTOKWHH, TTAIIMEHTUTE TPAOBA J]a C€ HHCTPYKTUPAT JIa OCTaHAT B OJIU30CT JI0 MEIUIIMHCKO 3aBeCHIE
U BCEKH JICH J1a ce HaO0/1aBaT 3a MPU3HALM M CUMITOMH B IIPOJIbIDKEHUE Ha 48 yaca cief
MPUWIOKEHUETO HA BCUYKH 03U B paMKuTe Ha cxeMaTa Ha npuiarane Ha TECVAYLI cbe
CTBHIIAJIOBUTHO MTOBHILIABaHEHA Jl03aTa (BXK. Touka 4.4).

HecnazBaneTo Ha IpenopbUYUTETHUTE TO3M WM Ha CXeMaTa Ha MpHUjiaraHe mpy 3aroyBaHe Ha
Tepanus, WIA IPYU TOBTOPHO 3aIl0YBaHe HA Tepamusl cell OTiaraHe Ha J03a, MOXKe J1a JTOBEZe 110
MIOBHUIIIEHA YECTOTA M TEXKECT HA HEeXKETIAHUTE PEaKLIMH, CBbP3aHU C MEXaHW3Ma Ha JICHCTBHE, OCOOCHO
Ha CHHJIpOMa Ha OCBOOOYK/1aBaHEe Ha IIUTOKUHU (BXK. TOUKa 4.4).

Tabimuma 1:  Cxema Ha nmpuaarade Ha TECVAYLI

Cxema Ha mpuJarate | Hen | Jo3a®

Bcuuky manueHTHn

Hen 1 Hoza 1 (oT cxemaTa 3a 0,06 mg/kg s.c.

Cxema Ha nmpujaraHe CTHIAIOBHU/HO MTOBHIIIABAHE) €IMHAYHA 1032
CbC CTHIIAJIOBUIHO Hen 3° Ho3a 2 (ot cxemara 3a 0,3 mg/kg s.c.

NOBHIIABAHE HA CTHIIAIIOBUJTHO [TOBHIIABAHE) €JIMHUYHA J1032
no3ara® Jen 57 [TepBa moAIBpIKAIIA /1032 1,5 mg/kg s.c.

eIMHUYHA J03a

Enna ceqmuna cnen
mppBaTa

CxeMa Ha nmpujaraHe ITocneasamy noaAbPKAaIIU 1,5 mg/kg s.c.
p o MoJyTBpIKAIIA 71033 U JBatll UIBpaKatll = MY/kg
BeIHbK CCAMUYHO 103U BEIHBX CEIMUYHO
BE€IHBK CEIMHUYHO
cien ToBa™
IManueHTH, KOUTO UMAT IThJIEH WJIH N0-100bP OTTOBOP B MPOIbJKEHHEe HA MHHUMYM 6 Mecena

CxeMa Ha
NPUJIOKEHHE BeIHbIK
Ha 2 cexmunu’®

[MTomucere 3a HamMassIBaHe Ha YecTOTaTa Ha npuiioxenue Ha 1,5 mg/kg s.c.
Ha BCEKH JIBE€ CEAMULIN

JlozaTa ce ocHOBaBa Ha JICHCTBUTEITHOTO TEJIECHO TETJIO M TPAOBA Ja ce MpUIIara MOAKOXKHO.
Bmxre Tabnmma 2 3a npenopbKu OTHOCHO MOIHOBsiBaHe Ha npuitokeHneTo Ha TECVAYLI criex otnarane Ha mo3ara.

CThIaTOBH/IHO TOBHUIIIABAHE HA 1032 2 MOXKE J1a C€ MPHUIIOKH MEX/LY JIBa JIO CEJIeM JTHHU Clie]] CTHIIAIOBHUAHO MOBHIIABAHE
Ha fo3a 1.

[TspBaTa Mo IbpIKalla 1032 MOKE JIa Ce MPUIIOKH MEXIY JBa 10 CEAEM JHH CJIe/ CTHIIATOBH/IHO IOBUIIIABAHE HA

nosara 2. ToBa e mppBara mbJiHa noaspKaia go3a (1,5 mg/kg).

IMopnbprkaiiTe MUHUMYM TIET JTHH MKy MOATBPIKAIINATE JO3H, PHIAraHu BEJHBXK CEAMHYHO.



Hpodwlofcumeﬂnocm Ha jleyernue

[MaumenTure TpsidBa na ce nexkyBar ¢ TECVAYLI o nporpecus Ha 3a00J1sIBAHETO WM HENPUEMITUBA
TOKCHYHOCT.

JlekapcTBEHM POAYKTH 3a IIPEMEIUKALINS

CrnenHnTe JIEKapCTBEHH MPOAYKTH 32 IPEeMEANKaIms TpsiOBa Aa ce mpwiaraT 1 1o 3 daca mpean Beaka
no3a ot cxemata Ha nmpuiarane Ha TECVAYLI cbe cThIaioBUIHO TIOBHINIABaHE Ha J03aTa (BK.
Tabmura 1), 3a 1a ce HaMaM pUCKa OT CUHIPOM Ha OCBOOOK/IaBaHE Ha IIUTOKWUHU (BXK. TOUKH 4.4 U

4.8).

o Koptukocrepou (mepopaiHo WIH HHTPABEHO3HO JeKcaMeTa3on 16 mg)

. AHTHXHCTaMUH (TIEPOpPaTHO WK MHTPaBEHO3HO audenxuapamMuH 50 mg v eKBUBAICHT)

o AHTHITUPETHIN (TIEPOPATHO WIIM MHTPaBEHO3HO aneTamuHodper 650 1o 1 000 mg wim
€KBHBAJICHT)

[TpunoxxeHue Ha JEKapCTBEHHU MPOAYKTH 3a MIPEMEANKALMS MOXKE CBILO Ja CE HAIOXKH MPeIu
npuioxenue Ha nocnensamy 1o3u TECVAYLI npu cnenHute nauueHTy:

. MAI[MEeHTH, KOUTO MOBTApAT 031 B paMKHTe Ha cxemara Ha npuiarane Ha TECVAYLI cwe
CTBHITAJIOBH/THO MOBHIIIABAHE HA J[03aTa TIOpaay oTiaraHe Ha ao3ara (Tabmuna 2), ninm
. nanueHTH, kouto ca moayunan CRS cien npeaxonnara gosa (Tabmura 3).

Ilpesenyus na peakmusayus Ha xepnec 30cmep
IIpenu 3anouBane Ha neueHne ¢ TECVAYLI tpsabBa na ce mommuciy 3a aHTUBUPYCHA MPOMUITAKTHKA
3a MIPEeBEHLUS HA PEaKTUBALMs Ha BUPYyca Ha XepIiec 30CTep CIope]] yKa3aHusITa Ha JIeueOHOTO

3aBCACHUC.

IlonnoBsBane Ha npunoxkenueto Ha TECVAYLI crnex otnarane Ha go3a

Axo Hskos no3a Ha TECVAYLI ce otnoxwu, Tepanusra TpsOBa J1a ce MOJHOBH Bb3 OCHOBA Ha
npenopbkute, nocoueHu B Tabnuua 2, kato npunoxenueto Ha TECVAYLI ce Bb300HOBH B
CHOTBETCTBHUE ChC cxeMaTa Ha npuiarane (Bx. Tabmwuma 1). JlekapcTBeHHUTE IPOIYKTH 3a
npeMeuKaIs TpsoBa Jla ce mpujIaraT KakTo e ykaszaHo B Ta0muma 2. [lanuenture TpsioBa na Obaart
CHOTBETHO HaOJIOAaBaHU (BXK. Touka 4.2).

Taoauma 2:  IIpenopbku 3a nogHoBsiBaHe Ha Tepanusita ¢ TECVAYLI cien otiiarane Ha

1032
ocnenna IIpoab/KUTETHOCT HA HeiicrBue
NMPHUJI0KEeHa 103a 0TJIATAHETO OT
MocJjeTHaTa MPHJI0KEHA
Ja03a
Hoza 1 (ot cxemara IMoxnosere ¢ [loza 1 (0,06 mg/kg) (ot cxemara
3a CTHHAJIOBUIHO IloBeue ot 7 nuu Ha npwitarane Ha TECVAYLI ¢be cThamoBuHO
TTOBHIIIABAHE) MOBHIIIABaHE Ha J03aTa)’.

IMosTopere lo3a 2 (0,3 mg/kg) 3a cTpnanoBuIHO
MOBHIIIaBaHe® ¥ IPOJIBIKETE ChC CXeMaTa Ha

8 st 710 28 e npuinarane Ha TECVAYLI cbe cThIanoBuIHO

Jo3a 2 (ot cxemara

3a CTBIAIIOBHIHO MOBHLIABAHE HA J103aTa.
TIOBHUIIIABAHE) IMognosere ¢ [loza 1 (0,06 mg/kg) cxemara Ha
IToBeue ot 28 nHU npunarane Ha TECVAYLI cbc cThIanoBuIHO

[OBUIIABAHE HA 103aTa’.




8 muu 1o 28 nuu

[Mpoxpmxkere ¢ mocieaHaTa MOABPKAIIA 1032 H
cxema Ha npuiarane Ha TECVAYLIL

Bcnukn

MMOAABPIKAIIN 03U
AREPIKAIIM /1 IToBeue ot 28 nHuU

IMoauosere ¢ [lo3a 1 (0,06 mg/kg) cxemara Ha
npunarane Ha TECVAYLI cbe cThnanoBuino
[OBUILIABAHE Ha J03aTa’.

a

Ja ObIaT ChOTBETHO HAOJIIOTaBaHH.

H3menenus Ha go3ara

JlexapcTBeHHTE POIYKTH 3a MpeMeauKaLus TpsiOBa na ce npuiarat npeau no3ara Ha TECVAYLI u nauuentute tpsa6sa

Jlewennero ¢c TECVAYLI tps6Ba na ce 3amodHe B ChOTBETCTBHE ChC CXeMaTa Ha MpHilarane chC

CTBHIIAJIOBUAHO ITOBUIIIABAHC HA J03aTa B Ta6J'H/IHa 1.

Hawmarnenne na nozara Ha TECVAYLI He ce nmpenopruBa.

Ortnarase Ha j03aTa MOXKE J]a C€ HAJIOXKU 3a OBJIAJSIBAHE HA MIPOSIBU HA TOKCUYHOCT, CBBP3aHU C
TECVAYLI (Bx. Touka 4.4). [Ipenopbku 3a mogaoBsiBane Ha TECVAYLI cren oTiiarane Ha 103a ca

naneHu B Ta0Oimma 2.

[IpenoppuntenHuTe ASUCTBUS NpU HEXeTaHU peakuuu cien npuioxkenne Ha TECVAYLI ca

rnmocouyeHu B Ta0Oimra 3.




Tao6auna 3: IIpenopbunTeaHH AeiCTBHS 32 MpeINpHeMaHe MPU HeKeJIAaHU PeaKINu CJiej]

npujioxenne Ha TECVAYLI
Heskenanm peakuuu Crenen HeiicTBust
Cunapom Ha Crenen 1 Cmpere TECVAYLI no
0CBOOOXK/1aBaHe Ha e Temneparypa >38°C° OT3By4YaBaHE Ha HEKenaHaTa
IIUTOKUHU® (BXX. TOUKA PEaKIHsL.

4.4)

Buxte Tabnua 4 3a
OBJIAJSIBAHE HAa CHHAPOMA Ha
0CBOOOKIaBaHE HA [IMTOKUHU.
[TpunosxeTte jeKapCcTBEHU
MPOJYKTH 32 TIPEMEIUKAITHS
Ipeau ClIeABalaTa 103a
TECVAYLI.

Crenen 2
e Temmneparypa >38°CS c:
® XUIIOTOHHM, ITOBJIMABAIIA CE OT
TEYHOCTH, KOATO HE Hajlara
W3MON3BaHE Ha Ba30MPECOPH,
NIn
® HEOOXOIUMOCT OT
HUCKOIIOTOYHA KUCJIOPOJIHA
Tepalus C Ha3aJIHa KaHI0JIa® WIN
0OE3KOHTAKTHO MOJaBaHe Ha
KHCIIOPO/T

CrerneH 3 (IpOIBIDKUTETHOCT: TIO-
Manko ot 48 gaca)
e Temmneparypa >38°CS c:
e XWIOTOHUSI, HAJarama
M3II0JI3BaHe Ha €/IMH Ba30IPECOp
ChC WM 0€3 Ba30NPECHH, WITH
e HeobxomumocT ot
BHCOKOIIOTOYHA KHCIIOPOIHA
Tepalus ¢ Ha3aJIHa KaHIoJIa®,
Macka 3a JIhIe, Macka 0e3
pebpuzep nan Macka Venturi

Cupere TECVAYLI no
OT3ByuYaBaHE Ha HEXKeJlaHaTa
peaxiusi.

Buxre Tabnuia 4 3a
OBJIQJIBAaHE HAa CHHIPOMA Ha
0CBOOOKIaBaHEe HA [IMTOKUHH.
[Ipunoxere 1eKapcTBEHU
NPOAYKTH 3a IPEeMeAUKaLNL
MIpeu ClieABalaTa 103a
TECVAYLI.

Hab6romaBaiiTe mamyeHTa BCEKU
JIeH B MpoIbJDKeHUE Ha 48 yaca
clIe]l clleBalara g03a
TECVAYLI. Unctpyktupaiite
IMalITUCHTHUTEC a OCTaHaT B
0JIM30CT 10 MEIUIIMHCKO
3aBeJIeHHUE 110 BpeMe Ha
€KEIHEBHOTO HAOIIONEHHE.




CreneH 3 (peuuauB UM C
MIPOIBIDKUTEITHOCT TTOBeYe OT 48 Jaca)
e Temmeparypa >38°CS c:
e XWUMOTOHMS, Hajarama
M3I0JI3BaHE Ha €/IMH Ba30IPECOp
ChbC WK 03 Ba3OMPecHH, WIu
e HeobOxomumocT oT
BHCOKOIIOTOYHA KHUCJIOPOTHA
Tepanuvs C Ha3alHa KaHIoJa®,
Macka 3a JIuie, Macka 0e3
pebpu3ep i Macka Venturi.

Crenen 4
e Temmeparypa >38°CS c:

e XUNOTOHM, Hajaramia
W3ION3BaHE Ha HAKOJIKO
Bazornpecopa (¢ U3KITIUCHHUE Ha
Ba30IPECHH), UITU

e HeoO0X0oamMOoCT OT KHUCIIOpOIHA
TEpanusi C TMOJOKUTEITHO
HajsiraHe (Hamp. HepeKbCHATO
MOJIOKHUTETHO HAJSATAHE B
nuxatennure npTUma [CPAP],
JIBYCTETICHHO TIOJIOKUTEITHO
HAJATaHEe B TUXATCITHUTE
mbTHma [BiPAP], uatyGanus u
MCXaHHU4YHa BGHTI/IHaHI/IH).

o [IpeycraHoBeTE OKOHYATEIHO
tepanuara c TECVAYLL

e Buxkte Tabmuma 4 3a
OBJIAJSIBAHE HAa CHHAPOMA Ha
0CBOOOKIaBaHE HA [IMTOKUHHU.




Cunapom Ha
HEBPOTOKCHUYHOCT,
CBBp3aHa C IMyHHHTE
e()EeKTOPHU KIICTKH
(ICANS)" (Bx. Touka
4.4)

Crenen 1

Cnpere TECVAYLI no
OT3ByuYaBaHE HA HEXKeJlaHaTa
peaxiusi.

Buxre Tabaumna 5 3a
OBJIAJIIBAHE HA CUHIPOMA Ha
HEBPOTOKCUYHOCT, CBbp3aHa C
UMYHHHTE €EKTOPHH KIICTKH.

Crerien 2
CreneH 3 (mppBa 1nosiBa)

Cnpere TECVAYLI no
OT3By4YaBaHE Ha He)KeJlaHaTa
peaxiusi.

Buxre Tabaumna 5 3a
OBJIAJIIBAHE HA CUHJIPOMA Ha
HEBPOTOKCHYHOCT, CBhp3aHa ¢
UMYHHUTE €)CKTOPHU KIICTKH.
Hab6romaBaiiTe mamyeHTa BCEKU
JIeH B MIpoIbJDKeHUE Ha 48 yaca
clIe]l clleBalara g03a
TECVAYLI. Unctpykrupaiite
IMAalIUCHTUTEC a OCTaHaT B
0JIM30CT 10 MEIUIIMHCKO
3aBeJleHHE 10 BpeMe Ha
€KEIHEBHOTO HAOIIONECHHE.

CremneH 3 (perunus)
Cremnen 4

[IpeycraHnoBeTe OKOHYATEIHO
tepanusata ¢ TECVAYLIL
Buxre Tabmuma 5 3a
OBJIA/IsIBaHE HA CHHAPOMA Ha
HEBPOTOKCHYHOCT, CBBbpP3aHa ¢
UMYHHHTE €EKTOPHH KIIETKH.

WNudexnuu (BK. TOUka
4.4)

Bcuuku crenenu

He nmpunaraiite cxemara Ha
npunarane Ha TECVAYLI cbe
CTBIIAJIOBUJIHO IIOBUIIIABAHE HA
Jlo3aTa MpH MalueHTy ¢
akTuBHA MHPeknus. Cxemara
Ha npuiarade Ha TECVAYLI
ChC CTHIIAJIOBUIHO ITOBHUILIABAHE
Ha J103aTa MOXe J1a TPOIBIIKHI
CcJIe]] OT3BY4YaBaHe HA aKTHBHA
WHEKIHs.

Cremnex 3
CreneHn 4

CrpeTe mocneBamuTe
noaepkamu o031 TECVAYLI
(T.€. MO3UTE, IPUIIATAHU CIIE]T
cxeMara Ha Mpuiarane Ha
TECVAYLI cbe cTBIIaIOBUIHO
MTOBHUITIABaHE Ha J103aTa) JI0
nmonoOpsiBaHe Ha WHPEKIUATA
JIO CTeNeH 2 WU 1mo-100pa.

XemaToJornyHa
TOKCHYHOCT (BXK.
ToukH 4.4 u 4.8)

AOcomoTeH Opoi HeyTpOQHIIN O
0,5x10%

Cnpere TECVAYLI, nokaro
abCOIOTHHAT Opoit
Heytpodumm crane 0,5 X 10%I
WJIH TTO-BHCOK.

DelOpuitHa HEYTPOTICHUS

Cupere TECVAYLI, nokaro
abcomoTHUAT Opoit
neyrpopumm e 1,0 X 10%1 nm
M0-BHCOK, M TIOBHUIIICHATA
TeMIlepaTypa OT3ByYH.




Xemormnobun mos 8 g/dl e Cnpere TECVAYLI, nokaro
CTOMHOCTHTE Ha XeMOTJIOOMHA
nmocturHar 8 g/dl nim mo-
BUCOKH.
Bpoit Tpom6onmTH oz 25 000/pl e Cnpere TECVAYLI, nokaro
OposAT Ha TPOMOOILIUTUTE CTaHE
Bpoit TpomborTi Mexy 25 000/ul u 25 000/pl umu mo-BUCOK, U
50 000/uL ¢ kbpBeHE JIMIICBAT JAHHM 32 KbPBEHE.
Hpyru Hexenanu Crenen 3 e Cupere TECVAYLI nokaro
peakiuu (BX. TOUKa Crenen 4 HE)KeNaHaTa peakius ce
4.8)° MoT00pH IO CTENEH 2 KT T10-
nobpa.

Bb3 0CHOBa Ha CTeNeHyBaHe CHIIIACHO AMEPHUKAHCKOTO APYKECTBO IO TPAHCIUIAHTALMS U KileThuHa Tepamust (American
Society for Transplantation u Cellular Therapy, ASTCT) npu CRS (Lee et al 2019).

OrtnaBa ce Ha CRS. He BuHarn Moxe 1a nMa IOBHIIEHA TEMITEpaTypa €IHOBPEMEHHO C XHIIOTOHUS WIIN XUIOKCHS, ThI
KaTo MOJKE Jia Ce MAaCKUpa OT MHTEPBEHIUH KaTO MPUIOKCHHE Ha aHTUIIMPETHLY MM aHTHLMTOKMHOBA Tepanus (Hamp.
TOIMJIM3YMA0 MM KOPTHKOCTEPOHIH).

HuckomoTouHaTa KMCIOPOIHA TEPanus ¢ HazaaHa KaHroaa € <6 1/min, a BACOKOMOTOYHATa KUCIOPO/IHA TEPATIHS C
HazaJHa KaHiona e >6 |/min.

B®3 ocHoBa Ha crenenyBaneTo ceriaacHo ASTCT npu ICANS.

B®3 ocHoBa Ha OO0IIK TEPMUHOIOTUYHU KPUTEPHUH 32 HEKEJIAHU CHOUTHS Ha HalmoHamHus OHKOJIOTHYCH HHCTHTYT
(National Cancer Institute Common Terminology Criteria for Adverse Events, NCI-CTCAE), sepcust 4,03.

CrernuanHu MomyJIalin

THeouampuuna nonynayus

Hsma cpoTBeTHO npuioxenue Ha TECVAYLI B nenuatpuyHarta momyamus 3a JICYCHHE Ha
MYJTHIUICH MHEIIOM.

Cmapuecka évspacm (65 u noseue 200umu)
He e HeoOxo0 M0 KOpHrHpaHe Ha 103aTa (BX. Touka 5.2).
bvopeuno yepescoane

He ce npenopbuBa KOpUrHpaHe Ha j103aTa MPH MALMSHTH C JIeKa WM YMepeHa CTeneH Ha ObOpedHO
yBpexaaHe (Bx. Touka 5.2).

Yeproopobno yspedcoane

He ce npenopbyBa KOpUTHpaHe Ha 103aTa MPH MAIUCHTH C JIEKa CTETICH Ha YepHOIPOOHO YBPEKIaHEe
(Bk. TOuKa 5.2).

HauuH Ha npunoxxenue

TECVAYLI e camo 3a MOJKOKHO UHXKEKTHUPAHE.
3a yka3aHHsi OTHOCHO paboTaTa ¢ JIeKapCTBEHHS POIYKT MPEH NMPUIOKEHHE BIKTE Touka 6.6.
4.3 IIporuBomoka3aHus

CBpBXUyBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO WIJIH KBM HIKOE OT MOMOIIHUTE BEIECTRA,
n30poeHu B Touka 6.1.



4.4 CoenuajJHU nMpexynpexIeHusi U NpeanasHu MepKHU MpH ynorpeda

[Ipocneaumoct

3a ma ce moo0pH MPOCIETUMOCTTa Ha OHMOJIOTHYHUTE JIEKAPCTBEHH MPOIYKTH, UMETO U TAPTHIHUAT
HOMEp Ha MPIUTOKEHUS MPOTYKT TPSIOBA SCHO /1A CE 3aIMCBaT.

CunapoM Ha ocBoboxaaBane Ha nutoknau (CRS)

CunpoM Ha 0cBOOOKAaBaHE HA IUTOKUHU, BKIIOUUTEITHO )KMBOTO3aCTPALIABALIH WIIH JICTATHH
peaxkium, MoKe 1a Bb3HUKHE TpY NanueHTy, nonydasauy TECVAYLI

Kimmanunute npusHaim u cumnromu Ha CRS mMoxe na BkirouBar, HO 06€3 J1a ce orpaHu4aBat Ji0
MOBHIIIEHA TEMITEPATypa, XUTIOKCHS, CTYJACHH TPBITKU, XUTIOTOHHS, TAXUKAPHS, TTIaBOOOIIUE U
MTOBHIIIEHU Y€PHOAPOOHU eH3uMH. [loTeHImamHo KuBOTO3acTpamraBany ycuoxkaeHus Ha CRS moxe
Jla BKJIIFOUBAT ChpJedHa TUCHYHKINS, CHHAPOM Ha PECITUPATOPEH TUCTPEC PH Bb3PACTHH,
HEBPOJIOTHYHA TOKCUYHOCT, ObOpeyHa W/MiK YepHOApoOHa HEOCTATHYHOCT U TUCEMUHUpaHa
uHTpaBackymnapHa koaryianus (JUK).

Jleuenueto ¢ TECVAYLI TpsiOBa aa ce 3amoyHe B ChOTBETCTBHE ChC CXE€MaTa Ha MpUilaraHe che
CTBHITAJIOBUTHO MOBHILIABAaHE HA J103aTa, 3a 1a ce Hamanu pucka oT CRS. Ilpeau Beska no3a oT cxemara
Ha npunarade Ha TECVAYLI cbe cTpnanoBuaHO MOBUIIABaHE HA J103aTa TPSOBA Jja ce mpujiarat
JIEKapCTBEHU MPOAYKTH 32 MpeMeIuKanus (KOPTUKOCTEPOUAN, aHTUXUCTAMUH U aHTUIIHPETHUIIN) 32
HamassiBane Ha pucka ot CRS (Bxk. Touka 4.2).

CrneHuTe TAIMEHTH TPsIOBA M@ ObAAaT MHCTPYKTHPAHH J]a OCTAHAT B OIMU30CT JJO MEAUIIMHCKO
3aBEJICHUEC M Jia ce HaOJIF01aBaT BCEKU JICH B IPOABLDKEHUE Ha 48 vaca:

. aKo MAaIMEHTHT € MOJYYHI KOATO U J1a € 1032 B pAMKHUTE Ha cXeMmaTa Ha Mpujaraie Ha
TECVAYLI cbc cThIamoBHAHO MTOBHINIaBaHe Ha j1o3ara (3a CRS)
° ako nauueHTsT € nonyyms1 TECVAYLI cnen CRS crenen 2 unu no-BUCOKA.

Ha marnuenTn, kouto ca nomyuninu CRS cnen npenxomuarta noza TECVAYLI, npenu cienpamara
J103a TPsIOBA 1 ce MPUIIOXKAT JICKAPCTBEHH MPOIYKTH 3a MPEMEIUKAIINS.

[Tarmenture TpsOBa 1a OBAAT MOCHBETBAHU JIa TOTHPCAT JIEKAPCKa MOMOIII, aKO CE MOSBAT MPU3HAIU
win cumntomu Ha CRS. Ilpu mepBu npusnak Ha CRS nanuenTure TpsiOBa aa ce oLeHT He3abaBHO 3a
xocnutanuzauus. TpsOBa aa ce 3amoyHe JeUeHHe ¢ NOJAbPXKALIHM IPYKY, TONMIN3YMal 1/ HiH
KOPTHUKOCTEPOUIM Bh3 OCHOBA Ha TEXKECTTA, KaKTo € moka3aHo B Tabnumna 4 no-nony. Yrnorpebara Ha
MUEJIOUIHU PACTeXHU (HaKTOpH, 0COOEHO rpaHyJ onuT/Makpodar-kojonuoctTumyaupai gaxrop (GM-
CSF), norenmmanHao Moxxe aa Biomu cumntomute Ha CRS u TpsibBa na ce n30srea mo Bpeme Ha CRS.
Jleuenneto ¢ TECVAYLI TpsidBa aa ce cipe 1o or3ByuaBane Ha CRS, kakTo e nokazano B Tabnuna 3
(Bk. Touka 4.2).

Osnaosigane Ha CUHOPOMA HA 0C80O0IHCOABAHE HA YUMOKUHU

CRS Tps6Ba na ce uaeHTudUIMPa Bb3 OCHOBA HAa KIIMHUYHATA KapTuHa. [lannenture TpaoBa na ce
OLICHST U JIEKYBAT 3a IPyTy MPUYUHM 32 IIOBUILICHA TEMIIEPaTypa, XUIIOKCUS U XUITOTOHUSI.

Axo ce nogozupa CRS, TECVAYLI Tpsi6Ba 1a ce cripe 0 OT3ByYaBaHe Ha He)KellaHaTa peakiys (BxK.
Tabmuua 3). CRS Tps6Ba na ce gekyBa B ChOTBETCTBHUE ¢ npenopbkute B Tabnuua 4. [logabpxamm
rpwku ipu CRS (BKIIIOUHUTENHO, HO HE U CAMO aHTUITUPETUYHH CPEJICTBA, TOAIbPIKAHE C
WHTPABEHO3HA TEYHOCT, Ba30MPECOPH, JOMIBITHUTENCH KUCIOPOJ U JIp.) TpsIOBa Jia ce IMpuiiarat cropes
ciyuasi. TpsabBa na ce Ma npenBu 1a00paTopHO M3CIeABaHE 3a MPOcieIsBaHe 32 HATMUUE Ha
JUiceMUHHpaHa MHTpaBacKyaapHa koarynanus (JJUK), xemaronoruunu noxkasarein, KakTo U
OenonpoOHa, ChpJeuHa, ObOpeuHa ¥ YepHOAPOOHA QYHKITHS.
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Tao0auna 4:

Hpenopmm 3a OBJIa/IABaAHEC HA CHHAPOMA Ha 0CBO0OKIaBaHE HA IUTOKUHH C
TOIII/I.]'II/BYMaﬁ U KOPTHUKOCTCPOUIN

Crenen” Cumnromu Tounauzymad? Koprukocreponau®
Crenen 1 | Temneparypa >38°C" Moske na ce uma npeasu | He e mpuioxkumo
Crenen 2 | Temmeparypa >38°C"® c: [Ipunoxere AKO HsIMa 1MO00peHNe B
e XunoroHus, moBnmsBama | Tommnmuzyma6® 8 mg/kg pamkute Ha 24 yaca oT
ce OT TEYHOCTH U HE WHTPaBEHO3HO B 3armo4BaHe Ha
HaJiaraina u3Inoj3BaHe Ha MPOJbIDKCHUE Ha 1 Jac TOIMIU3YyMa0, MPUIIOKETE
Ba30MPECOPH, WU (a HE ce HAAXBBPIAT METHIIIIPETHN30JI0H
e HeoOxomuMocT OT 800 mg) 1 mg/kg HHTPaBCHO3HO
KHCJIOpOJHA TepaIus C /ABa ITbTA THCBHO UJIA
HUCKOIIOTOYHA HAa3aJHa IIpu Hy>kna noBrapsiTe nekcamera3on 10 mg
KaHroJa" Win TOHI/IJII/ISYM3.6 Ha BCCKHU HWHTPAB€HO3HO HAa BCCKU
GE3KOHTAKTHO MOJaBaHe Ha | 8 4aca, aKo He ce 6 vaca.
KHCJIOpOJ, IIOBJINABA OT
WHTpaBeHO3HU TedHOCTH | IIpombimkete
WM TTOBUINIABaHE HA MIPIIIOKEHUETO Ha
JTOTTbTHUTCITHHS KOPTUKOCTEPOUJIUTE JI0
KHCIIOPO/T. JIOCTUTaHe Ha cTerneH 1
WJIH TI0-MaJjIKa, CJIe/l TOBa
Orpanuvere ce 110 HaMaJIIBaliTe TIOCTETICHHO
MaKCHUMAIHO 3 J103H 32 J103aTa B MPOABDKCHUE Ha
24-9acoB TIepHOL; 3 mHU.
MaKCHMAJTHO 0010
4 no3u.
Crenen 3 | Temmeparypa >38°C® c: IIpunoxere AKo HsIMa mogo0peHue,
o XWMOTOHMS, HajIaraIa tortsymab 8 mg/kg MIPUIIOKETE
M3IIONI3BAHE HA €IUH HMHTPaBEHO3HO B METHJITPETHU30JIOH
Ba30MPECOp ChC W 6e3 Mpoab/DKeHre Ha 1 Jac 1 mg/kg naTpaBEeHO3HO
Ba30MPECHH, WU (1a HE ce HAMXBBPIAT IIBA TBTH JTHEBHO HITU
e HeobxoaumocT ot 800 mg). nexkcamera3on 10 mg
BUCOKOIIOTOYHA HWHTPaBCHO3HO Ha BCCKH
KUCJIOPOJIHA TEPAIUS C [Ipu Hy>kna noBrapsiite 6 yaca.
HazaJlHa KaHioda", Macka 3a TOIII/IJIPI?SyMaG Ha BCEKH
JMLe, Macka 6e3 8 yaca, ako He ce [Ipoabixkere
pe6pp[3epp[_]‘[1/1 Macka IIOBJINsBA OT NPUITOKCHUCTO Ha
Venturi WHTPaBEHO3HU TEYHOCTH | KOPTUKOCTEPOUTUTE J0
WJIM TTOBHINIABaHE HA JIOCTUTaHE Ha cTerneH 1
JIOITbJTHUTCITHHS WM TI0-MaJiKa, CJIe] TOBa
KHCIIOPO/T. HaMaJIsIBaiTe IOCTETICHHO
J103aTa B MIPOABDKEHUE Ha
Orpanuuere ce 110 3 nHu.
MaKCHMAJTHO 3 703U 32
24-4acoB nepuoz;
MaKCHUMAJTHO 00110
4 nosm.
Crenen 4 | Temmeparypa >38°C"® c: [Ipunoxere Kaxkro no-rope unu

XI/IHOTOHI/IH, Hajiaraiia

H3I10JI3BAHC HA MHOXKECTBO

Bazomnpecopu (c
U3KJIIOYCHHE Ha
BA30IMPECHH), WIN
Heo6xonumoct ot
KHCJIOPOJTHA TepaIHs C
MIOJIOXKHUTEITHO HAJISTaHe
(Hamp. HeMPeKbCHATO
TIOJIOXKHTEIIHO HAJISTAHE B

tonmnmmuzymab 8 mg/kg
UHTPAaBEHO3HO B
npoIb/DKeHne Ha 1 yac
(ma He ce HaIXBBPIIAT

800 mg).

IIpu Hyx 1@ TOBTapANTE
TOIMIN3yMab Ha BCEKH
8 gaca, ako He ce
MTOBJIMSBA OT

MIPHUIOKETE
METHIITPETHU30JI0H

1 000 mg uHTpaBEHO3HO
Ha JIeH B IPOABJDKEHUE Ha
3 IHU 110 MpeleHKa Ha
JeKapsi.

AKo HAMa ogo0peHwe
WJIH aKO ChCTOSIHUETO Ce
BIIOIITH, IIOMUCIIETE 32
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JIUXATEITHUTE ITbTUIIA WHTPaBEHO3HU TCYHOCTH | alITEPHATUBHU
[CPAP], nBycTerieHHO WJTU TIOBHINIABaHE Ha HUMYHOCYTIPECOPH®.
TMIOJIOKUTEITHO HAJISTaHE B | JIOMBIHUTCITHHS

JIUXATEITHUTE ITbTUIIA KHCJIOPO/I.

[BiPAP], naTyOanus u
MeXaHHYHA BEHTHIIAIINS)

Orpannyere ce 10

MaKCHMAaJTHO 3 JI03H 3a
24-yacoB nepuo;
MaKCHMAaJIHO OOII0

4 no3u.

3a moipoOHOCTH BIDKTE KpaTKaTa XapaKTepHCTHKA HA TOLMIH3YyMa0.
JlexyBaiite HenopnusBamus ce CRS cnopen yxasaHusTa Ha 1e4e0HOTO 3aBECHUE.

OrtnaBa ce Ha CRS. He BuHarn Moxxe 11a MMa MOBHIICHA TEMIIEPaTypa eIHOBPEMEHHO C XUIIOTOHUS MIIN XUIIOKCHS, Thil
KaTo T4 MOXeE Jla C& MacKHpa OT MHTEPBEHLIMH KaTO NPHIOKEHHUE Ha aHTUITUPETHIM MIIH AaHTHIIUTOKMHOBA TepaItus
(Hamp. TOMIN3YMa0 WA KOPTUKOCTEPOHIH).

Huckonoroynara KucinopoaHa Tepanus ¢ Ha3alHa KaHioaa € <6 l/min, a BUCOKOIIOTOYHATa KUCIOPOIHA TEPAITUs C
HazaJHa KaHroa e >6 1/min.

B®3 ocHoBa Ha crenienyBane Ha CRS cwriacHo ASTCT (Lee et al 2019).

Hesponornuna Toxkcnunoct, Bkiarounteano ICANS

CepI/IO3HI/I HJIW JKUBOTO3aCTpallaBally NposABHU Ha HCBPOJIOTMYHA TOKCUYHOCT, BKIIFOUUTCIIHO CUHIPOM
Ha HEBPOTOKCHYHOCT, CBbp3aHa ¢ uMyHHUTE edexTopuu kietku (Immune Effector Cell-Associated
Neurotoxicity Syndrome, ICANS), sb3uuksar ciex jgeuenne ¢ TECVAYLI.

IIo BpEMC Ha JICUCHUCTO MALlUCHTUTC Tp5[6Ba Ja ce H36HIOI[aBaT 3a IIprU3Haly Wil CUMIITOMHU Ha
HEBPOJIOTMYHA TOKCHUYHOCT M Aa C€ JICKYyBaT He3a0aBHO.

[MatmenTute TpsiOBa 2 OBAAT MOCHBETBAHU J1a TIOTHPCAT JIeKapCKa TIOMOII MTPH T0sIBa Ha TIPU3HALN
WINM CUMIITOMH Ha HEBPOJIOTMYHA TOKCMYHOCT. [Ipu mbpBY Npu3HaK Ha HEBPOJIOIMYHA TOKCHYHOCT,
BkitounTenHo ICANS, manuenTure TpsiOBa He3a0aBHO /1a ce OLIEHSBAT U JIEKYBaT CIIOpE]l CTENICHTa Ha
texect. [larmmenTure, kouto npu npenxoanaata go3a TECVAYLI ca nmomyaunu ICANS cremnen 2 wiu
no-BUcoKa uiy mbpsa nosisa Ha ICANS crenen 3, TpsiOBa 1a ce HHCTPYKTUPAT Ja OCTaHAT B OJIM30CT
JI0 MEIMIIMHCKO 3aBEJICHNE U BCEKH JICH Jia ce HabJI01aBaT 3a NPU3HALM U CHMITOMH B IPOJIbJDKEHHUE
Ha 48 ydaca.

IIpu nosiea Ha ICANS u npyru nposiBu Ha HEBpOJIOrH4HA TOKCHYHOCT JieueHneTo ¢ TECVAYLI
TpsiOBa J1a ce crpe, KakTo € oka3aHo B Tabnuua 3 (Bx. Touka 4.2).

[lopaau morennman 3a Br3ankBaHe Ha I[CANS nanuenTure TpsOBa 1a ObAAT MOCHKBETBAHU J1a HE
modupart 1 1a He pabOTAT C TEXKH MAIIMHY 110 BpeMe Ha cxemara Ha npuiarane Ha TECVAYLI cbe
CTHIIAJIOBU/THO TIOBUINIABAHE HA J[03aTa U B MPOALDKEHNE Ha 48 yaca ciiej] 3aBbPIIIBAHETO U, KAKTO U B
CJTydYaif Ha HOBa T0sBa HA HEBPOJIIOTUYHH CUMITOMHU (BXK. TOUKa 4.7).

Osnaosseane Ha HeespoJiocudHama mMoKcu4Hocm

[Ipu mbpBU MpHU3HALM HA HEBPOJIOTUYHA TOKCHYHOCT, BKItounTenHo ICANS, TpsiOBa na ce oOmMucn
HEBPOJIOTMYHA OlleHKa. TpsaOBa 1qa ce U3KIIoYaT qpyryu NPUIHHA 32 HEBPOJIOTHYHU CUMITTOMH.
TECVAYLI tpsibBa na ce cipe 10 0T3By4YaBaHe Ha HeXkeNlaHaTa peakius (Bk. Tadmuma 3). [Ipu Texxka
WJIH )KUBOTO3aCTpallIaBala HeBPOJIOTUYHA TOKCHYHOCT TPSIOBA J1a CE OCUTYPSAT HHTEH3UBHU TPHKU U
noIppakaiia repanus. OOIOTO OBIaIsIBaHe Ha HeBpoJoruyHaTa TokcuaHocT (Harp. ICANS cbe mimu
0e3 corbTeTBai CRS) e 0000meHo B Tabmuia 5.
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Taoauna b5:

IIpenopbku 3a oBJIaAsIBaHe HA CHHAPOMA HA HEBPOTOKCHYHOCT, CBbP3aHa ¢
umyHHuTe edpexTopun kierku (ICANS)

Crenen Cumnromu® ConbrerBamy CRS be3 cenbpreTBam CRS
Crenen 1 | ICE ckop 7-9° OBnansasane Ha CRS crniopen Hab6nronasaiite 3a
Tabmuma 4. HEBPOJIOTHIHH
WX TIOTUCHATO HUBO HA CHUMIITOMHU 1 OOMHCIIETE
cb3HaHUe": chOy)aa ce Habnronasaiite 3a KOHCYJITallMsl C HEBPOJIOT
CTHIOHTAHHO. HEBPOJIOTUYHU CUMIITOMHU H Y OLICHKA IO MpeIcHKa
o0OMHcIeTe KOHCYITALUS C Ha JIeKaps.
HEBPOJIOT U OLIEHKA I10
MpeLeHKa Ha JieKapsl.
IToMucrnere 3a npuiokeHNE Ha HECEIUPALIT
[IPOTUBOI'bPYOBH JIEKAPCTBEHU IPOLYKTH (HAIP.
JIeBeTHUpaLleTaM) 3a MPOPHUIAKTHKA Ha IbPUOBE.
Crenen 2 | ICE ckop 3-6° [punoxere Tounnmuzymad [Ipunaraiite
criopen Tabnuma 4 3a nexcameTason” 10 mg
WJIY OTUCHATO HUBO HA oBnansBaHe Ha CRS. WHTPaBEHO3HO HA BCEKU
cb3HaHUE": chOyXKa ce OT | AKO HsMa MoJoOpeHHe e/ 6 vaca.
rJac. 3aloYBaHe Ha TOLMIIN3YyMao,
MpuiIaraite JeKCaMeTa3oH" [Iponwmxere
10 mg MHTpaBEHO3HO HA BCEKH | MPUIIOKEHUETO Ha
6 yaca, ako MaIMeHTHT Beue HE | AEKCaMeTa30H J0
npuema Ipyru 0T3By4aBaHe [0
KOPTUKOCTEPOUIH. CTerneH 1 Wiy mo-Hucka,
[IpoawmkeTe NPUIOKEHUETO cJie]] ToBa HamaseTe
Ha JIeKCaMETa30H A0 MOCTETIEHHO 03aTa.
OT3BY4YaBaHe 70 CTemeH | unn
MO-HKCKa, CIIe/I TOBA HAMAJIETe
MOCTENEHHO J03aTa.
[Tomucrnere 3a npuiokeHHE Ha HECETUPALT
MIPOTUBOT'EPYOBH JIEKAPCTBEHN MPOLYKTH (HAIP.
JIEBETUpalleTaM) 3a NpopHIaKTUKA Ha TbpuoBe. [1pu Hy)1a
[TOMUCIIETE 32 KOHCYJTalUs C HEBPOJIOT U APYTH
CHELUMAIMCTH 32 JIOTBJIHUTEIHA OLICHKA.
Crenen 3 | ICE ckop 0-2° [punoxere Tonmmzymad [punaraiite
cniopen Tabnwna 4 3a nexcamerason” 10 mg
WM TOTHCHATO HUBO Ha opnazsaBaHe Ha CRS. WHTPaBEHO3HO Ha BCEKU
cb3HaHue": chOyxaa ce OcBeH TOBa NPUIIOKETE 6 vaca.
caMmo OT TaKTHJICH CTUMYJI, | AekcameTa3oH" 10 mg
WIn HWHTPaBEHO3HO C bpBaTa no3a | [Ipoxbkere
TOLMJIN3YMa0 U MOBTapANTe MIPUIOKEHUETO Ha
I'bpUOBE®: Jl03aTa Ha BCeKH 6 Jaca. JIEKCaMeTa30H JI0
® BCCKHM KIMHHUYECH I'bpY, HpOI{BH)KeTe MIPUITIOKCHUETO OT3BY4YaBaHC 10
¢doxkanen wim Ha JIeKCaMEeTa30H 10 cTerneH | Wiy mo-HucKa,
reHepaaM3upaH, KOWTo | OT3By4aBaHe JI0 CTeNeH | winm | cjiejl ToBa HamalneTe
0T3BYy4aBa Obp30, WIH MO-HKCKa, CIIe/I TOBA HAMAJIETE | IMOCTENICHHO JI03aTa.
MOCTETNEHHO J03aTa.
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® HCKOHBYJICHBHHU
I'bPUOBE Ha
enexTpoeHmedanorpa
Mma (EEI'), kouto
OT3BYyYaBaT ¢
WHTEPBEHIIUS, WIH

MOBUIIIEHO BHTPEUCPEITHO
HaJIsTaHe:
(hokaneH/IoKaJIeH OTOK
MIpU U3ClieBaHe ¢ 00paszHa
IUarHoCcTHKa®.

[TomucneTe 3a NpuIoKEHUE HA HECETUPALITT
MIPOTUBOT'BPYOBH JIEKAPCTBEHH MPOTYKTH (HATIP.
JIeBeTHpaleTaM) 3a MpopuiIaKTHKa Ha repuoBe. [lpu Hyxaa
MIOMHUCIIETE 3a KOHCYTALNS C HEBPOJIOT U JIpYTH
CHETMAITUCTH 3a JOITBIHNATEIIHA OLIEHKA.

CreneH 4

ICE ckop 0°

WY TIOTUCHATO HUBO Ha

Ch3HaAHUE":

® JIAIIMCHTBHT HC CC
chOyK/Ia HITH ca
HEOO0XOIUMH
CHCPIru4Hu UJin
MHOTOKpaTHH TaKTHIHU
CTUMYIIH, 32 J1a ce
cp0ynu, WIu

e CTYIIOp WIHX KOMA, WIN

rbp4oBe”:

® KMBOTO3aCTpalllaBall]
MPOIBIDKUTENEH I'bPY
(>5 munyTH) WK

® MHOTOKPaTHHU
KIIMHUYHHU HUJIN
HEKOHBYJICHBHU
I'bpUOBe O€3 BphIIaHe
KBM U3XOJHO HUBO
MEXKTY TSX, WA

MOTOPHU HaXOAKHU":

® bJI00KA (hoKaHA
MOTOpHA CJ1a00CT KaTo
XeMUIlapes3a Ui
napanapesa, Win

MTOBUIIIEHO BHTPEUEPEITHO

HaJIAraHe/MO3b4YeH OTOK® C

MPU3HAI/CUMIITOMH KaTO:

e nudy3eH MO3bUCH OTOK
MIPU U3CIIEABAHE C
o0pa3Ha IUarHoCTHKa
17001

e JerepeOpalioHHa HiIx
JeKOPTHUKAIIMOHHA 11032
WA

e mape3a Ha VI
YepeIrTHOMO3bUeH HEPB
WIH

® OTOK Ha MaInuiiaTa Win
tpuaaa Ha Cushing

[Ipunoxere Tormmmzymab
criopen Tabnuma 4 3a
opnajsBaHe Ha CRS.

Kaxkro no-rope uiu nomucnere
3a IPUIOXKEHHE Ha
metunnpeanuzonon 1 000 mg
Ha JIeH HHTPaBEHO3HO C
IbpBaTa 7032 TOLMIN3yMad 1
MPOIBIDKETE
metupenansonod 1 000 mg
Ha JIEH UHTPAaBEHO3HO 3a 2 WU
IMOBEYEC JIHH.

Kakrto no-rope nnu
TTOMHCTIETE 32
NPUIOKEHUE Ha
METHJIIPETHU30IOH

1 000 mg Ha men
WHTPaBEHO3HO 3a 3 JTHU;
aKo ce mo100pH, cies
TOBA JIEKyBalTE KaKTO
Mo-Tope.

[Tomucnere 3a NpUIOKEHUE HA HECEAUPAILU
MPOTUBOTI'bPYOBH JICKAPCTBEHH NPOIYKTH (HATIp.
JIeBeTUpaIeTam) 3a NpopIakTrka Ha repuose. [lpu Hy)1a
MIOMHCJIETE 32 KOHCYJITALUs C HEBPOJIOT U APYTU
CIICIIMAJIMCTH 32 JAOIBIHUTEIIHA OLIeHKA. B ciryyaii Ha
MOBHUILICHO BHTPEUYEPEITHO HAIATaHEe/MO3bYEH OTOK IPU
JICYCHUETO, CIeBalTe yKa3aHUATA Ha JEYEOHOTO

3aBCICHUC.
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Jleuenuero ce ornpenesda ot HaW-TEXKOTO CT>6I/ITI/IC, KOC€TO HE MOXKE J1a C€ 00SICHHU C HKaKBa JApyra npuinHa.

AKO NaIMeHTHT pearupa 1 MOKe Jla ce M3BbPLIN OLCHKA 3a eHIle(anonaTys, CBbp3aHa ¢ UMYHHHU €(DEeKTOPHH KIIETKH
(Immune Effector Cell-Associated Encephalopathy, ICE), onieHere: opueHTanus (OpHEHTHPAH 32 TOANHA, MECEIL, IPaj,
OoyHMIA = 4 TOYKW); HANMeHyBaHe (HauMeHyBa 3 IIpeaMeTa, Halp. TOYKa 3a YaCOBHUK, IIHCAJIKa, KOImue = 3 TOUKH);
ciIeiBaHe HA KOMAaHAM (Hamp. “TIOKaXH MU 2 NIPpBhCTa” WM “3aTBOPU OYUTE CH U NMOKAXXH e3UKa CH” = 1 TOuka); mucaHe
(crocoOHOCT a HamuIe CTaHIapTHO M3pedeHue = | Touka) n BHMMaHue (6poeHe obparHo ot 100 1o necetnnm =

1 Touka). AKo MAIMEHTHT HE pearrpa 1 He Moxxe jaa ce u3Bbpim oueHka 3a ICE (crenen 4 ICANS) = 0 Touku.

He moxe nta ce 00sicHH ¢ HAKaKBa Ipyra IpHIHHA.
HaBcsikbaie, KbAETO € OCOYEHO MPHIIOKEHUE Ha IEKCaMETa30H, ce Kacae 3a JeKCaMeTa30H MM eKBUBAJICHT.

HNndexnuun

Texxxu, ®KIUBOTO3ACTPAIIABAIIH HITH JIETATHN HH(EKINH ce ChOOIIaBaT MpH MallueHTH, TOTy4YaBalln
TECVAYLI (Bx. Touka 4.8). [To Bpeme Ha Tepanust ¢ TECVAYLI Bb3HUKBAT HOBU WITH
peaktuBupanu Bupycuu nngpeknuu. [1o Bpeme Ha tepanus ¢ TECVAYLI Bb3HHKBA CBHIO U
nmporpecuBHa MynTrdokanHa ieBkoeHnedanonarus (progressive multifocal leukoencephalopathy,
PML).

[TanmenTure TpsiOBa na ce HaOMIOAaBAT 3a IPU3HALY H CUMIITOMU HAa MH(EKIMS IPEeau U [0 BpeMe Ha
nedenne ¢ TECVAYLI u na ce nexyBar mmo moaxosm1 HaunH. [I[pouiakTnaan aHTHMUKPOOHN
cpexcTsa TpsiOBa Jja ce mpuiaraT B CbOTBETCTBUE C YKa3aHUATA Ha JIeueOHOTO 3aBeACHHE.

Cxema Ha mpunarane Ha TECVAYLI cbe cThIanoBuHO MOBHINIABAaHE HA J03aTa HE TPsiOBa Ja ce
npujiara npy NalyeHTy ¢ akTuBHA uHbekius. 3a nocneasammure go3u TECVAYLI tpsosa na ce crope,

KakTo € noka3ano B Tabmuma 3 (Bx. Touka 4.2).

PeakTuBaiiysa Ha BUpyca Ha xenaTuT B

PeaxtuBanus Ha BUpyca Ha XernaTUT B Moxxe 1a Bb3HUKHE NP NMALUECHTH, JIEKYBaH!U C JEKapCTBEHU
NPOAYKTH, HACOUCHHU Cpelly B KieTku, KaTo B HAKOM ClIydad TS MOXeE JAa AoBene 10 GyIMHUHAHTECH
XEMaTHuT, YepHOAPOOHA HEJOCTATHUYHOCT U CMBPT.

[Nammenture ¢ manHm 3a monoxkurtenHa HBV ceponorus TpsiOBa 1a ce HaOM01aBaT 32 KIIMHUYHA U
nabopaTopHu Mpu3HaIy Ha peakTuBanus Ha HBV, nokaro nonyyasar TECVAYLI u B ipoabinkeHue
Ha Hal-MaJIKo IIeCT Mecera cie kpast Ha nedennero ¢ TECVAYLI.

IIpu manuenTtyH, kouto nonydar peakrusanus Ha HBV, nokaro ce nexysar ¢ TECVAYLI, neuennero
¢ TECVAYLI tpsioBa na ce cnpe, KakTo e nokasaHo B Ta0iuia 3 u Ja ce JieKyBa Cope]l yKa3aHHUsITa

Ha J1eueOHOTO 3aBefeHue (BXk. Touka 4.2).

XunoramarinoOyIuHeMUs

Xwurmoramarjao0yTMHEMHs ce ChoOMIaBa pu nanueHtH, nmoaydasamu TECVAYLI (Bx. Touka 4.8).

Hugara na nmynornoOynuHuTE TpsiOBa 1a ce HabmromaBat o Bpeme Ha neuenne ¢ TECVAYLI.
WnTpaBeHo3Ha WK NOJAKOXHA UMYHOTTIOOYJIMHOBA Tepalnus € U3I0JI3BaHa 3a JIeUeHUE Ha
xunoramarnooynunemust npu 39% ot nanuenture. [lanuenture TpsOBa Aa ce JeKyBaT B
CHOTBETCTBHE C yKa3aHHATA Ha JIeYEOHOTO 3aBEICHNE, BKIIOUMTEIIHO MPENAa3HI MEPKH CPEILy
MH(EKIHs, aHTHOMOTUYHA WM aHTUBUPYCHA NPO(MUIAKTHKA, U TIPUJIaraHe Ha 3aMeCTBaILU
MMYHOTJIOOYJIMHU.

Bakcunu
VIMYHHUST OTTOBOp KbM BaKCHHU MOXKe J1a Objie HamaneH npu npuinoxenne Ha TECVAYLL
be3onacHocTTa HA UMYHHM3aLKATA C )KUBU BUPYCHHM BAKCHHH IO BPEME Ha WIIN CIIEH JIEYEHUE C

TECVAYLI ne e npoyuBana. BakcuHupaHe ¢ »K1BH BUPYCHU BaKCHHU HE C€ MPENOPHUBA B
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MPOAB/DKCHUE Ha Hal-MaJIKO 4 CEIMUIM MPEAN HAYajI0TO Ha JICYSHUETO, 110 BPEeMe Ha JICYCHHETO U
moHe 4 ceaMHIN CIIE HETO.

Heyrtponenus

Heytpomnenuns u ¢ebpriHa HEyTPOTIEHUS ce ChOOIIaBaT MPH MAIMEeHTH, KOUTO Ca TOIyJYaBallnd
TECVAYLI (Bx. Touka 4.8).

IIsnHAaTA KpHbBHA KapTHHA TPAOBA /1a ce HaOIII01aBa Ha U3XOIHO HUBO M MEPHOAMYHO IO BpeMe Ha
nedeHueTo. TpsOBa J1a ce OCUTYPSAT MOIbPIKAIIY TPHKH CIIOPET yKa3aHUsITa Ha JICYCOHOTO
3aBeJICHHE.

[TanuenTuTe ¢ HEyTPOIICHUS TPSAOBA J1a Ce HAOIIOJaBaT 32 MPU3HAIM HA WH(EKITHSL.

Jleuennero ¢ TECVAYLI Tpsi6Ba ma ce crpe, KakTo e mokazano B Tabmuia 3 (Bk. Touka 4.2).

IToMoniHu BemecTsa

To3u JekapcTBEeH MPOAYKT ChIAbpxka 1o Mayiko ot 1 mmol (23 mg) HaTpwuii Ha 1034, T.c. MOXKE 11a ce
Ka)ke, 4e TPaKTHUECKH HE ChAbPKa HATPHIA.

45 B3auMmopeiicTBHE ¢ IPYTHU JeKaAPCTBEHH MPOAYKTH M APYru (JopMH HA B3aUMOo/eiicTBHE
He ca mpoBexxnanu npoyuBanus 3a Bzaumoeiictusta c TECVAYLI.

[IppBOHAYaTHOTO OCBOOOX/IaBaHE HA IIUTOKUHH, CBBP3aHO ChC 3anmouyBaHe Ha ederne ¢ TECVAYLI,
Moske na motucHe CYP450 easumute. OuakBa ce, ue Hall-BUCOKHUAT PUCK OT B3aUMOJICHCTBHE € OT
3aroyBaHeTo Ha cxeMmaTa Ha jeyeHre ¢ TECVAYLI cbe cTpnanoBuAHO MOBUIIABAHE HA J103aTa J10

7 mHY cien mhpBaTa MoAIbpiKalia A03a Win 1o Bpeme Ha ceoutre Ha CRS. [1o Bpeme Ha TO31 miepuos
TpsiOBa J1a ce HaOJIoJaBa 32 TOKCUYHOCT WJTH JIa C€ CIEIIT KOHIICHTPAI[MHUTE Ha JIEKAPCTBEHHUS
NPOAYKT (Harp. UKJIOCIIOPHH) MPH MAIIMEHTH, KOUTO MOTy4aBaT eJHOBPEMEHHO cyOCcTpaTH Ha
CYP450 c tecen TepaneBTuueH HHACKC. Jl03aTa Ha CHIIBTCTBAILNS JIEKAPCTBEH MPOLYKT TPAOBa 1a ce
KOpUTHpPA NPU HYKJa.

4.6 @epTHIAUTET, )PEMEHHOCT U KbpPMeHe

Kenu ¢ JACTCPOJICH HOTCHIII/IaJ'I/KOHTDaHeHHI/IH OpHu MBKE U )KECHU

[Ipenu 3anouBane Ha neueHre ¢ TECVAYLI npu sxeHu ¢ getepoieH moTeHnyan TpsioBa aa ce
MPOBEPH CTaTyCa IO OTHOIICHUE HA OPEMEHHOCT.

JKenute ¢ gerepoaeH moTeHuan TpsioBa Aa n3noisear eheKTHBHA KOHTPAIIESTIIHS 110 BpeMe Ha
JIEYEHUETO U B IPOIABJDKEHUE Ha MEeT Mecena ciea nocnennara 1o3a TECVAYLI. B knuauunu
MPOYYBAHUS, TAITUEHTH OT MBIKKH TIOJI C TAPTHBROPKH C IETEPOJICH TOTSHIIA, Ca U3IIOI3BaH
e(heKTHBHA KOHTpAIICIIUS TI0 BpeMe Ha JICYCHHETO U B TIPOIBIDKEHUE HA TPU Mecela Ciie]
[ocJIeHaTa 103a TEKIMcTaMao.

BpemeHHocT

JluricBaT JaHHW OT ynoTpedarta Ha Tekiucramal pu OpeMEeHHH JKeHH WM TAHHU TIPU JKUBOTHH 32
OLICHKA Ha PUCKa OT Teknucramad rmpu OpemenHocT. M3BecTHO e, ye IgG mpemMuHaBat npe3
IUTalleHTaTa [PU Xopa cjiel MbPBUs TPUMECThp Ha OpeMeHHocTTa. [lopaau ToBa Tekimncramao,
XyMaHHM3HPaHO aHTHUTSUIO Ha O6a3zarta Ha IgG4, nma moteHnMan Aa ce nmpegasa OT Malikara Ha
pazuBsius ce peryc. TECVAYLI ne ce npenoprusa npu 6pemennn xenu. TECVAYLI e cbp3an ¢
XHUIOraMarioOyTMHeMus, TopaJid TOBa TPIOBa Jja ce MMa MpeJIBU/I OlIEHKA Ha HUBAaTa Ha
MMYHOTJIOOYJIMHUTE [IPU HOBOPOJECHU OT Malku, nekyBaHu ¢ TECVAYLI.
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Kwpmene

He e u3BecTHO nanu TekmucTaMad ce eKCKpeTHpa B KbpMaTa MU B MIITKOTO Ha YKUBOTHHU, JTAJIH 3aCsATa
KbpMaueTaTa Wi NPOAyKIUsATa Ha KbpMa. [lopaau moTeHIuaa 3a Cepuo3Hu HeXXeJIaH! Peakiluy Ha
TECVAYLI npu kpMaveTara, IarueHTKATE TPIOBa 11a C€ ChbBETBAT J1a HE KEPMST 110 BpeMe Ha
nederne ¢ TECVAYLI u B mpoabbKeHHe Ha Hal-MaJIKoO TIET Mecelia ClIe]] ocieaHaTa 103a.

depTuauTer

JlunicBaT nanHu 3a eexTa Ha TekarcTamMal BEpXyY depTunTera. B mpoy4yBaHus npH )KUBOTHH HeE ca
OLICHSIBaHM €EeKTUTE Ha TEKIHCcTaMal BbPXY (DepTHIINTETA IPH MBKKUTE U JKEHCKHTE.

4.7 EdexTtn BbpXy cnoco0HOCTTa 32 modupaHe u padoTa ¢ MAINHH
TECVAYLI nopnusia B 3HAaYUTEIHA CTEIIEH CIIOCOOHOCTTA 3a Iodupane ¥ padoTa ¢ MallliHU.

[Mopanu motenmuana 3a [ICANS manuenture, nonydaBamu TECVAYLI, ca u310KeHn HA PUCK OT
MOTHCHATO HUBO Ha Ch3HaHMWE (BXK. TouKa 4.8). [lanmenTrTe TpaOBa 1a C€ MHCTPYKTUPAT Aa N30ATBAT
modupane 1 padoTa ¢ TSKKU WM MOTEHIMAIHO OMACHU MAIIKMHY 10 BpEME Ha U B IIPOABIDKCHNE Ha
48 vaca ciies] 3aBbpIIBaHETO Ha cxeMa Ha npuwiarane Ha TECVAYLI ¢bC cThIaTIOBUIHO MTOBUIIIABAHE
Ha J103aTa U B CIIy4yail Ha HOBA MOsIBa HA HAKAKBU HEBpOJOTWYHU cuMnTomu (Tabmuma 1) (Bxk. Touka
4.2 n Touka 4.4).

4.8 Hexenanu JeKapcTBeHH peaKuu

Haii-yectute HexeNnaHM peakiuu OT BCSKA CTETICH MPU MAIMEHTUTE Ca XUIOTaMario0y TnHeMuUs
(75%), cuaapomM Ha ocBOOOXKIaBaHe HA UTOKUHU (72%), HeyTponeHust (71%), anemus (55%),
MYCKYJTHO-CKeneTHa Ooiika (52%), ymopa (41%), TpombonmuTornenus (40%), peakiiys Ha MACTOTO Ha
nmkekTupane (38%), nabeknns Ha ropHUTe quxatenHu mbrumma (37%), mamdonenns (35%), nuapus
(28%), muemonus (28%), ranene (27%), nupekcus (27%), rinapodoiue (24%), kanumna (24%),
3anek (21%) u 6omka (21%).

CepHno3HH HeXENaHHU PeakIiy ce ChoOmanaT npu 65% OT MarueHTHTe, KOUTO MOJTydaBaT
TECVAYLI, sxmountenno maeBMoHus (16%), COVID-19 (15%), cuanpom Ha ocBOOOKIaBaHe Ha
nuTokuHA (8%), cericuc (7%), mupekcus (5%), MyckyiHO-ckeneTHa 6omka (5%), octpo 660peuHO
yBpexaane (4,8%), anapus (3,0%), nenynur (2,4%), xunokcus (2,4%), pedpuiana HeyTpONICHHS
(2,4%) u ennedanonarus (2,4%).

CruchbKk Ha HEXKEIIAHUTE PCAKIIH B TaOJINYEH BHU

Hannute 3a 6ezonmacHocT Ha TECVAYLI ca onienenu B MajesTEC-1, koeto BkitouBa 165 Bb3pacTHH
MAIUEHTH C MyJITHILIEH MuenoM, noiydasaan TECVAYLI no npenoppuntenHara cxeMa Ha
MIpUJIaraHe KaTo MOHOTepanus. MeananaTa Ha MpoAbIKATENHOCT Ha JiedeHneTo ¢ TECVAYLI e 8,5
(mmanazon: 0,2 mo 24,4) mecera.

B Tabnuna 6 ca 060011eHN HeXeNaHUTe PEaKIuK, ChOOIIEHHU IPU MAIIMEHTH, KOUTO TOJTy4YaBaT
TECVAYLI. Jlanaute 3a 6e3omacaoctT Ha TECVAYLI ca orieHeHM CBITO U B Is1aTa JICKyBaHa
momynarus (N=302), kaTo He ca YCTaHOBEHH JOITBITHUTEITHN HEXXEIIaHU PEAKITHH.

Hexenanute peakiuu, HaOJII0JaBaHK 110 BpEMe Ha KJIMHUYHH MMPOYYBAHMUs, ca U30POEHH MO-I0J1y 110
KaTeropus 1o yectora. Kareropuure mo 4ecToTa ca OIpe/IeieHd KakTo ciaeiBa: MHOro yecTu (>1/10),
yectn (>1/100 no <1/10), meyectu (>1/1000 mo <1/100), penku (>1/10 000 o <1/1 000), MHOTO
penku (<1/10 000) u ¢ Hew3BeCTHA YecTOTa (OT HATMYHUTE TaHHU HE MOXKE J1a ObJle HalpaBeHa
OLICHKA).

HpI/I BCSKO IpylupaHe B 3aBUCUMOCT OT YCCTOTATa HCIKCIIAHUTEC JICKAPCTBCHU PCAKIINU Ca
MMpEACTAaBEHU B HU3XOJAI PEJI 10 OTHOIICHNUE HA TsAXHAaTa CCPUO3HOCT.
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Tadauna 6:

Hexenann PC€AKIIMA NIPH MAINUCHTHU ¢ MYJITHILJICH MUEJIOM, ICKYBAHU B

MajesTEC-1 ¢ TECVAYLI npu npenopb»YUTEIHATA 1032 IPH MOHOTEPANHUs

N=165
YecToTa n (%)
(BCHYKH Besika Crenen 3
CucTeM0-0OpraHeH Kjac Heskenana peakums CTENneHN) CTelneH uiu 4
Wudexuuu v uudecranuun | [Tuesmonus® Msoro 46 (28%) 32 (19%)
4ECTH
Cencuc? Yectn 13 (7,9%) | 11 (6,7%)
COVID-19° Msuoro 30 (18%) 20 (12%)
4eCTH
Wudexuus Ha TOPHUTE Msoro 61 (37%) 4 (2,4%)
JMXATeIHH nbTUma’ 4eCTH
emymur Yectu 7 (4,2%) 5 (3,0%)
Hapymenus Ha KpbBTa H Heyrponenus Msoro 117 (71%) | 106 (64%)
Jum@Huara cucrema 9eCTH
DebpuIHa HEYTPOTICHHS Yectu 6 (3,6%) 5 (3,0%)
TpoMOOIUTOIEHUSI Msuoro 66 (40%) 35 (21%)
9eCTH
Jlumponenus Muoro 57 (35%) 54 (33%)
YECTH
Anemus® MHoro 90 (55%) 61 (37%)
9eCTH
JleBkoneHus Msoro 29 (18%) 12 (7,3%)
YECTH
XunohuOpHHOTEHEMHUS Yectn |16 (9,7%) 2 (1,2%)
Hapymiennsi Ha umyHHata | CuUHIpOM Ha Msuoro 119 (72%) 1 (0,6%)
cucremMa 0CBOOOX1aBaHE Ha 4eCcTH
[IUTOKUHH
Xumnoramarno6ynuHeMus® Msoro 123 (75%) 3 (1,8%)
9eCTH
Hapyumienns Ha XurnepamusiazeMust Yectu 6 (3,6%) 4 (2,4%)
MeTa00JIM3MAa U XPaHeHeTo | XullepKaaueMus Yectu 8 (4,8%) 2 (1,2%)
XurepKaanueMus Msoro 19 (12%) 5 (3,0%)
9eCTH
XUMOHATPHEMHUSI Yectu 13 (7,9%) 8 (4,8%)
XunokaaneMus Msoro 23 (14%) 8 (4,8%)
YeCTH
XUTOKaTIHEMUST Yectn 12 (7,3%) 0
Xunogpocharemus MHoro 20 (12%) 10 (6,1%)
YeCTH
XunoanOyMuHeMust YecTu 4 (2,4%) 1 (0,6%)
XuromMarae3sneMus Muoro 22 (13%) 0
9eCTH
Hamanen anerur Msoro 20 (12%) 1 (0,6%)
4eCTH
Hapymennsi Ha HepBHaTa | CHHIpOM Ha Yectu 5 (3,0%) 0
cucrema HEBPOTOKCHYHOCT, CBhp3aHa
C UMYHHHTE ePEKTOPHH
KJICTKH
Enuedanonarus’ Yectu 16 (9,7%) 0
[Tepudepna nesponarus® MHuoro 26 (16%) 1 (0,6%)
4eCTH
I'maBoGonme MHoro 39 (24%) 1 (0,6%)
4eCTH
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Cba0BU HApyLIeHUS KpbBouzius® Msoro 20 (12%) 5 (3,0%)
YECTH
Xunepronus® MHoro 21 (13%) 9 (5,5%)
4eCTH
PecimpaTopHu, rpbIHN H Xunokcust YecTn 16 (9,7%) 6 (3,6%)
MeIMACTHHAJIHH Hucnaes't MHoro 22 (13%) 3(1,8%)
HApYIIeHHsI 4eCTH
Kamumna?? Mmuoro 39 (24%) 0
4eCTH
CTOMAIIIHO-YPEeBHH Tuapust Msoro 47 (28%) 6 (3,6%)
HapYIIeHHsI YeCTH
[oBpnInane MHoro 21 (13%) 1 (0,6%)
4eCTH
I'anene Muoro 45 (27%) 1 (0,6%)
4eCTH
3arek Msoro 34 (21%) 0
9eCTH
Hapyumienusi Ha MyCcKyJIHO- | MyCKyJIHO-CKeJIeTHa Msuoro 85 (52%) 14 (8,5%)
CKeJIETHATA CHCTEMA H Gonka®® 4ecTn
CheIMHUTE]HATA ThKaH
OO0M HApYUIEHUS U [Mupexcus Msuoro 45 (27%) 1 (0,6%)
edexTH HA MSACTOTO HA YECTH
NPUIIOKEHHEe Peakiust Ha MICTOTO Ha MHoro 62 (38%) 1 (0,6%)
vKekTupane't 4ecTH
Bonka®® MHoro 34 (21%) 3(1,8%)
YeCTH
Orok?® Mtuoro 23 (14%) 0
9eCTH
Vmopal’ MHoro 67 (41%) 5 (3,0%)
YeCTH
N3cnenpanus IToBuIlIEH KPEATHHUH B Yectu 9 (5,5%) 0
KpPbBTa
IMoBuIIeHUEe HA Yectu 16 (9,7%) 4 (2,4%)
TpancamuHazuTe'®
[loBuiieHa sunasa Uectn 10 (6,1%) 2 (1,2%)
IMTosumena docdarasa B MHoro 18 (11%) 3 (1,8%)
KpPbBTa YeCTH
IMoBuIeHa rama Yectu 16 (9,7%) 5 (3,0%)
rIIyTaMHITpaHcdepasa
Y ABIKEHO aKTUBUPAHO Yectu 13 (7,9%) 2 (1,2%)
napIyaiTHo
TPOMOOILIACTHHOBO BpeMe
[MoBuIIeHO MEXTYHAPOTHO Yectu 10 (6,1%) 2 (1,2%)

HOPMaJIM3UPAHO
CBHOTHOILLIEHUE
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Hesxenanure co0MTHSA ca KOAMPAaHU NPU u3noa3BaHe Ha MedDRA Bepcus 24.0.

3abenexka: Pesynraret Brimousa nuarHozata CRS u ICANS; cumnromute Ha CRS mim ICANS ca n3kimoueHu.
1 IneBMOHMS BKIIOUBA THEBMOHMS, npuuanHeHa oT Enterobacter, HH(EKIWS Ha TOTHUTE JUXATEIHU IHTUIA, BUPYCHA
MHQEKIMSA Ha JOJHUTE AUXATEIHH ITbTHUIIA, THCBMOHHUS, IPUYHHEHa 0T Metapneumovirus, THEBMOHUS, IPUYHHEHA OT
Pneumocystis jirovecii, maeBMOHUSI, a1¢HOBUPYCHA THEBMOHHS, OaKTepUaIHA THCBMOHHUS, ITHEBMOHUSI, TPUYHHEHA OT
Klebsiella, mHeBmMonus1, nprunHeHa oT Moraxella, THeBMOKOKOBa THEBMOHHSI, THEBMOHUS, pHYrHEeHa oT Pseudomonas,
IHEBMOHHS, IPUYUHCHA OT PECITUPATOPHO-CHHIIUTHAIICH BUPYC, CTa(MIOKOKOBA THEBMOHHMS U BUPYCHA ITHEBMOHUSL.
Cencuc BKIItoYBa GakTepUEMHsl, MCHUHTOKOKOB CETICHC, HEYTPOIICHIYEH CEIICHUC, IICEBJIOMOHANIHA OaKTepHeMus,
TICEBJJOMOHAJICH CEIICUC, CETICUC U CTapHIOKOKOBA OAKTCPUEMUSL.

8 COVID-19 sxmousa Gescummromern COVID-19 1 COVID-19.

Wudexmms Ha ropHUTE TUXATEIH ITHTHUINA BKJIIOYBA OPOHXUT, Ha30(hapHHTUT, GapUHIHUT, MHGEKIU Ha ANXATEITHUTE
IBTHIIA, OaKTepHanTHa MHGEKINS Ha JUXaTeTHUTE IBTUIA, PHHUT, PHHOBHUPYCHA HH(EKIHS, CHHY3HT, TPaXenT,
MH(EKINSA Ha TOPHUTE IMXaTeTHH IBTHINA ¥ BUPYCHA HH(EKIUS Ha TOPHUTE JUXATEeIHU IIHTHUIIA.

AHeMus BKITIOYBA aHEMUS, JKeJle3eH AeDUIMT 1 aHEMUS IOPaIu JKele3eH AeDUIIHT.

Xunoramario0yJIMHEMHs BKIIIOYBA MALMEHTH C HeXKENIaHH ChOMTHS Ha XUIIOraMariao0yIMHEMHs, XUIIOTTI00YTHHEMHS,
MOHIKEHH NMYHOTTIOOYIMHY W/WJIM MAlMeHTH ¢ Jaboparopau HuBa Ha IgG moa 500 mg/dl cnen nedenue ¢ Tekancramad.
Enuedanonarus BKIOYBA ChCTOHHE HAa 0OBPKAHOCT, TOTHCHATO HUBO HA Ch3HAHHE, JICTAPTHsl, PA3CTPONCTBO HA MAMETTa
U CHHJIMBOCT.

Tlepudepna HeBpomaTHs BKIFOYBA AN3ECTE3Ms, XUIIECTE3Ms, OPaTHA XUIIECTE3NsI, HEBPAIITHsl, HapeCcTe3usl, OpaiHa
napecresusl, neprud)epHa CeH30pHa HEBPOTATHs U HIIHAC.

KpbBON3nuB BKIII0YBAa KOHIOHKTHBAJICH KPBBOM3IIHB, CHCTAKCIC, XeMaTOM, XeMaTypHsl, XEMOIIEPUTOHEYM,
XEeMOpOHJaJeH KPbBOU3IUB, KPBBOM3IIHB OT JJOJIHUTE OTAECNN Ha TaCTPOMHTECTHHAIHYS TPAKT, MeJIeHa, KPHBOHM3IIHB B

ycraTta v cy0ypaieH XeMaToM.
10

11
12

XunepToHus BKIIOYBA €CCHIIUATHA XUIIEPTOHUS U XUIIEPTOHHUS.
JlucmHest BKIIIOYBA OCTPa pECHUPATOPHA HEJOCTAThYHOCT, JUCITHES U JUCITHESI P yCHUITHE.

Kamuia BkirouBa AJICpruyHa Kaluivia, Kaliiia, TPOAYKTUBHA KalllJIMIla U CHHAPOM Ha KallIWIla OT TOPHUTE

JUXaTCIIHATC IIbTUIIA.

13 MchyJ'IHO-CKCJ'ICTHa 00JIKa BKJIIOYBA apTpalrus, 0oJika B r’bp6a, 0oJIKa B KOCTUTE, MYCKYJIHO-CKEJIETHA I'PBAHA 60J'[Ka,

MYCKYJIHO-CKeJIeTHa 00JKa, MUANTHs, O0JIKa BbB BpaTa U 00JKa B KpalfHHK.

14 PeaKL{I/ISI Ha MSACTOTO Ha MHXKCKTHPAHE BKIIFOYBA HACUHABAHE HAa MSACTOTO Ha MHXKEKTHUPAHE, LHEYJIUT Ha MACTOTO Ha

WHXEKTHpaHe, TUCKOM(OPT Ha MACTOTO Ha MH)KEKTHPAHE, EPUTEM Ha MSICTOTO Ha HHXKEKTHPaHe, XeMaTOM Ha MSCTOTO
Ha MHXXEKTHPaHe, HHAypalys Ha MICTOTO Ha HHXKEKTHPaHe, Bh3IaJIeHHe Ha MSICTOTO Ha HH)KEKTUPAHEe, OTOK Ha MSICTOTO
Ha MH)KEKTHPaHe, ChpOek Ha MACTOTO Ha MHXKEKTHpaHe, 0OPUB Ha MACTOTO Ha MH)KEKTHPAHE, PEakiis Ha MACTOTO Ha
MH)XEKTHpaHe U MO/lyBaHe Ha MACTOTO Ha HHKEKTHPaHe.
1% Bonka Brmousa Gonka, Goka B XB160Ka, HHIBMHAIHA GOJIKA, HECHP/EUHA IPhIHA GONKA, OpOhapHHreaTHa Gonka,
Ooska, 0oJKa B 4eTFOCTTa, 35000011 M TyMOpHa OOJKa.
16
17

18

OTOK BKJIIOYBa OTOK Ha JIMIETO, IPETOBApPBaHe C TEYHOCTH, NeprdepeH oTok 1 nepupepHo MoayBaHe.
‘YMopa BKIIFOUBa aCTEHUS, yMOpa U HEPA3IIOJIOKEHNE

TloBuIIeHHE Ha TPAHCAMUHA3KTE BKJIOYBA [TOBHIICHA AlAHMH aMUHOTpaHcdepasa v MoBHUIIEHa acrapTar
aMHHOTpaHcdepasa.

Onucanue Ha U30paHu HEXKEJIaHU PEaKIIMU

Cunopom na oceoboodicoasare Ha YUMoKUHU

B MajesTEC-1 (N=165) CRS ce crobmaBa npu 72% ot manuenTure cieq teuenne ¢ TECVAYLL
Enna tpera (33%) ot nmanueHTHTE MOTy4aBat nosede oT eqHo chouTne Ha CRS. [loBedero namuenTn
nosygaBaT CRS ciien cTemanoBuaHo moBummasane Ha mo3ata 1 (44%), CThIAIOBUIHO TOBUIIIABAHE HA
nmo3ara 2 (35%) umu cien HadamHaTa noaabpxkara mo3a (24%). [lo-manko ot 3% OT marueHTuTe
noiy4asat mepBa nosisa Ha CRS cnex nocneasanm no3u Ha TECVAYLI. Croutusita Ha CRS ca
crerred 1 (50%) u crenen 2 (21%) mmu crenen 3 (0,6%). MenuanaTa Ha BpemeTo 10 mosieara Ha CRS
e 2 gau (aramnasoH: 1 o 6) ciex mocienHaTa /103a ¢ MEANAaHa Ha MPOIBIDKUTETHOCT 2 IHU (IMana3oH:
1 10 9).

Haii-uecture nmpusHamm u cuMmntomu, cBbp3aau ¢ CRS, ca moBumiena Temneparypa (72%), Xamokcus
(13%), crynenn Tpbuk# (12%), xunoronus (12%), cunycoa Taxukapaus (7%), raBodonue (7%) u
MIOBHUIIIEHU YepHOPOOHH eH3UMH (TIOBHUILIEHHUE Ha aclapTaT aMUHOTpaHcdepasara 1 alaHuH
amuHOTpaHcdepazara) (3,6% Beska).

B MajesTEC-1 ronunusyma0, KOpTUKOCTEPOUIM U TOLMIN3YMad B KOMOMHALIUS ¢ KOPTHKOCTEPOUIN
ca n3non3Banu 3a edenne Ha CRS cvoTBeTHO Tiput 32%, 11% u 3% crbutnsa na CRS.
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Hesponoeuuna moxcuunocm, exmoyumento ICANS

B MajesTEC-1 (N=165) cb0uTHs Ha HEBPOJIOTUYHA TOKCUYHOCT ce choOIasar mpu 15% ot
nanuenTute, nomydaBamy TECVAYLI. CrOuTtusita Ha HEBpPOJIOrHYHA TOKCUYHOCT ca crerneH 1
(8,5%), crenen 2 (5,5%) wu crenen 4 (<1%). Haii-uecto ch0011aBaHOTO CHONTHE HA HEBPOJIOTUYHA
TOKCUYHOCT ¢ TiaBoboiue (8%).

ICANS, Bxmrountenno CrerneH 3 U II0-BHCOKA, ca JOKJIAJBaHHU B KIIMHUYHYM U3IUTBAHUS U
MOCTMapKeTHHroBYsI onut. Haii-yectara knumanyHa rposisa Ha ICANS e cbcTosTHHE HAa 0OBPKAHOCT,
HaMaJICHO HUBO Ha Ch3HAHME, JIC30pUCHTAIU, Tucrpadus, adazus, anpakcus U cbHIUBOCT. [losBaTa
Ha HEBPOJIOTHYHA TOKCHYHOCT MOKe J1a ce chirbTcTBa 0T CRS, na HacTeim cinen or3pyuyaBane Ha CRS
i B orcheTBUE Ha CRS. HabmonaBanoro Bpeme o mosiea Ha ICANS Bapupa ot 0 1o 21 nHu cnen
nocjeaHara 103a.

HNmyHorennoct

[armenTture, NeKyBaHU ¢ MOHOTepanus ¢ Texirctamad moakoxao (N=238) B MajesTEC-1, ca
OLICHSIBAaHM 32 aHTHUTENA CPeIly TeKIMcTamMad MpH U3IM0JI3BaHe HAa MMYHOAHAIM3 Ha 0a3ara Ha
enekTpoxemunymuaucteHnus. Equn ygactauk (0,4%) € pa3Biil HUCHK TUTHP HA HEYTPaTH3UpaId
aHTHUTENIa Cpellly TeKJIucTamal.

Crol1aBane Ha IOJ03UPAHU HEXEIaHU PEAKIIUH

CpoO11aBaHeTo Ha MOI03UPAaHH HEXKEJIaHU PEeaKIUy clle]] pa3pelllaBaHe 3a ynoTpeOda Ha JIeKapCTBEHUs
NPOAYKT € BaykHO. ToBa 1o3BosIsABa Aa NPOIB/DKH HAOIIOACHUETO Ha ChOTHOLICHUETO OJI3a/PHUCK 3a
JIeKapCTBEHUS NMPOAYKT. OT MEAULMHCKUTE CIICUATIICTH CE U3UCKBA Ja ChOOIIABAT BCSKA
NO/I03MpaHa HeXXeJIaHa PeaKlys uype3 Hal[MOHaIHAaTa CUCTeMa 3a ChOOIIaBaHe B!

W3nbaHUTENHA areHuus 1o JeKapcTBara

yi. ,,Jlamsn I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaiit: www.bda.bg

4.9 TIlpemo3upane

CHUMIITOMH M IpU3HALU

MakcumaiHaTa IIOHOCHMa J103a TEKJIMCTamMal He € onpeeeHa. B KIMHUYHN TpoyYBaHus ca
npuiarasu 1o3u 10 6 mg/kg.

Jleuenue

B cnyqaﬁ Ha NpEAO3HUPAHC MMALIUCHTHT TpSI6Ba Ja ce Ha6J'IIO,I[aBa 3a MIpUu3Halu Uik CUMIITOMU Ha
HEXCJIaHU pE€aKIIuu, KaTo He3a0aBHO Tp516Ba Ja C€ 3aIll0YHEC IMoAXOAAIIO CUMIITOMATHYHO JICHCHUC.

5. ®APMAKOJIOTUYHU CBOMCTBA
51 dapmakoaMHAMMYHU CBOiicTBa

dapmakoTepalieBTHUHa rpyna: J[pyru MOHOKJIOHAIHY aHTHTENA U KOHIOTaTH TUIl aHTUTSIIO-

nekapctBo, ATC koxa: LO1FX24

MexaHu3bM Ha JIENCTBUE

Texnucramab e oucrierududno 1so anTutswio [gG4-PAA, xoeTo e HacoueHo cperry
CD3 pernenitopa, eKCIpecrpan Ha MOBBPXHOCTTA Ha T KIIETKUTE, U cpelty B-kneTbunus
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MatypanuoHeH antures (BCMA), KOHWTO € eKcrpecupaH Ha MOBBPXHOCTTA Ha 3JI0KAYCCTBCHUTE
KJIETKH OT B-KieThuHaTa IMHUSA Ha MYJITUIUIEH MUEIIOM, KaKToO U B KIIeTKHUTE B KbCEH CTaIUH U
Ia3MaTuyHUTe KIeTKu. [lopaau nBoiHUTE CM MecTa Ha CBbpP3BaHE TEKIMCTaMad ¢ criocoOeH J1a
npusiede CD3* T kireTku B TsicHa O6mu3ocT 10 BCMAY kieTkuTte, KOETO BOAM 10 akTHBUpaHe Ha T-
KJIETKUTE M TIOCIEABAI Ju3kc U cMbpT Ha BCMA* KiIeTknTe, KaTo IPOLECHT CE MEIUUPA OT
cekpeTnpaH nepGopuH U Pa3INIHHA IPAH3UMHU, ChXPaHIBAaHU B CEKPETOPHUTE BE3UKYJIIH Ha
uToTokcuuHuTe T kineTku. To3u eekT HacThIBa HE3aBUCUMO OT CHEIU(PUIHOCTTA Ha T-KICThYHHS
PEIenTop WK OT 3aBHCHMOCTTA OT MOJIEKYJIUTE OT KJIac | Ha rTaBHHUS KOMIUIEKC HA ThKaHHA
cpBMecTHMOCT (major histocompatibility complex, MHC) Ha moBBpXHOCTTa HA AaHTUTEH-
MIPEACTABSIIUTE KICTKH.

dapmakoguHAMUYHA €DEKTH

B PaMKHUTC Ha I'bPBUA MCCELI OT JICUCHHUCTO CC Ha6moz(aBa AKTUBUPAHC Ha T- knetkure,
IIpepasnpeacJICHUC Ha T-KJ'ICTKI/ITC, HaMajicHue Ha B-kieTkure u WHOYKIUA Ha CEPYMHU TUTOKUHU.

B pamMkuTe Ha eqUH Mecell OT JICUEHHETO ¢ TEKIHCTaMad MOBEYETO OT OTTOBOPUIINTE MAIIEHTH HMAT
HaMajieHue Ha pasrBopumMusi BCMA, kaTo no-roiasiMo HamaneHue Ha pa3tBopumus BCMA ce

HaOJIr01aBa MPH YYaCTHULM C NO-U3Pa3eH OTITOBOP KbM TEeKIucTamao.

Knnnnuna edukacHocT ¥ 6€300aCHOCT

Edukacnocrra Ha MoHoTepanus ¢ TECVAYLI e orieHeHa mpu MalueHTH ¢ PEIUAUBAPAILl WIH
pedpakTepeH MyJITUIUICH MUEJIOM B OTKPUTO, MHOTOIICHTPOBO MpoyuBaHe ¢aza 1/2 ¢ eqHo pamo
(MajesTEC-1). B mpoy4BaHeTO ca BKIIOYCHH MAIIMEHTH C HAli-MaJIKO TPH MPEAXOIHH TePAIiH,
BKITFOYBAIIIH MTPOTEA30MEH HHXUOUTOP, UMYHOMOYIHPAIIIO CpeAcTBO U aHTU-CD38 MOHOKIIOHAITHO
antutsro. Ot IIPOYYBAHCTO Ca U3KIIOYCHHU MMAIIMECHTH, KOUTO Ca MOJYUYUIN UHCYIT UJIU I'bpPY B
paMKHTe Ha TIOCJIeAHNTe 6 Mecena, U nanueHTy ¢ GpyHkunonaneH cratyc mo Eastern Cooperative
Oncology Group (ECOG PS) >2, nna3mMokieTbyHa JIEBKEMUS], U3BECTHO akTHUBHO 3acsirane Ha L{THC,
IMMPOABCHU KIIMHWUYHMU IMTPU3HAIHW HAa MCHUHI'€AJTHO 3aCiATraHe OT MYJITUILJICH MHUEJIOM UJIM aKTUBHO
ABTOMMYHHO 3a00JIsIBaHe WM JIOKyMEHTHPaHa aHaMHe3a 3a TaKOBa, C M3KITIOUCHHE Ha BUTHIIHTO,
nuaber Tan 1 v npenxoaeH aBTOMMYHEH THPOUIUT.

[ManeHTHTE MOTyYaBaT MBPBOHAYAIHO CTHIIATIOBUIHO TIOBUINIAaBaHe Ha jo3ute oT 0,06 mg/kg n

0,3 mg/kg TECVAYLI, npunoxxeHn MoaKoXKHO, TOCIeBaHO OT rmoaabpxamara qo3a TECVAYLI
1,5 mg/kg, npunarana ciex TOBa MOJKOXHO BEAHBXK CEAMHUYHO, 0 POTpecHs Ha 3a00JISIBAHETO HITH
HETMPHEMIIMBA TOKCHIHOCT. [larenture, konto uMat mejieH (CR) wiu mo-n1o06p oTroBop B
MPOJB/DKCHNE HA MUHUMYM 6 Mecella, ca OMiIu MOAXOISINN 32 HaMaJliBaHe Ha YyecToTara Ha
npunoxkeHue Ha 1,5 mg/kg moakoKHO Ha BCEKH JIBE CEIMUIIH JI0 IIPOTPecus Ha 3a00JITBAHETO WITH
HEMPHEMIIMBA TOKCHIHOCT (BXK. Touka 4.2). MeauanaTta Ha BpEMETO MEKIY CTHIATOBUIHO
MOBHIIIABaHe Ha 03aTa | ¥ CTHIATIOBHIHO MOBUIIaBaHe Ha go3arta 2 € 2,9 quu (1namas3on: 2-7).
Menunanara Ha BpEMETO MEXy CTHITAJIOBHIHO MTOBUIIABAHE HA JI03aTa 2 W HAYaIHATA MO IbpIKaIla
no3a e 3,1 guu (muanason: 2-9). [NanmeHTUTE Ca XOCIUTATH3UPAHH 32 HAOIIOICHHE B IPOIbIDKCHUE
Ha Haii-manko 48 Jaca cies MpuiioKeHNe Ha BesAKa 703a oT cxemara Ha npuinarane Ha TECVAYLI cbe
CTHITAJIOBU/IHO MTOBUIIIABAHE HA J03aTa.

[Tonynanusra 3a epukacHOCT BK/IrOUYBa 165 manuenTy. MeanaHaTa Ha Bb3pacTra € 64 roauHU
(mmamazon: 33-84), karo 15% oT ygacTHUIIUTE ca Ha BB3pacT =75 roaunam; 58% ca mpxe; 81% ca ot
Osmata paca, 13% ca uepHokoxu, 2% ca azuatuu. [Ipu BkitouBaHe B mpoyuBaneTo 52% ca B ctanuii |,
35% B cranuii Il u 12% B cranmii 111 ciopen MexnyHnapoaHaTa ciucrema 3a crajupane (International
Staging System, ISS). BucokopuckoBa nutorenerrka (Hannaue Ha del(17p). t(4;14) wiu t(14; 16)) e
yctraHoBeHa rpu 26% oT nauueHTute. CeeMHaieceT NPOoLUeHTa OT HalueHTUTE UMatT
eKcTpamMelyJlapHH IU1a3MOLIUTOMH.

MCIII/IaHaTa Ha BpEMETO OT IIbPBOHAYAIIHOTO JUATrHOCTUIHMPAHE HA MYJITHUILJICH MUCJIOM 10

BKIIFOUBaHeTO € 6 roaunu (nuanaszoH: 0,8-22,7). Menuanata Ha Opos Ha IPEAXOIHUTE TEPAITUU €
5 (mnamazon: 2-14), karo 23% OT manMeHTHUTe ca MOMyYriIn 3 peaxoaan tepanun. OceMaeceT U aBa
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MPOIIEHTA OT MAIIMEHTHTE Ca IMOTYYWIN TIPEIXO0HA TPAHCIUIAHTAIINS Ha aBTOJIOKHH CTBOJIOBU KIJICTKH,
a 4,8% OT manueHTHUTE ca MONYYHIN MPEAX0IHA aJIOTeHHA TpaHCIUIanTaus. CeneMaeceT U 0ceM
MPOIICHTA OT MAaIUCHTHUTE ca PePpaKTePHH HA TPU KJiaca JiekapcTea (pedpakTepHu KbM IPOTea30MeH
WHXUOUTOP, UMYHOMOTyJTUPANIo cpeacTBO U aHTU-CD38 MOHOKIIOHAIHO aHTHUTSLIO).

PesynraTture 3a eukacHOCT ce OCHOBaBAaT Ha YECTOTA HAa OOIII OTTOBOP, OTpe/eeHa CIOPE OLCHKA
Ha HezaBucuma xomucwust 3a nperinien Ha ganaute (Independent Review Committee, IRC) mpu
M3IIOJI3BaHE Ha KpUTepuuTe Ha MexmyHapomHaTta pabotHa rpyma mo muenom (International Myeloma

Working Group, IMWG) 2016 (Bx. Tabnuma 7).

Tabauna 7:  Pesyararu 3a epukacHoct B MajesTEC-1

Benukn ekyBanu (N=165)

YectoTa Ha 061 oTroBop (ORR: sCR, CR, VGPR, PR)
n(%o)
95% CI (%)

104 (63,0%)

(55,2%, 70,4%)

DOR (mecenn): menuana (95% CI)

Crpor mbaen orrosop (SCR) 54 (32,7%)
IIsnen orroop (CR) 11 (6,7%)
Msuoro 1006p yactiyeH otroop (VGPR) 32 (19,4%)
Yactuuen orrosop (PR) 7 (4,2%)
IpoabikuTennoct Ha 0rroBopa (DOR) (mecenn)
Bpoii pecionnepn 104

18,4 (14,9, NE)

BpeMe 10 nbpBH 0TToBOP (Mecenn)

nanuenT, n (%) [N=165]

Bpoii pecnionaepu 104
Menuana 1,2
Jlnamnasox (0,2;5,5)
Yecrora Ha HeraTuBHO MRD? npu BCHYKH JIEKYBaHH 44 (26,7%)

95% Cl (%)

(20,1%, 34,1%)

Yecrora Ha Heratusno MRD?* npu nauuenru,
nocturiaau CR wim sCR, n (%) [N=65]

30 (46,2%)

(33,7%, 59,0%)

95% CI (%)
1

NE=#ne Mmoxe na ce oneHu
2

UecroTara Ha HeratuBHO MRD e omnpenenena kaTo npoleHTa yuyacTHULM, TOCTUTHaIM HeratuBeH MRD cratyc

(pu 10'5) BBB BCSKa BpeMeBa TOYKA CJIC/l HayallHaTa J103a U Mpeau mporpecupaiio 3adonssane (PD) wiu mocneasamia

AHTUMHUECJIOMHA TEpaIus.

CMBPT/IPOTPECHs/TIOCTeBAIIA Tepanus (€AUHCTBEHO).

Pasrnexxaar ce camo ouenks Ha MRD (10'5 npar Ha u3clie/jBaHe) B paMkute Ha 3 Mecena ot gocturane Ha CR/sCR no

Menunanara Ha pocieasIBaHe clie/l MpoMsiHa Ha cxemara e 12,6 (auanazon: 1,0-24,7) mecena npu
MAIUeHTUTE, KOUTO ca IpeMUHaIu Ha 1,5 mg/kg MoaK0KHO HA BCEKU JIBE CEIMHUIIH.

[lemaTpryna momyJIamus

EBporneiickaTa areHuus 1o JiekapcTBaTa 0CBOO0Xk1aBa OT 3albJKEHUETO 3a [IPEJOCTaBsSIHE Ha
pesynrtatute ot npoyuBanusaTa ¢ TECVAYLI BB Bcnuky noArpynu Ha neguaTpuyHaTa MomyIanus
NpY MYJITUIUIEH MUENIoM (BX. Touka 4.2 3a nH(opMaIys OTHOCHO yroTpeda B e TUaTPHITA).

To3u ekapcTBEH MPOAYKT € pa3pelieH 3a yrnorpeda Mo T. Hap. CXeMa ,,pa3peliaBaHe Mol yCIOBHE .
ToBa 03Ha4aBa, 4ye 3a TO3M JIEKAPCTBEH MPOAYKT CE OYAKBAT AOMBJIHUTEIHHU TaHHHU.

EBporelickaTa areHIus 1o JiekapcTBarta e H3BbpINBa Mperiie]] Ha HoBaTa HH(popMaIys 3a TO31
JIEKapCTBEH MPOAYKT MOHE BEAHBXK roguiiHo 1 Ta3u KXII cboTBETHO 1€ ce akTyalu3upa.

5.2 dapmakoKHMHeTHYHH CBOWCTBA

Texnncramab nokassa NPUOIM3UTEIHO IPONOPLMOHAIHA Ha 103aTa ()apMaKOKMHETHKA CJIE]
MOJKOKHO TIPUIIOKeHHE B 1030BuUs nuana3oH oT 0,08 mg/kg no 3 mg/kg (0,05 no 2,0 mptn
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HpernopbUNTeNIHATA [1032). JleBeTaeceT MpoIieHTa OT eKCIO3UINATA B CTAIMOHAPHO CHCTOSHHE €
HOCTUTHATA cief 12 ceAMUYHH TOoATbpKay 1031. CpeTHUAT KOSPUITEHT Ha KyMyJIHpaHe MEKILY
mbppBaTa U 13-Tata ceaMuyHa MOAbpKaiia go3a Tekiaucramad 1,5 mg/kg e 4,2 mbth 32 Cmax, 4,1 mbTH
3a Cirough 1 5,3 bTH 32 AUCray

Cmax, Crrough, 1 AUCray Ha TeksHcTaMa0 ca mokazanu B Tabnuia 8.
Tab6auna 8 dapMaKOKMHETHYHH MOKAa3aTe/Ju HAa TekJaucTamMao 3a 13-TaTta npenopb4YuTeIHA

ceIMUYHA noaabp:kama 103a (1,5 mg/kg) npu nayueHTH ¢ peUANBHPAL HIH
pedpakrepen myarumien muesiom B MajesTEC-1

DapMaKOKHHETHYEH M0Ka3aTel Texnaucramad
Cpennoreomerpuyna croitnoct (CV%)
Crnax (ng/ml) 23,8 (55%)
Ctrough (pg/ml) 21,1 (63%)
AUCra (Ug-h/ml) 3838 (57%)

Cmax = MakcuMaHa cepyMHa KOHIIEHTpanus Ha TekaucTamad; Cirough = CepyMHa KOHIEHTpaNKs Ha TeKIUcTaMab Ipenu

crenBamiara go3a; CV = reomerpuuer koedurment Ha Bapuanust; AUCtay = ITior mox kpuBata KOHIEHTPALHS-BpeMe MU
MHTEpBaJI Ha IIPUJIOKCHUE BEAHBXK CEAMHUYHO.

AbGcopOuus

Cpennara OMOHATMYHOCT Ha TeKnIUcTaMad € 72% npu MOAKOXKHO MpuiiokeHue. Mennanata
(mmanazoH) Ha Tmax Ha TekEcTaMal cien mbpBarta u 13-aTa ceAMUYHA TIOAIBPIKAIIA 1032 €
croTBeTHO 139 (19 mo 168) waca u 72 (24 no 168) uaca.

Pasnpeodenenue
Cpenuust obem Ha pasnpenenenue e 5,63 1 (29% koedunuent na Bapuanus (CV).
Enumunupane

KimupbsHCBT Ha TekiMcTaMal HaMalsBa C TeYeHUEe Ha BpeMeTo, kaTo cperaHoTo (CV%) MakcumamHo
HaMaJIeHUE OT U3XOJJHOTO HUBO A0 13-ata ceamuuna moaabpkaiia go3a e 40,8% (56%).
Cpennoreomerpuunusit (CV%) knupbHe e 0,472 1/aen (64%) npu 13-aTa ceMuuHa MO abpIKaIia
no3a. [Ipu marueHTH, KOUTO MPEYCTAHOBSIBAT JICUEHUETO C TeKIucTaMab cnen 13-ara ceqmMuyuHa
MOJUTbpIKalla J103a, ce oyakBa 50% HamalieHHe Ha KOHIIEHTpalKATa Ha TeKiaucTaMad crpsMo Cmax IIpH
MeauaHa Ha BpemeTo (5-tu 1o 95-tu nepcentun) 15 (7 mo 33) nuu cinen Tmax 1 97% HamaneHue Ha
KOHIIEHTpAIMATA Ha TeKIHUCTaMad crpssMo Cax IPU MeauaHa Ha BpemeTo 69 (32 mo 163) qau cien
Tmax-

[TomynannoHHUAT papMakOKHHETHUEH aHan3 (Bb3 ocHoBa Ha MajesTEC-1) nmokassa, e
pastBopumMusT BCMA He noBiMsABa CEpyMHHUTE KOHLEHTPALIMHU HA TeKIHcTama0.

CrernyansHu oIy JIAIHNA

®apmakoknseTnkata Ha TECVAYLI npu neguatpudHy nanyeHTy Ha Bb3pacT 17 roguHU U IO-MIIagu
HE € U3CJIE/IBaHa.

Pesynrarure oT nomynanuoHHUTE (PapMaKOKMHETHYHH aHAJTM3H MTOKa3Bar, e Bb3pactra (24 110
84 romuHM) ¥ NOTHT HE TOBIHABAT (papMaKOKWHETHKATA HA TEKIHCTamal.

bvbpeuno yspeocoane
He ca nposexnanu popmanau npoyuBanus Ha TECVAYLI npu nanmenTn ¢ 60peyHo yBpexaaHe.

Pesynrarurte oT momynannoHHUTE HapMaKOKHHETHYHH aHAIIM3H TI0KAa3BaT, 4e JieKa CTEIeH Ha
0B0peuno yepexaane (60 ml/min/1,73 m? < uzuncnena ckopoct Ha riomepyiHa puirrpanus (€GFR)
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<90 ml/min/1,73 m?) unu ymepeHna crenen Ha 660peuno yepesxaane (30 ml/min/1,73 m? < eGFR
<60 ml/min/1,73 m?) He noBnusABa 3HaUMMO (papMaKOKMHETHKAaTa Ha TekaucTamMab. Mima orpaHudeHn
JIAHHY TIPH MAIIMEHTH C TEKKa CTErNeH Ha ObOPEUHO YBPEKIaHE.

YeproopobHo yspedxcoane

He ca nposexnanu popmanau npoyusanus Ha TECVAYLI npu nanueHTs ¢ 4epHOIPOOHO
YBPEKIAHE.

Pesynrarure oT nmomynanuoHHUTe (apMaKOKMHETHYHH aHATU3H MTOKa3BaT, 4e JIEKa CTEIeH Ha
4epHOApPOOHO yBpexaaHe (001w ounupyoun >1 no 1,5 meT Hax ropHara rpanuia Ha HopMaTa (ULN)
1 BCSIKaKBa CTOMHOCT Ha acmapTar amuHoTpanchepasza (AST) umm 06w onmipyors <ULN u
AST>ULN) He moBiusiBa 3Ha4MMO (papMaKOKMHETHKATa Ha TeKnucTamad. JInncsar faHHu npu
MaIMEHTH C YMEpPEeHa U TeXKa CTeleH Ha YepHOAPOOHO YBpEKAaHE.

5.3 IlpeakJUHHYHHU JAHHH 32 0€30MACHOCT

KaHI1epOoreHHOCT U MyTareHHOCT

HC ca HpOBe)KZIaHI/I HpOY‘IBaHI/IH HpI/I JKMBOTHH 34 OILICHKA Ha KaHHepOFeHHI/IH NN TCHOTOKCUYHUA
[IOTEHIMAJ HA TEKIucTaMao.

PGHDOI[VKTI/IBHEI TOKCHUYHOCT U d)eDTI/UII/ITCT

He ca mpoBexanu npoy4BaHus IIPH KUBOTHH 32 OIIEHKA Ha e(eKTUTE Ha TEKIHCTaMal BBPXY
perponyKIusTa U (PETATHOTO pa3BHTHE. B S-cemMUYHOTO MpoyyYBaHe 32 TOKCHYHOCT C MHOTOKPAaTHO
NpUiIarane Npyu IBITOONANIATH MaKaly HiMa 3a0eIeUMU eeKTH BbPXY PENPOAYKTHUBHUTE OPraHu
NpY MBXKHUTE U XKeHcKkuTe mpu g03u 1o 30 mg/kg/cenmuna (mpubnuzurento 22 mbTH MaKCHMaTHaTa
MIPETIOPHUYNTETHA JI03a MTPH XOpa Bb3 ocHOBa Ha ekcrozuiusaTa (AUC)).

6. DAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk HAa NIOMOIIHHUTE BeLIeCTBA
EATA nunatpueBa coi AUXUIpAT

Jlenena oneTHa KMCENMHA

IMomucop6ar 20 (E432)

Harpues anierar Tpuxumpar

3axaposa

Bona 3a umxexinmmn

6.2 HecbBMeCTHMOCTH

[Ipu nunca Ha mpoyyYBaHMS 32 HECHBMECTUMOCTH, TO3H JIEKapCTBEH NMPOAYKT HE TpsIOBa Ja ce cMecBa C
JIpYTH JEKapCTBEHU MPOTYKTH.

6.3 Cpok Ha romHocT

HeotBopeu diaakon

2 TOOVHU

IIpurorsesa CupuHIIOBKA

HpI/IFOTBeHI/ITe CIIPUHIOBKU TpH6Ba Ja CC MpujIoxKar He3a0aBHO. AKO He3a0aBHO MMPUJIIOKCHHUC HE €
BB3MOXHO, BpEMETO 3a CbXPAaHCHUEC B IIEPHOJIa HA M3IIOJI3BAHE HA NIPUTOTBEHATA CIIPUHIIOBKA HE
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TpsibBa ma 66ae moeue ot 20 vaca Ha 2°C - 8°C wnu Ha craiina Temmeparypa (15°C - 30°C).
M3xBBpreTe s, ako He € u3nonsBana cien 20 gaca.

6.4 ChenuaJHM ycJI0BHUS HA ChbXpaHeHHUe

Ia ce cexpanssa B xnmaguiauk (2°C - 8°C).
Ja He ce 3ampa3siBa.
Jla ce chxpaHsBa B OpUTHHAJIHATA OMAKOBKA, 3a JIa C€ MPEANa3d OT CBETIIMHA.

6.5 Bwuau chabp:kaHue HA ONAKOBKAaTAa

3 ml MHKEKIMOHEH pa3TBOP BHB (IIAKOH OT CTHKIIO THI | ¢ eacTOMepHa 3aIrymajiKa, 3anedaTaH ¢
alyMUHHEBa 00KaTKa C OTYYMBAIIO ce Karnaye, chabprkan 30 mg Tekauctamad (10 mg/ml).
OnakoBka ot 1 ¢uiakoH.

1,7 ml urXeKIIMOHEH pa3TBOP BHB (DIIAKOH OT CTHKIIO THII | ¢ emacToMepHa 3aIymraika, 3arnedaTana ¢
alyMUHHEBa 00KaTKa C OTYYIBAIIO Ce Karnade, chabprkany 153 mg texnucramad (90 mg/ml).
OmnaxkoBka ot | makoH.

6.6 CrhenuaJnu npeanasHu MEPKH NMPH U3XBBPJIsiHE U padoTa

MHoro € Ba)HO yKa3aHHATA 32 IPUTOTBSIHE U MPHIIOKECHUE, TPEOCTABCHU B TO3H Pa3Jiel, J1a ce
Cra3BaTr CTPUKTHO, 3a JIa C€ CBEJIAT JI0 MUHUMYM MOTEHIIUAIHU TPEIIKH MTPH MTpUIaraHe Ha
TECVAYLI 10 mg/ml u TECVAYLI 90 mg/ml dnakonu.

TECVAYLI tpsi0Ba na ce mpuiara camo 4upe3 moakokaa nmkekius. He mpumaraiite TECVAYLI
MHTPaBEHO3HO.

TECVAYLI tpsi0Ba na ce nmpuiara OT MEJUIIMHCKH CIEIHAIUCT, TIPH HAIWYHE HA TOCTATHYHO O0yUYeH
MEIUIMHCKH TIEPCOHAN U MTOAXOAII0 MEIUIIMHCKO 000pyIBaHE 32 OBJIAAsIBaHE HA TEKKU PEAKIIHH,
BKJTFOUHUTEITHO CHHJIPOM Ha OCBOOOXK/1aBaHe HAa IUTOKUHU (BXK. TOUKA 4.4).

TECVAYLI 10 mg/ml u TECVAYLI 90 mg/ml ¢nakonu ca camo 3a exHOKpaTHA ynorpeoa.

TECVAYLI ¢nakonu ¢ pa3nuuHy KOHLIEHTPALUH HE TPsIOBa J1a ceé KOMOMHUPAT 3a TOCTUTaHE Ha
NoJIbpKalIaTa 103a.

[Ipu mpurotssiaero u npunaraneto Ha TECVAYLI TpsiOBa fa ce n3mos3Ba acenTUYHa TEXHUKA.

Hewusmon3paHnusr JICKAPCTBECH NPOAYKT WM OTHAABYHUTC MaTCpUaJId OT HETO TpHGBa ha CC U3XBBPJIAT
B CbOTBECTCTBUEC C MCCTHUTC U3UCKBaHM.

Ilpucomesane na TECVAYLI

° IIpoBepeTte nmpeamnucanaTa qo03a 3a Besika ukekius TECVAYLI. 3a ga ce ceepar 70 MUHUMYM
TPEeLIKUTE, U3ION3BaTe ClieAHNTE TabIuiy 3a npurotesiHe Ha nHxekuuss TECVAYLL
o Wznonzgaiite Tabnuua 9, 3a ga onpenenure odmaTa 103a, HHKEKIUOHHUS 00eM 1
HeoOXxouMHus Opoli )JIaKOHW BH3 OCHOBA HA aKTYaJTHOTO TEJIECHO TETJIO Ha IallMeHTa 32
CTBHITAJIOBM,IHO TIOBHUINIABaHe Ha jo3ara 1, karo msmoiassare TECVAYLI 10 mg/ml
(akoH.
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Tab6auna 9:

HNnoxexuuonnu 06emu 3a TECVAYLI (10 mg/ml) npu cThbIaJ0BUIHO
nosumasane Ha go3ata 1 (0,06 mg/kg)

TenecHo TerJio Ooma no3a HNnkexnuonen odem | bpoii praxkonn
(kg) (mg) (ml) (1 paaxon=3 ml)

35-39 2,2 0,22 1
40-44 2,5 0,25 1
45-49 2,8 0,28 1
50-59 3,3 0,33 1
CThIATOBHIHO 60-69 3,9 0,39 1
MOBHMIIIABAHE HA 70-79 45 0,45 1
no3ara 1 80-89 51 0,51 1
(0,06 mg/kg) 90-99 57 0,57 1
100-109 6,3 0,63 1
110-119 6,9 0,69 1
120-129 7,5 0,75 1
130-139 8,1 0,81 1
140-149 8,7 0,87 1
150-160 9,3 0,93 1

o Wznomseaiite Tabmuia 10, 3a na onpenenure obIara 103a, MHKEKIIHOHHAS 00eM 1

HeoOXxomuMHus Opoli (JIaKOHW Bb3 OCHOBA HAa aKTYyaJTHOTO TEJIECHO TETJIO Ha MallUeHTa 3a
CTBHITAIOBH/THO TIOBHUINIABaHe Ha Jo3ara 2, karo usnoiassare TECVAYLI 10 mg/ml

(hmaxoH.

Ta6mmna 10: Huxexknumonnu 0d6emu Ha TECVAYLI (10 mg/ml) npu cThbnal0BHIHO

nosumanane Ha go3ara 2 (0,3 mg/kg)
Tesecno Terao | O6ma g03a HNu:kekunoHeHn odem Bpoii prakonu
(kg) (mQ) (ml) (1 psrakon=3 ml)

35-39 11 1,1 1
40-44 13 1,3 1
45-49 14 1,4 1
50-59 16 1,6 1
CTHIAJI0BHIHO 60-69 19 1,9 1
MOBHIIABAHE HA 70-79 22 2,2 1
jJo3ara 2 80-89 25 2,5 1
(0,3 mg/kg) 90-99 28 2,8 1
100-109 31 3,1 2
110-119 34 3,4 2
120-129 37 3,7 2
130-139 40 4,0 2
140-149 43 4,3 2
150-160 47 4,7 2

o Wznon3eaiite Tabmuna 11, 3a 1a onpenenute o0ara 1033, HXESKIIMOHHHS 00eM 1

HCO6X0)_'[I/IMI/I}I 6p0ﬁ (I)J'IaKOHI/I BB3 OCHOBA HA aKTYAJIHOTO TCJICCHO TCTJIO HA MAlUCHTA 3a

noabpKanaTa 103a, karo usnonssare TECVAYLI 90 mg/ml daakow.
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Taboauma 11: Hnxexuuonnu 06emu Ha TECVAYLI (90 mg/ml) 3a noaabpskaina 1o03a

(1,5 mg/kg)
Tesecno Terio | O0ma noza | WUHkeknnoHeH o0em Bpoii paaxkonn
(kg) (mg) (ml) (1 paakon=1,7 ml)
35-39 56 0,62 1
40-44 63 0,70 1
45-49 70 0,78 1
50-59 82 0,91 1
60-69 99 11 1
Momabpikama 70-79 108 1,2 1
mo3a (1,5 mg/kg) 80-89 126 14 1
90-99 144 1,6 1
100-109 153 1,7 1
110-119 171 19 2
120-129 189 2,1 2
130-139 198 2,2 2
140-149 216 2,4 2
150-160 234 2,6 2

N3panere moaxomsamus piaakon TECVAYLI ot xnagunauka (2°C — 8°C) u ro Temmnepupaiire

no craitHa temnepatypa (15°C — 30°C), kakTo € He00XOANMO, B IPOIBIDKCHIE Ha Hali-MaJIKO

15 munytu. He 3atoruisiite TECVAYLI mo HUKaKbB IpyT HA4YMH.

Crnen kaTo ce Temrepupa, BHUIMATETHO 3aBbpTeTe (uiakoHa 3a okoso 10 cekyHam, 3a ia ce

cMmecu. [la He ce pa3kiala.

N3rernere neodxonumust naxkekunonen ooem TECVAYLI ot ¢guakona(ute) B CIPHUHIIOBKA C

MOJXOAII Pa3Mep, KaTO M3II0JI3BATE UIJIA 32 IPEXBbPIISHE.

o WNmxexmonHUAT 00eM He TpsiOBa na Hagxebpis 2,0 ml. Paznenere mo3ute Hazg 2,0 ml mo
PaBHO B HAKOJIKO CIIPUHIIOBKH.

TECVAYLI e cbBMECTUM C HHXKEKITMOHHH UTJIH OT HEPBKIaeMa CTOMaHa M ChC CIIPUHIIOBKU

OT HOJIMIIPONMJICH U ITOJIMKAapOOHAT.

3aMeHeTe uriara 3a IPexXBbPIISIHE C HHKEKIIMOHHA UIJ1a C TIOIXOISII pa3Mep.

IIpenu npunoxenuero nposepere BuzyanHo TECVAYLI 3a wactuim u mpomsina Ha 1iseta. He

M3I0JI3BaiTe, aKO pa3TBOPHT € C MPOMEHEH LBST WM MBTEH, WU IIPU HATMYUE HA YY>KAN

YaCTHIIH.

o TECVAYLI urKeKIHOHEH pa3TBOp € OE3IBETEH J0 CBETIOXKBIIT.

Ipunooicenue na TECVAYLI

7.

Nmxextupaiite Heooxoaumus obem TECVAYLI B moakokHaTa ThKaH HA KOpeMa
(npenmountano msicto Ha uHxektupane). AntepHatusHo TECVAYLI moxe na ce nHXeKTHpa
B IIOAKOXHATa ThKaH Ha Ipyru MecTa (Hamp. 6eapoTo). AKO ca HeOOXOJUMHU HIKOJIKO
umkekiun TECVAYLI, te TpsiOBa 1a ObaT Hali-MaJIKO Ha 2 ¢m pa3CTOSHUE.

He umxektupaiite B TaTyupOBKY WK O€JIe3W WM yYacThIH, KbJIETO KOXKaTa € 3auepBeHa,
HacuHeHa, 00Jie3HeHa, YIUTbTHEHA WM C HapyllleHa LsUIOCT.

HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

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

EU/1/22/1675/001 (10 mg/ml)
EU/1/22/1675/002 (90 mg/ml)

9. JATA HA ITbPBO PAZPEINABAHE/IIOJJTHOBABAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

Hata Ha mppBo paspemanane: 23 aBryct 2022 r.

10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

05/2024

[Hompo6Ha nH(DOpMaIUs 3a TO3M JIEKApCTBEH MPOIYKT € IpejocTaBeHa Ha yeOcaiita Ha EBporetickara
areHIus 1o JiekapcTaTa https://www.ema.europa.eu.
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MPWIOKEHME I
MPOU3BOJUTEJ(A) HA BUOJIOTMYHO AKTUBHOTO(UTE)
BEILIECTBO(A) U MPOU3BOJUTEJI(M), OTTOBOPEH(HH) 3A
OCBOBOJKJIABAHE HA TAPTUIN
YCJIOBUSI WJIM OTPAHUYEHUSI 3A IOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUA N UBUCKBAHUA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJOBUA NJIN OT'PAHUYEHUS 3A BE3OITACHA "
E®OEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITIPOAYKT

KOHKPETHO 3AABJI’KEHUE 3A U3BITBJIHEHUE HA MEPKH
CJIEJ PA3SPEIIIABAHE 3A YIIOTPEBA IO YCJIOBHUE
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A.  NIPOU3BOIUTEJ HA BUOJIOI'MYHO AKTUBHOTO BEIIECTBO U
INPOU3BOIUTEJI, OTTOBOPEH 3A OCBOBOKJIABAHE HA ITAPTHUIN

HMe u aapec Ha IPOU3BOAUTEIS HA OMOJIOTUYHO AaKTUBHOTO BCIICCTBO

Janssen Sciences Upnanmgus UC
Barnahely,

Ringaskiddy, Co. Cork
Hpnannus

HwMe 1 afipec Ha TPOU3BOJIUTENS, OTTOBOPEH 3a OCBOOOKIaBaHE HA MAPTHIUTE

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

Janssen Pharmaceutica NV

Turnhoutseweg 30

B-2340 Beerse

benrusa

IlewaTHaTa TUCTOBKA Ha JIEKAPCTBEHHS MPOAYKT TPIOBa Ja ChIbPKa UMETO U ajpeca Ha
HpOI/I3BOIII/IT €I, OTFOBOpeH 3a OCBO60)KIlaBaHCTO Ha CbOTBCTHATA HapTI/IIla.

b. YCJIOBUS NJIA OTPAHUYEHMNA 3A JOCTABKA U YIIOTPEBA
JlexapcTBEHHUSAT MPOYKT C€ OTITyCKA 110 OTPaHUYEHO JIeKapcko npeanucanne (Bx. [punoxenne I:

KpaTka xapakTepucTrka Ha IpOAyKTa, Touka 4.2).

B. JPYI' YCJIOBUSA U U3NCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA

. IlepuoguyHu aKTyaJau3npanm aokjaanau 3a oezonacuoct (ITA/IB)

W3uckBanusra 3a nogaBane Ha [TAJIB 3a To3u JeKapCTBEH NPOAYKT Ca NOCOYEHH B WieH 9 Ha

Pernament (EC) No 507/2006. B cbOTBETCTBHE C TSIX, IPUTEKATEIAT HAa Pa3pelIeHUETO 3a yrnorpeda

(ITPY) tpsibBa na monasa [TAJIb Ha Bceku 6 Mecena.

WzuckBanwmsra 3a mogaBane Ha [1AJIb 3a T0o3u JIeKapCTBEH MPOAYKT Ca MTOCOYCHH B CIIHCHKA C

pedepentaute natu Ha EBponetickus cpio3 (EURD cnuchk), npeasuaes B wi. 1078, an. 7 ot

Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIEIBAIN aKTyaJIN3aLlH, ITyOJIMKYBaHH Ha €BPOIICHCKUS

yeOropTai 3a J1eKapcTaa.

[TpuTexaTenst Ha pasperieHrero 3a ynorpeda (ITPY) tpsaodsa na nomgane nopBus [IAB 3a To3n

NPOAYKT B CPOK OT 6 Mecella Clie/l pa3peraBaHeTo 3a ynorpeoa.

r. YCJI0OBUA NI OT'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS ITPOAYKT

. Ilnau 3a ynpasjenue Ha pucka (ITYP)

[IpurexxatensaT Ha pa3perienuero 3a ynorpeda (IIPY) Tps6Ba na u3BbpIIBa U3UCKBAHNUTE JEHHOCTH U

JIeCTBUS, CBBP3aHU C TPOCIIe/siBaHe Ha JIeKapcTBeHaTa 0€301acHOCT, MocoueHH B 0700penus [TYP,
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npeactaBed B Moxyn 1,8,2 Ha pa3penieHneTo 3a yrnorpeda, KakTo U BB BCUUKH CJICIBAIIHA OJ00PCHH
akTyanu3auuu Ha [TYP.

Axrtyanusupan [IYP Tps6Ba na ce mopasa:

o uckaHe Ha EBpornelickara areHIus o JeKapcTBaTa;

BUHATH, KOTAaTO CE M3MEHS CHCTEMAaTa 3a yIpaBJICHHUE Ha PUCKA, OCOOCHO B PE3yiITaT Ha
MoJTydaBaHe Ha HOBa WH(OpMAITHs, KOATO MOXKE Ja JOBEJE 10 3HAYNMU IIPOMEHU B
CHOTHOITIICHUETO ITOJI3a/PHCK, WITH CJIeIT JOCTUTAHE Ha BaJKCH eTall (BbB BPB3Ka C IPOCieasBaHe
Ha JIEKapCTBeHATa 0E30MaCHOCT WU CBEXKIAHE HA PUCKA IO MUHUMYM).

I[OH'I)JIHI/ITGJIHI/I MEPKH 32 CBCKAAHE HA PUCKA 10 MUHUMYM

IIPY TpsiOBa na rapaHTupa, 4e¢ BbB BCAKA AbpikaBa wieHka, B kosito TECVAYLI e Ha ma3zapa, BcUuku
MAIUCHTH/OOTPHIKBAIIIY TH JIMIIA, KOUTO C€ 0YaKBa Jia U3IMOJI3BAT TEKIUCTaMa0, e UMaT JOCThIT
nmo/me ca cHabxenn ¢ Kapra Ha mariieHTa, KoaTo 1a nHGopMupa MarueHTUTE U 1a 00sCHIBA
puckoete oT CRS u HeBponoruunara TokcuaHocT, BKItounTenno ICANS. B Kaprara na namuenra
TpsiOBa J1a ObJie BKIIOYCHO U TIPEAYNPEKICHUE 38 MEAUIIMHCKUTE CICIIMANNCTH, JIEKYBAIlH MAIllUEHTa,
4e TOM/TS MoTy4aBa TeKIIcTaMad.

Kaprara Ha naiueHTa TpsOBa a Chabpka ceJHaTa OCHOBHA HH(OpMAIHS:

I.

Ornrcanve Ha OCHOBHHTE MpU3HAIK U cuMnToMu Ha CRS 1 HEBpoJIOrMUHATa TOKCHYHOCT,
pximrountesrHo ICANS

Nudopmarus kora Jia ce ThPCH CIEIIHA IOMOI OT MEIUIIMHCKH CIICIIUAIMCT WU J1a CE U3BHKA
Obp3a TOMOIII TIPH TIOSIBA HA TpU3HAIK U cuMnToM: Ha CRS mim HEBpoIornyHa TOKCUYIHOCT,
prirountestHo ICANS

Wudopmarus 3a KOHTAKT Ha MPEANMCBAIINS JIeKap

KOHKPETHO 3AABJI’KEHUE 3A U3ITBJIHEHUE HA MEPKHU CJIE[
PA3PEIIABAHE 3A YIIOTPEBA 110/l YCJIOBHUE

ToBa e pa3pereHue 3a ynorpeda noj| yciosue u cbriacHo wi. 14-a ot Pernament (EO) Ne 726/2004 B
onpezaencHus cpok [TPY TpsOBa 1a U3IIBIHU CIICHUTE MEPKH:

Onucanue Cpox

3a 1a ce moTBBPAM epUKACHOCTTA U OE30IaCHOCTTa Ha TEKIMCTaMao, M. Mapt 2028 r.
MMOKa3aH KaTO MOHOTEpamusl 3a JIeYeHNEe Ha Bb3PACTHH MAIEHTH C
peunauBHpan 1 pehpakTepeH MyITUILUIEH MUEJIOM, KOUTO Ca MOy YHIIH
Hall-MaJIKO TPH MPEAXOJHH TEPAIHH, BKIIIOYBAILIN HMYHOMOIYTHPAILO
CPEICTBO, IPOTEa30MeH HHXUOUTOP U aHTU-CD38 aHTUTANIO0, U TTOKa3BaT
mporpecus Ha 3a00JIIBAaHETO 0 BpeMe Ha nocieanara tepamnusi, [IPY mie
nogane pesyiararture ot npoyusane 64007957 MMY 3001, pannomuzupaso
npoyuBane ¢asa 3, CpaBHIBAILO TEKINCTaMad B KOMOMHALMS C
JapatyMmymao s.c. CIIpSIMO TapaTyMyMao S.C., IOMaTHIOMU] |
nexcameta3oH (DPd) unm naparymymao0 s.c., OopTe3oMu0 1 JeKcaMeTa30H
(DVd) npu yyacTHHAIM ¢ peqUIUBUpAIL WK pePpaKkTepeH MyITHIUIEH
MUEJIOM

3a ma ce XxapakTepusupa JOMBIHUTEIHO IPOABIIKUTSIIHOCTTa Ha OTTOBOpa U | M. AekeMBpu 2028 T.
JBIITOCPOYHATA O€30MACHOCT MPH MANUEHTH ¢ MYJITHIIEH MUEJIOM, KOUTO ca
JIEKYBaHH TPEIX TOBA C >3 MPEIXOHU JIMHUW Ha TEPaItusl, BKIFOYBAIIU
AMYHOMOTYJIUPAIIO CPEACTBO, IIPOTEa30MEH NHXHUOUTOP U

anTu-CD38 anTutsuio, [IPY me nogane okoHYaTeneH JOKIa ] OT MPOYyYBaHE
64007957MMY 1001, otkpuro mpoyuBane ¢asa 1/2, 3a bpBU BT MIPH
X0pa,c MOBUIIIABAHE HA JI03aTa, Ha TekinmcTamad, xymanmsupano BCMA x
CD3 OucnernuduuHO aHTUTSIIO, IIPU NAI[MEHTH C PEIUIMBUPALL] HITH
pedpakTepeH MyJITHILICH MUEJIOM
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MNNPUJIOKEHUE III

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

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

TECVAYLI 10 mg/ml uHXeKIMOHEH Pa3TBOP
TEKIUCTamMad

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Emun ¢uakon ot 3 ml ceaspixa 30 mg texmucramad (10 mg/ml).

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

IMomomawm BemectBa: EJITA nuHaTpreBa con MUXHIpAT, IeeHa OlleTHA KUCeNnHa, monucopoar 20,
HaTpUeB alleTaT TPUXHUJIpAT, 3aXapo3a, BOj1a 32 MHKEKIUU

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

MnxexmoHeH pa3TBop
1 ¢maxon, 30 mg/3 ml
Jo3a 3a cThIanoBUIHO NOBUILIABAHE

| 5.  HAYMH HA IPUWJIOKEHHUE U ITbT(MILA) HA BBBEKJIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
Camo 32 IOAKOXKHO MPHUIIOKEHHE.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCTIA.

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

Ja He ce pa3kiaiia.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cbxpaHsBa B XJIaIMJIHUK.
Jla He ce 3ampassiBa.
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CoxpaHsBaiiTe B OpUTHHAITHATA OMIAKOBKA, 3a J]a C€ MPEe/a3u OT CBETINHA.

TAX, AKO CE U3UCKBAT TAKHUBA

10. CHEIMAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/22/1675/001

13. TAPTHUJAEH HOMEP

[Taptuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

[Ipuero € ocHOBaHuUE J1a He ce BKIOYM nH(popMaIus Ha bpaiiosa a30yka.

‘ 17. YHUKAJIEH UAEHTUO®OUKATOP — IBYU3MEPEH BAPKO/]

JByu3mepeH 0apKoJi C BKIIIOUEH YHUKAJICH UIACHTU()UKATOD

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

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

ETUKET HA ®JTAKOHA

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

TECVAYLI 10 mg/ml nmxexiust
TEeKIucTamMad

TEKIUcTamMad

S.C.

‘ 2. HAYUH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

4. ITAPTUJAEH HOMEP

[Taptuna:

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

30 mg/3 ml

|6.  JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

TECVAYLI 90 mg/ml uHXeKITMOHEH Pa3TBOP
TEKIUCTamMad

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Emun ¢uakon ot 1,7 ml ceabpika 153 mg texmucramad (90 mg/ml).

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

IMomomawm BemectBa: EJITA nuHaTpreBa con MUXHIpAT, IeeHa OlleTHA KUCeNnHa, monucopoar 20,
HaTpUeB aleTaT TPUXHUIpaT, 3aXapo3a, BoJa 32 MHKEKIIUU.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

MnxexmoHeH pa3TBop
1 ¢nakown, 153 mg/1,7 mi
Iopnwpprkama no3a

| 5.  HAYMH HA IPUWJIOKEHHUE U ITbT(MILA) HA BBBEKJIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
Camo 32 IOAKOXKHO MPHUIIOKEHHE.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCTIA.

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

Ja He ce pa3kiaiia.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cbxpaHsBa B XJIaIMJIHUK.
Jla He ce 3ampassiBa.
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CoxpaHsBaiiTe B OpUTHHAITHATA OMIAKOBKA, 3a J]a C€ MPEe/a3u OT CBETINHA.

10. CHEIMAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME 1 AJJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/22/1675/002

‘ 13. TAPTHUJAEH HOMEP

[Taptuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

| 16. MH®OPMAIIMSI HA BPAIJIOBA A3BYKA

[Ipueto e ocHOBaHME 12 HE ce BKIOUM HH(opMmanus Ha bpaiinoa a3Oyka.

‘ 17. YHUKAJIEH UAEHTUO®OUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoj ¢ BKJIIOYECH YHUKAJIEH HACHTU(HUKATOP.

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

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

ETUKET HA ®JTAKOHA

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

TECVAYLI 90 mg/ml nmxekiust
TEeKIucTamMad

TEKIucTaMad

S.C.

‘ 2. HAYUH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

4. ITAPTUJAEH HOMEP

[Taptuna:

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

153 mg/1,7 ml

| 6. JIPYTO
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b. IUCTOBKA
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

TECVAYLI 10 mg/ml nnkeKIInoHEeH pa3TBOP
TECVAYLI 90 mg/ml nnkeKninoHeH pa3TBoOp

TekmcTamao (teclistamab)

vTOSI/I JICKApCTBCH NPOAYKT MOAJICIKHU HA JOITBJIHUTCIIHO Ha6J’IIOI[GHI/IC. ToBa 111€ 03BOJIH 6’bp3OTO
YCTaHOBsIBAHC Ha HOBaA I/IH(bOpMaHI/IH OTHOCHO Oe30macHocTTa. MokeTe Ja 1aaeTe CBOA MPUHOC KAaTO
C’[>06H_II/ITC BCAKa HEXKEJIaHa pEaKIus, KOATO CTC MNOJIYIHIIN. 3a HauMHA HA CT:O6I]_IaBaHe Ha HCXKCIIaHU
PCaKIIMM BUIKTC Kpasi Ha TOYKaA 4,

IIpoyeTeTe BHUMATEIHO USJIATA JJUCTOBKA, Mpeau 1a Bu ce npuioxku ToBa J1eKapcTBO, Thil
KaTo T4 ChAbpPka BaxHa 3a Bac undopmanus.

o 3amasere Ta3M JIUCTOBKA. MoOJe Ja ce HAJOXKH Ja 5 IPOYETeTe OTHOBO.

o AX0 MMaTe HAKaKBH JOIBIHUTEITHH BBIIPOCH, MTONUTalTe Bammms nexap nim MeanuuHCKa
cecTpa.

o Axo IMMOJIYYUTEC HAKAKBU HCXKCIJIaHU PCAKIIUN, YBEAOMETC Bamms JICKap Wi MECIAULIMHCKA

cectpa. ToBa BKIIIOYBA W BCHYKH Bh3MOXKHH HEKETAHU PEaKIMy, HEOTTMCAHU B Ta3W JIMCTOBKA.
Buxre Touka 4.

KakBo cbabpika Ta3u JUCTOBKA

Kakso mpencrasnssa TECVAYLI u 3a kakBo ce U3monssa
Kakgro TpsiOBa aa 3Haere, npeau Aa Bu ce npunoxu TECVAYLI
Kak ce npunara TECVAYLI

BB3M0OKHN HEXENTaHN PEaKIUuH

Kaxk ce cpxpansBa TECVAYLI

ChabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

gk wdE

1. Kaxkso npeacraBiasasa TECVAYLI u 3a kakBo ce U3moJi3Ba

TECVAYLI e npoTHBOpakoBo JIEKapCTBO, KOETO ChBPKa aKTHBHOTO BEIIECTBO TeKIUCcTaMal 1 ce
M3I0J13Ba 3a JICUCHUE Ha BB3PACTHU C BUJ] paK Ha KOCTHHUSA MO3bK, HAPEUEH MYJITHIUIEH MHEJIOM.

Toli ce U3Moa3Ba MpY NAIMEHTH, KOUTO Ca UMaJId Hal-MaJIKO TPU APYTH BUIOBE JIEYUEHHE, KOUTO HE ca
HOJIENUCTBAJIN WJIM BeYye HE JEHUCTBAT.

Kak neiictea TECVAYLI

TECVAYLI e anTtutsiio, KOeTo MpeACcTaBIsgBa BUI MPOTEHH. 10 € Ch3/aZieH Taka, ue Ja pa3lmo3HaBa
U J1a ce npuKperst KbM crenuduuan MuieHn B oprann3ma. TECVAYLI ce npuuensa B B-kneTbunus
MaTypanuoHeH antures (BCMA), koifTo ce HaMHpa BbpXy PaKOBHUTE KJIETKH HAa MYJITHILICHUS
MUEJIOM, B KIIbcTepa Ha nudepennmanys 3 (CD3), koiTo ce HaMupa BbpXY Taka HapeUeHUTE

,» 1 KJIeTku' Ha BamaTa umyHHata cuctema. ToBa JexkapcTBO JEHUCTBa, KaTO CE€ MPUKPEIS KbM TE3U
KJIETKH U TH ChOMpa 3ae/1HO, TaKa Y€ UIMyHHATa CUCTEMa MOJKE J1a pa3pyIliy PaKOBUTE KIETKH Ha
MYJITHUIUIEHHUS] MHEJIOM.

2. Kakso TpsdBa 1a 3Haete, npeau Aa Bu ce npunoxu TECVAYLI

He Tps6Ba na Bu ce npuiiara TECVAYLI, ako cTe anepruyHu KbM aKTHBHOTO BEIIECTBO MU KBM
HSIKOSI OT OCTAHAJIUTE ChCTABKHU Ha TOBA JIKAPCTBO (M30poeHH B TouKa 6).

AKO HE CTe CUTypHH JIajIM CTe aJlepruYHy, TOBOpeTe ¢ Bamus nekap win MenuuuHCKa cecTpa, Ipeau
na Bu ce nmpunoxxu TECVAYLI.
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IpenynpesxaeHust ¥ NpeanasHu MEPKH
T'oBopete ¢ Bamms siekap nim MeIUIIMHCKA cecTpa, mpeau aa Bu ce mpunoxu TECVAYLI, ako cte
MMaJi MHCYJT WIK I'bpPY B paMKUTE Ha MOCJIEIHUTE 6 Mecela.

TECVAYLI u Bakcunu
T'oBopete ¢ Bamms srekap nim MeIUIIMHCKA cecTpa, mpeau aa Bu ce mpuinoxu TECVAYLI, ako cte
BaKCHMHUPaHH HACKOPO WJIM IIie TPSAOBa Ja ce BaKCUHUPATE.

He Tpsa6Ba na momydyaBaTe )KUBH BAKCHHH OT YETHUPY CEIMHUITH MPEAN A0 YETUPH CEJMHUILIN CIIE KaTo
cre nexkyBanu ¢ TECVAYLI

WN3caenBanus u nperJieau

IIpenn na Bu ce npuno:xkn TECVAYLI, Bamusat nekap mie nposepu KpbBHaTa Bu kapTuHa 3a
NpU3HAIK Ha nHpEKIu. AKo umMare nHGEKIHs, TS 1ie ce JeKyBa, npeau aa 3anounere TECVAYLL
Bamusr nexap 11e npoBepH ChIIO U Ay cTe OpeMeHHa WM KbPMHUTE.

ITo Bpeme na seuenune ¢c TECVAYLI Bamust nexap me Bu HabnronaBa 3a HexXelnaHU peakivy.
Bamusr nexkap penoBHO 1€ IpoBepsiBa KpbBHaTa By kapTuHa, Thil KaTo OpOSIT HAa KPBBHUTE KJICTKH U
KOJINYECTBOTO Ha HAKOM BEIIECTBA B KPbBTA MOJKE J1a CE HAMAIIH.

BuumagaiiTe 3a ceprHO3HU HEKeJIAHU PeaKLIMU.

Ka:xere Beqnara na Bammus jJexap niu Ha MeIUIMHCKA CECTPA, aKO MOJTYy4YHTE HEIO0 OT

cJIeTHUTE:

. [Ipu3Hamm Ha ChCTOSTHHE, M3BECTHO KaTO ,,CHHIPOM Ha OCBOOOKIaBaHe Ha IMUTOKUHU® (CRS).
CHHIPOMBT Ha OCBOOOXKIaBaHE HA IIMTOKUHU € CEPHO3HA UMYHHA PEaKIUs ChbC CUMIITOMH KaTo
MIOBHIIIEHA TEMITEPaTypa, CTyIeH! TPBIIKH, TaJIeHe, TI1aBO0OJIE, YCKOPEH ITyJIC, YCelllaHe 3a
3aMaifBaHe U 3aTPyAHEHO JUIIAHE.

° Edextn BppXy HepBHaTa cucTeMa. CHMIITOMHTE BKITIOYBAT yCeIaHe 32 00bPKAaHOCT, yCellaHe
3a HaMaJieHa KOHICHTPAIHsl, CbHIMBOCT WM 3aTPYJHEHO McaHe W/uiu roBopene. Hskon ot
TSAX MOXe Jla Ob/IaT MPU3HAIY Ha CEPHO3HA UIMYHHA PEaKIus, HapeueHa ,,CHHAPOM Ha
HEBPOTOKCHUYHOCT, CBhP3aHA C UMyHHHUTE €(PEKTOPHH KIIETKU .

° [Tpu3Hanm 1 cHMIITOMHA Ha HH(PEKITHSL.

Kaxere na Bamus nexap Wiv MEAMIIMHCKA CECTPa, aKO 3a0€JIeKUTE HSIKOU OT TOPHUTE MTPHU3HAIH.

Jleua u roHOIIHN
He nasaiite TECVAYLI Ha nena wim miagesxu mof 18-roauiina Bs3pacT, 3alI0TO HE € U3BECTHO KaK
1€ UM C€ OTPa3H TOBA JIEKAPCTBO.

JApyru nexapcrBa u TECVAYLI

TpsiOBa na kaxxere Ha Bamms nexap Wi MEUIIMHCKA CECTPa, aKo NpueMare, HaCKOpo CTe MpHeMaln
WU € BB3MOXKHO J1a IpHieMare JIpyrH jJekapcTa. ToBa BKIIIOYBA JISKApCTBA, MOTyYeHH Oe3 perenta, u
OMJIKOBU JIEKapCTBa.

BpemeHHOCT M KbpMeHe
He e uzBectno nanu TECVAYLI 3acsra Bce ome HeponeHOTO Oe0e nin 1any NpeMHHAaBa B KbpMarta.

Bpemennoct — nHdopmanys 3a KeHH

Tps6Ba na kaxere Ha Bamus nexap wim MeAuLIMHCKa cecTpa npeau Aa Bu ce npunoxxu TECVAYLI,
aKo cre OpeMeHHa, CMATATe, Ye MOXKe J]a CTe OpeMEeHHA MM TUTaHUpaTe OPEMEHHOCT.

Axko 3abpeMeHeeTe 1o BpeMe Ha JICYCHHUETO C TOBa JIEKApCTBO, KaKeTe BeJHara Ha Barmms ekap wim
MEIUIMHCKA CECTpa.

BpemennocT — nadopmanys 3a Mbxe
Axo Bamara napTHpopka 3a0peMeHee, 10KaTo Mmojy4yaBare TOBa JEKapCTBO, KaKeTe BeJHara Ha
Bamms nekap.
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Kourpanenuus - nadopManus 3a »K€HU, KOUTO MOrar Jia 3a0peMeHes T
AKo MOXeTe J1a 3a0peMeHeeTe, TPsAOBa J1a U3M0/13BaTe ePeKTHUBHA KOHTPALICIIIHS 10 BpeMe Ha
JICYCHUETO U B MPOIBJDKCHHUE HA 5 Mecena ciief| cniupane Ha jiedenunero ¢ TECVAYLI.

KonTpanenius - nHGopMams 3a MbxKe
Axo Bamrara mapTHROpKa MOXKe 11a 3a0pemMeHee, TpsiOBa 1a U3mo3BaTe ePeKTHBHA KOHTPATICTIIIHS 110
Bpeme Ha neuernrero ¢ TECVAYLI u B mpoabmkenne Ha 3 Mecela ciie]] CIIUPaHETo My .

Kwpmene
Bue u BammsT nekap e pemmre Jaiu moj3ata oT KbpMEHETO € Mo-ToyisiMa OT pucka 3a Bameto

0ebe. Ao Bue u Bammst nexap pemmre qa cnpeTe MpuiiaraHeTo Ha TOBa JIEKapCcTBO, HE TPsIOBa 1a
KbPMUTE B IPOIB/DKEHUE HA 5 Mecela Ciief] CIMpaHe Ha JICUYCHHUETO.

Ilodupane u padora ¢ MalIMHK

Hsaxoun xopa Mo>ke 1a ce 9yBCTBAaT yMOPEHH, 3aMasiHU Wik 00bpKaHu, qokaro npuematr TECVAYLIL
He mo¢wupaiite 1 He paboTeTe ¢ MHCTPYMEHTH MIIM TEKKHU MAIllMHU, ¥ HE TIpaBeTe Hella, KOUTO MOraT
Ja Bu nmocTaBsT B omacHOCT, Hail-Majko 48 yaca cieq noiny4yaBane Ha Tpetara go3a TECVAYLI unu
Criopes yKkazaHusiTa Ha Bamms jexap.

TECVAYLI cbabp:ka nHaTpmii

TECVAYLI cbabpika mo-manko ot 1 mmol Hatpuii (23 mg) Ha 1103a, T.€. MOXKE J1a Ce Kaxe, ue
NPAaKTUYECKU HE ChAbPKa HATPUil.

3. Kak ce npuinara TECVAYLI

KakBo ko/jinuecTBO ce mpujara

Bammst nekap uie onpeaenu nozata TECVAYLI. Jlo3ara e 3aBucu ot TesecHoTo Bu Terio.

[IppBUTE ABE MO3W IIIe OBAAT TMO-HUCKH.

TECVAYLI ce npunara mo cjieIHus HAYUH:

. [Ile momyuute 0,06 mg 3a BCEKH KMIIOTPaM TEJIECHO TETJI0 3a MbPBaTa CH J103a.

. [Ile momyuute 0,3 mg 3a BCEKH KWJIOTPaM TEIECHO TETI0 KaTO BTOpA /1032 ciien 2-/ JHH.

. Cren TOBa 1€ IOMYYHTE TOAIBPIKAIA 1032 1,5 mg 3a BCEKH KHIJIOTpaM TEJIeCHO TeTyo 2-7 THU
cien BTopara Bu no3a.

o Crent ToBa 11 MPOIBIDKUTE Ja MOJTydaBaTe MOIbpIKaIia 1032 BEIHBK CEIMUIHO, TOKATO
uMmare moza or TECVAYLIL

Axo npoabmkasate na umate noiza oT TECVAYLI cnen 6 Mecena, Bamust nekap Moxe J1a peiu, e
1€ TToJTyYaBaTe MO IbprKaIla 1032 Ha BCEKH JIBE CEIMUITH.

Bamust nexap nie Bu HaOIro/1aBa 3a HE)KEJIaHU PEaKIMu Clie]] BCska OT mbpBuTe Bu Tpu no3u. Toi/Ts
i€ NpaBy TOBA B MPOABILKEHUE HA 2 THU CJIe]] BCAKA 103a.

Tpsa6Ba na 6pa€TE OJIM30 IO MEMUIIMHCKO 3aBEACHUE CIIE MEPBUTE TPU 03U B CIIydail, ue TOTydInTe
HEXXEJIaHU PEaKIUU.

Kax ce npuiara jiekapcTBoOTO
TECVAYLI mwe Bu ce npuiara oT nekap Wiv MEAUIIMHCKA CECTPa KaTO MHKEKIHS O] KO)KaTa
(moxkoxxHa MHXEKIHA). TS ce mpuiiara B obJacTTa Ha KOpeMa Ml 0eIpoTo.

Jpyru jekapcTBa, npujaraiu no speme Ha jJedyenue ¢ TECVAYLI

Enun no Tpu vaca npeau Bedka oT mepsute Tpu 1031 TECVAYLI me Bu ce npunarar nekapcTsa,
KOMTO CIIOMarar 3a HamaJIsiBaHe Ha BEPOATHOCTTA OT HEXKENaHW PeaKIUy KaTO CHHAPOM Ha
OCBOOOXKaBaHE Ha IUTOKMHU. Te MOXKe J]a BKIIIOYBAT:

. JIeKapcTBa 32 HaMaJIIBaHE Ha PUCKa OT aJleprUYHa peakuys (AHTUXUCTaMUHH)

o JIeKapCTBa 3a HAMaJIABaHE HA PUCKA OT Bb3NaJICHUE (KOPTUKOCTEPOUIH)
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L JICKApCTBA 3a HAMAJISIBAHC HA PHUCKa OT INOBUIIICHA TEMIICpATypa (KaTO r[apaueTaMon)

Tesu nexapcTBa Moke 1a Bu ce mpuimokart u npu mo-kscHU 103 TECVAYLI BB3 ocHOBA Ha HATMINE
Ha HSKOU CUMIITOMH.

Moxe cwio ga Bu ce TIPUIIOKAT AOII'BJIHUTEIHU JICKAPCTBA B3 OCHOBA HAa HAJIMYKE HA HAKOU
CHMIITOMH WJIx Ha Bamata anamuesa.

Axo Bu ce npuiio:ku nopede ot Heodxoaumara go3a TECVAYLI

Tosa nekapcTBo 11e Bu ce mpunara ot Bamus jgexap niv MEIUIIMHCKA CECTpa U HAMa BEPOSTHOCT Aa
MOJIyYUTE TBBPJIC TOJIIMO KOIuuecTBO. B ciyuait ue Bu ce mpuioxu TBbp/E TOISIMO KOJTUYECTBO
(npeno3upane), Bammsr nekap e Bu nperiiea 3a HexellaH! peakiuy.

AKo npomnycHeTe Ha3Ha4veH 4ac 3a npuio:xkenue Ha TECVAYLI
MHoro e Ba)HO /1a cria3BaTe BCUYKH Ha3HA4Y€HU YacoBe. AKO NMPOITyCHETE Yac, HacpoUyeTe CU APYT yac
BB3MOXHO Hal-CKOpO.

AKO UMaTe HSIKaKBHU JOIBIHUTEIHN BBIIPOCH, CBBP3aHH ¢ YIOTpeOara Ha TOBa JICKAPCTBO, MOMHUTATe
Bamms nekap uim MeIUIUHCKa CecTpa.

4, Bb3MOKHH HeKeJTaHU peakuuuun

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BUKA HEXKCIAaHU PEaKIIUH, BBIIPEKU Y€ HC
BCCKM I' ITOJTy4aBa.

CepHo3HH HeKeJIaHU peakluu
TpsiOBa ja MOSyYUTE MEIUIIMHCKA ITOMOII BETHATA, aKO MOJYYUTE HAKOS OT CICTHUTE CEPUO3HU
HE)XEJIaHU PEaKIU, KOUTO MOJKE J1a ca TeXKH U Aa ObaaT atanHu.

MHoro yectu (Mo:ke 1a 3acerHat noseue ot 1 Ha 10 qymm):

o CepHro3Ha UMYHHA peakius (CHHAPOM Ha 0CBOOOXKIaBaHE HA IIUTOKHHM ), KOATO MOXeE Ja
MIPUYUHY [TOBHUIIICHA TEMIIEPATypa, CTYACHU TPBIIKHU, rajicHe, II1aBo00JINE, YCKOPEH ITYJIC,
ycelllaHe 3a 3aMaiiBaHe U 3aTPyIHEHO JUIIaHe

. HHUCKO HHMBO Ha aHTUTeNa, HAPEUEHH ,,AMYHOTTIOOYIMHU, B KPBBTA (XUIIOraMarioOyInHeMHsI),
KOETO MOJKE J1a IOBHILH BEPOSTHOCTTA OT HACTBHIIBAHE HA HH(EKINN

. HHUCKH HUBA HA €IUH BUJA OETM KPbBHU KJIETKU (HEYTPOIICHUS)

. MH(EKIHA, KOATO MOXeE Jia BKJII0UBa MIOBUILIEHA TEMIIEPATypa, CTYA€H! TPBIIKH, TpEIepeHe,

Kanuivia, HEJJOCTUT Ha Bb3YX, YUYCCTCHO IUIIAHE U YCKOPECH ITYJIC

Yectu (Mo:ke 1a 3acerHar 10 1 Ha 10 gyum):

o Edextu BbpXy HepBHaTa cucreMa. Te Moke Ja ObJaT NpU3HALM Ha CEPUO3HA UMYyHHA PEaKLus,
HapeyeHa ,,CHHJIPOM Ha HEBPOTOKCUYHOCT, CBbP3aHa ¢ UMYHHHTE ehekTopHH KiIeTku . Hskou
OT TE€3HU CUMIITOMHU Ca.

ycelane 3a 00bpKaHoCT

ycelllane 3a HaMmalieHa KOHIIEHTpaIHs

3aTpyJHEHO TIHCaHe

3aTpyAHEHO TOBOPEHE

CHHJIMBOCT

3ary0a Ha CIIOCOOHOCT 3a M3BBPIIBAHE HA YMEH JBMKEHHUS U )KECTOBE (BBIIPEKU

HAJIMYMETO Ha (pU3NUecKa criocOOHOCT M JKEIaHue Ja TH U3ITbIHIBATE)

O O O 0 O O

Kaxxere na Bamms nexap BegHara, ako 3a0esieXuTe HIKOS OT H30POCHNUTE CEPHUO3HN HEXKETIaHH
pEaxIum mo-rope.
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Jlpyru HexkelaHU peakuu
Hpyrure Hexxenanu peaknuy ca n3dpoeHu no-aony. Kaxere Ha Bamus nexap uimm MeTuIiiiHCKa
CECTpa, aKO MOJIYYUTE HAKOS OT TE3U HEKEIIaHU PEaKIUu.

MmHoro 4yectu (Mo:ke Aa 3acerHat nmoseue ot 1 Ha 10 xymm):

6enoapoOHa nHGpeKIHs (THEBMOHMS)

COVID-19 undexiys, npuarHeHa OT BUPYC, HapeueH kopoHaBupyc (SARS-CoV-2)
MHQEKIH Ha HOCA, CHHYCHUTE MU I'bpJIOTO (MH(EKIUs Ha TOPHUTE AUXATEHU ITHTHIIA)
HUCKH HUBA HA YE€PBEHUTE KPHBHU KIICTKH (aHEMUSI)

HUCKH HUBA HA TPOMOOIIMTUTE B KPHBTA (KJIETKH, KOUTO CITIOMATaT 3a ChCHPBAHETO Ha KPHBTA,
TPOMOOLIUTOTICHHS)

HUCHK Opoii Oeli KPBBHU KICTKH (JICBKOIICHHS)

HUCKY HWBA HA €IWH BUJ OCTH KPBBHU KJICTKH (JTMMQOTTCHNS)

HHCKO HUBO Ha ocdaTy, MarHe3Wid WiIN Kajduil B KpbBTa (xunodocdaremusi, XummomMarHe3ueMust
WA XUITOKATHEeMUS )

MIOBUIIEHO HUBO Ha KaIIUHK (XHIICPKAIIIUEMHUsI)

MOBHIIIEHA alikaiaHa (ocdarasza B KpbBTa

HaMaJleH aleTUT

rajeHe, 1uapusi, 3arnek, moBpbllaHe

riaBoOoime

yBpEeXKJaHe Ha HEPB, KOETO MOXKE Ja MPUYMHU MpaByYKaHe, U3TpbIIBaHe, O0JIKa WM 3aryda Ha
yceT 3a Oomka

BHUCOKO KPBBHO HaJIsITaHe (XUIIEPTOHMS)

KbPBEHE, KOSTO MOXKe J1a ObJe CHITHO (KPhBOH3IIUB)

KallTuIa

HEIOCTUT Ha BB3IyX (AUCIIHEs)

MIOBHUIIIEHA TeMIIepaTypa

yCelllaHe 3a CUIIHA yMopa

00JIKa MM MYCKYJTHH OOJKH

MOJIyBaHe Ha JUTAHUTE, IIe3CHUTE WK CThIanara (0TOK)

KOXKHHU peaKiMy Ha WK OJIM30 JI0 MSCTOTO HA HHXKEKTUPAHE, BKITIOYUTEITHO 3aYePBsIBAHE HA
KOXarta, CbpOexK, moayBaHe, 00JIKa, HACHHABaHE, OOPUB, KbPBEHE

YecTu (Mo:xe 1a 3acerHar A0 1 Ha 10 qymm):

TeXKa MH(EKIUS Ha [eNIs OPTaHUu3bM (CEIICHC)

KO>KHA HH(EKIHSI, KOSITO MPUYNHSBA 3a4epBsIBaHe (LIETYIIUT)

HUCHK Opoli Ha eivH BH/J| OelIM KpBBHU KIIETKH, C ITOBHIIICHA TeMiieparypa ((heOpumHa
HEYTPOTICHUS)

HHUCKH HUBA Ha (UOPUHOIEH, BUJ IPOTEHH B KPBBTA, KOWTO pe4r Ha 00pa3yBaHETO Ha KPbBHU
ChCUpEIHN

NpOMsiHA B MO3buHaTa (GYHKIUS (eHIedanonaTus)

HUCKO HHMBO Ha IV WK HATPUI B KPBBTA (XUITOKAIIMEMUS UM XHITOHATPUEMUS)

BHCOKO HMBO Ha KaJHi B KPBbBTA (XUIIEPKATAEMUS)

HUCKO HHMBO Ha aIOYMHH B KPBBTA (XUIOUTOYMUHEMHUS] )

HUCKO HMBO Ha KHCJIOPOJ B KPBBTA (XUIIOKCHS)

MIOBHIIIEHO HUBO Ha raMa IIyTaMWITpaHcdepasa B KPbBTa

MOBHIIIEHO HUBO HA YePHOAPOOHN €H3UMH TPaHCAMHUHA3U B KPbBTa

MIOBHIIIEHO HUBO Ha KPEaTHHHH B KPBBTA

MTOBHIIIEHO HUBO HAa aMMJIa3a B KPBBTA (XHTIEpaMUIa3EMHUS)

MOBHIIIEHO HUBO HA JINIA3a B KPBBTA (XUATIEPIUTIA3EMHUS)

KPBHBHU M3CIIEABAHMS, KOUTO MOXE JIa TIOKa3BaT, 4e € He0OX0IMMO ITOBEYE BpeMe 3a ChCHPBaHE
Ha KpbBTa (moBuweHo INR u ynbmkaBane na PTT)
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Cpo0maBaHe HA HesKeJIAHU PeaKIIun

AKO IOJIyYHTe HAKAKBU HEXKEJIaHHU JIKAPCTBCHH PEAKIIMH, YBeIoMeTe Barius aekap Wik MEAMIMHCKA
cectpa. ToBa BKJIFOUBAa BCUYKU BH3MOXKHHU HEOTIMCAHU B Ta3M JIUCTOBKA HEXKEIaHU peakiuu. MoxeTe
CBIIO JIa ChOOIIUTE HEXKETaHU PEaKI[UK TUPEKTHO Ype3 HAllMOHATHATA CUCTEMA 33 ChOOIaBaHE B!
W3mbaHuTe IHa areHIus 10 JeKapcTBaTa

yi. ,,Jlamsa I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitt: www.bda.bg

Karo cho0maBare HexxeNaHu peakiiy, MOXKETe Ja JaJieTe CBOS MPUHOC 32 MMoJyYaBaHe Ha TOBeYe
nH(pOpPMAIUs OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBate TECVAYLI

TECVAYLI me ce chxpaHsBa B OOTHHUIATA WX B KIIMHUKATa OT Barmmst ekap.

CpxpansBaiiTe TOBa JIEKAPCTBO HAa MSICTO, HEOCTHITHO 32 JEIIa.

He u3non3BaiiTe ToBa JIEKapCcTBO Clie]] CPOKA Ha TOJHOCT, OTOENA3aH BhPXY KAPTOHEHATA ONAaKOBKA U
eTukeTa Ha (iakoHa cie ,,['oneH 10:“. CpoKbT Ha TOJHOCT OTrOBaps HA MOCJCIHUS JICH OT
MOCOUYCHHS MECEII.

Ha ce cpxpansa B xmagmmHUK (2°C - 8°C). [la He ce 3ampa3sBa.

ChxpaHsBaiiTe B OpUTHHATIHATA OTMIAKOBKA, 32 Jla Ce MPE/a3y OT CBETIHHA.

JlexapcTBata He TpsOBa Ja ce U3XBBPIAT B KaHATU3ALKATA WM B KOHTEITHEpa 32 TOMAIIIHA OTHaIbIIH.
Bammsat MeJUIMHCKY CIIEIMANKCT 1Ie U3XBHPIIU JIEKApCTBaTa, KOUTO Bede HEe ce M3Mo3BaT. Te3n
MEPKH III¢ CIIOMOTHAT 3a OMa3BaHe Ha OKOJTHATA CpeJia.

6. Chbabp:kaHue HA OIAKOBKATA M JOINBJIHUTEIHA HH(pOpManmus

KakBo cboabpxa TECVAYLI

. AxtuBHOTO BetiectBo ¢ Texiaucramad. TECVAYLI ce npennara ¢ qse kojim4yecTsa Ha
aKTHBHOTO BEILIECTBO:
o) 10 mg/ml — exun ¢pakon ot 3 ml cpabpxka 30 My TekmucTamad
o 90 mg/ml — equn daaxon ot 1,7 ml chabprka 153 mg Teknrcramad

° Hpyrute cberaBku ca EJITA nuHatpueBa con quxuapar, JefeHa olleTHA KUceanHa,

nonucop6ar 20, HATPUEB alleTaT TPUXUIPAT, 3aXap0o3a, BOJA 38 HHKEKIMHU (BHKTE
»TECVAYLI cbabprka HATpHii* B TOUKA 2).

Kax m3rie:xkza TECVAYLI u kakBo chbabpika onaKkoBKaTa

TECVAYLI e umxekuuoHeH pa3TBop (MHKEKIKs) U PEICTaBIIsABA OE3[BETHA 10 CBETIIOKBITA
TEYHOCT.

TECVAYLI ce nocraBsi B KapTOHEHA ONAKOBKA, ChIbpKalia | CThKIIEH (IIaKkoH.

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

B-2340 Beerse

benrus

IIpounsBoguten
Janssen Biologics B.V.
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Einsteinweg 101
2333 CB Leiden
Hunepnannus

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrns

3a JONBIHUTENTHA HH(POPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHS
NPEICTaBUTEN Ha PUTEKATENSI Ha Pa3pelIeHHETOo 3a yrnorpeda:

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

Bbarapus

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

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

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

Deutschland
Janssen-Cilag GmbH
Tel: +49 2137 955 955
jancil@its.jnj.com

Eesti

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

ee@its.jnj.com

E\MGda.
Janssen-Cilag ®oppokevtikr) A.E.B.E.
TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0800 25 50 75/ +33 1 55 00 40 03
medisource@its.jnj.com
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Lietuva

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

Luxembourg/Luxemburg
Janssen-Cilag NV

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

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

Malta
AM MANGION LTD
Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.
Tel: +3176 711 1111
janssen@jacnl.jnj.com

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

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1610 300

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

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



Hrvatska

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

Ireland

Janssen Sciences Ireland UC
Tel: +353 1 800 709 122
medinfo@its.jnj.com

island

Janssen-Cilag AB
c/o Vistor hf.

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

Italia
Janssen-Cilag SpA

Tel: 800,688,777 / +39 02 2510 1

janssenita@its.jnj.com
Kvnpog

Bapvépoc Xatinmavayng Atd
TmA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
Iv@its.jnj.com

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

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC

Tel: +44 1 494 567 444
medinfo@its.jnj.com

JlaTa Ha MOCJIeHO Mpepa3sriekaane Ha JucroBkara 05/2024

ToBa JilekapcTBO € pa3pelieHo 3a ynorpeda o T. Hap. cXema ,,pa3periasase nox yciosue . Toa
03HauaBa, 4e 3a JISKapCTBOTO CE OUaKBAT JOIIbJIHUTEIHU JJAaHHH.

EBpOHeﬁCKaTa arcHUuy: 110 JICKapCTBaTa 1€ U3BbPIIBA MNPCTJIC Ha HOBATa I/IH(I)OpMaLII/IH 3a
JICKApPCTBOTO IMOHE BEAHBXK I'OJUIIHO U Ta3KW JIMCTOBKA CHLOTBETHO LIE€ CC€ aKTyaJIn3upa.

JApyru u3rounuuu Ha nHpopmauus
IMonpoOHa nH(MOpMaIUs 3a TOBa JIEKAPCTBO € MPeOCTaBeHa Ha yebcalita Ha EBponeiickaTa areHnus
1o JiekapcTBaTa: https://www.ema.europa.eu.

Tasu nucroBka e HanuyHa Ha Bcnuku e3u Ha EC/EUII Ha yeGcaiita Ha EBponeiickara areHIus 1o
JieKapcTBara.

[Mocouenara no-nony uH(GOpMAIHS € MpeTHa3HAYeHa CaMO 32 MEIUIIMHCKHU CIICIIUAIICTH:
MHoro e BaXHO CTPUKTHO J1a C€ CIa3BaT yKa3aHUsTa 3a IPUTOTBAHE U MPUIIOKEHUE, TPEIOCTABEHU B

Ta3|W TOYKA, 32 Ja CE€ CBeJaT 0 MUHUMYM TOTCHIIMAITHY Tperku npu npuinarane Ha TECVAYLI
10 mg/ml u TECVAYLI 90 mg/ml ¢gnakonu.
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TECVAYLI tpsibBa na ce mpuyiara camo 4pe3 moaxoskaa umkekmwst. He mpumaraiite TECVAYLI
WHTPABEHO3HO.

TECVAYLI tpsi0oBa na ce npuiiara OT MEJUIIMHCKH CICIIUAIUCT, TIPH HAIUYKME HA JIOCTATHYHO O0YUYCH
MEIUIIMHCKH TIEPCOHAI ¥ ITOIXO IS0 MEIUITMHCKO 000pyABaHEe 3a OBNAAsIBaHE HA TEKKH PEAKIIHH,
BKJIFOUHMTEITHO CHHIPOM Ha 0CBOOOKIaBaHe HA IIUTOKHUHH.

TECVAYLI 10 mg/ml u TECVAYLI 90 mg/ml ¢nakoHu ca camo 3a eIHOKpaTHa yrnoTpeoa.

TECVAYLI ¢nakonu ¢ pa3nuiHy KOHIEHTPAaLUUH He TPsi0Ba 1a ce KOMOMHMPAT 32 IOCTUTaHE Ha
NOAIbpIKAIATA 1034.

[Tpu npurotesueto u npuiaraneto Ha TECVAYLI tps0Ba aa ce n3noi3Ba aceNTUYHA TEXHUKA.

Hewnsnon3panust JICKApCTBEH NPOAYKT WM OTHHAABYHUTE MAaTECpHUAId OT HETO TpH6Ba Ja C€ U3XBBPJIAT
B CBOTBCTCTBUEC C MCCTHUTC N3UCKBAHHA.

Ilpuecomesane na TECVAYLI

o IIpoBepere mpeanucanara 103a 3a Besika nmkekuus ¢ TECVAYLI. 3a na ce cenar 1o
MHHUMYM TPEUIKHTE, U3MOJI3BAlTE CICTHNTE TAOIUIHN 38 IPUTOTBSHE Ha MHKEKIIS C
TECVAYLI.

o W3znomseaiite Tabnuia 1, 3a na onpeaenuTe o0ImaTa /103a, MHXEKITHOHHUS 00eM U
HeoOXoaumust Opoit prrakoHH BB3 OCHOBA Ha aKTYaIHOTO TEJIECHO TETJIO Ha MAaIlUeHTa 3a
CTBHITAIOBHTHO TIOBHUINIABaHe Ha jgo3ara 1, karo usnoassare TECVAYLI 10 mg/ml
(hakoH.

Ta6mmua 1:  Huxexknmonnu o06emu 3a TECVAYLI (10 mg/ml) npu cThnaa0BHIHO
nosumasane Ha no3ata 1 (0,06 mg/kg)

TeJsiecHo TerJio Ooma no3a HNnkexnuonen odem | bpoii praxkonn

(kg) (mQ) (ml) (1 praxon=3 ml)
35-39 2,2 0,22 1
40-44 2,5 0,25 1
45-49 2,8 0,28 1
50-59 3,3 0,33 1
CTbnajIOBUIHO 60-69 3,9 0,39 1
NMOBHIIIABAHE HA 70-79 45 0,45 1
no3arta 1 80-89 51 0,51 1
(0,06 mg/kg) 90-99 5,7 0,57 1
100-109 6,3 0,63 1
110-119 6,9 0,69 1
120-129 7,5 0,75 1
130-139 8,1 0,81 1
140-149 8,7 0,87 1
150-160 9,3 0,93 1
o Wsnon3eaiite Tabmuia 2, 3a 1a onpeaenure odIara 103a, MHXEKIIMOHHUS 00eM U

Heo0X0auMust Opoit (pi1akOHHM Bb3 OCHOBA Ha aKTYaJIHOTO TEJICCHO TEIJIO Ha Mal[MeHTa 3a
CTBHITANIOBH/THO TIOBUINIABaHE Ha j03ata 2, karo usnoissare TECVAYLI 10 mg/ml
¢1akoH.
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Tab6auna 2:

HNnxexuuonnu 06emu Ha TECVAYLI (10 mg/ml) npu cThbHaJ0BUIHO

nosumasane Ha go3ata 2 (0,3 mg/kg)

TesecHo TerJio Oo6ma noza HNnkexnuonen odem | Bbpoii praxkonn

(kg) (mg) (ml) (1 paaxon=3 ml)
35-39 11 11 1
40-44 13 1,3 1
45-49 14 14 1
50-59 16 1,6 1
CTbpNaJI0BHIHO 60-69 19 1,9 1
MOBHIII3BAHE HA 70-79 22 2,2 1
no3ara 2 80-89 25 2,5 1
(0,3 mg/kQ) 90-99 28 2,8 1
100-109 31 3,1 2
110-119 34 3,4 2
120-129 37 3,7 2
130-139 40 4,0 2
140-149 43 4,3 2
150-160 47 4,7 2
o UznomsBaiite Tabnuia 3, 3a na onpeaenuTe o0maTa /103a, WHXEKIIHOHHUS 00eM U

HeoOXxomuMHus Opoli (JIaKOHW Bb3 OCHOBA HAa aKTYyaJTHOTO TEJIECHO TETJIO Ha MallUeHTa 3a
nmoJyIbpaKamaTa no3a, karo usnomsare TECVAYLI 90 mg/ml dnakos.

Ta6mmua 3: Huxeknuonnu o6emu Ha TECVAYLI (90 mg/ml) 3a noaabp:xaima 103a
(1,5 mg/kg)
Tesecno Terso | O0ma go3a | HMHkeknuoHeH o0eM Bpoii paaxkonn
(kg) (mg) (ml) (1 paakon=1,7 ml)
35-39 56 0,62 1
40-44 63 0,70 1
45-49 70 0,78 1
50-59 82 0,91 1
60-69 99 11 1
Momanbpkama 70-79 108 1,2 1
no3a (1,5 mg/kg) 80-89 126 14 1
90-99 144 1,6 1
100-109 153 17 1
110-119 171 19 2
120-129 189 2,1 2
130-139 198 2,2 2
140-149 216 2,4 2
150-160 234 2,6 2

MzBanere nogxomsmms guakoH TECVAYLI ot xnamumauka (2°C — 8°C) u ro TemnepupaiTe
1o craiina temneparypa (15°C — 30°C), kakTo € He0OXO0AMMO B MPOIBIDKECHHE HA Hali-MaJIKO
15 munytu. He 3atorsiite TECVAYLI no HUKakbB APYT HAUKH.
Crient KaTo ce TeMIepupa, BHUMATEIHO 3aBbpTeTe (iakoHa 3a okoyio 10 cekyHam, 3a aa ce
cMmecH. [la He ce pa3kialna.
Uzrernere neodxoanmus nmxekunoneH ooem TECVAYLI ot ¢nakoHa(uTe) B CIPUHIIOBKA C
MOIXOJIAII pa3Mep, KaTO U3IMOJI3BATE UTJIa 3a MMPEXBHPIISHE.

O

WHXeKIMOHHUAT 00eM He TpsOoBa na HanxBbpist 2,0 ml. Pasnenere nosute Han 2,0 ml mo
PaBHO B HSAKOJIKO CIIPUHIIOBKH.

TECVAYLI e ceBMeCTUM ¢ MHXKEKIIMOHHHU MIVIA OT HEPBXK1aeMa CTOMaHa U ChC CIPHUHIIOBKA
OT TIOJIMITPOTIVIICH U TTOJIMKApOOHAT.
3aMeHeTe 3a MPEXBBPIIIHE C HHKEKIIMOHHA UIJIa ¢ OAXOASI pa3Mep.
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. IIpenn npunoxenuero nposepete BusyanHo TECVAYLI 3a wactuuu u npoMsaHa Ha nsera. He
U3IIONI3BANTE, aKO Pa3TBOPBT € C IPOMEHEH LIBST WM MBTEH WU IIPU HAJTMYUE HA YYyKAH
YaCTHIIH.

o TECVAYLI vuHXeKIMOHEeH pa3TBOp € OS31BETEH JI0 CBETIOKBIIT.

Ipunooicenue na TECVAYLI

° Nuxexrupaiite Heooxoqumus ooeM TECVAYLI B moakokHaTa ThKaH Ha KOpeMa
(penmounTano MACTO Ha HIKekTupaHe). AntepaatuBHO TECVAYLI Moke ma ce HHKeKTHpa
B MIOJIKO’KHATA ThKAaH Ha IPYTH MecTa (Hamp. 6eapoTo). AKO ca HeOOXOIUMH HAKOJIKO
nmwkekuun TECVAYLI, te TpsabOBa na 6baaT Ha Hali-MaIKo 2 cm. pa3CTOsSHHE.

o He umxektupaiite B TaTyUpOBKH WK O€Je3n WM B YHaCcTHIH, KBETO KOXKaTa € 3a4epBeHa,
HACWHEHa, O0JIC3HEHA, YIUThTHEHA WJIH C HapyIlleHa IIsUT0CT.

[Ipocneaumoct

3a ma ce moo0pu MPOCIETUMOCTTa Ha OHMOJIOTHYHUTE JIEKAPCTBEHH MPOIYKTH, UMETO U TAPTHIHUAIT
HOMEp Ha MPIIIOKEHUS MMPOTYKT TPSIOBA SCHO 1A CE 3aIrCBarT.
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