HPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



vTo31/1 JICKaPCTBEH MPOAYKT HOJUICIKH Ha JOIIBIHUTEIIHO HaOoeHue. ToBa I11e o380k Obp30To
yCTaHOBSIBaHE Ha HOBa MH(OpMAaIKsA OTHOCHO Oe30macHOCTTa. OT MEIUIIMHCKUTE CICIIMATUCTH Ce
M3HCKBa JIa ChOOIIaBaT BCAKA MMO03MPaHa HeKellaHa peakius. 3a HaulHa Ha ChoOIaBaHe Ha
HEXEJIAHU PEaKlUU BHXKTE TouKa 4.8.

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

TECVAYLI 10 mg/ml uHkeKIHMOHEH pa3TBOP
TECVAYLI 90 mg/ml nHXeKIuoHeH pa3TBOp

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

TECVAYLI 10 mg/ml uHXEKIMOHEH Pa3TBOP
Enun dnakon ot 3 ml ceabpxa 30 mg Texnucramad (teclistamab) (10 mg/ml).

TECVAYLI 90 mg/ml uHkeKIMOHEH Pa3TBOP
Enun ¢axon ot 1,7 ml dakon chabpxka 153 mg teknuctamab (teclistamab) (90 mg/ml).

Texnucramad e XxymMaHu3upaHo UMyHornooynud G4-nponuH, ananud, aganuH (IgG4-PAA)
oucnennUIHO aHTHUTSIIO, HACOUEHO cpelry B-kierhunus MatypanuoneH anturet (B cell maturation
antigen, BCMA) u CD3 penenropure, Npou3BeXIaHO B KJIEThYHA JIUHUS OT 003aiHUK (SIHYHUK Ha
kuraiicku xamctep [CHO]) npu u3non3pane Ha pekomOnHanTHa JIHK TexHOmOTHS.

3a IBJIHNUA CIIMCHK HA IIOMOIIHUTE BEIECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
UmxekunoHeH pa3TBop (MHKEKIHs)

Pa3TBOpBT € Ge31BETEH 10 CBETIOKBAT, ¢ pH 5,2 1 ocMonapurer npubnusutenHo 296 mOsm/1
(10 mg/ml umxekuoHeH pa3TBop) u npubamsurento 357 mOsm/1 (90 mg/ml nHxekunoneH
pasTBop).

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHHN NOKA3ZAHNUS

TECVAYLI e mokazan kaTo MOHOTEpamus 3a JICUCHUE Ha Bh3PACTHU MAITUCHTH C PEIUANBUPAII] U
pedpakTepeH MyJITUTUIEH MUEIIOM, KOUTO Ca MOJIYYHIN Hali-MaJIkO TPH MPEIAXOTHU TePaITHH,
BKITFOYBAIIIH UMYHOMOTYJIUPAIIO CPECTBO, MpOTea3oMeH HHXUOUTOp 1 anTu-CD38 anTuTSINO, H
MOKa3BaT MPOrpecus Ha 3a00JIIBAHETO 10 BpEME Ha MOC/IeIHATA Teparus.

4.2 Jl0o3MpOBKa M HAYMH HA IPUJIOKEHHE

Teparmusita ¢ TECVAYLI tpsibBa na ce 3anousa U HaOI0AaBa OT JISKApH C OMHUT B JICUCHUETO Ha
MYJITUIIIEH MUEIIOM.

TECVAYLI TpsibBa na ce mpuiiara OT MEAUIIMHCKHU CIEITUAIUCT, IPUIPYKEH OT MOAXOISII0 O0yUeH
MEAMIMHCKY TIEPCOHAJ M MTOAXOIAII0 MEIUIIMHCKO 000pyABaHE 3a OBJIAsIBAHE HA TEIKKU PEAKIIUH,
BKITFOUUTEITHO CHHAPOM Ha 0CBOOOXKIaBaHe Ha MUTOKKUHU (cytokine release syndrome, CRS) (Bxk.
Touka 4.4).



gOBH[)OBKa

IIpenn Bcsika mo3a TECVAYLI B cxemara Ha mpuiiarane CbC CTHIIAJOBHIHO TIOBHINIABAHE HA J103aTa
TpsIOBa Ja ce MpuIaraT JISKapCTBEHH MPOIYKTU 3a IpeMeauKanus (BUKTE MO0y ).

Cxema Ha npunarane Ha TECVAYLI cbc cThIanoBuiHO MOBHUINIABAHE HA Jj03aTa He TPsAOBa Ja ce
npuiIara npy MalueHTy ¢ akTuBHA MHpekuus (Bx. Tabnuna 3 u Touka 4.4).

Ilpenopvuumenna cxema na npunazane

[Ipenoppuntennara cxema Ha npuiarane Ha TECVAYLI e npencrasena B Tabnuma 1.
[penoppunrennute no3u TECVAYLI ca 1,5 mg/kg, npunaranu upes noaKoxkHa (s.c.) HHKEKIUS
BEAHBXK CEIMUYHO, npenmectBano ot no3u 0,06 mg/kg u 0,3 mg/kg 3a cThIANOBUIHO NOBUIIABAHE.
[Ipu manmeHTH, KOUTO UMAT IIBJIEH WK TO-100Bp OTTOBOP B MPOIBIDKEHHE HA MUHUMYM 6 Mecela,
MO’Ke J1a ce TOMUCIIH 32 HaMaJIeHa 4eCcTOTa Ha MpuiiokeHue Ha 1,5 mg/kg s.c. Ha BCeKH /1Be ceAMULIN
(Bk. Touka 5.1)

Jleuenneto ¢ TECVAYLI TpsiOBa na ce 3armoyHe B ChOTBETCTBHE ChC CXEMaTa Ha MPUJIaraHeCche
CTBIIAJIOBUIHO ITOBHUILIABaHE Ha Jjo3aTa B Tabnuua 1, 3a ga ce HaMaiy 4ecToTaTa U TeXecTTa Ha
CHHIpPOMa Ha 0CBOOOXKJaBaHE HAa HUTOKUHHU. [lopaan prucka OT CHHAPOM Ha OCBOOOK/AaBaHE Ha
UTOKUHH, TTAIIUCHTUTE TPSIOBA J]a C€ MHCTPYKTUPAT JIa OCTaHAT B OJIM30CT JI0 MEIUIIMHCKO 3aBe/ICHIE
Y BCEKH JICH J1a ce HaOJIIo/1aBat 3a MpU3HALd ¥ CUMIITOMH B IPOABIDKEHHE Ha 48 yaca ciien
MIPUIIOKEHUETO HA BCUUKH 103U B paMKHTE Ha cxeMara Ha mpuiarane Ha TECVAYLI cse
CTHIIAJIOBHU/THO TIOBHINIABAHEHA MT03aTa (BXX. Touka 4.4).

HecnasBanero Ha NpenopbUUTENHUTE AO3U UM HA CXEMaTa Ha MpUJIaraHe MpH 3all0uBaHe HA
Tepanusi, WK MpU MOBTOPHO 3all0YBaHE HA Tepamus cjell OTJIaraHe Ha 103a, MOXKe Ja I0BeE A0
MOBHILIEHA YECTOTa U TEKECT Ha HeXXeJIaHUTE PeaKINy, CBbP3aHU C MEXaHH3Ma Ha JeicTBHE, 0COOEHO
Ha CHHApPOMAa Ha 0CBOOOKIaBaHEe Ha ITUTOKUHH (BXK. Touka 4.4).

Tabimuna 1:  Cxema Ha npuiarade Ha TECVAYLI

Cxema Ha mpuJjarate | Jen | Ho3a?

Bcuuky manueHTHn

Hen 1 Ho3za 1 (oT cxemara 3a 0,06 mg/kg s.c.

Cxema Ha mpuJjarafe CTBITAJIOBH/THO TIOBUIIIABAHE) eIMHUYHA J1032
ChC CTHNAJTOBUIHO Hen 3° Jlo3a 2 (ot cxemara 3a 0,3 mg/kg s.c.

NMOBMIIIABAHE HA CTBIAJIOBH/THO TIOBUINIABAHE) eIMHUYHA 1032
no3ara® Hen 57 [IppBa mopabprkaa 103a 1,5 mg/kg s.c.

eIVHUYHA J103a

Enna ceqmuna cien
mppBaTa

Cxema Ha mpujarate ITocnensamm noaabpKaIiu 1,5 mg/kg s.c.
6 MOJIbPIKAILA 1032 U
BeIHBbK CeIMUYHO 03U BE€JHBK CEIMUYIHO
BEIHBX CEJIMHUYHO
ciaen ToBa™
IManueHTH, KOUTO UMAT IbJIEH WIH N0-100bP 0TTOBOP B NPOJbJKEHHEe HA MUHUMYM 6 Mecena

CxeMa Ha
NPUJIOKEHHE BeIHbK
Ha 2 ceqMuIu’

ITomuciere 3a HaMa/sIBaHE HA YecTOTaTa Ha OPUIIOXKCHHUC Ha 1,5 mg/kg S.C.
Ha BCCKH JBC CCIAMMUIIN

Jlo3ara ce ocHOBaBa Ha JEUCTBUTEIHOTO TEJIECHO TETJIO U TPsIOBa J1a ce MpHIara moIK0KHO.
Bmxre Tabnmna 2 3a mpenopbKy OTHOCHO MOTHOBsiBaHe Ha npuiokeHneto Ha TECVAYLI ciien otnarane Ha mgo3ara.

CThIaJ0BUIHO MOBHUINIABAHE HA 71032 2 MOXKE J1a C€ MPIIOKH MEKIY JIBa 10 CECM JHH CJIC]] CTHIIATOBHIHO MTOBHUIIABAHE
Ha j03a 1.

ITepBata o rbprKalia J103a MOXE Ja Ce IPHUIIOKU MK JBa 10 CEJIEM JHH CJIE/ CTHITAIOBH/IHO IOBUIIIABAHE Ha
no3ata 2. ToBa e mppBaTa IreyiHa noaaspxkaia no3a (1,5 mg/kg).
TomrbpskaiiTe MUHUMYM TIET JTHH MEXK]LY MOAIBPIKALINTE JO3H, PHIAraH! BEIHBK CEIMUYHO.

Bwxre Tabmunum 9, 10 u 11, 3a 1a onpenesuTe A03UPOBKaTa Bb3 OCHOBA Ha MPEIBAPUTEIHO
ompeIelIeHN TPaHUIM Ha TETJIOTO (BXK. Touka 6.6)



Ilpoowascumennocm na nevenue

[TanmenTure Tpsa6Ba na ce nexysatr ¢ TECVAYLI no nporpecus Ha 3a00J19BaHETO WM HEIPUEMIIHBA
TOKCHUYHOCT.

.HeKaDCTBeHI/I IIPOAYKTH 34 MPEMCAUKAIINA

CrneHUTE TIEKapCTBEHH MIPOAYKTH 32 peMeAnKanus TpsiOBa fa ce mpwiaraT 1 1o 3 Jaca npean Beska
no3a ot cxemara Ha npwiaraie Ha TECVAYLI cbe cThnanoBuaHO MOBUIIAaBaHEe HA 103aTa (BXK.
Tabmuia 1), 3a 1a ce HaMaIu PUCKa OT CUHJIPOM Ha OCBOOOKaBaHE Ha IIUTOKUHU (BXK. TOUKH 4.4 U
4.8).

o Koprukocreponn (nepopaiHo WM HHTPABEHO3HO AEKcaMeTa3oH 16 mg)

o AHTHXHCTaMHH (TIEPOPATHO WIK HHTPABEHO3HO IU(eHXuIpaMu 50 mg niy eKBUBAJICHT)

. AHTHIIUPETHIH (TIEPOPATHO WIHM UHTpaBeHO3HO aueTamMmuHopeH 650 no 1 000 mg nnn
€KBHBAJICHT)

[IpunoxeHue Ha JeKapCTBEHU MPOIYKTH 3a MIPEMEIUKALIUSA MOXKE CBIIO 1a CE HAJIOKH NPEAN
npunoxxenue Ha nocaensany 103M TECVAYLI mpu ciaenHuTe NaueHTH:

. TAI[MEeHTH, KOUTO MOBTAPAT 031 B paMKHUTe Ha cxemara Ha npmiarane Ha TECVAYLI cwe
CTBIIAJIOBUIHO TIOBUILIABAHE HA J]03aTa Mopaau oTiiarane Ha po3zara (Tabmuua 2), i
. nmanueHT, Kouto ca nomyuniu CRS cien npenxonnara go3a (Tabmuma 3).

IIpesenyus na peakmusayusi Ha xepnec 30cmep
[Ipenu 3amouBane Ha neuenne ¢ TECVAYLI Tps6Ba aa ce mOMUCIN 32 aHTUBUPYCHA MPOPHIAKTHKA
3a MIPEBEHIINS Ha PEaKTUBALIMS Ha BUPYyca Ha XepIIec 30CTep CIope]] yKa3aHusITa Ha JIeueOHOTO

3aBCACHUC.

TTonnoBsasane Ha npunoxxenueto Ha TECVAYLI cinen oTnarane Ha go3a

Axo nskos no3a Ha TECVAYLI ce otnoxu, Tepanusita TpssOBa Ja ce MOJHOBU Bb3 OCHOBA Ha
npenopbkute, nocoyenu B Tabnuua 2, kato npunoxenneto Ha TECVAYLI ce Bb300HOBH B
CBOTBETCTBHE ChC cXeMaTa Ha npuiarane (Bx. Tabmuia 1). JlekapcTBEeHUTE IPOAYKTH 3a
npeMenuKaIys TpsOoBa Jja ce mpuiiaraT Kakto e ykazano B Ta0uuia 2. [lanuentute TpsOBa qa Obaat
CHOTBETHO HaOIIOaBaHu (BXK. Touka 4.2).

Ta6amuua 2:  Ilpenopbku 3a noaHoBsiBaHe Ha TepanuaTa ¢ TECVAYLI caen otriarane Ha

1032
Mocnenna IIpoab/KUTETHOCT HA HeiicTBue
NMPWIOKEHA 1032 0TJIAraHeTo OT
NMOCJIeHATA NPUJIOKEHA
1032
Ho3za 1 (oT cxemara [Momuogete ¢ Jlo3a 1 (0,06 mg/kg) (ot cxemara
3a CTHIIAJIOBUIHO IloBeue ot 7 qHU Ha mpmiarane Ha TECVAYLI c¢be cThnaioBUIHO
MTOBHIIIABAHE) MTOBHINIABAaHE Ha J103aTa)”,

[TosTopete Ho3a 2 (0,3 mg/kg) 3a cThnalioBUIHO
[IOBULIABAHE® U IPOABIDKETE ChC CXEMaTa Ha

8 Rk 710 28 pn npunarane Ha TECVAYLI cbe cThIanoBuIHO

Jlo3a 2 (ot cxemarta

3a CTHITAJIOBHTHO MTOBHINIABAaHE HA JI03aTa.
MTOBUIIIABAHE ) [Momuogete ¢ Jlo3a 1 (0,06 mg/kg) cxemara Ha
IToBeue ot 28 nuH npurarane Ha TECVAYLI cbe cThnanoBumaHo

IOBHUIIIABAaHE Ha J03aTa’.




[Tpoabkere ¢ mociaeqHaTa HOAbPIKAIA 1032 U
cxema Ha npunarade Ha TECVAYLI (1,5 mg/kg

HU 2 THU
8 nmn s10 62 1 BeJHBXK cenMuyuHo Wi 1,5 mg/kg Ha Bceku jiBe

CEIMUIIN).
Bceuuku [Momuogete ¢ Jlo3a 2 (0,3 mg/kg) cxemara Ha
MOAAbPIKAIIU J031 63 mam no 111 qum npunarane Ha TECVAYLI cbe cThnanoBuaHo

IOBHUIIIABAaHE Ha J03aTa’.

IMonmuogete ¢ Jlo3a 1 (0,06 mg/kg) cxemara Ha
IToBeue ot 111 mum npunarane Ha TECVAYLI cbe cThnanoBuiHo
MOBUIIIABAHE Ha J03aTa’.

& JlexapcTBeHHUTE NMPOIYKTH 3a TIPEMEIUKAINS TPsAOBa Ja ce mpunarar npeau nozara Ha TECVAYLI u naruenTure Tpsiosa

a ObIaT CbOTBETHO HAOIIOIaBAHU.

Hsmenenus Ha J03aTa

Jleuenneto ¢ TECVAYLI TpsiOBa na ce 3amoyHe B ChOTBETCTBHE ChC CXeMaTa Ha TPUIIaraHe ChC
CTBIIAJOBH/IHO NTOBUINIABaHE Ha Jlo3aTa B Tabmuma 1.

Hamanenune na nozara na TECVAYLI He ce npenopruBa.
OTarane Ha 103aTa MOXeE Jja C€ HAJIOKU 3a OBJIAAsBaHE HA MPOSIBU HA TOKCUYHOCT, CBBP3aHU C
TECVAYLI (Bx. Touka 4.4). [Ipenopbku 3a noanossiBane Ha TECVAYLI cnen otnarane Ha mo3a ca

nanenu B Tabmuma 2.

[IpenoppuntenHuTe AeHCTBUA NpH HEKETaHU peaky cien npunoxenne Ha TECVAYLI ca
rnocoyeHu B Tabmuna 3.



Taoauma 3:

npuioxxkenne Ha TECVAYLI

IIpenopbunTeJHN JeHCTBHUSA 32 IPeNPHeMAaHe PH HeKeJIaHN Peakuu CJie

Hexes1anu peakumnu

Crenen

JlelicTBusA

Cungpom Ha
0CBOOOJK1aBaHE HA
LIUTOKMHK® (BXK. TOYKa
4.4)

Cremnen 1
e Temneparypa >38°CS

Cnpere TECVAYLI no
OT3ByYaBaHE Ha HEXKEJIaHaTa
peaxius.

Bmxre Tabmuna 4 3a
OBIIQ/IIBaHE HA CHHAPOMA Ha
0CBOOOJKTaBaHE HA IIMTOKHUHHU.
[punoxere neKapCcTBEHN
HpOI[yKTI/I 3a HpeMeHHKaHHH
Tpe/IM CIICABAIIATA 1034
TECVAYLI

Crened 2
e Temnepatypa >38°CS c:
® XUIIOTOHHM, ITOBJIMABAIIA CE€ OT
TEYHOCTH, KOSITO HE HaJlara
M3MO3BaHE Ha Ba30MPECOPH,
NN
® HEOOXOAUMOCT OT
HHCKOITOTOYHA KHCIIOPOIHA
Tepamnus ¢ Ha3aaHa KaHioa® Wiu
0OEe3KOHTAKTHO IMOJIaBaHe Ha
KHCJIOPOJT

CreneH 3 (IpOABIKUTEIHOCT: TIO-
MaJjko ot 48 gaca)
e Temmepatypa >38°CS c:
e XWIOTOHUS, Hajaraiia
W3II0JI3BaHE HA €JUH Ba30IPECOp
ChC WU 0€3 Ba30MPECHH, TN
e Heobxogumoct oT
BHCOKOTIOTOYHA KUCIIOPOTHA
Tepanus ¢ Ha3aJIHa KaHIoJIa®,
Macka 3a JuLe, Macka 0e3
pedpu3sep wiu Macka Venturi

CrerneH 3 (peruanB Win ¢
MPOABIDKUTEITHOCT MOBeYe OT 48 vaca)
e Tewmmeparypa >38°C° c:
e XUIIOTOHUSA, HAJaraIia
M3TOJI3BaHE HA €TUH Ba30IPeECcop
ChC WU 0€3 Ba3OMPeCcHH, WIN
e HeobOxomumoct oT
BHCOKOIIOTOYHA KHCIIOPOTHA
Tepanus ¢ Ha3aJIHa KaHIoJIa®,
Macka 3a JIMIe, Macka 0e3
pebpusep niau Macka Venturi.

Cnpere TECVAYLI no
OT3ByYaBaHE Ha HEXKeIaHaTa
peaknus.

Bmxre Tabmuna 4 3a
OBJIQJIIBAHE HA CHHIIPOMA Ha
0CBOOOJKTaBaHE HA IIMTOKHUHHU.
[Ipunoxere nekapcTBeHH
MPOAYKTH 3a IpEeMEANKALIHS
MIpeu clieABalaTa 103a
TECVAYLI

HaOironaBaiite namuesTa BCEKU
JIeH B TIpOIbJDKeHne Ha 48 Jaca
cleq cieaBaliaTa g03a
TECVAYLI. UucTpykTHpaiite
MMalMEHTUTE Ja OCTaHAaT B
OJIM30CT J0 MEOUIUHCKO
3aBeJICHUE 110 BpeMe Ha
€KEJIHESBHOTO HAOIIONEHHUE.

IIpeycranoBeTe OKOHYATEIHO
tepanusita c TECVAYLI
Bmxre Tabmuna 4 3a
OBJIa/IIBaHE HA CHHAPOMA Ha
0CBOOOYX/aBaHE HA LIUTOKUHH.




Crenen 4
e Temmepatypa >38°CS c:

e XWIOTOHUS, Hajaraiia
H3II0JI3BaHE HAa HAKOJIKO
BazoImpecopa (C U3KIIUCHUE Ha
Ba30IPECHH), UITU

e Heo0X0oauMOCT OT KHUCIIOPOIHA
Tepanus ¢ MOJI0KUTEITHO
HaysraHe (Hamp. HEMPEKbCHATO
ITOJIOKUTEIHO HAJIATAHE B
nuxarenaute meTuina [CPAP],
JIBYCTETIEHHO TIOJIOKUTEITHO
HaJIATaHE B IMXATEIHNATE
nbrumia [BiPAP], uatyGanus u
MEXaHUIHA BCHTHIIALINS ).

Cunapom Ha
HEBPOTOKCHYHOCT,
CBBp3aHa C IMYHHHTE
e(eKTOPHHU KIIETKH
(ICANS)" (Bx. Touka
4.4)

Crenen 1

Capere TECVAYLI no
OT3By4YaBaHE Ha HEXeTaHaTa
peakmus.

Bmxre Tabmuma 5 3a
OBIIQ/IIBaHE HA CHHAPOMA Ha
HEBPOTOKCHYHOCT, CBbp3aHa ¢
UMYHHHUTE €(EKTOPHH KIICTKH.

Cremnen 2
CrerneH 3 (repBa 1MosiBa)

Cnpere TECVAYLI no
OT3ByuYaBaHE Ha HEXKEJIaHaTa
peaknus.

Bmxre Tabmuma 5 3a
OBJIQJIIBAHE HA CUHIIPOMA Ha
HEBPOTOKCHYHOCT, CBBP3aHa C
UMYHHUTE €EKTOPHH KIIETKH.
Hab6mogaBaiiTe marmenTa BCEKH
JIeH B IIPOIbJKEHUE Ha 48 Jaca
clie]l clieBalara 103a
TECVAYLI. Unactpyktupaiite
MalMEHTUTE 1a OCTaHAaT B
0JIM30CT JO MEIHMIIMHCKO
3aBeJICHUE 110 BpeMe Ha
€)KETHEBHOTO HAOJIOICHMUE.

CrenieH 3 (penuaua)
Cremnen 4

[IpeycTaHoBeTe OKOHYATEITHO
tepanusita c TECVAYLI
Buxre Tabauma 5 3a
OBJIQJSIBAHE HAa CHHAPOMA Ha
HEBPOTOKCHYHOCT, CBBP3aHa C
UMYHHUTE €EKTOPHH KIIECTKH.

Wndexnun (Bx. TOUKa
4.4)

Bcuuku crenenun

He npunaraiite cxemara Ha
npunarane Ha TECVAYLI cbe
CTBHITaJIOBUTHO MTOBHILIABAHE HA
Jl03aTa IpH MaueHTH ¢
aktuBHa HHQpekuus. Cxemara
Ha npmiarade Ha TECVAYLI
CHC CTHIAIOBUIHO ITOBUIIIABAHE
Ha J103aTa MOXe€ Jja MPOIBIIKHI
ClleJl OT3ByYaBaHE Ha aKTHBHA
UHGPEKIIHS.




Cremnen 3
Crenen 4

Copere nocneaBamiuTe
noanbspkanty 103 TECVAYLI
(T.e. JO3WTE, IpUJIAraHu CIeN
cxeMmara Ha npuiarane Ha
TECVAYLI cbC cTBIaIOBUIHO
NOBHUIIIaBaHE HA J103aTa) 110
noJo0psiBaHe Ha HH(EKIHUATA
JI0 CTeNeH 2 WiIH Mo-100pa.

XeMaroJjiornaHa
TOKCHYHOCT (BXK.
To4KH 4.4 1 4.8)

AOGcomtoTeH Opoit HeyTpOoQUIIH O
0,5X10%/1

Copere TECVAYLI, nokaro
abcoMoTHHAT Opoi
neyrpodumu crane 0,5 X 10%/1
WJIN TI0-BHCOK.

®OeOpuritHa HEYTPOTICHUS

Copere TECVAYLI, nokaro
abcoMoTHHAT Opoi
ueyrpodpunu e 1,0 X 10%/1 nnm
N0-BUCOK, M IOBUIIICHATA
TEMIIepaTypa OT3BYYH.

Xemorno6ud mox 8 g/dl

Copere TECVAYLI, nokaro
CTOHMHOCTHTE Ha XeMOIJIOOHHA
nmocturHat 8 g/dl nnm mo-
BHCOKH.

Bpoit TpombormTy mox 25 000/pl

Bpoii pombonTy Mexay 25 000/ul u

Copere TECVAYLI, nokaro
OposT HA TPOMOOIIUTUTE CTaHE
25 000/pul wu mo-BUCOK, U

4.8)

50 000/uL ¢ xbpBeHE JIMIICBAT JAHHU 32 KbPBEHE.
Jpyru HexenaHu Crenen 3 e Cnpere TECVAYLI, nokaro
peakiuu (BXK. TOUKa Cremen 4 HEeXeJlaHaTa peakuus ce

moto0pH 10 CTENeH 2 UiTH T10-
no0pa.

B®3 ocHOBa Ha CTCIICHYBAHC CbITIACHO AMepHKaHCKOTO APYKECTBO 10 TPAHCIUIAHTAIIUA U KIIEThYHA TCpaItus (American

Society for Transplantation u Cellular Therapy, ASTCT) npu CRS (Lee et al 2019).

OmaBa ce na CRS. He Bunaru moxe Jla Ma IMOBUIIICHA TEMIIEpaTypa €AHOBPEMEHHO C XUIIOTOHHUS UJIIN XUIIOKCUS, TBH

KaTO MOXeE JIa € MacKupa OT HHTEPBEHINH KaTO MPUJIOKEHNE HA aHTUIMPETHIH MM aHTHIINTOKWHOBA TePamus (Harp.
TOLMIN3YMa0 MM KOPTUKOCTEPOUIN).

Ha3aJlHa KaHioia € >6 I/min.

B®3 ocHoBa Ha crenenyBaneTo ceriaacHo ASTCT npu ICANS.

Huckomnorounara KHCJIOpOJHA Tepallrisd ¢ Ha3aJIHa KaHKoJIa € <6 l/min, a BUCOKONIOTOYHATa KHUCJIOPOJAHA Tepalins €

B®3 ocHOBa Ha OGLLLI/I TEPMHUHOJIOTUYHH KPUTEPUHU 32 HEXKCIIAaHU CcHOUTHUS Ha Haunoaam-lm OHKOJIOTUYCH UHCTUTYT

(National Cancer Institute Common Terminology Criteria for Adverse Events, NCI-CTCAE), sepcust 4,03.

CHeLII/IaJ'IHI/I nonyJialnnun

Tleouampuuna nonyrayus

Hsima croTBeTHO npuioxkenne Ha TECVAYLI B menuatpudHaTa momysamus 3a JSUCHIE Ha

MYJITUIUICH MUCJIIOM.

Cmapuecka év3pacm

He e HeoOxomumo kopurupaHe Ha jo3ara (Bxk. Touka 5.2).

Bvopeuno yepeacoane

He ce npenopruBa kopurupase Ha 103aTa IpH MALUECHTH C JIEKA I YMEPEHa CTENeH Ha ObOpevHO
yBpexkaane (Bxk. Touka 5.2).




Yeproopobro yepedxcoane

He ce mpenopbuBa KOpUrupaHe Ha 103ata [IpU MAIUEHTH ¢ JIeKa CTEIICH Ha YePHOAPOOHO yBpeXkKIaHe
(Bk. TOuKa 5.2).

Hauun na OPHUITOKECHHUC

TECVAYLI e camo 32 NOJKOXHO UHKEKTUPAHE.
3a yka3aHusi OTHOCHO paboTaTa ¢ JIEKapCTBESHHS POIYKT MPEAN MPUIOKEHHE BUKTE TOUKa 6.06.
4.3 IIporuBomokazaHus

CBp’bX‘IyBCTBI/ITeHHOCT KbM aKTHBHOTO BCUICCTBO HMJIM KBbM HIAKOC OT IIOMOIIHHUTC BCIICCTBA,
n30poeHu B Touka 6.1.

4.4 ChenuanaHu npeaynpesxaeHus U NpeANasHu MepKH NPU ynoTpeda

IIpocnenumoct

3a 1a ce mogo0pH MPOCIEAMMOCTTa HA OMOJIOTMYHUTE JICKAPCTBEHU MPOAYKTH, UMETO U TTAPTHIHUSAT
HOMED Ha MPUJIOKEHUS MPOAYKT TPsiOBa SICHO J1a Ce 3alncBaT.

CunapoM Ha ocBoboxnaBane Ha uTokuuu (CRS)

CuHIpOM Ha 0CBOOOXIaBaHE Ha IIUTOKUHY, BKIFOUUTEITHO KHBOTO3ACTPAIIIABAIIH HITH JICTATHU
peaknuu, MOXKe J1a Bh3HUKHE MpH NarueHTy, moiaydaBan TECVAYLI

Knuanyanre npusnany u cumntomMu Ha CRS Moxke fa BKIII0oUBaT, HO 0€3 Ja ce orpaHuvaBar 10
MIOBHUIIIEHA TEMIIEPaTypa, XUIIOKCHS, CTYIEHH TPBIIKH, XUITOTOHHUS, TAXUKAP.IUS, TIABOOOIHE 1
MOBHILIEHU Y€PHOAPOOHH eH3UMH. [loTeHIamHO KUBOTO3acTpaIIaBany ycuoxxuenus Ha CRS moxe
Jia BKJIIOYBAT ChpJEYHA TUCOYHKIMS, CAHAPOM Ha PECIIMPAaTOPEH AUCTPEC MPU Bb3PACTHH,
HEBPOJIOTHYHA TOKCUYHOCT, OBOpeyHa n/mim yepHoApoOHa HEAOCTaTHYHOCT U IUCEMHUHUpPaHA
uHTpaBackymnapHa koaryianus (JUK).

Jleuernneto ¢ TECVAYLI Tpsi0Ba na ce 3amouHe B CbOTBETCTBHE ChC CXEMaTa Ha IPUJIATaHE ChC
CTBHITaJIOBUTHO MOBHIIIABAaHE Ha J03aTa, 3a J1a ce Hamanu pucka oT CRS. Ilpeau Beaka no3a oT cxemara
Ha npmwiarade Ha TECVAYLI ¢be cThIanoBUAHO MTOBUIIABAHE HA J103aTa TPsIOBa /1a ce Impuiiarat
JIEKapCTBEHH MPOAYKTH 3a MpeMeanuKaust (KOPTUKOCTEPOUAN, aHTUXUCTAMHIH U aHTUITUPETHIIN) 32
HamamsBaHe Ha pucka oT CRS (Bx. Touka 4.2).

CJ'IG,I[HI/ITC ManuCHTHU TpH6Ba Ja 6’B,Z[aT HWHCTPYKTUPAHHU a OCTAHAT B onu3ocT J0 MECIUIIMHCKO
3aBCICHHUC U a4 CC Ha6J'IIO,Z[aBaT BCCKH ACH B IIPOABIKCHUC HA 48 gaca:

. aKo MAITUEHTHT € MOy KOATO H J1a € J03a B paMKHUTE Ha cXeMaTa Ha Mmpujiaraie Ha
TECVAYLI c¢be cTHIATOBHAHO TTOBHINIAaBaHe Ha jo3ara (3a CRS)
° ako marueHTsT € nmonydmwt TECVAYLI ciex CRS cremnen 2 wiu mo-BHCOKA.

Ha manmenTu, kouto ca momyuaminu CRS cnen mpenxonnara noza TECVAYLI, npeau crneaamiarta
71032 TpsIOBa Jia ce MPHUII0XKAT JIEKAPCTBECHH NPOYKTH 32 MPEMEIHKAIINSI.

[ManmenTure TpsiOBa 1a OBAAT MOCHBETBAHU JIa TIOTHPCAT JIEKapCKa TIOMOIIL, aKO CE MOSBST MPU3HAIN
wim cumntomu Ha CRS. [pu mepeu npuznak Ha CRS narnuenTure TpsiOBa ia ce oneHsT He3abaBHO 32
xocruranu3anus. TpsOBa f1a ce 3armodHe JISYSHHE C MOAIbPIKAIIY TPHKH, TOIMIIN3YMa0 W/Win
KOPTHUKOCTEPOHIN BHh3 OCHOBA Ha TEKECTTA, KaKTO € Mmoka3aHo B Tabmuima 4 mo-nony. YnorpebaTa Ha
MUEJIONIHU PACTSKHU (HAaKTOPH, 0COOEHO rpaHy onuT/Makpodar-kojaoHuoctumyaupaii gakrop (GM-
CSF), norennumanHo Moxxe aa Biomu cumnromute Ha CRS u TpsOBa na ce uzbsrea mo speme Ha CRS.



Jleuenneto ¢ TECVAYLI Tpsi6Ba aa ce cipe mo or3By4yaBane Ha CRS, kakTo e nokazano B Tabnuna 3
(Bk. Touka 4.2).

Osnaossane na cuHOpoma Ha 0c8000HCOABAHE HA YUMOKUHU

CRS Tpsab6Ba na ce uaeHTudUIMpa Bb3 OCHOBA HAa KIIMHUYHATA KapTuHa. [lannenture TpaoBa na ce
OIICHAT U JIEKyBaT 3a APy MPUYUHH 3a [TOBHUILIEHA TEMIIEpaTypa, XUMOKCHS U XUITOTOHUSI.

Axo ce mopozupa CRS, TECVAYLI tps6Ba na ce ciipe 10 0T3By4YaBaHEe Ha HEeKellaHATa peakus (Bix.
Tabmuna 3). CRS TpsiOBa na ce JeKyBa B ChOTBETCTBUE ¢ npenopbkute B Tadmuina 4. [logrbpxanu
rpwku ipu CRS (BKITIOUUTENHO, HO HE M CaMO aHTUITUPETHYHU CPEICTBA, MOIIBPKAHE C
MHTPaBEHO3Ha TEUHOCT, Ba30IPECOPH, JOIIBIHUTEIEH KUCIOPO U JIp.) TpsiOBa 1a ce mpuiiarar Criopes
ciyuas. TpsabBa fa ce uMa npenBu 1a00paTOPHO U3CIEABAHE 3a [IPOCIISIBaHE 33 HAJIMUUE Ha
JIUCeMHHHpaHa WHTpaBackynapHa koaryianus (JJVK), xemaTonoruunu nokasarenu, KakTo U
OenoapoOHa, cbpredHa, 0bOpevHa 1 YepHOAPOOHA QYHKLIUS.

Tabauua 4: Ilpenopbku 3a oBJaAsIBAHE HA CHHAPOMA HA 0CBO0OKIaBaHe HA IMTOKUHH C
TONMWIN3YMA0 U KOPTHUKOCTEPOUIH

Crenen” Cumnromu Tounnanzymad® Koprukocreponau®
Crenen 1 Temneparypa >38°C* Moxe na ce uma npensun | He e mpunoxumo
Cremen 2 | Temmeparypa >38°C® c: IIpunoxere AKO HsIMa MoI00peHHe B
o  XUMOTOHHS, MOBIHIBAIIA TOHI/IJII/ISyMaG6 8 mg/kg pPaMKUTC Ha 24 gaca oT
Ce OT TEYHOCTH U HE UHTPaBEHO3HO B 3al04YBaHe Ha
Hajaraua U3Inoj3BaHe Ha MpoabDKeHre Ha 1 gac TONMIH3YMa0, IPHIIOKETE
Ba30IPECOpH, WU (na HE ce HAAXBBPIAT METUJITIPETHU30JIOH
e Heo6X0auMOCT OT 800 mg). 1 mg/kg naTpaBEHO3HO
KHMCJIOpOJAHA T€panus C ABa ITbTH THCBHO WM
HHUCKOIIOTOYHA Ha3aJIHa HpI/I HYXJa HOBTapHﬁTe JCKCaMETa30H 10 mg
KaHroja’ WiId ToIIIN3yMal Ha BCEKU WHTPaBEHO3HO HA BCEKHU
OE3KOHTAKTHO MojaBaHe Ha | 8 4aca, ako He ce 6 daca.
KHCIIOpOJ IIOBJIMsABA OT
WHTpaBeHO3HU TeuHOCTH | [Ipoabmxere
WM MOBUILABAHE HA MPUIOKEHUETO HA
JIOTTBITHATETHIS KOPTUKOCTEPOUTUTE 10
KHUCIIOPO/I. JIOCTUTaHE Ha CTETeH 1
WJIU MO-MaJKa, CJIe]l TOBa
Orpanuuere ce 10 HaMallsiBalTe MOCTEIEHHO
MaKCHMAJHO 3 103U 3a 703aTa B IPOABKEHUE Ha
24-4acoB nepuoJ; 3 nHU.
MaKCHUMaJIHO 00110
4 noswu.
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Cremen 3 | Temmeparypa >38°C" c: IIpunoxere AKo HAMa ToA00OpeHHE,

e XWNOTOHUS, HAJIaramma tormmu3ymab 8 mg/kg MIPUIIOKETE
M3IIONI3BAaHE HA €IUH HHTPABEHO3HO B METHIITIPETHU30JIOH
Ba30IPECOP ChC WU 6e3 npoabDKeHre Ha 1 gac 1 mg/kg nHTpaBEHO3HO
Ba30IPECHH, WU (ma HE ce HAMXBBPIAT JIBa IHTU JTHEBHO WU
e HeoGxomumocT oT 800 mg). nekcameTa3oH 10 mg
BHUCOKOIIOTOYHA WHTPABEHO3HO Ha BCEKH
KHCJIOPO/IHA TEPAIIUS C IIpu Hy>X1a IOBTapsATE 6 yaca.
Ha3aJlHA KaHIONA', Macka 3a | TOLMIN3yMal Ha BCEKH
nuIe, Macka 6e3 8 yaca, ako He ce ITponbixere
pebpusepuiin Macka MOBJIUSIBA OT MPUIOKEHUETO HA
Venturi MHTPABEHO3HHU TEUHOCTH | KOPTUKOCTEPOUIHUTE JI0
WY TIOBUINIABAHE HA JIOCTUTaHE Ha cTerneH 1
JIOTIBTHATEITHUS WJIN TIO-MaJIKa, CJIE]] TOBa
KHCIIOPOI. HaMaJIsIBaliTe TIOCTETICHHO
J103aTa B IPOABIDKEHUE Ha
Orpannuere ce 10 3 nmHU.

MaKCHMAaJIHO 3 JO3H 3a
24-4acoB Nepuoz;
MaKCHMAJIHO OOII0

4 noswu.
Crenen 4 | Temneparypa >38°C" c: IIpunoxere Kaxkro no-rope unu

e XUWIMOTOHMS, HaIaraia tounnuzymad 8 mg/kg MIPHIIOKETE
W3IIONI3BaHE HA MHOXKECTBO | MHTPABEHO3HO B METHIITIPETHU30JIOH
BazoImpecopu (c npoabDKeHre Ha 1 gac 1 000 mg UHTPaBEHO3HO
U3KIIOYEHHE Ha (ma HE ce HAMXBBPIAT Ha JICH B IPOIBIDKEHUE Ha
Ba30IPECHH ), UITH 800 mg). 3 IHY TIO TIpeIleHKa Ha

e HeoOxogmmocT oT JIeKapsl.
KHCJIOPOJIHA TEPAIHUsI C IIpu Hyx)1a moBTapsiTe
MOJIO’KUTEITHO HAJISTaHE ToIIIN3yMal Ha BCEKU AKo HAMa ogoOpeHne
(Hanp, HETIIPEKbCHATO 8 YJaca, akoO HC CC HNJIN aKO CBCTOSHUECTO CC
MTOJIOKUTENHO Hajsgrage B | MOBJINSABA OT BJIOIIN, IIOMHCTIETE 32
JIUXATETHUTE TTHTUIIA WHTPABEHO3HU TEYHOCTH | aJITEpHATUBHU
[CPAP], nBycTeneHHO WJIM TIOBUINIABAHE HA HUMYHOCYIPECOPH®.
MIOJIOKUTEITHO HaJsiraHe B | AOIBJIHUTEIHUSA
JIUXaTETHUTE THTHUIIA KHCJIOPOI.
[BiPAP], uatybarus u
MEXaHUYHA BEHTHJIAIINS) Orpanundere ce 10

MaKCHMAJTHO 3 J03H 3a
24-yacoB nepuoz;
MaKCHUMAaJIHO OO0

4 nosu.

3a mopOOHOCTH BIDKTE KpaTKaTa XapaKTePUCTHKA Ha TOLMIN3YMal.
Jlexysaiite HenoBnusaBamus ce CRS cropern yka3aHusaTra Ha 1e4eOHOTO 3aBEICHNE.

OtnaBa ce Ha CRS. He BuHaru moxe 1a uMa IoBHIIEHA TeMIIEpaTypa €AHOBPEMEHHO C XUIIOTOHUS UM XUIIOKCUS, ThI
KaTo TSI MOXKE J1a C€ MacKUpa OT MHTEPBEHLMH KaTO IPHIOKEHNE Ha aHTHITUPETULIN WIH aHTULIUTOKUHOBA TEPAIHs
(Hamp. TOUMIH3YMa0 WA KOPTHKOCTEPOHIIH).

HuckomorouHara KUCJIOpOIHA Tepalys ¢ Ha3aJiHa KaHiona € <6 1/min, a BUCOKOIIOTOYHATA KHCIIOPOAHA Tepartus ¢
Ha3aJHa KaHioia e >6 1/min.

B3 ocHoBa Ha crenenyBane Ha CRS ceriacHo ASTCT (Lee et al 2019).

Hesposnornuna ToxkcuuHoct, Biroyureago ICANS

CepHo3HH WM KMBOTO3aCTpAaLIaBally IPOSIBH HA HEBPOJIOTHYHA TOKCHYHOCT, BKIIOUUTEIIHO CUHAPOM
Ha HEBPOTOKCHUYHOCT, CBbp3aHa ¢ UMyHHHUTe edekTopHu Kinetku (Immune Effector Cell-Associated
Neurotoxicity Syndrome, ICANS), Bb3uuksar cien euenue ¢ TECVAYLI.
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Ilo BpPEMC Ha JICUCHUCTO IMAIUCHTUTC TpH6Ba Ja ce Ha6J'IIO,I[aBaT 3a IpU3Halu Wikl CUMIITOMU Ha
HEBPOJIOTMYHA TOKCUYIHOCT U Aa CC JICKYBaT He3a0aBHO.

[TanmenTure Tps6Ba 1a 6bIAT MOCHBETBAHU /1a IOTHPCAT JIEKapCKa IOMOII TP T0sBa Ha MPU3HAIU
WJIM CUMITOMH Ha HEBPOJIOTMYHA TOKCUYHOCT. IIpy mMbpBH NMpHU3HAK HA HEBPOJIOTMYHA TOKCUYHOCT,
BkitountTenHo ICANS, manuenture TpsiOBa He3a0aBHO /1a Ce OLIEHIBAT U JICKYBAaT CIIOPE] CTENICHTa Ha
texecT. [lanmenture, kouto npu npeaxoguaata no3a TECVAYLI ca nmomyaunu ICANS cremnen 2 wiu
no-BUcoKa uin mbpBa nosisa Ha ICANS crenen 3, TpsOBa 1a ce MHCTPYKTHpAT Ja OcTaHAT B OJIM30CT
JI0 METUIIMHCKO 3aBEJCHUE U BCEKH JICH Aa ce HAaOIIoAaBaT 3a NpU3HAIM U CHMITOMH B IPOIBIDKEHHUE
Ha 48 yJaca.

IIpu nosiea Ha ICANS u 1pyru MposiBU Ha HEBPOJIOTMYHA TOKCHYHOCT JiedeHneTo ¢ TECVAYLI
TpsiOBa Jia ce crpe, KakTo € mokazano B Tabnuia 3 (Bxk. Touka 4.2).

IMopanu motennuan 3a Bp3aukBaHe Ha [CANS manuenTure TpsOBa 1a ObAT MOCHBETBAHU Ja HE
modupart U 1a He paboTAT ¢ TEKKH MAIIMHK 10 BpeMe Ha cxemara Ha npunarane Ha TECVAYLI cwe
CTHIIAJIOBU/THO TTOBHINIABAHE HA J03aTa U B MPOILIDKCHNUE HA 48 gaca clie/] 3aBhPIIBAHETO M, KAKTO U B
CJTy4aii Ha HOBa TI0sIBa HA HEBPOJIOTUYHHA CUMITOMU (BXK. TOUKa 4.7).

Osnaossane na HeespoJiocudHama moKcuvHocm

[Ipu bpBU MpHU3HALM HA HEBPOJIOTUYHA TOKCHYHOCT, BKItounTennHo ICANS, TpsiOBa n1a ce oOMucau
HEBPOJIOTHYHA OlleHKa. TpsOBa Jja ce M3KIII0YAT APYTH NPUIUHH 32 HEBPOJIOTHYHN CUMITTOMHU.
TECVAYLI tpsibBa na ce crpe 10 0T3ByYaBaHe Ha HexeaHata peakius (Bx. Tadmuia 3). [Tpu Texka
WIN JKMBOTO3acTpallaBalla HeBPOJOrHYHA TOKCUYHOCT TPSOBA Ja C€ OCUT'YPSIT HHTEH3UBHH T'PIKU U
nouIbpokaiia tepanus. OOIOTO OBNaAsIBaHe Ha HeBpoJioruyHaTa ToOKCHIHOCT (Hamp. [CANS cbe mmn
0e3 cerbTcTBal CRS) ¢ 00001meHo B Tabmuia 5.

Tabimna 5:  Ilpenopbku 3a oBJIAAsSIBAHE HA CHHAPOMA HA HEBPOTOKCHYHOCT, CBbP3aHA C
umMyHHHUTe edekTopHM KiIeTKH (ICANS)
Crenen Cumnromu® CrunbrerBaiy CRS Be3 cennTeTBan CRS

Cremnen 1

ICE ckop 7-9°

HJIN IIOTUCHATO HUBO Ha
Ch3HaAHME": CHOYXKIA Ce
CTIIOHTAHHO.

OrnagsBane Ha CRS cnopen

Tabnuna 4.

HabGmronasaiite 3a
HEBPOJIOTHYHU CUMIITOMH U
oOMUCIIeTe KOHCYNTAIHUS C
HEBPOJIOT U OIICHKA 110
TIPeIeHKa Ha JIeKapsl.

Hab6aronasaiite 3a
HEBPOJIOTHYHH
CHMIITOMH U OOMHUCIIETE
KOHCYJITAIlUs ¢ HEBPOJIOT
Y OIIEHKa 110 TpelieHKa
Ha JieKapsl.

[MomucrneTe 3a Mpuito’KeHUE HA HECEeTUPAIITI
MIPOTHUBOT'BPYOBH JIEKAPCTBEHH MPOTYKTH (HATIP.
JICBETUpAIleTaM) 3a NpOo(hHUIAKTHKA HA ThPUYOBE.
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Crenen 2 | ICE ckop 3-6° [Mpunoxere Tonunmuzymad [Ipunaraiire

cnopen Tabnuia 4 3a nekcameTa3oH' 10 mg

WJIY TTIOTUCHATO HUBO HA oBmansBade Ha CRS. WHTPABEHO3HO Ha BCEKU

Cb3HaHUE": ChOYXKIa ce OT | AKo HsIMa MoJo0peHue clie/ 6 yaca.

rJac. 3aloYBaHe Ha TOLMIIN3YyMao,
npuiIaraite JeKcameTa3oH" [Ipoxwmxere
10 mg UHTpPaBEeHO3HO HA BCEKU | MPUIIOKEHHETO Ha
6 Jaca, aKo MaIMeHTHT Beue He | JeKcaMeTa3oH JI0
npruemMa Jpyru OT3BYy4YaBaHe 710
KOPTHKOCTEPOU/IH. cTereH | wiy mo-Hucka,
[MpoawmkeTe MPUITOKEHHETO CJIe]] TOBa HaMajeTe
Ha JIEKCaMEeTa30H 10 MOCTETIEHHO /103aTa.
OT3BY4YaBaHe JI0 CTeMeH | nnn
MO-HHCKA, CIIe]l TOBA HAMAJICTe
MOCTENEHHO 103aTa.
[ToMucrnere 3a npuiIoKEHUE HA HECEAUPALT
MIPOTUBOT'BPUYOBH JIEKAPCTBEHH MPOTYKTH (HATIP.
JIEBETHpalleTaM) 3a IpoduIakTHKa Ha TbpuoBe. [Ipu Hy)1a
MOMUCJIETE 32 KOHCYJTALUs C HEBPOJIOT U APYTH
CIELMAJIMCTH 32 TOIIBJIHUTEIHA OLCHKA.

Crenen 3 | ICE ckop 0-2° [Mpunoxere Tonunmuzymad [Ipunaraiire

WM TIOTHCHATO HUBO Ha
Ch3HaAHME": CHOYXKA Ce
CaMO OT TaKTHUJICH CTUMYII,
WA

I'bp4OBE®:

® BCCKH KIIMHUYCH I'bpY,
¢doxaneH nnu
reHepaIu3upaH, KOUTO
0T3By4aBa Obp30, WU

® HEKOHBYJICHBHHU
I'bpPUOBE HA
eJIeKTpoeHLedaorpa
Mma (EEI’), xouto
OT3BYyYaBaT C
WHTEPBEHLMUS, WIN

MOBHIIICHO BHTPEYEPEITHO
HaJIAraHe:
(okaneH/IoKajIeH OTOK
TIpH HU3cTeIBaHe ¢ 00pa3Ha
JIMarHoCTHUKa®.

criopen Tabmura 4 3a
oBnagsgBane Ha CRS.

OcBeH TOBa PUIIOKETE
nexcameta3on” 10 mg
WHTPaBEHO3HO C ITbpBaTa J103a
TOIMIIN3yMal U TIOBTapSIATE
Jl03aTa Ha BCEKH 6 yaca.
[Ipoapmxere TPUIOKEHUETO
Ha JIEKCaMEeTa30H 10
OT3BYYaBaHE JI0 CTeTeH 1 wim
IMO-HUCKa, CJIE] TOBA HAMAJIETE
MMOCTEIEHHO J103aTa.

nexcameta3on” 10 mg
WHTPAaBEHO3HO Ha BCEKU
6 yaca.

IIpoasixere
MPUIIOKEHUETO HA
JEKCaMeTa30H J10
OT3ByYaBaHe [0

CTeneH | Uiy no-HuckKa,
CcJle]l TOBa HamajleTe
IIOCTETIEHHO /103aTa.

[NomucneTe 3a MpUIIOKEHUE HA HECETUPALIT
MIPOTUBOT'BPYOBH JIEKAPCTBEHH MPOTYKTH (HATIP.
JieBeTUpaneTaM) 3a NpouiIaKkTHKa Ha repuoBe. Ilpu Hyxna
MTOMHUCIIETE 32 KOHCYJTALKS C HEBPOJIOT U IPYTH
CIIELMAJIUCTH 32 JIOII'bJIHUTEIHA OLICHKA.
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Crernen 4

ICE cxkop 0°

WM TIOTHCHATO HUBO Ha

Cb3HaHUE":

® TIANMEHTHT HE ce
chOyKIa WiTH ca
HEOO0XOIUMHU
CHEPTUYHU HITH
MHOTOKPAaTHHU TaKTHUJIHU
CTUMYJIH, 32 Ja Ce
CBOYIH, WIIH

® CTYNOp WJIN KOMA, WX

I'bp4OBE®:

® KHMBOTO3aCTpallaBall]
HPOIBIDKUTENEH I'bpY
(>5 MunyTH) HITH

® MHOTOKPaTHH
KJIMHUYHH WITH
HEKOHBYJICUBHH
r'bpuoBe O€3 BpbBIIaHEe
KBbM HM3XO0JTHO HHBO
MEXTy TSX, W

MOTOPHH HaXOIKHU":

® 1pn00Ka (hoKaHA
MOTOpHA CJIa00CT KaTo
XeMHIIape3a Wiu
napariapesa, uiu

TIOBHUILICHO BHTPEYECPEITHO

HaJIsIraHe/MO3bUeH OTOK"® €

HpI/I3HaHI/I/CI/IMHTOMI/I KaTo:

e dy3eH MO3BUCH OTOK
P U3CIIE/IBaHE C
o0Opa3Ha TUarHoCTUKa
501041

e JenepeOparrioHHa Uil
JIEKOPTHKAI[HOHHA 11032
WIH

e mape3a Ha VI
4eperTHOMO3bUCH HEPB
501041

® (OTOK Ha IlalinjiaTta ujimn

o Ttpuana Ha Cushing

[Ipunosxere ToIMIN3yMa0
cnopen Tabnuia 4 3a
oBiaggBane Ha CRS.

Kakro mo-rope uinn nmomucinere
3a IPUJIOKEHHE Ha
metmipenau3onon 1 000 mg
Ha JICH HHTPABEHO3HO C
bpBaTa 1032 TOIMIN3YyMad 1
MIPOIBIDKETE
metmipenau3onod 1 000 mg
Ha JICH HHTPABEHO3HO 3a 2 UK
MoBeYe JTHH.

Kaxro no-rope wiu
MTOMHMCIIETE 3a
MIPUIIOKEHHE Ha
METHJIPETHU30JIOH

1 000 mg Ha neH
WHTPABEHO3HO 3a 3 THY;
aKo ce moxo0pH, cies
TOBA JICKyBalTE KaKTO
MO-TOpE.

[Tomucnere 3a mpuiIoKEeHNE HA HECETUPAIIH
MIPOTHUBOT'BPYOBH JICKAPCTBEHH MPOTYKTH (HATIP.
JIeBeTHpaIeTaM) 3a IpopUIIakTHKa Ha rbpuoBe. [Ipu Hy)1a
TIOMUCJIETE 32 KOHCYJITAIHS C HEBPOJIOT U IPYTH
CIICLIMAJIMCTH 3a JOIBJIHUTENHA OlleHKa. B ciyuait Ha
MTOBUIIIEHO BHTPEUEPEITHO HANATAHE/MO3BUYCH OTOK MIPH
JICYCHUETO, CIICABANTE yKa3aHUATA HA JIeYeOHOTO

3aBCICHUC.

Jleuenuero ce ompenens OT HaA-TEKKOTO CHOMTHE, KOETO HE MOXKe Jia ce 00SCHU C HAKAKBa Jpyra NpHYNHa.
AKO ManMeHThT pearupa i MoXe Ja ce U3BBPILIM OLICHKA 3a eHledanonaTus, cBbp3aHa ¢ IMyHHH e()eKTOPHH KICTKH

(Immune Effector Cell-Associated Encephalopathy, ICE), onieHeTe: opuenTanus (OpueHTHpAH 3a TOAWHA, MECEIl, TPaf,
OosiHMIA = 4 TOYKK); HAMMEHYBaHe (HauMeHyBa 3 mpeiMeTa, Halp. TOYKa 3a YaCOBHHUK, ITHCAJIKA, KOTUe = 3 TOUKH);
cJelBaHe HA KOMaHJH (Hamp. “HOKaXH MU 2 IPBCTa” WM “3aTBOPU OUUTE CH U MOKAXKHU €3UKa cH” = 1 Touka); mucaHe
(crocoOHOCT Aa HaNMILE CTAHAAPTHO u3peueHue = 1 Touka) u BHUMaHue (Opoene ooparHo ot 100 o necernuu =

1 Touka). AKO MaIMEHTHT HE pearupa U He Moxe Aa ce u3Bbpiuu onenka 3a ICE (crenen 4 ICANS) = 0 Touku.

He moxxe fa ce 00sicHM C HIKAaKBa Ipyra MpHYKHa.
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Undeknmn

TexXKku, )KUBOTO3ACTPAIIABAIIN WITH JICTATHA HHOEKIIUK ce ChOOIaBaT MPY MAlUeHTH, [TOTyYaBally
TECVAYLI (Bx. Touka 4.8). [To Bpeme Ha Tepanus ¢ TECVAYLI Bp3HUKBAT HOBU WIIH
PEaKTUBHUPAHU BUPYCHHU HWHQEKIHH.

[TanuenTrTe TpsIOBa a ce HAOJIIOIABAT 3a MPU3HAIM M CUMITOMH Ha MH(EKIIKS IPEIU U 10 BpEeMe Ha
neuerne ¢ TECVAYLI u na ce nexyBat no noaxoasui HauvH. [IpodunakTuuyau aHTUMUKPOOHN
cpezacTBa TpsiOBa /1a ce mpuiaraT B ChOTBETCTBUE C yKa3aHUATA HA JICUeOHOTO 3aBECHHUE.

Cxema na npuinarane Ha TECVAYLI cbe cThIanoBuIHO NOBUIIABAaHE HA J103aTa HE TPsOBA Ja ce
npuiIara npy MauueHTy ¢ akTuBHa nH(pekuus. 3a nocnensamute 1031 TECVAYLI tpabsa na ce cpe,
KaKTO € MoKa3zaHo B Tabnuna 3 (Bx. Touka 4.2).

[Ipu nauuentu, nomyyasaut TECVAYLI, ce cpo0mmaBa u mporpecuBHa MynTH(oKaiHa
neskoeHnedanonarus (progressive multifocal leukoencephalopathy, PML), kosito mosxe na 0b11e
neranHa. [lanenture TpsOBa 1a ce HAOIrOIABAT 3a BCSKA HOBA TOSIBA HITH IPOMEHHU B
CBHIIECTBYBAILMTE HEBPOJIOTMIHM NPU3HALN WM cUMOTOMH. AKO ce nogosupa PML, nedenunero ¢
TECVAYLI tps6Ba na ce cupe u Aa ce 3armoyHe MoAXOAAII0 THarHOCTHYHO H3cieBaHe. AKO ce
noteepau PML, TECVAYLI tpsa6Ba na ce crpe.

PeakruBanus Ha Bupyca Ha xenaturt B

PeaKTI/IBaIH/I}I Ha BHUpYyCa Ha XCIIaTUuT B moxe Jla Bb3HUKHC ITPpU MMalUCHTH, JICKYBAaHHU C JICKAPCTBCHU
MMPOAYKTHU, HACOUCHU CPCILYy B KJICTKH, KaTO B HAKOU CJIy4dau TS MOXKE J1a JOBCAC 10 (l)y.]'IMI/IHaHTeH
XCIIaTuUT, qepﬂonp06Ha HEAOCTATHYHOCT U CMBPT.

[ManmenTure ¢ qanHu 3a nonoxwurenna HBV ceponorus TpsioBa na ce HabmogaBaT 3a KIMHAYHA U
naGopatopHH pu3Hay Ha peaktuBanyst Ha HBV, nokaro nony4yasar TECVAYLI u B nponbmxenue
Ha Hal-MaJIKo IecT Mecera cie kpast Ha Jedennero ¢ TECVAYLIL

IIpn manmenTH, kouTo Noxy4ar peakrusanusg Ha HBV, nokaro ce nexysar ¢ TECVAYLI, neuenuero
¢ TECVAYLI tpsab6Ba na ce crpe, KakTo € moka3ano B TaOnuua 3 u aa ce JeKyBa Criopes yKa3aHusiTa

Ha JIeueOHOTO 3aBeneHue (BXK. ToUka 4.2).

XunoraMarioOyInHEMUS

Xumnoramario0yJIuHeMust ce choOIaBa npu namueHTH, noaydasain TECVAYLI (Bxk. Touka 4.8).

Hupara Ha umyHorioOynuHHUTE TpsiOBa Jla ce HaOoaBar o Bpeme Ha jedeHne ¢ TECVAYLL
WHTpaBeHO3Ha WM MOJKOKHA HMYHOTTI00YJIMHOBA Tepamys € N3M0I3BaHa 3a JICUCHHUE Ha
xunoramarnoOynuaeMus npu 39% ot nanuenture. [lanuenture TpsiOBa 1a ce IeKyBar B
CHOTBETCTBHE C YKA3aHHUTA HA JIEYE€OHOTO 3aBEICHHIE, BKIIOUYUTEIHO MPEAIa3sHH MEPKU CPEILy
WH(EKIHs, aHTHOMOTUYHA WM aHTUBUPYCHA PO MIIaKTHKA, U TIPUIIaraHe Ha 3aMeCTBaIlN
MMYHOTTIOOYJIMHH.

Bakcunu

VIMyHHUST OTTOBOp KBbM BaKCHMHU MOXe Aa Obae HamaneH npu npuioxenue Ha TECVAYLL
be3zomacHocTTa Ha UMYHHU3aLMATA C KUBU BUPYCHU BaKCHHU 110 BpeMe Ha WJTH CIie/I JIeUeHHe ¢
TECVAYLI ne e npoyuBana. BakcuHupaHe ¢ >KMBH BUPYCHHU BaKCMHH HE CE NMPENOPHYBA B

MPOABIDKEHNE Ha HalH-MaJKo 4 CEIMUIIH MPEeIX HAavaloTo Ha JISYSHHUETO, TI0 BpeMe Ha JICYCHHETO U
moHe 4 ceAMHIIM CIE HETO.
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HeyTtponenus

Heyrponenus u ¢peOpuiiHa HEYTPOIIEHUSI ce ChOOIABAT MPY MAMEHTH, KOUTO ca MOTy4aBaIn
TECVAYLI (Bx. TouKa 4.8).

[IsnHATA KpHBHA KapTHHA TPAOBA /1a ce HAONII01aBa Ha U3XOIHO HHUBO U MIEPHOANYHO IO BpeMe Ha
nedenueTo. TpsOBa J1a ce OCUTYPSAT MOIbPIKAIIK TPHKH CIIOPE YKa3aHUATA Ha JICYCOHOTO
3aBeCHHE.

[TanueHTHTE C HEYTPOIICHUS TPSIOBA J1a CE HA0JII0IaBaT 3a MPU3HAIM Ha HHPESKIU.

Jleuenneto ¢ TECVAYLI Tpsi6Ba aa ce cnpe, KakTo € nokazano B Tabnuna 3 (Bxk. Touka 4.2).

TlomMoIIIHH BeliecTna

To3zu nexkapcTBEH MPOAYKT ChABPXKa Mo Masko oT 1 mmol (23 mg) Hatpuii Ha 103a, T.€. MOXKe Ja ce
Kake, 4e MPaKTUIEeCKH He ChbpKa HaTPUU.

4.5 Bs3amMmopeiicTBHe ¢ IPYTH JeKAPCTBEHH NPOAYKTH M APYrd (popMH Ha B3auMojelicTBHe
He ca mpoBexxnanu npoyuBanwst 3a B3aumoeicteusita c TECVAYLI.

ITIspBOHAYATHOTO OCBOOOXKIaBaHE HA ITMTOKWHU, CBBP3aHO ChC 3amouBaHe Ha neuenne ¢ TECVAYLI,
Moxe na motucae CYP450 eazumure. OdakBa ce, 4e Hal-BUCOKHUSAT PUCK OT B3aUMOJICHCTBHE € OT
3anouyBaHeTo Ha cxeMaTa Ha jJeueHne ¢ TECVAYLI ¢bc cThnamoBUIHO MOBUIIIABAHE HA J03aTa JI0

7 mHU cnen bpBaTa MOAbpIKaIia J03a Win 1Mo BpeMe Ha croutue Ha CRS. [1o Bpeme Ha T0O3u mepuoy
TpsiOBa Aa ce HaOMI0AaBa 32 TOKCHIHOCT WIIH JIa CE CIEAT KOHIICHTPAIUUTE Ha JICKApPCTBEHIS
MPOIYKT (HAMp. ITUKIIOCTIOPHH) MPH MAITUEHTH, KOUTO MOIydaBaT eJHOBPEMEHHO CyOCTpaTH Ha
CYP450 c tecen TepaneBTuueH HHAEKC. Jl03aTa Ha CHITBTCTBAILMS JICKAPCTBEH NPOLYKT TpsiOBa 1a ce
KOPHUTHpA IIPH HYXIa.

4.6 DepruauTeT, OPEeMEHHOCT U KbpPMeHe

Kenu ¢ gereposicH HOTeHHI/IaH/KOHTDaHeHHI/ISI OpHu MBKE U ) KCHU

[Ipenu 3amouBane Ha neuenne ¢ TECVAYLI npu skeHu ¢ neTepoaeH NOTEHIMAN TpsOBa J1a ce
MIPOBEPH CTATycCa IO OTHOLICHUE HA OPEMEHHOCT.

JKenuTte ¢ nerepojicH moTeHIMAN TPsIiOBa A2 U3MO3BAT e(heKTHBHA KOHTPAIICTIIIHS TI0 BpeMe Ha
JICYCHUETO U B IPOIBIDKEHUE Ha TIeT Mecena cien nocienuara go3a TECVAYLI. B xmuananu
MPOYYBaHUs, NAIUEHTH OT MBXKKH TOJI C MAPTHBOPKH C IETEPOJIEH MTOTEHIIUAII, Ca U3M0JI3BaIN
e(eKTHBHA KOHTPAIICTIIIMS TI0 BpeMe Ha JICYCHHETO U B TIPOIBIDKEHUE Ha TPU MEcela Ciie]
MOCTIETHATA J103a TeKJIncTamao.

Bbpemennoct

Jluncear gaHHM OT ynoTpebara Ha TeKIMcTamMal Mpy OpEMEHHHM KEeHH I JaHHU IIPU KUBOTHH 32
OLICHKA Ha pUCKa OT Teknucramad mpu 6pemenHocT. M3BecTHO e, ue IgG mpeMunaBat npes
IUTALIeHTaTa IPU Xopa cje] IbPBUs TpUMECThp Ha OpemeHHoctTa. [lopanu ToBa TeknucTama,
XyMaHU3MpaHO aHTUTSIIO Ha 6a3aTta Ha IgG4, uma moTeHNnMaN Jia ce MmpeaBa OT MaikaTa Ha
pazBuBsius ce peryc. TECVAYLI ne ce npenopwuBa npu 6pemennn sxenu. TECVAYLI e cBbp3an ¢
XHUIoramarioOyIuHeMus, opaay ToBa TpAOBa Ja ce UMa NpeiBU OLIEHKA Ha HUBATa Ha
MMYHOTTIOOYJIMHUTE MIPYU HOBOPOJECHU OT Maiku, JekyBanu ¢ TECVAYLI.
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Kopmene

He e u3BecTHO anu TekrctamMad ce eKCKpeTHpa B KbpMaTa WM B MIISIKOTO Ha KUBOTHH, JIaJIH 3acsra
KbpMaueTaTa WK NpoAyKIuATa Ha KbpMa. [lopaau moTeHInana 3a cepuo3H HeXellaH! peakiiny Ha
TECVAYLI npu kpMaueTara, NaliMeHTKUTE TPSIOBA Aa ce ChbBETBAT Jla HE KbPMSIT M0 BpeMe Ha
neuyenre ¢ TECVAYLI u B npoabkeHHEe HAa Hal-MaJIKo MET Mecela clie]l mociaeaHaTa 103a.

DepTUnuTer

JluricBaT nanHu 3a eekTa Ha TekIrcTamMad BEpXY depTwmTera. B mpoy4yBaHus py )KUBOTHH HE ca
OIICHSIBaHU €()EKTUTE HA TEKIMCTaMal BEPXY (DEPTUIIUTETA MPH MBKKUTE U )KEHCKHTE.

4.7 EdexTn BbpXy cnoco0HOCTTA 32 modupaHe u padoTa ¢ MAIIUHA
TECVAYLI noenusBa B 3HAUMTEIIHA CTETIEH CIIOCOOHOCTTA 3a IodupaHe 1 padboTa ¢ MaIlIWHU.

ITopanu nmotenmuana 3a ICANS namuentute, nonxydaBanm TECVAYLI, ca u3noskeHu Ha pUCK OT
MOTHCHATO HUBO HAa Ch3HaHUE (BXK. Touka 4.8). [lanmenTure TpsaOBa 1a ce HHCTPYKTUPAT Aa N30sArBaT
modupane U padboTa ¢ TSKKU WM MOTEHIHAIHO ONAaCHU MALIMHU 110 BpeMe Ha U B IPOABIDKCHHUE Ha
48 gaca cien 3apbpIIBaHeTo Ha cxema Ha npuiarane Ha TECVAYLI cbe cThIaNOBHUIHO MTOBUINIABAHE
Ha J103aTa U B ClIy4ail Ha HOBA I0sBa Ha HAKaKBU HeBposornyHu cumnTomMu (Tabnuma 1) (Bk. Touka
4.2 m Touka 4.4).

4.8 Hexenanu JekapcTBeHH peakINu

Haii-yectute HexxenaHu PeaklMy OT BCAKA CTEIICH MPH MAIUSHTUTE Ca XUITOraMario0y THHEMUs
(75%), cunpoM Ha 0cBOOOKIaBaHe Ha UTOKUHU (72%), HeyTponeHus (71%), anemus (55%),
MYCKYJIHO-CKeneTHa Ooika (52%), ymopa (41%), tpomoonuTorienus (40%), peakiiys Ha MSICTOTO Ha
umkektupane (38%), nadeknuus Ha ropHUTe quXxaTenHu mbtumma (37%), mamdonenus (35%), muapus
(28%), mueBmonus (28%), ragene (27%), nupekcus (27%), rimapodoiue (24%), kanumna (24%),
3arnek (21%) u 6onka (21%).

Cepro3HH HEXEJNaHU PeakUny ce ChoOIaBaT npu 65% OT MalMeHTHTE, KOUTO MOJTyyaBat
TECVAYLI, pximounrenno nmaesMonus (16%), COVID-19 (15%), cuaapom Ha ocBoOOKjaBaHe Ha
uTokuHu (8%), cericuc (7%), mupekcus (5%), MyckyHO-cKkeneTHa 0oika (5%), octpo 6b0pedHo
yBpexnane (4,8%), amapus (3,0%), nenynur (2,4%), xunokcus (2,4%), peOpuiHa HEyTPOIICHHS
(2,4%) n ennedanonarus (2,4%).

CruchbK Ha HEXKCIIAHUTE PCaAKII B TaOJINYECH BU

Hannute 3a 6ezomacHocT Ha TECVAYLI ca onenenn B MajesTEC-1, koeto BkitouBa 165 Bb3pacTHH
MAIUEHTH C MyJITUIUIEH MuesoM, nonydasaii TECVAYLI mo nmpenopruntenHara cxeMa Ha
IIpUJIaraHe KaTo MoHoTepanus. MeanaHaTa Ha NpoAbKATENHOCT Ha JiedeHneTo ¢ TECVAYLI e 8,5
(mmamazon: 0,2 mo 24,4) mecena.

B Tab6muma 6 ca 06001IeHN HeXENaHUTe PEaKIuy, ChOOIIEHH! IPU MAIUEHTH, KOUTO TOy4daBaT
TECVAYLI. Jlannure 3a 6e3omacHoct Ha TECVAYLI ca olieHeHH ChIIO | B Isj1aTa JIEKyBaHa
momynarust (N=302), kaTo He ca YyCTaHOBEHH JOIIBIHUTEITHN HEXKEIIaHU PEaKITUH.

Hexenanute peakiuu, HaOJI0JaBaHK 110 BpEeMe Ha KJIIMHUYHYU MPOYYBAHMS, ca M30POSHH T10-10JTy 110
KaTeropus o yectora. Kareropuure 1o 4ecToTa ca ONpeIeieH KaKkTo clieaBa: MHOTO yecTh (>1/10),
yectr (>1/100 mo <1/10), meuectu (>1/1000 no <1/100), penxu (>1/10 000 mo <1/1 000), MmHOTO
peaxu (<1/10 000) u ¢ Hem3BecTHA YecTOTa (0T HATMYHHUTE JaHHU HE MOXKE Jla ObJie HarmpaBeHa
OIICHKA).

IIpu Bcsko rpynupaHe B 3aBUCUMOCT OT YECTOTaTa HEXKEJIAHUTE JIEKAPCTBEHH PEaKLIUU Ca
MIPEICTaBCHH B HU3XO I PEJ] 10 OTHOIIIEHUE Ha TSAXHATA CEPUO3HOCT.
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Tab6anna 6:

Hexenann pPe€aKIMM MNP MAUEHTH ¢ MYJITUILJIEH MUEJIOM, JICKYBAHHU B

MajesTEC-1 ¢ TECVAYLI npu npenopb4uTeJHATA 1032 NPU MOHOTEpPaNus

N=165
YecToTa n (%)
(BcHUKH Besika Crenen 3
CucTeM0-0praHeH KJjac Hesxenana peakums CTENeHN) CTeneH uiu 4
HUndpexuuu v uadecrauun | [THeBMOHUS' MHoro 46 (28%) 32 (19%)
4eCTH
Cencuc? Yectu 13(7,9%) | 11(6,7%)
COVID-19* MHoro 30 (18%) 20 (12%)
YEeCTH
WHbekuus Ha TOpHUTE MHoro 61 (37%) 4 (2,4%)
JMXaTeIHU nbTuma’ 4eCTH
Henynur Yectu 7 (4,2%) 5 (3,0%)
WHpekuus Ha MUKOYHUTE MHoro 23 (14%) 10 (6,1%)
meTHma> 2! YyecTu
IIporpecuBHa Heuectun 1 (0,6%) 1 (0,6%)
MyaTH(OKAIHA
neBKoeHIedamonarus
Hapymennst Ha KpPbBTA 1 Heytponenus MHoro 117 (71%) | 106 (64%)
JuM@HaTa cucremMa 4eCcTH
DeOpuiIHa HEYTPOIICHHS Yectn 6 (3,6%) 5 (3,0%)
TpomOoruTOnIEHUS MHoro 66 (40%) 35 (21%)
4eCTH
Jlumdornenus Muoro 57 (35%) 54 (33%)
YEeCTH
Anemus® Mmuoro 90 (55%) 61 (37%)
4eCTH
JleBromeHust Muoro 29 (18%) 12 (7,3%)
YEeCTH
XunohubpruHOTEHEMHUST Yectn |16 (9,7%) 2 (1,2%)
Hapymenusi Ha umynnara | CHHIpOM Ha Msoro 119 (72%) 1 (0,6%)
cucTremMa 0CBOOOYXTaBaHEe Ha 4eCcTH
[IUTOKUHH
Xumnoramariao0yauHemMus’ MHoro 123 (75%) 3 (1,8%)
4eCTH
Hapymennst Ha XunepaMuiaazeMust Yectn 6 (3,6%) 4 (2,4%)
MeTa00/IM3Ma U XpaHeHeTo | XuIepKaaTneMus Yectn 8 (4,8%) 2 (1,2%)
XurepKaaueMus MHuoro 19 (12%) 5(3,0%)
4eCTH
XunoHaTpueMust Uectun 13 (7,9%) 8 (4,8%)
XunoxaaueMus Muoro 23 (14%) 8 (4,8%)
YEeCTH
XHUIMOKaIIHEMUS Yectn 12 (7,3%) 0
Xumnodocharemus Muoro 20 (12%) 10 (6,1%)
4eCcTH
XumoanOyMuHeMHsI Yectn 4 (2,4%) 1 (0,6%)
XumoMarae3ueMHust MHuoro 22 (13%) 0
4eCTH
Hawmanen anerur Muoro 20 (12%) 1 (0,6%)
YEeCTH
Xunormkemus’! Yectu 4 (2,4%) 0
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Hapymenusi Ha HepBHaTa Cunnpom Ha Yectn 5 (3,0%) 0
cucremMa HEBPOTOKCHYHOCT, CBBbP3aHa
C HIMYHHHUTE e()EKTOPHU
KJICTKH
Enuedanonarus® Yectu 16 (9,7%) 0
I[Mepudepna neponarus’ MHoro 26 (16%) 1 (0,6%)
4eCTH
I'maBoGonme Mtuoro 39 (24%) 1 (0,6%)
YeCTH
Cb/10BM HApPYIIEHUS KpbBousmus!” MHoro 20 (12%) 5 (3,0%)
4eCTH
Xunepronus'! MHuoro 21 (13%) 9 (5,5%)
YeCTH
Xunorouus?! MHoro 18 (11%) 4 (2,4%)
4eCTH
PecimpaTopHu, rpbaHHA U XUnokcust Yectn 16 (9,7%) 6 (3,6%)
MeIHACTHHATHH Hucnues'? Mmuoro 22 (13%) 3 (1,8%)
HApYLIEHUsI YeCTH
Kanumma'? MHoro 39 (24%) 0
Y4eCTH
CToMalIHO-YpEeBHU Huapus MHoro 47 (28%) 6 (3,6%)
HApYLIEHUsI YeCTH
Kopemna 6Gonka'# 2! Mmuoro 20 (12%) 2 (1,2%)
Y4eCTH
IToBpbIane MHoro 21 (13%) 1 (0,6%)
YeCTH
lanene MHoro 45 (27%) 1 (0,6%)
Y4eCTH
3anek MHoro 34 (21%) 0
YeCTH
Hapymenust Ha MycKkyaHO- | MycKymHO-CKeJIeTHa MHoro 85 (52%) 14 (8,5%)
CKeJIETHATA CHCTEMA U Gonka'’ 4ECTH
CheUHUTENHATA THhKAH Myckynuu criazmu?! Msoro 17 (10%) 0
YeCTH
OO0mM HapymeHus: 1 [Mupekcus MHoro 45 (27%) 1 (0,6%)
e()eKTH HA MSICTOTO Ha 4eCTH
NPWIOKEHUEe Peakius Ha MICTOTO Ha Muoro 62 (38%) 1 (0,6%)
vHKekTUpane'® 4eCTH
Bonka'’ Mmuoro 34 (21%) 3(1,8%)
4eCTH
Orok!'® MHoro 23 (14%) 0
YeCTH
Vmopa®? Msoro 67 (41%) 5 (3,0%)
4eCTH
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HUzcaenpanus [ToBulleH KpeaTUHUH B Yectu 9 (5,5%) 0
KpBBTa
TloBumenue Ha Yectu 16 (9,7%) 4 (2,4%)
TpancamuHaszute>’
[ToBuiieHa Jinmnasa Yectn 10 (6,1%) 2 (1,2%)
[ToBumiena ¢ocdaraza B Muoro 18 (11%) 3 (1,8%)
KpBBTa 4eCcTH
[ToBurieHa rama Yectu 16 (9,7%) 5(3,0%)
ryTamuiaTpancdepasa
VY IBIKEHO aKTUBUPAHO Yectu 13 (7,9%) 2 (1,2%)
napIuagTHo
TPOMOOIIIIACTHHOBO BpeMe
[ToBuIIeHO MEXAYHAPOIHO Yectu 10 (6,1%) 2 (1,2%)
HOPMAJTH3UPAHO
CHOTHOIIICHUE

He:xenannte co0uTHS ca Kogupanu npu usnoa3Bane Ha MedDRA Bepcus 24.0.
3abenexka: Pesynraret Brmousa auarno3ara CRS u ICANS; cumnromute Ha CRS mn ICANS ca u3kiroueHu.
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HHeBMOHI/Iﬂ BKJIFOYBa ITHEBMOHUS, IIPUYMHEHA OT Enterobacter, I/IH(beKLll/lﬂ Ha JOJHUTE AUXATCIIHU IIbTUIIA, BUPYCHA
uH(EKIYs Ha TOJTHUTE JUXATEIHU IHTUINA, THEBMOHHUS, MpUYMHEeHa 0T Metapneumovirus, THeBMOHUSI, IPUYAHEHA OT
Pneumocystis jirovecii, THEBMOHUS, aICHOBUPYCHA ITHEBMOHUSI, OaKTepUaiHa ITHEBMOHUSI, THCBMOHHSI, TPUYNHEHA OT
Klebsiella, maeBMOHMS, mpuyrHEeHa 0T Moraxella, THEeBMOKOKOBa THEBMOHUS, THEBMOHHS, IPHYHHEHA 0T Pseudomonas,
INHEBMOHUS, IPUYMHEHA OT PECHUPATOPHO-CUHIUTUAJIEH BUPYC, CTaq)I/IJ'IOKOKOBa ITHEBMOHHUA U BUPYCHA NTHCBMOHMUA.
Cericuc BKITIOYBA OaKTepHEMHsI, MCHUHTOKOKOB CETICHC, HEYTPOIIEHHYEH CETICHC, [ICEBIOMOHAITHA OaKTeprueMus,
MICEBJIOMOHAJICH CETICHC, CETICHC U CTAQUIIOKOKOBA OaKTepHEMUSI.

COVID-19 Bkarousa 6escumntomer COVID-19 u COVID-19.

Wupexuys Ha TOPHUTE AWXATEIHH MIBTHIIA BKIIOYBA OPOHXUT, Ha30(papuHIHUT, HapHHTUT, MHPEKLHUS Ha AUXATEITHUTE
IbTHINA, OaKTepHaiHa HMHGEKIMS Ha AUXATEIHUTE IBTHIA, PUHUT, PUHOBHPYCHA HH(EKIHS, CUHY3HT, TPAXCUT,
uH(EKIHs Ha TOPHUTE JUXATEIHHU IHTUIIA U BUPYCHA HH(PEKIUs HA TOPHUTE TUXATEIHH ITbTUILA.

Wudeknns Ha MMKOYHUTE IBTHINA BKIFOYBA IIUCTHUT, IMCTUT, puunHeH oT Escherichia, ucTUT, IpHYUHEH OT
Klebsiella, nadekius Ha MUKOYHHTE MBTHIIA, TpHYUHEeHa OT Escherichia, nHpEKIMA Ha TUKOYHUTE TBTHUILA U
GakTepranHa UHOEKIMS HA MTUKOYHUTE IBTHIIA.

AHeMus BKITIOYBA aHEMUS, JKeJIe3eH ACHUIUT M aHEMUS TTOPAJIH JKeJIe3¢H NCUITUT.

XurmoraMarioOyInHEeMH s BKITIOUBA MALUCHTH C HEXETaHH ChOUTHS Ha XMIIOraMario0yIHHEMUS], XUIIOTIIO0Y IHHEMHS,
TTOHWYKEHU UMYHOTIIOOYJIMHU H/WIIK TIAlUeHTH ¢ TaboparopHu HuBa Ha 1gG mox 500 mg/dl cinen neyenue ¢ Tekmucramal.
Ennedanonarus BKIIOYBA ChCTOHUE Ha 00BPKAHOCT, OTHCHATO HUBO HA Ch3HAHUE, JIETAPTHs, PA3CTPOMCTBO HA TAMETTA
U CHHJIUBOCT.

[epudepHa HeBpOATHs BKIIIOYBA JU3CCTE3Hs, XUIICCTE3MsI, OPATTHA XUIICCTE3MsI, HEBPAITUs, MAPECTE3UsI, OpaTHa
napecresusi, nepr)epHa CEH30pHA HEBPOIIATHS M HIIHAC.

Kp'bBOl/I3J'[I/IB BKJIFOYBa KOHIOHKTHUBAJICH KPBbBOU3JIMB, €IIMUCTAKCUC, XEMATOM, XEMATypusa, XCMOIIECPUTOHEYM,
XEMOPOUAAJICH KPBBOU3JIMB, KPbBOU3JIUB OT JOJHUTE OTACIIN HAa TaCTPOMHTECTUHAJIHUA TPAKT, MEJICHA, KPbBOU3JIUB B
ycrara u cybaypaieH XxeMaTom.

Xl/ll'[epTOHI/lﬂ BKJIFOYBa €CCHIIMAJIHA XUIICPTOHUA U XUIIEPTOHUA.

JlucrHest BKIIIOYBA OCTPa PECIMPATOPHA HEJOCTATHYHOCT, UCITHES U JUCITHES! [IPU yCHUITHE.

Kamuuia BKIi04Ba anepruvHa Kaluiiia, K, MPOyKTHBHA KAIUTKIA U CHHIPOM Ha KalUIHIA OT TOPHUTE
JMXATCIHUTE ITBTUILA.

KopemHua 6oska BKJIFOYBA KOPEMEH TUCKOMGOPT, KOpeMHa 6oska 1 60JIKa B TOpHATa YacT Ha Kopema.
MycKyaHO-CKeneTHa 00JIKa BKITFOUBA apTpajrus, 60oyika B rbpoOa, 60JKa B KOCTUTE, MyCKYJIHO-CKEJIETHA IPphIHA 00JIKa,
MYCKYJIHO-CKEJIeTHa 00JIKa, MUaITHs1, 00JIKa BbB BpaTa M 00JIKa B KpaiHHUK.

Peakuusi Ha MSICTOTO Ha HHXKEKTHPaHe BKJIIOYBA HACHHSIBAHE HA MSICTOTO HA MHKEKTHPAHE, IETyJIUT Ha MACTOTO Ha
HHXKCKTUPAHE, TUCKOM(OPT Ha MACTOTO Ha HHXKCKTHPAHE, EPUTEM Ha MSICTOTO HA MHKEKTUPAHE, XeMaTOM Ha MSCTOTO
Ha MHXCKTHUPAHE, UHAYpalusa Ha MACTOTO Ha MHXXCKTHUPAHE, BB3IIaJICHUE HAa MACTOTO HAa MHXXEKTUPAHE, OTOK Ha MIACTOTO
Ha HHKEKTHPaHe, ChpOeXk Ha MACTOTO Ha MHKCKTUPaHe, OOPUB Ha MICTOTO HAa HHXKEKTHPAHE, PEaKInsa Ha MSICTOTO Ha
HUHKEKTUPAHE U MOyBaHEe HAa MSCTOTO HA MHIKCKTHPAHE.

Bosnka BrirouBa 60ska, 60iKa B Xb100Ka, MHTBHHAHA 00JIKa, HEChPACYHA IPhAHA 00JKa, opodapuHreanHa 60Ka,
6outka, OoJKa B YeIrocTTa, 3500001 1 TyMOpHa GOJIKa.

OTOK BKJIFOYBA OTOK HA JIHIETO, TPETOBAPBAHE C TEYHOCTH, IepUdepeH 0TOK U nepu)epHo MOayBaHe.

VYMopa BKJII0YBA aCTEHHsI, yMOpa U HePa3MOI0KEHNE

[ToBuIlIeHHE HAa TPaHCAMHUHA3UTE BKIIIOUBA MOBHUIIICHA allaHWH aMUHOTpaHcdepasa v MOBHUIIICHA acapTaT
amuHOTpaHcdepasa.

HoBu TepMuHH 3a HeXeNaHHU peakluy, HACHTUDHUIPAHH Ype3 ABJIrOCPOUHO mpocieasBane oT MajesTEC-1.
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Onucanue Ha I/I36DaHI/I HCXCJIaHU pCaKnu

Cunopom na oceobodicoasamne Ha YUMOKUHU

B MajesTEC-1 (N=165) CRS ce crobmaBa npu 72% ot manuenTure cien gseuenne ¢ TECVAYLL
Enna tpera (33%) ot marpieHTUTE MoTy4aBat noseue ot enHo choutue Ha CRS. IToBedero manueHTn
nosygaBaT CRS cren cremanoBuaHo moBuiaBane Ha no3ara 1 (44%), CThIANIOBUIHO MMOBUIIIABAHE HA
no3ata 2 (35%) wum crien HavanmHaTa mourbpokamia 1o3a (24%). Ilo-manko ot 3% ot marueHTuTe
nojiy4asaT mepBa nosisa Ha CRS cnex nocneasanm no3u Ha TECVAYLI. Ceoutusta Ha CRS ca
crenieH 1 (50%) u crenen 2 (21%) mnu crenen 3 (0,6%). Menuanara Ha BpeMeTo A0 nosara Ha CRS
e 2 guu (nuamnasoH: 1 mo 6) cien mocneaHaTa 103a ¢ MeAMaHa Ha MPOIBIDKUTETHOCT 2 AHU (AUara3oH:
1 10 9).

Haii-uecture nmpusHauu u cuMntomu, cBbp3anu ¢ CRS, ca moBumiena temneparypa (72%), Xumokcus
(13%), crynenu tpbiku (12%), xumotonus (12%), curycoBa taxukapaus (7%), rmaBobomnue (7%) u
MOBHUIIIEHU YepHOAPOOHH eH3uMH (TIOBUILIEHHE Ha aclapTaT aMUHOTpaHcdepasaTa U ajJaHuH
amuHoTpaHchepaszata) (3,6% Besika).

B MajesTEC-1 tounnmnzyma0, KOPTUKOCTEPOUIU U TOUMIN3YMad B KOMOMHALIUS ¢ KOPTHKOCTEPOUAN
ca nsnon3Banu 3a iedenne Ha CRS crorBerHO npu 32%, 11% u 3% cwoutus va CRS.

Hesponocuuna moxcuunocm, gxmouumento ICANS

B MajesTEC-1 (N=165) cb0uTHs Ha HEBPOJIOTHYHA TOKCHYHOCT ce choOIIaBar mpu 15% ot
naruentute, nmomydasany TECVAYLI. CrOutusta Ha HEBPOIOrHYHA TOKCUYHOCT ca CTereH 1
(8,5%), crenien 2 (5,5%) nnu crener 4 (<1%). Hali-uecTo ch00maBaHOTO CHOUTHE HA HEBPOJIOTHYHA
TOKCHYHOCT € T1aBoboiue (8%).

ICANS, Bximountenno CrereH 3 U II0-BHCOKA, ca JOKJIaJBaHU B KIMHUYHH HU3IIUTBAHUS 1
MOCTMapKeTHHTOBUS onuT. Hali-uecrara kimHn4Ha nposiBa Ha ICANS e chcTosiHEE Ha 00BPKAHOCT,
HaMaJICHO HUBO Ha Ch3HAHME, AC30PUCHTAIU, Tucrpadus, adazus, anpakcus U CbHIMBOCT. [losBaTta
Ha HEBPOJIOTUYHA TOKCUYHOCT MO3Ke Aa ce chibTcTBa oT CRS, Aa HacTwhnu cien or3BydaBaHe Ha CRS
w B orcheTBUe Ha CRS. HaGmomaBanoto Bpeme o mosisa Ha ICANS Bapupa ot 0 10 21 qHU cnen
rmocJjeaHaTa 103a.

HUmyHorenHoct

[TanuenTHTe, IEKYyBaHU ¢ MOHOTEpanus ¢ Tekaucramad moakoxHo (N=238) B MajesTEC-1, ca
OLICHSIBAHM 32 aHTHUTEJA CPEIly TeKIMcTaMad Mpy U3MOoI3BaHe HAa MMYHOaHaIu3 Ha 0a3ara Ha
enekTpoxemurymMuHucHeHIs. Equn yuactauk (0,4%) € pa3Buil HUCHK TUTHP HA HEYTpaIH3UpaIH
aHTHUTEIIA CPEIy TEKINCTaMao.

C’BO6H_[aBaH€ Ha IMoa03upaHn HEKCJIIaHU PCAKITUNA

Cpo01aBaHeTo Ha IMOI03UPAHN HEKEJIAaHU PEaKLUH CJIe]] pa3pellaBaHe 3a ynoTpeda Ha JIeKapCTBEHHS
NPOLYKT € BaskHO. ToBa MO3BOJISIBA A2 NPOIBIDKH HAOMIOJCHUETO Ha ChOTHOILICHUETO MOJI3a/PUCK 3a
JIEKapCTBEHUA MPOIyKT. OT MEIUIIMHCKUTE CTICIIMAIMCTH CE U3MUCKBA J1a ChoOIaBaT BCsKa
HOI03MpaHa HeXXeJIaHa PeaKlys uype3 HallMoHalHa CHCTeMa 3a ChoOIIaBaHe, IOCOYeHa B
[Ipunoxxenue V.

4.9 Ilpeno3upane

CumnromMu u IpU3Haun

MakcuMaHaTa MOHOCHMA 1034 TEKJINCTaMab He € ompezeicHa. B KITHHUYHY IPOYYBaHUs ca
npujiaranu 1o3u a0 6 mg/kg.
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Jleuenue

B ciydaii Ha mpeo3upane NanyueHTHT TPsIOBa Jla ce HaOoJaBa 3a MPU3HAIM WK CHMIITOMH Ha
HEXXEJIaHW PEeaKIlny, KaTo He3abaBHO TPsOBa Ja ce 3aroyvHe MOIXO/ISII0 CHMITOMATHYHO JICUCHHE.
5. ®APMAKOJIOTUYHU CBOMCTBA

5.1 dapmakoguHAMHYHH CBOJCTBA

®dapmakoTeparieBTHIHa Tpyna: Jpyru MOHOKIIOHAIHHA aHTHUTE A U KOHIOTAaTH TUIT aHTHUTSLIIO-
nekapctBo, ATC xox: LO1FX24

MexaHus3eM Ha JIEHCTBUE

Texnucramab e oucneruuaHo 1so aHTuTsIo [gG4-PAA, xoeTo e HacoueHo cpenty

CD3 penenTopa, eKcpecupan Ha MOBbpXHOCTTA Ha T KIleTKHTE, U cpeily B-kineTbunus
MatypanuoHeH antureH (BCMA), koliTo € ekcripecupaH Ha MMOBBPXHOCTTA Ha 3JI0KAYECTBEHUTE
KIIETKU OT B-KJIeThUHAaTa IMHUS Ha MYJITUILUICH MHEIIOM, KaKTO U B KIIeTKUTE B KbCEH CTaNN 1
IIa3MaTHYHUTE KIeTKHU. [Topaau MBOMHKUTE CM MeCTa Ha CBbpP3BaHE TEKIMCTaMald € CriocoOeH /1a
npusiede CD3* T kimeTku B TsacHa 6mm3ocT 10 BCMAY kiieTkute, KOETO BOAM 10 aKTHBUpaHe Ha T-
KJIETKUTE M TIOCeIBanl Ju3uc u cMbpT Ha BCMA™ kiteTkuTe, KaTo MpoLechT ce MEAUHpa OT
CeKpeTHpaH MepPOpHH U PA3IMIHH IPAH3UMHU, ChbXPaHABAHU B CEKPETOPHUTE BE3UKYJIH Ha
uToTokcHuHuTe T KiIeTku. To3u eekT HaCThIIBa HE3aBUCUMO OT CIEIU(PUIHOCTTA Ha T-KIeThUHUS
PElenTop WK OT 3aBHCUMOCTTa OT MOJIEKYJIUTE OT Kiiac | Ha riaBHHSI KOMIUIEKC Ha ThKaHHA
cbBMecTHMOCT (major histocompatibility complex, MHC) Ha moBBpXHOCTTA Ha aHTUTEH-
MIPEACTABSIINTE KICTKH.

dapMakoguHaMUYHU €(DEKTU

B pPaMKHUTEC Ha IbPBUA MECCEII OT JICHCHHUCTO CC Ha6n}oz[aBa AKTUBHUPAHC Ha T- KJIICTKUTC,
mpepasnpecACJICHUC Ha T—KJ'IGTKI/ITC, HamaJjicHue Ha B-kietkuTe u WHAYKIUSA Ha CCPYMHU HUTOKUHU.

B paMkuTe Ha eTUH Mecell OT JISYEHHETO ¢ TeKIKcTaMal MOBEYETO OT OTTOBOPUIIUTE MAI[IEHTH UMAT
HamasieHue Ha pa3tBopumust BCMA, kato no-romsiMo HamaneHue Ha paztBopumus BCMA ce

Ha6moz[aBa IIpU y9aCTHHULIU C MO-U3PA3CH OTTOBOP KbM TeKIucTaMao.

Kinnnnuna edukacHocT 1 6€300aCHOCT

Edukacnoctra Ha MoHoTepanus ¢ TECVAYLI e olieHeHa py MalUeHTH ¢ PELUAMBUPAIIl WITH
pedpakTepeH MyJITUIUICH MUEIIOM B OTKPUTO, MHOTOIIGHTPOBO MpoyuBaHe (¢aza 1/2 ¢ eaqHo pamo
(MajesTEC-1). B mpoy4BaneTo ca BKIIOUEHH MALMEHTH ¢ Hali-MaJIKO TPH MIPEIXOIHH TEPAIUH,
BKITFOYBAIIIH MTPOTEA30MEH UHXUOUTOP, UMYHOMOIYIHPAIIO CpeAcTBO 1 aHTH-CD38 MOHOKIIOHAITHO
aHTUT10. OT MPOYYBAHETO Ca U3KITIOYEHU MAI[EHTH, KOUTO Ca MOJYYMIM HHCYNIT WIX I'bpU B
pamMKuTe Ha MOCIeAHUTE 6 Mecela, U ManueHTH ¢ GyHKIroHaeH craryc mo Eastern Cooperative
Oncology Group (ECOG PS) >2, mna3mokiieTpuHa JIeBKEeMHUsI, U3BECTHO aKTUBHO 3acsrade Ha [[HC,
MIPOSBEHU KIMHUYHM MPU3HAIM HA MEHUHT€aJTHO 3aCATaHe OT MYJITUIUIEH MHEJIOM WM aKTHBHO
ABTOMMYHHO 3a00JIsIBaHE WM JIOKYMEHTHPaHa aHaMHe3a 3a TaKOBa, C M3KITIOUEHHE Ha BUTHIIUTO,
nmuabet Tvm 1 1 mpeaxoaeH aBTOUMYHEH THPOUIUT.

[ManuenTuTe MOTyYaBaT MbPBOHAYAIHO CTHIIATOBUIHO NOBUIIIaBaHe Ha no3ute oT 0,06 mg/kg n

0,3 mg/kg TECVAYLI, npuioxeHn MoaKOXKHO, ITOCIEBaHO OT moaappxkamara 103a TECVAYLI
1,5 mg/kg, mpunarana ciie TOBa IMOAKOXKHO BEJHBX CEAMUYHO, A0 MPOrpecrs Ha 3a00IABaHETO HITH
HEeMpueMInBa TOKCHYHOCT. [lanmmenture, konto uMar meieH (CR) wim mo-1o066p OTroBop B
MPOABDKEHNE Ha MUHUMYM 6 Mecera, ca OWJIH MOAXO/IAIIN 32 HaMaJIABaHe Ha YecToTaTa Ha
npuinoxxeHue Ha 1,5 mg/kg moaAKoXHO Ha BCEKH JBE CEAMUIIM A0 MPOrpecHs Ha 3200 sIBAHETO HITH
HENpHUEeMIIMBA TOKCHYHOCT (BX. Touka 4.2). MenuaHata Ha BpeMETO MEXTy CTHIIaJIOBHIHO

22



MOBHUIIIABaHe Ha J103aTa 1 M CTHIIAJIOBHIHO IOBHINIABaHE Ha fo03aTa 2 ¢ 2,9 nHu (auama3oH: 2-7).
Mennanara Ha BpeMETO MEXIy CThIIAJIOBHIHO TIOBUILIABAHE HA J]03aTa 2 U HayaJlHaTa MOoAbprKaIla
no3a e 3,1 nau (auanaszon: 2-9). [lanueHTHTE ca XOCTUTATH3NPAHH 32 HAOIIOJCHNE B IPOABIDKEHNE
Ha Haii-Manko 48 Jaca ciesi IpIIoKeHHe Ha BCsAKa J103a oT cxemara Ha npuiarane Ha TECVAYLI cbe
CTBIIAJIOBUIHO TIOBUILIABAHE HA J103aTa.

[Tonynanusra 3a epukacHOCT BKIOUBa 165 manuenT. MenuaHnaTta Ha Bb3pacTTa € 64 ToauHU
(mmamnazon: 33-84), karo 15% OT yyacTHUIIUTE ca Ha Bb3pacT =75 roaunau; 58% ca mbxe; 81% ca ot
Ostnara paca, 13% ca uepHokoxH, 2% ca azuatuu. [Ipu BkrouBaHe B mpoyusaneTo 52% ca B cranuii |,
35% B cranuii I u 12% B cragmii 111 copen MexnynapoaHata cuctema 3a ctagupane (International
Staging System, ISS). BucokopuckoBa nuroreneruka (Hamuuue Ha del(17p). t(4;14) wm t(14; 16)) e
yCcTaHOBeHa NpH 26% oT nanueHTuTe. CeneMHaeceT NpoIeHTa OT NallMeHTUTE NUMaT
eKCTpaMeayJapHH TIa3MOIUTOMH.

MenaunanaTta Ha BpEMETO OT ITbPBOHAYAITHOTO TUATHOCTHIIMPAHE HA MYJITHILICH MUEIIOM JI0
BKITFOUBaHETO € 6 roaunHu (nuana3oH: 0,8-22,7). Menuanara Ha Opos Ha IPEAXOIHUTE TEPAITUU €

5 (mmanazon: 2-14), kato 23% OT MaIMEHTUTE Cca MOTYYHIN 3 TIpeaxoauu Tepamun. OceMIeceT U 1Ba
MPOIEHTA OT MAIMEHTUTE ca MOIYYWIH IPEIX0HA TPAHCIUTAHTAIIMS Ha aBTOJIOKHHU CTBOJIOBU KIIETKH,
a 4,8% OT manueHTHTe ca MOJYYHIN MPEIX0HA aJIoTeHHA TpaHcIuIanTaus. CeneMieceT U oceM
NPOIIEHTA OT MAIMEHTUTE ca pepaKkTEpHU HA TPH Kilaca JieKapcTBa (pedpakTepH KbM MPOTEa30MeH
WHXUOUTOP, UMYHOMOTYJIHPAIO CpeAcTBO U aHTH-CD38 MOHOKIIOHATHO aHTHUTSIIIO).

Pesynrarure 3a eMKaCHOCT ce OCHOBABAT HA Y€CTOTa Ha OOII OTrOBOP, ONpPEEIeHa CIIOPE/ OLICHKa
Ha HezaBucuma xomucust 3a nipersen Ha ganaute (Independent Review Committee, IRC) npu
U3I0JI3BaHe Ha KpuTepuuTe Ha MexayHapoaHara paboTHa rpyna o muenoM (International Myeloma
Working Group, IMWG) 2016 (Bx. Tabnuua 7).

Tabauna 7:  Pesyaratu 3a edpukacHocT B MajesTEC-1

Bceunuku sekyBanu (N=165)

Yecrora Ha 001 01roBOP (ORR: SCR, CR, VGPR, PR) 104 (63,0%)

n(%)

95% CI (%) (55,2%, 70,4%)
Crpor mbien otrosop (sCR) 54 (32,7%)
[Ienen orroBop (CR) 11 (6,7%)
Muoro 100bp vyactuueH otroop (VGPR) 32 (19,4%)
Yactuyen otrosop (PR) 7 (4,2%)

HpoabikuTennoct Ha 0rroBopa (DOR) (mecenn)

Bpoii pecionnepn
DOR (mecenn): menuana (95% CI)

104
18,4 (14,9, NE)

BpeMe 10 nbpBHU 0TTroBOp (Mecenn)

nanueHT, n (%) [N=165]

Bpoii pecionnepn 104
Menuana 1,2
Jwnamazon (0,2; 5,5)
Yecrora Ha HeraTusHo MRD? npu BCHYKH JIeKyBaHH 44 (26,7%)

95% CI (%)

(20,1%, 34,1%)

Yecrora Ha HeraTusHo MRD?>? nipu nauuenTu,
nocturnagn CR uim sCR, n (%) [N=65]

30 (46,2%)

(33,7%, 59,0%)

95% CI (%)
1

NE=ne Moxe 1a ce oleHn
2

Yecrorara Ha HeratuBHO MRD e onpeenena kaTo npoleHTa y4acTHUIM, JocTUrHany HeratuseH MRD cratyc

(ipn 10’5) BBB BCsAKa BPEMEBa TOYKA CJIC/ HaYallHATa 1032 U MPeIu mporpecupaino 3adbonssane (PD) wiu mocneasaria

AHTUMHUEJIOMHA TEpaIus.

CMBpT/TIIporpecus/nocieaBaia Tepanus (€IMHCTBEHO).
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Pesynratute oT akTyanm3upaH aHamu3 3a ehUKACHOCT ¢ MeaHa Ha rnpociensBane 30,6 Mecena mpu
pecnornepute (n=104) nokaszat mo-pucok Asut naruenty ¢ CR (7,3%) u sCR (38,8%) B cpaBHeHHE ¢
I'bpBUYHMS aHaU3. YectoTaTa Ha HeratuBeH 3a MRD pe3ynrar ¢pl1o ce yBelnyaBa IIpy BCUUKU
nekyBanu nanueHTty (29,1%) u npu manuentu, nocrurdainu CR umu sCR (51,3%). Meauanara Ha
DOR ¢ 24,0 (17,0, NE) mecena.

Menuanata Ha IpoCIIeIsIBaHe Clie MpoMsHa Ha cxeMara € 12,6 (aumanazon: 1,0-24,7) mecena npu
MAIMEHTUTE, KOUTO ca MpeMuHany Ha 1,5 mg/kg moaKoKHO Ha BCEKH JIBE CEMUIIH.

IlequaTpuyna momyJaanus

EBpomneiickaTa areHIus 1o JekapcTBaTa 0CBOOOXKIaBa OT 3aAbIKCHUETO 3a MPEIOCTaBsIHE Ha
pesynrtatute ot npoyuyBanusaTa ¢ TECVAYLI BB Bcuuky NOATPYIM Ha MeAUaTpUYHATA MOMyIaus
IpY MYJITUILICH MUeIoM (BXK. Touka 4.2 3a uH(opMaIys OTHOCHO yroTpeda B eIUaTpusTa).

To3zu nekapcTBEH MPOAYKT € pa3pelleH 3a ynorpeda mo T. Hap. CXeMa ,,pa3pelIaBaHe Mo yCIoBHe .
ToBa 03HauaBa, 4e 3a TO3M JEKAPCTBEH MPOIYKT C€ OYAKBAT JOMBIHUTEIHHU TaHHH.

EBpomneiickaTa areHIys 1o JeKapcTBaTa 1ie U3BbpIIBa Iperie] Ha HoBaTa HHPOPMAIH 3a TO3U
JIEKapCTBEH MPOAYKT MOHE BEAHBK roguiiHo 1 Tazu KXII choTBETHO 1IE ce akTyanusupa.

5.2 ®apmakokMHETHYHH CBOWCTBA

Teknucramad moka3sa NPUOIM3UTEIHO MPONOPIIMOHANIHA Ha J03aTa (hapMaKOKMHETUKA CIIC]
MIOJIKOYKHO TIPUIIOKEHHE B 1030BuUs nuana3oH ot 0,08 mg/kg no 3 mg/kg (0,05 no 2,0 metu
npenopbYUTENHATA 7032). JeBeTaeceT NpoIeHTa OT SKCIO3UIUITA B CTAIMOHAPHO ChCTOSHHE €
MOCTHrHaTa ciiesl 12 ceAMUIHU MOAIbpIKAIIN 103U, CpeTHUAT KOSHUIIESHT Ha KyMYyJTUPaHEe MEXIY
mbpBara ¥ 13-TaTta ceMHUYHA MOAIBbprKaIa g03a Teknucrtamad 1,5 mg/kg e 4,2 mbtu 3a Cmax, 4,1 TbTH
3a Cirough ¥ 5,3 bTH 38 AUCau

Crnax> Cirough, 1 AUCeu Ha TekIHCcTaMa0 ca okazanu B Tabnuia 8.
Tabamnna 8 GapMaKOKHHETHYHH MOKA3aTeJH HA TeKJINcTamMa0 3a 13-TaTa npenopb4YuTeIHA

ceIMUYHa noaabp:kama 103a (1,5 mg/kg) npn nanueHTH ¢ peuANBAPALL WIH
pedpakTepen myaTuiuieH muejioM B MajesTEC-1

DapMaKOKMHETHYEH N10Ka3aTel Texaucramad
Cpeanoreomerpuina croiiHoct (CV %)
Crnax (pg/ml) 23,8 (55%)
Crrougn (ng/ml) 21,1 (63%)
AUCu (ug-h/ml) 3 838 (57%)

Cmax = MakcumaiHa cepyMHa KOHIEHTpanus Ha TekiauctaMa; Cirough = CepyMHa KOHLIEHTpALUs Ha TeKIHCTaMal mpeu

cienpamniara n03a; CV = reomerpuder koepunueHt Ha Bapuanus; AUCtay = [lmomn o kpuBaTa KOHICHTPAUS-BPEME MIPU
HMHTEPBAJ Ha PHIIOKCHUE BEHBXK CEIMIIHO.

AGcopOuus

Cpennara OMOHATMYHOCT Ha TekircTamad e 72% mpu MoAKoKHO MpuiiokeHre. Mennanata
(mnamazon) Ha Trmax Ha TekTUCTaMal ciie mbpBaTa U 13-aTa ceIMUYHA OIBPIKala 103a €
croTBeTHO 139 (19 mo 168) waca u 72 (24 no 168) gaca.

Pasnpeoenenue

Cpennusr o6em Ha pasnpezeneHue e 5,63 1 (29% koeduruent Ha Bapuarus (CV).

Enumunupane

KimmpbHCHT Ha TexcTamMad HamMalsiBa ¢ TeUeHHE Ha BpeMeTo, kaTo cpenHoto (CV%) MakcuMaiHO
HaMaJIeHUE OT U3XOJHOTO HUBO 70 13-aTa cenmuuHa moaabpkaiia no3a € 40,8% (56%).
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Cpennoreomerpuanust (CV%) kmupbHe e 0,472 1/nen (64%) npu 13-ata ceamMuyHa MO IbpIKAIIA
no3a. [Ipu marueHTH, KOUTO MPEyCTAHOBSIBAT JICUEHUETO C TeKIUcTaMab cien 13-ara ceqMuyaHa
noJIbpaKaIia J03a, ce oyaksa 50% HaMmaneHue Ha KOHIICHTpausITa Ha TekiucTaMad cpsaMo Crax IPH
MeauaHa Ha BpemeTo (5-tu 1o 95-tu nepcentun) 15 (7 mo 33) nuu cinenl Tmax 1 97% HaManeHue Ha
KOHIICHTpAIUsITa Ha TeKIucTamMad crpsMo Cuax TpH MeMaHa Ha BpeMeTo 69 (32 mo 163) nau cien
Tmax«

[HomynanuonausaT GpapMakoKuHETH4EH aHanu3 (Bb3 ocHOBa Ha MajesTEC-1) mokassa, 4e
pastBopumMusiT BCMA He noBiusiBa CepyMHUTE KOHLIEHTPALMK Ha TEKJINCTaMad.

Crenyaiiy nonyJaiun

®apmakoknHeTrkaTa Ha TECVAYLI npu neguatpudny nanyeHTy Ha Bb3pacT 17 TOAMHM U TTO-MIIadH
HE € U3CIIC/IBaHA.

Pesynrarute ot nomynanroHHUTE (papMaKOKHHETHYHH aHATU3H MTOKa3BaT, 4e Bb3pactra (24 1o
84 rouHN) U TIOBT HE TMOBNUABAT (PapMaKOKMHETHKATa HAa TEKIHCTaMal.

bvbpeuno yspeocoane
He ca nposexnanu popmanau npoyuBanus Ha TECVAYLI npu nanuienT ¢ 650peyHO YBpeKaaHe.

Pesynrarure ot nomynanuoHHuTe (HapMaKOKHHETHYHH aHAITU3M MTOKAa3BaT, 4e JIeKa CTEIICH Ha
0B0peuno yBpexaane (60 ml/min/1,73 m? < n3umcnena ckopocT Ha riomepysHa Guiarpanus (eGFR)
<90 ml/min/1,73 m?) unu ymepeHa ctenen Ha 6b0peuno yBpeskaane (30 ml/min/1,73 m? < eGFR
<60 ml/min/1,73 m?) He NOB/IKsBA 3HAYUMO (pApMAKOKUHETHKATA Ha TeKIucTamal. iMa orpanuyeHu
JTAaHHU TIPH MMAIUEHTH C TEXKa CTeTIeH Ha 0BOpeYHO YBpEeKIaHe.

Yeproopobro yepedxcoane

He ca nposexnanu popmannu npoyuBanus Ha TECVAYLI nipu nanieHTH ¢ 4epHOIPOOHO
YBpEXKIAHE.

Pesynrarure ot nomynanuoHHuTe (HapMaKOKHHETHYHH aHAITU3M ITOKAa3BaT, ve JIeKa CTEIICH Ha
4epHOAPOOHO yBpexaane (oo oumpyoun >1 no 1,5 meTi Hag ropHaTa rpanuna Ha HopmaTa (ULN)
Y BCSKaKBa CTOWHOCT Ha acniaprat amuHoTpancdepasa (AST) wim o6 Omnmnpyoun <ULN u
AST>ULN) He noBiusiBa 3Ha4nMO GapMaKOKHHETHKATa Ha TeKJIMcTamMa0. JIunceaT JaHH IpH
MAIMEHTH C YMEPEeHa U TeXKKa CTeTleH Ha YepHOPOOHO YBpEKIaHE.

5.3 IlpeakJMHUYHU AAHHM 32 0€30MACHOCT

KaHuepor CHHOCT 1 MYTAarcHHOCT

He ca IMPOBCXKIAHN ITPOYUYBAHUA IIPU J)KUBOTHU 3a OLICHKA Ha KaHICPOTCHHNA NI TCHOTOKCUYHUA
NOTCHI KA Ha TeKaucTaMao.

PCHDOJIVKTI/IBHa TOKCUYHOCT U d)eDTI/UII/ITeT

He ca npoBexnanu nmpoy4BaHus IpH KUBOTHH 3a OLICHKA Ha e()eKTUTE Ha TEKINCTaMald BbPXY
penpoayKiusaTa U peranHoTo pa3Butue. B 5-ceqMHUUHOTO poy4YBaHe 3a TOKCHYHOCT C MHOTOKPATHO
NpUIarane mpH JIBITO0NANIaTH MaKaly HsiMa 3a0eIeKUMH e(PeKTH BbPXY PENPOYKTUBHUTE OPTraHu
IpU MBXKHUTE U XKeHckuTe rpu 1o3u 10 30 mg/kg/cenmuna (mpubnuszurento 22 mbTH MaKCUMaIHATa
NpenopbUYHUTENHA J103a IIPU X0pa Bb3 ocHOBa Ha ekcnozuuusita (AUC)).
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6. DAPMAIEBTUYHHU JAHHHA
6.1 Choucbk Ha NIOMOIIHHUTE BElIECTBA
EATA nunatpueBa cosl AMXUAPAT

Jlegena ouerHa KucenuHa

[Monucopbar 20 (E432)

Hartpues aneraT Tpuxuapat

3axapo3a

Bona 3a unmxeknuu

6.2 HecbBMEeCTHMOCTH

[Ipu nunca Ha MpoyYBaHMS 32 HECHBMECTUMOCTH, TO3M JIEKapCTBEH MPOIYKT HE TPAOBa /1a ce CMecBa C
JpYyTH JEKapCTBEHU NPOIYKTH.

6.3 Cpok Ha roaHOCT

HeortBopen duiakon

2 TOOUHU

IlpurorBesa cupuHIIOBKA

[IpuroTBeHnTe CIPUHIOBKH TPsIOBa Ja ce MPHUIIOKaT He3a0aBHO. AKO He3a0aBHO NMPHUIIOKECHHUE HE €
BB3MOXHO, BPEMETO 32 ChbXpaHEHHE B IEpUOJia Ha U3II0JI3BaHe HA MPUTOTBEHATA CIPHHLIOBKA HE
TpsiOBa na Obae noeeue ot 20 yaca Ha 2°C - 8°C unu Ha craiina remmeparypa (15°C - 30°C).
W3xBBprieTe 4, ako He € u3noia3Bana ciex 20 gaca.

6.4 Crhenuananm ycjaoBHs Ha ChbXpaHeHHe

Ha ce cpxpansiBa B xsaauiaauk (2°C - 8°C).
[a He ce 3ampasssa.
Jla ce cpxpaHsiBa B OpUTMHAJIHATA OMAKOBKA, 3a J1a C€ MPEANa3y OT CBETJINHA.

6.5 Buau cbabpakaHue HA ONMAKOBKATA

3 ml MHKEKIIMOHEH Pa3TBOP BB (PIAKOH OT CTHKIIO TUI 1 ¢ enacToMepHa 3amymiajiKa, 3aredaTan ¢
alyMHHHEeBa 00KaTKa ¢ OTYYIBAIIO ce Kamade, chabpxany 30 mg rexkaucramad (10 mg/ml).
OnakoBka ot 1 ¢urakoH.

1,7 ml uHXeKUMOHEH pa3TBOP BB (JIAKOH OT CTHKIJIO TUH 1 € elacToMepHa 3aIlylanka, 3aneyarata ¢
aITyMHHHeBa 00KaTKa ¢ OTYYIBALIO ce Kamade, chabpxan] 153 mg Texnucramad (90 mg/ml).
OnakoBka ot 1 ¢urakoH.

6.6 CrnenuajaHu nNpeana3Hu MepKH NMPH U3XBbPJIsiHe H padoTa
MHoro e BaXHO yKa3aHHATa 3a IPUTOTBSIHE U MPUIIOKEHUE, PEAOCTAaBeHH B TO3H pas3fell, J1a ce
cra3BaT CTPUKTHO, 32 /1a CE CBEJAT 10 MUHUMYM MTOTEHLIMAIHU TPEIIKH [TPH MIpUJIaraHe Ha

TECVAYLI 10 mg/ml u TECVAYLI 90 mg/ml dnakonu.

TECVAYLI tps6Ba na ce npuiara camo upe3 noakoxkHa umwkekuus. He npunaraiite TECVAYLI
WUHTPABEHO3HO.

TECVAYLI tpsibBa na ce npuiiara OT MEAUIIMHCKH CIICIIUAIUCT, IPU HAJIMYKE HA JTOCTaThYHO O0YUYCH

MEIUIUHCKY TEPCOHAI M OAXO0ISII0 MEAULMHCKO 000pyABaHE 3a OBJIAASABAHE HA TEXKKHU PEaKIIUH,
BKJIFOYUTEITHO CHHAPOM Ha OCBOOOK/IaBaHE HA MUTOKUHHU (BXK. TOuKa 4.4).
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TECVAYLI 10 mg/ml u TECVAYLI 90 mg/ml ¢nakonu ca camo 3a eHOKpaTHA yrnoTpeoa.

TECVAYLI ¢nakonu ¢ pa3InyHu KOHIICHTPAIUK He TPsiOBa J1a ce KOMOMHUPAT 32 MOCTUTaHe Ha

nogabprKaiara 103a.

[pu npuroresineto u npuiaranero Ha TECVAYLI TpsiOBa na ce n3non3sa acenTHYHA TCXHHKA.

Hewnsnon3panusr JICKAPCTBCH MPOAYKT WJIN OTHAABYHUTC MATCPUAJIN OT HECTO TpH6Ba Aa CC U3XBBPJAT

B CBbOTBCTCTBHUEC C MCCTHHUTC U3UCKBaHM.

Ilpucomesane na TECVAYLI

° IIpoBeperte npeanucanara no3a 3a Beska nmxkekuuss TECVAYLI. 3a ga ce cBenat 40 MUHUMYM
TPEIIKUTE, U3TMOI3BANTE CICAHUTE TaOIuIM 3a puroTBsiHe Ha nxeknus TECVAYLI.
o Wznonseatite Tabmuma 9, 3a na onpenenure odIIarTa 103a, HHXEKIIMOHHUS 00eM H
HeoOXoauMus Opoi prrakoHM Bb3 OCHOBA Ha aKTYaTHOTO TEJIECHO TETJIO Ha MaIlMeHTa 3a
CTHITAJIOBH/IHO MOBHIIIABaHE Ha f03aTta 1, kaTo usnoa3pare TECVAYLI 10 mg/ml

(nakoH.

Tabmmua 9:  HMuxexkunonnu odemu 3a TECVAYLI (10 mg/ml) npu cThIAaI0BHIHO

nopumaBaHe Ha no3zara 1 (0,06 mg/kg)

TeJsiecHo TerJio Oo0ma no3a HNuxexnnonen odem | bpoii puiakonu
(kg) (mg) (ml) (1 dpaaxon=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 33 0,33 1
CTpnajnoBHIHO 60-69 3,9 0,39 1
NOBHIIABAHE HA 70-79 4.5 0,45 1
jgo3ara 1 80-89 5,1 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 W3nonseaiite Tabmuna 10, 3a ga onpeaenuTe odmaTa 103a, HHXESKIIMOHHMS 00eM 1

HeoOXoauMus Opoit prrakoHHM Bb3 OCHOBA Ha aKTYaTHOTO TEJIECHO TETJIO Ha MaI[MeHTa 3a
CTBHITAJIOBH/IHO MOBUIIIABAaHE Ha f03aTta 2, kaTo usnoa3pare TECVAYLI 10 mg/ml

(hnakoH.
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Tabimna 10: Wnxekunonnu odemu Ha TECVAYLI (10 mg/ml) npu ¢cTbnanoBHIHO

nopuinaBade Ha no3ara 2 (0,3 mg/kg)
Tesecno Terao | O6ma noza | HHKeKkUOHEH 00eM Bpoii paaxkonu
(kg) (mg) (ml) (1 ¢paaxon=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
CTbnajIoOBHIHO 60-69 19 1,9 1
NMOBHIIABAHE HA 70-79 22 2,2 1
Jo3ara 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 43 2
150-160 47 4.7 2
o Wznonseatite Tabmuna 11, 3a ga onpexenute odmiara 103a, MHKEKIIUOHHUS 00eM 1

HeoOXxomumust Opoii (y1akOHH Bh3 OCHOBA Ha aKTYaJHOTO TEJIECHO TErJI0 Ha MallieHTa 3a
noJIbprkaiara 1o3a, karo usnonseare TECVAYLI 90 mg/ml dnakow.

Tadoauua 11: HNnxkekunonnu o6emu Ha TECVAYLI (90 mg/ml) 3a noxabpxaina 103a
(1,5 mg/kg)

Hopabpxama
no3a (1,5 mg/kg)

Tesecno Tero | O0ma no3a | MHxeknnoHeH odem Bpoii praxkonn

(kg) (mg) (ml) (1 panaxkon=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 1,1 1

70-79 108 1,2 1

80-89 126 1.4 1

90-99 144 1,6 1
100-109 153 1,7 1
110-119 171 1,9 2
120-129 189 2,1 2
130-139 198 2,2 2
140-149 216 24 2
150-160 234 2,6 2

MzBanere moaxomsust prmakodr TECVAYLI ot xnagumauka (2°C — 8°C) u ro TemrepupaiTe

no craifaa temmeparypa (15°C — 30°C), kakTo € HeoOX0AMMO, B TIPOIBDKEHNE HA Hall-MalIKoO
15 munyTtu. He 3atonmsiite TECVAYLI no HUKaKkbeB ApyT HauuH.

CMECCH. I[a HC CC pasKkiialia.

MOJIXOJISII Pa3Mep, KaTo MU3I0JI3BaTe UIJa 3a MPEXBhPIISHE.
o) WHXeKIMOHHUAT 00eM He TpsioBa na Haaxebpis 2,0 ml. Pazgenere nosute Han 2,0 ml mo
PaBHO B HSKOJIKO CIIPUHITOBKH.

OT TIOJIUITPOTIMIICH U TTOJIMKApOOHAT.
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Crien KaTo ce TeMIepupa, BHUMATEIHO 3aBbpTeTe (iiakoHa 3a okoio 10 cekyHau, 3a aa ce

Uzrernere neoOxoaumus nmxekunoneH ooeM TECVAYLI ot ¢nakoHa(uTe) B CIPUHIIOBKA C

TECVAYLI e cbBMeCTUM ¢ MHXKEKIIMOHHHU MIVIA OT HEPBXKIaeMa CTOMaHa U CbC CIIPUHLIOBKH

3aMeHeTe uriiaTa 3a MNPEXBBPJIAHC C MHIKCKIIMOHHA UTJIa C IMMOAXOIAIL pasMep.




. [Ipenu npunoxennero nposepere BuzyanHo TECVAYLI 3a vactuuu u npoMsna Ha 1Beta. He
U3II0JNI3BaTe, aKO Pa3TBOPBT € C MPOMEHEH LIBST UM MBTEH, WIH IIPU HATMYUE HA TyXKIN
YaCTHIIH.

o TECVAYLI utxeKiMoHEeH pa3TBOp € OS31[BETEH /10 CBETIOXKBIIT.

Ipunoocenue na TECVAYLI

. Umxextupaiite Heooxoaumus ooem TECVAYLI B monkokHaTa ThKaH Ha KOpemMa
(mpeamounTtano MAcTo Ha HHXKekTupane). AntepHatnBHO TECVAYLI moxe na ce mmxekTupa
B IIOAKOXHATa ThKaH Ha Ipyru Mecta (Hamp. 6eapoTo). AKO ca HeOOXOUMHU HSIKOJIKO
nmkekn TECVAYLI, te TpsiOBa na Ob1aT Hali-Mallko Ha 2 cm pa3CTOsTHHE.

o He umxexrupaiite B TAaTyMpOBKH WK O€Ie3U WM Y4acThLH, KbAETO KOXKaTa € 3auepBeHa,
HacHHeHa, 00JIe3HEeHa, YIUTbTHEHA WIIH C HapyIlleHa IsUT0CT.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

Turnhoutseweg 30

B-2340 Beerse

benrus

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 TbPBO PASPELHIABAHE/IMMIOJHOBSBAHE HA PASPELHIEHUETO 3A
YIHOTPEBA

[ata Ha mepBo pazpemanane: 23 aBryct 2022 r.

JlaTa Ha mocneaHo noaHoBsBaHe: 13 roHu 2024 r.

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

IMompoOHa uH(popManus 3a TO3U JEKAPCTBEH MPOAYKT ¢ MPEI0CTaBeHa Ha yebcaiiTa Ha EBporneiickata
areHIUs 10 JiekapcTBaTa https://www.ema.europa.eu.
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MPUJIOKEHME I
MPOU3BOJUTEJ(A) HA BUOJIOTMYHO AKTUBHOTO(UTE)
BEILIECTBO(A) 1 MPOU3BOJUTEJI(M), OTTOBOPEH(HM) 3A
OCBOBOKJIABAHE HA APTHU/IN
YCJIOBUSI WJIM OTPAHUYEHUSI 3A IOCTABKA U YIIOTPEBA

APYI'U YCJIOBUA N UBNCKBAHUA HA PASPEHIEHUETO 3A
YIHOTPEBA

YCJIOBUA NJIN OTPAHUYEHUA 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUA ITPOAYKT

KOHKPETHO 3AABJIKEHUE 3A UBITBJIHEHUE HA MEPKH
CJEJ PASPEIIABAHE 3A YIIOTPEBA IO YCJIOBHUE
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A.  TIPOU3BOJIUTEJ HA BUOJIOI'MYHO AKTUBHOTO BEIIECTBO "
MNNPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOKIJABAHE HA ITAPTUIN

Nme n aapeC Ha MPOU3BOAUTCIIA HA OMOJIOTHYHO aKTHBHOTO BCIICCTBO

Janssen Sciences Upnangus UC
Barnahely,

Ringaskiddy, Co. Cork
Upnanaus

HmMe u aapec HA MPOU3BOJMTENS, OTTOBOPEH 3a 0CBOOOIK/IaBaHE HAa MAPTHIUTE

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

Janssen Pharmaceutica NV

Turnhoutseweg 30

B-2340 Beerse

benrus

[TevaTHarta TUCTOBKA Ha JIEKAPCTBEHHS MPOIYKT TPAOBA J]a ChABbPKA UMETO U aJipeca Ha

MIPOU3BOAUTENS, OTTOBOPEH 32 OCBOOOXKAaBaHETO HA ChOTBETHATA MApTH/IA.

b. YCJI0OBUSA NN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlekapCTBEHUAT MPOLYKT C€ OTITyCKa [0 OTPaHUUEHO JieKapcKo npeanucanue (Bx. [Ipunoxenue I:

Kpatka xapakTepucTika Ha MPOAYyKTa, Touka 4.2).

B. JPYI'M YCJOBUA U N3NUCKBAHUSA HA PASBPEHIEHUETO 3A YIIOTPEBA

. IlepuoauyHu aKTyaJu3upaHu aokjaaau 3a 6ezonacuoct (ITA/IB)

MsuckBanusta 3a nogaBane Ha [TAJIb 3a To3u JeKapCTBEH NPOAYKT ca MOCOUYCHU B WiieH 9 Ha

Pernament (EC) No 507/2006. B ¢chOTBETCTBHE € TSIX, HIPUTSKATEIAT Ha pa3peIICHUETO 3a YIIoTpeda

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

M3uckpanusaTa 3a nojgasane Ha [TAJ1b 3a To3u 1eKkapCTBEH MPOAYKT ca MOCOUYEHHU B CITUCHKA C

pedepentaute natu Ha EBponeiickus cwio3 (EURD cnmchk), npensuzieH B wi. 1078, an. 7 ot

Hupextusa 2001/83/EO, u BbB BCHUKHU CIICABAIIN aKTyaIN3alllH, ITyOJUKYBaHH HA €BPOICHCKUS

yeOnopTain 3a JIeKapcTBa.

[IpurexatensaT Ha pa3perienuero 3a ynorpeda (IIPY) Tpsosa na nogane nbpsus [TA1b 3a To3u

NPOLYKT B CPOK OT 6 Mecela Clie/l pa3pelaBaHeTo 3a yrnorpeoa.

r. YCJI0BUA NN OI'PAHUYEHUA 3A BE3OITACHA U EOEKTHBHA YIIOTPEBA
HA JIEKAPCTBEHMUS IPOAYKT

. ILnan 3a ynpasJjienue Ha pucka (IITYP)

[IpurexxatensaT Ha pa3perienuero 3a ynorpeda (IIPY) Tps6Ba na n3BbpIIBa H3UCKBAHUTE ICHHOCTU U

JIECTBUS, CBBP3aHH C IPOCIIE/sIBaHEe Ha JIeKapcTBeHaTa 0€30MacHOCT, ocoueHH B 0J00peHus [TYP,
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npezacraBed B Moayn 1,8,2 Ha pa3pelieHneTo 3a ynorpeda, KakTo U BbB BCHUKHU CJICABALIN 0J00pEHH
akTyanu3anuu Ha [TYP.

Axryanmupan [IYP Tps6Ba na ce monasa:

10 MCKaHe Ha EBponelickara areHIus 1o JeKapcTBaTa;

BUHAry, KOraTo ce U3MEHs cUcTeMara 3a yIpaBJIeHHE Ha pUCKa, 0OCOOEHO B pe3yiTaT Ha
NoJy4aBaHe HAa HOBa HH(POPMALUS, KOSTO MOXKE /1a I0BeJIe 10 3HAYMMH IPOMEHHU B
CHOTHOILIEHUETO MOJI3a/PUCK, WK CIIE/ JOCTUTaHE Ha BaXKEH eTal (BbB BPb3Ka C IpOCieasIBaHe
Ha JIeKapCTBeHaTa 0€30MacHOCT WM CBEKAAHE HA PUCKA IO MUHHMYM).

I[OH'LJIHHTQJ'I]—[I/I MEPKHU 3a CBEXK/IAHE HA PUCKA 10 MUHUMYM

[IPY TpsbBa na rapaHTHpa, 4e BbB BCsKa qbprkaBa uieHka, B kosiTo TECVAYLI e Ha na3apa, BCHUKH
NaueHTH/00TPUKBAIIIY TH JIUIIA, KOUTO CE 0YaKBa Jia M3I0JI3BAT TeKIMcTaMa0, Ime UMat JOCThI
no/me ca cHabnenu ¢ Kapra Ha manmeHTa, KoATo 1a mHpOpMHpa MalueHTHTE U 1a 00sSCHIBA
puckoBete o CRS u HeBposiornuHaTa TOKCHIHOCT, BKItounTeiHo ICANS. B Kaprara Ha naruenTa
TpsiOBa Ja Ob/Ie BKIIOYCHO U NMPEeAyNpexKIeHUE 32 METUITTHCKUTE CIIEIIHATUCTH, JIEKYBAaIH MallueHTa,
Yye TOW/TS MoJTyyaBa TEKIHCTaMal.

Kaprara Ha marnuenTa TpsibBa 1a ChAbpIKa cileJHaTa OCHOBHA HH(POPMAITHUS:

.

Onucanue Ha OCHOBHUTE MpHU3HAIY 1 cuMiToMd Ha CRS ¥ HeBpoJiornuHaTa TOKCHYHOCT,
pxirounTestHO ICANS

HHudopmalius kora a ce ThbPCH CIEIIHA TTOMOII OT MEIULMHCKHU CICIUAIMCT WX Ja CE U3BUKa
0’bp3a TOMOIII IPX TIOSIBa HA TpU3HAIY 1 cuMnToMu Ha CRS wi HeBpoornyHa TOKCUYHOCT,
prirountesHo ICANS

WHudopmarus 3a KOHTAKT HA TIPEATMCBAIITIS JIEKap

KOHKPETHO 3AABJI’KEHUE 3A UBITBJIHEHUE HA MEPKU CJIE[|
PA3PEHIABAHE 3A YIIOTPEBA 110 YCJIOBHUE

ToBa e pa3pernieHue 3a yrnorpeda moj| ycioBue u chriacHo wi. 14-a ot Permament (EO) Ne 726/2004 B
onpenencHus cpok [IPY TpsOBa qa U3NBIHU CICTHUTE MEPKU:

Onucanune Cpok

3a na ce mOTBBPAM epUKACHOCTTA U OE30IaCHOCTTA Ha TEKIUCTaMa, M. MapT 2028 r.
MOKa3aH KaTO MOHOTepanusl 3a JieYeHne Ha Bb3PACTHU MAI[EHTH C
peunauBHpan] 1 pehpakTepeH MyITUILICH MUEJIOM, KOUTO Ca MOy YN
Hail-Masko TPU NPEAXOIHU TePaNru, BKIIOYBALIH HUMYHOMOIYTHPAILO
CPENCTBO, IpOoTea3oMeH HHXHOUTOp U aHTU-CD38 aHTUTSIIO0, U TTOKa3BaT
Mporpecus Ha 3a00JIIBaHETO 10 BpeMe Ha mocieaHaTa tepamnus, [IPY e
nozaze pedyarature ot npoyusane 64007957MMY3001, pannomusupano
npoyuBane ¢asa 3, CpaBHIBAILO TEKINCTaMad B KOMOMHALUS C
maparyMmymao s.c. CIIpsSIMO 1apaTyMmyMa S.C., TOMaTHIOMUT U
nexcameta3oH (DPd) unu naparymymao0 s.c., 0opTe30MHu0 1 JeKcaMeTa3oH
(DVd) npu ydacTHUIM ¢ peqUIUBUpAIL WK pepaKkTepeH MyITHIUIEH
MHUEJIOM
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HPUJIOKEHMUE 111

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

TECVAYLI 10 mg/ml nHXeKIuoHeH pa3TBOp
TEKIIUCTaMad

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

Enun ¢nakon ot 3 ml ceapprka 30 mg reknucramad (10 mg/ml).

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

[Homomam BemectBa: EJITA nunatpueBa con IMXuApar, JieAeHa olleTHa KHCenrHa, noiaucopoar 20,
HaTpHUeEB areTar TPUXHUIPAT, 3aXapo3a, BojAa 32 MHXKEKIINU

‘ 4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

MHxek1oHeH pa3TBOp
1 dnakon, 30 mg/3 ml
Jo3a 3a cThIANOBUIHO MOBUILIABAHE

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT(UIIA) HA BBBEXJIAHE

[Ipenu ynoTpeba rpoyerere JINCTOBKATA.
Camo 3a MOAK0XKHO MPUIIOKECHHUE.

6. CHEHUAJIHO HPEAYIIPEXKIEHUE, YE JJEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELTA

Ja ce cexpaHsBa Ha MSCTO, HEJOCTHITHO 32 JeTa.

‘ 7. APYI'U CHEIUAJIHA HNPEAYIIPEXIEHUSA, AKO E HEOBXOJINMO

Ja He ce pa3kiaia.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

‘ 9. CIIEHUAJIHM YCJIOBUS HA CbXPAHEHUE

[a ce cbxpaHsiBa B XJIaIMJIHUK.
[a He ce 3ampa3siBa.
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C’BXpaHfIBafITe B OpUrMHaJIHATa OIMMAKOBKa, 3a Aa CC MpcAIa3nu OT CBCTJINHA.

10.

CIHIEHUAJIHM ITPEJAITAZHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTHHAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

NME N AJIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/22/1675/001

13.

IMAPTUJEH HOMEP

ITapTupa:

| 14.

HAYMH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HH®OPMAIIUA HA BPAJIOBA A3BYKA

[Ipuero € ocHOBaHUE 1a HE ce BKIOYM nH(opMalus Ha bpaiioa a30yka.

| 17.

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JIByn3MepeH 0apKo/i C BKIIOUEH YHUKAJICH UIACHTU(DUKATOD

| 18.

YHUKAJIEH WIEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EAUHUYHU
II'bPBUYHU OITAKOBKH

ETUKET HA ®JIAKOHA

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT U ITbT(MLIA) HA BBBEK/IAHE

TECVAYLI 10 mg/ml nmxexuus
TEKJIUCTaMal

TeKJIMcTaMad

s.C.

‘ 2. HAYMH HA ITPUJIOKEHHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

4. IMAPTUJAEH HOMEP

ITapTuna:

5. CBbABbPKAHUE KATO MACA, OBEM WJIHN EJUHULIN

30 mg/3 ml

6. JIPYTO
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JAHHHU, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

TECVAYLI 90 mg/ml nmxeKIuoHeH pa3TBOp
TEKIIUCTaMad

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

Enun ¢nakon ot 1,7 ml ceappka 153 mg texnucramad (90 mg/ml).

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

[Homomam BemectBa: EJITA nunatpueBa con IMXuApar, JieAeHa olleTHa KHCenrHa, noiaucopoar 20,
HaTpHUeB aleTaT TPUXHUIPAT, 3aXapo3a, BOJA 32 HHIKEKIIHU.

‘ 4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

MHxek1oHeH pa3TBOp
1 dnakon, 153 mg/1,7 ml
IMogabpxaia qo3a

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT(UIIA) HA BBBEXJIAHE

[Ipenu ynoTpeba rpoyerere JINCTOBKATA.
Camo 3a MOAK0XKHO MPUIIOKECHHUE.

6. CHELOUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA IELNA

Ja ce cexpaHsBa Ha MSCTO, HEJOCTHITHO 32 JeTa.

‘ 7. APYI'U CHEIUAJIHA HNPEAYIIPEXIEHUSA, AKO E HEOBXOJINMO

Ja He ce pa3kiaia.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

‘ 9. CIIEHUAJIHM YCJIOBUS HA CbXPAHEHUE

[a ce cbxpaHsiBa B XJIaIMJIHUK.
[a He ce 3ampassiBa.

38



C’BXpaHfIBafITe B OpUrMHaJIHATa OIMMAKOBKa, 3a Aa CC MpcAIa3nu OT CBCTJINHA.

10.

CIHIEHUAJIHM ITPEJAITAZHU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

HUME U AJIPEC HA IPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

| 12.

HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/22/1675/002

| 13.

IMAPTUJEH HOMEP

ITapTupa:

| 14.

HAYMH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HH®OPMAIINA HA BPAJIOBA A3BYKA

[Ipueto e ocHOBaHKeE 12 HE ce BKIOUM HH(popMaius Ha bpaiinosa a3oyka.

|17

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKo ¢ BKJIIOYECH YHUKAIECH HACHTU(HUKATOP.

| 18.

YHUKAJIEH WIEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EAUHUYHU
II'bPBUYHU OITAKOBKH

ETUKET HA ®JIAKOHA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT U IIbT(MLIA) HA BBBEXKJIAHE

TECVAYLI 90 mg/ml nmxexrust
TEKIUCTaMab

TEKIHUCTaMa0

s.C.

‘ 2. HAYMH HA ITPUJIOKEHHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

4. IMAPTUJEH HOMEP

ITapTuna:

5. CBABbPKAHUE KATO MACA, OBEM WJIHN EJUHUIIN

153 mg/1,7 ml

| 6. JIPYTO
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b. IUCTOBKA

4



JIncroBka: nH(popMaLUs 32 MAHEHTA

TECVAYLI 10 mg/ml nn:keKuinoHeH pa3TBop
TECVAYLI 90 mg/ml nn:keKuuoHeH pa3TBop

TeknucTamad (teclistamab)

vTo31/1 JIEKapCTBEH MPOJYKT MOJJICKN Ha JOIBIHUTENHO HabmoieHne. Toa 11e o3Bosin Obp30TO
yCTaHOBSIBaHE HA HOBa MH(POPMAIIUs OTHOCHO Oe30macHocTTa. MoKeTe /1a 1afieTe CBOs PUHOC KaTo
CHOOLIUTE BCSIKA HEXXENaHa Peakiys, KOATO CTe NOIy4YWiIn. 3a HAYMHA Ha ChOOIIaBaHe HA HEXEJaH!
pEaKIuy BIDKTE Kpas Ha TouKa 4.

IIpoyeTreTe BHUMATEIHO LSJIATA JIMCTOBKA, IIPeAN 12 Bu ce MpuiIoku TOBa JIEKapCTBO, Thil
KaTO T CbAbP:Ka BaxHa 32 Bac nndgopmanus.

o 3amaseTe Ta3u JUCTOBKA. MOXe 1a ce HAJIOKH J1a S IPOUETETE OTHORO.

o AKO UMaTe HIKAKBHU JOMBJIHUTEIHA BBIIPOCH, IOMUTANTE Barus ekap uin MeTUIMHCKA
cecrtpa.

L] Axo IMOJIYYUTC HAKAKBU HCXKCIJIaHU PCAKIIUN, YBEAOMETC Bamms JICKap Wi MCIUIIUMHCKA

cectpa. ToBa BKIIIOUBA U BCUYKU Bb3MOXKHU HEXEIAHU PEAKLIUU, HEOUCAHU B Ta3U JINCTOBKA.
Buxte Touka 4.

KakBo cbabp:ka Ta3u JUCTOBKA

Kaxso npencrasnssa TECVAYLI u 3a kakBo ce n3nonssa
Kakso TpsiOBa na 3Haete, npeau na Bu ce npunoxxu TECVAYLI
Kaxk ce mpunara TECVAYLI

Bb3MoXxkHM HEXeENTaHU peakuu

Kak ce cpxpanssa TECVAYLI

ChabpkaHye Ha ONTAaKOBKATa M JOBIIHUTEIHA HHPOPMALIUS

AR e

1. Kaxkgo npeacraBiasasa TECVAYLI u 3a kakBo ce n3moJi3Ba

TECVAYLI e npoTHBOpaKoBO JIEKapCTBO, KOETO ChIBPKa aKTUBHOTO BEIIECTBO TEKIUCTaMal U ce
M3II0JI3BA 3a JICYEHUE HA BB3PACTHHU C BUJI PaK Ha KOCTHHS MO3BK, HAPEUEH MYJITHUILIEH MHETIOM.

Toli ce U3M0I3Ba NP MAIIMEHTH, KOUTO Ca UMAaJIH Hali-MaJIko TPU IPYTH BUJIOBE JIUEHHE, KOUTO HE ca
MOJICHCTBAJIN WJIN BE4e HE NECHCTBAT.

Kaxk ngeiictBa TECVAYLI

TECVAYLI e anTuTs10, KOSTO MIPEICTABIIABA BUI MPOTEHH. T0M € Ch3/aZieH Taka, ue Ja pa3mo3HaBa
U J1a ce IpUKpens kpM crnenuduuan mumenu B opranusma. TECVAYLI ce npuuensa B B-kneTbunus
MaTyparuoHeH antureH (BCMA), koiiTo ce HamMmupa BbpXy pakoBHUTE KJIETKH Ha MYJITHUILIICHHS
MUEIIOM, H KIIbcTepa Ha nudepennuanys 3 (CD3), koliTo ce HaMupa BbpXY Taka HApEUCHUTE

,» 1 KIeTKH" Ha Bamata nMyHHarta cucreMa. ToBa JlekapcTBO AEHCTBA, KaTO CE€ MPUKPEI KbM TE3U
KJIETKU U TH ChOMpa 3ae1HO, TaKa 4e MMyHHATa CUCTEMa MOJKE J1a pa3pyLlin PaKOBHUTE KJIETKH Ha
MYJITUIUIEHHUS] MUEJIOM.

2. KaxBo TpsoBa na 3Haete, npeau Aa Bu ce npuioxu TECVAYLI

He Tpa6Ba na Bu ce npuiara TECVAYLI, ako cTe aneprudyin KbM aKTUBHOTO BEHIECTBO WIIN KBM
HSIKOSI OT OCTaHAJIMTE ChCTABKH Ha TOBA JIEKapcTBO (M30poeHH B TOUKA 6).

AKO HE cTe CUTypHH JJallM CTE aJepriuyHy, TOBOpeTe ¢ Bamms nekap win MeIUIUHCKA cecTpa, Ipeau
na Bu ce mpunoxu TECVAYLI.

IIpenynpesxaeHust U NpeanasHu MepKH
T'oBopere ¢ Bamms sekap wim MenunuHCKa cectpa, npeau na Bu ce mpunoxxu TECVAYLI, ako cre
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o MMaJId UHCYJT WIK I'bpPY B PAMKHUTE Ha TOCIETHUTE 6 Mecela.

o HSIKOTa CTE UMAJTH MJIH € BB3MOXKHO Jla uMarte xenatuT B nndeknus. ToBa e Taka, 3a1oro
TECVAYLI moxe na npeau3BruKa NIOBTOPHO aKTHBHpaHE Ha BUpyca Ha XxenaTuT B. Bamusat
nexap e Bu npernena 3a mpu3Hany Ha Ta3u HHQEKLIUS IPEIH, IO BpeMe U U3BECTHO BpeMe
cnen neuennero ¢ TECVAYLI. Yeenomere Bamus exap uiu MEAUIIMHCKA CECTPa, aKO
MOJYYHTE BIIOIIABAIIA CE YMOPA MU MOKBITIBAHE HA KOKATa WM Osi1aTa 4yacT Ha OYHTe.

[lo Bcsiko Bpeme 1o BpeMe Ha HIIH CJIe[ JICUeHHETo, TPsIOBa Aa KakeTe He3a0aBHO Ha Bamus nexap

WY METUIMHCKA CECTPa, aKo

o 3a0eNeKUTe HOBH WIIM BJIOMIABAIIM CE€ CHMITOMH Ha MPOrPECUBHA MYJITH(QOKATHA
neskoeHnedanonarus (IIMJI). IIMJI e cepro3na u HoTeHIMAIHO (aTaaHa MO3bYHA HH(EKIIHSL.
CumnromMuTe MOTaT Ja BKIIIOYBAT, HO HE CE OTpaHUYaBaT A0 3aMbIJICHO 3peHHe, 3ary0a Ha
3peHHE WU IBOWHO BUKJIaHE, 3aTPYIHEH TOBOP, CIa00CT B phKa WM KPaK, IPOMSHA B
MOXOJKaTa, Uik MPoOJIeMHU C PaBHOBECHETO, IOCTOSTHHO U3TPhIIBAHE, HAMAJICHA
YYBCTBHUTEIHOCT HJIH 3ary0a Ha YyBCTBUTEIHOCT, 3ary0a Ha maMeT WiH 0OBbPKAHOCT.

TECVAYLI u Bakcunu
T'oBopere ¢ Bamms sekap wim MenunuHCKa cectpa, npeau na Bu ce mpunoxxu TECVAYLI, ako cre
BAaKCHHHMPAaHU HACKOPO WIIH IIe TPsiOBa 1a ce BAKCHHUpATE.

He tpsi0Ba na momyuaBaTe ’KMBHU BAKCHHU OT YETHPH CEAMUIM PEAH A0 YSTUPH CEAMUIIM CJIEA KaTo
cte nexkyBanu ¢ TECVAYLI.

H3cnenBanus U nperJieau

IIpenn na Bu ce npuioxun TECVAYLI, Bamusar nekap me nposepu kppBHaTa Bu kapTHHa 3a
npu3Hany Ha uHpekus. Axo uMare HHEKIH, T4 IIe ce JIeKyBa, mpeau aa 3anouydere TECVAYLI
Bammsr siekap 1ie npoBepH ChIO U JJAK cTe OpeMeHHa UK KbPMHUTE.

IIo Bpeme Ha seuyenne ¢ TECVAYLI Bamusar nexap me Bu nHabmiogaBa 3a HeXXeIaH! peaKUH.
Bammsr siekap peoBHO 1€ poBepsiBa KpbBHATa By kapTHHa, THI KaTo OpOST HA KPHBHUTE KIETKH U
KOJIMYECTBOTO Ha HAKOM BELIECTBA B KPBBTA MOXKE Jja CE€ HaMaJIu.

BuuMagaiiTe 32 ceprMO3HU HeKeJIaAHU PeaKIMU.

Kaxere Beqnara Ha Bamus jgekap win Ha MeIMIMHCKA CeCTPa, AKO MOJIy4YUTE HEllo 0T

CJIeTHHUTE:

° [Ipu3Hary Ha ChCTOSIHHE, U3BECTHO KaTo ,,CHHAPOM Ha 0CBOOOXKIaBaHe Ha uTokuHU " (CRS).
CHHIPOMBT Ha OCBOOO’KIaBaHE HA IIMTOKUHHU € CEPHO3HA UMYHHA PEaKIIUs ChbC CUMITOMH KaTo
MOBHUITICHA TEMIIEpaTypa, CTYICHU TPBIIKH, TaJCHE, TJIaBO0O0JINEe, YCKOPEH ITyJIC, YCellaHe 3a
3aMaliBaHe U 3aTPYJHEHO UIIAHE.

° Edextu BbpXy HepBHaATa cucTeMa. CUMIITOMHMTE BKIIIOYBAT yCCIaHE 3a 00BbPKAHOCT, YCEIlaHe
3a HaMaJIeHa KOHIICHTPAIYsl, CbHIMBOCT WIX 3aTPYAHEHO MMHUCaHe W/WiIU roBopene. Hsakon ot
TSAX MOXE Ja ObJaT MPU3HAIM Ha CEPHO3HA UIMYHHA peakIlus, HapeueHa ,,CHHAPOM Ha
HEBPOTOKCHYHOCT, CBbpP3aHa C UMyHHHUTE €()EKTOPHHU KICTKH .

° [Ipu3HaIy ¥ CUMITOMH Ha UH(EKITUS.

Kaxxete na Bamms JICKap Wi MCIUIIMHCKA CECTpa, ako 3a0€JIe)KUTE HAKOU OT TOPHUTC ITPpU3HALIA.

Jlena v IOHOIIH
He naBaiite TECVAYLI Ha neua unm miagexu nof 18-roauiiHa Bb3pacT, 3al10TO HE € U3BECTHO Kak
ITe IM C€ OTPa3H TOBA JIEKAPCTBO.

Apyru nexapcrea u TECVAYLI

TpsabBa na kaxxeTe Ha Bammms jgexap wiM MEUIIMHCKA CecTpa, ako IpuemMarTe, HacCKopo CTe pUeMalu
WY € BB3MOXHO JIa TIpHeMare JIpyTrH jJeKkapcTa. ToBa BKIIIOYBA JICKApCTBA, MOIyUeHU Oe3 penenra, u
OWJIKOBH JIEKapCTBa.
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BpemeHHOCT M KbpMeHe
He e uzBectno nanu TECVAYLI 3acsira Bce ome HepoaeHOTo Oe0e niin Aajiu NpeMHUHaBa B KbpMara.

BbpeMeHHOCT — HHbOpPMAITUS 33 KEHU

Tps6Ba ga kaxere Ha Bamus nexap uiu MeauLIMHCKa cectpa npeau Aa Bu ce npunoxxu TECVAYLI,
aKo cTe OpeMeHHa, cMsTaTe, e MOXKe Jja cTe OpeMeHHa WK TUTaHupaTe OpEMEHHOCT.

Axo 3a0peMeHeeTe 10 BpeMe Ha JIEYEHHETO C TOBA JIEKapCTBO, KaXKeTe BeAHara Ha Bammms nexap wim
MEAMLHMHCKA CECTpa.

BbpeMeHHOCT — HHbOpPMAIIUS 38 MBKe
Axo Bamara naptHbopka 3a0peMeHee, JOKaTo Moy4aBaTe TOBA JIEKapCTBO, Ka)KETe BeJHAra Ha
Bamms nekap.

Konrparnenius - vHGOpMaIus 3a )KEeHU, KOUTO MOTaT Jia 3a0peMeHesT
AKko MoxeTe Ja 3adpemMeneeTe, TpsiOBa 1a U3MoI3BaTe eeKTHBHA KOHTPALCIIHS [0 BpeMe Ha
JIEYEHUETO U B IPOIBIDKEHNE Ha 5 Mecena cieq cnupane Ha jiedennero ¢ TECVAYLI

KonTpanenmms - nHGpopMaIms 3a MbKe
Axko Barmmara napTHrOpKa MOXe J1a 3a0peMeHee, TpsOBa 1a u3noisBare e)eKTHBHA KOHTPAIICTIIINS 110
Bpeme Ha sieueHueTo ¢ TECVAYLI u B mpoaspkeHne Ha 3 Mecelia Ciiell CIUPaHeTo My.

Kopmene
Bue u BammsaT nekap 1me penuiTe faiau moj3ata oT KbpMEHETO € IMO-ToJIsIMa OT pucka 3a Bamero

6e6e. Ako Bue n BammsT jekap pemuTe jia crpeTe MpriaraneTo Ha ToBa JISKapCcTBO, He TpsiOBa 1a
KbPMHUTE B TIPOIBIDKCHUE HA 5 Mecella ClIe/l CIIUpaHe Ha JICYCHUETO.

Ilodupane u padoTa ¢ MAIIUHU

Hsikon xopa Moke 1a ce 4yBCTBaT YMOPEHH, 3aMasiHU WJIH 00bpKaHH, jgokaro npruemMar TECVAYLIL
He mwodupaiite n He paboTeTe C UHCTPYMEHTH MJIM TEKKHU MAIIMHU, U HE [IPaBETe HEllla, KOUTO MOTaT
na Bu moctaBsT B omacHocT, Hail-Maiko 48 gaca cien nony4aBane Ha Tperara go3a TECVAYLI unu
criopes yka3zaHusATa Ha Bammms jexap.

TECVAYLI cbabpika HaTpHi
TECVAYLI cbabprka mo-manko ot 1 mmol Hatpuii (23 mg) Ha 103a, T.€. MOXKE Ja Ce Kaxe, ue
MIPAKTHYECKU HE ChABPIKA HATPHI.

3. Kaxk ce npuiaara TECVAYLI
KakBo ko/M4ecTBO ce mpujiara
BamusT nexap mie onpenenu gozara TECVAYLI. [lo3ara mie 3aBucu ot TenecHoTo Bu termo.

H’LpBI/ITe JABEC 03U 1IC 6’B,Z[aT IIO-HUCKH.

TECVAYLI ce npuiiara 1mo cjieIHus HauuH:

. [Ile momyuute 0,06 mg 3a BCEKH KMIJIOTpaM TEJIECHO TETJI0 3a MbpBaTa CH J103a.

. [Ile momyuute 0,3 mg 3a BCEKH KWJIOTpaM TEJIECHO TETJIO KaTO BTOpA /1032 ciien 2-7 JTHH.

o Crien ToBa Iie MOJIYYHTE HOIBPIKaIa 103a 1,5 mg 3a BCEKH KUIIOTPaM TEJIECHO Tero 2-7 THU
cien BTopara Bu no3a.

o Crien ToBa Iie MPOIBIIKKUTE Ja MOJTydaBaTe Mo IbprKallia 1032 BEAHBK CEIMUIHO, TOKATO
uMmare nonza ot TECVAYLL

Axo npoasmkaBate na umate noiza oT TECVAYLI cren 6 Mecenia, Bammust iekap MOXKe J1a peliy, 4e
IIe MoJTyJaBaTe MO IbprKaIla 1032 Ha BCEKH JIBE CEIMUITH.

Bamusat nexap e Bu HaOnronaBa 3a He)KeIaHu Peakiiuy Ciel BCsAka oT mbpButTe Bu Tpu no3u. Toit/ts
1Ie MpaBH TOBA B MPOIBJLKEHUE HA 2 THU CIIE] BCSAKA J103a.
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TpsbBa ga ObaeTe OJIM30 0 METUITMHCKO 3aBe/IEHUE CIIell TBPBUTE TPH JIO3H B CIyYaii, Ye MoITydnTe
HEeKETIaHWU PEaKITUH.

Kax ce npuiara jiekapcTBoTO
TECVAYLI me Bu ce npuara ot nekap Wiv MEJUIIMHCKA CECTPa KaTO MHXKEKIHA MO KO)KaTa
(mopkoxxHa MHXeKMA). Ts ce mpuiiara B o6JacTTa Ha KOpeMa HiIi 0eipoTo.

Jpyru nexapcTBa, npujarany no speme Ha jgedenue ¢ TECVAYLI

Enun no tpu yaca npeau Besika oT mbpBute Tpu 1031 TECVAYLI me Bu ce npunarat nekapcrtsa,
KOHUTO CIIOMarar 3a HamaJisiBaHe Ha BEPOATHOCTTA OT HE)KEJIaH! peaKIUy KaTo CHHAPOM Ha
0CBOOOJK/IaBaHE HAa IIMTOKUHU. Te MOXKe /1a BKJIIOUBAT:

. JIeKapcTBa 3a HaMaJIsiBaHe Ha PHCKa OT aJiepruyHa peakuys (aHTUXUCTaMUHH)
. JIeKapcTBa 3a HamMaJlIsiBaHe Ha PHCKa OT Bb3MajieHHe (KOPTUKOCTEPOUIH )
o JIeKapCcTBa 3a HaMaJIsIBaHE Ha pUCKa OT [IOBUIIEHA TeMIlepaTypa (KaTo Iapaieramon)

Tesu nexapcTBa Moxe 1a Bu ce mpumnosxat u npu no-kscHHU 1031 TECVAYLI BB3 0CHOBa Ha HaTU4INE
Ha HIKOU CUMITTOMH.

Mosxe cbio na Bu ce mpunioxatr JOIbJIHUTEIHY JIEKAPCTBA Bb3 OCHOBA HA HAIMYUE HA HSIKOU
CUMITOMH WM Ha Bamara anamnesa.

Axo Bu ce npuiiosku noseve ot Heodxoaumara no3a TECVAYLI

Toga siekapceTBo 1€ Bu ce npunara ot Bamust iekap wiM MEIUIIMHCKA CECTpa U HMa BEPOSATHOCT J1a
IMMOJIYYUTE TBHPAC I'OJIAMO KOJIUYECTBO. B cnyqaf/i ye Bu ce IMPUJIOKHU TBBPAC I'OJAMO KOJIHNMYECTBO
(mpenosupane), Bammsar nexap me Bu npernena 3a HexxenaHu peakLuy.

AKo nponycHeTe Ha3HAYeH yac 3a npuioxkenne Ha TECVAYLI
MHoro € Ba)HO /1a cCrla3BaTe BCUUKH Ha3HAYEHU 4acoBE. AKO MPOIYCHETE Yac, HaCpPOYETe CH APYT Yac
BB3MOKHO Hail-CKOpoO.

Axo0 nmaTe HIKaKBU AOI'BJIHUTCIIHA BBIIPOCH, CBbP3aHU C yrIOTpe6aTa Ha TOBa JICKApCTBO, IIOMHUTANUTE
Bamms JICKap W MCAUIIMHCKA CECTpa.

4. Bb3MOKHHU HexkeJIaHU peaknuu

Kakro Bcnuku JICKapCTBA, TOBA JICKAPCTBO MOXKE Ja NIPCAU3BUKA HCXKCIIaHN PCAKINU, BBIIPEKH Y€ HE
BCCKMU I' I1IOJTy4aBa.

CepuoO3HH HexKeJTaHU peakuu
Tps6Ba na moyry4IrTe MEIUITMHCKA IIOMOIIT BETHATA, aKO MOJYIUTE HIKOS OT CICIHUTE CEPUO3HU
HE)KEJIaHU PEaKLUH, KOUTO MOJXKE J1a ca TeXKKHU U Aa Obaat ¢atanHu.

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

o CepHo3Ha UMYHHA peakius (CHHAPOM Ha 0CBOOOXKIaBaHE HA IIMTOKMHHU ), KOSATO MOXKE Ja
MIPUYUHY [TOBUIIICHA TEMIIEPaTypa, CTYACHU TPBIIKH, TaIeHe, II1aBO00IIe, YCKOPEH ITyJIC,
yCellaHe 3a 3aMaiiBaHe U 3aTPyAHEHO JMILIAHE

o HHUCKO HMBO Ha aHTUTEJA, HAPEUCHH ,,AMYHOTTIOOYIMHU, B KPBBTA (XUIOraMario0ynuHemMus),
KOETO MOJKE Ja TIOBUIIN BEPOSITHOCTTA OT HACTHIIBAHE Ha UH(EKIIUU

o HUCKY HUBA HA €JIMH BUJI OCTM KPHBHU KIETKU (HEYTPOIICHUS)

o WHQEKIHs, KOSTO MOXeE Jla BKIIOUBA TIOBUIIIEHA TEMIIEpaTypa, CTYACHU TPBITKHU, TperiepeHe,

Kanuimnga, HEAOCTUT Ha BB3AYX, YYCCTCHO AUIIAHC U YCKOPCH ITYJIC

Yectu (Mo:ke 1a 3acerat a0 1 Ha 10 qymm):

o Edextu Bbpxy HepBHATa crcTeMa. Te Moxe /1a ObAaT MPHU3HALK Ha CEPHO3HA UMYHHA PEaKIns,
HapedeHa ,,CHHJIPOM Ha HEBPOTOKCHYHOCT, CBbP3aHa ¢ UMYHHHTE epeKTopHU KieTkn . Hakon
OT T€3U CUMIITOMH Ca:
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ycemane 3a 00bpKaHoCT

yCellaHe 3a HaMaJeHa KOHLEHTpauus

3aTPyAHEHO IHMCaHe

3aTpyAHEHO T'OBOPEHE

CBHHJIUBOCT

3ary0a Ha crmocoOHOCT 3a M3BBPLIBAHE HA YMENH ABHKCHUS U KECTOBE (BBIIPEKU
HAJIMYMETO Ha (PU3UUEcKa CrTOCOOHOCT M JKeJTaHUe Jla TH U3ITBIIHSIBATE)

O O O O O O

HeuecTn (Moxe qa 3acernar 10 1 va 100 qymm)

CepHO3Ha ¥ MOTEHIMATHO (haTamHa HHPEKIH Ha MO3bKa, HApeyeHa IPOrpecHBHA
mynrudokanHa gepkoeHnedanonarus (IIMJI). Hskou ot cumnromure ca:
3aMBIJIEHO 3pEHHUE, 3ary0a Ha 3p€HHE WU JBOWHO BIDKIAHE

3aTpyAHEH rOBOP

c1aboCT B pbKa MM KpaKk

MPOMsIHA B IIOXOJIKATa WIH POOIEMH ¢ PABHOBECUETO

IIOCTOSIHHO U3TPBIIBAHE

HaMaJieHa 9yBCTBUTEIHOCT WM 3ary0a Ha YyBCTBHTEIHOCT

3ary0a Ha mamMeT WiIn 0OBPKaHOCT

O 0O O O O O O

Kaxxere na Bamms nekap BeHara, ako 3a0€IeXUTe HAKOS OT M30POCHHUTE CEPUO3HH HEXEIIaH!
PEaxIuu mo-rope.

Jpyru HexkeJlaHU peaKnMu
Hpyrure Hexxenanu peakuuu ca n3dpoenu no-nony. Kaxxere Ha Bamms nexap uian MeuIipHCKa
CeCTpa, aKo IOIYyYUTE HAKOSI OT TE3U HEXKEIaHU PEAKIIUU.

MHoro yecTn (Moxe 1a 3acerHart nopeyve or 1 Ha 10 qymm):

oemonpobHa nH(peKrs (THEBMOHUS )

COVID-19 undexnus, npuuuHeHa OT BUPYC, HapeueH KopoHaBupyc (SARS-CoV-2)
MH(EKINS Ha HOCA, CHHYCHUTE WU I'bPJIOTO (MH(EKUUS Ha TOPHUTE AUXATEIHHU ITBTHLIA)
MH(EKIHs Ha MUKOYHHUTE ITBTHILA

HHUCKH HUBA Ha YEPBEHUTE KPBBHU KJICTKH (aHEMUSI)

HHUCKH HUBA Ha TPOMOOIIMTUTE B KPBBTA (KJIETKH, KOUTO CIIOMAarar 3a CbCUPBaHETO Ha KPBBTA,
TPOMOOLIUTOTIEHH )

HUCBHK Opoit 671 KPBBHU KJIETKH (JIEBKOTIEHUS)

HUCKH HUBA HA €JJMH BUJI OCTM KPBBHU KIETKU (JTMM(OTICHUS)

HHUCKO HHBO Ha ocdaru, MarHe3ui Wik Kajauid B KpbBTa (xunodochatemus, XUIIOMarde3neMust
WIN XUTIOKATHEMHUSI)

MOBHILIEHO HUBO Ha KaIIMH (XUTIEPKAIITUEMIS)

MOBHIIICHA ajikajaHa (ocdaTaza B KpbBTa

HaMaJIeH areTUuT

rajJicHe, IMapusi, 3arekK, MoBpbIlaHe, CTOMAaITHa 00JIKa

riaaBobosme

yBpeXKIaHe Ha HEPB, KOETO MOXKE Ja IPUYMHU MpaBy4KaHe, U3TphIIBaHe, 00JIKa WK 3ary0a Ha
ycer 3a 0oJKa

MYCKYJIHH CHIa3MH

BUCOKO KPBBHO HaJIsITaHE (XUIIEPTOHMSA)

KBbPBEHE, KOETO MOKE J1a ObJie CUITHO (KPBBOH3IIHUB)

HHUCKO KPBBHO HaJIsiraHe (XUIIOTOHUS)

KaIInmna

HEJOCTHT Ha BB3IyX (IIUCITHES)

MOBHUIIIEHA TEMIIepaTypa

yCelIaHe 3a CUIIHA yMOpa

0oNKa WIN MYCKYJIHH OOJIKK

NOJyBaHE Ha JUTaHUTE, [JIE3CHUTE WIN CThIIajara (OTOK)
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° KOXXHU PEaKITUH Ha WK OJIM30 0 MACTOTO Ha WHKEKTHUPaHE, BKIIOYUTEIIHO 3aUepBsIBaHE Ha
KOXara, CbpOex, moayBaHe, 00JKa, HACHHSBaHEe, OOPUB, KbpBEHE

Yectu (Mo:ke 1a 3acerat a0 1 va 10 qymm):

. TeXKa HMH(EKIHs Ha eI OPTaHu3bM (CETICHC)

o KO>KHA MH(EKIHS, KOSITO IPUYHHSABA 3a4epBsIBaHe (LEITyIUT)

o HHUCBHK Opoi Ha euH BHUJ Oesli KPBBHH KIIETKH, C MTOBUIICHA TeMnepaTypa ((pedpuina
HEYTPOIIEHHUSI)

o HHUCKH HUBA Ha (UOPUHOTEH, BH/J] IPOTEHH B KPHBTA, KOWTO Mpedr Ha 00pa3yBaHETO HA KPhBHH

ChCUpeLu

NpOMsIHA B MO3buHaTa GyHKIUS (eHuIedanonaTus)

HHUCKO HMBO Ha aJlIU{ WM HATPUH B KPHBTA (XUIIOKAILMEMHUS MM XUIIOHATPUEMHUS)

BHUCOKO HUBO Ha KaJIMi B KPbBTa (XUIIEPKATHEMHUS])

HHUCKO HMBO Ha aIOYMHH B KPBBTa (XUIOATOYMUHEMUS)

HHUCKO HHMBO Ha 3aXap B KPbBTa (XUMOTTTUKEMHUS)

HHUCKO HHBO Ha KUCJIOPOJ B KPBBTA (XUIIOKCHS)

MOBHUIIIEHO HUBO HA TaMa IIIyTaMUITpaHcdepasa B KpbBTa

MOBHUIIIEHO HUBO HA YEPHOAPOOHU €H3MMHU TPAHCAMHHA3U B KPBHBTA

MOBHUIIIEHO HUBO Ha KPEaTHHHUH B KPBBTA

MOBHUIIIEHO HUBO Ha aMHJIa3a B KPbBTA (XUIIEPAMUIIA3EMUS])

MIOBHIIIEHO HUBO Ha JIMIA3a B KPBBTA (XUIIEPIUIIa3EMHUsl)

KPBBHU H3CIIeIBaHMsI, KOUTO MOXKeE Ja [T0Ka3Bar, Y€ € He0OX0IMMO MOBeUYe BPEME 32 ChbCUPBAHE

Ha KpbBTa (moBuiieHo INR u ynsmxasane na PTT)

Cpo0maBaHe Ha HeKeJIAHU PeaKIHH

AXO TOITyYHTe HAKAKBY HE)KEJIAHU JICKAPCTBEHU PEaKLUH, YBeIoOMeTe Bamus iekap win MeIUIHCKa
cecTpa. ToBa Bk/II0YBa BCHUKH BB3MOKHH HEOMMCAHHU B Ta3H JIMCTOBKA HEKEIaHU pCaKnmru. Moxete
CBIIO J1a ChOOIIUTE HEXKEIaHH PEaKIMU TUPEKTHO Ype3 HallMOHAJIHATA CHCTEMa 32 ChOOIIaBaHe,
nocoyeHa B [Ipunoxenue V. Karo cro0imaBare He)KelTaH pEaKIUK, MOKETE JIa JaJIeTe CBOS IPHHOC
3a roJTyyaBaHe Ha roBeue HH(OpPMaIus OTHOCHO OE30IIaCHOCTTa Ha TOBA JICKAPCTBO.

5. Kaxk na coxpansaBate TECVAYLI

TECVAYLI we ce cbxpansiBa B O0JHUIATa WK B KIIMHUKAaTa OT Bamus nexap.

CrpxpansBaiiTe TOBa JIEKapCTBO Ha MACTO, HEJOCTHITHO 3a JeIla.

He u3nonsBaiiTe ToBa 1eKapcTBO Cie] CPOKa HAa TOAHOCT, OTOEIIsA3aH BbPXY KAPTOHEHATA OMAKOBKA U
eTrKera Ha ¢uiakoHa cien ,,['oneH 10:“. CpoKbT Ha TOJHOCT OTTOBaps Ha TMOCIEIHUS JIEH OT
MTOCOYEHUS MECEII.

a ce cexpanssa B xmamuwiauK (2°C - 8°C). [la He ce 3ampa3ssiba.

CpxpaHsiBaiiTe B OpUTHHAIHATA OITIAKOBKA, 3a Ja Ce MPENa3y OT CBETIHHA.

JlekapcTBara He TpsOBa Jia ce U3XBHPIAT B KAHAIM3AIMATA MM B KOHTEHHEpa 3a JIOMAITHA OTHAIBIIH.
Bammsar MeUIIMHCKY CIISIIHAHCT e U3XBBPIIU JICKapCTBaTa, KOUTO Beue HE ce U3No3Bar. Tes3n
MEPKH Il CIIOMOTHAT 3a OIla3BaHe Ha OKOJIHATA Cpefa.

6. Chabp:kaHue Ha OIAKOBKATA M JOINBJIHUTEIHA HHpOopManms

Kaxkso cpabp:xka TECVAYLI

o AxrtuBHOTO BermiecTBo e Tekaucramad. TECVAYLI ce mpensara ¢ qBe Koau4ecTsa Ha

AKTUBHOTO BEIICCTBO:
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o 10 mg/ml — enun ¢axon ot 3 ml ceabpxa 30 mg Teknucramad
o 90 mg/ml — equn ¢akon ot 1,7 ml ceabspxa 153 mg Texnucramad

° Hpyrute cberaBku ca EJITA aunarpueBa con quxuapar, J€AeHa OLETHA KUCEINHA,
nmosicopbar 20, HaTpUeB aneTar TPUXUAPAT, 3aXapo3a, BoJa 3a HHKCKITUHN (BIKTE
»TECVAYLI cpabpska HaTpuil* B TOUKa 2).

Kak m3rie:xxna TECVAYLI u kakBo ¢hIbpiKa ONaKOBKATA

TECVAYLI e nHxeKUMOHEH pa3TBOp (MHKEKIKs) U IpeACTaBIIsABa OE3LBETHA 10 CBETJIOKBITA
TEYHOCT.

TECVAYLI ce nocraBs B KapTOHEHA OIIAKOBKA, ChAbPIKaIla 1 CThKICH (DJIaKoH.

IpuTexaTes1 HA pa3pelIeHUETO 32 YIOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IMpousBoauTe.
Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

3a nombIHUTENHA HHPOPMALIUS OTHOCHO TOBA JICKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHUS
NPEICTaBUTEN Ha TIPUTEKATENSI Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien Lietuva

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

Bbbarapus Luxembourg/Luxemburg
»JokoHCHH & JIxoHchH bhirapus” EOO/] Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: +32 14 64 94 11
jisafety@its.jnj.com janssen@jacbe.jnj.com

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

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

Deutschland

Janssen-Cilag GmbH

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

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

Malta
AM MANGION LTD
Tel: +356 2397 6000

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



Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal

Tel: +372 617 7410
ee@its.jnj.com

EArGoo

Janssen-Cilag ®oppokevtik) Movorpocmnn

AE.B.E.
TnA: +30 210 80 90 000

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

France
Janssen-Cilag
Tél: 0 800 25 50 75 /+33 1 55 00 40 03

medisource@its.jnj.com

Hrvatska

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

Ireland

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

Island
Janssen-Cilag AB
c/o Vistor hf.

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

Italia

Janssen-Cilag SpA

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

Kvnpog

Bopvéfoc Xatinroavaynig Atd
TmA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

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

Norge

Janssen-Cilag AS

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

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

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

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

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

Slovenija

Johnson & Johnson d.o.o0.

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

I[aTa Ha MOCJECAHO MmpepasrjaexKaaHne Ha JJUCTOBKaTa

ToBa nekapcTBO € pa3pelieHo 3a yrnorpeda 1o T. Hap. cXema ,,pa3peniaBane mnoj ycionue . ToBa

O3HavaBa, 4€ 3a JICKapCTBOTO CC€ OYaKBaT JON'BJIHUTCIIHU JaHHUA.



EBpOHeﬁCKaTa arcHIuy: 110 JICKapCTBaTa IIC U3BbPIIIBA IIPCIJIC Ha HOBATa I/IH(I)OpMa]_II/Iﬂ 3a
JICKAPCTBOTO MOHC BEAHBXK I'OJUIITHO U Ta3U JIMCTOBKA CbOTBCTHO LI CC aKTyaJIU3Upa.

JApyru u3rouynnum Ha uHGopManus
[HonpoOna nnpopmanus 3a TOBa JEKapcTBO € MpeAocTaBeHa Ha yeOcaiita Ha EBponeiickara areHuus
10 JIeKapcTBaTa: https://www.ema.europa.eu.

Tasu nuctoBka e Hann4yHa Ha Bcuuku e3un Ha EC/EUII Ha yeGcaiita Ha EBponeiickara areHIus 1o
JIeKapcTBaTa.

[Mocouenara no-noy nHGOpMAIHS € MpeJHa3HAYCHA CAMO 32 MEIUIIMHCKHU CIICIIUAIIICTH:

MHoro € Ba)HO CTPUKTHO Jia C€ CIa3BaT yKa3aHMATA 33 IPUTOTBSAHE U MIPUIIOKEHHUE, TPETOCTABEHU B
Ta3M TOYKA, 3a J1a CE CBeJAaT O MUHUMYM MOTEHIIMAIHHU Tpelky mpu npuinarane Ha TECVAYLI
10 mg/ml u TECVAYLI 90 mg/ml ¢akonn.

TECVAYLI tps6Ba na ce npumnara camo upe3 noaxoxHa umwkekuust. He npunaraiite TECVAYLI
WHTPaBEHO3HO.

TECVAYLI tps6Ba na ce npunara 0T MEIUIIMHCKY CIICLUATINCT, TP HAJIMYUE HA TOCTATHhYHO 00yUYeH
MEIUIMHCKY TIEPCOHAI M TIOJIXOISII0 MEAUIIMHCKO 000pY/IBaHE 3a OBIIA/IIBAHE HA TEXKKH PEaKIINH,
BKJIFOUUTEITHO CHH/IPOM Ha OCBOOOK/IaBaHE HA ITUTOKUHU.

TECVAYLI 10 mg/ml u TECVAYLI 90 mg/ml ¢nakonu ca camo 3a egHOKpaTHA ynoTpeoa.

TECVAYLI ¢uakonu ¢ pa3inyHy KOHIEHTPALMH HE TPsiOBa 1a ce KOMOMHHPAT 32 IOCTUTaHe Ha
MOIbprKaIaTa 103a.

[pu npuroresineto u npuiaranero Ha TECVAYLI TpsiOBa aa ce n3non3Ba aceNnTHYHA TEXHUKA.

Hewnsnon3panusr JICKAPCTBCH MPOAYKT WJIN OTHAABYHUTC MATCPUAJIN OT HECTO TpH6Ba Aa CC U3XBBPJAT
B CBbOTBCTCTBUEC C MCCTHHUTC U3UCKBaHM.

Ilpucomesane na TECVAYLI
° IIpoBepere npeanucanara qo3a 3a Beska umxkekius ¢ TECVAYLI. 3a na ce cBenat o
MUHUMYM TPEIIKUTE, U3OJI3BAUTE CICAHUTE TAOIHIIN 32 IPUTOTBIHE HA MHIKEKIIHS C
TECVAYLI
o Wznonseatite Tabmuma 1, 3a na onpenenure odIIara 103a, HHXEKIIMOHHUS 00eM H
HeoOXoauMHus Opoit (pyiakoHM Bb3 OCHOBA HAa aKTYaJIHOTO TEJICCHO TETJIO Ha Mal[MeHTa 3a
CTHITAJIOBH/IHO MOBMIIIABaHE Ha f03arta 1, kaTo usnoa3pare TECVAYLI 10 mg/ml
(nakoH.
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Tabimna 1:  Waxeknnonnu odemu 3a TECVAYLI (10 mg/ml) npu cTbnaaoBHIHO
nopumaBaHe Ha no3ara 1 (0,06 mg/kg)
TeJiecHo TerJio Oo6ma no3a HNuxexnunonen odem | bpoii puaakonu
(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
CTBIAJIOBHIHO 60-69 3,9 0,39 1
NOBHUIIIABAHE HA 70-79 4,5 0,45 1
no3ara 1 80-89 5,1 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 Uznonzaiite Tabnuna 2, 3a ga onpenenure oomaTa 103a, HHKEKIHOHHUS 00eM 1

Heo0X0quMHMsI Opoii JIaKOHH Bb3 OCHOBA Ha aKTYaJIHOTO TEJICCHO TEIJIO Ha MallMeHTa 3a
CTHITAJIOBH/IHO MOBMIIIABaHE Ha f03aTta 2, kaTo usnoia3pare TECVAYLI 10 mg/ml

(nakoH.

Tao0auna 2:

HNnxexuunonnu 06emu Ha TECVAYLI (10 mg/ml) npu cThbnajJ0BUIHO
noBuIaBaHe Ha xo3ara 2 (0,3 mg/kg)

TesiecHo TerJio O0ma go3a HNuxexnnonen odem | bpoii puiakonu

(kg) (mg) (ml) (1 ¢paaxon=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
CTbIajJOBHIHO 60-69 19 1,9 1
MOBUIII3BAHE HA 70-79 22 2,2 1
Jo3ara 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
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o Uznonsgaiite Tabnuna 3, 3a aa onpeaenure oomaTa 103a, MHKESKIUOHHUS 00eM U
HeoOXouMHUst Opoi ()JIaKOHU BH3 OCHOBA HA aKTYaTHOTO TEJICCHO TErJIO Ha MAIUCHTA 3a
noJiIbprkaiara n1o3a, karo usnonseare TECVAYLI 90 mg/ml dnakos.

Tadauua 3: HWnxkekunonnu o6emu Ha TECVAYLI (90 mg/ml) 3a noxabpxaia 103a

(1,5 mg/kg)
Tesecno Tersio | O0ma go3a | HMuHxkxexnnoHeH odem Bpoii paaxkonu
(kg) (mg) (ml) (1 ¢paaxkon=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 1,1 1
Hopabpxama 70-79 108 1,2 1
no3a (1,5 mg/kg) 80-89 126 1,4 1
90-99 144 1,6 1
100-109 153 1,7 1
110-119 171 1,9 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

° W3eanere noaxomsius gaakod TECVAYLI ot xnagunauka (2°C — 8°C) u ro TeMnepupanTe

no craitaa Temnepatypa (15°C — 30°C), kakTo € He0OXOAUMO B MPOIBIIKCHHE Ha Hal-MaJIKO

15 munyTn. He 3atorustiite TECVAYLI o HuKakbB APYT HAYUH.

. Crien KaTo ce TeMIepupa, BHUMATEIHO 3aBbpTeTe (iakoHa 3a okoyio 10 cekyHau, 3a aa ce

cMmecH. Jla He ce pa3kialua.

o Uzrernere neobxoaumus umxeknuoneH ooeM TECVAYLI ot ¢nakoHa(uTe) B CIPUHIIOBKA C

MOJIXOAI pa3Mep, KaTO U3IMOJI3BATE UIJla 3a IPEXBBPIISHE.

o) WHXeKIMOHHUAT 00eM He TpsioBa na Haaxebpis 2,0 ml. Pazgenere no3ute Hax 2,0 ml mo

PaBHO B HAKOJIKO CIIPUHIIOBKH.

° TECVAYLI e chBMECTUM C HHXKEKITMOHHH UM OT HEPBXKIaeMa CTOMaHa U ChC CTIIPUHITOBKA

OT HOJUIIPONHUIICH U TOJIMKAapOOHAT.

o 3aMeHeTe 3a MPEXBBPIIIHE C HHKEKIIMOHHA UIJIa ¢ OAXOASI pa3Mep.

. IIpenn npunoxenuero nposepete BusyanHo TECVAYLI 3a vactunum u npoMsaHa Ha nisera. He
M3II0JI3BaiTe, aKO Pa3TBOPHT € C MPOMEHEH IBST WM MBTEH WJIH MPH HAJTHYUE HA TyXKAU

YaCTUIIN.

o TECVAYLI unXeKIMOHEH pa3TBOp € Oe3LBETEH 0 CBETIOXBIT.

Ipunoorcenue na TECVAYLI

. Umxextupaiite Heooxoaumus ooem TECVAYLI B monkoxHaTa ThKaH Ha KOpema
(mpeanounTano MAcTo Ha HHXKekTHupane). AntepHatnBHO TECVAYLI moxe na ce mmxekTupa
B TIOZIKOKHATA THKaH Ha PyTH MecTa (Harp. 6e1poTo). AKO ca HEOOXO MU HIKOJIKO
umkekmn TECVAYLI, e TpsiOBa 1a Ob1aT Ha Hali-MaIKo 2 cm. pa3CTOSTHUE.

o He umxextupaiite B TAaTyHPOBKH WK O€Ie3U WM B YUaCThIH, KbACTO KOXKaTa € 3auepBeHa,
HacHHeHa, 00JIe3HEeHa, YIUTbTHEHA WIIH C HapyIlleHa IsUI0CT.

IIpocnenumoct

3a 1a ce mogo0pH MPOCIEAMMOCTTa HA OMOJIOTMYHUTE JICKAPCTBEHHU MPOJAYKTH, UMETO U TTAPTUIHUST
HOMED Ha MPUJIOKEHHUS MPOAYKT TPsiOBa SICHO Jja Ce 3alncBaT.
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