HPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



vTo31/1 JIEKapCTBEH MPOAYKT MOJIEKH Ha JOIBJIHUTEIHO HabroieHue. Tosa e no3sonu 6bp30To
yCTaHOBSIBaHE HA HOBAa MH(POPMAaLIUS OTHOCHO 0e30macHOCTTa. OT MEAULIMHCKUTE CIIEUATIICTH Ce
M3UCKBA J1a ChOOIABAT BCSAKA MOA03UpaHa HEXXENaHa peakiys. 3a HaunHa Ha ChoOIIaBaHe Ha
HEe)KeJIaH! PeaKIy BIKTe Touka 4.8.

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

TALVEY 2 mg/ml umkekunoHeH pa3TBop
TALVEY 40 mg/ml nnXeKIMOHEH pa3TBOp

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

TALVEY 2 mg/ml nHKeKIMOHEH pa3TBOP
Enun ¢nakon ot 1,5 ml ceappka 3 mg tankserama0 (talquetamab) (2 mg/ml).

TALVEY 40 mg/ml uHkeKIIMOoHEH pa3TBoOp
Enun ¢nakon ot 1 ml ceapprka 40 mg tankseramad (talquetamab) (40 mg/ml).

TankBeTamab € XyMaHU3UPAHO UIMYHOTTIOOYIHH g4-nipouH, ananuH, ananuH (IgG4-PAA)
oucnennUIHO aHTHUTSIIO, HacoueHO cpeiny G IpOTEeMH-CBBbP3aHMs peLenTop ot cemeiictBo C rpyma
5 amren D (GPRC5D) u kirbetep Ha qudepenimanus 3 (CD3) pernienropute, MPOU3BEIEHO B SHYHUALIN
Ha KuTaicku xamcrep upe3 pekombunanTHa JJHK TexHomorus.

TTomoIIHK BEIeCcTBa ¢ U3BECTHO JIEWCTBUE

Bcesika no3a ceabpxka 0,4 mg/ml nmonucopoar 20.

3a IIBJIHMS CIIMCHK Ha IIOMOIIHHUTEC BCIICCTBA BHXKTEC TOYKaA 6.1.

3. JJEKAPCTBEHA ®OPMA
WHxeKuoneH pa3TBop (MHKEKIINA)

Pa3TBOpBT € Oe31BeTEH 10 CBETIOKBIT, ¢ pH 5,2 1 ocmonanutet 287-290 mOsm/kg.

4. KJIMHUYHHU JAHHU
4.1 TepaneBTH4YHHN NOKA3ZAHUS

TALVEY e noka3aH kaTo MOHOTEpaInus 3a JICUeHUE Ha Bb3PACTHU MAIMEHTH C PELUIUBUPAIL] U
pedpakTepeH MyJITUIUICH MUEJIOM, KOMTO Ca MOJIyYrIH Hal-MajIKo 3 MPeAXOIHU TeparvH,
BKITFOYBAIIH UMYHOMOTYJIUPAIIO CPEJCTBO, MpOoTea3oMeH HHXUOUTop 1 antu-CD38 anTuTSINO, U ca
MOKa3aJIi MPOrPECHs Ha 3a00JIIBAHETO 10 BPEeME Ha MOCIeIHaTa TepaIiusl.

4.2 /l0o3MpOBKa M HAYMH HA IPWJIOKEHHE

Jleuenneto ¢ TALVEY TpsiOBa na ce 3amoune v HaO0jaBa OT JieKap ¢ OIUT B JICYCHUETO Ha
MYJITUIUICH MUCJIOM.

TALVEY TtpsiOBa na ce mpuiara 0T MEAUIIMHCKY CIEITHAINCT, C TIOIXO A0 00yIeH METUITMHCKT
NEPCOHAI M MTOJIXO/ISAII0 MEUIIMHCKO 00OPYABaHE 32 OBJIASIBAHE HA TEKKU PEAKIIHU, BKIFOUUTEITHO
CHHIPOM Ha OocBOOOXaBaHe Ha HUTOKMHH (cytokine release syndrome, CRS) u HeBposoruuna



TOKCHUYHOCT, BKITIOUYUTEIHO CHHAPOM Ha HEBPOTOKCUYHOCT, CBBP3aHa C UMYHHHUTE €()EKTOPHH KIETKH
(immune effector cell-associated neurotoxicity syndrome, ICANS).
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IIpenu Bcsika no3a TALVEY BBB da3ata chC CTHIAIOBUIHO MOBUIIIABAHE HA J103aTa TPsAOBa 1a ce
MpUIaraT JICKQpCTBEHH MPOIYKTHU 3a MPpeMeIUKanus (BUKTE TO-I0IyY).

TALVEY Tps6Ba na ce npuiara moaKoXHO 10 cXeMa Ha MpIJIaraHe BEAHBXK CEMUYHO WIH BETHBK
Ha BCEKH 2 cenMuIy chriacHo Tabnuma 1. [Ipu nmanuedTH, KOUTO MOTyYaBaT TAIKBETaMal 1mo
ceIMUYHATa cxeMa Ha npuiiarane Ha 0,4 mg/Kg TeIeCHO TEeryIo U ca MOCTUTHAIU aJIeKBaTCH KIMHUYCH
OTTOBOP, MOTBBP/ICH IPHU IIOHE JIBE MTOCIEAOBATEIIHN OLICHKH Ha 3a00JIIBAHETO, MOXKE J1a C€ OOMUCITU
MpeMUHaBaHe KbM JIByCEIMUYHA cXxeMa Ha npuiarane Ha 0,8 mg/kg TenecHo Terdo.

Tabauua 1: Ilpenoppuurtenna noza TALVEY

Cxema na ®aza Tlen Jlosa TALVEY*
TpuJiarate
Cxema Ha Jen 1 0,01 mg/kg
da3za Ha CTHIATOBUIHO 5
fpurarane [IOBUILIABAHE HA J103aTa Hen 3 0,06 mg/kg
BEIHBbK Jen 5° 0,4 mg/kg
ceIMMYHO Tepanestuyna daza Crent TOBa BEIHBK CEIMHUYHO” 0,4 mg/kg
Hen 1 0,01 mg/kg
6
Cxema Ha ®a3a Ha CTHIIAJIOBUIHO Hen 3 0,06 mg/kg
npuiaraHe MOBHIIIABaHE Ha J03aTa Jen 5° 0,4 mg/kg
BE/ILAK HA Jen 7° 0,8 mg/kg
2 cexMuUM
Cren TOBa BEIHBX Ha BCEKU
Tepanepruyna ¢asza 5 0,8 mg/kg
2 ceaMUIH

Bb3 0cHOBa Ha ACHCTBUTETHOTO TEIECHO TEIJIO, KATO CE IPHIIara IOJKOXHO.

Jlo3ata Moyke J1a ce TIPHIIOKN MKy 2 U 4 THH CIeJ IPeAXoJHaTa 103a, U MOXKe Ja ce IPHIIOKH 10 7 THH CIel IPEeaxoHaTa 103a,
3a [1a OT3BYYAT HEKEIAHNUTE PCAKIIUH.

IMopnsprxaliTe MUHIMAJICH HHTEPBAJI OT 6 THUA MEXIY CEAMUYHUTE TO3M 1 MUHUMAJICH HHTEPBAN OT 12 THH MEXIy JBYCEIMUIHHTE
(Ha BCEKH 2 CEAMUIIN) AO3H.

[NanuenTute TpsiOBa Aa ce MHCTPYKTUPAT Ja OCTaHAT B OJIM30CT 10 JIe4eOHO 3aBe/ICHHUE U Ja e
HabmonaBar 3a npusHanu U cumnrtomu Ha CRS u ICANS B npoxsmkenue Ha 48 yaca cnen
NPUIOKEHUETO HAa BCUYKH JJO3H B pAMKHUTE Ha (hazaTa ChC CTHIAIOBHIHO IOBUIIABAHE HA 103aTa Ha
TALVEY (Bx. Touka 4.4).

IIpoovadicumennocm na aeyenue
[NanuenTure TpsioBa na ce nekyBatr ¢ TALVEY no nporpecus Ha 3a005BaHETO WK HEIIPUEMIINBA
TOKCHUYHOCT.

IIpeMenukanus

CremauTe IEKapCTBEHH MPOTYKTH 32 MIPEeMEANKAIUs TpsiOBa na ce mpumarat 1 1o 3 gaca mpeau BCska
Jto3a 1o BpeMe Ha (pa3ara Ha CTHIAIIOBUIHO MOBUIIaBaHe Ha no3ata Ha TALVEY, 3a na ce namanu
pucka ot CRS (Bxk. Touka 4.4).

o Koprukocreponn (repopaiHo WM HHTPABEHO3HO AEKCaMETa30H 16 mg Uiu eKBUBAJICHT)

o AHTHXHMCTaMHH (TIEPOPATHO WIM HHTPABEHO3HO IU(eHXuIpaMu 50 mg niy eKBUBAJICHT)

. AHTHIIUpETHLH (TIEPOPATHO WM HHTPaBEHO3HO napaneramon 650 mo 1 000 mg nnn
€KBHBAJICHT)

JlekapcTBeHUTE NPOYKTH 3a MPEMEUKALUs TPsIOBa 1a ce TpUIIarat mpeu ciaeIBaIlnuTe 1031 pH
MAIMEHTHUTE, KOUTO MOBTAPST JO3UTE B paAMKUTE Ha (DazaTa Ha CTHITAJOBUIHO MTOBHIIABAHE HA J103aTa
Ha TALVEY nopanu otnarase Ha no3ara (Bx. TaOnuua 2), Wi npyu NauydeHTH, KOUTO ¢a NOIY YN
CRS (Bx. Tabmuna 3).



Ilpesenyus na ungexyus
[penu 3amouBane Ha jgeuenne ¢ TALVEY TpsOBa 1a ce 0OMuciu npouiiakTHKa ¢ OTJIe/] IPEBEHIINS
Ha MH(EKINN CIIope]] yKa3aHUsITa Ha ChOTBETHOTO JIEYeOHO 3aBe/ICHHE.

Ortnarane Ha A03a

Axo nskos no3a TALVEY ce otnoxu, Tepanusita TpsaOBa Ja ce MOAHOBU Bb3 OCHOBA HA MPEIOPBKUTE,
nocoyeHd B Tabnuma 2, KaTo NPUIOKEHUETO BEIHBK CEAMUYHO WM BEAHBXK Ha BCEKHU JIBE CEAMULIN
ce Bb300HOBH CHOTBETHO (BHXKTE ,,J]]03MpoBKa“ mo-rope). JIekapcTBEeHN POYKTH 32 MIPEMEAUKAIIUS
TpsIOBa Ja ce MPIIOXKAT MPeau NoHOBsIBaHEe NpmioxeHneTo Ha TALVEY u manuenture Tpsiosa na
0BbIaT CbOTBETHO NPOCIIESIBAHU.

Tabauua 2: Ilpenopbku 3a nonHoBsiBane Ha TALVEY caen orsarane Ha 103a
Cxema Ha Iocnenna npuioxena | Bpeme ot mociennara [penopbka 3a TALVEY*
npujiaraHe 1032 MPHJI0KEHA 1032
0,01 mg/kg [oBeue ot 7 nHu [Moanosere ¢ 0,01 mg/kg
Cxema Ha 0,06 mg/kg 8 110 28 mHu ITostopere 0,06 mg/kg
[oBeue ot 28 nHuU [Moanosere ¢ 0,01 mg/kg
npujiaraHe
BeIHBAK CeIMITHO 8 10 35 mHM ITosropere 0,4 mg/kg
0,4 mg/kg 36 10 56 nHU [Moanosere ¢ 0,06 mg/kg
IToBeue OT 56 nHM Iomguosere ¢ 0,01 mg/kg
0,01 mg/kg [oBeue ot 7 nHu [Moanosere ¢ 0,01 mg/kg
8 1o 28 nHu [MosTopere 0,06 mg/kg
0,06 mg/kg IToBeue ot 28 nHK Iomguosere ¢ 0,01 mg/kg
CxeMma Ha
HDIIArAHE 8 10 35 mHu [Mosropere 0,4 mg/kg
P 0,4 mg/kg 36 o 56 nHu [Moanosere ¢ 0,06 mg/kg
BEJHBIK HA
2 cenvumn [oBeue ot 56 nHU [Mognosere ¢ 0,01 mg/kg
14 o 35 nuu ITostopere 0,8 mg/kg
0,8 mg/kg 36 o 56 nHu [Moanosere ¢ 0,4 mg/kg
[oBeue ot 56 nHU [Moanosere ¢ 0,01 mg/kg

*  Jlpunaraiite IeKapCTBEHHU MPOIYKTH 32 MPEMeIUKaLus npeau noaHoBsBaHe Ha euennero ¢ TALVEY. Crnen nonHoBsiBaHe Ha

TALVEY Bb300HOBETE CHOTBETHO CEAMHUYHOTO WJIM JBYCEIMUYHOTO (Ha BCEKH 2 CEAMUIIN) Mpuiiarane. (BxK. Touka 4.2).

Kopekiun mo oTHoLIeHKE Ha 103aTa OPU HEXKEJTAHU PEaKIINH

Ortnarane Ha 7j03aTa MOJKE J]a C€ HAJIOXKHU 3a OBJIAJIBAHE HA MTPOSIBU HA TOKCUYHOCT, CBBP3aHU C
TALVEY (Bx. Touka 4.4). Bixre Tabmuna 2 3a npenopsku 3a nonHoesane Ha TALVEY cnen
oTJarase Ha J03a.

Bmxre Tabmmu 3 u 4 3a npeniopbunTenHute neiicteus 3a opnaassane Ha CRS u ICANS. Buxre
Tabnuua 6 3a MpenopbYUTEITHUTE U3MEHEHUS Ha 103aTa IPU IPYTH HEXEJaHU PEaKIIH.

Cunopom na oceobooicoasane na yumoxunu (CRS)

CRS Tpsa6Ba fa ce ycTaHOBH B3 OCHOBA Ha KIIMHUYHATA KapTUHA (BK. Touka 4.4). JIpyru mpu4uHU 32
MOBHIIIEHA TEMIIEPATypa, XUIOKCHS U XATIOTOHMS TPsiOBa a ObIaT OllEHEHH U JIEKYBaHU. AKO UMa
cepmHeHue 3a CRS, TALVEY Tpsa6Ba na ce otiioxxu fo0 or3By4yaBane Ha CRS u na ce nexyBa B
CHOTBETCTBHE ¢ npenopbkute B Tadbnuia 3. Tpsadea na ce npuinoxu moaaepikania Tepamus 3a CRS,
KOSITO MOJKE JIa BKITFOUBA HHTEH3WBHO JISYCHUE TIPU TeKBK WK xuBoTo3actpaimasan] CRS. TpsaoBa na
ce OOMICITH U3BBPIIBAHETO HA Ta00pATOPHH U3CIIEABAHUS 32 IPOCIEIBAHE 32 TUCEMIHUPaHa
uHTpaBackymnapHa koarynauus (JJUK), npocnenssane Ha XxeMaTOJIOTHYHUTE [TOKA3aTENN, KAKTO U
OenmonpobHara, chpeuHara, ObOpeyHaTa U YepHOApoOHATa QYHKITHUS.



Ta6auna 3: Ilpenopbku 3a oBiaaasiBane Ha CRS

Crenen Ha CRS? HeiicrBusi ¢ TALVEY Toumauzymao® Koprukocrepouau®
Crenen 1 Otnoxxere TALVEY no | Moxe na ce oOMuciu He e npunoxumo
or3ByuaBane Ha CRS.
Temneparypa > 38°C"
IIpunoxere nexapcTBeH
MIPOAYKT 3a
IpeMequKaLys Ipean
CcJIe/IBaIlaTa 103a
TALVEY.
Crenen 2 Otnoxere TALVEY 1o [punoxere AKko HIMa TIO00OpeHHE B
or3By4aBaHe Ha CRS. tommn3ymad® 8 mg/kg pamkuTe Ha 24 4gaca ot
Temmneparypa > 38°C" ¢ HMHTPABEHO3HO B 3aroy4BaHe Ha

€AHO OT CICOHUTC:

o  XUIOTOHUS,
MOBJIMsABAILA CE OT
TEYHOCTH U HE
Hajaramia
M3M0JI3BAHE Ha
Ba30MPECOPH, WU

e HeoOxomumocT oT
HHCKOITOTOYHA
KHUCJIOPO/IHA TepaIus
Yype3 Ha3aJlHa
KaH1ona" uin

IIpunoxere
JIEKapCTBEHH MPOIYKTH
3a IIpeMeAnKanus Ipean
clle/iBallaTa 103a
TALVEY.

Hab6mnronaBaiite
MalnyeHTa B
MPOIBJKEHHE Ha

48 yaca cien
clieqBaliaTa J103a
TALVEY.
MNucrpykTupaiite
MalMEeHTHUTE Ja OCTaHAT

npoabioKeHne Ha 1 gac
(ma HE ce mMpeBUIIaBaT
800 mg).

[Ipu HEOOXOAUMOCT
HIOBTapsNUTe
TOIMIIN3YMal Ha BCEKH
8 vaca, ako He ce
MOBJIMSIBA OT
MHTPAaBEHO3HU TEYHOCTH
WJIM TOBUIIIaBaHE Ha
JIOITBITHUTETHUS
KHUCIIOPOA.

TONIIIH3YMa0,
TIPUIIOKETE
METHJIIPEIHNU30JI0H

1 mg/kg uHTpaBEeHO3HO
JIBa IBTH JHEBHO KJIH
nexcameraszoH 10 mg
HHTPABCHO3HO Ha BCEKH
6 gaca.

IIponwmxere
MPWIOKEHUETO Ha
KOPTHUKOCTEPOHIA 10
IOCTHUTaHe Ha cTeneH 1
WJIN TI0-MaJIKa, CJIe]] TOBa

6e3KOHTAKTHO B OJIM30CT 110 JIeUeOHO OrpanuyeTe ce 70 HaMaJIsIiBaiiTe
oJaBaHe Ha 3aBeJICHHE 10 BpeMe Ha MaKCHMaJHO 3 703U 3a MIOCTETICHHO J[03aTa B
KHCTIOPOJL HaOJIIOCHUETO. 24-9acoB TIepHo; MPOJBIIKCHHUE HA 3 THHU.
MaKCHMAaJIHO 00110
4 no3u.
Crenen 3 IpoabmKUTETHOCT Ipunoxere AKko HIMa IOJ00OpeHuE,
<48 vaca Tommm3yMab 8 mg/kg TIPUIIOKETE
Temmnepartypa > 38°C" c: HMHTPABEHO3HO B METHIINPEAHU30IIOH

o  XUIIOTOHHS,
Hajararia
M3MOI3BaHe Ha eTuH
Ba30MPECOP ChC WIH
6e3 Ba30IpecHH, WIN

e Heo0xoaumocT oT
BHCOKOIIOTOYHA
KHCITOPOJIHA Teparus
4pe3 Ha3aIHa
KaHIoJIa", Macka 3a
JIMILIe, Macka 0e3
00paTHO BAMIIBAHE
WM Macka Venturi

Kaxro npu cremnen 2.

Pennams mim
MIPOABILKHTEITHOCT
>48 yaca

IIpeycranosete
TALVEY Ttpaiino.

NpoabIDKeHHe Ha | vac
(ma He ce HaIXBBPIAT
800 mg).

IIpu Hyxna noBrapsiTe
TOIMIIN3YMal Ha BCEKU
8 vaca, ako He ce
MTOBITHSIBA OT
MHTPAaBEHO3HU TEYHOCTH
WJIM TOBUIIIaBaHE Ha
JIOIBITHUTETHUS
KHUCIJIOPOJ.

OrpanuyeTe ce 10
MaKCHUMAaJTHO 3 103U 3a
24-9acoB TIepHo;
MaKCHMAaJIHO 00110

4 no3m.

1 mg/kg MHTpaBEeHO3HO
JIBa TBTH THEBHO WJIH
JIeKCaMeTa30H

(mamp.10 mg
MHTPaBEHO3HO Ha BCEKU
6 4aca).

IIponbikere
MPWIOKEHUETO Ha
KOPTHKOCTEPOUANTE 10
JOCTHTaHE Ha CTereH |
WY TT0-MaJIKa, CJie]] TOBa
HamassiBaiire
MIOCTENICHHO 103aTa B
IPOABIDKCHNE Ha 3 THH.




Crenen 4
Temneparypa > 38°C" c:

o  XUIOTOHUS,
HaJaraiia
M3M0JI3BaHe HA
MHOXXECTBO
BazomnpecopH (c
N3KJIIOYCHUE Ha
Ba30IPECHH), WIIN

e HEoOXOIUMOCT OT
KHUCIIOPOJIHA TEPATUs
C MOJIOKUTEITHO
Hajsrane (Harmp.
HEMPEeKbCHATO
IIOJIOXKUTEITHO
HaJIATaHe B
MXaTeIHUTE ITBTHIA
[CPAP],
JIBYCTEIICHHO
IIOJIOXKUTEITHO
HaJIsTaHe B
UXATETHUTE IHTHILA
[BiPAP], untyGamnus
M MEXaHW4YHAa
BEHTHJIAIINSA)

IIpeycranosete
TALVEY Ttpaiino.

IIpunoxere
Tonman3ymad 8 mg/kg
WHTPAaBEHO3HO B
MpoABIDKeHHE Ha | gac
(a HE ce HAAXBBPIAT
800 mg).

[Ipu Hyxna noBrapsiite
TONMIIN3yMal Ha BCEKH
8 vaca, ako He ce
TIOBJIMSIBA OT
WHTPAaBEHO3HU TEUHOCTH
WM TIOBHIIIaBaHE Ha
JIOTTBJIHUTEITHHS
KHUCIIOPOA.

Orpanuuere ce 10
MaKCHUMaJTHO 3 703U 3a
24-gacoB nepuoz;
MaKCHMaJTHO 00110

4 no3u.

Kakro nmo-rope uinu
TIPUIIOKETE
METHIIIPETHU30JIOH

1 000 mg MHTpPaBEHO3HO
Ha JIeH B IPOABIDKCHHE
Ha 3 JIHM 110 MperieHKa Ha
neKapsl.

Axo HsIMa TotoOpeHne
WK aKO CBhCTOSIHUETO CE
BJIOILIH, OOMHCIIETE 32
aNTepHATUBHU
HMYyHOCYIIpecopu.”

Bn3 ocHoBa Ha crenienyBane Ha CRS cerimacHo ASTCT (Lee et al 2019).
3a opOOHOCTH BIKTE KpaTKaTa XapaKTepHUCTHKA HA TOLMIIH3YMa0.

JlexyBaiite HenopnusBamysa ce CRS cnopen ykazaHusTa Ha JieueOHOTO 3aBE/ICHHUE.

Jbmkama ce Ha CRS. HeBuHaru mosxe Jja ce Ha0JI01aBa MOBUILICHA TEMIIEpaTypa €THOBPEMEHHO C XUIIOTOHUS WM XUIIOKCHS, Thi

KaTo TS MOJKe J1a ObJie MACKHPaHa OT MHTEPBEHIMH KAaTO MPIJIOKEHHUE Ha aHTUITMPETUL WM aHTUIIUTOKWHOBA Tepamus (Harp.
TOLMIN3YMa0 WM KOPTHKOCTEPOUN).

e>6 I/min.

Hesponocuuna moxcuunocm, exmrouumento ICANS

HuckomoTounara KHCJIOpOIHA T€palusd C Ha3aJlHa KaHroJ1a € <6 l/min, a BUCOKOIIOTOYHATa KUCJIIOPOAHA TEpaIIUs C Ha3aIHA KaHIoJIa

[Ipu bpBY MpHU3HALM HA HEBPOJIOTUYHA TOKCHYHOCT, BKIounTenHo ICANS, TALVEY tpsa6Ba na ce
OTJIOKH U J1a ce OOMHUCIIM HEBPOJIOTMYHA OIleHKa. TpsiOBa Ja ce U3KI0YaT APYry NPUIHHHU 32
HEBPOJIOTHYHH cUMIITOMU. [Ipu TexxbK uin xkuBoTo3acTpammasail [CANS TpsiOBa ia ce ocurypu
NOJAbpKAIA TEPAIHsl, KOSITO MOKE JIa BKJIIOUBA HHTEH3UBHU IprokU (BXK. Touka 4.4). [Ipenopbkure
3a oBnaggBane Ha ICANS ca 0606menu B Tabnuna 4.

Ta6auna 4: Ilpenopbku 3a oBiaaasiBane Ha ICANS

Crenen nHa ICANS?*®

ConnterBanl CRS

be3 conbrerBam CRS

Crenen 1
ICE® ckop 7-9
WM TIOTHCHATO HUBO Ha

Ch3HAHHE : CHOYXKIa ce
CIIOHTaHHO.

Tabmuma 3.

Ha JICKaps.

OgnagsiBane Ha CRS crniopen

HabmogaBaiite 3a HEBPOJIOTHYHI
CHMIITOMH ¥ OOMHUCIIETE KOHCYNTALHS
Y OLICHKA OT HEBPOJIOT, MO MPELeHKa

Habmonagaiite 3a
HEBPOJIOTMYHU CUMIITOMU U
oOMucIeTe KOHCYNTAIH C
HEBPOJIOT ¥ OLIEHKa MO MpereHKa
Ha JIeKapsl.

Otnoxere TALVEY 5o or3ByuaBane Ha [CANS.

IomMucnere 3a NPUIOKEHUE HA TPOTUBOTBPUOBH JIeKApCTBA O€3 CeAaTHBEH
edekT (Hamp. JeBeTHpaleram) 3a IpodHuIaKTHKa Ha IbPYOBE.




Crenen 2
ICE® ckop 3-6
HMJIU TIOTUCHATO HUBO Ha

ch3HaHUe™: ChOyXKIa ce OT
riac.

Ipunoxkere TOIMIN3YMa0 Criopes
Tabnuma 3 3a onagaBane Ha CRS.

AKxo HsMa TIofo0peHwue cien
3aMoYBaHe Ha TOMHIN3YMao,
npuiaraiite gekcamerason” 10 mg
MHTPAaBEHO3HO Ha BCEKH 6 Yaca, ako
MANUEHTHT BeUYe HE MpUeMa Ipyru
KopTHKOCcTepoun. [Ipoabmkere
MPUIOKEHUETO HA IEKCAMETA30H JI0
OT3ByYaBaHe /10 CTereH | win mo-
HECKa, CJIe]l TOBA HamMaJeTe
MOCTENEeHHO J103aTa.

IIpunaraiite nexcamerazon”

10 mg UHTpaBEHO3HO Ha BCEKH O
yaca. [Iponbmxkere
MIPUIOKEHUETO Ha JeKCaMeTa30H
JI0 JOCTHTaHe A0 CTeNeH | uin
M0-HHCKa, CJIe]] TOBa HaMaJeTe
MOCTENEHHO J03aTa.

Otnoxere TALVEY 1o or3ByuaBane Ha [CANS.

[Tomucnere 3a NpUIIOKEHUE HA HECEAUPAIIN TIPOTHBOT'BPUOBH JIEKAPCTBA
(mamp. eBeTupareTam) 3a npo¢mIakTuka Ha repuose. Ilpu Hyx11a
HIOMHUCIIETE 32 KOHCYJITalus ¢ HEBPOJIOT U JPYTH CHEUAIUCTH 32

JOIIBJIHUTCIIHA OLICHKA.

HabmrogaBaiiTe manuenTa B MpoIbiDKEHUE Ha 48 yaca clief] cieBaaTa
no3a TALVEY. UHcTpyKTHpaliTe MAITMCHTUTE Ja OCTaHAT B OJIU30CT JI0
nedeOHO 3aBe/IcHHE 0 BpeMe Ha HaOIr0ICHUETO.

Crenen 3

ICE® cxop 0-2

(Axo ICE ckopsrt € 0, HO
MAaIMEeHThT € KOHTAKTeH (HaIp.
OymeH ¢ rirodanHa adasusi) U e
B CBCTOAHUE Ja CC U3BBPUIN
OIICHKA)

WK IMTOTHCHATO HUBO Ha
Ch3HaHHE C”b6y)l(£[a c€ caMoO
OT TaKTUJICH CTUMYJI,

WJIU T'bpYOBE':

® BCEKH KIMHHYEH I'bpY,
¢dokaneH uiu
reHepanu3upad, KoiTo
0T3By4aBa 0bp30, WIH

® HEKOHBYJICHBHHU I'bPYOBE
Ha enekTpoeHIedarorpama
(EET), kouTo 0T3By4aBaT
IIPY UHTEPBEHIINSA,

WK TIOBUIIIEHO BHTPEUYEPEITHO
HaysATane: (oKaJCH/TOKaJICH
OTOK TIPH M3CIICABAHE C
o0pa3Ha AMarHoCTHKA'.

[punoxere Tormmzymad criopesn
Tabmuma 3 3a onaggaBane Ha CRS.

[Ipunoxere gekcametason” 10 mg
MHTPaBEHO3HO C IIbpBaTa /1032
TONMIN3YyMab U MOBTapANTE 03aTa Ha
Bceku 6 gaca. [Ipoabmkere
NPWIOKEHUETO Ha IEKCAMETa30H JI0
OT3BYyYaBaHe JI0 CTeNeH | uin mno-
HHCKa, CJIe]] TOBA HamMaJleTe
MOCTENEHHO J103aTa.

IIpunaraiite nekcamerazon”

10 mg uHTpaBEHO3HO HA BCEKH 6
yaca. [Ipoxbikere
MIPIIOKEHUETO Ha JeKCaMETa30H
IO IOCTUTAHE 10 cTeneH 1 mau
MO-HKUCKa, CJIE] TOBA HaMaJleTe
MOCTENEHHO 103aTa.

[Tomucnere 3a npuIIOKEHNE Ha HECEANPAIIN IIPOTHBOTBPYOBH JIEKAPCTBA
(Hanp. neBeTHpaneTam) 3a NpoUIAKTHKA HAa T'bpUoBe. [Ipu HyX1a
TIOMHCJIETE 32 KOHCYJITAINS C HEBPOJIOT M APYTH CIICLIHAINCTH 32

JOIIBJIHUTCIIHA OLICHKA.

IIspBa nosga:

Otnoxere TALVEY 1o or3ByuaBane Ha I[CANS.

Hal6nronaBaiite manueHTa B MpobbkeHUe Ha 48 yaca cien ciensaniaTa
no3a TALVEY. MHcTpyKTHpaliTe MAITMCHTUTE Ja OCTaHAT B OJIU30CT 0
nedeOHO 3aBe/IeHHE TI0 BpeMe Ha HaOIr0ICHUETO.

Penunus:
IIpeycranosere TALVEY tpaiino.




Crenen 4

ICE® ckop 0

(ITateHTHT € HEKOHTAKTEH U
HE MOXKE€ J1a C€ U3BBPILIU
onenka Ha ICE)

WU IOTHUCHATO HUBO HA

Ch3HaHHE

® [AlMEHTHT € HEKOHTAKTCH
WU ca HEOOXOIMMHU
CHEPTHYHH WA
MHOFOKpaTHI/I TAKTHUJIHU
CTUMYJIH, 32 J1a c€ ChOY N,
HJIIn

® CTYNOp HMJIA KOMA,

WJIU T'bpYOBE:

® KMBOTO3aCTpallaBal]
HIPOABIKUTEIECH I'bpY
(>5 MunryTH) TITH

® MHOTOKpaTHU KJIMHUYHU
WA HEKOHBYJICUBHH
I'bpUOBe 0€3 BphIaHE KbM
H3XOJHO HUBO MEXIY TAX,

WJIX MOTOPHU HaXOAKHA"

e bib6oKka hokaTHa MOTOpPHA

c1aboCT KaTo XeMHIIape3a
WK Tapanapesa,

WJIN TIOBHIIEHO BHTPEUEPEITHO

HaJsIraHe/MO3b4eH OTOK' €

MIPU3HANN/CUMITOMH KaTo:

e udy3eH MO3BYEH OTOK
IIpU U3CNeBaHe ¢ oOpa3Ha
JIMarHOCTUKA WUIIN

e JnenepeOparrioHHa Win
JIEKOPTHKAIIMOHHA 11032
WU

e mape3aHa VI
YeperrHOMO3bUCH HEPB MIIN

® OTOK Ha IanuiaTa uim

e Tpuana Ha Cushing.

Ipunoxkere TOIMIN3YMa0 Criopes
Tabnuma 3 3a oBnaggsane Ha CRS.

[Ipunoxere nexcametason” 10 mg
MHTPAaBEHO3HO U NOBTapsIiTe 103aTa
Ha Bceku 6 yaca. [IpoabimkeTe
MPWIOKEHUETO Ha JIEKCAMETa30H JI0
OT3ByYaBaHe JI0 CTereH 1 uim mno-
HHCKa, CJIe]] TOBA HamaJleTe
TIOCTETNIEHHO /103aTa.

ANTepHaTUBHO, TOMHCIIETE 32
NPUIOKEHUE HAa METUIIITPEAHNU30JI0H
1 000 mg Ha neH UHTPABEHO3HO C
IbpBaTa 7032 TOIMIN3yMal U
HPOJBIDKETE METHIIIPETHU30JIOH

1 000 mg Ha IeH HHTPABEHO3HO 3a 2
HJIK TIOBCYC THU.

IIpunaraiite nexcamerazon”

10 mg UHTPaBEHO3HO HA BCEKH

6 ygaca. [IponbkeTe
MIPUIOKEHUETO Ha JeKCaMeTa30H
JI0 OT3BYyYaBaHe JI0 cTerneH | win
M0-HHCKa, CJIe]] TOBa HaMaJeTe
MIOCTETICHHO J[03aTa.

ANTepHaTUBHO, IOMHCIIETE 32
MPWIOKEHUE Ha
Metuinpeann3oiaon 1 000 mg Ha
JIeH MHTPABCHO3HO 3a 3 JHHU; aKo
ce moao0pw, cienl ToBa
JIEKyBalTe KakToO M0-rope.

IIpeycranosere TALVEY Tpaiino.

JOIIBJIHUTCIIHA OLICHKA.

[ToMucnere 3a npuIIOKEHNE Ha HECEANPAIIN IIPOTHBOTI'BPUOBH JIEKAPCTBA
(Hanp. neBeTupaneTam) 3a MpopUIaKTHKa Ha TbpUoBe. [Ipu HyX1a
TIOMHCJIETE 32 KOHCYJITAINS C HEBPOJIOT M APYTH CIICLHAINCTH 32

B ciyuaii Ha TOBHIIIEHO BHTPEUEPEIHO HATSTaHe/MO3BUEH OTOK IIPH
JICYEHUETO ClIeABAlTE YKa3aHHUATA Ha JIeUeOHOTO 3aBEJCHUE.

g Crenenysane Ha CRS cprioacao ASTCT 2019.

Jleuenuneto ce ompenesns OT Hal-TEXKKOTO CHOUTHUE, KOGTO HE CE JbJDKU Ha HAKAKBA Jpyra MPUIHHA.

Ako TIAMEHTBT pearupa U MOXe Jia C€ U3BBPIIN OLICHKA 3a eHuecbanonaTm[, CBbp3aHa ¢ UMYHHHU e(l)eKTOpHI/I KJICTKH (Immune

Effector Cell-Associated Encephalopathy, ICE), ouenere: opueHTaums (OpMeHTHPAH 3a TOJMHA, MECell, rpajl, O0NHULA = 4 TOUKH);
HAaMMeHOBaHe (HaMMEHYBa 3 MpeiMeTa, Hallp. I0COYETe YaCOBHHUK, MUCAJIKA, KOMYE = 3 TOUKH); CJieiBAHE HA KOMaH/AM (Harp.
“IIOKaKn MM 2 TIpBCTa” MK “3aTBOPH OYHMTE CH M MOKAXKH €3UKa cH”’ = | To4ka); mIcaHe (CIOCOOHOCT 1a HaluIle CTaHAapTHO
uspedeHue = 1 Touka) u BHUMaHue (Opoene oopatHo ot 100 no necetuim = 1 Touka). AKO MAaMEHTHT HE pearrpa U He MOXKe Jia ce
u3Bbpiuy oneHka 3a ICE (crenen 4 ICANS) = 0 Touku.

He ce npmku Ha HAKAKBa Jpyra MpUYUHA.

HaBCfIKLL[e, KBACTO € MOCOYCHO MPUTOKCHUE HA ICKCAMETA30H, CE€ Kacac 3a NEKCaMCTa30H MJIA €KBUBAJICHT

Tabauua S: Ilpenopbku 3a oBJaJsiBaHe HA HEBPOJOTMYHA TOKCHYHOCT (¢ m3katoyeHue Ha ICANS)

Hesxenana peakuus

Texect?

JlelicTBUS

Hesposornuna
TOKCUYIHOCT? (C

Cremnen 1 .

crabuimsupar.’

Otnoxere TALVEY mokaro ciMOToMuTe Ha
HEBPOJIOTUYHATA TOKCUYHOCT OT3BYUaT MJIU CE




H3KJIIIOUCHHUC Ha

ICANS)

Cremex 2 .

Crenes 3 (rppBa
T0SIBA)

Otnoxere TALVEY gokato cMMIITOMHTE Ha
HEBPOJIOTUYHATA TOKCHYHOCT C€ TIOI00PAT 10
creneH 1 wim no-Hucka.’

IIpunoxkere noaabprKalia Tepamnus.

Crenes 3 (peruanuB) | e
Crenen 4 o

Cmpere TALVEY Tpaiino.
[Ipunoxere nogabpIKama Tepanus, KoITo MOXe J1a
BKJIIOYBA HHTCH3UBHU TPIKH.

a

B3 ocHOBa Ha OOIIHTE TEPMUHOJIOTUYHN KPUTEPUH 3a HeXelaHu chOuTHs Ha HarmonanHus onkonormyeH HHCTUTYT (National

Cancer Institute Common Terminology Criteria for Adverse Events, NCI-CTCAE), Bepcus 4.03.

Bwxre Tabnuna 2 3a mpenopbKy OTHOCHO MOHOBSABAaHETO Ha npuioxenneTo Ha TALVEY crien otnarane Ha mnosara.

Lpyau nesrcenanu peaxyu

u

IIpenoprunTeIHUTE U3MEHEHHSI HA JT03aTa PU JPYTH HEXKEJIaH! peakIuu ca najacHu B Tadmuima 6.

Tadauua 6: IpenopbunTeTHH M3MeHEHHs] HA 103aTA MPU APYTH HeKeJIaHU peakliu

Hexenana peakuusi

Texect

HN3MeHeHHe Ha 103aTa

Cepro3Hu HHpEKINU
(Bk. TOuKa 4.4)

Bcuuku crenenn

e He mpunaraiite cxemaTa Ha IpHIIaraHe ChC
CTBHIAJIOBUAHO NoBUIaBaHe Ha no3ata TALVEY
MIPY TMAUEHTH C aKTUBHA HHQEKIHUS.

e Ormnoxere TALVEY BbB (ha3ara Ha
CTBIIAJOBUIHO MMOBMINIABAHE HA J03aTa JI0
0T3BYYaBaHEC Ha HHCKIHATA.

CreneH 3-4

e Ortnoxere TALVEY no Bpeme Ha ¢a3ara Ha
JieyeHue 10 nogo0psBaHe Ha HH(pEKIuATa 10
CTeTIEH 2 WU M0-HUCKA.

Luronenun
(Bk. Touka 4.4)

AbcomoreH Opoit
HEYTPOQIIH 10

e Omioxere TALVEY, nokato abcomoTHHAT Opoii
neyrpogunu crare 0.5 x 10%/1 wim mo-BUCOK.

0.5 x 10%1
DebdpuiHa e Ortnoxere TALVEY, nokaro abcomoTHUAT Opoit
HEYTPOIIECHHUS ueyrpodunu crare 1.0 x 10%/1 uim mo-BucoK, U

IMOBUIIICHATA TEMIICpaTypa OT3BYYH.

XeMorIo0OuH Mo
8 g/dl

e Otnoxere TALVEY, nokato croifHOCTUTE Ha
XeMorno0mHa JocTuraar 8 g/dl uimm mo-BUCOKH.

Bpoii TpomMbonuTH
oz 25 000/pl

Bpoii TpoMbonuTH
Mexay 25 000/ul u
50 000/ul c kbpBeHE

e Ommoxere TALVEY, nokarto 6posr Ha
TpoMmborTuTe ctane 25 000/ul mmu mo-BUCOK, U
JIMIICBAT IAaHHU 33 KbPBEHE.

OpaitHa TOKCHYHOCT,
BKJTIOUUTEITHO 3ary0a Ha
TETJIOo

(Bk. Touka 4.4)

TokcuuHoCT,
HETIOBJIUSBAIIA CE OT
MOAABPKAIIN TPUKHU

IIpexscuere TALVEY 1o crabunusupane uin
nogo0peHne U 0OMHCIeTe B3MOKHOCTTA 32
MOTHOBSIBaHE Ha JICYCHUETO 10 TIPOMEHEHA cXeMa,
KaKTO cJeBa:

e Axko Hacrosmiara go3a ¢ 0,4 mg/kg Bcsika
cenmuna, mpomernere Ha 0,4 mg/kg Ha Bceku nBe
CeIMUTTI

e Axko Hactosmiara no3a e 0,8 mg/kg Ha Bcexu nBe
cenmuny, mpomernete Ha 0,8 mg/kg Ha Bcekn
YSTHPH CEAMUITU

HEXEJIaHU peakiuu®
(Bk. Touka 4.8)

Koxnu peaknum, Crenen 3-4 e Ortnoxere TALVEY, nokato HekelaHaTa
BKJTIOYUTEITHO HAPYIICHUS peakius ce mogo0pu 10 creneH 1 win 1o
Ha HOKTUTE U3XOJTHOTO HUBO.

(BX. Touka 4.4)

Jpyru HeXeMaTOJIOTHYHH Crenen 3-4 e Omnoxere TALVEY, nokato HexxenaHaTa

peakuus ce moaoopu 0 cremneH 1 wim J0
N3XO0JHOTO HHUBO.

a

BB3 ocHoBa Ha OOmuUTE TEPMUHOJIOTHYHHI KPUTEPHUH 32 HEXKeIaHu chouTus Ha Harmonamaus

onkonorudeH HHCTUTYT (NCI-CTCAE), Bepcus 4.03.




CHeLII/IaJ'IHI/I nonyJialnnun

Ileouampuuna nonynayus
Hsama croTBeTHa ynotpeba Ha TALVEY B nennaTpuyHata nomyJiaius 3a JiedeHne Ha MyJITUIUICH
MUEJIOM.

Cmapuecka 6v3pacm
He e HeoOxomumo kopurupaHe Ha jo3ara (Bxk. Touka 5.2).

Bvopeuno yepedcoane
He ce npenopwuBa kopurupaHe Ha J103ata IpH NAIMEHTH ¢ JIeKa WK yMepPeHa CTeNeH Ha ObOpevHo
yBpexaaHe (BX. Touka 5.2).

Yeproopobno yspedcoane

He ce npenoppuBa KopurupaHe Ha J103aTa MPU IMANUEHTH C JIeKa CTENeH Ha YepHOPOOHO YBpEeKIaHe
(Bk. Touka 5.2). iMa orpaHidYeHU NaHHU WU JTUTICBAT JaHHU MIPH MAIUSHTH C YMEPEHa WIN TeKKa
CTETIeH Ha YepHOIPOOHO YBpEKIaHE.

Hauun na OPHUITOKECHUC

TALVEY e 3a N0JKOKHO MPUIOKEHUE.

Heo6xomumusrt obem TALVEY TpsiOBa na ce MHKEKTUPA B MOJKOXKHATA THKaH Ha KOpema
(mpeamounTaHo MACTO 3a WHXKekTHpaHe). AnrepHatuBHo, TALVEY moxe na ce nHXXeKkTHpa B
MOJKOKHATA ThKAH Ha IPYTH MecTa (Hamp. B 6epoTo). AKO ca HEOOXOIMMHU HIKOJIKO HHKEKIUN

TALVEY, te Tps0Ba Aa ce MOCTaBsT Ha Pa3CTOSIHAE Hali-MaJIKo 2 ¢cm elHa OT ApyTa.

TALVEY He Tps0Ba Ja ce HHKEKTUPA B YYaCThIIM C TATYHPOBKH WK O€Je3U WU TaKWBa, KbJETO
KOXKaTa € 3a4epBEHA, HACUHEHA, YyBCTBUTEIHA, YIUTBTHEHA UJIH € C HApYIIEHa LSI0CT.

3a yka3aHusi OTHOCHO paboTaTa ¢ JIEKapCTBEHHS IPOIYKT MPEAN MPUIOKEHHE BIKTE TOUKa 6.06.
4.3 IIporuBomokaszaHusi

CBpBXUyBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO MITH KBM HIKOE OT MOMOIIHUTE BEIECTBA,
n30poeHu B Touka 6.1.

4.4 CrhenuanaHu npeaynpesxaeHus U NpeANasHu MepKH NPU ynoTpeda

IIpocnenumoct

3a Ja ce HOI[O6pI/I IpocCICANMOCTTA Ha OHOJIOTUYHUTE JICKApCTBCHU MMPOAYKTU, UMCTO U MMAPTUAHUAT
HOMCP Ha MPUIIOKCHUA IPOAYKT TpSI6Ba SICHO Ja C€ 3aIlIMCBart.

CunapoM Ha ocBoOoxaaBane Ha mutoknau (CRS)

CRS, BKIIOUHTENIHO KUBOTO3ACTPAIIaBAIM MM PEAKLIUH C JIETaJICH U3X0/1, MOXKE J1a Bb3HUKHE TTPU
naruenTty, noryyasamid TALVEY (Bx. Touka 4.8). Knuanunute npusHaiy u cumnromu Ha CRS
MOXe J]a BKIIIOUBAT, HO 0€3 J1a ce OrpaHuvaBar A0 MUPEKCHUs], XUIIOTOHHUS, CTYACHHU TPBIIKH, XUTIOKCHS,
rJIaBo0OJIVEe, TAXUKAP/IUS ¥ MOBUIIICHU TpaHCaMHUHA3U. [I0TeHIAIHO JKUBOTO3aCTpalIaBaiy
ycnoxuenus: Ha CRS Moxke aa BKITI0UBaT chpJieuHa JUCHYHKINS, OCTBP PECIHPATOPEH TUCTPEC
CHHJIPOM, HEBPOJIOTHYHA TOKCUYHOCT, ObOpeUHa H/UIN YepHOAPOOHA HENOCTATHYHOCT U
JUceMUHHpaHa MHTpaBacKynapHa koarynamus (JUK).

Jleuenneto ¢ TALVEY TpsiOBa na ce 3amoune ¢ ¢a3a Ha CTHIIAJOBUIHO MTOBUIIABAaHE HA J103aTa, KaTo

npeau Besika J103a oT Tasu (aza Ha npunarane Ha TALVEY tpsa6Ba na ce npunarar jiekapcTBEHH
MPOAYKTHU 3a peMeauKaIus (KOPTUKOCTEPOU U, aHTUXUCTAMUHN U aHTUITMPETHUIIN) 32 HaMalIIBaHe
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Ha pucka oT CRS. Crex npuinokeHHeTo manueHTuTe TpsidBa fa ce HaOmonaBar cboTBeTHO. Ha
nanueHT, kouto ca nomyunnu CRS cnen npenxonnara noza TALVEY, npenu cienpaiara go3a
TpsIOBa Ja ce MPUIOKAT JIEKAPCTBEHU MTPOTYKTH 3a IpeMeIuKaIus (BxK. Touka 4.2).

YyactHunuTe, Kouto ca noxydniau CRS creneH 3 mwnm no-Brucoka npu NpeaxoiHa Tepanus 3a
IIpeHacouYBaHe Ha T-KJIETKHUTE, ca N3KIIOYEHH OT KIIMHUYHUTE NpoyuBaHus. He Moxe fa ce u3Kioun,
ye npeauiieH Texxbk CRS npu T-kneTpuna Tepanus ¢ xumepen antureHex perentop (CAR) wiu
JOpYyTH aHTaXHUpamy T-KIETKUTE CpeICcTBa MOKe J1a moBiusie Ha OezomacHocTTa HAa TALVEY.
[loTeHnmanHUTE MON3M OT JICUCHUETO TPSOBA Aa ObAAT BHUMATEIHO MPETETJICHH CIPSMO PUCKA OT
HeBponornuHu crOuTHs U TALVEY TpsiOBa 5ia ce mpuiara ¢ MoBHIIICHO BHUMAHUE TP TaKUBa
MAIUEeHTH.

[ManmenTure TpsOBa 1a ce MOCHBETBAT JIa MOTHPCAT JIEKAPCKa MOMOII, aKO CE TIOSIBAT MPU3HALY HITH
cumrniromu Ha CRS. TIpu mbpBu npusHak Ha CRS manuenTuTe TpsOBa Ja ce OleHAT He3a0aBHO 3a
XOCHHTANM3ALUS U TPAOBA Aa ce 3al0yHe JCYSHNE C OJAbPKAILM IPHKU, TOUWIN3YMal 1/ 1in
KOPTHUKOCTEPOUIH Bb3 OCHOBA HA TEKECTTa. YTIOTpedaTa Ha MUEIOUIHHU PACTEKHU (PakTopH, 0cOOEHO
rpa”yjionuT/Makpodar-koisoHrnoctumyupainl paxrop (GM-CSF), TpsdBa na ce nz0srea mo spemMe Ha
CRS. Jleuenuero ¢ TALVEY tpsi0Ba na ce otioxu o or3By4yaBane Ha CRS (Bx. Touka 4.2).

Hesposornuna Tokcuynoct, BKIrounTeano ICANS

Cepro3HU WM KUBOTO3aCTPAILIABAIIY IPOSBH Ha HEBPOJIOTMYHA TOKCUYHOCT, BKItounuTeNnHO [CANS,
MOXe N1a Br3HUKHAT ciief ieuenue ¢ TALVEY (Bxk. Touka 4.8).

ICANS, BKIIOUHTENHO peaklny C JETAIEH U3X0, ca HacThnuiu cien geuenne ¢ TALVEY. [losBata
Ha ICANS moxxe na 0bp1e eqHoBpeMeHHo ¢ CRS, cnen or3BydaBane Ha CRS miu npu oTcheTBHE Ha
CRS. Knmunngnaute npuszaamm u cumrromu Ha [CANS Moske 1a BKITIIOUBAT, HO HE CE€ OTpaHUYaBaT /10
CBHCTOSTHHE Ha 00BPKAHOCT, TOHMKEHO HUBO HA Ch3HAHUE, /IE30PHUEHTAIHSI, COMHOJIEHTHOCT, JIETapTUs
u Opagudpenus.

[TanmenTure Tps6Ba 1a ce HaOIIO1aBAT 32 MPU3HAIM UM CUMIITOMU Ha HEBPOJIOTHYHA TOKCUYHOCT U
Ja ce neKyBat He3abaBHo. [lanuenTure TpsiOBa 1a ce MOCHBETBAT J1a MOTHPCAT JICKapCKa IOMOII IPU
MOsIBa Ha MPU3HALN WM CUMIITOMH Ha HEBPOJIOTHYHA TOKCHMYHOCT, BKItounTenHO ICANS. IIpu nbpsu
MIPU3HAK HAa HEBPOJIOTHYHA TOKCUYHOCT, BKitouuTenHo ICANS, nanuentute TpsiOBa He3abaBHO aa ce
OLIEHABAT U J1a CE OCUTYPSAT NOAABPIKAIIM IPUXKH CIIOPE CTENEHTa Ha TexecT. [lanuenture, KouTo ca
noxyunian ICANS cTeneH 2 uian mo-BUCOKa, TpsiOBa J1a c€ MHCTPYKTHPAT Aa OCTaHaT B OJIM30CT A0
neueOHO 3aBeJICHUE U 1a ObJaT HAOII0JaBaHu 32 MTPU3HAIM U CHMIITOMH B TIPOIBIDKEHUE Ha 48 yaca
cien cneapamarta n1o3a TALVEY.

[pu nosisa nHa ICANS u npyru nposiBu Ha HeBpoJoruyHa TokcuuHocT JieueHnero ¢ TALVEY tpsibsa
Jla ce OTJIOKH WM IIPEyCTaHOBU B CbOTBETCTBUE ChC CTENIEHTA HA TEKECT, KAaTO CE ClIeABaT
NPENOPBKUTE 3a OBJIAASABAHETO UM, KaKTO € Noka3aHo B Tabnuna 4 (Bx. Touka 4.2).

Hsima nannu 3a ynotpebara Ha TajikBeTaMad Npy maiuenT cbe 3acsarane Ha [ITHC ot muenom umu
JpyTH KIMHUYHO 3HauuMu natosoru Ha [THC B pe3yaTar Ha U3KIIOUYBAHETO UM OT IPOYUYBAHETO
nopaau noreHuannus puck or [ICANS.

[Mopanu motenman 3a pp3uukBane Ha [CANS nanuenTute TpsiOBa 1a ObAAT HHCTPYKTHPAHU J1a
n30sreaT mogupaHe iy padoTa ¢ MAILIMHU 110 BpeMe Ha (hazaTa ChC CTHIAIOBUIHO TOBUILIABAHE HA
Jl03aTa U B IIpoJbJDKEHUE Ha 48 daca cie]] 3aBbpIIBaHETO I, KAKTO U B ClIydyail Ha HOBa II0s1Ba Ha
HEBPOJIOTMYHU CUMIITOMH, JI0 OT3BYYaBaHETO UM (BK. Touka 4.7).

Ognadssane Ha HEBPOLO2UYHANA THOKCUUHOCT

[Ipu mbpBY MpHU3HAIM HA HEBPOJIOTUYHA TOKCHYHOCT, BKItounTeHo [CANS, TpsioBa ia ce uma
MIpeBU HEBPOJIOTHYHA olleHKa. TpsOBa /1a ce N3KIIoYaT IPYTH IPUYMNHU 32 HEBPOJIOTUYHUTE
cumnromu. [Ipunoxenuero Ha TALVEY 1psiOBa na ce oTiioxu 10 0T3By4YaBaHe Ha HEeXelaHaTa
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pcaKknuAa (B)K. Ta6n1/1ua 4) HpH TCXKKaA WU JXUBOTO3aCTpallaBallida HEBPOJIOrniHa TOKCHIHOCT Tpr6Ba
Ja C€ OCUTYPAT MHTCH3UBHU I'PUIKU U MMOJAAbprKaIlla Teparnus.

OpaytHa TOKCHYHOCT

OpaitHa TOKCHYHOCT, BKITFOUUTEITHO JAVCTEY3Hsl, CyX0Ta B ycTaTa, qucdarus ¥ CTOMaTHUT, Ce TOSBsIBa
MHOTO "ecto cien sieuenne ¢ TALVEY (Bxk. Touka 4.8).

[NanuenTure TpsiOBa na ce HaOIIONABAT 32 MPU3HALM U CUMIITOMU Ha OpajiHa TOKCUYHOCT.
ITanmentute TpsiOBa na OBAAT MOCHBETBAHU JIa MIOTHPCAT METUITMHCKA ITOMOII IIPH MOSIBa HA
IMpU3Hal1 UJIKM CUMIITOMHU Ha OpaJIHa TOKCUYHOCT U Aa UM CC OCUTYPAT MMOAAbP KAl I'PHUKHA.
IlopabpxalmuTe rpHKK MOXKeE J1a BKIKOYBAT CPEACTBA 38 CTUMYJIMPAHE Ha CalUBALAATA, CTEPOUTHH
CpEeJCTBA 3a MPOMHUBAHE Ha yCTaTa MM KOHCyTalus ¢ queronor. Jleuennero ¢ TALVEY Tpsi6Ba na
Cce MPEKbCHE WIIX JIa ce OOMUCIIH MO-PSIKO priiarane (Bxk. Touka 4.2).

C TeueHHe Ha BpEeMETO MOXKE /1a HACTBIIN oce3aeMa 3aryda Ha Terio (Bxk. Touka 4.8). [IpomsiHara B
TETJIOTO TPSIOBA Jla ce Mpocie/siBa Pe0BHO MO BpeMe Ha Tepanuara. KinnHudaHo 3HaunMarta 3ary6a Ha
Terso TpsAoBa ga 6bae AombiaHKUTENHO oueHeHa. Jleuennero ¢ TALVEY Tpsa0Ba na ce npekbcHe WK
Ja ce 0OMUCIIY TO-PSIKO MpHuiiaraxde (Bx. Touka 4.2).

Cepuo3su HHGEKIUHU

Cepro3Hy HHPEKIMHY, BKIIIOYUTEIHO KHUBOTO3aCTPAIIABAIIY HIIH JIETATHU HHPEKIMH ce ChOOIaBatT
npu nanuenty, nonydasamu TALVEY (Bxk. Touka 4.8). [lanuenture TpsOBa 1a ObAaT HAOII0JaBaHH
3a MpU3HAIM U CHMOTOMH Ha HHQEKIM peau U o Bpeme Ha jgeuenne ¢ TALVEY, u na ce nexysar
no noaxonsai HauuH. [IpodunakTrnaan aHTUMUKPOOHH cpeacTBa TpsOBa Aa ce mpujarar B
choTBeTCTBHE ¢ MecTHUTE yKa3zaHus. TALVEY He Tps0Ba aa ce mpuiara npu NanyueHTy ¢ aKTUBHA
cepuosna nHpekuus. TALVEY Tps0Ba na ce OT/IOkKH KakTo e yka3aHo (Bk. Touka 4.2). [Tanmenture
TpsOBa fa ObAT MHCTPYKTUPAHH Ja HOTHPCAT JIEKapcKa MOMOIL, aKO C€ MOSBST MPU3HALM WIN
CHUMITTOMH, ITPE/IIIoNaraiy Hatuune Ha nHQeKus.

XunoraMarioOyInHEMUS

Xumnoramarjio0yJIuHeMHust ¢ce ChoOIaBa npu namnueHTH, noaydasaim TALVEY (Bxk. Touka 4.8).
HuBara Ha umyHorioOynuHKTE TpsiOBa J1a ce mpociesBar 1o Bpeme Ha jieueHne ¢ TALVEY.
WnTpaBeHo3Ha WM NOAKOXKHA TEpanus C UMYHOTJIOOYTMHM € U3II0JI3BaHa 3a JICUCHUE Ha TTALMCHTUTE
¢ xumnoramarao0ynunemus. [lanpentue TpsOBa 1a ce 1eKyBaT B CbOTBETCTBHE C YKa3aHHUATA Ha
NeueOHOTO 3aBEJICHUE, BKITFOUUTEITHO TIPE/INIa3HU MEPKH cpelly HHMEKIUs, aHTUOMOTHYHA UITH
AHTHUBUPYCHA NPO(UIAKTHKA, U TPUIOKEHHE Ha 3aMECTUTEIIHA TEPANHsl C IMyHOTJIO0YIHHHU.

! l HUTONCHUH

[Ipu nauuentu, nomyyaBanu TALVEY, ca HabnronaBaHu CBbpP3aHU € JICYEHUETO HEYTPOIICHUS
crerieH 3 wnu 4, peOpuiiHa HeyTporieH!sI U TpoMOoIToneHus. [1o-ronsmara 4acT OT HUTOTIEHUUTE
BB3HHUKBAT npe3 mbpBuTe 8 10 10 cenmuuu. [IvnHa kpbBHA KapTHHA TPAOBa Ja ce MPOCiesIBa B
HAYaJIOTO U NEPUOAMYHO 110 BpeMe Ha JeueHueTo. TpsiOBa 1a ce oCUTrypAT MOLIbPKAIIN TPHKH
CBITIACHO YKA3aHMATA HA MECTHOTO JIEYeOHO 3aBE/ICHNUE.

[ManuenTure ¢ HEYTpOIIEHUS TPSIOBa Jla ce HaOI0JaBar 3a npu3Hany Ha nHdeknus. [Tpu
HeoOxoaumocTt sedenueto ¢ TALVEY Tps6Ba ga 0bae npeycTaHOBEHO (BXK. TouKa 4.2).

Koyxau peakimu

TALVEY moxe na npeau3BUKa KOXKHU PEaKIHHU, BKIIOYUTEIHO 00PUB, €pUTEM, CHHIPOM Ha
naJMapHO-TUIaHTapHa epUTPOAU3EeCTe3Ns, KaKTO U HapyIIeHUs Ha HOKTUTE (BX. Touka 4.8). KoxxHure
peaKIiy, BKIIFOUUTEIHO Pa3BUTHETO Ha 00puBa, TpsiOBa a ce HaO/II0AaBaT 3a OCUI'ypsIBaHE Ha
MHTEPBEHIUS HA PaHEH €Tall U JIeYeHHe ¢ KopTukocteponan. Ilpu crenen 3 nian mo-BUcoKa, UIIN
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BJIOIIABaHE Ha OOpHBH cTeneH | uiu 2 TpaOBa a ce mpuiaraT v IepopaiHu crepouan. [Ipu koxxHu
peaximu, KOUTO He ca CBbpP3aHu ¢ OOpUBH, MOKE J]a c€ OOMUCIM IpOMsIHA Ha fo3arta (BK. Tabnuua 5).
[pu koxHU peaknuu u Hapymenus Ha HoktuTe TALVEY TpsiOBa na ce cnipe B 3aBHCUMOCT OT
TEXKECTTa U JIa CE CJIeBAT YKa3aHHUATa Ha JIeueOHOTO 3aBelieHue (BXK. Touka 4.2).

Bakcunu

VIMyHHUST OTTOBOp KbM BaKCHHHU MOXKe a Obae HamaineH npu npuioxenue Ha TALVEY.
besonacHocTTa HA IMyHHM3aNMATa C )KUBU BUPYCHHM BAKCHHH IO BPEME Ha WIIN CIIE]] JICYEHUE C
TALVEY He e npoyuBaHa. BakcCuHUpaHe ¢ )KUBU BUPYCHH BAKCUHU HE CE NIPENOPHYBA B
MPOABDKEHNE Ha Hal-MaJIKo 4 CEIMUIIH MPpear HavyajioTo Ha JIEYEHUETO, TI0 BpeMe Ha JIEYEHUETO U
MOHE 4 CeMUILIM CIE]] HETO.

3a HeoyaKBaHa SKCIIO3MIIMS IO BpeMe Ha OPEMEHHOCT BIIKTE TOYKa 4.6.

Kenu ¢ ACTCPOACH HOTCHLII/IaJ'I/ KOHTpPACInuAa

[Ipenu 3amouBane Ha jgeuenue ¢ TALVEY npu skeHu ¢ feTepoieH NOTEHIMAal TpsAOBa J1a ce MPOBEpH
cTaTyca 110 OTHOLIEHHE Ha OpeMeHHOCT. JKeHure ¢ penpoayKTHBEH MOTeHIHA TPsOBa 1a U3M0I3BaT
e(eKTHBHA KOHTpALETILIKS 110 BpEeMe Ha JICYCHUETO U B IPOIBJDKEHUE Ha 3 Mecela ClIe/ ociIegHaTa
no3a TALVEY (Bx. Touka 4.6).

Tlomonrau BCIICCTBA

Harpuit
To3zu nexkapcTBEH MPOAYKT ChABPXKa Mo Maiko oT 1 mmol Hatpwuii (23 mg) Ha 1034, T.€. MOXKe Ja ce
Ka)ke, 4e MPaKTUIECKH HE ChIbpKa HATPHU.

ITommcopbar 20
Tosa nekapctBo cpabpka 0,4 mg/ml monmucopdat 20. [TonmucopOaTure MoraT Ja MPUUYUHAT aJeprUIHU
peaxuuu.

4.5 Bs3amMmopeiicTBHe ¢ JPYTH JeKAPCTBEHH NPOAYKTH M APYrH (pJopMH Ha B3auMojelicTBHe
He ca npoBexxaanu npoy4yBaHus 3a B3aUMOJICHCTBUATA.

TankBeTamald mpeau3BUKBA OCBOOOKIaBaHE HA IUTOKUHHM (BXK. TOUKa 5.1), KOUTO MOraT Jja MOTUCHAT
aktuBHOCTTa Ha ITUTOXpoM P450 (CYP) en3umure, KaTo MOTEHIIMATHO TOBA BOAM /10 TIOBHIIICHA
excrio3uius Ha cyoctpature Ha CYP. Haii-Bucok puck OT JiekapCcTBEHO B3aMOJICHCTBHE ce OYaKBa Ja
BB3HUKHE OT HAYaJIOTO Ha (pa3ara Ha CTHIAJOBUAHO MMOBHIIABAHE HA 103aTa Ha TalkBeTamal 10 9 THH
clie]l ITbpBaTa TeparneBTUYHA J03a, KaKTo | 1o BpeMme Ha u ciiesy CRS (Bk. Touka 4.4). Habnronasaiite
32 TOKCHYHOCT MJIM KOHIICHTPAIIMKUTE Ha JICKapCTBEHU NpoaykTH, cyocTparu Ha CYP (manp. CYP2C9,
CYP2C19, CYP3A4/5, CYP2D6), npn KOUTO MUHUMAJIHH IPOMEHH B KOHLIEHTpALMATA MOTaT Ja
JOBEIAT 10 CEPUO3HM HEXKeJIaHU peakuuu. Jlo3aTa Ha ChITBTCTBALINTE JICKApCTBa, KOUTO ca cyOcTpaTu
Ha CYP (mamp. CYP2C9, CYP2C19, CYP3A4/5, CYP2D6), TpsiOBa na ce Kopurupa npu
HEOOXOIMMOCT.

4.6 @epTUaAUTET, OPEMEHHOCT U KbpMeHe

Kenu ¢ ACTCPOACH HOTeHLII/IaJ'I/ KOHTpAnCnuumsAa 1npu >XKCHHU

[Ipenu 3amouBane Ha jgeueHue ¢ TALVEY npu skeHu ¢ IeTepoieH HOTeHIMal TPsAOBa Jia Ce IPOBEPH
cTaryca 1o OTHOIIIEHHE Ha OPEMEHHOCT.

JKenu ¢ netepojieH moTeHKa  TPAOBA Ja M3MOI3BAT €PEKTHBHA KOHTPAIISIIIH 10 BpeMe Ha
JIEYCHHUETO U B IPOIBIDKEHUE Ha 3 Mecena cien nmociennata go3a TALVEY.
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Bbpemennoct

JluricBaT Wiy UMa orpaHryYeHH AanHu oT yrorpebara Ha TALVEY npu OpeMeHHM )KeHU WM JaHHH
NIpY J)KUBOTHHU 3a OIIeHKa Ha pucka, cBbp3ad ¢ TALVEY, npu 6pemennoct. U3BectHo e, ue [gG
NpEeMHUHABaT Mpe3 IIaleHTaTa P X0pa cliel IbPBUs TpUMecThp Ha OpemenHocTTa. [lopagu ToBa
TasikBeTaMal MMa IIOTeHLMAN 1a ce IpeiaBa OT MaiikaTa Ha pasBuBawus ce geryc. Edexrure Ha
TALVEY Bbpxy passuBamus ce geryc ca Hem3BecTHu. TALVEY He ce npenopbuBa npu OpeMeHHH
JKEHU WY [P KEHU C JETEPOICH MMOTEHIUAN, KOUTO HE U3II0I3BaT KOHTPALEIIIU.

Axo TALVEY ce npunara o Bpeme Ha OpeMEHHOCT, MOKE JIa € OYaKBa HaMaJIeH UMYHEH OTTOBOP

KbM BaKCUHUTEC ITPU HOBOPOJACHUTCE. CJICJIOBaTeJIHO BAaKCHMHAIMUTC HA HOBOPOACHUTE C )KMUBU
BAaKCHHH, KaTO HAIIpUMEP BL[)K BaKCHHaA, TpH6Ba Ja C€ OTJIOXaT a0 4 CCAMUIIN.

Kepmene
He e u3BecTHO nanu tankBeramal ce eKCKpeTupa B KbpMmara Tbii kaTo notenuuansT Ha TALVEY 3a

CEpPHO3HH HEXKETIAaHU PEaKIUH MPU KbpMadeTa He € U3BECTCH, MAIMEHTKUTE He TPsIOBa 1a KEPMST I10
BpeMe Ha seueHueto ¢ TALVEY u B npoabikeHue Ha moHe 3 Mecela ciefl ocieIHaTa 103a.

DepTunuTer

JlunicBaT nanHu 3a eexTa Ha TankBeTaMad BbpXy QepTuinureTa. B mpoyuBaHus Npu >KUBOTHH HE ca
OLICHSIBaHH €(PEKTHTE HA TATKBETaMal BbPXY QEepTHINTETa TP MBKKHUTE M KEHCKUTE KUBOTHH.

4.7 EdexTn BbpXy cnioco0HOCTTA 32 moupaHe u padoTa ¢ MAIIUHA

TALVEY noBnusiBa B 3Ha4YUTEJIHA CTEIIEH CIIOCOOHOCTTA 3a o(upaHe 1 padoTa ¢ MallluHH.

ITopanu notennuana 3a ICANS nanuentute, nony4yaBam TALVEY, ca u3noxeHu Ha pUCK OT
MOTUCHATO HUBO Ha Ch3HaHUE (BXK. ToUKa 4.4). [TanuenTure TpssOBa 1a ObaT MHCTPYKTUPAHU 1a
n30srBaT modupaHe U padboTa ¢ MalIMHU 110 BpeMe Ha U B IPOALIDKeHHE Ha 48 yaca cliejt
3aBBPIIBAHETO Ha (ha3aTa Ha CTHITAJOBHUIHO MOBUIIIABAHE HA 703aTa (BXK. TOUKA 4.2), KAKTO U B CIIy4ait
Ha HOBA M0sIBa HA HEBPOJIIOTUYHH CUMIITOMH, JI0 OT3ByYaBaHE HA CHMIITOMUTE.

4.8 Hexenanun JeKapCTBEHH PeaKINU

O06001menne Ha npoduia Ha 6E30MaCHOCT

Haii-guectute Hesxxenanu peakuu ca CRS (77%), mucreysus (72%), xumoramarmnoOymuHemus (67%),
HapylieHue Ha HOKTUTE (56%), MycKyJiHO-CkeneTHU Ooku (48%), anemus (47%), ymopa (43%),
HamasieHo teriio (40%), oopus (39%), koxxHO 3aboisBane (37%), cyxora B ycrara (36%),
HeyTtpomenus (35%), mapexcus (33%), kceposa (32%), tpombonuronenns (30%), nadekuus Ha
ropHuTe auxaTtenHu mbruia (29%), mumdonenus (27%), mucharus (24%), auapus (25%), cepOex
(23%), xanutuna (23%), 6oika (22%), HamaneH anetut (22%) u riaaBodosue (20%).

Cepuo3HHTE HEXEJIAaH! pPeakiy, ChoOIIeHH mpu nauneHtute, BkiarousaT CRS (13%), nupexcus (5%),
ICANS (3,8%), cencuc (3,8%), COVID-19 (3,2%), 6akrepuanna uapexus (2,4%), MHEBMOHUS
(2,4%), Bupycna uadeknus (2,4%), neyrponenus (2,1%) u 6onka (2,1%).

Haif-gyectute HEXXETaHU peaKIlUK, BOJCIIH 10 MpeyCcTaHOBsIBaHe Ha ieueHueto, ca ICANS (1,1%) u
HamaseHo tero (0,9%).

CruchbK Ha HEXKCIIAHUTE PCaAKII B TaOJIUYECH BU

bezonmacnoctra Ha TALVEY e onenena npu 339 Bp3pacTHU MAlMEHTH C PELIUIUBUPAT UITH
pedpakTepeH MyATHIUIEH MUEIOM, BKIIOUUTETHO alueHTH, JekyBanu ¢ TALVEY npu
IpernopbyUNTeNIHATA CXEMa Ha IpUIaraHe chC Win 0e3 MpeAlIecTBalla Tepanys ¢ mpeHacoyBaHe Ha T-
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kneTkuTe B MonumenTAL-1. Mennanara Ha pobpJKUTETHOCTTA Ha JiedeHueTo ¢ 7,4 (auamason: 0,0
1o 32,9) mecena.

B Tabnwuma 7 ca 00001eHH HEXENaHUTE PeakIiK, ChOOIICHH MTPH MAUEHTH, KOUTO MOJTyYaBat
TALVEY. Jlannure 3a 6e3omacHoctta Ha TALVEY ca orieHeH: U B TOMyIanusTa Ha BCHIKA
nexyBaau (N=501), kaTo He ca yCTaHOBEHHU JOMBIHUTEIHN HEKEIAHN PEaKIINH.

Hexenanute peakiyy, HabI0JaBaHH IO BpeMe Ha KIIMHUYHU MPOYYBAHUS, ca H30POSHH T0-JI0ITy 110
KaTeropwus 1o yectota. Kareropumre mo 4ectora ca oIpeeieHr KakTo clieaBa: MHOTO yecta (>1/10),
yectu (>1/100 mo <1/10), mHeyectu (>1/1000 go <1/100), peaxu (>1/10 000 xo <1/1 000), MHOTO
penku (<1/10 000), ¢ Hen3BecTHA YecTOTa (OT HAIMYHKUTE JaHHU HE MOJXKE J1a ObJic HalpaBeHa
OIleHKa). B paMkuTe Ha BCsSKa KaTeropHs 110 YeCTOTa HEXKETAHUTE PEaKIuu ca MPEICTABCHH B
HU3XOJIAI Pe/J 10 OTHOIIICHHE Ha CEPUO3HOCTTA.

Tabauna 7: HexxenaHu peakuuy NpH NaliMeHTH ¢ MYJTHILIEH MHeJIoM, JekyBaHu ¢ TALVEY B

MonumenTAL-1 (N=339)

Karteropus no Besika Crenen 3
CucreMo-oprateH KJjac YyecToTa cTeneH uim 4 (%)
Hexenana peakiust (%)
Nndexuuu u nndecraunu
bakTepranHa nHQEKIHs MHoro uectu 40 (12%) 11 (3,2%)
MUKOTHYHA HHPEKIHS MHoro uectu 39 (12%) 1(0,3%)
COVID-19™ MHoro yecTu 63 (19%) 10 (2,9%)
MudeKuys Ha TOpHATE IMXAaTeIHM IHTHINA MHoro decTtu 98 (29%) 7(2,1%)
Cencuc*® Yectu 15 (4,4%) 14 (4,.1%)
ITHeBMOHHUS Yectn 23 (7%) 11 (3,2%)
Hapyumienusi Ha KpbBTa U JuM@HaTa cucTeMa
Heyrponenus” MHoro yecTn 120 (35%) 104 (31%)
Anemus” MHoro decTtu 158 (47%) 99 (29%)
TpombouuTonIeHHS MHoro decTtu 101 (30%) 71 (21%)
Jlumdonenus MHoro decTtu 91 (27%) 83 (25%)
JleBKomeHUs MHoro decTtu 62 (18%) 38 (11%)
DeOpriTHa HEYTPOTICHHUS Yectn 7(2,1%) 7(2,1%)
HapyuieHnusi Ha HMMYHHATA CHCTeMA
CuHIpOM Ha 0CBOOOX/IaBaHE HA IIUTOKHHH MHoro uectu 260 (77%) 5(1,5%)
XwunoraMarno0yIHHEMHST MHoro decTtu 227 (67%) 0
Hapyumienusi Ha MeTa00JIM3MAa M XpPaHEHETO
Hawmanen anerur MHoro uectu 76 (22%) 4 (1,2%)
XHIMOKaTHEMHUST MHoro uectu 55 (16%) 12 (3,5%)
Xunodocharemus” MHoro yecTn 49 (15%) 21 (6%)
XumnoMarHe3ueMust MHoro decTtu 35 (11%) 0
HapyuieHusi Ha HepBHATA CHCTEMA
CuHHZIpOM Ha HEBPOTOKCHYHOCT, CBBP3aHa C
UMYHHHTE €(EKTOPHU KICTKH MHoro uecTtu 26 (10%) 6 (2,3%)
Enuedanonarus’ MHoro uecTtu 36 (11%) 0
I'naBo6onue” MHoro uectu 69 (20%) 2 (0,6%)
Motopna mucdyHkms® MHoro uecTtu 38 (11%) 2 (0,6%)
3aMasgHOCT MHoro uectu 42 (12%) 8 (2,4%)
CeH30pHa HEBPOIATHS MHoro uectu 34 (10%) 0
Arakcus Heuectn 1 (0,3%) 0
PecniupaTopHu, rpbIHU M MeIUACTHHAIHU
HapYUIeHHUsI
Kamumna” MHoOro YecTn 78 (23%) 0
Jucnues® MHoro yecTH 39 (12%) 5(1,5%)
CroManiHo-YpeBHH HAPYLIeHHS
Hucreysus®’ MHoOro YecTn 245 (72%) 0
Cyxora B ycraral MHoro 4yecTu 122 (36%) 0
Jucharust MHoOT0 UecTH 82 (24%) 3 (0,9%)
Juapust MHoro yecTu 84 (25%) 4 (1,2%)
Cromarur® MHoOro 4ecTH 67 (20%) 4 (1,2%)
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lanene MHoT0 HecTu 64 (19%) 0
3anex MHoT0 HecTu 61 (18%) 0
Opanna 6onka* MHoro yecTu 42 (12%) 0
Kopemna 6onka” MHoro yecTu 35 (10%) 1(0,3%)
IoBpbiiane MHoro yecTu 34 (10%) 2 (0,6%)

HapyineHusi Ha KOKaTa U MOJKOKHATA ThKAH
O6pus” MHOro YecTn 132 (39%) 12 (3,5%)
Hapyiuenue Ha koxkara' MHoro gectn 124 (37%) 0
Kceposza’ MHoOro YecTn 109 (32%) 0
Copoex MHoro yecTu 79 (23%) 1 (0,3%)
Hapymenue Ha HOKTHTE MHoro gecTH 191 (56%) 0
CuHApOM Ha ManMapHO-TIIaHTapHa
SPUTPOAU3ECTEIUS Yectn 319 0
Anonenus Yectu 30 (9%) 0

HapyieHusi Ha MyCKYJIHO-CKeJIeTHATA CHCTeMa H

CheJIMHUTEIHATA ThKaH
MycKynHo-ckeneTHa 6onka” MHoro yecTu 164 (48%) 12 (3,5%)

O01mu HapyuIeHus M e()eKTH Ha MSICTOTO HA

MPHJI0KEHHE
VYmopa” MHoro yecTu 147 (43%) 12 (3,5%)
HamaseHo Terio MHoOro YecTu 134 (40%) 11 (3,2%)
Iupekcust” MHoOro YecTn 113 (33%) 6 (1,8%)
Bonka” MHoro yecTu 76 (22%) 7 (2,1%)
Orok!? MHoro yecTH 59 (17%) 0
Peakuus Ha MACTOTO Ha MHKEKTHpaHe'! MHoro yecTH 45 (13%) 0
CTyneHH TPBIIKU MHoOro YecTu 39 (12%) 1 (0,3%)
HamasieHu CTOHHOCTH Ha GUOPUHOTSH MHoOro YecTu 52 (15%) 12 (3,5%)
Yapmxeno aPTT MHoOT0 UecTH 49 (15%) 0
INoBHIIEHKME HA TPaHCAMHUHA3HTE ' MHoro yecTH 48 (14%) 12 (3,5%)
IMosumiero INR MHoOro YecTu 47 (14%) 1 (0,3%)
[ToBuieHa rama rayraMuitpancdepasa MHoro 4ecTu 36 (11%) 16 (4,7%)

Hesxenanute peakunu ca koaupanu npu unonssade Ha MedDRA Bepcus 24.0.
B CTCAE v4.03 makcuMasiHaTa CTENeH Ha TOKCUYHOCT 32 IUCrey3Hs € 2, MaKCUMallHaTa CTENeH Ha TOKCHYHOCT 3a CyX0Ta B ycTara

i

e3.
I'pynupan Tepmun
Brutouen/u neranen(Hu) uzxon(u)

Kp'bBOI/ISJ'II/IB'bT BKJIFOYBa KPbBOU3JIUB B KOHFOHKTUBUTEC, CIUCTAKCUC, XEMATOM, XEMATypHsA, KDBBOU3JIUB B JOJTHUTEC OTACIIN HA
CTOMAIIHO-YPEBHUA TPAKT, nepuopGMTaneH KPBbBOU3JIUB, NIETEXUH, PEKTAJICH KPBbBOU3JINB, cy6z[ypaneH XE€MaTOM U BarnHaJICH

KPBBOU3JIUB.

XuroramarioOyJIHHEMHs BKIFOYBA XHIIOraMarjioOyIMHEMHs W/HIN NalueHTH ¢ laboparopuu HuBa Ha IgG mox 500 mg/dl cien

JICUYEHHE C TaJKBETaMal.

Enuedanonarusra BKIIOYBA aXUTaIMs, aMHe3us, adasus, OpagudpeHus, CbCTOSHUE Ha 00BPKAHOCT, ACIUD, JE30pUCHTALIHS,
eHuedanonarys, Xa loUHHALYSA, IETapTHsl, Pa3CTPOMCTBO Ha MaMeTTa, 6E3MOKONHCTBO, HAPYIICHHUE HA ChHS U CHHIIUBOCT.

MortopHara aucyHKIUS BKIIOUBA JUcrpadus, 1uchoHUs, HapyIIeHHEe Ha IOXOAKATa, MyCKY/IHH CIIa3MH, MyCKYJIHa c1ab0CT U

TpemMop.

CeH30pHaTa HEBPONATHs BKIIIOYBA IU3ECTE3UsA, XUITIOCCTE3Us, OpaJIHa XUITIOECTE3UsA, HEBPAJIT U, nepncl)epHa CEH30pHa HEBpONaTHs,

nmuac u BCCTI/IGyHapeH HCEBPOHHUT.

I[I/ICI'IHei[ BKJIIOYBa OCTpa AUXaTElIHa HEAOCTATBYHOCT, AUCIIHESA, TUCITHEA ITPU YCHIINE, TUXaTECIHA HEAOCTATBPYHOCT U TaXUITHES.

}lucreymm‘a BKJIIOYBa arcys3us, 1UCreysus, Xuroreysus 1 HapyImeHue Ha BKyca.

CTOMaTHUT BKJIIOYBA xeﬁnn’r, TJIOCHUT, INIOCOAUHMUS, pa3sA3BABaHEC Ha ycTaTa, OpaJICH I[I/ICKOMCI)OpT, €pUTEM Ha yCTHaATa JIMraBuua,
opajiHa 6OHK3, CTOMATHUT, MOAYT €3UK, ZH/ICKOM(i)OpT Ha €3uKa, CpUTEM Ha €3hKa, OTOK Ha €3UKa U pa3sA3BsABaHEC Ha €3UKa.

Kceposa‘ra BKJIIOYBa CyX0Ta B O4YUTE, CyXOTa Ha KOXKaTa U KCEpo3a.

OTOK BKITFOUBa 3aJpbKKa Ha TCYHOCTH, OTOK Ha BEHILIUTE, XUIICPBOJIEMHS, OTOK Ha CTaBUTE, OTOK Ha YCTHHUTE, OTOK, nepncbepex—l

OTOK, IepUOPOHUTANICH OTOK, MEepU(EpPeH OTOK U MOTyBaHE.

Peaxius Ha MACTOTO Ha MHXKEKTUPAHE BKIIIOUBA JUCKOM(DOPT Ha MACTOTO HA MHXKEKTUPAHE, EPUTEM Ha MSCTOTO Ha MH)KEKTHPAHE,
KPBBOM3JIMB Ha MACTOTO HA HHXKEKTUPAHE, Bh3MaJICHHE Ha MACTOTO HA HHXKEKTUPAHE, Ipa3HEeHe Ha MSCTOTO HAa MHXKEKTHUPaHe, I1aka
Ha MACTOTO HA HHXKEKTHPaHe, ChpOekK Ha MACTOTO Ha MH)KEKTHUPaHe, OOpHB Ha MSCTOTO Ha HH)KEKTHPAHE M peakiusl Ha MICTOTO Ha
HMH)XEKTHPaHE.

TloBunraBaHeTo Ha TpaHCAMHUHA3WUTE BKIIIOYBA IIOBUIICHA aJJaHWH aMUHOTpaHcdepasa, HOBHILIeHa acapTaT aMHHOTpaHcdepasa u
MOBHUIIICHH TPAHCAMHUHA3H.
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Onucanue Ha I/I36DaHI/I HCXCJIaHU pCaKnu

Cunopom na oceobodicoasamne Ha YUMOKUHU

B MonumenTAL-1 (N=339) CRS ce nadmoznasa npu 77% ot nauuentute. [loBeuero chOUTHS ca
crenieH 1 unm 2, kato crerneH 3 ce HaOmonasa npu 1,5% ot manuenTure. TpupeceT u eUH MPOIEHTa
(31%) oT manueHTHTE UMAT MTOBEYE OT €IHO chouTHe, cBBbp3aHo ¢ CRS. [ToBedero crbuTus
BB3HUKBAT MO BpeMe Ha (a3ara Ha CTHIIAIOBHUIHO TIOBUINIABaHe Ha qo3ata cien no3a 0,01 mg/kg
(29%), noza 0,06 mg/kg (44%), noza 0,3 mg/kg (3a maueHTH, KOUTO ca MoJIyyaBaly IByCEAMUIHA
[Ha Bcekm 2 ceamunun] mo3a; 33%) niu HavanmHaTa TepaneBTudna 1032 (0,4 mg/kg [30%] nmm

0,8 mg/kg [12%]). [To-manko ot 4% oT chouTHsTa, cCBbp3anu ¢ CRS, HacThIBAT OT ceaMuiia 5
HATaThK; BCUYKU CHOUTHSI ca cTeneH 1. MenuaHara Ha BpeMeTo 70 nosiata Ha CRS e 27 yaca ot
mocieTHaTa 103a, 91% oT crOuTHATa HACTHIIBAT B paMKUTe Ha 48 daca OT ImocieHara 103a, a
MeJMaHaTa Ha MPOAB/DKUTETHOCTTA € 17 yaca. Touunu3yMad, KOPTHKOCTEPOUIN U TOLMIN3yMal B
KOMOMHAIIUS C KOPTUKOCTEPOUIM ca M3M0j13BaHu 3a JiedeHue Ha CRS nipu cpoTBeTHO 39%, 5% u 3,5%
ot cmydaute Ha CRS. Knunuunurte npusHanuu u cumntomu Ha CRS Moke J1a BKIIIOUBAT, HO HE C€
orpanuuanat Ao nupekcus (76%), xunoronus (15%), crynenu tpunku (12%), xunokcus (7%),
rimaBooonue (4,7%), Taxukapaus (5%) v MOBHUILICHU TpaHCAMHHA3HM (acmapTaTt aMuHOTpaHchepasza
[1,5%] u anarun amurOTpaHchepasa [0,9%]).

Hesponozuuna mokcuunocm

B MonumenTAL-1 (N=339) cb0utHsi Ha HEBpOJIOTHYHA TOKCHYHOCT c€ choOmarar npu 29% ot
nanueHTure, noayyasam TALVEY. Cp0utusita Ha HEBpOJIOrH4Ha TOKCHYHOCT ca creneH 1 (17%),
creneH 2 (11%), crenen 3 (2,3%) wiu crenel 4 (0,3%). Hali-uecTo ¢h00111aBaHOTO CHOMTHE Ha
HEBPOJIOTMYHA TOKCUYHOCT € riiaBoboiune (9%).

ICANS ce cro0maBa camo BsB ®aza 2 B MonumenTAL-1. Ot 265 namuentu 6B Paza 2 ICANS
BB3HMKBA ITpH 9,8% (n=26) ot nanmenture. [ToBeyero crOuTHs ca creneH 1 winu 2, kato crerneH 3 u 4
ce HaOmonaBa nipu 2,3% ot nanuentute. Haiti-uecto choOiaBanute kiauHuuHH nposieu Ha ICANS ca
chcTosiHUE Ha o0bpkBane (3,8%), nesopuenrarus (1,9%), comHonentHocT (1,9%) 1 MOHMKEHO HUBO
Ha cp3Hanue (1,9%). lllectnecer u ocem mporenta (68%) ca momyuunu exnoBpeMenHo CRS (o
BpeMe Ha WK B paMKuTe Ha 7 muu cien or3BydaBane Ha CRS). [Ipu tpu nporienta (3%) ot
MalyeHTuTe ce Habmroaasa nmoseue otT eqHo cpoutre Ha ICANS. OcBen ToBa, B MonumenTAL-1 ce
chobmmaBa exHo crouTHe ¢ netaneH u3xon ¢ [CANS. IToseuero maruentu ca momyuniau ICANS 1o
BpeMe Ha (ha3zaTa Ha CTHIIAJOBUIHO IIOBHIIABaHE Ha A03ara ciex mo3a 0,01 mg/kg, nosa 0,06 mg/kg
WwIn HadanHata tepaneBTiyHa f1o3a (0,4 mg/kg u 0,8 mg/kg) (mo 3% Bcsika). Meauanara Ha BpeMeToO
no Hauanoto Ha [CANS e 28 yaca ot mocnenHaTa 103a, 68% OT CHOUTHATA Ca 3aIIOYHAIH B PAMKHUTE
Ha 48 yaca oT mocieAHara 103a, 32% OT chOuTHsTA ca 3anmovuHajIM cie 48 Jaca, a MearaHaTa Ha
npoabmkuTennoctta Ha ICANS e 9 vaca.

Opanna mokcuynocm

In MonumenTAL-1 (N=339) 78% ot nanueHTuTe UMaT CHOUTHS OT CTETeH | Win 2, KaTo ChOUTHSI OT
CTereH 3 Bb3HUKBAT NpH 2% oT nauueHTute. ChOUTHSATA Ha OpajiHa TOKCHYHOCT BKJIIOUBAT
CHOOLICHNUS 3a JUCTEY3HUs, CyX0Ta B ycTaTa, Auc(arus 1 CTOMaTHUT.

Cepuosnu unghexyuu

B MonumenTAL-1 (N=339), uadekuun ot crenien 3 unu creneHd 4 Bb3HUKBAT pu 19% ot
MAIUCHTUTE; MHPEKIMK C JICTAJICH U3X0/] Bb3HUKBAT npH 1,5% ot manuenture - COVID-19
MTHEBMOHUS, MUKOTHYCH CeTcUC, MH(MEKINA U cenThu4eH oK. Haii-uecto choOiapanara (> 2%)
uH(eknus creneH 3 win 4 e nueBMoHus. PedpriHa HeyTporieHus ce Habmronasa npu 1% ot
nmarueHTuTe, karo npu 1,2% ce HaOIr0AaBa cepro3Ha GpeOpuiiHa HeyTporneHus. Bukre Touka 4.4 3a
yKa3aHHA 32 HaOJIOJICHHE U JICUCHNE.

Xunozamaznobyrunemus

Croiinoctu Ha IgG cnen nzxoanoro Huo moj 500 mg/dl, choTBeTcTBAIM Ha
XUIOramMario0yITMHeMus, ce cho0IaBaT nmpu 64% oT MalueHTHTe, JEKyBaHH ¢ TalkBeTaMad pu
cxeMma Ha nedenue 0,4 mg/kg cenmuuno, mpu 66% ot nauueHTUTe NMpu cxema Ha nedenue 0,8 mg/kg

17



Ha JIBe ceIMULIU U 1IpH 71% OT ManueHTHTe ¢ MpeAlecTBalla Tepanys ¢ mpeHacouBane Ha T-
KIIeTKUTE (BXK. Touka 4.4).

Koowcnu pearxyuu

B MonumenTAL-1 (N=339) noBeuero ciydau Ha OOpHUB ca cTerneH | nim 2, KaTo CTeneH 3 ce
HaOmronasa npu 3,5% ot nauuentute. MenuanaTta Ha BpeMeTO 0 TI0siBaTa Ha 00puBa OT MbpBaTa
TepaneBTUYHA 703a € 22 nuu. [lo-roasmara 9yacT OT KOXKHUTE TOKCUYHH PEaKIiH, KOUTO He ca
CBBp3aHM ¢ 00pUB, ca creneH | wim 2, kato cbpOex creneH 3 ce HaOmonasa mpu 0,3 % ot
nanueHTute. Hapymenunsra Ha HOKTHTE ce HaOmonaBar npu 56% OT NauueHTHUTE U ca CTeneH 1 uiu
2. Buwxre Touka 4.4 3a ykazaHusl 3a JICUCHUE.

C’BO6H_[aBaH€ Ha IMoa03upaHn HEKCIIaHW PCAKITUNA

CpoO11aBaHeTo Ha MOI03UPAHH HEXKEJIaH! PEaKIMU ClIe]] pa3pelaBaHe 3a ynorpe0da Ha JeKapCTBEHUS
NPOLYKT € BaskHO. ToBa Mo3BOIIsABA Aa MPOIBIDKH HAOMIOACHUETO Ha ChOTHOILICHUETO MOI3a/PUCK 3a
JIeKapCTBEHUS MPOAYKT. OT MEAMLMHCKHUTE CIICUATIICTH CE U3UCKBA Ja ChOOIIaBaT BCSIKA
HOI03MPaHa HeXKEeJIaHa PeaKlys uype3 Hal[MoHalHa CHCTeMa 3a ChoOIIaBaHe, IOCOYEHa B
[Ipunoxxenue V.

4.9 Ilpeno3upane

CumnromMu u pHU3Hau

MakcumanaHaTa HIOHOCHMa 1032 TaJIKBeTaMal He € ompeseneHa. B KIMHuuHY poy4yBaHus ca
npunaranu 103u 1o 1,2 mg/kg Benubx Ha Bceku 2 ceamunu 1 1,6 mg/kg Bceku Mecel.

Jleuenue

B cnydaii Ha npeno3upane nauueHTHT TPsIOBa J1a ce HaOoaBa 3a IpU3HAIK WM CHMITOMH Ha
HEXXEJIaHW PEeaKIlnu, KaTo He3abaBHO TPsOBa Ja ce 3arouHe MOIXO/ISII0 CHMITOMATHYHO JICUCHHE.
5. ®APMAKOJIOTUYHHA CBOMCTBA

5.1 ®apMakoAMHAMMYHM CBONCTBA

®dapmakoTeparieBTHIHa Tpyna: Jpyru MOHOKJIIOHAHH aHTUTEA U JIEKAPCTBEHU KOHIOTAaTH Ha
anturena, ATC xox: LO1FX29

MexaHus3bM Ha IENCTBUE

TankBeramab e umyHornoOynun G4 nponus, ananut, anaduH (IgG4 PAA) 6ucnenuduyHo aHTUTSIIO,
HacoueHo cpenty GPRC5D u CD3 peuentopa Bepxy T KneTkute.

TankBeTamMad cTUMYJIMpPa MOBUILIEHA IUTOTOKCHYHOCT, MEAUUPaHa OT T-KJIeTKuTe, Ype3 NpUBINIaHE
Ha CD3-excnpecupamu T-knetkn kbM GPRCS5D-excnipecupamn kiaeTku. ToBa BOAM 10 aKTUBHUPAHE
Ha T-KIeTKuTe U npeau3BUKBa mocieasato auzupane Ha GPRCSD-ekcnpecupammure KIeTKH,
MEIMUPAHO OT CEKpeTUpaHus nepGoprH U pa3IMIHU TPAH3UMU, ChXPaHsIBaHU B CEKPETOPHUTE
BE3MKYJIM Ha HUTOTOKCHMYHUTE T-KieTku. B3 ocHOBa Ha exciipecuara Ha GPRCSD Bepxy nnazmenn
KJIETKH C MUHUMAJIHA JIO JINTICBAIIa eKCIIpecHs, OTKpUTa BbpXy B knerkure u B xinerbunnTe
MIPEKYPCOpPH, TAIKBETaMad ce HACOYBa MO-CIIEIHAIHO KbM KJIETKUTE Ha MYJTHILICHUS MUETIOM.

dapmakoguHaMUYHU €(DEKTU

B pamkuTe Ha mbpBHUS MeCell OT JICUEHUETO C TalKkBeTamMal ce HabIto/1aBa aKTUBUPAHE U
npepasnpeseneHie Ha T-KIeTKuTe 1 MHIYKIKS Ha CepyMHHU IUTOKUHHU.
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Kinanuna edukacHoCcT M 6€3001aCHOCT

Edukacnocrra Ha MoHoTepanus ¢ TALVEY e olieHeHa mpu MAIMEHTH ¢ PEIUANBHPAIL] WK
pedpakTepeH MyJITUIUIEH MUEJIOM B OTKPUTO, MHOTOIIEHTPOBO IPOYYBaHE C €IHO Pamo,
MonumenTAL-1. B npoy4BaneTo ca BKIIOUEHH NALUEHTH ¢ HA-MaJIKO TPU NMPEIXOJHU TEPAHH,
BKITFOYBAIIIH MTPOTEA30MEH UHXUOUTOP, UMYHOMOIYIHPAIIO CpeAcTBO 1 aHTH-CD38 MOHOKIIOHAITHO
auTuTs10. OT IPOYYBAHETO Ca U3KIIOUCHHU MAIlUEHTH, KOUTO Ca TIOIYYMIIN TepaIus ¢ IPeHacOIBaHE
Ha T-knetku B pamkute Ha 3 Mecena, npeamectnail CRS creneH 3 unu no-BUCOKa, CBbP3aH C
HSIKaKBa TE€pamnus C npeHacouBaHe Ha T-KJIETKHU, alOreHHa TPAHCIUIAHTALIMS Ha CTBOJIOBU KJIETKHU B
paMKHTE Ha MOCJICTHUTE 6 Mecella, aBTOJIOKHA TPAHCIUTAHTAIIMSI HA CTBOJIOBH KJIIETKH B pAMKHUTE Ha
3 Mecera, MHCYJIT WIN I'bPY B paMKUTE Ha TocheaHuTe 6 Mecena, 3acsrane Ha [{HC wimm kmuHunaHn
MpU3HALK HA MEHUHT€ATHO 3acsAraHe NpU MYJITUIICH MUEIIOM, TIa3MEHOKJIEThYHA JIEBKEMUS,
POEMS cunapom, mbpBHYHA JICKOBEPH)KHA aMUJION]1033, AKTHBHO aBTOMMYHHO 3a00JIIBaHE WITH
aHaMHe3a 3a JIOKYMEHTUPAHO TaKoBa 3a00/sIBaHE ¢ U3KIIOYCHUE Ha BUTUIMIO, OTIIYMSIJT aTOIHYCH
JIEPMAaTHUT B JISTCKA BB3PACT U MpenxoHa oonect Ha Grave, KOSATO € €yTUPEOHIHA Bh3 OCHOBA Ha
KITMHUYHUTE CUMIITOMH U JTA0OPATOPHUTE H3CIICABAHMS.

[Manuenture nonyyaBar TALVEY 0,4 mg/kg moakoKHO BEAHBK CEIMUYHO CJICA IBE CTHIAIOBUIHO
nosummasamy ce go3u (0,01 u 0,06 mg/kg) npe3 mepBara ceamuna ot Tepanuara uin TALVEY

0,8 mg/kg moaKOKHO HA BCEKH 2 CEIMUITU CIIe TPH CTHITAIOBHIHO MoBumasaru ce n1o3u (0,01, 0,06
u 0,3 mg/kg) no mporpecus Ha 3a00JIIBAHETO WM HETPHEMIIMBa TOKCUYHOCT. [larenTure ca
XOCIUTAJIM3UPaHM 3a HAaOJI0/ICHUE B MPOIB/DKCHUE Ha oHe 48 waca cien Besika 103a TALVEY mo
BpeMe Ha ¢a3aTa Ha CTHIIAJOBHIHO NOBHIIABAaHE HA J103aTa.

[Ipu 143 nauuentn, nexkypanu ¢ TALVEY 0,4 mg/kg cenMuyHo, 0€3 eKCIIO3UIMS Ha IPeIX0IHa
Tepamnus ¢ mpeHacoyBaHe Ha T-kIeTkuTe, MeAraHaTa Ha Bh3pactrTa € 67 (auamnazoH: 46 mo 86) ronuHw,
55% ca mbxe, 90% ca Genu, a 8% ca YepHOKOXH WK appoaMepukaHiy. IlanueHTuTe ca nomyyuniu
cpenHo 5 (muanazoH: 2 1o 13) nmpeaumnu Tepamnun, a 78% OT MaMeHTHTE PSR TOBA Ca MOIYINITH
aBTOJIOKHA TpaHCIUIaHTauus Ha cTBosoBH KieTku (ASCT). [eBetneceT u uetupu npoueHTa (94%) ot
NalnKUeHTUTE ca pedpakTepHU KbM IOCIIeAHaTa CH Tepanus, a 74% ca pedpaxrepan kpm [1H,
MMYHOMOIYJUpanio cpeacTBo U antu-CD38 antutsano. Ot 132 manuedTy, 3a KOUTO UMa HATUIHH
W3XOJHHU IUTOTCHETHYHH TaHHH, BUCOKOPUCKOBH IIUTOTeHETHYHH (pakTopu (Handue Ha t(4:14),
t(14:16) w/umu del(17p)) ca Hamune npu 31% ot manuenture. J[Bagecer u Tpu npouenta (23%) ot
MAIMEHTUTE UMAT EKCTpaMeAyIapHH MIa3MOLIUTOMH.

[Ipu 145 nauuentu, nexkyBanu ¢ TALVEY 0,8 mg/kg Ha Bceku 2 cenmuuy, 6€3 eKCIIO3ULIUs Ha
NpeaxoJHa Tepanus ¢ MpeHacoYBane Ha T-keTkute, cpeqHara Bb3pact € 67 ronunu (auamnas3oH: 38 go
84 ronunn), 57% ca mbxe, 86% ca Oeu, a 6% ca yepHOKOXkH WK adpoamepukanny. [lanueHTure ca
MOJIYYHJIN CpeHo S (auana3oH: 2 g0 17) mpenumtau Tepanuu, a 79% oT MaueHTruTe ca MOTyIniIn
Ipeay TOBA aBTOJIOKHA TPaHCIUIAaHTALMs Ha cTBoJoBU KineTku (ASCT). JleBetnecer u yetupu
nporieHTa (94 %) OT marMeHTuTe ca pepakTepHH KbM IOCIeIHATa CU Tepanus, a 69 % ca
pedpakTepHH KbM MIPOTEa30MEH HHXHOUTOP, IMYHOMOYJIHPAIIO cpeAcTBO U aHTH-CD38 aHTHTSIIO.
Ot 128-Te mauueHTH, 3a KOUTO ca HATMYHU U3XOJHU [IUTOTCHETUYHH JTaHHH, BACOKOPHCKOBU
nuToreHeTHYHH (haktopu (Hammuawne Ha t(4:14), t(14:16) w/wm del(17p)) ca nanmuue npu 29% ot
naruentute. /[BageceT u mect nporenTta (26%) oT marueHTuTe UMaT eKCTpaMeayIapHu
TUIA3MOLIUTOMH.

PesynraTtute 3a epUKAaCHOCT ce OCHOBABAaT Ha YECTOTa Ha OO OTIOBOP, OMpPE/eICHa CIIOPE OLICHKA
Ha HezaBucuma xomucwust 3a npersnen Ha ganaute (Independent Review Committee, IRC) mpu
W3MOJI3BaHe HA KPUTEPUUTE HA MexTyHapoaHaTa paboTHa rpymna nmo muenoM (International Myeloma
Working Group, IMWG). MenuaHata Ha MpOIbJDKUTEITHOCTTA HA TIPOCIICIBAHE HA MAI[MCHTHUTE,
nonydaBai TALVEY 0,4 mg/kg ceamuuno, ¢ 18,8 mecenia; npudausutento 51,5% oT noBausuinTe
ce MOAIbpIKaT OTTOBOP B MPOIBDKEHUE Ha TIOHE 9 Mecera.
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Taoauna 8: Pesyaratu 3a epuxacioct B MMY1001 (MonumenTAL-1) npu nanueHT, Noay4aBamm

TALVEY 0,4 mg/kg cenMH4YHO

0,4 mg/kg ceaMu4HO?

(N=143)
Yecrora Ha 0611 0TToBOP (ORR=sCR+CR+VGPR+PR) 106 (74,1%)
95% CI (%) (66,1; 81,1)
Crpor mreiieH otroBop (sCR) 23,8%
[Iwsien otroop (CR) 9,8%
Mmuoro n1o6wp yactuaeH orrosop (VGPR) 25,9%
Yacrtuuen otrosop (PR) 14,7%
Ipoabaxureanoct Ha orroBopa (DOR)
Bpoii pecnonnepu 106
Menuana Ha DOR (95% CI) (mecenn) 9,5 (6,7; 13,3)
Bpeme 10 nbpBH 0TTOBOP
Bpoii pecnonnepu 106
Menuana (auana3oH) (Mecenn) 1,2 (0,2; 10,9)
Yecrora Ha HeratTuBHO MRD*
Yecrora Ha otpuuareiso MRDP mpu Bcuuku jieKyBaHu 44 (30,8%)
MAIMEHTH
95% CI (%) (23,3, 39,0)
Yecrora Ha oTpunaresHo MRD npu nanuenrure,
nocturany CR nim sCR, n (%)
Bpoit nanmenTn ¢ CR wiu mo-no0sp N=48
Yecrora Ha orpunatenso MRD, n (%) 26 (54,2%)
95% CI (%) (39,2; 68,6)

Cl=noBepurenen narepsar; MRD=MuHIMaIHO OCTaTHYHO 3a00NIABaHE;

?  Yecrorara Ha oTpunatenno MRD e omnpesieieHa KaTo MpOLEHT y4acTHUIM, JOCTUIHAIM oTpuLatenen MRD craryc (pu 107%) BbB
BCsIKa BpPEMEBa TOYKa ClIe]] HavalHaTa 033 U Peau nporpecupario 3abomssane (PD) min nocne/paiia aHTHMHEIOMHA TEPATIHSL.

6

CMBPT/IPOrpecus/mocieABalla Tepanus (€IMHCTBEHO).

Pasraexpgar ce camo ouenku Ha MRD (10’5 mpar Ha u3cjeBaHe) B paMKuTe Ha 3 Mecena ot nocturade Ha CR/sCR no

MenuanaTta Ha NPOABILKUTEIHOCTTA Ha MPOCIEASBAHETO HA MalueHTUTe, nonydyasamu TALVEY
0,8 mg/kg Ha nBe ceamuiy, ¢ 12,7 Mecena; npuOIM3UTEIHO 76,3 % OT MOBIMSIIUTE CE TOIBPIKAT

OTIOBOp B IIPOABIKEHUE Ha IIOHE 9 Mecela.

Taonauua 9: Pesyaratu 3a epuxkacioct B MMY1001 (MonumenTAL-1) npu nauuenT, no1y4aBauu

TALVEY 0,8 mg/kg Ha Bceku 2 ceAMUIH

0,8 mg/kg na Bceku 2 ceqmMunm)?

(N=145)

Yectora Ha 0011 0TTOBOP (ORR=sCR+CR+VGPR+PR) 104 (71,7%)
95% CI (%) (63,7; 78,9)

Crpor mbiies otroop (sCR) 29,7%

[Ibnen orrosop (CR) 9,0%

Msuoro n06sp yactuueH orrosop (VGPR) 22,1%

Yactruen otrosop (PR) 11,0%
IIpoabixuTtennoct Ha otroBopa (DOR)

Bpoii pecionnepu 104

Memmana Ha DOR (95% CI) (Mecenn) NE (13,0; NE)
Bpeme 10 mbpBH 0TTOBOP

Bpoii pecionnepu 104

Mennana (auana3oH) (Mecenn) 1,3 (0,2;9,2)

Yecrtora Ha HeratuBHO MRD*

UYecroTa Ha HeratuBHO MRD nipu BCUYKM JIEKYBaHU MALIUEHTH,

43(29,7%)

n (%)
95% CI (%) (22,4; 37,8)
Yecrora Ha HeratuBHO MRD® npu nauueHTUTe, IOCTUTHAIN
CR mm sCR
Bpoit manmentu ¢ CR win no-1006p N=56
Yecrota Ha HeratusHo MRD, n (%) 24 (42,9%)
95% CI (%) (29,7; 56,8)
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Cl=noBepureneH unrepsas; MRD=MunumanHo ocrarbyHo 3a0onsBane; NE=He Moxe /1a ce oeHn

2 Yecrorara Ha HeratueHo MRD e onpesiesieHa KaTo MPOLEHT y4aCTHHIIH, OCTHrHaIM HeraTused MRD cratyc (ipu 107) BbB Besika

BpE€MEBa TOYKa CJIC HadajlHaTa 103a U IIPEau Iporpecupanio 3a00JIsIBaHe (PD) WM nocjieABalia aHTUMHUEIIOMHA TepaIus.

5 Pasrmenar ce camo ouenky Ha MRD (107 mpar Ha n3cienBane) B paMKUTE Ha 3 Mecena ot gocturane Ha CR/SCR 1o

CMBPT/IIPOrPECHs/TIOCIIE/(BAIIA TEPATIHS (CTHHCTBEHO).

Pe3yJ’ITaTI/IT€ 3a ORR choTBeTCTBAT B MNPpEABAPUTCIHO ONIPCACIICHUTC MMOATrPYITU, BKIIFOUUTCIHO 6p0$[
Ha NpEeaAXOJHUTEC JIMHUU Ha TCpanus, pe(bpaKTepHOCTTa KBbM NPCAXO0JHa TCPpAIUA U HUTOTCHCTUIHUSA
PHUCK Ha U3XOAHO HHUBO.

HmyHorenHoct

B MonumenTAL-1 363 nanuenTy, JiekyBaHU ¢ MOHOTEPAITHS C TaTKBeTamMal MOIKOKHO B J103a

0,4 mg/kg cenmuuno nim 0,8 mg/kg Ha Bceku 2 ceAMUIM ChC WK 0€3 IPeAX0JHa Teparus C
npeHacouBaHe Ha T KJIETKUTe, ca OIICHEHH 3a aHTUTeNa cpelry TankBeramad. Ciies iedeHue ¢

0,4 mg/kg cenmuuno nim 0,8 mg/kg na Bcexu 2 cenmuny, 130 ot 363 manuentu (35,8%) ca pa3Bunu
aHTHTeNAa cpelly TajakBeTamad. YectoTaTa Ha MosiBaTa Ha HEYTPAIM3UPALLIN aHTUTENA CPELTy
TajKBeTamMal 1o Bpeme Ha JiedeHuero ¢ 18,2% (66/363).

Hsima kTMHAYHO 3HAYMMO BIIMSTHHE Ha aHTHUTENATa Cpelly TankBeramad BbpXy (papMakoOKHHETHKATa,
Oe3omacHOCTTa WK €PEeKTUBHOCTTA Ha TalKBeTamMao.

IlequaTpuyna momyJaanus

EBpomneiickaTta areHIus 1o JekapcTBaTa 0CBOOOXKIaBa OT 3abJKCHUETO 32 MPEelOoCTaBsIHE Ha
pesynrtartute ot npoyuyBanusaTa ¢ TALVEY BBB Bcuuky NOArpyny Ha MeUaTPUYHATA TIOMYJIAIMS IPH
JIeYCHUE Ha MYJTUIUICH MUEJIOM (BX. Touka 4.2 32 HHPOpMALHs OTHOCHO yoTpeOa B MeANaTPUsITA).

To3u JiekapcTBEH MPOAYKT € pa3pellieH 3a yrnorpeda Mo T. Hap. cXeMa ,,pa3peliaBaHe moJi yCIoBue .
ToBa 03Ha4aBa, Ye 3a TO3HU JIEKAPCTBEH MPOAYKT CE OYAKBAT JOTBIHUTCITHH JaHHU.

EBporietickaTa areHnus 1Mo JeKapcTBata Iie U3BbpIIBa Mperiie/l Ha HoBaTa HH(popManus 3a TO3H
JIEKapCTBEH MPOJYKT MOHE BeHBX roguiiao u Ta3u KXII ch0TBETHO IIie ce akTyaru3upa.

5.2 ®apmMakoKWHETHYHH CBOJCTBa

Jlo3a ot 0.4 mg/kg ceqxMuUyHO

TankBeTamal mokasBa MpUOJIM3UTETHO IPOMOPLMOHATIHA Ha j03aTa (papMaKOKMHETHKA CIIe]
MIOJIKOYKHO TIPUITOKeHHE B 1030BUs nuamazoH ot 0,005 1o 0,8 mg/kg cenmuuno (0,0125 1o 2 mbTH
npenopbunrenHata go3a 0,4 mg/kg cenmuuno). CpelHUAT KOSPUIMEHT Ha KyMYyJIHpaHe Mexay 1-ta u
7-Ta cemmuyiHa f03a Ha TankBeramab 0,4 mg/kg e 3,9 u 4,5 mbTi choTBETHO 32 Cpax 1 AUCay.

®apMaKOKMHETHYHHTE [TOKA3aTeH Ha TaJIkBeTamal ciel 1-Bara u 7-Mara npenopbuUuTeIIHa
cenmuuHa n1o03a 0,4 mg/kg ca nokazanu B Tabxuua 10.

Tadauua 10: @apMakoKNHeTHYHH NMOKA3aTeU HA TaJKBeTamMal cjiel MbPBATA U ceMaTa
NpenopbYuTEeIHA ceAMUYHA 1032 (0,4 mg/Kg) npyu nanMeHTH ¢ pequINBUPAL HIU
pedpakTepen myJTumieH muejoM B MonumenTAL-1

DapMaKOKHHETHYHH MOKA3ATEIU 1-Ba no3a 0,4 mg/kg 7-ma no3a 0,4 mg/kg
T ( 2,93 (0,98 —7,75) 2,01 (0,94 —5,97)
max (JIHH) (n=21) (n=13)
1568+1 185 3799+2411
Conax (ng/mb) (n=21) (n=13)
178 £ 124 2548 +1308
Ctrough (Hg/ml) (n:]9) (n=13)
178 101 + 130 802 607 297 + 371 399
AUC (ng-h/ml) (n=17) (n=10)

Tmax= Bpeme 1o nocturane Ha Cpay; Cinax= MakcuManHa HaOMIOAaBaHa CepyMHA KOHIIEHTpanus Ha TankBeTaMad; Ciouen = HabmonaBana

cepyMHa KOHIICHTPAIHs Ha TankBetamab mpequ ciaeaBamiata 103a; AUC,,, = [Lmowr mox KpuBaTa KOHICHTPAIHA-BpEMe IPH HHTEPBATI Ha

MpuilaraHe BeIHBXK CEAMHYHO. JJaHHHTE ca PeICTaBeH! KaTo CPeHa CTOMHOCT + CTAaHAAPTHO OTKIOHEHHUE C M3KIIOYEHHE Ha Tax, KOETO
€ MPECTaBeHO KaTo MeanaHa (MHHUMAIHA, MAKCHMAIHA CTOWHOCT).
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Jlo3a 0,8 meg/kg Ha Bcekn 2 ceaMULIA

Tankeeramab mokasBa NpUOIM3UTEITHO MPOMOPIIMOHANIHA Ha 703aTa ()apMAaKOKUHETHKA CIIe]
MIOJIKOKHO TPUIIO’KeHHE B 1030BuUs auanas3oH ot 0,8 mg/kg no 1,2 mg/kg na Bcexu 2 ceamunu (1,0 mo
1,5 mpTr npenopruntennara go3a 0,8 mg/kg Ha Bceku 2 ceamunu). CpegHUAT KOSUIMEHT Ha
KyMyJIupaHe Mexny 1-ta u 5-ta aBycenmuuHa qo3a Ha tankeeramad 0,8 mg/kg e 2,3 u 2,2 nbtH
cbOTBETHO 32 Crax # AUCu.

dapMaKOKMHETUYHUTE MOKA3aTEIH Ha TalKkBeTaMal cieln 1-Bata u 5-Ta mpenopbhunuTeIHa
noappkamia no3a 0,8 mg/kg ca mokazanu B Tabmuma 11.

Tadnuua 11: @apMakoKUHeTHYHH MOKA3aTeIU HA TaIKBeTamMal cjiel MbLPBATA U meTata
NMpenopbLYMTEHA AByceAMIUYHA (HAa Bceku 2 ceamuuu) ao3a (0,8 mg/kg) npu naumnentu ¢
peuuauBMpaIl WK pedpaKkTepeH MyJTUIIeH MuejoM B MonumenTAL-1

(I)apMaKOKI/IHETH‘-IHI/I nmoxasarteJjan

1-Ba no3a 0,8 mg/kg

5-ta no3a 0,8 mg/kg

2,83 (1,68 — 13,98)

2,85 (0,96 — 7,82)

Tinax (aHH) 3) e
Cunax (ng/ml) 2 S(zz :3 ;)568 4 1%11 :1 5)021
Clrough (ng/ml) 53; :i3 42*57 1 8(.1 1: 1i7§41
AUCy (ng-h/ml) 675 7% j2§?9 680 1021 0(?19: 1i7?;83 417

Tmax= Bpeme 1o nocturane Ha Cpay; Cinax= MakcuManHa HaOMIOAaBaHa CepyMHA KOHIIEHTpanus Ha TankBeTaMad; Ciouen = HabmonaBana

cepyMHa KOHIIEHTpalus Ha TakBeTamMad npeau cienpamiaTa 103a; AUC,,, = [Tnom mox xprBaTa KOHIEHTpaLUsA-BpeMe IIPH HHTEPBall Ha
npunoxenne Q2W. JlaHHHTE ca MPeICTaBEHN KaTO CPEJHA CTOWHOCT £ CTaHJAPTHO OTKIOHEHHUE, C M3KITIOUEHUE Ha Tax, KOETO €
MPECTaBEHO KaTo MeHaHa (MHHUMAJIHA, MAaKCUMajIHa CTOHHOCT).

AOGcopbuus

B®b3 ocHOBa Ha Moy NalMoOHHUs apMaKOKHHETHYCH MOJIE], THITMYHATA CTOMHOCT Ha
OMOHANMYHOCTTA Ha TakBeTamal e 62%, KoraTo ce mpuiara moJKOXKHO B CPaBHEHHE C HHTPAaBEHO3HO
NPUIIOKEHHE.

[pu cxema Ha npunoxenune 0,4 mg/kg cenmuuHo Menuanara (auana3oH) Ha Tmax Ha TajJkBeTaMad
cien 1-ta u 7-Ta TeparneBTHyHa 032 € choTBETHO 3 (1 mo 8) qam u 2 (1 g0 6) maHU.

[Ipu nBycenMuuHa (Ha BcekH 2 CEIMUIIM) cxeMa Ha mpuiokenue Ha 0,8 mg/kg Meauanara (quamna3oH)
Ha Tmax Ha TankBeramab cien 1-Ta 1 5-Ta TepaneBTUYHA 71032 € ChoTBETHO 3 (2 10 14) mam u 3 (1 mo
8) nHu.

PasnpeneneHue

B®3 ocHOBa Ha moIynanMoOHHUsT PapMaKOKUHETHICH MOJIET CPETHUAT 00eM Ha pasnpenenenue e 4,3 1
(22% CV [koedunueHT Ha Bapualus|) 3a neHTpamHus kommaptument u 5,8 1(83% CV) 3a
nepudepHusi KOMIIAPTUMEHT.

EnumMunupane

TankBeTamal moka3Ba KaKTO HE3aBUCHM OT BPEMETO, TaKa U 3aBUCHM OT BPEMETO JIMHEEH KIUPBHC.
B®3 ocHOBa Ha MoIynalMoHHUs papMaKOKHUHETHYCH MOJIeN B post hoc mapameTpuTe Ha y4acTHHIIUTE,
nojy4aBaniu s.c. 1031 (N=392), Mmenanara Ha oOmmus kupbHe € 1,64 1/1eH npu mbpBoHAYAITHO
neuyenne 1 0,80 1/1eH B cTanoHapHO CHCTOSIHKE. 3aBUCUMHUST OT BPEMETO KIUPBHHC ChCTaBIISBA
48,8% ot o01us KITUPBHHC IpU IEPBOHAYATHOTO JICUCHUE U CJIE/ TOBA HAMAIISIBA €KCIIOHEHIIUAITHO /10
<5% oxomno Cenmuria 16. IIpodunsT KoHLIeHTpalusa-Bpeme Ha Ceamuiia 16 nqoctura 90% ot
KOHLIEHTpAIUATA B CTALIMOHAPHO CHCTOSIHUE KaKTO MpH cxeMa Ha yieuenue 0,4 mg/kg cenmuuHo, Taka
u nipu 0,8 mg/kg Ha aBe cenmuuy. MeanaHata Ha TEPMHHAIHUS TTOJY>KUBOT € 7,56 THU mpH
IbPBOHAYAIHO JIeYeHre U 12,2 THU B CTAllMOHAPHO ChCTOSTHHE.
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CHGL[I/IaJ'IHI/I nonyJannun

DapMaKOKWHETUYHUSAT aHAIN3 BKII0UBa 86% Oenu (n=424), 9% uepnokoxu (n=43), 2,2% a3uariu
(n=11) u 2,8% npyru (n=14). B3 ocHoBa Ha nonyiaunonuus OK ananms, pacara WM eTHUYECKaTa
NPUHAJIEKHOCT, TIOIBT U TEJIECHOTO Teryo (auanazon: 40 1o 143 kg) HIMaT KITMHUYHO 3HAYUMHU
edexTH BbpXy papMaKOKHHETHKATa Ha TaJKBETaMao.

Heouampuuna nonynayus

®apmakokuHeTrkaTa Ha TALVEY npu neauatpudny narnueHTy Ha Bb3pacT 17 TOAUMHU U TO-MJIaAH
HE € U3CcieaBaHa.

Cmapuecka 6v3pacm
Pesynrarute oT nomynannoHHUTe HapMaKOKMHETHYHH aHAJIM3HU ITOKa3BaT, 4e Bb3pacTTa (0T 33 1o
86 roJMHN) HE OKa3Ba BIMSHHUE BbPXY apMaKOKWHETHKATa Ha TankBeTamad. ChIIecTBYBaT caMo

OrpaHMYCHH JaHHU 3a MALMEHTH Ha Bb3pacT > 85 ronunu (Bx. Tabmuna 12).

Tabnauua 12: [IpoueHT y4acTHUIM B cTapyecka Bb3pacT BbB papmakokuHeTu4yHuTe (PK) npoyuBanus
HA TaJKBeTaMab

Bn3pacr 65-74
(bpoii Ha no-
Bb3PACTHHUTE JHIA
/001 Opoii)

Bn3pacr 75-84
(bpoii Ha no-
Bb3PAaCTHHTE JIMIA
/0011y Opoii)

Bn3pacr 85+
(bpoii Ha no-
Bb3PAaCTHHTE JIMIA
/0011y Opoii)

73/492

1/492

OK npoyuBanus 181/492

bvbpeuno yspeocoane

He ca npoBexnany opuiMaIHu MPOyYBaHUS Ha TAKBETaMalO MPH MAIMEHTH ¢ ObOPEYHO YBpEXKIAHE.
Pesynrature oT momynannoHHUTE (hapMaKOKMHETHYHN aHAIIM3H MOKa3BaT, ue jeka (60 ml/min <
abcomoTHa ckopocT Ha riomepyiHa ¢puntpanus (GFR) <90 ml/min) wim ymepena cteneH Ha
0b0peuno yBpexaane (30 ml/min < abcomorHa GFR <60 ml/min) He mMOBNIKsBa 3HAYUMO
(hapMakOKMHETHKATa Ha TalkBeTamal. JIMICBAT JaHHU MPH MAIMEHTH C TeXKa CTereH Ha ObOpeuHo
YBpEXKIAHE.

Yeprnoopobno yspedcoane

He ca nposexnanu GopmanHy MpoydBaHus Ha TaJIKBETaMad MpH MaLMEHTH C YePHOAPOOHO
YBpEXKIAHE.

[pu u3non3Bane Ha knacudpukanusra Ha NCI pesynraTure oT MomyJalHoOHHUTE (hapMaKOKHHETHIHH
aHaJIM3M [I0Ka3Bar, 4e JieKa CTENeH Ha YepHOAPOOHO yBpexnaHe (00w Ounnpyoun >1 no 1,5 mete Hax
ropHara rpanuiia Ha HopMmara (ULN) u BcsikakBa CTOMHOCT Ha acraptaT amuHOTpaHchepasa (AST)
i o6 Ommmpyoun <ULN u AST>ULN) He nosnusiBa 3Ha4uMo (papMaKOKHHETHKATA Ha
tankBeramal. MiMa orpann4enu JaHHU (n=2) NpH yYaCTHULM C YMEpPEHA CTEIEeH Ha YepHOAPOOHO
yBpeXIaHe, KaTo JUICBAT JaHHU IPH YYACTHULM C TEXKKa CTEIIEH Ha YEPHOAPOOHO YBPEXKIAHE.

5.3 IIpeakJMHUYHU JaHHM 32 0€30IACHOCT
TectoBa MoJeKysia ce moHacs A00pe B MPOyUIBaHMS 3a 0011a TOKCHYHOCT MIPH JBJITOOMAIIaTH MaKally,
HO pE3YyJITaTUTC OT TC3U IMPOYUYBaHUA, IPOBCACHN C HOpMaJIHU 3paBr MaﬁMYHI/I, uMat orpaHn4cHa

MMPUIOKUMOCT IPpH MALTUCHTH C MYJITUIUICH MUCIIOM.

KaHIIeDOFeHHOCT U MYTar¢HHOCT

He ca npoBexaanu Mpoy4YBaHUs MPH KUBOTHH 32 OIICHKA HA KAHIIEPOTECHHUS UITH TeHOTOKCUYHUS
[MOTEHIMAJI HA TAIKBETaMao.
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PCHDO,I[VKTI/IBHa TOKCHUKOJIOIHA 1 d)eDTI/IJ'II/ITeT

He ca npoBexnanu mpoy4yBaHus IpH )KUBOTHH 3a OlICHKA Ha epeKTuTe Ha TalKkBeTaMal BEPXY
penpoaykiusaTa u peranmHoTo pasputue. He ca mpoBexxiaHu Mpoy4BaHUs MPH KUBOTHHU 32 OIICHKA Ha
edeKTHTe Ha TaJIKBETaMad BbPXY QepTHIIUTETA.

6. DAPMAIIEBTUYHU JAHHHU
6.1 Choucbk Ha NOMOIIHHUTE BElIECTBA
EATA nunatpueB egetat quxuapaT
Jlenena onerna xucenuna (E260)
ITomucop6at 20 (E432)

Hartpues anerat Tpuxuapat

3axapo3a

Bona 3a nmxeknuu

6.2 HecnBMecTHMOCTH

[Ipu nunca Ha Mpoy4YBaHU 32 HECHBMECTUMOCTH TO3H JIEKapPCTBEH MPOAYKT He TpsiOBa Jja ce cCMecBa ¢
JIpYyTH JEKapCTBEHU NPOIYKTH.

6.3 Cpok Ha roaHOCT

HeortBopen duiakon

3 roguHu

IIpurorBesa cupuHIIOBKA

JokazaHo e, ye XuMU4eckaTa U Gu3nyeckara CTabMIHOCT B IEPHO/IA HAa U3MOI3BaHe € 10 24 yaca Ha 2
1o 8°C, mocaenBaHo oT 10 24 yaca Ha TeMmeparypa ot 15°C mo 30°C.

OT MuKpOoOHOIOTHYHA [JIeIHA TOUKA IPOIYKTHT TPAOBa a ce ynorpedu HezabaBHO. AKO HE ce
ynoTpebu He3a0aBHO, BPEMETO U YCIOBHATA 3a ChbXPaHEHHE B IEPHO/IA HA U3MOI3BaHE Ipean
ynorpeba ca OTTOBOPHOCT Ha MOTPEOUTENSI U OOMKHOBEHO HE TPsIOBa Ja HaAXBBPIIAT 24 yaca Ha 2 J0
8°C, ocBeH aKo MPUTOTBSIHETO HE € U3BBPIICHO MPU KOHTPOJIUPAHHU U BaJTUANPAHU aCEITUYHH
ycnoBusi. M3XBBpIeTe, ako ce ChXpaHsBa MoBede OT 24 yaca B XJIaJAWIHUK WU MoBeye oT 24 Jaca Ha
CTaiiHa TemMIeparypa.

[IpuroTrBenara cupuHIIOBKa TpsAOBa Jla ce ChXPaHsABA HA 3AIUTEHO OT CBETIIMHA MSCTO.
6.4 Crhenuananm yca0oBHs HA ChbXpaHeHHe

Ha ce cbxpansBa B xnaguinuk Ha 2°C go 8°C.

[a He ce 3ampa3siBa.

CobxpaHsBaiiTe B OpUTHHAIHATA OTIAKOBKA, 32 JIa CE TPE/Ia3u OT CBETIIMHA.

3a ycioBusATa Ha ChXPaHEHUE CJIeI OTBApsHE HA JIEKAPCTBEHUS MPOIYKT BUXKTE TOUKa 6.3.
6.5 Buau cbabpakaHue HA ONMAKOBKATA

TALVEY 2 mg/ml uHKeKIIMOHEH Pa3TBOP

1,5 ml HHXXEKIIMOHEH Pa3TBOP BBB (PIAKOH OT CTHKIIO TUI | ¢ enacToMepHa 3amyliainKka 1 alyMAIHUEBa
o0KaTKa ChC CBETJIO3EICHA yTIella ce Karnayka, ChbIbpikalia 3 mg Tajkseramao.
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OmnakoBka ot 1 ¢uakoH.

TALVEY 40 mg/ml nHXeKIHOHEH PA3TBOD
1 ml MHXXEKITMOHEH Pa3TBOP BbB (DJIAKOH OT CTHKIIO THII | ¢ eJIacTOMEpHA 3aIlyllajika i alyMUHUCBA
oOKaTKa ¢ BUOJIETOBA UyIIela ce Karmayka, chappxkamnia 40 mg Tankperama.

OnakoBka ot 1 ¢urakoH.
6.6 CrnenuajaHu nNpeana3Hu MepKH NMPH U3XBbPJIsiHe H padoTa

®nakonute TALVEY ce moctaBsT KaTto roToB 3a ynorpeda HHXEKIIMOHEH Pa3TBOpP, KOWTO HE Ce
HYXJa€ OT pa3pekIaHe NpeIn NPUI0KeHHE.

®nakonn TALVEY ¢ pa3niuHyu KOHIIGHTpAIMK He TPIOBa Jla ceé KOMOMHHUPAT 32 MOCTUTaHe Ha
TepaneBTUYHa 1034.

IIpu npurotesiHero u npunaranero Ha TALVEY 1ps6Ba na ce usnon3Ba acenTHyHa TEXHUKA.

Ilpucomesane na TALVEY

. Wznon3zBaiite cnegnute pedepeHTHH Tabiamuy 3a npurotssine Ha TALVEY
o W3nonseaiite Tabmuna 13, 3a aa onpeaenuTe odmaTa 103a, HHXCKIIMOHHMS 00eM 1
HeoOxoauMus Opoit (pyIaKOHU BB3 OCHOBA Ha aKTyaJHOTO TEJIECHO TETJIO Ha IMAalMeHTa 3a
no3a 0,01 mg/kg, karo ce usnonsea paakon TALVEY 2 mg/ml.

Taonuna 13: UHkekiinoHHu odeMu npu u3noJi3Bane Ha ¢aakod TALVEY 3 mg/1,5 ml (2 mg/ml) 3a
CTHNAJIOBHAHO NOBHIIaBaHe Ha 103a 1 (0,01 mg/kg)

TeJiecHO Terio O0ma no3a* HNHxeKuHOHEH Bpoii paaxonu
(kg) (mg) odeM (1 ¢porakon =
(ml) 1,5 ml)

35 1o 39 0,38 0,19 1

40 o 45 0,42 0,21 1

46 1o 55 0,5 0,25 1

56 1o 65 0,6 0,3 1

66 1o 75 0,7 0,35 1
Ho3a 0,01 mg/kg 76 no 85 0,8 0,4 1
86 10 95 0,9 0,45 1

96 no 105 1,0 0,5 1
106 o 115 1,1 0,55 1
116 oo 125 1,2 0,6 1
126 no 135 1,3 0,65 1
136 no 145 1,4 0,7 1
146 no 155 1,5 0,75 1
156 no 160 1,6 0,8 1

2 Ob6uiara no3a (Mg) ce U3UKCIABA Bb3 OCHOBA HA 3aKPhITeHHs 00eM Ha MHKeKiuaTa (ml)

o W3nonseaiite Tabmuna 14, 3a ga onpeaenuTe odmaTa 103a, HHKXESKIIMOHHM 00eM 1

HeoOxoauMus Opoii (pyIaKOHU BB3 OCHOBA HAa aKTyaJTHOTO TEJIECHO TETrJIO Ha IAalMeHTa 3a
no3a 0,06 mg/kg, xaro ce usnomssa ¢prakod TALVEY 2 mg/ml.
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Taonuua 14: UHkeKiInoHHU 00eMu npu u3noJ3Bane Ha paakon TALVEY 3 mg/1,5 ml (2 mg/ml) 3a

CTHNAJOBHIHO NOBHIIaABaHe Ha 103a 2 (0,06 mg/kg)

TesecHo Termao O0ma no3a* HNHxeKIHOHEH Bpoii paaxonu
(kg) (mg) odem (1 paakon =

(ml) 1,5 ml)
35 no 39 2,2 1,1 1
40 o 45 2,6 1,3 1
46 o 55 3 1,5 1
56 1o 65 3,6 1,8 2
66 no 75 4,2 2,1 2
Jo3a 0,06 mg/kg 76 no 85 4.8 2.4 2
86 10 95 5,4 2,7 2
96 1o 105 6 3 2
106 o 115 6,6 33 3
116 o 125 7,2 3,6 3
126 to135 7,8 3,9 3
136 to145 8,4 4,2 3
146 tol155 9 4,5 3
156 to160 9,6 4,8 4

#  O6mara 103a (Mg) ce H34MCISABA Bb3 OCHOBA Ha 3aKPbIVICHHs 06eM Ha MHKeKiusaTa (ml)
o W3nomnseaiite Tabmuna 15, 3a aa onpeaenuTe odmaTa 103a, HHXSKIIMOHHMS 00eM 1

HeoOxoauMus Opoli pyIaKOHM Bb3 OCHOBA HA aKTYyaJHOTO TEJIECHO TETJIO Ha MMalMeHTa 3a
no3a 0,4 mg/kg, karo ce nznon3sa guakon TALVEY 40 mg/ml.

Tadnauua 15: Unxexkuuonnu odemu npu usnoj3pane Ha paakodn TALVEY 40 mg/ml 3a crpnanoBuano
noBumasane Ha 103a 3 (0,4 mg/kg) u 3a ¢pa3ara Ha nedyenue (0,4 mg/kg) 3a cexMuunarta
cXeMa Ha MPUJIoKeHHe

TeJsecHo Terio O0ma no3za* HHxKeKIHOHEH Bpoii paaxonu
(kg) (mg) odem (1 paakon =

(ml) 1.0 ml)
35 o 39 14,8 0,37 1
40 o 45 16 0,4 1
46 o 55 20 0,5 1
56 1o 65 24 0,6 1
66 no 75 28 0,7 1
Ho3a 0,4 mg/kg 76 no 85 32 0,8 1
86 10 95 36 0,9 1
96 mo 105 40 1 1
106 o 115 44 1,1 2
116 o 125 48 1,2 2
126 mo 135 52 1,3 2
136 o 145 56 1,4 2
146 no 155 60 1,5 2
156 mo 160 64 1,6 2

#  O6mara 103a (Mg) ce M34MCIIABA B3 OCHOBA HA 3aKPbIVIEHUs 00eM Ha HHKeKuusTa (ml)
o W3nonssaiite Tabmuna 16, 3a aa onpeaenuTe odmaTa 103a, HHXESKIIMOHHMS 00eM 1

HeoOxoxumus Opoii y1akoHH B3 OCHOBA HA aKTYaJHOTO TEJIECHO TEIJIO Ha MalMeHTa 3a
no3a 0,8 mg/kg, karo ce nznon3sa guakon TALVEY 40 mg/ml.
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Taonuua 16: MukexkuinoHuu odemu npu usnoJi3pane Ha ¢iaakod TALVEY 40 mg/ml 3a ¢a3zaTa na

Jgedenue (0,8 mg/kg) 3a nByceIMUYHATa cXeMa Ha MPHJIOKEHHE

TesecHo Terao O0ma no3za* HNHxKeKIHOHEH Bpoii paaxonu
(kg) (mg) odem (1 paakon =
(ml) 1.0 ml)

35 o 39 29,6 0,74 1

40 o 45 34 0,85 1

46 o 55 40 1 1

56 1o 65 48 1,2 2

66 no 75 56 1,4 2
Ho3a 0,8 mg/kg 76 no 85 64 1,6 2
86 10 95 72 1,8 2

96 0o 105 80 2 2
106 o 115 88 2,2 3
116 o 125 96 2,4 3
126 o 135 104 2,6 3
136 o 145 112 2,8 3
146 no 155 120 3 3
156 no 160 128 3,2 4

a

7.

Oo61mara 103a (mg) ce U34MCIIsIBa Bb3 OCHOBA Ha 3aKPBIVICHUs 00eM Ha HIDKeKIusITa (ml)

[Iposepete ganu TALVEY umxekuoHeH pa3TBoOp € Oe3BETEH 0 CBETIOXKBAT. He

M3II0JI3BaiTe, aKO Pa3TBOPHT € C MPOMEHEH LBST, MBTEH MWIIH CHhIBPIKA Uy>KIU YACTHIIH.

W3eanere noaxomsmus piaakodn TALVEY ot xnagunnuka (2°C mo 8°C) u ro remnepupainrte 10

ctaiina temneparypa (15°C go 30°C) B npoabnkeHue Ha Hali-mManko 15 munyt. He

saromstiite TALVEY ¢nakoH mo HUKakbB Apyr HauuH.

Cren xato ce TeMIepupa, BHUMATEIHO 3aBbpTeTe (prakoHa 3a okoio 10 cexyHau, 3a na ce

cMmecu. He pasknaiaiire.

Uzrernere neoOxoanmus nmxekunoneH ooeM TALVEY ot ¢nakona(ute) B cipHILIOBKa ©

MOIXOJA1 00eM, KaTo M3IMO3BaTe UIJIa 33 MPEXBBPIISHE.

e} WaxexmmoHHUAT 00eM He TpssOBa na HaaxBbpisd 2,0 ml. Pazgenere nosute Han 2,0 ml mo
PaBHO B HAKOJIKO CIIPHUHIIOBKH.

TALVEY e cbBMeCTHM ¢ MH)XEKIIMOHHH UIUIN OT HEPBHKJaeMa CTOMAaHa U ChC CIIPUHIIOBKH OT

TOJIMIIPOTIIIICH U TIOJIMKapOOHAT.

3aMeHeTe Uriiara 3a IPexXBbPIISIHE C HHXKEKIIMOHHA UTJIa C TTOIXOISII pa3Mep.

AKO TIpUroTBEHaTa CIIPUHIIOBKA Ce ChXpaHsIBa B XJIaIMITHHUK, OCTaBETE Pa3TBOPHT J1a JOCTUTHE

CTailfHa TemnepaTypa pean NpUIoKeHHE.

Hewnznon3Banusr jgexapcTBEH NPOIYKT WM OTHaABYHUTE MaTepHalid OT Hero TpsioBa Ja ce

U3XBBPIAT B CbOTBETCTBUE C MECTHUTE U3UCKBAHUS.

NNPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

8.

HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/23/1748/001 (2 mg/ml)
EU/1/23/1748/002 (40 mg/ml)

9.

JATA HA TbPBO PA3ZPEIIABAHE/TIOJHOBSBAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA
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[ata Ha mBpBO paspemasane: 21 aBryct 2023 r.

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

IMoxpoOHa uHpopManus 3a TO3U JEKAPCTBEH MPOAYKT ¢ MPe0CTaBeHa Ha yeOcaiiTa Ha EBporneiickata
areHIMs 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 TAPTHIM

YCJIOBUSA NI OTPAHUYEHUSA 3A TIOCTABKA 1
YIHOTPEBA

APYI'N YCJIOBUA N UBNCKBAHUA HA PASPEHIEHUETO 3A
YIHOTPEBA

YCJIOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT

KOHKPETHO 3AABJIKEHUE 3A UBITbJIHEHUE HA MEPKHN
CJIEJ PA3SPEILIIABAHE 3A YIIOTPEBA 11O YCJIOBHUE
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A.  TIPOU3BOJIUTEJ HA BUOJIOI'MYHO AKTUBHOTO BEIIECTBO "
MNNPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOKIJABAHE HA ITAPTUIN

Nme n apeC HA MPOU3BOAUTCIIA HA OMOJIOrHYHO aKTHBHOTO BCIICCTBO

Janssen Sciences Ireland 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

MIPOU3BOAUTENSI, OTTOBOPEH 32 OCBOOOXKAaBaHETO HA ChOTBETHATA MApTH/IA.

b. YCJOBUs NJIU OTPAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlekapCTBEHUSAT MPOAYKT C€ OTITYCKa 10 OTPaHUYEHO JIEKapcKo npennucanue (Bx. [lpunoxenue I:

Kpatka xapakTepucTika Ha MpOAyKTa, Touka 4.2).

B. JPYI'M YCJIOBUS U N3UCKBAHUS HA PASPEIHIEHHUETO 3A YIIOTPEBA

. IlepuoguyHu aKTyaJu3MpPaHu 1okjaaau 3a oezonacuoct (ITA/IB)

WznckBanusra 3a nonaBane Ha [IAJIb 3a To3u J1lekapcTBEH MPOAYKT €A IIOCOYECHHU B CIIHCHKA C

pedepentHute natu Ha EBponetickus c¢pio3 (EURD cnuchk), npeasuzieH B wi. 1078, ait. 7 ot

Hupextupa 2001/83/EO, 1 BbB BCUUKH CIIE/IBAIIN aKTyJIM3aIMH, ITyOJMKYBaHH HA €BPOTCHCKHS

yeOnopTai 3a JIeKapcTBa.

[purexatensT Ha pa3perienuero 3a ynorpeba ([TPY) TpsdBa na nogane nbpsus [TAJIB 3a To3u

NPOIYKT B CPOK OT 6 Mecella Cliel pa3pelaBaHeTo 3a yrnorpeoa.

r. YCJI0OBUs NN O'PAHUYEHUA 3A BE3OITIACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA TIPOAYKT

. Ilnan 3a ynpasiaenue Ha pucka (ITYP)

[IpurexxatensaT Ha pa3perienuero 3a ynorpeda (IIPY) Tpsa6Ba ga n3BbpIBa H3MCKBAHUTE IEHHOCTU U

JIECTBUS, CBBP3aHH C IPOCIIE/sIBaHEe Ha JIeKapcTBeHaTa 0€30MacHOCT, ocoueHH B 000peHus [TYP,

npezacraBed B Moayin 1.8.2 Ha pa3pelieHueTo 3a ynorpebda, KakTo U BbB BCUUKH CIIC/IBAIIH 0JJ00pEHH

akTyanu3anuu Ha [TYP.

Axryanusupas [IYP Tps6Ba na ce mogasa:
° 1o uckaHe Ha EBpomnelickaTa areHIus 1o JeKapcTBara;
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o BHHArd, KOTaTo c€ U3MEHs CHCTEMAaTa 3a yIpaBJIeHrne Ha pIUCKa, 0COOEHO B pe3yiTar Ha
NoJy4aBaHe HAa HOBa HH(POPMALIUS, KOSTO MOXKE /1a I0BeJIe 10 3HAYMMH IPOMEHHU B
CHOTHOILIEHUETO MOJI3a/PUCK, WK CIIE/ JOCTUTAHE Ha BaXKEH eTal (BbB BPb3Ka ¢ IpOCieIsIBaHe
Ha JIeKapCTBEeHaTa 0E30MaCHOCT WU CBEXKJIaHE Ha PHCKA 10 MUHUMYM).

L I[OH'I)J'[HHTQ.]'IHI/I MEPKHU 3a CBCKIAHEC HA PUCKA 10 MUHUMYM

[IPY tpsiOBa a rapaHTHpa, Y€ BbB BCSKA IbpkKaBa uieHka, B koato TALVEY e nHa mazapa, Bcuuku
NaUeHTH/00TPUKBAIIY TH JIUIA, KOUTO CE 0YaKBa J1a M3II0JI3BAT TAJKBETaMa0, 111 HMaT JIOCThIT
no/me ca cHabaenu ¢ Kapra Ha nauueHra, KosTo Aa HHPOpPMHUpPa MaLUEHTUTE U 1a 00SICHABA
puckosete oT CRS u HeBposorn4yHa TokcHUHOCT, BKmounTenHo ICANS. B Kaprara Ha nmanmenTa
TpsiOBa Ja OB/ BKIIOYCHO U NMPEeAyNpekIeHUE 32 METUIITHCKUTE CIIEIIHATUCTH, JIEKYBAaIH MallueHTa,
4e TOW/Ts MmoJTyyaBa TajkBeTamao.

KapraTa Ha nmanueHTa TpsiOBa J1a ChIAbpIKa ClIeIHATa OCHOBHA MH(OPMAILIHS:

. Ornucanre Ha OCHOBHHTE TpU3HAIM U cuMToMd Ha CRS 1 HEBpOJIOTHYHA TOKCHYHOCT,
srrounterno ICANS
° WHudopmarlius, Kora Jia Ce ThPCH CIICIIHA OMOI OT MEIUIIUHCKH CIICITUAIMCT WU J1a CE U3BHKA

0’bp3a TOMOIII IPH TIOSIBa HAa TpU3HANK ¥ cuMnToMu Ha CRS mim HEBpOIOruyHa TOKCUYHOCT,
pxirounTestHO ICANS

. Hamomusiae, e nanmeHTuTe TpsOBa Ja 0cTaHaT OJIM30 110 JeueOHO 3aBeACHNE B IPOIBIDKEHUE
Ha 48 yaca cjel npujaaraHeTo Ha BCHYKHU J03U OT CXeMaTa Ha IpHUjIaraie CbC CThIIAIOBUIHO
IIOBHIIIABAaHE Ha J03aTa

. WHubopmalius 3a KOHTAKT Ha MPEANUCBAIIMS JISKap

OGV‘II/ITCHHa oporpamMa 3a MECJIMIIMHCKH CIICTTUAJIMCTHU

[Ipenu myckaneTo Ha TanKkBeTaMad Ha Mmaszapa BbB BesKa AbpxkaBa-uieHka [IPY TpabBa na ceriacysa
CHIbPKAHUETO U (hopMaTa Ha OOYUUTEIHUTE MATEPUANIN C HAIIHOHAJIHHS KOMIIETCHTEH OpTaH.

[IPY tpsiOBa a rapaHTHpa, Y€ BbB BCSAKA AbPXKaBa-4ICHKA, B KOSATO TaJKBETaMad ce mpeiara Ha
nasapa, Ha BCHYKH MEAULIMHCKY CIENMAINCTH, KOUTO CE€ 0YaKBa Aa MPEINUCBAT WU NPHJIarat
TaykBeTama0, e ce MPEIOCTABIT MEIUIIMHCKA O0YIHUTEIIHN MaTepHallH 3a:

o ocurypsiBaHe Ha HH)OPMHUPAHOCT 3a PUCKA OT HEBPOJIOTHYHA TOKCUYHOCT, BKIIFOUHTEITHO
ICANS, 1 mpenopbKH 3a CBeKAaHE HA PUCKA 10 MUHUMYM, BKIIOYUTEIHO HHPOpMAaLUs 3a
YyecToTaTa, TeKECTTa U BpEMETO JI0 N0sIBaTa Ha CHMITOMHTE, HAOJII01aBaHH MIPY MALMEeHTH,
JIEKyBaHH C TaJKBETaMao

yIleCHsIBaHE Ha MIECHTU(UIMPAHETO HA HEBPOJIOTHYHA TOKCHYHOCT, BKIIOUUTETHO I[CANS
YJIECHSIBaHE HA JIEUEHUETO HA HEBPOJIOTMYHATa TOKCUYHOCT, BKIHOUHTENHO ICANS
yIleCHsSBaHE Ha HAOJIIOJCHUETO Ha HEBPOJIOTMYHATA TOKCHYHOCT, BKIrounTeHo ICANS
rapaHTUpaHe, 4e HeXKEJIAHUTE Peakiy ce ChoOIaBar aleKBaTHO M MO MOAXO I HAYMH

A.  KOHKPETHO 3AABJI’KEHUE 3A U3ITBJIHEHUE HA MEPKHU 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
onpeneneHus cpok [IPY TpsOBa qa U3NBIHU CICTHUTE MEPKU:

Onucanune Cpox

3a na ce moTBBPAM ehUKACHOCTTA U OE30IaCHOCTTa Ha TaJIKBeTaMal, MOKa3aH KaTo | M. ampuil
MOHOTEpAITU 3a JICUCHNE Ha Bh3PACTHHU MALUEHTH C PElUANBUpAII U pedpakreper | 2027 T.
MYJITUIUIEH MHEIIOM, KOUTO Ca MOJIyYHIN Hall-MaJIKO TPH NMPEAXOIHU TEparvH,
BKJTIOUBALIM UMYHOMOIYJIUPAIO CPEACTBO, IPOTEA30MEH HHXHOUTOP U
anT-CD38 aHTHUTAI0, ¥ TOKA3BaT MPOrpecus Ha 3a00JIIBaHETO IO BpeMe Ha WIIH
cnen nocyensara repanus, IIPY nie nogazne pe3ynrature or npoy4yBaHe
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Onucanue

Cpok

64407564MMY 3002, pangomMu3upano npoyysase ¢asza 3, CpaBHIBAILO
Tankeerama0 s.c. B KOMOMHAIMS ¢ fapaTyMymao s.c. u nomanuaomug (Tal-DP)
WM TalKkBeTamal s.c. B KoMOMHaIus ¢ naparymymao s.c. (Tal-D) cnpsmo
naparymymag s.c., momanuaoMu u pekcamerazon (DPd) npu ygactaunm ¢
peurauBHpaN] Wik pepakTepeH MyITUILIEH MUEIIOM
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HPUJIOKEHMUE 111

JAHHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA

34



JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA (2 mg/ml)

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

TALVEY 2 mg/ml umkekunoHeH pa3TBop
TanKBeTamad

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

Enun ¢nakon ¢ 1,5 ml ceappska 3 mg Tankseramad (2 mg/ml).

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

IMomonrau Bemecta: EJITA auHaTpueB eferat AUXuapar, JieJeHa OlleTHa KUCeNrnHa, momucopoar 20,
HaTPHEB arleTaT TPUXHUIPAT, 3aXapo3a, BOJIa 32 MHIKEKITHH.

‘ 4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

MHXEKLIMOHEH Pa3TBOp
3 mg/1,5 ml
1 dhnaxkon

‘ 5. HAUYUH HA ITPUJIOKEHUE U ITBT HA BbBEXKJIAHE

3a MOJKOKHO MPUIIOKEHHUE.
[Ipenu ynoTpeba rpoyerere JINCTOBKATA.

6. CHHELUAJIHO NPEAYHPEXIEHUE, UE JTEKAPCTBEHUAT NPOAYKT 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 TOJHOCT

T'onen no:

‘ 9. CIIEHUAJIHHA YCJIOBUS HA CbXPAHEHUE

[a ce cbxpaHsiBa B XJIaIMJIHUK.
[a He ce 3ampa3siBa.
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C’BXpaHHBafITe B OpUrnHa/JIHaTa OIMMAKOBKa, 3a Aa CC MPCAIa3n 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/1/23/1748/001

13.

IHAPTUJAEH HOMEP

ITapTupa:

| 14.

HAYMH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HH®OPMAIIUA HA BPAJIOBA A3BYKA

[Ipuero € ocHOBaHUe 1a HE ce BKIOYM nH(opMalius Ha bpaiioa a30yka.

| 17.

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JIByn3mepeH 0apKoJI ¢ BKJIIOYCH YHUKAJICH HASHTH()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

®JIAKOH (2 mg/ml)

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

TALVEY 2 mg/ml urxexius
TaJIKBETaMa0
s.C.

‘ 2. HAYYH HA ITPUJIOKEHUME

‘ 3. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

EXP

4. HAPTUJAEH HOMEP

Lot

5. CBbABPKAHUE KATO MACA, OBEM WJIHU EJUHUIIN

3 mg/1,5 ml

6. JIPYTO
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

BBHHIIHA KAPTOHEHA OITAKOBKA (40 mg/ml)

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

TALVEY 40 mg/ml nrxeKIuoHeH pa3TBOp
TanKBeTamad

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

Enun ¢nakon ¢ 1 ml ceabpka 40 mg tankseramad (40 mg/ml)

‘ 3. CIIUCBK HA TIOMOIIIHUTE BELLIECTBA

IMomonrau Bemecta: EJITA auHaTpueB eferat AUXUapar, JieJeHa OlleTHa KUCeNnrnHa, momucopoar 20,
HaTPHEB arleTaT TPUXHUIPAT, 3aXapo3a, BOJIa 32 MHIKEKITHH.

‘ 4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

MHXEKLIMOHEH Pa3TBOp
40 mg/1 ml
1 dhnaxkon

‘ 5. HAUYMH HA ITPUJIOKEHUE U ITBT HA BBBEXKJIAHE

3a MOJKOKHO MPUIIOKEHHUE.
[Ipenu ynoTpeba rpoyerere JINCTOBKATA.

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

Ja ce cpxpansBa Ha MSCTO, HEJOCTHITHO 32 JeIa.

‘ 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 3ampa3siBa.
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C’BXpaHHBafITe B OpUrnHa/JIHaTa OIMMAKOBKa, 3a Aa CC MPCAIa3n OT CBCTJINHA.

10.

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

11.

NME "N AJIPEC HA ITIPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/23/1748/002

13.

IHAPTUJAEH HOMEP

ITaptuna:

| 14.

HAYMH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

HH®OPMAIINUA HA BPAJIOBA A3BYKA

[Ipuero € ocHOBaHUe 1a HE ce BKIOYM nH(opMalius Ha bpaiioa a30yka.

| 17.

YHUKAJIEH HIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JIByn3MepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HACHTH()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

®JAKOH (40 mg/ml)

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

TALVEY 40 mg/ml nmxexmus
TaJKBeTamMad

talquetamabum

s.C.

‘ 2. HAYMH HA ITPUJIOKEHHUE

‘ 3. JATA HA T3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IHHAPTUAEH HOMEP

Lot

5. CBbABbPKAHUE KATO MACA, OBEM WJIHN EJUHULIN

40 mg/1 ml

6. JIPYTO
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b. IUCTOBKA

4



JIncroBka: nH(popMaLUs 32 MAHEHTA

Talvey 2 mg/ml nHkeKIIIOHEeH Pa3TBOP
Talvey 40 mg/ml un:xeKuMOHEH Pa3TBOP

tankserama0b/talquetamab

vTOBa JICKapCTBO MOJICKH Ha TOMBIHUTEIHO HabmtoaeHrue. ToBa 11e M03BOIM ObP30TO
YCTaHOBSIBaHE Ha HOBa MH(OpMAaITMs OTHOCHO Oe30macHOCTTa. MoXeTe Ja JaieTe CBOs MPUHOC KaTo
CHOOIIUTE BCSIKA HEXKETaHA PEaKIIMs, KOSTO CTE MOJYUYMIIH. 32 HauMHa Ha ChOOIIIaBaHEe Ha HEXEJIaHU
peakIny BIDKTE Kpas Ha TOUKa 4.

IIpoyeTreTe BHUMATEIHO LSJIATA JIMCTOBKA, IIPeAN 12 Bu ce MpuiIoku TOBa JIEKapCTBO, Thil

KaToO TH ChAbP:Ka BaxHa 3a Bac nundopmanus.

- 3amasere Ta3u IUCTOBKA. MoKe 1a ce HaJO0XkH J1a sl POYETETE OTHOBO.

- AKO UMate HAKaKBH JOIBIHUTEIHH BBIIPOCH, TONKUTalTe Bamus nexkap Uin MeTuIMHCKa
cecTpa.

- AKO TIOJTy4YHTe HAKAKBH HEXEJIaHU peakllny, yBeaoMeTe Bamus iekap Uiy MeIuImHCKa
cecTpa. ToBa BKJIIOYBA U BCUYKH BB3MOKHH HEKETIaHU PEAKLY, HEOIIMCAHH B Ta3H JIMCTOBKA.
Bwxre Touka 4.

Kakso CbAbpPiKa Ta3u JIMCTOBKA

Kako npencrasnsia Talvey 1 3a KakBO ce U3ION3Ba

Kakso Tps6Ba na 3naere, npeau na Bu ce npunoxu Talvey
Kak ce nmpunara Talvey

BB3MOKHN HeXkeJTaHn peakunmn

Kak ce cpxpanssa Talvey

ChbabppxaHye Ha ONAKOBKATa M JOIBIIHUTENIHA HH(POPMAaLUS

AU e

1. Kakso npencrabisiBa Talvey n 3a KakBo ce M310J13Ba

Talvey e mpoTHBOPAKOBO JIEKAPCTBO, KOETO ChIbPrKa aKTHBHOTO BEILIECTBO TAJIKBETaMao.
TankBeTamal € aHTUTSIIO, BUJI IPOTEHH, KOWTO Pa3lio3HaBa U ce MPHUKPEIS KbM CIICHUPHIHA MUILICHH
B opranusma. Toil e ce3aaneH Taka, 4e fa ce npukpens kbM npotenH GPRCSD (G nporenH-cBbp3aH
penenitop ot cemeiictBo C rpymna 5 wieH D), mpoTenH, KOWTO ce HaMHpa BbPXY PaKOBUTE KIETKH Ha
MYJITHTUICHUS] MUEIIOM, ¥ KbM KiIbcTep Ha qudepennuanus 3 (CD3), nporenn Bbpxy T-kieTkuTe (BUI
0enu KpbBHU KIeTKH). T-KJIeTKUTE ca 4acT OT eCTECTBeHAaTa 3allluTa Ha OpraHu3Ma M moMarar 3a
npeAna3BaHeTo My oT HHGeKIuH. Te Morar chIo Taka J1a YHHIIOXaBaT pakoBUTe KineTku. Korato
TOBa JIEKAPCTBO C€ MPHUKPEIU KbM TE3H KJIETKH, TO CBbP3Ba pakoBUTE KIeTKH U T-kimeTkute. ToBa
ctumynrpa T-kneTkuTe ga pa3pylaTr pakoBUTE KIETKH HA MYJITHIIJIEHHSI MUEIIOM.

Talvey ce u3nos3ea 3a Je4eHre Ha Bb3PACTHU C MHOXKECTBEH MUEIIOM, paK Ha KOCTHUSI MO3bK.

Toii ce HM3II0JI3BAa, KOT'aTO MAIIMCHTUTE Ca IPEMUHAJIN IIOHE TPU APYTH BHUJa JICYHCHUEC, KOUTO HE Ca

MOJICHCTBANIN WJIN ca MIpecTaHaNIN Ja JeicTBar.

2. Kakso Tps6Ba 1a 3Haere, npeau Aa Bu ce npuioxu Talvey

He TpsioBa na Bu ce mpunara Talvey

o aKO CTC aJICPIrU4HU KbM TaJIKBETaMa0 MM KbM HIKOS OT OCTaHAJIUTE ChCTaBKH Ha TOBA
JeKapcTBO (M30pOeHH B TOUKa 6).

He m3nomspaiite Talvey, ako ropHOTO ce oTHacs 10 Bac. Ako He cTe curypHH, ToBoperte ¢ Bamms

JICKap WM MEIUMIIMHCKA cecTpa, npeau aa Bu ce npunoxu Talvey.
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[IpeaynpeskaeHuss u npeAnasHu MepKU
ToBopete ¢ Bamms nekap uim MeIMIIMHCKA cecTpa, npenu a Bu ce npunoxu Talvey.

CepHo3HH HEXENaHU PeaKkInu

ChIuecTByBaT CEPUO3HU HEKEJIAHU PEAKLIUHU, KOUTO MOKE JIa HACTBIIAT CJIE]] KaTo 3all0YHETE JICUCHUE
¢ Talvey. IIpu nosiBara M TpsiOBa Na yBeoMUTe HezabaBHO Barms Jiekap Wim MeJUIMHCKA CecTpa,
THH KaTO MOXE Ja U3UCKBAT He3abaBHA MEANIIUHCKA TOMOLI.

TpsaodBa 1a kaxeTe BeqHara Ha Bamus Jiekap WM MeIMIUHCKA CeCTPA, AKO MOJYYHTe Helllo OT

cJIeIHUTE:

) MPHU3HALIA HA ChCTOSIHUE, M3BECTHO KaTo ,,CHHIPOM Ha 0CBOOOXKIaBaHe Ha IUTOKUHU“ (CRS).
CRS e cepro3Ha MyHHa peakuysi CbC CHMITOMH KaTO NOBUIIIEHA TEMIIepaTypa, HUCKO KPbBHO
HaJIsITaHe, CTYACHU TPBITKH, 3aTPYAHEHO JIUIIaHe, yMOpa, [aBOOOJIHe, YCKOPEH MyJIC U
MTOBHILIEHO HUBO HA YePHOAPOOHNTE €H3UMH B KPBBTA.

o edexTr BbpXy HepBHATa cucTeMa. CHMITOMUTE BKJIFOUBAT yCellaHe 3a 00bPKaHOCT, yCelllaHe
3a Ie30pUeHTAalus], ChHIMBOCT, HAMaleHa KOHICHTpPALHsl, 3a0aBeHO WK 3aTPYJHEHO MHUCIICHE,
NPOMEHEHO MHCJICHE WM HaMaJIeHO Ch3HaHKE, 0OBPKBaHE, 3aTPyAHEHO TOBOPEHE U pa3OupaHe
Ha peurta. Hsxou oT TAX Moke Jja OBbAaT MpU3HAIM Ha CepHO3Ha UMYHHA peakius, HapeueHa
,»CHHIPOM Ha HEBPOTOKCHYHOCT, CBBbp3aHa ¢ UIMyHHUTE epexTopHu kneTku (ICANS).

o npoOieMu B ycTaTta KaTo 3aryoa Ha BKYC, CyX0Ta B ycTaTa, 3aTpyJHEHO NperibliaHe 1
BB3IMAJICHUE HAa YCTHATA JINTaBUIIA.

o KOXXHH TTPOOJIEMU KaTo 0OpHB, 3aUepBsSIBaHe U MPOOIEMH C HOKTHTE

o YyBCTBO 32 TOIUIMHA, IOBUIIIEHA TEMIIEpaTypa, CTYICHH TPBITKHA WK TPETepeHe, O0JIKH B

T'BbPJIOTO WJIM SI3BU B yCTaTa MOXKEC 1a 6T),Z[aT IIpUu3Halv Ha I/IH(i)eKHI/ISI.

Talvey n BakcuHHU

I'oBopere ¢ Bamus jiekap win MeIuIMHCKa cecTpa, peau na Bu ce npunoxu Talvey, ako cre
BaKCHHHPAaHU HACKOPO WJIM Iie TPsOBa Ja ce BakcuHupare. MiMmyHHara Bu cucrema (ecrecTBeHara
3aIuTa Ha OPraHrW3Ma) MOXe JIa He pearupa TOJIKOBa Jo0pe Ha BaKCHHAIWS, KOTaTo IIpHeMaTe TOBa
JIEKapCTBO.

He TpH6Ba Ja 1oJIy4aBaTe KMBU BaKCHUHU, CHCLII/I(I)I/ILIGH BHUJ BAaKCHUHU, B IICpHUOaa Haii-MaJIko
4 CCaAMUILIU IPCAU 3alI0YBAHC Ha JICUCHHUC C Talvey J0 IIOHE 4 CCIAMUIM CIICA IMocjC€aHaTa Jo3a.

Wscnensanus U nperyieau

Ipeau na Bu ce npunoxu Talvey, BamusaT naekap me npoBepu KppBHaTa Bu kapTHHa, 3a 1a yCTaHOBU
HUBATa Ha Pa3IMYHU KPBBHHU KJIETKH M 1ie Bu n3cinensa 3a npusHany Ha uHpekus. Madeknuure e
ObJaT JIEKyBaHH, TIPEH J1a 3aTI0YHETE JeUeHHe C TOBA JEKapCTBO.

Caen xato Bu ce npunoxu Talvey, Bamust nekap me Bu nHaGmonasa 3a Hexxenanu peakunu. Toi
CBIIO TaKa IIe IPOoBepsiBa PeIOBHO KpbBHATa By KapTuHa, Thi KaTo OpOST HAa KPBBHUTE KIETKH U
JIpyruTe KOMIIOHEHTH Ha KPbBTa MOXeE Jla HaMmajiee, KOraTo U3Ioy3BaTe TOBa JIEKapCTRO.

Jlena v IOHOIIH
Talvey He Tps0OBa 1a ce M3M0JI3Ba IPH ACa WIK MIIAJSKHU 1101 18-roquIllHa BH3PACT, 3aII0TO
JICKapCTBOTO HE € MPOYYBAaHO B Ta3u Bb3paCTOBA I'pyna U HE € U3BECTHO KakK 1€ UM HOZIefICTBa.

JApyru aexapcrsa u Talvey

TpsabBa na kaxxeTe Ha Bammms jgexap wiM MEIUIIMHCKA CecTpa, ako IpuemMaTe, HacCKopo CTe pHueMalu
WM € BB3MOJKHO J]a pUeMarte APYTH JiekapcTBa. ToBa BKIIIOUBA JIEKAPCTBA, KOUTO MOYKETE [1a B3EMETE
0e3 peuenTa, 1 OMIIKOBH JIEKapCTBA.
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BpemenHocT, KOHTpanenuus U KbpMeHe

BDCMCHHOCT 1 KOHTpALCIIIIUA

Talvey uma noreHIMan aa ce npeaaBa OT Malikara Ha pa3BuBaiius ce mwioa. Edexkrure Ha Talvey
BBPXY Pa3BUBAIIKS CE€ TUIOJ] Ca HEU3BECTHH U PUCK 32 HOBOPOJICHUTE/KbpMaUeTaTa He MOXKE Ja Ce
U3KITIOYH.

AKo cTe OpeMeHHa MM KbPMHUTE, CMSTATE, Y€ MOXKe Jja CTe OpeMEeHHa WM TUIaHupaTe OpEMEHHOCT,
MIOCHBETBANTE ce ¢ Bamms nekap wim MeIUIMHCKA cecTpa Mpeau Aa Bu ce npuiioku ToBa JeKapcTBO.
Axo 3abpeMeHeeTe 10 BpeMe Ha JIEYEHHETO C TOBA JIEKapCTBO, KaXKeTe BeAHara Ha Bammms nexap wim
MEIUIMHCKA CECTPA.

Axo Bue moxe na 3abpemeneeTte, TpsOBa J1a u3noi3Bare eeKTHBHA KOHTPAIICTIIHS [0 BpeMe Ha
neuenneTo ¢ Talvey U B poABIDKEHUE HA 3 Mecela cie]] CTUpaHeTo My. BammsT nekap 1ie npoBepu
Jany cte OpeMeHHa, peIy J1a 3aoYHe JIeUCHUETO.

Axo Bamara naptHbopka 3a0peMeHee, JOKaTo [0y4aBaTe TOBA JIEKapCTBO, Ka)KETe BeJHara Ha
Bamms nekap.

AKO cTe IpremMany ToBa JIEKapCTBO 110 BpeMe Ha OpeMEHHOCT, Ha HOBOPOAeHOTO By G6ebe He TpsioBa
Ja C€ MMOCTaBAT )KMBU BAKCUHU, 1OKATO HEC HABbPIUIN ITOHE YCTUPU CEAMHUILIH.

Kspmene
He e uzBectHo nanmu Talvey npemunaBa B kbpMarta. Moxe Jja UMa PHCK 3a

HOBOpoJeHuTe/KbpMaueTarta. [locsBeTBaiiTe ce ¢ Bamms nekap, npeau ia 3anovHeTe JeYeHre ¢ ToBa
nexapcTBo. Bue u Bammar nekap e pemure Jany rnojisara oT KbPMEHETO € IO-TojIsiMa OT PUCKa 3a
Bameto 6e6e. Axo Bue u Bamusr nekap pemmre aa crpere NpuiIoKeHUETO Ha TOBa JIEKapCTBO, HE
TpsI0Ba 1a KbPMUTE B IIPOIBIDKCHNE HA 3 Mecela Clie/l CIUpaHe Ha JICUCHUETO.

DepTIIIUTET
JluriceaT nanHu 3a eekrta Ha TankBeTaMald BbpXy peprmwinurera. Edexrure Ha TankBeramad BEPXY

MBIKKHA U KCHCKUA (I)epTI/IJ'II/ITeT HC Ca OLCHABAHU B IMIPOYYBAHUS ITPU JKUBOTHHU.

Ilodupane u padoTa ¢ MAIIUHU

Hsxoun xopa Moxke J1a ce 9yBCTBaT YMOPEHH, 3aMasHH Wi 00bpKaHH, JoKaTo npuemar Talvey. He
mogupaiite 1 He padoTeTe ¢ MHCTPYMEHTH WIIM MAIlIMHU OT MOJIyYaBaHETO Ha IIbpBaTa J103a JI0 Hal-
Malko 48 Jaca cieq moiryyaBane Ha mbpBara Bu tepaneBtruna n03a Talvey nnm ciopes; ykazaHusta
Ha Bamus nekap.

Talvey cbabpska HATPUH
Talvey cpabpika mo-manko ot 1 mmol Hatpuii (23 mg) Ha 103a, T.€. MOXKE J1a Ce Kaxe, 4e
MIPAKTHYECKU HE ChABPKA HATPHUI.

Talvey cbabp:ka nosmcopoar 20
Tosa nekapctBo cpabpka 0,4 mg/ml momucopdat 20. [TonmucopOaTure MoraT Ja MPUUYUHAT aJeprUIHU
peakuuu. TpsOBa na kaxkete Ha Bamms nekap, ako uMaTe yCTaHOBEHH aJIepIrUu.

3. Kak ce npniara Talvey

KaxBo kosmuecTBO ce npujiara

Talvey me Bu ce npunara mox HaOmM0AEHUETO Ha JIEKap C OMUT B JICUCHUETO HA HALUEHTH C
MHOXECTBEH MUENIOM. Bamust nekap e penmn kakBo koiandectBo Talvey na Bu ce npunara. J{o3ara

Talvey e 3aBucu oT TenecHOTO Bu Terio.

B 3aBucumocT ot no3zara Talvey ce mpuiara BeJHbX CEIMUYHO WU BEIHBXK HA 2 CEIIMHUITHU 110
CJIeIHUS HAaYWH:
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0.4 mg/kg BeIHBXK CEIMUYHO:

. 3a mppBarta cu no3a e nonyuynure 0,01 mg Ha KuIOrpaM TEIEeCHO TETJO.

. 3a BTOpaTa CH 71033, KOSTO IlIe C€ MPWIOKH ciell 2-4 nHH, me noayuute 0,06 mg Ha Kuiiorpam
TEJIECHO TETJIO.

. 3a TperaTa CH 103 i€ MOJIy4nTe ,,TepaneBThyHa qo3a‘“ 0,4 mg Ha KujaorpaM Terio 2-4 U
cneq Bropara Bu no3a.

o Cnen TperaTa cu J103a 1€ II0JIy4aBaTe ,,TepaneBTUUHA 032" BEIHBK CEIMUYHO.

o JleyeHueTo 111 MPOIBIKU JJOKATO UMATe Moj3a OT JedeHuero ¢ Talvey.

Bamusat nexap e Bu HabnronaBa 3a He)XeJIaHH PEaKIMK CJIE]T BCAKA OT IIbPBUTE TPH 103U. TOi I1ie
IIPaBH TOBA B MPOBJKCHHUE Ha 2 JIHU CJIe]] BCsiKa 103a. TpsiOBa ga ocTaHeTe B OJIM30CT JI0 JIeUeOHO
3aBeJICHUE CIIe/ BCAKA OT ITBPBUTE TPHU J03H, B CITydal Ue MOJyYUTe HeXKETIaH! PEaKIiH.

AKO TIOTyYuTe HEXKETIAaHU PEaKITUH CIIe]] HIKOS OT ITEPBUTE JBE 103U, BamusT iexap MoXe 1a perm
Jla ©34aka 710 7 JHH, Ipean na By mpuiioxxu cieasariara 103a.

0.8 mg/kg BeIHBXK HA BCEKU 2 CEIIMULIM:

. 3a mppBara cu go3a me noiydnre 0,01 mg Ha KuIorpaM TeIecHO TETrIO.

. 3a BTOpaTa CH 71034, KOSTO e C€ MPWIOKH ciell 2-4 aHH, me noxyuute 0,06 mg Ha Kuiiorpam
TEJIECHO TETJIO.

o 3a Tperara cH J103a, KOSITO IIIe Ce MPUIOXKHU cief 2-4 auu, me noayyute 0,4 mg Ha KUjorpam
TEJECHO TETJIO.

o Cren ToBa 3a YeTBbpTaTa CH /1032 II€ TOJIYUHTE ,,TepaneBTHYHa 103a* 0,8 mg Ha KUJIorpam
terno 2-4 nuu caex Tperata Bu noza.

o Crnen yeTBBpTaTa CH 1032 1€ MOTyvaBare ,,TepaleBTHYHA 103a° BEIHBK HA BCEKU 2 CEIMULIN.

o JleyeHneTo 1€ MPOIABIKYU JTOKATO UMATe To3a OT JieueHuero ¢ Talvey.

Bammust nexap me Bu HaGnronaBa 3a HeXxelaHHU peakiiy CiIell BCsSKa OT IbpBUTE Bu ueTnpu no3u.
Totli/Ts 11e IpaBH TOBA B MPOIBIDKEHUE HA 2 THU Clie] Beska fo3a. TpsOBa ga ObneTe 01m30 10
ne4eOHO 3aBeICHUE CJIe/ BCSIKA OT ITHPBUTE YCTHUPH JIO3U B CIydaid, Ue MOIYIUTE HEXKETaH! PEaKIIHH.

AKO MOIy4YuTE HEXKETAHU PEaKIUU CIIEe]] HIKOS OT IbPBUTE TPU J03H, BamusaT ekap Moxe a peiu
Jla u34aka 710 7 JHH, Ipean 1a Bu mpuiioxku cieasaiara 103a.

Pemenuero 3a nznonssane Ha 0,4 mg/kg Bennbx ceqmuyuno win 0,8 mg/kg Ha BCEKH IBE CEAMULIN
TpsiOBa J1a ce B3eMe ciel] KoHCynTanus ¢ Bamms nekap.

Kak ce mpuiara jekapcTBoTo
Talvey me Bu ce npunara ot Jiekap HiIM MEIMIIMHCKA CECTPa KaTO MHXKEKIUS MMOJ] KOXKaTa (ITOJKOKHA
umkekiyst). Ts ce mpunara B 00J1acTTa Ha Kopema Ui 0e1poTo.

Jpyru nexapcTBa, NpUJIarany no BpeMe Ha jedenue ¢ Talvey

[penu mppBuTE TpU 103u (ako Bu ce mpumarar 0,4 mg/kg TeecHo Terio) Uik MbPBUTE YETHPH JTO3H
( axo Bu ce nmpunarar 0,8 mg/kg tenecno terio) Talvey, e Bu ce npuiaraT jiekapcTBa, KOUTO
criomaraT 3a HaMaJIsIBaHE Ha BEPOSITHOCTTA OT HEKEJIaHU peakuuu. Te Moxe Ja BKIIOYBAT:

. JIeKapcTBa 3a HaMaJIsiBaHe Ha ajepruyHa peakius (aHTUXUCTaMHUHH)
. JIeKapcTBa 3a HaMaJlsiBaHe Ha Bb3NajieHne (KOPTUKOCTEPOUIH)
o JIeKapCcTBa 3a HaMaJIssBaHE Ha IIOBUILEHA TeMIlepaTypa (KaTo napaneTaModn)

Tesn nexapcTBa Moxe 1a Bu ce mpuiioxar chIo ¥ IpH Mo-KbCHU 103K Talvey Bb3 OCHOBaA Ha
HAJIMYMETO HA HIKOU CUMITOMH.

Mosxe cblio aa Bu ce npuioxar I0IbIHUTEIHN JEKAPCTBA Bb3 OCHOBA HAa HAJIMYKMETO HA HAKOU
CUMITOMH WM Ha Bamara anamnesa.

45



Axo Bu ce mpuiosku nmoseve otT HeoOxoaumara no3a Talvey

Toga nekapctBo 11e Bu ce npunara ot Bamus nekap nin menuuuHcka cectpa. B cinyyait ue Bu ce
TIPUIIOKHU TBBP/IE TOISIMO KOJIMYECTBO (IIpeno3upane), Bammuat nekap e Bu npersiena 3a Hexxenanu
peaKIuH.

AKO NponycHeTe Ha3HAYEH Yac 3a npuio:xkenue Ha Talvey

MHoro e BaXXHO Jja clia3BaTe BCUUKU Ha3HAYE€HU 4acoBe, 3a 1a € CUT'YPHO, ue JieueHnero Bu nelictaa.
AKO IpOIyCHETE Yac, Hacpo4eTe CH APYT 9ac BE3MOKHO HAH-CKOPO.

AKO UMaTe HIKaKBU JIOITBIHUTEIHH BBIIPOCH, CBBP3aHH ¢ yroTpedara Ha TOBa JIEKApCTBO, MOMHTAlTe
Bamms nexkap unu MeIMLIMHCKA CecTpa.

4. Bb3MOKHH HeKeJTaHU peakuuu

Kakro Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOKEC a IPCAU3BUKA HCIKCIIAHNU PCAKIINU, BBIIPCKHU Y€ HEC
BCCKM I' I[10JTy4aBa.

CepHo3HH HeKeJIAHU peaKInu

Tps6Ba na moyIrTe MEIUITMHCKA IIOMOIIT BETHATA, aKO MOYIUTE HIKOS OT CICIHUTE CEPUO3HU
HEeKeTIaHW PEaKIy, KOUTO MOXKE J1a ca TEXKH U Ja ObaatT daTarHu.

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

. CHHIPOM Ha HEBPOTOKCHYHOCT, CBbp3aHa ¢ UMyHHHUTE eekTopan kieTku (ICANS), cepro3Ha
MMYyHHA peaKIys, KOsITO MOXKE J1a 3aCerHE HEpBHATa cucTteMa. Hskou oT cuMITOMUTE ca:

ycemane 3a 00bpKaHoCT

yCeIane 3a HaMaJIeHa KOHIICHTPaITus

yCEIIaHe 3a 1e30pUCHTAIUS

CHHIIUBOCT

JIUTICA HA CHEPTHUs

3a0aBEHO U 3aTPYAHECHO MHCJICHE.

. CuHapoM Ha ocBOOOXAaBaHe Ha UTOKUHKU (CRS), ceprno3Ha UMyHHA peakiiys, KOSATO MOXKE J1a
MPUYUHU CUMITTOMH KaTo:

O O O O O O

o MOBHUIIIEHA TeMIIepaTypa
o HHUCKO KPBBHO HaJsiTaHe
o CTYACHU TPBIIKU
o HHUCKO HMBO Ha KHCJIOPOJ B KPbBTa
o riaaBobosue
o YCKOpEH IIyJIC
o MOBHUIIIEHO HUBO Ha YEPHOAPOOHHUTE €H3UMH B KPBBTa

o HHUCKH HUBA Ha HEYTPOQWIN (HEYTPOIEHU ), BU O€IM KPbBHHU KJIETKH, KOUTO [TIOMarar 3a
0op0Oa ¢ napekusTa

o HUCBHK OpOi TPOMOOLIUTH B KPBBTA (TPOMOOLIUTONICHUS ), KOUTO TIoMaraT Ha KpbBTa Aa ce
ChCUPBA.

Tp;[6Ba Ja KaXXCTC Ha Bamms JICKap BCJHara, ako 3a0€NEeKUTE HIKOS OT I/I36pOGHI/IT6 CCPUO3HU
HCXCIIaHU PCaKIUU ITO-Trope.

JIPVIH HeKeJaHU peaKmuu

Hpyrute HE)XETIaHU peakIny ca n3bpoeHu mo-noiny. Kaxkere Ha Barmms iekap niain MEIUIIMHCKA
CEeCTpa, aKo MOJIYUUTE HAKOS OT T€3U HEXKEIIaHU PEaKLUu.

MHoro yectu (Mo:ke 1a 3acerHat noseue ot 1 Ha 10 qymm):
o npo0JIeMu ¢ HOKTUTE
. 0oJka B MyCKYJIUTE B KOCTUTE (MYCKYJHOCKEIETHA 00JIKA)
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HUCBHK OpOii UepBEeHH KPBBHU KJIETKU (aHEMHUS)

ycelaHe 3a ymopa

CTYZCHHU TPBIIKH

3ary0a Ha Terio

HEeOoOMUalHO cyxa KOKa WJIHM JINTaBUIK KaTo ycTaTa U o9uTe (Kcepo3a)

HUCBHK Opoit mumMdonuty (TuM@oreHus ), BUI Oelnr KpbBHHU KIETKH

npo0JieM ¢ Bb3MOXKHOCTTA JIa CE ABMKUTE WITH IO KOHTPOJIMPATE IBHXKEHUSITA (MOTOpHA
IUCcyHKIHS)

3aMasHOCT

yYBpEeXKJaHe Ha HEPB, KOETO MOXKE Jia IPUYMHU MpaBy4KaHe, U3TphIIBaHe, 00JIKa WK 3ary0a Ha
yceliane 3a 0ojKa (CeH30pHa HEBPOIaTusl)

yBpekIaHe Wi 3a00Js1BaHe, 3acaramo Mo3b4yHaTa GyHKuus (eHuedanonarus)

Iuapust

rajieHe

3arneK

cTomarHa 0oika

NOBpBLIaHE

MH(EKIMS Ha HOCA, CHHYCHUTE WU I'bPJIOTO (MH(EKUNS Ha TOPHUTE AUXATEIHHU ITBTHLIA)
cbpOex (mpypuTyc)

HaMaJleH areTuT

Oonka

HHUCBHK Opoii Oenr KpbBHU KJIETKH (JIEBKOIICHUS] )

HHUCKH HUBA Ha KaJlUi B KPbBTa (XUIIOKAJIMEMUS)

HHUCKH HUBa Ha Qocdartu B KpbBTa (XunogochareMus)

HHUCKH HUBA HA MarHe3Wi B KPBbBTA (XUIIOMarHe3ueMusl)

HHCKO HMBO Ha HIMYHOTJIOOYJIMHY, BU AHTHUTENA B KPBBTA (XUIIOTaMarioOyInHeMus), KOeTO
MOYe J]a HalpaBy WHPEKIIMHUTE ITO-BEPOSITHH.

OTOK, IPUYHMHEH OT HAaTPyNBaHE HA TEYHOCT B OpraHu3Ma (e1em)

JpazHeHe Win 00JIKa Ha MSCTOTO Ha MHXKEKTHPAaHE

MIOBHUIIIEHO HUBO HA YEPHOIPOOHU €H3MMHU B KPBHBTA

COVID-19 undexnus

KPBBHUTE U3CIIEJBAHUS MOXKE J1a TIOKaXar, 4ye € HEOOXOMMO MO-TIPOIBIDKUTEITHO BpeMe 3a
CHhCHUPBAHETO Ha KPbBTa (IOHMKEHH CTOMHOCTH Ha (hubpuHoreH, nosumieHo INR u yapmkaBane
Ha PTT)

OaktepuanHa HHGEKIUSI

Oonka B ycTHaTa KyXHHa

rpOMYHA HHPEKIUS

MOBHUIIIEHA TeMIeparypa (TUPEeKCHsl)

ri1aBo0osHe

HEJOCTHT Ha BB3IIyX (IIUCITHEST)

KaIInmna

npo0JIeMu ¢ ycTaTa ¥ IbITaHETO KaTo MPOMSHA Ha YCELIaHEeTo 3a BKYC (JUcrey3us), CyxoTa B
ycTara, 3aTpyaHEHO I'biaTaHe (aucdarus) U Bb3MaJICHUE Ha JIMraBUIlaTa Ha ycTaTra (CTOMAaTHT)
o KOXKHU MPOOJIEMH, BKIIFOUMTEITHO KOXKEH 00pUB

Yectn (Moske 1a 3acernat 10 1 Ha 10 qymm)

Kocomnaz

KBbPBEHE, KOETO MOKE J1a ObJIC TEXKKO (KPHBOU3INB)

OemonpoOHa nHMEKIHs, (THEBMOHWS )

BUpPYCHA HH(EKLUSI

OTpaBsiHE Ha KPBBTa (CETICHUC)

HHUCBHK Opoii Ha BUA OeM KPbBHU KJIETKH (HEyTpo(Hin) ¢ MOBUIIEHA TeMIIepaTypa
3ayepBsBaHe, NOAyBaHe, U3TPBIIBAHE WM yCEIIaHe 3a MapeHe ¢ HallyKBaHEe Ha KOXKaTa Ha
JUIaHUTE Ha PBIETE W/UIIH CThIIAJIaTa Ha KpakaTa (CHHAPOM phKa-Kpak)
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HeuecTn (Moxe qa 3acernar xo 1 va 100 xymm):
o HEBB3MOKHOCT 32 KOOPAUHUPAHE HA MYCKYJIHUTE JTBUKECHHSA

Cho01maBaHe Ha HesKeJIAHHU PeaKIuu

AKO MONTyuHTe HIKaKBU HEXXEJIaHU JICKAPCTBEHU Peakliy, yBeaoMeTe Bammus nexap uiy MeaAuLuHCKa
cectpa. ToBa BKIIIOUBa BCHUKH BH3MOKHU HEOIMCAHH B Ta3H JIMCTOBKA HEXKEJIAHHU peakuuu. Moxere
CBIIIO J1a CHOOIIUTE HEXKENAaHHU PEeaKIMU JUPEKTHO Ype3 HAlMOHAJIHATA CHUCTEMa 3a ChOOIIIaBaHe,
mocoueHa B [Ipunoxxenue V. Karo cpobuiaBare Hexenanu peakiuy, MOKETe a JajieTe CBOS MPUHOC
3a MoJy4aBaHe Ha ImoBeue HH(pOopManusi OTHOCHO 0€30MacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak ce coxpansiBa Talvey

Talvey 1ie ce chbxpaHsBa B 00JHHIIATA WIIM B KJIMHUKaTa oT Barus nexap. [Topaau ToBa ciaenHaTa
uH(pOpMAIHS € MpeTHa3HAYCHA TTIABHO 32 MEANIIMHCKH CIICTIHATTUCTH.

Ja ce cpxpaHsiBa Ha MSCTO, HEJIOCTBITHO 32 JIeTa.

He u3non3Baiite TOBa JIEKapCTBO CIIEI CPOKa HAa TOJHOCT, OTOENA3aH BhPXY KaPTOHEHATa OIAKOBKA U
eTukeTa Ha (iakona cief ,,['onen n10:/EXP“. CpokbT Ha FOJHOCT OTrOBaps Ha MOCJICIHUS JICH OT
MOCOYCHHS Mecell.

Ha ce cexpanssa B xnmagmwiauK (2°C go 8°C). la He ce 3ampazsiBa.

CoxpaHsBaiiTe B OpUTHHAITHATA OTIAKOBKA, 32 JIa C€ MPEe/a3u OT CBETINHA.

[penu na nsnmon3Bate JEKapCTBOTO, IPOBEPETE PA3TBOPA 32 HANWYHE HA YACTHIIM WITH IIPOMSHA Ha
nBeta. Pa3TBopbT TpsiOBa na e Oe3nBeTeH 10 CBETIOKBIT. He n3monspaiite ToBa J1eKapcTBO, aKO TO €
MBTHO, C TPOMEHEH LBAT WIH ChIbPIKA BUAUMHU YACTHUIIH.

He PI3XBT)pJI$[I>'ITe JICKapCTBaTa B KaHa/IM3aluAaTa UJin B KOHTeﬁHepa 3a JOMAaIllHU OTIIaAbIIH.
[Tonwuratite Bamms ¢apmaneBT kak Ja H3XBHPIIATE JIEKAPCTBAaTa, KOUTO BeUue He u3noiseare. Te3un
MEpKH IIe CIIOMOTHAT 32 Olla3BaHe Ha OKOJHATA Cpefa.

6. Chabp:kaHue Ha ONIAKOBKATA M JONBJIHUTEIHA HHpOpManms

Kakgpo cbabp:xa Talvey

o AKTUBHOTO BEIIECTBO ¢ TalkBeTamad. Talvey ce npeanara ¢ iBe KOITUYECTBa HA aKTUBHOTO
BEILIECTBO:
o 2 mg/ml — exun ¢uakon ot 1,5 ml cbabpka 3 mg TankBeramad
o 40 mg/ml — enun daakoH ot 1 ml ceabpxa 40 mg TamkBeTamad

. Hpyrute cberaBku ca EJITA auHaTpreB eneTaT TUXUAPAT, JieeHa oneTHa kucennHa (E260),

nonucop6ar 20 (E432), HatpueB anerat TpUXUAPAT, 3aXapo3a, BOAA 32 NMHKEKIUH (BHKTE
»lalvey cpabpika HaTpUil™ B TOUKa 2).

Kak m3ranexna Talvey u KakBO CbIBpPKa ONIAKOBKATA
Talvey e HHXEKIIMOHEH Pa3TBOP (MHKEKIIWsI) U TPEICTABIIsABA OE31[BETHA JI0 CBETIIOKBIITA TEUHOCT.
Talvey ce moctaBsi B KapTOHEHA ONAKOBKA, ChIIbpKaIa | CThKICH (IIaKoH.

IIpuTexaTes Ha pa3pelIeHHETO 32 YNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus
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IIponsBoauTe
Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

3a JOIIBJIHUTCIIHA I/IH(i)OpMaHI/ISI OTHOCHO TOBa JICKApCTBO, MOJIA, CBBPIKETEC CC C JIOKAJTHUA

NPEICTaBUTEN Ha TIPUTEKATENSI Ha Pa3pelIeHHeTo 3a yrnorpeda:

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

Bbarapus
»oKOHCBH & JxoHchH bparapus” EOO/]]
Ten.: +359 2 489 94 00

jisafety@its.jnj.com

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

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

Deutschland

Janssen-Cilag GmbH

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

Eesti

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

ee@its.jnj.com

EALada

Janssen-Cilag ®oppokevtik) Movorpocmnn
A.EB.E.

TnA: +30 210 80 90 000

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

Lietuva

UAB "JOHNSON & JOHNSON"

Tel: +370 5 278 68 88
lt@its.jnj.com

Luxembourg/Luxemburg
Janssen-Cilag NV

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

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

Malta
AM MANGION LTD
Tel: +356 2397 6000

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

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

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

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



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 ehf.

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

Italia

Janssen-Cilag SpA

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

Kvzpog

Bapvapoc Xotinmavaynig Ato
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

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

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

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

Slovenija

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

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

Suomi/Finland
Janssen-Cilag Oy

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

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

I[aTa Ha IIOCJCIHO MpepasrjaeckaaHne Ha JIMCTOBKaTa

ToBa ekapcTBO € pa3pelieHo 3a yrnorpeda 1o T. Hap. cXema ,,pa3pemniaBane mnoj ycionue . ToBa
O3HayaBa, 4e 3a JICKapCTBOTO CE OYAKBAT JOMbIHUTESITHH JTaHHH.

EBpOHeﬁCKaTa arcHUu: 110 JICKapCTBaTa ¢ U3BbPIIBA IIPCIJIC Ha HOBATa I/IH(I)OpMa]_II/ISI 3a
JICKapCTBOTO IMOHE BEAHDLXK I'OJJUITHO U Ta3W JIMCTOBKA CHOTBETHO IIE C€ aKTyaJIn3upa.

Jpyru n3royHuny Ha mHGpopmanus

[TonpoOHa nHpoOpMaIKs 3a TOBA JIEKApCTBO € IpeocTaBeHa Ha yeOcaiita Ha EBporelickaTa areHIus
10 JiekapcTBaTa: https://www.ema.europa.eu

Ta3u nucroBka e HannyHa Ha Bcuuku e3uiim Ha EC/EUII Ha yeGcaiita Ha EBporneiickara areHIus mno
JIeKapCTBaTa.

<

Ilocouenara no-40J1y I/IH(bOpMaLII/ISI € IMpeAHa3Ha4YCHa CaMO 3a MCAUIIMHCKU CIICHUATIUCTU:
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drakoHnuTe Talvey CC OOCTaBAT KaToO I'OTOB 34 y1'IOTp66a HWHKCKIIMOHCH pa3TBOpP, KOKTO HE ce HYy»XJac
OT pa3peiKAaHC NpCau MPUII0KCHUC.

Onakonu Talvey ¢ pa3MyHHA KOHIIEHTPAIMK HE TPsAOBA a ce KOMOWHHpPAT 3a TIOCTHT'aHE Ha
TepaneBTUYHa 1034.

[Ipu npuroTBsiHeTO U MpHiaranero Ha Talvey TpsOBa Ja ce U3MoN3Ba aceNTHYHA TEXHHKA.
Ilpucomesune na Talvey
o Wznon3Baiite cnegnute pedepeHTHH TabauLy 3a mpuroTsine Ha Talvey
o Uznonzaiite Tabnuna 1, 3a ga onpenenure odmaTa 103a, HHKEKIUOHHUS 00eM 1
HeoOxoxumus Opoii y1akOHH B3 OCHOBA HA aKTYaJHOTO TEJIECHO TEIJIO Ha MAalMeHTa 32

no3a 0,01 mg/kg, karo ce m3non3pa ¢uakon Talvey 2 mg/ml.

Tabiuna 1: HukexknnonHu odemu npu usnoJspane Ha ¢paaxkon TALVEY 3 mg/1,5 ml (2 mg/ml) 3a
CTHNAJOBUAHO NoBHIIABaHe Ha 1o03a 1 (0,01 mg/kg)

Tenecno Teryo O6ma no3a? NHkeknnonen Bpoii piakonn
(kg) (mg) o0em (1 prakon =
(ml) 1,5 ml)

35 mo 39 0,38 0,19 1

40 no 45 0,42 0,21 1

46 o 55 0,5 0,25 1

56 10 65 0,6 0,3 1

66 10 75 0,7 0,35 1
Jo3a 0,01 mg/kg 76 no 85 0,8 0,4 1
86 10 95 0,9 0,45 1

96 o 105 1,0 0,5 1
106 o 115 1,1 0,55 1
116 go 125 1,2 0,6 1
126 go 135 1,3 0,65 1
136 no 145 1,4 0,7 1
146 no 155 1,5 0,75 1
156 no 160 1,6 0,8 1

2 Ob6uiara no3a (Mg) ce U3UKCIABA Bb3 OCHOBA HA 3aKPhITIeHHs 00eM Ha MHKeKiuaTa (ml)

o Wznonseatite Tabmuma 2, 3a 1a onpenennuTe ooIara 103a, HHXEKIIMOHHUS 00eM H

HeoOxomumust Opoii (py1akOHH B3 OCHOBA Ha aKTYaJIHOTO TEJIECHO TErJIO Ha MalMeHTa 3a
no3a 0,06 mg/kg, karo ce m3non3pa ¢uakon Talvey 2 mg/ml.
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Tabdauna 2: HHkeknMoHHU o0emMu npu u3noJspane Ha ¢guiakon TALVEY 3 mg/1,5 ml (2 mg/ml) 3a

CTHIAJIOBHAHO NOBHIIaBaHe Ha 103a 2 (0,06 mg/kg)

TesecHo Termao O0ma no3a* HNHxeKIHOHEH Bpoii paaxonu
(kg) (mg) odem (1 paakon =

(ml) 1,5 ml)
35 no 39 2,2 1,1 1
40 o 45 2,6 1,3 1
46 o 55 3 1,5 1
56 1o 65 3,6 1,8 2
66 no 75 4,2 2,1 2
Jo3a 0,06 mg/kg 76 no 85 4.8 2.4 2
86 10 95 5,4 2,7 2
96 1o 105 6 3 2
106 o 115 6,6 33 3
116 o 125 7,2 3,6 3
126 to135 7,8 3,9 3
136 to145 8,4 4,2 3
146 tol155 9 4,5 3
156 to160 9,6 4,8 4

#  O6mara 103a (Mg) ce M34MCIIABA Bb3 OCHOBA HA 3aKPbIVIEHHs 00eM Ha MHKeKiusaTa (ml)
o W3non3eaiite Tabmuna 3, 3a 1a onpenenure odIara 103a, HHKSKIIMOHHUSA 00eM U

HeoOxoauMus Opoii (pyIaKOHU BB3 OCHOBA HAa aKTYyaJTHOTO TEJIECHO TETJIO Ha IAalMeHTa 3a
no3a 0,4 mg/kg, karo ce nznonssa ¢uakon Talvey 40 mg/ml.

Tadnuua 3: NHxkexkuuoHHu odemu npu usnoj3Bane Ha paakodn TALVEY 40 mg/ml 3a crenanoBuano
noBumasane Ha 103a 3 (0,4 mg/kg) u 3a ¢pasara Ha nedyenue (0,4 mg/kg) 3a cexMuunara
cXeMa Ha MPUJIoKeHHe

TeJsecHo Terio O0ma no3za* HHxKeKIHOHEH Bpoii paaxonu
(kg) (mg) odem (1 paakon =

(ml) 1.0 ml)
35 o 39 14,8 0,37 1
40 o 45 16 0,4 1
46 o 55 20 0,5 1
56 1o 65 24 0,6 1
66 no 75 28 0,7 1
Ho3a 0,4 mg/kg 76 no 85 32 0,8 1
86 10 95 36 0,9 1
96 no 105 40 1 1
106 o 115 44 1,1 2
116 o 125 48 1,2 2
126 mo 135 52 1,3 2
136 o 145 56 1,4 2
146 no 155 60 1,5 2
156 mo 160 64 1,6 2

#  O6mara 103a (Mg) ce H34MCISABA Bb3 OCHOBA Ha 3aKPbIVICHHs 00eM Ha MHKeKiusaTa (ml)
o W3non3eaiite Tabmuna 4, 3a 1a onpenenure odIara 103a, HHKSKIIMOHHUSA 00eM U

HeoOxoxumus Opoii y1akoHH B3 OCHOBA HA aKTYaJHOTO TEJIECHO TEIJIO Ha MalMeHTa 3a
no3a 0,8 mg/kg, kato ce nznon3Ba ¢uakon Talvey 40 mg/ml.

Tabiuna 4: HWukexknnonHu odemu npu usnoJaspane Ha ¢paakon TALVEY 40 mg/ml 3a ¢a3ara na
gedenue (0,8 mg/kg) 3a nByceIMHUYHATa cXeMa Ha MPUJIOKEHHE

Ho3a 0,8 mg/kg

TesecHo Terao O0ma no3za* HHxeKIHOHEH Bpoii paaxonu
(kg) (mg) odem (1 paakon =
(ml) 1.0 ml)
35 o 39 29,6 0,74 1
40 o 45 34 0,85 1
46 o 55 40 1 1
56 o 65 48 1,2 2
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66 10 75 56 1,4 2
76 o 85 64 1,6 2
86 mo 95 72 1,8 2
96 o 105 80 2 2
106 no 115 88 2,2 3
116 o 125 96 2,4 3
126 o 135 104 2,6 3
136 o 145 112 2,8 3
146 o 155 120 3 3
156 no 160 128 3,2 4

a

Oo6mmara 1o3a (mg) ce U34UCIIsIBa Bb3 OCHOBA Ha 3aKPBITICHUS 00eM Ha HIDKeKIusTa (ml)

[posepete nanu Talvey MHKEKIIMOHEH pa3TBOp € OE3IBETEH /IO CBETIOXKBIT. He u3nomnssaiire,

aKO pa3TBOPHT € C MPOMEHEH I[BAT, MbTEH TN ChIbpiKa UYKIAN YACTUIIH.

WzBanere noaxomsamus ¢uakoH Talvey ot xmaaunauka (2°C no 8°C) u ro Temnepupainte 10

craitaa Temnepatypa (15°C no 30°C) B nponbkeHue Ha Hail-manko 15 munyTtu. He

3aromstiite Talvey (h1akoH M0 HUKAKBB IPYT HAYHH.

Crien KaTo ce TeMIepupa, BHUMATEIHO 3aBbpTeTe (hiiakoHa 3a okoio 10 cekyHau, 3a aa ce

cMecu. He pasknamaiire.

Uzternere HeoOXxonuMus MHKEeKIMOHeH 00eM Talvey oT prakoHa(uTe) B CIPUHITOBKA C

MOJIXOJIAII 00eM, KaTO M3I0JI3BaTe UIJIa 33 MPEXBBPJISHE.

o) WHXeKIMOHHUAT 00eM He TpsioBa na Haaxebpid 2,0 ml. Pazaenere mosute Han 2,0 ml mo
PaBHO B HAKOJIKO CIIPUHIIOBKH.

Talvey e chbBMECTHM C MH)KEKIIMOHHU UTJIH OT HEPBKIaeMa CTOMaHa M ChC CIIPHUHIIOBKU OT

TIOJTUTIPOTIHIICH U TTOJIMKapOOHAT.

3aMeHeTe uriarta 3a IPeXBbPIISIHE C HHYKEKIIMOHHA UTTIa C TTOIXOISII pa3Mep.

Tpunoowcenue na Talvey

Talvey TpsiOBa ia ce mpuiara 4pe3 MoAKOKHA HHKCKITHS.

Talvey TpsiOBa ja ce mpuiara OT MEIUIIMHCKH CIIEIHAIHICT C JOCTATHYHO METUIIMHCKO
o0opyIBaHe 1 EPCOHAI 3a OBJaAsIBaHE Ha TEKKU peakiuy, BKirounuTeaHo CRS.
Umxektupaiite Heooxoaumus ooem Talvey B monko)kHaTa ThKaH Ha Kopema (IIpenoYUTaHO
MSICTO Ha HHXXEKTHpaHe). AnrepHatuBHO, Talvey Moxe J1a ce MHKEKTHPa B TIOJIKOKHATA ThKaH
Ha Ipyru MecTa (Harp. 6eapoTo). AKO ca HeOOXOMMH HIKOJIKO HHkekiu Talvey, Te TpsioBa
Ja ObaaT HA HAali-MallKo 2 cm. Pa3CTOsSHUE.

He umxextupaiite B TAaTyHPOBKH WK O€Ie3U WM B yUaCThIH, KbAETO KOXKaTa € 3auepBeHa,
HacHHeHa, 00JIe3HEeHa, YIUThTHEHA WIIH C HapyIlleHa IsUI0CT.

HewnsnonsBanusT neKkapcTBeH NPOLYKT WM OTHAaIbYHUTE MaTEpUalld OT HEro TpsioBa z1a ce
U3XBBPIST B CHOTBETCTBHE C MECTHUTE U3UCKBAHMUSL.
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