HNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



vTosn JICKapPCTBEH IPOAYKT IOICKH Ha JOMBJIIHUTEIHO HaOoaeHue. ToBa 1i1e o3BoJH OBP30TO
YCTaHOBSIBaHE Ha HOBa MH(OpMAaIUs OTHOCHO Oe30macHOCTTa. OT METUITMHCKUTE CIICIIHATTUCTH C&
M3KCKBA J]a ChOOIIABAT BCSIKA MTOA03MpaHa HeKeJlaHa peaknys. 3a HaunHa Ha ChoOIaBaHe Ha
HEXXEJTaHW PEaKINK BIDKTE TOUKa 4.8.

1. HUME HA JIEKAPCTBEHUSA ITPOJAYKT

TALVEY 2 mg/ml utkeKuuoHeH pa3TBop
TALVEY 40 mg/ml uHkeKiroHeH pa3TBOp

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

TALVEY 2 mg/ml nHXeKIMOHEH pPa3TBOp
Enun ¢gnakon ot 1,5 ml ceappka 3 mg tankserama0 (talquetamab) (2 mg/ml).

TALVEY 40 mg/ml uHkeKIMOHEeH pa3TBop
Enun dnakon ot 1 ml ceabpxa 40 mg TankBeramad (talquetamab) (40 mg/ml).

TankBeramad ¢ XyMaHU3HPAHO UMYHOTTIOOYIHH g4-TipoinH, aanuH, ananuH (IgG4-PAA)
oucnenudprIHO aHTHUTSIIO, HacoueHo cpemty G IpOTEeHH-CBBbP3aHus peLentop ot cemeiictso C rpyma
5 unen D (GPRCS5D) u kiberep Ha audepennuanus 3 (CD3) peuentopute, Npou3BeIeHO B SHUHULH
Ha KATAaWCKH XaMcTep upe3 pekomOuaanTHa JJHK texnomorus.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXKTEC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
WHxeximoneH pa3TBop (MHKEKIIHA)

Pa3tBOpBT € Oe31BeTEH 10 CBETIOXKBAT, ¢ pH 5,2 n ocmonamuret 287-290 mOsm/kg.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3AHUS

TALVEY e noka3aH KaTo MOHOTEpANHUs 3a JICUEHUE Ha Bb3PACTHU MALIMEHTH C PELIMIUBHPAL] U
pedpakTepeH MyJITHILICH MUEJIOM, KOUTO Ca TONYYHIN Hali-MaJIKo 3 TIPEIXOAHH TepaIuH,
BKITFOYBAIIH HUMYHOMOYJTUPAIIO CPEJCTBO, MpoTea3oMeH HHXOuTop 1 antu-CD38 anTuTsNo, 1 ca
MOKA3aJIH MPOTPeCcHsl Ha 3a00IBAHETO TIO BpeMe Ha TOCIeIHaTa TepaItusl.

4.2 I[o,mpomca U HAYMH HA NMPUTOKEHUE

Jleuenneto ¢ TALVEY Tpsi0Ba 1a ce 3amouHe u HaOmoaBa OT JIeKap ¢ OMUT B JICYCHUETO Ha
MYJITUIUICH MUCJIOM.

TALVEY T1ps6Ba na ce nmpuiara OT MEJUIIMHCKH CIEIHAIUCT, ¢ TOAXOAAII0 00ydeH METUITTHCKU
MEPCOHAN U MOIXOAAI0 MEJUIIMHCKO 000PYABaHE 32 OBJIAsIBAHE HA TEKKU PEAKINH, BKIIFOUYUTEITHO
CHH/IPOM Ha 0cBOOOXKIaBaHe Ha MUTOKHUHH (cytokine release syndrome, CRS) i HeBpoiorndHa
TOKCUYHOCT, BKITFOUUTEIHO CHHAPOM Ha HEBPOTOKCUYHOCT, CBP3aHa C UMYHHHUTE €(EKTOPHH KIETKH
(immune effector cell-associated neurotoxicity syndrome, ICANS).



gO?»H[}OBKa

IIpenu Besika no3a TALVEY BBB hazaTa chC CTHIIANIOBUIHO MMOBUIIABAHE HA JI03aTa TPsAOBa 1a ce
MIpUJIaTaT JICKAPCTBEHH MPOAYKTH 3a IpeMeAUKaIHsl (BUXKTE MO-I0Ty).

TALVEY T1ps6Ba na ce mpuiara moaxokKHO 0 cxeMa Ha Mpujlaraine BeIHBX CEIMUIHO HITH BEIHBK
Ha BCEeKH 2 cenMuIy chriiacHo Tabmuma 1. [Ipu nanuenTy, KOUTO MOTy9YaBat TaIKBeTaMal 1mo
ceAMHYHaTa cxema Ha npuiarane Ha 0,4 mg/kg TenecHo Tero 1 ca MOCTUTHAIIM aJICKBATeH KIMHHYCH
OTTOBOP, MOTBBP/ICH IIPH MIOHE JIBE MTOCIEAOBATEIIHNA OLICHKH Ha 3a00JIIBAHETO, MOXKE J1a C€ OOMUCIIU
IIpeMHUHABaHEe KbM JIByCEIMUYHA cXeMa Ha npuiiarane Ha 0,8 mg/kg TenecHo Tero.

Ta6mna 1: Ilpenopbuntenna noza TALVEY

Cxema na ®asza Jen Jlosa TALVEY®
TpuJaraHe
Cxema Ha Hen 1 0,01 mg/kg
®a3a Ha CTBHIAJIOBUIHO 5
fpuarasme MOBUIIABAaHE HA JI03aTa Hen 3 0,06 mg/kg
BEAHDbIK Jen 5° 0,4 mg/kg
CeIMUYHO Tepanestuyna daza Crnen ToBa BEIHBXK CEIMUUHO" 0,4 mg/kg
Hen 1 0,01 mg/kg
6
Cxema Ha da3a Ha CTHIATIOBUIHO Hen 3 0,06 mg/kg
npujarate MOBUILIABAHE HA J103aTa Hen 5° 0,4 mg/kg
BEAHD HA Jen 7° 0,8 mg/kg
2 cexmMunm
Cien ToBa BeJHBXK Ha BCEKH
Tepanestuyna dasa s 0,8 mg/kg
2 ceaMuLu

BB3 ocHOBa Ha HCﬁCTBHTCHHOTO TEJIECHO TEIJIO0, KaTO CE IMpujara noJaK0XKHO.

Jlo3aTa MOke [1a ce MPUIIOKK MEXIy 2 U 4 THU CIIe] MPEAXOAHATA J103a, U MOXKE Ja Ce MPHUJIOKHU 10 7 JTHHU cJe] IPeaxoaHarTa 103a,
3a J1a OT3By4aT HE)KEITAHUTE PEAKIHH.

ToarbprkaiiTe MUHUMAJICH HHTEPBAM OT 6 IHU MEXAY CEIMUYHUTE 103U M MUHHMAJICH UHTEPBAJ OT 12 JHU MEXIY IBYCCAMUYHHUTE
(Ha BCEKH 2 CEIMUIIM) JI03H.

[TanuenTure TpsOBa 1a c€ MHCTPYKTUPAT Ja OCTaHAT B OJIM30CT J0 JiedeOHO 3aBe/IeHUE U Ja e
HaOmonaBaT 3a npusHaiy u cumntomu Ha CRS u ICANS B nponbmkenue Ha 48 yaca crien
MIPUJIOKEHUETO Ha BCUYKH 103U B paMKHTE Ha (pa3ara ChC CTHIIAJOBHIHO [TOBUINIABAHE HA 103aTa Ha
TALVEY (Bx. Touka 4.4).

IIpooviodcumennocm Ha aAeyeHue
[TammenTure Tpa6Ba aa ce nexyBat ¢ TALVEY no nmporpecus Ha 3a001BaHETO WIIH HEIPUEMITHBA
TOKCHUYHOCT.

IIpemenukaius

CrnerHUTE JIGKAPCTBEHH MPOAYKTH 3a IpeMeuKaIivs TpsiOBa fa ce mpuiaraT 1 1o 3 Jaca npeau Beska
Jto3a o BpeMe Ha (ha3aTa Ha CTHIIAJIOBHIHO MoBHIaBane Ha no3ata Ha TALVEY, 3a ga ce Hamanu
pucka ot CRS (Bx. Touka 4.4).

o Koprukocrepoun (nepopaiHo UM HHTPABEHO3HO AEKCaMEeTa30H 16 mg Uiu eKBUBAJICHT)

o AHTHXHCTaMHH (TIEPOPATHO WIM UHTPABEHO3HO IudeHxuapaMut 50 mg nin eKBUBaJICHT)

. AHTHIIUpETHLH (TIEPOPATHO WIIM MHTPaBEeHO3HO napaneramon 650 no 1 000 mg nnn
€KBHBAJICHT)

JlexapcTBeHHTE MPOTYKTH 32 MIPEeMEeIUKaIUs TPSOBa Jla ce MpIIarat npeau CaeIBalliuTe JO3H MPH
MAIUEHTUTE, KOUTO TTOBTAPSAT IO3UTE B PAMKHUTE Ha (ha3aTa Ha CTHIIAJIOBHIHO MOBHUIIABAHE HA J03aTa
Ha TALVEY nopanu oTiarane Ha mo3ata (Bx. Tabmuna 2), Wiy MpH NalMeHTH, KOUTO Ca TOIYYHIIN
CRS (Bx. Tabmuma 3).



Ipesenyus na ungexyus
IIpenu 3amouBane Ha gevuenne ¢ TALVEY tps6Ba na ce oOMuCH NpodHIakTHKA C OTJIE]T TPSBEHITUS
Ha MH(EKIUH CIIOpe]] YKa3aHUATa Ha ChOTBETHOTO JICUSOHO 3aBEICHNE.

Otnarane Ha g03a

Axko uakos noza TALVEY ce otioxwu, Tepanusta TpsOBa Jja ce IOJJHOBH Bh3 OCHOBA HA MPETIOPHKHUTE,
nocoueHu B Tabmuia 2, KaTo MPUIOKESHAETO BETHBK CEAMUYHO WM BEAHBK Ha BCEKH JIBE CEAMMUITU
ce Bb300HOBH CHOTBETHO (BHXKTE ,,Jl03upoBKa‘ mo-rope). JIekapcTBEeHH MPOAYKTH 32 MPEMETUKAIIHS
TpsiOBa J1a ce MPUIIOKAT Mpeau nogHoBsiBaHe npuwiokeHrnero Ha TALVEY u naumentute TpsabBa na
O0BJIaT CHOTBETHO MPOCICISIBaHU.

Tabauna 2: Ilpenopbku 3a noaHoBsiBane Ha TALVEY cien otiarane Ha 103a
Cxema Ha IMocaenna mpunoxena | Bpeme ot mociienHara IIpenopbka 3a TALVEY*
npujiaraHe a03a NMPUJI0KEHA 1032
0,01 mg/kg IToBeue ot 7 nHU IToxnosete ¢ 0,01 mg/kg
8 1o 28 mHNM ITosTopete 0,06 mg/kg
Cxema na 0,06 mg/kg IToseue ot 28 nHK Ioxuosere ¢ 0,01 mg/kg
npujiaraHe
Be/HBK COTMIHO 8 1o 35 mHM ITosTopere 0,4 mg/kg
0,4 mg/kg 36 mo 56 mHU [Momxuosere ¢ 0,06 mg/kg
IToede ot 56 nHU IToxnosete ¢ 0,01 mg/kg
0,01 mg/kg IToBeue ot 7 nHU IToxnosete ¢ 0,01 mg/kg
8 1o 28 mHM ITosTopete 0,06 mg/kg
0,06 mg/kg [oBeue ot 28 nHu [Moanosere ¢ 0,01 mg/kg
Cxema Ha
arame 8 1o 35 mHM ITosTopere 0,4 mg/kg
npuaaraiu 0,4 mg/kg 36 mo 56 gHU [Momuosere ¢ 0,06 mg/kg
BeHbK Ha
2 cenvumn IToede ot 56 nHU IToxnosete ¢ 0,01 mg/kg
14 no 35 nau ITosTopere 0,8 mg/kg
0,8 mg/kg 36 no 56 nHu [Moanosere ¢ 0,4 mg/kg
IToBeue oT 56 nHM Hoxuosere ¢ 0,01 mg/kg

*  Ilpunaraiite IeKapCTBEHU MPOAYKTH 32 MPEMeIUKaLHs IPEaU MoaAHoBsBaHe Ha eyeHnero ¢ TALVEY. Crnex noaHoBsiBaHe Ha
TALVEY Bb300HOBETE CHOTBETHO CEIMUYHOTO MM JIBYCEAMHYHOTO (Ha BCEKH 2 CEAMHIIN) IpHIarane. (Bx. Touka 4.2).

Kopexkiun o oTHoeHne Ha J1o3aTa IpH HEXEJaH! peakun

Otnarase Ha J103aTa MOXKE /1a CE HAJIOXKU 3a OBJIA/IABaHE HA NPOSBU Ha TOKCUYHOCT, CBBP3aHU C
TALVEY (Bx. Touka 4.4). Bixte Tabnuna 2 3a npenopbku 3a noanossisane Ha TALVEY cnen
OTJIaraHe Ha J103a.

Bwxkre Tabnuiu 3 u 4 3a npenopbunuTeIHUTE AeHCTBUS 3a oBiansBane Ha CRS u ICANS. BuxTe
Tabmuia 6 32 MPENOPHYUTETHUTE U3MECHEHUS Ha J103aTa IPU APYTU HEKEIAHU PEaKIINH.

Cunopom na oceobooicoasane na yumoxunu (CRS)

CRS Tps6Ba 1a ce ycTaHOBH Bb3 OCHOBA Ha KIIMHUYHATA KapTuHa (BX. Touka 4.4). [Ipyru npuyunau 3a
MIOBHUIIIEHA TEMIIEPATypa, XUIIOKCHS U XUIIOTOHHS TPsAOBa Ja ObJaT OLIEHEHHU U JIEKyBaHH. AKO UMa
cemuenune 3a CRS, TALVEY tpsi6Ba na ce oTiioxu 1o or3BydaBane Ha CRS u ga ce nexyBa B
CHOTBETCTBHE ¢ npenopbkute B Tadmuia 3. Tpsaoda ga ce npuinoxu nmoaabpikaiia trepamus 3a CRS,
KOSITO MOJKE /14 BKJIIOYBA MHTCH3UBHO JICUCHUE IPH TEXKBK MM xKuBoTo3acTpamasaiy CRS. Tpsosa na
ce 0OMHCITM H3BBPIIBAHETO HA Ta00PATOPHU M3CIIEIBAHMS 32 MPOCIIE/IBAHE 32 TUCEMUHUPaHa
uHTpaBackynapHa koarynamus (JJUK), mpocneasBane Ha XeMaTOJIOTHIHUTE MTOKA3ATEIH, KAKTO U
OenoapoOHara, chpaeyHaTa, ObOpedyHaTa u 4epHoIpoOHaTa QYHKLUS.



Ta6smna 3: Ilpenopbku 3a oBiaasiBane Ha CRS

Crenen Ha CRS? HeiictBust c TALVEY Tounnauzymao® Koprukocreponau®
Crenen 1 Otnoxere TALVEY no | Moxe na ce oOmucin He e mpunoxumo
or3By4aBaHe Ha CRS.
Temnepatypa > 38°C"
[Ipunosxete ekapcTBeH
HPOJYKT 3a
npeMequKaIus Ipean
CJIe/IBaIaTa 103a
TALVEY.
Crenen 2 Otnoxere TALVEY 1o [Ipunoxxere AKo HsMa TIOJ00peHHE B
or3BydaBane Ha CRS. Tormm3yMao® 8 mg/kg pamkuTe Ha 24 gaca oT
Temmeparypa > 38°C" ¢ MHTPABEHO3HO B 3aroYBaHe HA

€IHO OT CJICIHUTEC!:

o  XWIIOTOHUS,
MOBJIMSBAIIA CE OT
TEYHOCTHU U HE
Hajararia
M3I0JI3BaHe Ha
Ba30IPECOPH, WIIH

e HeoOxommMocT oT
HHMCKOIIOTOYHA
KHCJIOPOIHA Teparus
Yype3 Ha3aJlHa
KaHroJja" uim

TIpunoxere
JIEKapCTBEHU MPOITYyKTH
3a npeMeAuKalus npeau
cienBamiaTa 103a
TALVEY.

Ha6nronasaiite
MMaInyeHTa B
MPOABIHKEHUE Ha

48 gaca cieq
clieBamiaTa J103a
TALVEY.
MNucrpykrupaite
MAIIUCHTHUTE Ja OCTAHAT

npoabiKeHue Ha 1 yac
(1a HE ce mpeBHUIIaBaT
800 mg).

[pu HEOOXOMUMOCT
HnoBTapsiire
TOIMIN3YMa0 HAa BCEKH
8 gaca, ako He ce
MIOBITHSIBA OT
WHTPABECHO3HU TEYHOCTH
WM TIOBHIIIaBaHE Ha
JIOTTBJIHATEITHHSA
KHCJIOPOA.

TONMIN3yMao,
HPUIIOKETE
METWIIPETHU30JI0H

1 mg/kg uHTpaBEeHO3HO
JIBa IbTH JTHEBHO I
JekcamerasoH 10 mg
MHTPAaBEHO3HO Ha BCEKU
6 yaca.

TIponbixere
MIPIIOKEHUETO Ha
KOPTHKOCTEPOHUIA IO
JIOCTUTaHe Ha cTeneH 1
WJIH [I0-MaJIKa, CIIe]] TOBa

6E3KOHTAKTHO B OJIM30CT 10 JieueOHO OrpanuyeTe ce 10 HaMaJIsIBaiiTe
IoJIaBaHE Ha 3aBCJICHUEC 1O BPEME Ha MaKCHMAaJIHO 3 JO3H 3a IIOCTCIICHHO a03aTa B
KHUCTIOPOJL, HaOJIIOZEHUETO. 24-4yacoB nepuoJ; MPOIBJIKEHHUE HA 3 THU.
MaKCHMaJTHO 00110
4 nosn.
Crenen 3 IIpoaABIKUTENHOCT [Ipuoxxere AKo HsMa TIosTIo0peHue,
<48 gaca Tonmm3yMab 8 mg/kg MIPIITOKETE
Temmeparypa > 38°C" c: WHTPABEHO3HO B METHINPETHU30I0H

e XWIOTOHMS,
Hajaraima
M3I0JI3BaHe Ha e/IMH
Ba30Mpecop CbC WU
0e3 Ba30OIpPECHH, WIN

e HeobOxogumocT ot
BHCOKOIIOTOYHA
KUCJIOPOJIHA Teparus
4ype3 Ha3aIHa
KaHIoJIa", Macka 3a
JIAIlE, Macka 6e3
00paTHO BIUIIIBAHE
WM Macka Venturi

Kaxto mpu creren 2.

Penmams nim
MPOJBJLKUTEITHOCT

> 48 yaca

IIpeycTtanosere
TALVEY Ttpaiino.

MIPOIbJDKEHHE Ha | yac
(1a HE ce HaTXBBPIIT
800 mg).

IIpu Hyxna noBTapsiite
TOIMIIN3yMad Ha BCEKH
8 vaca, ako He ce
MOBIIUSIBA OT
WHTPAaBEHO3HU TEUHOCTH
WIN TIOBHIIIABAaHE Ha
JIOTIBITHATEITHHS
KHCJIOPOJ.

OrpanudeTe ce 10
MaKCHUMAaJTHO 3 J103U 3a
24-4acoB nepuoJ;
MaKCHMaJTHO 00110

4 nosm.

1 mg/kg mHTpaBEeHO3HO
JIBa TbTH JHEBHO HIIH
JeKCaMeTa30H

(namp.10 mg
MHTPAaBEHO3HO Ha BCEKU
6 yaca).

IIpoasmkere
MIPIIOKEHUETO Ha
KOPTHKOCTEPOUIUTE JIO
IOCTUTaHe Ha cTeneH 1
WJIN [I0-MaJIKa, CJIE] TOBa
HaMaJsIBalTe
MOCTENEHHO [103aTa B
MPOIBIIKEHHUE HA 3 THU.




Crenen 4

Temneparypa > 38°C" c:

XUnoroHus,
HaJaraia
M3MO0JI3BAaHE HA
MHOKECTBO
Bazompecopi (c
U3KIFOYCHUE Ha
Ba30ONPECHH), WIH

HEOOXOAUMOCT OT
KHCJIOPOJIHA Teparus
C TIOJIOXKHUTEITHO
HaysiraHe (Hamp.
HENpeKbCHATO
MIOJIO>KUTEITHO
HaJsTaHe B
JIIXaTeTHUTE ITBTHIIA
[CPAP],
JIBYCTEIICHHO
MIOJI0XKUTEITHO
HaJsiraHe B
JIIXaTeHUTE ITbTHIIA
[BiPAP], untybanus
1 MeXaHU4YHa
BCHTHJIALIHS])

IIpeycTtanosere
TALVEY Ttpaiino.

IIpunoxere
tonmm3ymad 8 mg/kg
HWHTPAaBEHO3HO B
NpobJDKEHHE Ha | yac
(1a HE ce HaIXBBPJIIIT
800 mg).

IIpu Hyxna noBrapsiTe
TOIMIM3yMab Ha BCEKH
8 gaca, ako He ce
TTOBITHSIBA OT
WHTPABECHO3HU TEYHOCTH
WK TIOBHUIIIABAaHE Ha
JIOTTBJIHUTCITHHS
KHCJIOPOJI.

Orpanuuere ce 10
MaKCHUMAaJIHO 3 JI03H 3a
24-9aCcoB MEPHOT;
MaKCHMAaJIHO OOII0

4 nosn.

Kaxro no-rope unu
HPUIOXKETE
METUIIPEAHU30JIOH

1 000 mg uHTpaBEeHO3HO
Ha JICH B IPOABIDKEHHE
Ha 3 JIHU 1O MpeLeHKa Ha
JeKaps.

AKo HsAMa TIO00peHHe
WJIH aKO ChCTOSTHHUETO CE
BJIOLIN, OOMHCIIETE 3a
ANTEepPHATHBHA
UMyHOCyInpecopu.®

Hesponoeuuna moxcuunocm, exmouumenno ICANS

Bw3 ocHosa Ha crenenyBane Ha CRS cermacno ASTCT (Lee et al 2019).

3a HOI[pO6HOCTI/I BIJKTE KpaTKaTa XapaKTEpUCTHKA Ha TOI_II/IJ'II/ByMa6.

Jlexysaiite HenoBiusBamys ce CRS cropen ykasaHnusTa Ha Je4eOHOTO 3aBEICHHE.

Jwiokama ce Ha CRS. HeBuHarn Moxke 1a ce HaO/Io1aBa MOBHILCHA TEMIIEPATypa €HOBPEMEHHO C XUIIOTOHHMS HJIM XUIIOKCHUS, Thil
KaTo TS MOXe 1a OB/l MAaCKMpaHa OT HHTEPBEHIMHU KaTO MPHIOKCHIE HA aHTUIMPETULH HIM aHTUIUTOKWHOBA Tepanys (Hamp.
TOLMITU3YMAa0 MITH KOPTHKOCTEPOUJIH).

Huckomorounara KHCJIOpOAHA TE€paIvs ¢ Ha3aJlHa KaHIoJIa € 56 l/min, a BUCOKOITOTOYHATA KHUCJIOPOJHA TEpAIys C Ha3aJlHa KaHIOJIa

e >6 1/min.

IIpu bpBY MpU3HAIK HA HEBPOJIOTHYHA TOKCHIHOCT, BKItounTeTHO ICANS, TALVEY TpsiOBa nma ce

3a oBiagsgBane Ha ICANS ca 0000menu B Ta0nuia 4.

Taémna 4: Ilpenopbku 3a osiaaasisane Ha ICANS

OTJIOKH U J1a c€ OOMHUCIIM HEBPOJIOTHYHA OLeHKa. TpsOBa fa ce M3KIIoYaT Ipyry NPUYUHH 32
HEBPOJIOTHYHH cuMITOMH. [Ipu Texx bk min xuBoTo3acTpamasail [CANS TpsoOBa aa ce ocurypu
MOThPIKaIla Teparus, KOSTO MOXKE Ja BKIIOYBA MHTCH3WBHU I'PIKU (BXK. Touka 4.4). IIpemoprkute

Crenen na ICANS®®

CounnprerBam CRS

be3 conbprerBam CRS

Crenen 1

ICE® ckop 7-9

WJIM IOTUCHATO HUBO HA
ch3HaHUE™: ChOyXKIa ce
CHOHTaHHO.

Tabmuua 3.

Ha JIeKapsi.

OsnagsBane Ha CRS cnopen

Hab6:mronaBaiiTe 3a HEBpPOJIIOTHYHA
CHMIITOMH ¥ OOMHCJIETE KOHCYITALHS
Y OIIEHKa OT HEBPOJIOT, 11O MpeIeHKa

Hab6nronasaiire 3a
HEBPOJIOTUYHU CHMIITOMH H
00OMUCIIETe KOHCYJITAIHS C
HEBPOJIOT ¥ OIICHKA IO TPEICHKA
Ha JIeKapsi.

Otnoxere TALVEY no or3sy4aBane Ha I[CANS.

INomucrnere 3a IpHIIOKEHUE HA IPOTUBOTBPUOBH JIEKapCcTBa 0e3 CeaTHBCH
eeKT (Hamp. JeBeTHpaLeTaM) 3a PO HIaKTHKA HA I'BPUOBE.




Crenen 2
ICE® ckop 3-6
WM IOTUCHATO HUBO HA

cb3HaHME': chOYK/a ce OT
rac.

[punoxere Torumuzymad criopes
Tabmnuua 3 3a oBnagaBane Ha CRS.

AKo HsIMa TIOI0OpCHHE CIIeH
3aro4BaHe Ha TOLMIIN3YMao,
npunaraiite nekcamerason” 10 mg
MHTPABEHO3HO Ha BCEKH 6 daca, aKko
MAIMEHTHT BeUe HE NpHeMa JIPYyTrH
KopTHKocTeponn. IIpoapmkere
TIPUIIOKCHNETO Ha JIEKCAaMETa30H 0
OT3BYy4YaBaHE [0 CTEIEH | uim mo-
HHCKa, CJIe]] TOBa HAMAJIETE
MNOCTENEHHO J03aTa.

IIpunaraiite nexcameraszon”

10 mg UHTPaBEHO3HO Ha BCEKH O
yaca. [Ipoasmxere
MPUI0KEHUETO Ha JeKCaMeTa30H
JI0 JOCTUTraHe A0 cTeneH | umu
MI0-HUCKa, Cle]] TOBa HaMaJleTe
MIOCTETICHHO 7103aTa.

Otnoxete TALVEY 1o or3By4aBane Ha ICANS.

ITomucnere 3a npuoXKeHUe Ha HeCeAUPAI IPOTUBOI'bPUOBH JIEKAPCTBA
(Hanp. neBeTHpaneTam) 3a NpouIIaKTHKa Ha TbpUoBe. [Ipu HyX 112
MOMUCJIETE 32 KOHCYJITAIHsI C HEBPOJIOT U APYTH CIEIHATIICTH 3a

JOIIBJIHUTCIIHA OLICHKA.

Ha6mronaBaiite marueHTa B MpoIbDKeHUE Ha 48 daca cie ciensaniaTa
no3a TALVEY. UncTpyKTHpaliTe MAIIUEHTUTE Ja OCTaHAT B OJIM30CT 10
Jiede0HO 3aBeJICHHE TI0 BpeMe Ha Ha0JII0ICHUETO.

Crenen 3

ICE® cxop 0-2

(Axko ICE ckopsr € 0, HO
MAlMEeHTHT € KOHTaKTeH (Harp.
OyzeH c riiodanHa adasus) u e
B CHCTOSIHME JIa C€ U3BBPIIN
OLICHKA)

WM IOTUCHATO HUBO HA
ch3HaHWE™: ChOYKIa ce caMo
OT TaKTUIICH CTHMY/I,

WINA TbPYOBE":

® BCEKH KIMHHYCH I'bpY,
(okaneH nim
reHepaliu3upaH, KOHUTOo
0T3ByuaBa 0630, WK

® HEKOHBYJICUBHH I'bPUOBE
Ha eJIeKTpOCHIIedarorpama
(EET), xouTo O0T3By4aBaT
IIPU MHTEPBEHIIHA,

WJIM TIOBHIICHO BHTPEUYEPEITHO
HajsraHe: GoKajIeH/TIoKaJeH
OTOK PH H3CIIE/IBAHE C
00pa3Ha JMarHOCTHKA'.

Ipwnoxere TOUIN3yMab criopes
Ta6muua 3 3a osmamsasane Ha CRS.

IIpunoxere nekcamerason” 10 mg
HMHTPaBEHO3HO ¢ IbpBaTa 7032
ToLMIM3yMal 1 MOBTapsiTe 103aTa Ha
Bceku 6 yaca. [Ipogbmxere
MIPUIIOKEHUETO Ha IEKCaMETa30H J0
OT3BYy4YaBaHE [0 CTEIEH | uim mo-
HHCKa, CIIe]] TOBa HAMAJIETE
MOCTENEHHO J103aTa.

IIpunaraiite nexcamerason™

10 mg WHTPaBEHO3HO HA BCEKH 6
yaca. [Iponbinkere
MPUIOKECHUETO HA JCKCAMETa30H
JI0 IOCTUTaHe J0 CTerneH 1 uiu
MO-HUCKA, CJIe] TOBA HaMajeTe
MMOCTENEHHO JI03aTa.

[MoMucnere 3a NPUIIOKEHNE HA HECEAUPAIIH IPOTHBOTbPUOBH JIEKAPCTBA
(mamp. leBeTHparneramM) 3a npoduiIakTHKa Ha rbpyoBe. [Ipu HyXk1a
MOMHCJIETE 32 KOHCYJITAIMS C HEBPOJIOT M APYTH CIIEIHATIUCTH 32

JOITBJIHUTCIIHA OIICHKA.

IIspBa nosga:

Otnoxete TALVEY 1o or3ByuaBane Ha ICANS.

HabmroaBaiiTe manueHTa B mpoIbJKEHUE Ha 48 yaca ciiel cieBaiaTta
no3a TALVEY. UHcTpyKTHpaliTe MAIIHEHTUTE Ja OCTaHAT B OJIIM30CT 10
Niede0HO 3aBeICHHE TI0 BpeMe Ha HaOJII0ICHUETO.

Peunnug:
IIpeycranoBetre TALVEY Tpaiino.




Crenen 4

ICE® ckop 0

(ITareHTHT € HEKOHTAKTEH U
HE MOXE J1a Ce U3BBPILIU
ouenka Ha ICE)

WM IOTUCHATO HUBO HA

Ch3HaHHE":

® [ALHWCHTHT € HEKOHTAKTCH
WM ca HEOOXOINMHU
CHEPTUYIHU WU
MHOTOKPATHU TAKTHIHH
CTHMYJIH, 32 J1a ce ChOyIH,
HAIU

® CTYIOp WU KOMa,

WU ThpYOBE':

® KHMBOTO3aCTpallaBalll
MPOIBIDKUTENICH I'bpY
(>5 muHyTH) TITH

® MHOTOKpAaTHHU KIMHUYHH
WJIN HEKOHBYJICUBHU
rbpyoBe 0e3 BphIIaHe KbM
U3XO/IHO HUBO MEXAY THX,

WK MOTOpHHU HaXOOKHU"

e 1wi0OKa poKasHa MOTOpHA

cnabocCT KaTo XxeMumnapesa
WK Tapanapesa,

WM TIOBHIICHO BHTPEUEPEITHO

HaJIATaHE/MO3BUYCH OTOK' C

MPU3HALN/CUMITOMH KaTo:

e nudy3eH MO3bYECH OTOK
IIpU M3CJIeBaHe ¢ oOpa3Ha
JIUATHOCTHKA HITH

e JeriepeOpanroHHa I
JIEKOPTHKAIMOHHA 11032
WA

e mape3aHa VI
4epPerHOMO3bYUCH HEPB WIIH

® OTOK Ha ManuiaTa uiu

e tpuana Ha Cushing.

[punoxere Torumuzymad criopes
Tabmnuua 3 3a oBnagaBane Ha CRS.

IIpunoxere nekcamerason” 10 mg
MHTPaBEHO3HO U MOBTapsAlTe 03aTa
Ha BcekH 6 yaca. IIpoxbikere
TIPUIIOKEHNETO Ha JIEKCAMETA30H JI0
OT3BYy4YaBaHE [0 CTEIEH | uim mo-
HHCKa, CJIe]] TOBa HAMAJIETE
TIOCTETICHHO 7I03aTa.

ATNTepHATUBHO, TOMHUCJIETE 32
MPUI0KEHUE HA METUIIPETHU30I0H
1 000 mg Ha neH UHTPABEHO3HO C
IbpBarTa J103a TOUWIN3yMad u
HIPOABIKETE METUINPEAHU30JIOH

1 000 mg Ha 1eH UHTPABEHO3HO 3a 2
WIK TIOBeYE JHH.

IIpunaraiite nexcameraszon”

10 mg UHTPaBEHO3HO HA BCEKU

6 yaca. IIponbmxere
MPUI0KEHUETO Ha JeKCaMeTa30H
JI0 OT3BYyYaBaHe JI0 CTemeH | win
MO-HHCKa, CJIe]] TOBA HAMaJleTe
MOCTENEHHO /03aTa.

AnTepHATUBHO, TOMHUCJIETE 32
TPWIOKEHUE Ha
Metwinpeaan3onon 1 000 mg Ha
JICH MHTPaBEHO3HO 3a 3 THH; aKo
ce moo0pu, clie ToBa
JIEKyBalTe KaKTO M0-rope.

IIpeycranosere TALVEY Tpaiino.

JOITBJIHUTCIIHA OIICHKA.

[MoMucnere 3a NPUIIOKESHNE HA HECEAMPAIIH IPOTHBOTBPUOBH JIEKAPCTBA
(mamp. eBeTHparneramM) 3a npodunakTuka Ha repuose. [lpn Hyxna
MOMHCJIETE 32 KOHCYJITAIMS C HEBPOJIOT M APYTH CICIHATIUCTH 32

B cnyqaﬁ Ha MMOBHUIICHO BbTPEUCPCITHO HaJIAraHe/MO3b4€H OTOK npu
JICUCHUCTO cneuBaﬁTe YKa3aHusATa Ha 11e4eOHOTO 3aBCIACHUC.

6 CrenenyBane Ha CRS cprimacao ASTCT 2019.

Jleuenuero ce onpenea ot HaR-TEXKKOTO C’LﬁHTHC, KOE€TO HE CC IBJDKHU HAa HAKAaKBa Apyra npu4unHa.

Axo MaqUEeHTHT pe€arupa U MOKE Ja C€ U3BBPIIU OLICHKA 3a CHHGCI)&J'IOH&TPIH, CBBp3aHa C UMyHHH eCI)eKTOpHI/I KIICTKH (Immune

Effector Cell-Associated Encephalopathy, ICE), orienere: opueHTanus (OprueHTHpaH 3a TOJJMHA, Mecell, 'paj, OOJHULA = 4 TOUKH);
HanMeHOBaHe (HAUMEHYBa 3 IpeJMeTa, Halp. OCOYeTe YAaCOBHHK, IMCAJIKA, KOIT4e = 3 TOYKH); cJieABaHe HA KOMAH/AHU (Hamp.
“MOKaXU MU 2 pbcTa” WM ‘3aTBOPH OUYUTE CH M MOKAXKH e3uKa CH = | Touka); mucaHe (CIIOCOOHOCT /1a HAMHUIIIE CTaHAAPTHO
uspeuyenue = 1 Touka) 1 BHUMaHue (6poene obpatHo ot 100 o neceruiy = | Touka). AKO MALMEHTHT HE pearupa U He MOXKe Ja ce
n3Bbpum onenka 3a ICE (crenen 4 ICANS) = 0 Touku.

He ce npmku Ha HsKakBa Jpyra nnpuiuHa.

HaBCXK"bI[e, KBAETO € NOCOYCHO NPHIOKEHUE HA NEKCAMETAa30H, C€ Kacaec 3a ICKCAMETa30H UJIM CKBUBAJICHT

Ta6iuna S: Ilpenopbku 3a 0BJIasiBaAHEe HA HEBPOJOTHYHA TOKCHYHOCT (¢ m3kao4enne Ha ICANS)

Hexenana peakuus

Texect?

JleiicTBust

Hesponoruuna
TOKCUYHOCT? (C

Cremnen 1 .

crabuuzupar.’

OTtnoxere TALVEY nokato cMuMOTOMHUTE Ha
HEBPOJIOTUYHATA TOKCUYHOCT OT3BYYAaT WM CE€




U3KJIIFOYCHHUEC HaA
ICANS)

CremneH 2 .

CremneH 3 (bpBa
T0sIBa)

Otnoxere TALVEY gokato cuMIToMuTe Ha
HEBPOJIOTUYHATA TOKCHYHOCT C€ TIOA0OPAT 110
creneH | umu no-aHucka.’

[Ipunoxkere noaxbpKalla TEPANUs.

CremneH 3 (peuuauB) | e
Crenen 4 o

Cropere TALVEY Tpaiino.
IIpunoxere nogabpkKala Tepanus, KOATo MOXKe J1a
BKJIIOYBA MHTEH3UBHU TPHKU.

a

B3 ocHoBa Ha OOmUTE TEPMUHOIOTHYHY KPUTEPHUH 33 HeXXelaHu chOuTHs Ha Harmonannus onkonormdeH HHCTUTYT (National

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

u

Bwxre Tabnuna 2 3a npenopbky OTHOCHO MOJHOBSIBAaHETO Ha npuiioxkeHneTo Ha TALVEY cnen otnarane Ha no3ata.

HpeHOp’B‘lI/ITeJ'IHI/ITe HU3MCHCHUA HaA 103aTa IIpU APYT'A HEKCIIaHU pCaKlIMu Ca JaACHU B Ta6n1/1ua 6.

Tadaunua 6: IpenopbYnTeTHH H3MEHEHHUsI HA /103aTA MPH APYTH HeKeJIaHU peaKIuu

Hexenana PeAKIUA

TexecT

WN3MeHeHHe HA 103aTa

Cepuno3nu uHPEKITIH
(Bxk. Touka 4.4)

Bcwnuku crenenn

e He nmpuaraiite cxemara Ha MpUJIarale cbe
CTBIIAJIOBUAHO NoBuInaBaHe Ha go3ata TALVEY
NIPY MAIMEHTH C aKTHBHA HH(EKINS.

e Ortnoxere TALVEY BbB ¢azara Ha
CTBITAJIOBU/IHO TTOBHIIABAHE HA J103aTa JI0
OT3ByYaBaHE Ha MH(EKIHATA.

Crernen 3-4

e Ortnoxere TALVEY no Bpeme Ha (pa3ara Ha
JIeUeHUE J0 MOA00psiBaHe HA HH(DEKIUATA 10
CTEIICH 2 WU MMO-HHUCKA.

[uronenun
(Bx. Touka 4.4)

AbcomroreH Opoit
HEeyTpOHIH MO

e Ormnoxere TALVEY, nokaro abconorHUAT Opoii
neyrpoduu crane 0.5 x 10%/1 unu no-Bucok.

0.5 x 10°1
DebpunHa e Omioxere TALVEY, nokato abcomtoTHUST Opoit
HCYTPOIICHHUS neyrpoduiu crane 1.0 x 10%/1 unm no-Bucox, u

MIOBHIIICHATA TEMIEPaTypa OT3BYYH.

XeMorinoOuH oz
8 g/dl

e Otnoxere TALVEY, 1oxato cTOMHOCTHTE HA
xemoriobuna nqocturHar § g/dl mim mo-BHCOKH.

Bpoii TpomOorTH
mox 25 000/ul

Bpoii TpomOorTH
Mexay 25 000/ul u
50 000/ul c kppBeHE

e Ortnoxere TALVEY, nokaro Oposr Ha
TpoMboruTuTe crane 25 000/ul nim mo-Bucok, u
JIMIICBAT JIAHHU 32 KbPBEHE.

OpasiHa TOKCUYHOCT,
BKJIFOUHMTEINHO 3ary0a Ha
TETJIOo

(Bx. Touka 4.4)

ToxcuuHoCT,
HETIOBJIUSBAILA CE OT
MOAIbPKAIIN TPUKHU

Ipexscuere TALVEY no crabuwimsupane uin
noJ00peHUE U OOMHUCIIETE BH3MOXKHOCTTA 32
MOJIHOBSIBaHE Ha JIEYEHUETO MO IIPOMEHEHa CXeMa,
KaKTO CJIeJ[Ba:

e Axko Hactosmara no3a e 0,4 mg/kg Bcsika
cenMmutia, mpomenete Ha 0,4 mg/kg Ha Bceku nBe
CeIMUITI

e Axo Hactosmara no3a e 0,8 mg/kg Ha Bceku iBe
cenmury, npomernete Ha 0,8 mg/kg Ha Bcekn
YETHPH CEAMHUITI

HEXEJIaH! Peakinu®
(Bk. TOuKka 4.8)

KoxxHu peakiu, Crernen 3-4 e Ormnoxere TALVEY, nokaro HexenaHara
BKJTFOUMTEJIHO HAPYIICHHS peakius ce mogoopu Ao creneH | nm 10
Ha HOKTHUTE M3XOJTHOTO HUBO.

(Bx. Touka 4.4)

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

peakuus ce nmoo0pH 10 cTeneH 1 uim 10
U3XOIHOTO HUBO.

?  Bwb3 ocHoBa Ha O0UIMTE TEPMUHOJIOIMYHU KPUTEPUH 33 HEXKellaHu chOuTHs Ha HarmoHamuus
onkonorndeH uHCTUTYT (NCI-CTCAE), Bepcus 4.03.




CrenyaiHy MomyIalin

Ileouampuuna nonynayus
Hswma crorBetna ynorpeba Ha TALVEY B nenuarpuyHara momysianus 3a Je4eHUe Ha MyJITUIUICH
MHEJIOM.

Cmapuecka 6v3pacm
He e Heob6xonnmo kopurupane Ha 1o3ata (BX. Touka 5.2).

bvbpeuno yspeocoane
He ce npenoppuBa kopurrupase Ha 103aTa IpH MAUEHTH C JIEKa UM YMEPEHa CTeNeH Ha ObOpevHo
yBpexkaaHe (BK. Touka 5.2).

Yeproopobno yspexcoane

He ce mpenopbuBa KopurupaHe Ha 103ata IIpyU MAIMEHTH C JIeKa CTENeH Ha YePHOAPOOHO yBpekKIaHe
(Bk. Touka 5.2). iMa orpaHnveHy JJaHHW WU JIUTICBAT JJAHHU TIPH MAIMEHTH ¢ YMEepeHa WIIN TeXKa
CTEIEH Ha YepPHOAPOOHO YBpEXKIaHe.

Hauwnn Ha npuioxeHue

TALVEY e 3a NOJKOXHO MPUIOKEHUE.

Heo6xonumust ooem TALVEY TpsiOBa na ce WHKEKTHpa B IMOJIKOKHATA ThKaH Ha KOpema
(mpenmounTaHo MACTO 3a MHXKeKTHpaHe). AnrepHatiuBHo, TALVEY Moke na ce nHXeKTupa B
HOIKO)KHATA ThKaH Ha Apyrd MecTa (Hamp. B 6e1poTo). AKO ca HeOOXOIMMH HAKOIKO HHYKEKIHH
TALVEY, te Tpg0Ba ia ce MOCTaBsT HA Pa3CTOSHUE HAli-MaJIKO 2 cm €/IHa OT ApyTa.

TALVEY He Tps0Ba fa ce MHXEKTHPA B YYaCThIIM C TATYMPOBKH WM O€Je3U WK TaKHUBa, KbJETO
KO’KaTa € 3a4€PBEHa, HACUHEHA, YyBCTBUTEJIHA, YIUTBTHEHA UJIM € C HapyLlIeHa ISUIOCT.

3a yKka3zaHus OTHOCHO paboTarta ¢ JIEKApCTBEHHS MPOAYKT MPEIH NMPUIOKEHNE BIDKTE TOUKA 6.6.
4.3 IIpoTuBONOKA3AHUA

CBpT)XT-IyBCTBI/ITe.HHOCT KbM aKTHBHOTO BCUICCTBO HJIM KBM HAKOC OT IIOMOIIHHUTC BCIICCTBA,
n30poeHu B Touka 6.1.

4.4 CrhnenuajaHu npeaynpesxxaeHust U NpeANna3sHl MepKH IPH ynorpeda

IIpocnenumoct

3a 1a ce moIo0pH MPOCIEAUMOCTTa Ha OHMOJIOTHYHHUTE JIEKAPCTBEHH MPOIYKTH, UMETO U MTAPTHIHUAIT
HOMEp Ha MPIJIOKEHUS MPOIYKT TPSIOBA SICHO J1a CE 3aIMCBarT.

CuHIpoM Ha 0cBOOOKAaBaHe Ha UTOKUHHU (CRS)

CRS, BKJIFOUHTEITHO KUBOTO3aCTpAIIaBaIl{ WK PEAKIIUH C JICTAJICH U3X0]I, MOXE J]a Bb3HUKHE MPH
nanuenTty, nonydaBam TALVEY (Bx. Touka 4.8). Knmuanunute npusHaim u cumnromu Ha CRS
MOJKE J1a BKJIFOUBAT, HO 0€3 J1a ce OrpaHrdaBat 0 MUPEKCHS, XUTIOTOHUS, CTYJACHU TPBHITKH, XUTIOKCHS,
rJ1aBO0ONHE, TAXUKAPAUS U MOBUIICHH TpaHCcaMuHa3M. [l0TeHIInaNHO )KUBOTO3acTpaliaBally
ycnoxxkaeHus: Ha CRS Moxe J1a BKITIOUBAT ChpJiedHa TUCHYHKIUS, OCTHP PECIUPATOPEH JUCTPEC
CUHJIPOM, HEBPOJIOT'MYHA TOKCHYHOCT, ObOpEYHA H/WITH YEPHOIPOOHA HEAOCTATHYHOCT U
JTUCEeMHHMpaHa WHTpaBackymnapHa koarymnanus (JJUK).

Jleaenuero ¢ TALVEY Tpsi0Ba na ce 3amoune ¢ (ha3a Ha CTHIIAIOBUIHO MIOBUIIIABAHE HA J103aTa, KaTo

MIpeIu BCsKa 103a oT Ta3u (a3a Ha mpunarane Ha TALVEY Tps6Ba na ce npuiiarar jgekapcTBEHH
NPOLYKTH 33 IpeMeIuKanus (KOPTUKOCTEPOU I, AaHTUXUCTAMUHY U aHTUIIHPETHUIIH) 32 HAMAJISIBaHEe
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Ha pucka ot CRS. Cren npuioKeHUeTo MaeHTHTE TPsOBa 1a ce HabrromaBaT choTBETHO. Ha
narnueHTy, kouto ca momyuaniu CRS cien mpenxomuara noza TALVEY, npenu cienpamara go3a
TpsOBa Jla ce MPUIIOKAT JICKAPCTBEHHU TPOYKTH 32 MpeMeTuKaIus (BxK. Touka 4.2).

VYyactHuute, KouTo ca noiayuuian CRS crenen 3 win mo-Bucoka npu IpeaxoiHa Tepanus 3a
npeHaco4BaHe Ha T-KiIeTKuTe, ca M3KIIUEHH OT KJIMHUYHUTE IpoyuBaHus. He Moxe na ce uskiouy,
ye npeuier Texxbk CRS npu T-kneTpuna Tepanus ¢ xumepeH antureHex peuentop (CAR) unun
JIPYTH aHTKUpammu T-KIETKUTE CPeICTBa MOXKe Jla TToBJIHsie Ha Oe3omacHocTtTa HA TALVEY.
[ToreHnma HNUTE MON3U OT JICUSHUETO TPSOBA A3 ObJAAT BHUMATEIHO MPETETIICHH CIPSMO PUCKA OT
HeBpoJsiornuHu cbOuTHs 1 TALVEY Tps0Ba na ce npuiiara ¢ MoBUIIEHO BHUMaHUE TP TaKUBa
MAIUEHTH.

[NanmenTure TpsIOBa Aa ce MOCHBETBAT J1a MOTHPCAT JIEKAPCKa IIOMOII, aKO CE MOSBAT MPU3HALY HIIH
cumnromu Ha CRS. IIpn mbpBu npusHak Ha CRS manuentute TpsOBa 1a ce OLEeHAT He3a0aBHO 3a
XOCIUTAIN3ALINS U TPSAOBA J1a CE 3aI0YHE JICUCHHE C TIOIBPIKAIIM [PUKH, TOLMIN3YMad u/HiTu
KOPTHUKOCTEPOUIM Bh3 OCHOBA Ha TeXeCcTTa. YTOTpebaTa Ha MUCIOUTHH PACTEKHH (HaKTOPH, 0COOECHO
rpa”yjionuT/Makpodar-koaoHnoctTumyaupain ¢paxtop (GM-CSF), Tpsa6Ba aa ce n30sraa no BpemMe Ha
CRS. Jleuenuero ¢ TALVEY Ttps6Ba na ce otioxu a0 or3By4daBane Ha CRS (Bx. Touka 4.2).

Hesponornuna TokcuaHocT, BKItounTesHo ICANS

Cepro3HU WM )KHBOTO3aCTpAIIaBaIly IPOSBH HA HEBPOJIOTMYHA TOKCHIHOCT, BKIItounTeTHO ICANS,
MO>Ke J1a Bb3HHMKHAT ciief teueHue ¢ TALVEY (Bxk. Touka 4.8).

ICANS, BKJIIOUMTEITHO PEAKITUH C JIETAJICH M3X0J, ca HacThIwiM ciex sedenue ¢ TALVEY. IlosBaTta
Ha ICANS moxe ma 6p1e eqaoBpemerro ¢ CRS, ciren or3ByuaBane Ha CRS miam mpu oTChCTBHE Ha
CRS. Knunnunure npusnanu u cumnromu Ha ICANS mMoske f1a BKITIIOUBAT, HO HE C€ OTpaHUYaBar 10
CBhCTOSTHUE Ha 00BPKAHOCT, TOHMKEHO HUBO HA Ch3HAHUE, JIE30PHUCHTAIIHS, COMHOJIEHTHOCT, JICTAPT S
u OpaandpeHws.

[TanuenTure TpsAOBa 1a ce HAOMIOIABAT 32 PU3HAIY HITH CUMIITOMH Ha HEBPOJIOTUYHA TOKCHYHOCT U
Jla ce JIeKyBaT He3a0aBHO. [lanmenTuTe TpssOBa Aa ce MOChBETBAT Jia MOTHPCAT JICKapcKa MOMOII] PH
MOsIBa HA TIPU3HAIM WJIM CUMITTOMH Ha HEBPOJIOTHYHA TOKcHuuHOCT, BKiIountenHo ICANS. Tlpu nmspBu
MIPU3HAK Ha HEBPOJIOTMYHA TOKCUYHOCT, BKitounTennHo ICANS, manmenTute TpssOBa He3a0aBHO Ja ce
OIICHSBAT U JIa C€ OCUTYPSIT MOANBPKAIIN TPUXKHU CTIOPET CTEIICHTa Ha TexkecT. IlarmenTure, KOUTo ca
nonyunu ICANS crerneH 2 uim mo-BUCOKa, TPSOBa Jla ce MHCTPYKTHPAT Jla OCTaHAT B OJU30CT J0
nedeOHO 3aBe/ieHre 1 1a ObJaT HAOII0JaBaHU 32 MPU3HAIM U CUMIITOMU B MPOIbIDKEHHE Ha 48 yaca
cien cnensamara go3a TALVEY.

IIpu nosiBa Ha ICANS u npyru nposiBu Ha HEBpoJIorHyHa TOKcH4YHOCT JieueHuetro ¢ TALVEY tps0Ba
Jla ce OTJIOKH WJIM NIPEYCTaHOBH B ChOTBETCTBHE ChC CTEIICHTA HA TEKECT, KaTo CE ClIeABaT
NPENOPBKUTE 32 OBJIA/ISBAHETO UM, KaKTO € Moka3aHo B Tabnuna 4 (Bxk. Touka 4.2).

Hsma nannm 3a ynorpedaTa Ha TajakBeTamad npu manueHTtH cbe 3acarane Ha LIHC ot muenom wim
JIpyTy KIMHIUYHO 3HauuMu narosorun Ha [ITHC B pe3ynTar Ha U3KIFOUBAHETO UM OT ITPOYUYBAHETO
nopaau noreHuuanuus puck or [CANS.

[Topanu moternnan 3a Bp3aKBane Ha [CANS manmenTute TpsaOBa 1a ObJaT HHCTPYKTUPAHU /1a
n30srBaT mogupaHe Wik padoTa ¢ MAILIMHU 110 BpeMe Ha (pazaTa ChC CTHIIAIOBHUIHO MTOBUILIABAHE HA
Jlo3aTa U B IpOAbIDKeHUe Ha 48 Jaca ciie/1 3aBbPIIBAHETO M, KAKTO U B CIIydail Ha HOBA MMOsIBa Ha
HEBPOJIOTHYHH CUMIITOMH, 10 OT3BY4aBaHETO UM (BXK. TouKa 4.7).

Osnaossane na Hegporo2UIHAMA MOKCUYHOC

[Ipu mepBY NpU3HAIY HA HEBPOJIOTHYHA TOKCHYHOCT, BKIrounTeHo ICANS, TpsOBa ga ce uma
IpeaBHI HEBPOJIOTHYHA OlLleHKa. TpsA0OBa fa ce N3KIIoYaT ApyTy NPHYUHU 32 HEBPOIOTUIHUTE
cumnromu. [Ipunoxennero Ha TALVEY T1psiOBa na ce oTiioxu 10 OT3By4YaBaHEe Ha HEexKelaHaTa
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peaknms (Bk. Tabmuria 4). [1pu Texka WiTu )KMBOTO3acTpallaBaiia HeBPOJIOTHIHA TOKCHIHOCT TPsiOBa
Jla ce OCUTYPSIT HHTCH3WBHU IPHKH U MOJIbPIKAINA TePaITusl.

OpanHa TOKCHUYHOCT

OpanHa TOKCHYHOCT, BKIFOYUTETTHO AUCTEY3Hs, CyX0Ta B ycTaTa, qucdarus U CTOMaTUT, CE TIOABSIBA
MHoro yecto cien aedenue ¢ TALVEY (Bx. Touka 4.8).

[TanuenTure TpsiOBa na ce HaOIrOaBaT 3a IPU3HALM U CUMIITOMU Ha OpajlHa TOKCUYHOCT.
[NanuenTure TpsiOBa Aa ObAAT MOCHBETBAHM J1a TIOTHPCAT MEIUIMHCKA TIOMOIL TIPH [OsIBa Ha
MPU3HALN WIA CUMIITOMH Ha OpajHa TOKCHYHOCT U J1a UM C€ OCUTYPST MOJIbP KA TPHKH.
IoanbpxamuTe TPHKK MOXKeE J1a BKIFOYBAT CPECTBA 32 CTUMYJIMPAaHE Ha CATMBALIMATA, CTEPOUIHH
CpeZCcTBa 3a MPOMHUBAHE HA ycTaTa WK KoHCcynTanus ¢ nuerosor. Jleuennero ¢ TALVEY TpsoBa na
ce MPEKbCHE WX Aa ce OOMHCIH MO-PAIKO Mpuiiarane (BX. Touka 4.2).

C TedeHne Ha BpeMETO MOXeE Jla HACTBIIN oce3aeMa 3ary0a Ha Teriio (Bx. Touka 4.8). [IpomsiHata B
TETJI0TO TPsIOBa Aa ce MpociesiBa PeAOBHO 110 BpeMe Ha Tepanusita. Knuanuno 3HaunMara 3aryba Ha
TerJo TpsiOBa 1a Obae AombIHNTENHO olleHeHa. Jleuenneto ¢ TALVEY TpsiOBa na ce npekbcHE HiTH
Jla ce OOMUCIIH MO-PSIIKO npuiarase (Bxk. Touka 4.2).

Cepuosau nHeKnmu

Cepro3Hu HHPEKIHH, BKIIOYUTEIHO KUBOTO3aCTpAILIaBaIlY HIIH JETAIHU HHPEKINH Ce ChoOIaBat
npu nauuenTty, nonydasaum TALVEY (Bx. Touka 4.8). [launentute TpsiOBa na Ob1aT HabIrogaBaH
3a NMPU3HALM U CUMIITOMH Ha HH(EKIUs npeau U 1o Bpeme Ha jiedenne ¢ TALVEY, u na ce nekyBat
10 MoAXo1s1 HaunH. [IpodumakTHaHN aHTUMHUKPOOHH CpezicTBa TPsAOBa /1a ce MpuIarar B
cboTBeTcTBHE ¢ MecTHUTE yKazaHus. TALVEY He Tps0Ba aa ce mpuiara npy NauueHTH C aKTUBHA
cepuosna napekuusi. TALVEY Tps0Ba na ce 0TI0kKH KakTo € yKa3aHo (BX. Touka 4.2). [Tanmenture
TpsiOBa Ja 0BT MHCTPYKTUPAHHU Ja MOTHPCAT JeKapcKa MOMOIIL, aKO C€ TMOABST MPHU3HALN WIIH
CHUMIITOMH, ITpEIoiaraliy Halmunue Ha nHpekuus.

XunoramarnoOyIuHeEMUs

XunoraMariaoOyIMHeMHs ce ChoOIaBa Mpy naunueHTy, nonydyasamy TALVEY (Bx. Touka 4.8).
HuBata Ha nmyHOTIIO0Y THHATE TPSOBA a ce TpocieasBar 1mo Bpeme Ha jiedenue ¢ TALVEY.
VHTpaBeHO3Ha WM NOJKOXHA Tepanus ¢ UMYHOIIOOYJIMHU € U3I10JI3BaHa 3a JICUCHUE Ha IallueHTUTe
¢ xunoramariaooynuHemus. [lanuenture TpsOBa Aa ce JeKyBaT B CbOTBETCTBHE C YKA3aHHUATA HA
7e4eOHOTO 3aBeICHNE, BKIFOUUTETHO PEANa3Hi MEPKH Cpelly HHOEKIHs, aHTUOMOTHYHA MU
AHTUBHUPYCHA MPO(MUITAKTHKA, U PUIIOKEHHNE Ha 3aMECTUTENIHA TePAsi C UMYHOTIIO0yTHHH.

ﬂ HTONCHUN

IIpu maruenTy, monydaBanu TALVEY, ca HabmonaBadu CBbpP3aHU C JICICHHETO HEYTPOTICHHS
creneH 3 wiu 4, peOpritHa HEyTPOTIeHUS U TpoMOonuToneHus. [lo-roysiMaTta 4acT OT IUTOTICHUNTE
BB3HHUKBAT Ipe3 mbpBUTE 8 10 10 ceamury. ITbaHA KpbBHA KapTHHA TPSAOBA Ja ce MPOCTesIBa B
HAYaIOTO M EPUOMYHO 110 BpeMe Ha JieueHHeTo. TpsiOBa J1a ce OCUTYPSAT MOTbPKAIIN TPHKH
CBITIACHO YKa3aHMsITa HA MECTHOTO JIe4eOHO 3aBeICHIE.

[TanuenTrTe C HEYTPOTICHUS TPOBA J1a Ce HAOJFO1aBaT 3a MPU3HAIM Ha nHpeknus. [Ipu
HeobxoaumocT JieuenueTo ¢ TALVEY TpsiOBa na Obje npeycTaHoBeHO (BK. Touka 4.2).

KoxHu peakuu

TALVEY moxe na npeau3BuKa KOXKHHU PEaKITiH, BKIIOYUTEIIHO OOPHB, €pUTEM, CHHAPOM Ha
MaJMapHO-TUIAHTapHA €PUTPOIU3ECTE3HS, KAKTO M HAPYIICHUS Ha HOKTUTE (BXK. Touka 4.8). KoxxHuTe
peaknuu, BKIFOYUTEITHO PA3BUTUETO Ha 0OpUBa, TPSOBA /1a ce HAOII0JaBaT 32 OCUTypsIBaHE Ha
WHTEPBEHIUS HAa PAHEH eTall U JIedeHne ¢ KopTukocrepouan. [lpu crenen 3 uinm mo-Bucoka, win
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BJIOTIIaBaHe HAa 0OpWBH cTetieH | min 2 TpsOBa Ia ce TprIaraT U mepopaiHu crepouan. [Ipu Koxxan
peaknuy, KOUTO HE ca CBhP3aHu ¢ OOPUBH, MOXKE Jla c€ OOMUCIIH ITPOMsIHA Ha fo3aTa (Bk. Tabmmma 5).
[Ipu xoxxHU peakunu u HapyuieHus: Ha Hoktute TALVEY tpsibBa na ce cipe B 3aBUCUMOCT OT
TEXKECTTa M Ja ce ceBaT yKa3aHHsATa Ha JIeYeOHOTO 3aBeJeHne (BXK. Touka 4.2).

Bakcunu

VIMyHHUAT OTTOBOP KBbM BaKCHHU MOKe 1a Ob11e HamalieH mpH npuioxkenne Ha TALVEY.
be3zonacHocTTa HA KMYHU3aMATa C KUBU BUPYCHU BAaKCHHU 110 BpEME Ha WM CJIE]I JIEYEHUE ¢
TALVEY ne e npoyuBana. BakcunupaHe ¢ >kMBH BUPYCHHU BaKCHHH HE CE NMPENOPHYBA B
MPOABIDKEHNE Ha Hal-MaJIKO 4 CEIMUIM NPENN HA4alI0TO Ha JIEYEHUETO, II0 BPEME Ha JICYEHUETO U
IIOHE 4 CeIMMILH CIIe]l HETO.

3a HeoyaKBaHa EKCIIO3HUIIMS 110 BpeMe Ha OPeMEHHOCT BIXKTE TOuKa 4.0.

Kenu ¢ gerepoyicH HOTeHIH/IaH/KOHTDaHeHHI/IH

[Ipenu 3amouBane Ha neuenne ¢ TALVEY npwu jxeHu ¢ neTepofeH NoTeHuran TpsoBa 1a ce mpoBepH
CTaTyca II0 OTHOIIEHUE Ha OpeMeHHOCT. JKeHuTe ¢ pernpoayKTHBEH IOTeHIMal TpsiOBa 1a U3I0/I3BaT
e(deKTHBHA KOHTpALENLKs 110 BpeMe Ha JICUCHUETO U B IPOIBbJDKEHUE Ha 3 Mecela cle] [ocae HaTa
no3a TALVEY (Bx. Touka 4.6).

TloMoIIIHH BeniecTsa

To3zu nekapcTBEH MPOAYKT ChABPXKa Mo Manko oT 1 mmol Hatpwuii (23 mg) Ha 103a, T.€. MOXKeE Ja ce
Kax<e, 4e MPaKTUYECKU HE ChIbpPKa HATPUH.

4.5 Bs3amMmopeiicTBHe ¢ IPYTH JeKAPCTBEHH NPOAYKTH M APYTrd (JOPMH Ha B3auMoJelicTBHe
He ca npoBexxaanu npoy4yBaHusl 32 B3aUMOJIEHCTBUSATA.

TankBeTamad npean3BUKBa 0CBOOOXK/1aBaHE Ha IMTOKWHM (BK. Touka 5.1), KOUTO MOrar Ja MOTHCHAT
aktuBHOCTTa Ha ITUTOXpoM P450 (CYP) ensumute, KaTo MOTEHIIMATHO TOBA BOAM /IO TIOBHINICHA
excnio3uius Ha cyoctpature Ha CYP. Haii-BucOK pHCK OT JiekapcTBEHO B3aMO/ICHCTBUE ce OYaKBa Ja
BB3HHKHE OT Ha4aJloTO Ha (ha3aTa Ha CTHIAIIOBUIHO IMOBUIIIABAHE HA JI03aTa HAa TalkBeTaMab /10 9 mHU
clie]l IbpBaTa TeparneBTUYHA 7033, KakTo u 1Mo Bpeme Ha u ciiex CRS (Bxk. Touka 4.4). HaGmonasarite
32 TOKCUYHOCT MJIM KOHIICHTPAIIMHUTE Ha JISKapCTBEHU MpoaykTH, cyoctparu Ha CYP (wanp. CYP2C9,
CYP2C19, CYP3A4/5, CYP2D6), npu KONTO MUHAMATHH ITPOMEHH B KOHIIEHTPAIMATA MOTAT J1a
JIOBENIaT 10 CEPHO3HU HeXKeIaH! peakiun. J[o3aTa Ha ChITBTCTBAIINTE JIEKAPCTBA, KOUTO ca cyOcTpaTu
Ha CYP (mamp. CYP2C9, CYP2C19, CYP3A4/5, CYP2D6), TpsibBa i1a ce kopurupa npu
HEOOXOIUMOCT.

4.6 @epTHIUTET, OPEMEHHOCT U KbpPMeHe

JKeHu ¢ 1eTepoieH HOTEHINAN/KOHTPALIEHIIHS [IPU YKEHU

IIpenu 3amouBane Ha neuerne ¢ TALVEY npwu xeHu ¢ meTepo/ieH OTSHIHAN TPIO0Ba 1a ce MPOBEPH
cTaTyca 10 OTHOIIIEHUE Ha OPEMEHHOCT.

JKenu ¢ netepoieH noTeHIMaI TPSAOBA a M3M0I3BAT €PEKTUBHA KOHTPALICIIIHS 10 BpeMe Ha
JICYCHUETO U B MPOJBJDKEHUE Ha 3 Mecela cien nocienHata no3a TALVEY.

BpemenHoct

JlurcBaT nnM UMa orpaHUYeHH AaHHU OT ynoTpebata Ha TALVEY npu OpeMeHHM KeHU WIH JaHHU
NpY JKUBOTHHU 3a OLIEHKA Ha pucka, cBbp3ad ¢ TALVEY, npu 6pemennoct. M3BecTHo e, ue IgG
IpeMUHABaT IIpe3 IUIAleHTaTa P X0pa CJIe/ ITbPBUS TpUMeCThp Ha OpemenHocTTa. [Topaau ToBa
TaskBeTaMal MMa TIOTeHLMAN J1a ce IpeaBa OT MaiikaTa Ha pa3BuBaus ce geryc. Edexrure Ha
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TALVEY Bwpxy pazBuBamtus ce ¢peryc ca HemsBecTHH. TALVEY He ce npenophuBa npu OpeMeHHH
JKEHH WJIH TIPH JKEHH C JeTepOeH MOTSHIINAN, KOUTO HE U3ITOJI3BAT KOHTPAIISTIIIHSL.

Axo TALVEY ce npunara no Bpeme Ha OpeMEHHOCT, MOKE J]a € OYaKBa HamMaJieH HIMyHEH OTTOBOP

KBbM BaKCHHUTE MPH HOBOpoieHuTe. ClenoBaTeTHO BAKCHHAIIMUTE Ha HOBOPOACHUTE C KUBHU
BakcuHH, KaTo HanpuMmep bIDK Bakcura, TpsOBa ma ce oTI0Xat 10 4 CeIMHUIIH.

Kspmene
He e uzBecTHO nanu tankBeramal ce eKCKpeTupa B Kbpmara Thil kato noteHunansT Ha TALVEY 3a

CEPUO3HU HEeXKEIAHU PeaKIuy MPU KbpMadeTa He € U3BECTEH, MAIMEHTKUTE HE TPSOBa J1a KbPMSAT IO
BpeMe Ha siedeHueTo ¢ TALVEY u B mpoabibkeHNe Ha MTOHE 3 Mecela ciie] MocIeIHaTa 103a.

DepTUnuTer

JluricBaT naHHU 3a ehekrta Ha TalkBeTaMald BbpXy peprmwinureTa. B mpoyuBaHus pu )KMBOTHU HE ca
OIICHSIBaHU €()EKTUTE HA TAIKBETaMald BbPXY PEPTHIIUTETA TPH MBKKUTE U )KEHCKUTE )KUBOTHH.

4.7 EdexTH BbpPXYy CIOCOOHOCTTA 32 modupaHe U padoTa ¢ MAIIMHH

TALVEY nonusiBa B 3HAUUTEIIHA CTEIEH CIIOCOOHOCTTA 3a moQupaHe u padboTa ¢ MalluHU.

[Topanu norennnana 3a ICANS nauuentute, nomyuyasam TALVEY, ca nznoxenu Ha puck oT
NOTUCHATO HUBO Ha Ch3HaHME (BX. Touka 4.4). [lanuenture TpsOBa A2 ObAAT MHCTPYKTUPAHU /1
n30srBaT modupaHe u padoTa ¢ MallIWHK 110 BpeMe Ha U B IIPoAbDKeHNe Ha 48 yaca cliet
3aBBpINBaHETO Ha (DazaTa Ha CTHITAJOBUIHO MOBUIIABAaHE HA J103aTa (BXK. ToUKa 4.2), KAKTO U B CIIy4dai
Ha HOBA MOABA HA HEBPOJIOTHYHH CUMIITOMH, 1O OT3ByYaBaHE Ha CUMIITOMUTE.

4.8 Hexenanu JeKkapcTBeHH peakKINu

O0600611eHMEe Ha npodwia Ha OE30IIaCHOCT

Haii-uecture nexxenanu peaxiun ca CRS (77%), mucreysus (72%), xunoramarnooynuHemus (67%),
HapyleHne Ha HOKTuTe (56%), MycKymnHo-ckeneTHu 0onku (48%), anemus (47%), ymopa (43%),
HamaneHo terio (40%), 06pus (39%), koxxHo 3a0osiBane (37%), cyxoTa B ycrarta (36%),
Heytporenus (35%), mupekcus (33%), kceposa (32%), Tpomboruronienns (30%), nadeknus Ha
ropHUTe auxatesrHu mbruia (29%), numdonenus (27%), mucharus (24%), auapust (25%), crpbex
(23%), kanumna (23%), 6onka (22%), HamaneH anetut (22%) u riaaBodomue (20%).

Cepuo3HHTE HEXENAaHU PeakLH, CboOIIeHH pu nauueHTute, BkiarouBaT CRS (13%), nupexcus (5%),
ICANS (3,8%), cemnicuc (3,8%), COVID-19 (3,2%), 6akrepuanna nndexnus (2,4%), THEBMOHUS
(2,4%), BupycHa undexuus (2,4%), Heyrponenus (2,1%) u 6onka (2,1%).

Haii-yecture HexxenaHn peakuuy, BOACIIN 10 NIpeycTaHOBsABaHe Ha JedeHnero, ca ICANS (1,1%) u
HamasueHo terio (0,9%).

CruchK Ha HEXKEIIAHUTE PCAKIIK B TaOJIMYEH BHU

bezomacHocrra Ha TALVEY e onenena npu 339 Bp3pacTHH MAMEHTH C PEIMIUBAPAIT WITH
pedpakTepeH MyATHILIEH MUEIOM, BKIIOUUTETHO alueHTH, JekyBanu ¢ TALVEY npu
NpenopbyYUTENHATA CXEMa Ha MpUJiaraHe cbe Win 0e3 IpeaniecTBalla Tepamnus ¢ npeHacousane Ha T-
kietkute B MonumenTAL-1. MenuanaTta Ha MpOABIDKATEITHOCTTA Ha iedeHueTo € 7,4 (aumamnazon: 0,0
1o 32,9) mecera.

B Ta6numa 7 ca 006001eHN HeXENaHUTE PEaKINK, ChOOIIEHH NP MAIUEHTH, KOUTO TOJTy4YaBaT

TALVEY. [Jlaunure 3a 6e3omnacHoctra Ha TALVEY ca olieHeHM U B MOMyJ/IaluaTa Ha BCUYKA
nexyBanu (N=501), kaTo He ca yCTaHOBEHHU JOIBIIHUTESIHU HEKEIAHN PEaKIINH.
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Hesxxenanute peakunu, HaOMI0IaBaHK IO BpeMe Ha KIIMHWUYHH NIPOYYBaHUS, ca H30POSHH TO-JI0ITy TIO
KaTeropus mo yecrora. Kateropunre 1mo yectora ca onpeesicH! KakTo cieiBa: MHOTo uectr (>1/10),
yectr (>1/100 no <1/10), meuectu (>1/1000 no <1/100), peaku (>1/10 000 mo <1/1 000), MHOTO
penku (<1/10 000), ¢ Hew3BecTHA YecTOTa (OT HAIMYHKUTE JaHHU HE MOJXKE J1a ObJic HalpaBeHa
olleHKa). B paMKuTe Ha Besika KaTeropHs MO YeCTOTa HEXKENaHUTE PEaKIUH ca MPEJICTABEHH B

HU3XOJ1I pEa MO OTHOLMICHUE HAa CCPUO3HOCTTA.

Tabiuna 7: Hexxenanu peaknuy NpU NaNWeHTH ¢ MYJITHILICH MHeJIOM, JeKyBaHu ¢ TALVEY B

MonumenTAL-1 (N=339)

Kateropus no Besika Crenen 3
CucreMo-opraHeH KJjac 4ecToTa cTerneH uiu 4 (%)
Hexenana peaxiiust (%)
Nndpexnun n undecranumn
BaxTtepnansa nHGEKIHs MHoro uectu 40 (12%) 11 (3,2%)
MukoTruHa HHpEKIHs MHoro uectu 39 (12%) 1 (0,3%)
COVID-19™ MHoro 4ecTu 63 (19%) 10 (2,9%)
Mudexuys Ha TOpHUTE JUXATeIHH T MHoro uectu 98 (29%) 7 (2,1%)
Cencuc™ Yectn 15 (4,4%) 14 (4,.1%)
ITHeBMOHUS Yectn 23 (7%) 11 (3,2%)
HapyueHusi Ha KPbBTa H JJUM(HATA cCHCTeMA
Heytponenus” MHoro uectu 120 (35%) 104 (31%)
Anemus” MHoro gecTn 158 (47%) 99 (29%)
TpomOonmTOTICHHS MHoro uectu 101 (30%) 71 (21%)
Jlnmbonenust MHoro uectu 91 (27%) 83 (25%)
JleBkomeHus MHoro uectu 62 (18%) 38 (11%)
DeOpriTHa HEYTPOTICHHS Yectu 7(2,1%) 7 (2,1%)
HapyuieHusi HA MMYHHATa CHCTEMA
CuHIIpOM Ha 0CBOOOYKIaBaHe HA ITMTOKUHHI MHoro uectu 260 (77%) 5 (1,5%)
Xunoramarao0yJIHHEMHS MHoro uectu 227 (67%) 0
HapyieHusi Ha MeTa00JIM3Ma M XPAHEHETO
Hawmaien anetur MHoro uectu 76 (22%) 4 (1,2%)
XHUMOKATHEMHS MHoro uectu 55 (16%) 12 (3,5%)
Xunodocharemus” MHoro uectu 49 (15%) 21 (6%)
XHUIMmoMarHe3ueMust MHoro uectu 35 (11%) 0
HapyuieHusi Ha HepBHATA CHCTEMA
CHHIPOM Ha HEBPOTOKCHYHOCT, CBBP3aHa C
UMYHHHTE e(EKTOPHH KIIETKH MHoro uectu 26 (10%) 6 (2,3%)
Enuedanonarus’ MHoro yecTu 36 (11%) 0
I'naBo6onue” MHoro uectu 69 (20%) 2 (0,6%)
MortopHa guchyHkuus® MHoro uectu 38 (11%) 2 (0,6%)
3amasgHoCcT MHoro uectu 42 (12%) 8 (2,4%)
CeH30pHa HEBPOIIATHUS MsHoro yecTn 34 (10%) 0
Arakcus Heuectu 1 (0,3%) 0
PecnimpaTtopun, rpbIHH H MeTHACTHHATHH
HAPYUIEeHUS
Kanumnna® MsHoro yecTr 78 (23%) 0
Jucraes® MsHoro yecTr 39 (12%) 5 (1,5%)
CToManrHO-4YpeBHH HAPYIICHHUS
Hucreysus®’ MHoro decTu 245 (72%) 0
Cyxora B ycraral MHoro yecTn 122 (36%) 0
Hucdarus MHoro yectu 82 (24%) 3 (0,9%)
Hunapus MHoro yectu 84 (25%) 4 (1,2%)
Cromarur® MHoro yectu 67 (20%) 4 (1,2%)
Tlagene MHoro yectu 64 (19%) 0
3arek MHoro yectu 61 (18%) 0
Opanna 6omnka* MHoro yectu 42 (12%) 0
Kopemna 6onka” MHoro yectu 35 (10%) 1 (0,3%)
[ToBpbiane MHoro yectu 34 (10%) 2 (0,6%)
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HapymieHusi Ha KOKATA M MOJKOKHATA ThKaH
O6pus” MHoro decTu 132 (39%) 12 (3,5%)
Hapyuienue Ha Koxara' MHoro yecTn 124 (37%) 0
Kceposa® MHoro decTu 109 (32%) 0
Copbex MHoro yectu 79 (23%) 1 (0,3%)
Hapymienue Ha HOKTHTE MHoro yecTn 191 (56%) 0
CHHIPOM Ha MaMapHO-TUIAHTAPHA
EpUTPOAU3ECTE3US Yectn 31 (9 0
Anonerus Yectn 30 (9%) 0

HapyuieHust HA MyCKYJIHO-CKEJI€THATA CHCTEMA U

CheIHHHUTEIHATA ThKaH
MycKy/IHO-CKeIeTHa 6onKa” MHoro decTu 164 (48%) 12 (3,5%)

OO0mu HapyueHus ¥ e)eKTH HA MSICTOTO Ha

MPUJIOKEHHE
Vmopa® MHoro decTu 147 (43%) 12 (3,5%)
Hamaneno Tersio MHoro uectu 134 (40%) 11 (3,2%)
Iupekcus” MHoro yecTu 113 (33%) 6 (1,8%)
Bonka" MHoro yectu 76 (22%) 7 (2,1%)
Oroxk!? MsHoro yecTr 59 (17%) 0
Peakiys Ha MACTOTO HA MHYKEKTHpaHe'! MHoro yectu 45 (13%) 0
CryaeHu TpbIKU MHoro yectu 39 (12%) 1 (0,3%)
Hawmainenu cToiiHOCTH Ha GuOpHHOTEH MHoro yectu 52 (15%) 12 (3,5%)
Yabmkeno aPTT MHoro yectu 49 (15%) 0
IloBuIeHKe Ha TpaHcaMuHasuTe ' MHoro yectu 48 (14%) 12 (3,5%)
IToBumeno INR MHoro yectu 47 (14%) 1 (0,3%)
[ToBuiuena rama raytaMuiItTpancdepasa MHoro uectu 36 (11%) 16 (4,7%)

HesxenanuTe peakuuu ca Koaupanu npy usnoiasane Ha MedDRA Bepcus 24.0.
i B CTCAE v4.03 makciMaHaTa CTEMeH Ha TOKCHYHOCT 3a TUCTey3Hs € 2, MaKCHMalHaTa CTeNeH Ha TOKCHYHOCT 3a CyXOTa B yCTaTa

e3.
*  I'pymupa TepMHH
Bruttouen/u netaneH(Hu) nzxon(u)

— H

KPBBOH3J'II/IBBT BKJIFOYBA KPBBOU3JIMB B KOHIOHKTUBUTE, CMUCTAKCUC, XEMATOM, XEMATypHsl, KPbBOU3JIUB B JOJHUTE OTACIU HA
CTOMANITHO-YPEBHUSA TPAKT, nepnopGMTaneH KPBBOUBJIUB, IETEXNUH, PEKTAJICH KPBbBOU3JIUB, cy6):[ypaneH XEMaTOM M BarnHaJICH
KPBBOU3IIUB.

Xwumnoramariao0yIHHEMHs BKIIIOYBA XAIIOraMarioOyIHHEMUs W/WIN HalUeHTH ¢ 1abopatopuu HuBa Ha IgG mox 500 mg/dl cien
JIeYCHHE C TaNKBEeTaMao.

Ennedanonarusara BKIIOUBA aXXHUTALMs, aMHe3us, adasust, OpaxudpeHns, CbCTOsHIE Ha 00bPKAHOCT, IEIHP, A€30PUCHTALHA,
eHIle(aIonaTHsl, XaTIOUHHALMS, JICTApTHsl, Pa3CTPONHCTBO Ha NaMeTTa, 6E3MOKONHCTBO, HAPYIICHHUE HA ChHS U CHHIIMBOCT.
MortopHata Auc(yHKIHs BKIIF0OYBa Aucrpadus, AucoHMs, HapyIIeHHEe Ha MOX0/KaTa, MyCKYJIHH CIIa3MHU, MYCKyJIHa c1abocT 1
Tpemop.

CeH3opHaTa HEBPOIATHS BKIIOYBA JU3ECTE3Hs, XUIIOCCTE3HsI, OpalHa XUIIOCCTE3HsI, HEBPAITHS, Iepr(epHa CCH30pHA HEBPOIIATHS,
HIIMAC U BECTHOYIAPCH HEBPOHUT.

JlucrHes BKIIIOYBA OCTpA AMXATE/IHA HEJOCTATHYHOCT, AUCIIHES, UCIIHES MIPH YCUIINE, IUXaTeIHa HEAOCTAThYHOCT M TAXUITHESL.
Jlucreysusita BKIIOYBA areys3us, JUCTCY3Hsl, XUIIOTey3Hs U HAPYIICHHUE Ha BKyCa.

CTOMAaTHT BKIIFOUBA XEHJIUT, TIIOCUT, TIIOCOUHIS, Pa3s3BIBAHE HA yCTaTa, OPAJICH AUCKOM(pOPT, ePUTEM Ha YCTHATA JIMTABULIA,
opasiHa 00JIKa, CTOMATHUT, IO/YT €3HK, AUCKOM(OPT Ha €3UKa, GPUTEM Ha €3HKa, OTOK Ha €3WKa M Pa3s3BSIBAHE HA C3UKA.
Kcepo3zara BKJIIOYBa CyXOTa B O4HTE, CyXOTa Ha KOXKaTa U KCEpo3a.

OTOK BKJIFOYBA 3a/IpHKKA HA TEYHOCTH, OTOK Ha BEHI[UTE, XMIIEPBOJIEMHUS, OTOK Ha CTABUTE, OTOK Ha YCTHHTE, OTOK, HepHpepeH
OTOK, EPUOPOHTANICH OTOK, epUdEepPeH OTOK U MOJyBaHE.

Peakuus Ha MACTOTO Ha HHXEKTHPAHE BKIIIOYBa Z[I/ICKOM(l)OpT Ha MACTOTO Ha MHXKEKTHPAHE, CPUTEM Ha MACTOTO HAa MHIKEKTUPAHE,
KPBBOM3JIMB HA MACTOTO HA MHIKCKTHPAHE, BH3IIAJICHUE Ha MACTOTO Ha MHXKCKTHPAHE, APAa3HEHE HAa MACTOTO Ha MHIXKCKTUPAHE, IJIaKa
Ha MsACTOTO HAa WHXKCKTUPAHE, C’Bp6e>{( Ha MACTOTO Ha UHXKCKTHUPAHE, 06pI/IB Ha MACTOTO Ha MHXXCKTAUPAHE U PEaKIUA HA MACTOTO HA
UHXXEKTHUpaHE.

TloBumaBaneTo Ha TpaHCAMHWHA3UTE BKIIIOYBA ITOBUIIICHA aJITaHUH aMnHOTpchcbepeBa, TIOBHUIII€HA acrapTaT aMPIHOTpaHC(i)CpaSa n

IMOBHUIICHU TPaHCaAMHUHA3U.

Onrcanve Ha N30paHN HEXKETAHU PEaAKITHH

Cundpom Ha 0c60002i1c0asane Ha YUMOKUHU

B MonumenTAL-1 (N=339) CRS ce nabmozaasa npu 77% ot nauuentute. [loBeueto cpouTHs ca
crerieH | wim 2, kato creneH 3 ce HabmoaaBa nipu 1,5% ot nanuenture. TpujeceT U euH MPOIeHTa
(31%) oT manmeHTHTE UMAT MOBEYE OT €AHO chOuTHE, cBbp3aHo ¢ CRS. [loBeuero crbuTHs
BB3HUKBAT 10 BpeMe Ha (hazaTa Ha CTHIIAJIOBHUIHO ITOBHUINIABaHE Ha qo3ara cien no3a 0,01 mg/kg
(29%), noza 0,06 mg/kg (44%), no3a 0,3 mg/kg (3a maUeHTH, KOUTO Ca MOJydaBaIH JBYCEIMHUUHA



[Ha Bcekm 2 cepmmnn ] mo3a; 33%) niu HawanmHaTa TepaneBTudHa g03a (0,4 mg/kg [30%] nmm

0,8 mg/kg [12%]). [lo-manko ot 4% ot ceouTHsTa, cBhp3anu ¢ CRS, HacThIBAT OT ceaMuIia 5
HATaThK;, BCHYKU CHOUTHSI ca cTerneH 1. MenuaHara Ha BpeMeTo 0 nosiata Ha CRS e 27 yaca ot
moclieIHaTa 1033, 91% oT chOuTHATa HACTHIIBAT B paMKUTE Ha 48 Yaca OT MmocieHarTa 1032, a
MeJraHaTa Ha MPOIb/DKUTENHOCTTa € 17 yaca. Tounnmsymad, KOPTUKOCTEPOUIN U TOIIIN3yMal B
KOMOHMHAIIMS C KOPTUKOCTEPOUIN Ca M3M0oa3BaHu 3a ieuenre Ha CRS nipu croTBeTHO 39%, 5% 1 3,5%
ot cmydaute Ha CRS. Knunnunure npusnanu u cumntomu Ha CRS Moke J1a BKIIIOUBAT, HO HE CE
orpanuuasat Jo0 nupekcus (76%), xunoronus (15%), crynenn tpbrku (12%), xumnokcus (7%),
riaBooonue (4,7%), Taxukapaus (5%) ¥ MOBHUILIEHU TpaHCAMHUHA3HM (acmapTaT aMUHOTpaHchepas3a
[1,5%] u anarus amuHoTpancdepasa [0,9%]).

Hesponozuuna mokcuunocm

B MonumenTAL-1 (N=339) cp0uTHs Ha HEBPOJIIOTHYHA TOKCHYHOCT ce choOmanar npu 29% ot
nanueHTure, nonydasa TALVEY. Cp0utusita Ha HEBpOJIOrM4YHA TOKCHYHOCT ca creneH 1 (17%),
creneH 2 (11%), crenen 3 (2,3%) wiu creneH 4 (0,3%). Hali-uecto cho0I111aBaHOTO CHOMTHE Ha
HEBPOJIOTMYHA TOKCUIHOCT € raaBobosue (9%).

ICANS ce crobmaBa camo BB @aza 2 B MonumenTAL-1. Ot 265 nanuentu BpB @aza 2 [CANS
BB3HUKBA 11pH 9,8% (n=26) ot nanmenture. [ToBeyero crOuTH ca crereH 1 winu 2, kato creneH 3 u 4
ce HabOmromaBa mipu 2,3% ot nanuenture. Haii-uecto crobmaBanute knuHnaHY nposisu Ha [CANS ca
checTosiHuE Ha oObpkBane (3,8%), nesopuenranus (1,9%), comHonentHoct (1,9%) 1 MOHMKEHO HUBO
Ha ch3HaHue (1,9%). lllectnecer n ocem mporenta (68%) ca momyunnu egaoBpeMenHo CRS (mo
BpeMe Ha WIK B paMKuTe Ha 7 AHU cien or3BydaBaHe Ha CRS). IIpu tpu npouenra (3%) ot
MalyeHTuTe ce HaOaromaBa noseue ot eaHo cpouTre Ha ICANS. OcBen ToBa, B MonumenTAL-1 ce
cbobOmaBa exHo crouTHe ¢ aeraneH u3xon ¢ ICANS. Tlosevero nanuentu ca nonyunin ICANS no
BpeMe Ha (ha3aTa Ha CTHITAJOBUIHO MOBHINIABaHE Ha fo3ata ciiex mo3a 0,01 mg/kg, noza 0,06 mg/kg
wIn HavyanHata TepaneBTiuuHa no3a (0,4 mg/kg u 0,8 mg/kg) (mo 3% Bcska). MeauanaTta Ha BpeMETO
1o Hayasioro Ha ICANS e 28 yaca ot nocieanaTa 103a, 68% 0T chOUTHSATA Ca 3aII0YHAN B PAMKHUTE
Ha 48 gaca ot mocaegHaTa 103a, 32% ot crOuTHITA ca 3armoyHaau cien 48 yaca, a MeauaHaTa Ha
mpoabinkuTeaHocTTa Ha ICANS e 9 gaca.

Opanna mokcuunocm

In MonumenTAL-1 (N=339) 78% ot nauueHTHTe UMaT CHOUTHA OT CTeNeH | uin 2, KaTo ChOUTHS OT
CTereH 3 Bb3HUKBAT NpH 2% oT nauueHTure. ChOUTHATA Ha OpaJiHAa TOKCUYHOCT BKJIFOUBAT
CHOOLICHNUS 32 TUCTEY3HUs, CyX0Ta B ycTaTa, Auc(harus 1 CTOMATHUT.

Cepuosnu ungpexyuu

B MonumenTAL-1 (N=339), uadexnun ot crenen 3 win crened 4 Bb3HUKBAT npu 19% ot
MAIUCHTUTE; MHPEKINY C JISTAIICH U3X0J] Bb3HUKBAT npH 1,5% ot naruenture - COVID-19
ITHEBMOHHS, MUKOTHYEH CETICHC, HH(PEKITHSI U CenTHYCH oK. Haii-uecto crobmasanara (> 2%)
nHpeknms crenieH 3 uinn 4 e mHeBMoHMA. DeOpriTHa HeyTPOoTIeHus ce Habmonasa ipu 1% ot
narueHTuTe, karo npu 1,2% ce HabnroaaBa ceprosHa GedpuiiHa HeyTpornenus. Bukre Touka 4.4 3a
yKa3aHus 3a HaOJIOJICHHUE U JICUCHHUE.

Xunoeamaznobynunemus

Croitroctr Ha IgG cnen u3xomuoto HEBO 1o 500 mg/dl, choTBeTCTBAIN Ha
XUIOraMarioOyIIMHeMus, ce Cho0IaBaT mpu 64% OT MalUeHTHTE, JEKYBaHH ¢ TalKBeTaMad npu
cxeMma Ha nedenue 0,4 mg/kg ceamuano, mpu 66% ot manueHTuTe pu cxema Ha neyenue 0,8 mg/kg
Ha JIBE ceaAMUIU 1 Tipu 71% OT manueHTHTe ¢ IpealiecTralla Tepanus ¢ npeHacouBade Ha T-
KIIETKHUTE (BXK. TOuka 4.4).

Koowcnu peaxyuu

B MonumenTAL-1 (N=339) noBeuero cityuan Ha OOpHUB ca cTerneH | uim 2, KaTo CTeneH 3 ce
HaOJonaBa npu 3,5% ot nanueHTuTe. Meauanara Ha BpeMETO JI0 1MosiBaTa Ha 00OpHBa OT ITbpBaTa
TepaneBTUYHA 703a € 22 nuu. [lo-romsmMaTa yacT OT KOXKHHUTE TOKCHYHH PEaKIH, KOUTO HE ca
CBBp3aHH ¢ OOpUB, ca cTeneH | wim 2, kato cbpOex creneH 3 ce HaOmoxasa mpu 0,3 % ot
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nanuenTute. Hapymennsra Ha HOKTUTe ce HabmromaBat mpu 56% OT MarMeHTrTe U ca CTeneH | win
2. BmkTe Touka 4.4 3a yKkazaHHS 3a JICUCHUE.

C’B06H_IaBaHC Ha 11003 PaHu HEXKCJIaHU PCAKITNH

CpoOmaBaHeTo Ha TOI03UPAHH HEXKEIIAaH! PEaKIUH CIIe]] pa3pelaBaHe 3a ynorpeda Ha JeKapCTBEHUS
NPOAYKT € BaykHO. ToBa Mo3BOIIsABa Aa POIBIDKH HAOMIOICHUETO Ha ChOTHOIIEHUETO TOI3a/PUCK 3a
JEKapCTBEHUS MPOIYKT. OT MEIUIMHCKUTE CIIEIHAINCTH C€ M3MCKBA J1a ChOOIIaBaT BCAKA
HOI03MpaHa HEe)KEeJIaHa PeaKIys Jype3 HaIl[OHAIHA CUCTEMa 3a ChOOIaBaHe B

WzmbiHuTEIHA areHuuys 1o JIeKapcTBaTa

yi. ,,Jlamsn I'pyes® Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 Ilpeno3upane

CHUMITOMH M IIPU3HALIA

MakcumMaaHaTta MoOHOCHMA J103a TAJIKBeTamMad He € onpejesicHa. B KIIMHUYHY MPOyYBaHuUs ca
npunaranu 103u 10 1,2 mg/kg Beaumxk Ha Bceku 2 ceamuuu u 1,6 mg/kg Bceku Mece.

Jleuenue

B cnydaii Ha npeno3upaHe nauyMeHTHT TPsIOBa J1a ce HabJIt0JaBa 3a IpU3HALK WIK CUMITOMU Ha
HE)KEJIaHU PEeaKliu, KaTo He3a0aBHO TPpsOBa Aa ce 3all0YHE NOJXOAII0 CUMITOMATUYHO JIEYEHHUE.
5. ®APMAKOJIOTUYHHA CBOMCTBA

5.1 ®apMakoAWHAMHMYHHM CBOICTBA

®dapmakoTepareBTHIHA Tpyna: Jpyru MOHOKJIIOHATHH aHTUTENA U JIEKAPCTBEHN KOHIOTAaTH Ha
anturena, ATC kox: LO1FX29

MexaHussM Ha IEHCTBUE

TankBeramab e umyHornoOynun G4 nponuH, ananus, ananud (IgG4 PAA) OucnenuduyHo aHTUTSIIO,
HacoueHo cpemry GPRCSD u CD3 penenropa Bepxy T KIIeTKHUTE.

TankBeTamMa0 cTUMyIUpa MOBUIIIEHA IIMTOTOKCUYHOCT, MEAMHUpaHa OT T-KIETKHUTE, Ype3 MPUBIHIAHE
Ha CD3-excnpecupamu T-knetku kbM GPRCS5D-excmpecupariu kiaeTky. ToBa Boau 10 aKTUBHpPaHE
Ha T-KJIeTKuTe M Mpean3BrUKBa mocieasamnto auznpane Ha GPRCSD-ekcnpecuparmure KICTKH,
MeJANHUPAHO OT CEKPEeTUPaHUs NIepPOPHH U Pa3IUIHU TPAH3UMHU, ChXPaHIBAHH B CEKPETOPHUTE
BE3WKYJIM Ha MUTOTOKCHYHUTE T-KineTkn. B3 ocHOBa Ha excripecuara Ha GPRCS5D Bypxy mnazmenu
KJIETKM C MUHHUMAJIHA /IO JINTICBAINA eKCIIPecHs, OTKPUTa BbpXy B kietkute u B xierpunuTe
MIPEKYpPCOPH, TATKBETaMal ce HacOYBa MO-CIEIHUATHO KbM KJIETKUTE Ha MYJITUIUICHUS MUEIIOM.

dapmakoguHaMUYHU e(DEKTH

B pamkuTe Ha hpBHS MECeIl OT JICUCHUETO C TaJKkBeTamMal ce HaOJr01aBa akTUBUPAHE U
npepasipenenenre Ha T-KIeTKUTe U HHAYKIHS Ha CepyMHH [TUTOKUHU.

Knnanuna edukacHocT 1 0€300aCHOCT

EdukacHocrra Ha MoHOTepamus ¢ TALVEY e olieHeHa NpH MalUEeHTH ¢ PELUIUBUPAL WK
pedpakTepeH MyITHIDICH MUEIIOM B OTKPUTO, MHOTOIICHTPOBO IMPOYYBAHE C €IHO pPamo,
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MonumenTAL-1. B npoyuBaneTo ca BKIIOUEHHU HMAITUSHTH ¢ HAW-MaJIKO TPU MPEIXOTHA TEPAITHH,
BKJTFOYBAIIH IMPOTEa30MEH HHXUOUTOP, IMYHOMOIYJIMPAIIO cpeacTBO U aHTH-CD38 MOHOKIIOHATHO
aHTUTs10. OT MPOYYBAHETO Ca U3KIIIOUCHHU MAIlUEHTH, KOUTO Ca TOMYUYMIIN Tepamnus ¢ IpeHacoYBaHe
Ha T-kneTku B pamkuTe Ha 3 Mecena, npeamectsanl CRS crenen 3 umu no-BUCOKa, CBbP3aH C
HSKaKBa Tepamus C IpeHacouBaHe Ha T-KIIETKH, aJoreHHa TPAHCIIAaHTAIMS Ha CTBOJIOBH KJIIETKHU B
paMKHTE Ha MTOCIICTHUTE 6 Mecela, aBTOJIOKHA TPAHCIUTAHTAIVSI Ha CTBOJIOBH KJIIETKH B PAMKHUTE Ha
3 Mecena, MHCYNT WU I'bPY B paMKUTE Ha NociaeaHuTe 6 Mecena, 3acsirane Ha HHC unu knuanyamn
MIPU3HAI HA MEHUHTEAITHO 3acsTaHe IPU MYJITAIIICH MUEIIOM, TUIa3MEHOKJIEThYHA JICBKEMUS,
POEMS cunzpoM, mbpBUYHA JIEKOBEPIIKHA aMUJIOW03a, aKTUBHO aBTOMMYHHO 3a00JIsIBaHe WITH
aHamMHe3a 3a JIOKyMEHTUPAHO TaKoBa 3a00JIsBaHe C U3KIIOYCHHE HA BUTHIIUTO, OTITYMSUT aTOMTUYCH
JIEPMATHUT B JIETCKA BB3PACT U MpeaxoHa oonect Ha Grave, KOSTO € €yTUPEOHIHA Bb3 OCHOBA Ha
KJIMHUYHUTE CUMIITOMH U JIAOOPATOPHUTE M3CIICABAHMS.

[MamuenTrure nomyuaBat TALVEY 0,4 mg/kg moaKoHO BEIHEXK CEIMUYHO CIIEH IBE CTHIIAIIOBUIHO
nosumrasamu ce 1o3u (0,01 u 0,06 mg/kg) npe3 mppBara ceqmuua ot Tepanusirta wid TALVEY

0,8 mg/kg MoaKOKHO HA BCEKHU 2 CEIMUIIM CJIS TPH CTHIIAI0BHUIHO NoBuiaBalm ce 1o3u (0,01, 0,06
u 0,3 mg/kg) no mporpecus Ha 3a00JIIBAHETO WM HETIPHEMIINBA TOKCUYHOCT. [lanmenTrTe ca
XOCIIMTAIM3UPaHY 32 HAOIIO/IeHNE B TPOAbIDKeHNE Ha moHe 48 waca cien Besika no3a TALVEY mo
BpeMe Ha (ha3aTa Ha CTHIIAJOBUIHO IOBHIIABAHE HA J03aTa.

IIpu 143 nmanmentn, nexyBanu ¢ TALVEY 0,4 mg/kg cenmMuyno, 0€3 eKCITO3uIHs Ha TIPeIX0/THa
Tepanus ¢ IpeHacoYBaHe Ha T-KIeTKNTe, MeJraHaTa Ha Bb3pacTta e 67 (auanason: 46 no 86) ronuHwy,
55% ca mbxe, 90% ca Genu, a 8% ca yepHOKOKU WK adpoamepukaHniiy. [lalueHTuTe ca Moy
cpenHo 5 (nuamazon: 2 o 13) npenuinau Tepanuu, a 78% OT MaIMeHTUTE MPEAN TOBA Ca TOTYIHIN
aBTOJIO’KHA TpaHCIUIaHTanus Ha cTBooBH KieTku (ASCT). [eBeTneceT u yetupu mpotieHTa (94%) ot
MalKUeHTHTE ca pepakTepHU KbM TOCIIeAHATa cH Tepanist, a 74% ca pedpaxtepau xkbpm [1H,
UMYHOMOyJupamio cpeacTBo U antu-CD38 antutano. Ot 132 manueHTH, 3a KOUTO UMa HATUYHU
W3XOJHU IUTOTEHETHYHU TaHHU, BUCOKOPUCKOBH IUTOTeHETHYHH (pakTopu (Hammune Ha t(4:14),
t(14:16) w/mnu del(17p)) ca Hanmune npu 31% ot manuenture. J[Bagecer u Tpu npouenta (23%) ot
MAIMEHTUTE UMAT eKCTpaMeayIapHU TIa3MOITUTOMH.

IIpu 145 nammenTtn, nexyBaau ¢ TALVEY 0,8 mg/kg Ha Bcexu 2 cemmuiiy, 6e3 eKCTIO3UIIns Ha
MIPEIX0HA TepaIus ¢ MpeHacoYBaHe Ha T-KIeTKuTe, cpeHara Bb3pact € 67 ronuuu (auamnas3oH: 38 1o
84 ronunn), 57% ca mbxe, 86% ca Oenu, a 6% ca YepHOKOXH WK adypoamepukaniy. [lanuenTure ca
HOJIYYMIIM CpenHo S (quamna3oH: 2 no 17) npenuiunu tepanuy, a 79% OT NalUeHTUTE ca MOy YHIIH
MIpeId TOBA aBTOJIOXHA TpaHCIUIaHTaIUs Ha cTBoJIoBH KileTkH (ASCT). JleBeTaecer u ueTupu
npoueHTa (94 %) oT manueHTuTe ca pehpakTepHH KbM MOCIegHaTa cu Tepanus, a 69 % ca
pedpakTepHH KbM IIPOTEa30MEH HHXHOUTOP, MMYHOMOAYJIHPAIIO cpeAcTBO 1 aHTH-CD38 anTHTSII0.
Ot 128-Te manueHTH, 3a KOUTO Ca HAJIMYHU U3XOJHH [IUTOT€HETHYHU NaHHH, BUCOKOPHCKOBU
OUTOTeHETUYHU (akTopu (Hannuue Ha t(4:14), t(14:16) w/unu del(17p)) ca nanuue npu 29% ot
nanuenTute. [[Bagecer u mect mporeHTa (26%) OT marueHTHTe UMaT eKCTpaMeyIapHu
IUIa3MOLIUTOMH.

Pesynrarute 3a epukacHOCT ce OCHOBAaBAT Ha YECTOTa Ha 0OII OTTOBOP, ONpeAeIeHa CIIopel OLeHKa
Ha HesaBucuma xomucus 3a mperiieq Ha qanaute (Independent Review Committee, IRC) mpu
M3M0JI3BaHe Ha KpUTEPUHUTE HA MexkTyHapoaHaTa paboTHa rpymna mo muenoM (International Myeloma
Working Group, IMWG). Meananara Ha IpoJb/DKUTETHOCTTA Ha IPOCIieisiBaHe Ha MAEHTHUTE,
nonydaBai TALVEY 0,4 mg/kg ceamuuno, ¢ 18,8 mecernia; nmpuodau3utesito 51,5% OT mOBAUSIIATE
ce TIOAABPKaT OTTOBOP B MPOABIDKEHHE HA TIOHE 9 Mecera.

Tabauna 8: Pesyarartu 3a epuxacHoct B MMY1001 (MonumenTAL-1) npu manueHTH, NoJay4aBaiiu
TALVEY 0,4 mg/kg cetMu4HO

0,4 mg/kg cenMu4yHO®
(N=143)
YectoTa Ha 0611 0TToBOpP (ORR=sCR+CR+VGPR+PR) 106 (74,1%)
95% CI (%) (66,1; 81,1)
Crpor mesieH otroBop (sCR) 23,8%
[Iwsier otroop (CR) 9,8%
Mmuoro 106sp gactiueH otrosop (VGPR) 25,9%
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Yactuuen otrosop (PR) 14,7%

Ipoabaxurtenanoct Ha orroBopa (DOR)

Bpoii pecnionnepu 106
Menuana Ha DOR (95% CI) (mecerm) 9,5 (6,7; 13,3)
Bpeme 10 mbpBH 0TTOBOP
Bpoii pecnionnepu 106
Menuana (nuana3oH) (Mecenu) 1,2 (0,2; 10,9)
YecroTa Ha HeraTuBHO MRD?*
Yecrora Ha otpunaresno MRDP npu Bcuuku iekyBanu 44 (30,8%)
MAlMEHTH
95% CI (%) (23,3;39,0)
UYecrora Ha orpunatenHo MRD npu nanuenrture,
nocturHau CR wim sCR, n (%)
Bpoii matmentu ¢ CR uim no-1006p N=48
Yecrota Ha orpunaresso MRD, n (%) 26 (54,2%)
95% CI (%) (39,2; 68,6)

Cl=noBepurenen uaTepsair; MRD=MuHMMaJIHO OCTaTHUHO 3a00JIsIBaHE;
YecroTata Ha oTpuuateano MRD e orpezienena KaTo NMPOLEHT y4acTHHIM, JOCTHIHAIM oTpunatened MRD cratyc (pu 10) BbB
BCsIKa BpEMEBa TOYKa CJIeJ| HauallHaTa J103a M peau nporpecupario 3adonssane (PD) mim nocnepaiia aHTUMUEIOMHA TEPaTIHs.

®  Pasrmexzar ce camo ouenku ra MRD (10 npar Ha u3cieaBane) B paMKuTe Ha 3 Mecena ot gocturane Ha CR/SCR 10

CMBPT/IPOrpECHs/TIOCIIeABAIA Tepaus (6AUHCTBEHO).

MenuanaTta Ha IPOABIDKUTEITHOCTTA HA MPOCIIEAIBAHETO HA MaueHTuTe, nomydasamu TALVEY
0,8 mg/kg Ha aBe ceamuiy, ¢ 12,7 Mecena; npudIU3UTENHO 76,3 % OT MOBIMIIMTE CE MOIABPIKAT

OTTOBOP B IPOABJDKCHUC HA MMOHC 9 MeEcena.

Taonuua 9: Pesyaratu 3a epuxacioct B MMY1001 (MonumenTAL-1) npu nauuenTu, noay4aBaiiu
TALVEY 0,8 mg/kg Ha Bcekn 2 ceAMuIA

0,8 mg/kg Ha Bcexu 2 ceqMunm)?

(N=145)

YectoTa Ha 0611 0TroBOp (ORR=sCR+CR+VGPR+PR) 104 (71,7%)
95% CI (%) (63,7, 78,9)

Crpor meiieH otroBop (sCR) 29,7%

[Issen otrosop (CR) 9,0%

Msoro 1o6sp gactuuer otrosop (VGPR) 22,1%

Yactuaen otrosop (PR) 11,0%
IIpoabaxuteanoct Ha orropopa (DOR)

Bpoii pecionnepu 104

Mepmnana Ha DOR (95% CI) (mecerti) NE (13,0; NE)
Bpeme 10 mbpBH OTTOBOP

Bpoii pecionnepu 104

Menmnana (quamna3oH) (Mecenn) 1,3(0,2;9,2)

YecrtoTra Ha HeratTuBHo MRD™
YecroTa Ha HeratuBHO MRD npu BcUYKM JIeKyBaHU NALMEHTH,

43(29,7%)

n (%)
95% CI (%) (22,4, 37,8)
YecroTa Ha HeratuHO MRD® 1mpu nmanueHTHTE, HOCTUTHAIN
CR wmau sCR
Bpoii marmenTy ¢ CR wim mo-no0sp N=56
UYecrota Ha HeratusHO MRD, n (%) 24 (42,9%)
95% CI (%) (29,7; 56,8)

Cl=nosepureneH uurepsanr; MRD=muHnManHo octarsuno 3abomsiBane; NE=He Moxe 1a ce oreHn

?  Yecrorara na neratusno MRD e onpesiesiena KaTo MPOIEHT YYaCTHUIM, 1OCTUrHAMM Heratueen MRD craryc (npu 10°) BbB Besika
BpeMeBa TOUKa Clie]] HadyallHaTa J103a U Ipeau nporpecupaino 3adomssane (PD) unu nocnensama aHTHMHEIOMHA TEPaIus.

8 Pasrmemnar ce camo ouenkxs na MRD (107 mpar Ha u3cenBane) B pamMkuTe Ha 3 Mecena ot gocturane Ha CR/SCR o
CMBPT/IIPOrpecHs/OCIIe/IBAIA TEPANHs (€IUHCTBEHO).

Pesynrarute 3a ORR choTBETCTBAT B IPEABAPHUTEIHO OIMPEIEICHNUTE TTOATPYITH, BKIIOUUTEIHO OpOs
HA TPEAXOIHUTE IMHUK Ha Tepanysi, pepakTepHOCTTa KbM NPEAXOIHA TePaysl U IUTOTCHETHIHUS

PUCK HA U3XOJHO HUBO.
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HmyHorenHoct

B MonumenTAL-1 328 naruenTy, JiekyBaHU ¢ MOHOTEPAITUs ¢ TAIKBeTaMad TOIKOXKHO B /1032

0,4 mg/kg cenmuuno unu 0,8 mg/kg Ha BCekH 2 ceAMULM ChC WK O€3 MPeAX0JHa Teparus C
MpeHacouBaHe Ha T KJIETKHTE, ca OIICHEHH 3a aHTHTeNa cpelry TalkBeramad. Cres jJeueHue ¢

0,4 mg/kg cenmuuno winu 0,8 mg/kg Ha Bceku 2 cenmuim, 106 ot 328 manuentu (32,3%) ca pa3Buim
aHTHUTENIa CPEIly TaakBeTamao.

OrpannueHuAT Opoii Ha YYaCTHUITUTE, ITOJIOKUTEITHA 32 aHTUTankBeTamab antutena (ATA), u
nurcara Ha nH(opMalius 3a HeyTpaiausupaiiure ATA He 103BOJIsIBa J1a CE HAITPABH KaTErOPUYHO
3aKJIFOUYEHUE OTHOCHO eekTa Ha HeyTpanmmsupamure ATA BbpXy KIMHUYHUTE ITOKA3aTEIH.

IlenuaTpuyHa IOmyJdanus

EBporietickara areHIust 1o JeKapcTBaTta 0CBOOOXKIaBa OT 3abJDKCHHUETO 32 MPEIOCTABSIHE Ha
pesynrarute oT npoyuBaHusiTa ¢ TALVEY BBB BCHUKH OATPYITH HA TIEAMATPHIHATA TTOMYJIAIINS ITPH
JICUCHHE HAa MYJITUIUICH MHeJIoM (BK. Touka 4.2 3a mH(OpMAaIlKsA OTHOCHO yroTpeOa B IeIUaTPUATA).

To3u JlekapcTBEH MPOAYKT € pas3pelleH 3a yrnorpeda Imo T. Hap. cXeMa ,,pa3pelaBaHe 1moJl yCIoBHe .
ToBa 03Ha4aBa, 4e 3a TO3M JICKAPCTBEH MPOIYKT C€ OUAKBAT AOMBJIHUTCIHU TaHHH.

EBpormeiickaTa areHIus 1o JIekapcTBaTa Iiie U3BBPINBA MPerjie/] Ha HoBaTa HHPOPMAIHS 33 TO3U
JIEKapCTBEH MPOAYKT TIOHE BeHBX rouirHo u Ta3u KXII chOTBETHO IIie ce akTyalu3upa.

5.2 ®apmMakoKWHeTHYHH CBOMCTBa

Jlo3a ot 0.4 mg/kg ceaMUyHO

TankBeTamal mokasBa MPUOIM3UTEITHO IPOMOPLIMOHATHA Ha Jj03aTa (papMakOKMHETHKA CIe]
MOJIKOKHO TPUIIOKeHHE B 1030BuUs nuanazoH ot 0,005 mo 0,8 mg/kg cenmuuno (0,0125 no 2 mbtH
npenopwrunTennara go3a 0,4 mg/kg ceamuuno). CpequusaT Koe(hUIIMEHT Ha KyMyJIHpaHe Mexay 1-Ta u
7-Ta cenmMuyHa 103a Ha TankBeramad 0,4 mg/kg e 3,9 u 4,5 mbtr cb0TBETHO 38 Criax 1 AUC .

dapMaKOKMHETHYHHTE MTOKa3aTe M Ha TajJkBeTamad ciien 1-Bata u 7-marta npenopb4nuTesIHa
ceamuuHa no3a 0,4 mg/kg ca mokasanu B Tabnuma 10.

Tadauna 10: ®apMakoKUHETHYHH MOKA3ATEIU HA TaJKBeTaMal cjel MbPBAaTa U ceIMaTa
NpenopbYHTeTHA ceiMU4HA 1032 (0,4 mg/Kg) Npu NanueHTH ¢ peUANBHPAL] WA
pedpakTepen myaruimieH MueaoM B MonumenTAL-1

DapMaKOKHHETHYHHU NMOKA3ATENHU 1-Ba no3a 0,4 mg/kg 7-ma no3a 0,4 mg/kg
Tonex (1810) 2,93 (0,98 —7,75) 2,01 (0,94 —5,97)
max (2 (n=21) (n=13)
1568+1 185 3799+2411
Cinax (ng/ml) (n=21) (n=13)
178 £ 124 2548 +1308
Curougn (ng/ml) (n=19) (n=13)
178 101 + 130 802 607 297 + 371 399
AUCqa (ng-h/ml) (n=17) (n=10)

Tmax= Bpeme 1o mocturane Ha Ciay; Cina = Makcumanaa HaOMo1aBaHa cepyMHa KOHIIGHTpaIns Ha TankBeTamMa0; Cirougn = HabmonaBana

cepyMHa KOHLICHTpAIMs Ha TankBeTamab npenu ciaeasamiarta 103a; AUC,, = [lnowm noj kpuBaTa KOHUCHTpALMA-BpeMe IPH HHTEPBaI Ha

IpuJlaraHe BeJHBX CEAMUYHO. JlaHHUTE ca MPEICTaBeH! KaTo CPEIHA CTOMHOCT + CTaHJAPTHO OTKJIOHEHUE € U3KITIOUEHUE HA Trnax, KOGTO
€ MpeJCTaBeHO KaTo MeauaHa (MUHUMAaJIHA, MAKCUMAaJIHA CTOHHOCT).

Jlo3a 0,8 mg/kg Ha Bceku 2 ceaMuLIUA

TankBeTamal mokazBa MPUOIM3UTEITHO TIPOIIOPIIMOHATHA Ha JJ03aTa (papMakOKUHETHKA CIIe]T
MOJIKOKHO TPUJIOKEHHE B 1030BUs nuamna3oH oT 0,8 mg/kg no 1,2 mg/kg Ha Bceku 2 ceamuiu (1,0 mo
1,5 mbTr npenopruntenyara go3a 0,8 mg/kg Ha Bcexu 2 ceamuiy). CpeAHUAT KOSPUIUEHT Ha
KyMyJIUpaHe MeKay 1-ta u 5-ta AByceaMHYHa J103a Ha TankBeramab 0,8 mg/kg ¢ 2,3 u 2,2 nbTH
cBHOTBETHO 33 Crax 1 AUC 4.
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dapMaKOKMHETUIHUTE MTOKA3aTEeNH Ha TaKBeTamal ciey| 1-Bata u 5-Ta mpenopbunTeTHa
noamspikama go3a 0,8 mg/kg ca mokazanu B Tabnurma 11.

Tabéauna 11: @apmMakoKMHeTHYHH MOKAa3aTeId HA TAJKBeTaMad cjiell MbpBaTa U merata
NMpenopbLYMTESHA AByCeAMUYHA (HA Bceku 2 ceamuuu) a03a (0,8 mg/kg) npu maunenTu ¢
aKTepeH MyJaTHILIeH MuejoM B MonumenTAL-1

pennauBHpaL Win ped

(I)apMaKOKI/IHeTl/I'-IHH MoKa3aTeJan

1-Ba no3a 0,8 mg/kg

5-ta noza 0,8 mg/kg

2,83 (1,68 —13,98)

2,85 (0,96 —7,82)

Tmax (aHHT) A o2,
Cinax (ng/ml) 2 5(()r71 :i3 ;)568 4 1%11 :15)021
Cirougn (ng/ml) 5%71 :ﬂ; 42*;7 1 8(1 1: T7§41
AUC, (ng-h/ml) 675 7?3 :22?9 680 1021 o(fl9: T73)83 417

Tmax= Bpeme 1o mocturane Ha Ciay; Cina = Makcumanaa HaOmMojaBaHa cepyMHa KOHIEHTpaIns Ha TankBeTamMa0; Ciougn = HabmomaBana
cepyMHa KOHLICHTpAIMs Ha TankBeTamab npenu ciaeasamiarta 103a; AUC,, = [lnowm moj kpuBaTa KOHUCHTpALMA-BpeMe IPH HHTEPBaI Ha
npuioxxerne Q2W. JlaHHUTE ca IPEeICTaBEeHU KaTO CPEeJHA CTOWHOCT + CTaHIAPTHO OTKJIOHEHHUE, C U3KITFOUCHUE HA Tpay, KOETO €
MPECTaBEeHO KaTo MequaHa (MUHUMAaIHA, MaKCUMallHa CTOHHOCT).

AOGcopOrus

B®3 ocHOBa Ha MOy IAIMOHHNS (apMaKOKHHETHYCH MOJICI, THITMYHATA CTOWHOCT Ha
OMOHANMMYHOCTTA Ha TamkBeTaMab e 62%, KoraTo ce Mpriiara MmoJK0XHO B CPAaBHEHHE C MHTPABEHO3HO
MIPHUIIOKEHUE.

[Ipu cxema Ha npuioxenne 0,4 mg/kg ceqMuuHO MearaHara (Iuana3oH) Ha Tmax Ha TalkBeTamad
cien 1-ta u 7-ta TepaneBTHYHa 1032 € choTBETHO 3 (1 10 8) aam u 2 (1 mo 6) aHu.

[Ipu nBycenMuyHa (Ha Bceku 2 CeaMUIIM) cxeMa Ha mpuiiokenue Ha 0,8 mg/kg Meaunanara (uamna3oH)
Ha Tmax Ha TankBetrama0d cieq 1-Ta 1 5-Ta TepaneBTU4YHa 103a € ChboTBETHO 3 (2 10 14) nuu u 3 (1 oo
8) nHu.

Paznpenenenue

BB3 ocHOBa Ha momyIanMoHHUS GapMaKOKHHETHYEH MOJICI CpeHUIT 00eM Ha pasnpeencHue ¢ 4,3 1
(22% CV [koedunmeHT Ha Bapuaiysl|) 3a neHTpanHus kommaptument u 5,8 1(83% CV) 3a
nepuepHusi KOMIIAPTHMEHT.

Enumunupane

TankBeTamal moka3Ba KaKTO HE3aBUCHM OT BPEMETO, TaKa M 3aBUCHM OT BPEMETO JIMHEEH KIUPBHC.
B®3 ocHOBa Ha momynaoHHUS papMakOKHUHETHYEH MOZe 1 post hoc mapamerpuTe Ha y4acTHHLIUTE,
moJiydaBariu s.c. 1034 (N=392), Mmeauanata Ha oOIIust KIUPBHC € 1,64 1/1eH npu mbpBOHAYATIHO
neuenne 1 0,80 1/1eH B cTanmoHapHO ChCTOSIHNE. 3aBUCUMHUAT OT BPEMETO KIMPBHHC ChCTABIISBA
48,8% ot 001y KIUPBHHC IPU TBPBOHAYAIHOTO JICYCHUE U CJIE/ TOBAa HAMANSIBA €KCIIOHEHLIUAITHO /10
<5% okomno Cenmua 16. [IpodmrsT korTIeHTpanms-BpeMe Ha Cenmuria 16 gqoctura 90% ot
KOHIICHTPAIIMATA B CTAIIMOHAPHO ChCTOSIHUE KAKTO TpH cxeMa Ha Jieuenue 0,4 mg/kg ceqMuyHoO, Taka
u nipu 0,8 mg/kg Ha aBe cenmuuy. MeauaHnaTta Ha TEpPMUHAIHUS TTOIYKUBOT € 7,56 IHU pH
IEPBOHAYATHO JieUeHHE U 12,2 THU B CTAIIMOHAPHO CHCTOSHUE.

CHGHI/IaJ'IHI/I nonyJjganvu

PapMaKOKHHETHYHUAT aHAIH3 BKII0UBa 86% Oenu (n=424), 9% yeprokoxu (n=43), 2,2% azuaTim
(n=11) u 2,8% npyru (n=14). Bp3 ocHoBa Ha nomynanponuus OK ananms, pacara wim eTHHYECKaTa
MIPUHAJUICKHOCT, MOJIBT B TEJIECHOTO Terio (nuama3on: 40 no 143 kg) HAMAT KIMHUYHO 3HAYUMU
edexTn Bppxy (papMaKOKMHETHKATA Ha TAJIKBETaMao.
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Ileduampuuna nonyrayus

®apmakoknneTrkaTa Ha TALVEY npu neauatpuyny nanyeHTy Ha Bb3pacT 17 TOAWMHM U HO-MJIaIu

HC € U3CJICABaHa.

Cmapuecka 6v3pacm

Pesynrarute oT nomynanuoHHUTE (hapMaKOKHHETHYHH aHAJIM3H MTOKa3BaT, 4e Bb3pacTTa (o1 33 10
86 rognHM) HE OKa3Ba BIMSHNE BbPXY (hapMaKOKMHETHKATa Ha TalkBeTaMad. ChIIecTByBaT caMo
OrpaHUYEHH JaHHU 3a NMAlMEHTH Ha Bb3pacT > 85 rogunu (Bx. Tabmuua 12).

Tab6umuna 12: IlponeHT y4yacTHHIH B cCTapyecka Bb3pacT BbB (papmakokuHernunuTe (PK) npoyuBanns
HA TAJIKBeTaMad

Bw3pacr 65-74 Bn3pacr 75-84 Bu3pacr 85+
(bpoii Ha no- (bpoii Ha no- (bpoii Ha no-
BB3pacTHHUTE JULA BB3PacTHHTE JIHLA BB3pacTHHUTE JULA
/o611 6poii) /o611 Opoii) /o611 Opoii)
OK npoyuBaHus 181/492 73/492 1/492

bvbpeuno yspeocoane

He ca mpoBexxmanu opuITHATHA TPOYIBAHHUS Ha TAIKBETAMa0 P TAITUEHTH ¢ OBOpEYHO YBpEKIaHe.
Pesynrature oT nomynannoHHUTE (hapMaKOKUHETHYHU aHAIIU3H MOKa3Bart, ye jeka (60 ml/min <
abcomoTHa ckopocT Ha riomepyiaHa ¢puntpanust (GFR) <90 ml/min) wim ymepena cteneH Ha
0b0peuno yBpexaane (30 ml/min < abcomotHa GFR <60 ml/min) He MOB/IKsABa 3HAYMMO
(apMaKOKMHETHKATa Ha TaJkBeTamad. JIMICBaT JaHHM IPH NALMEHTH C TEKKA CTENeH Ha ObOPEYHO
YBpEeXKIaHE.

Yeprnodpobno yepesicoane

He ca npoBexnanu GopMaHy Mpoy4YBaHUs Ha TAIKBETaMal MPH MAIMEHTH ¢ YePHOAPOOHO
YBpEeXKIAHE.

[Ipu u3nomnsBane Ha knacupukanusta Ha NCI pesynrature oT nomyiaquoHHUTe HapMaKOKUHETUIHI
aHaJIM3| TTOKA3BaT, Ue JIeKa CTEeIeH Ha YepHOAPOOHO yBpexaane (00 ounupyouH >1 mo 1,5 mbti Hax
ropHarta rpanuiia Ha HopMmarta (ULN) u BcsikakBa CTOMHOCT Ha acraptaT amMmuHOTpaHchepasa (AST)
wim o6 Onnmpyoun <ULN n AST>ULN) He noiusBa 3Ha4uMo (papMaKOKHHETHKATA Ha
tankBeramad. FiMa orpaHuveHu qaHHU (n=2) NP yYaCTHUIIM C YMEpPEHa CTETeH Ha 4epHOPOOHO
yBpeXKJaHe, KaTo JIUICBAT JaHHU TPU YUYACTHHUIM C TeXKKa CTETIeH Ha YePHOIPOOHO YBpEeXKIaHe.

5.3 IIpeakJMHUYHU JaHHH 32 0€30MACHOCT
TectoBa Mosekyna ce moHacs 100pe B IpOy4YBaHUS 32 00Ia TOKCHYHOCT MPH ABJITOONAIIATH MaKally,
HO PE3YJITATUTE OT TE3H MPOYUYBAHMUS, IPOBEACHU C HOPMAJIHU 3APaBU MaiiMyHH, UIMaT OrpaHUYICHA

TMPUIIOKUMOCT ITPU NAUEHTH C MYJITUITJICH MHUEJIOM.

KaHHCDOFeHHOCT 1 MYTar¢HHOCT

He ca npoBexxaaHu mpoydYBaHUs MPH )KUBOTHH 33 OIICHKA HA KAHI[CPOT€HHUS MJIH T€HOTOKCHYHUS
IMOTEHIMAJI Ha TAIKBETAMao.

P CIIPOAYKTHBHA TOKCHUKOJIOTHA 1 d)eDTI/IJ'II/ITeT

He ca npoBexxaanu nmpoydyBaHUs MPU )KUBOTHH 32 OIICHKA HA €PEKTUTE HA TaTKBeTaMald BhPXY
penpoayknusTta u peranHoTo pazBuTHe. He ca mpoBekIaHU MPOYyYBAHUS MTPH KUBOTHU 32 OI[CHKA Ha
e(dexTuTe Ha TaTKBeTamMad BHPXY GEepTHINTETA.
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6. DAPMAIEBTUYHU JAHHU
6.1 Chouchbk HAa IOMOIIIHUTE BeleCTBA
EATA nynarpuena con auxunpar (E385)
Jlenena onerna kucenuna (E260)
[omucop6ar 20 (E432)

Harpues anerat tpuxuapar

3axaposa

Bona 3a urxexumn

6.2 HecnBMecTHMOCTH

[Ipu nunca Ha poy4YBaHUs 32 HECHBMECTUMOCTH TO3H JIEKAPCTBEH MPOAYKT He TpsiOBa Jla ce cCMecBa ¢
JIPyTH JIEKapCTBEHU MPOIAYKTH.

6.3 Cpok Ha roaHOCT

HeotBopeH duiakoH

3 roguHu

HDI/IFOTBCHa CIIPUHIIOBKA

JlokxazaHo e, 9e XuMHuIeckaTa u pusndeckara CTabMIHOCT B IIEpHO/Ia Ha U3IIOJI3BaHe € 70 24 Jaca Ha 2
1o 8°C, mocneaBano oT a0 24 yaca Ha Temmeparypa ot 15°C go 30°C.

OT MUKpOOHOIOTYHA TJIeHA TOUKA IPOAYKTHT TPAOBa 1a ce ynorpedu HezabaBHO. AKO HE ce
ynoTpebu He3a0aBHO, BPEMETO U YCIIOBHUATA 32 ChbXPaHEHHE B NIEPHO/IA HA M3IIOI3BAHE MTPEIH
ynoTpeba ca OTTOBOPHOCT Ha MOTPeOUTENS 1 OOMKHOBEHO HE TPsAOBa Aa HAAXBHPIAT 24 yaca Ha 2 /10
8°C, ocBeH aKo NPUTOTBSHETO HE € M3BBPIICHO NMPH KOHTPOJIMPAHU U BAIUANPAHN aCENTHYHH
ycnoBus. I3XBBpIIeTe, ako ce ChXpaHsABa MoBede OT 24 Jaca B XJIaIWITHUK WM MoBeUe oT 24 Jaca Ha
cTaifHa TemIiepaTtypa.

IIpuroTBeHara cipuHIIOBKA TPsIOBa J1a c€ ChXpaHsABa Ha 3alUTECHO OT CBETIMHA MSCTO.
6.4 Crhenuananm yca10BHs HAa CbXpaHeHHe

a ce cexpanssa B xnamwiauk Ha 2°C go 8°C.

[a He ce 3ampa3sspa.

CobxpaHsiBaiiTe B OpUrMHAIHATA OMIAKOBKA, 3a J1a CE MPEANa3u OT CBETJIMHA.

3a ycnoBusATa Ha ChXPAaHECHUE CJIe OTBApsHE Ha JIEKAPCTBEHUS MPOIYKT BIKTE TOUKA 6.3.
6.5 Buau chabp:kaHHue HA ONIAKOBKATA

TALVEY 2 mg/ml HHKeKIHOHEH Pa3TBOp

1,5 ml uHXEKIMOHEH Pa3TBOP BB (IAKOH OT CTHKJIO TUM | C eTacTOMEpHa 3aIyiaika H aTlyMUHIEeBa
oOKaTKa ChC CBETJIO3EIICHA TyIIela ce Karadka, ChIbprKaia 3 mg TalKkBeTaMa.

OmnakoBka ot 1 ¢uiakoH.

TALVEY 40 mg/ml nHKXEKIIHOHEH pa3TBOD
1 ml uHKEKIMOHEH Pa3TBOP BB (PJIAKOH OT CTHKIIO THI | ¢ enacToMepHa 3amyIiaiKka U aTyMUHHEBa
oOKaTKa ¢ BUOJIETOBA UyTIela ce Kamnayka, chappikaina 40 mg TajkBeTamao.

OmnakoBka ot 1 ¢uiakoH.
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6.6 CroenuajJHU NMpeaNa3sHu MePKH NP U3XBBPJIsIHE U padoTa

Onakonute TALVEY ce nocTtaBsrt kaTo roToB 3a ynorpeda HHXEKIIMOHEH pa3TBOP, KOMTO He ce

HY)KJae OT pa3pekaaHe Mpeau MPUIoKEHNE.

®naxonn TALVEY ¢ pa3nuuHu KOHIEHTpalK He TpsAOBa Ja ce KOMOMHUPAT 3a MOCTUraHe Ha

TEpaAIrCBTUYHA J034a.

[Ipu npurotssineto u npunaranero Ha TALVEY Tps0Ba 1a ce u3mon3Ba acenTUYHa TEXHUKA.

Ipueomesine na TALVEY

. W3non3Baiite cnennute peepeHTHH TadbauIy 3a npuroresine Ha TALVEY

o Wznomseaiite Tabmuma 13, 3a 1a onpexenute o0miara 103a, MHXXESKIIHOHHHAS 00eM 1
Heo0X0oauMHUsI Opoii pi1akOHHM Bb3 OCHOBA Ha aKTYAJIHOTO TEJICCHO TETJIO Ha MaIlUeHTa 3a
no3a 0,01 mg/kg, karo ce mnonsea ¢pakodH TALVEY 2 mg/ml.

Tabuuna 13: {o3a 0,01 mg/kg: mHkeknuoHHU 00eMHu npH n3noa3BaHe Ha (pyiakoH TALVEY 2 mg/ml

TeJiecHO Teryio O0ma no3a* HNuxexnuoHeH Bpoii piakonu
(kg) (mg) o0em (1 parakon =

(ml) 1,5 ml)
35 1o 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
Ho3a 0,01 mg/kg 76 no 85 0,8 0,4 1
86 1o 95 0,9 0,45 1
96 no 105 1,0 0,5 1
106 no 115 1,1 0,55 1
116 no 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 1o 160 1,6 0,8 1

4 O6uara 103a (Mg) ce U34KMCISIBA Bb3 OCHOBA HA 3aKPBIVICHUs 00eM Ha HikekiusTa (ml)
o Wznonseaiite Tabmuna 14, 3a 1a onpenenute o0IaTa 1033, MHXXESKIIMOHHHUS 00eM 1

HeoOxomuMus Opoii GJIaKOHU Bb3 OCHOBA HA aKTYaTHOTO TEJICCHO TETJIO Ha MAIUCHTA 3a
no3a 0,06 mg/kg, karo ce usnonspa ¢piaakon TALVEY 2 mg/ml.
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Tabuuna 14: {o3a 0,06 mg/kg: mHkeknuoHHU 00eMu npH n3noa3saHe Ha (pyakoH TALVEY 2 mg/ml

TesecHo Termno O0ma no3a* HNnxeknuoHeH Bpoii piakonun
(kg) (mg) o0em (1 parakon =
(ml) 1,5 ml)

35 no 39 2,2 1,1 1

40 o 45 2,6 1,3 1

46 no 55 3 1,5 1

56 no 65 3,6 1,8 2

66 1o 75 42 2,1 2
Ho3a 0,06 mg/kg 76 no 85 4,8 2,4 2
86 1o 95 5,4 2,7 2

96 no 105 6 3 2
106 no 115 6,6 33 3
116 mo 125 7,2 3,6 3
126 to135 7,8 3,9 3
136 to145 8,4 4,2 3
146 to155 9 4,5 3
156 to160 9,6 4,8 4

#  O6uara 103a (Mg) ce U34KMCISIBA Bb3 OCHOBA HA 3aKPBIVICHUs 00eM Ha HikekiusTa (ml)

o Wznomnseaiite Tabmuna 15, 3a 1a onpenenute o0maTa 1033, MHXCSKIIMOHHHUS 00eM 1
HeoOXoauMust Opoit prrakoHM Bh3 OCHOBA Ha aKTYAJIHOTO TEJICCHO TETJIO Ha MAaIlUeHTa 32

no3a 0,4 mg/kg, kato ce u3non3sa guakod TALVEY 40 mg/ml.

Taoauna 15: lo3a 0,4 mg/kg: uHKeKIMOHHU 00eMu npu u3noa3Bane Ha ¢uiakon TALVEY 40 mg/ml

TesnecHo TerJio Oo6ma xo3a? HNnxeKIIUOHEH Bpoii paakonu
(kg) (mg) odem (1 paakon =
(ml) 1.0 ml)

35 mo 39 14,8 0,37 1

40 no 45 16 0,4 1

46 no 55 20 0,5 1

56 no 65 24 0,6 1

66 1o 75 28 0,7 1
Jo3a 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 mo 115 44 1,1 2
116 no 125 48 1,2 2
126 no 135 52 1,3 2
136 no 145 56 1,4 2
146 no 155 60 1,5 2
156 mo 160 64 1,6 2

#  O6uara 103a (Mg) ce U34MCISIBA Bb3 OCHOBA HA 3aKPBIVICHUs 00eM Ha HiKekiusTa (ml)

o) M3nomn3paitte Tabauma 16, 3a ma onpenenuTe odmara 103a, HHKEKIHOHHUS 00eM 1

HeoOxomuMus Opoii GJIaKOHU Bb3 OCHOBA Ha aKTYaTHOTO TEJIECHO TEIJIO Ha MAIUCHTA 3a
no3a 0,8 mg/kg, kato ce u3non3sa guiakod TALVEY 40 mg/ml.
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Tabauna 16: {o3a 0,8 mg/kg: nHkeknnoHHN o6emu npu usnospane Ha ¢paakon TALVEY 40 mg/ml

TesecHo Termno O0ma no3za* HNnxeknuoHeH Bpoii piakonun
(kg) (mg) odeM (1 dporakon =
(ml) 1.0 ml)

35 1039 29,6 0,74 1

40 o 45 34 0,85 1

46 no 55 40 1 1

56 no 65 48 1,2 2

66 1o 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 no 105 80 2 2
106 no 115 88 2,2 3
116 no 125 96 2,4 3
126 no 135 104 2,6 3
136 no 145 112 2,8 3
146 no 155 120 3 3
156 o 160 128 3,2 4

a

7.

Oo6mara 1o3a (mg) ce H3YUCIIBA Bb3 OCHOBA Ha 3aKPBITICHUS 00eM Ha HIbKeKImaTa (ml)

IIposepete mamn TALVEY umXeKIMOHEH pa3TBOP € OE3I[BETEH A0 CBETIOXEIT. He

U3II0JI3BaTE, aKO pa3TBOPBT € C MPOMEHEH LIBST, MBTEH WIIHM CHABPKA Uy>KIH YACTHIIH.

M3Banere nogxomsmus ¢iiakod TALVEY ot xnagumauka (2°C mo 8°C) u ro TeMriepupaire 1o

ctaiina remneparypa (15°C go 30°C) B npoabinkeHue Ha Hali-mMaiko 15 munyTu. He

saromstiite TALVEY ¢nakoH o HUKakbB APYT HAYWH.

Crient KaTo ce TeMIepupa, BHUMATEIHO 3aBbpTeTe (iiakoHa 3a okoio 10 cekyHam, 3a jaa ce

cMmecu. He pasknamaiire.

U3rernere nHeobxonumust nHxkeknnoneH obem TALVEY ot ¢urakoHa(ute) B CipUHIIOBKA C

NoaX0As11 00eM, KaTo U3M0I3BATE UIJIa 32 IPEXBBPIISHE.

o NmxeKIMoHHUAT 00eM He TpsiOBa j1a Haaxebpis 2,0 ml. Pazaenere mo3ute Hazg 2,0 ml mo
PaBHO B HSAKOJIKO CIIPUHIIOBKH.

TALVEY e cCbBMECTHUM C HHXKEKITMOHHH UTJIH OT HEPHKJIaeMa CTOMaHa M ChC CITPUHIIOBKH OT

MOJIUTIPOTIMIICH M TTOJIMKapOOHAT.

3aMeHeTe uriara 3a IpeXBbPIISTHE ¢ HHXKEKIIMOHHA UTJIa C TOIXOAII pa3Mep.

AKO IpUTOTBEHATA CIIPUHIIOBKA CE CHhXPaHABa B XJIAIMITHHUK, OCTaBETE Pa3TBOPHT J1a JOCTUTHE

cTaiiHa TemnepaTypa npeanu NpUIoKeHHe.

Hewnsmom3BaHuAT TeKapCTBEH MPOIYKT WU OTHAIFYHATE MaTEPHAIIK OT HETO TPsIOBa Ja ce

M3XBBPIAT B COTBETCTBUE C MECTHUTE M3MCKBAHUS.

HPUTEXATEJI HA PASPEIIEHUETO 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 IT'bPBO PAZPEINABAHE/IIOJHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

[ata Ha mppBO pa3pemanane: 21 aBryct 2023 r.
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10. JATA HA AKTYAJIMN3UPAHE HA TEKCTA

IToapoOHa uHOpMaLKs 3a TO3M JCKApPCTBEH MPOAYKT € IMPeI0CTaBeHa Ha yeOcalita Ha EBponeiickara
areHIs 110 JIeKapcTBaTa https://www.ema.europa.eu.
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MPUJIOKEHUE 11
MPOM3BOUTEJ (M) HA BUOJOTMYHO AKTUBHOTO(MTE)
BEILIECTBO(A) M ITIPOU3BOIMTEJI(M), OTTOBOPEH(HH) 3A
OCBOBOKJIABAHE HA IAPTHIN

YCJI0OBUSA UK OT'PAHUYEHNUSA 3A JOCTABKA N
YIIOTPEBA

APYI'U YCJIIOBUA U UBUCKBAHUSA HA PASPEHIEHUETO 3A
YIIOTPEBA

YCJIOBUA NJIN OT'PAHUYEHNUS 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA TPOAYKT

KOHKPETHO 3AABJI’KEHUE 3A UBITbJIHEHUE HA MEPKH
CJIE[l PABPEIIABAHE 3A YIIOTPEBA 110/ YCJIOBHE
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A. NPOU3BOIUTEJI HA BUOJIOT'NMYHO AKTUBHOTO BEIIECTBO U
MMPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOXJIABAHE HA ITAPTUIHN

Hme n aapeC HAa MPOU3BOAMTCIIA HA OMOJIOTUYHO aKTUBHOTO BCIICCTBO

Janssen Sciences Ireland UC
Barnahely,

Ringaskiddy, Co. Cork
Hpnannus

Hme n aJapeC HAa MPOU3BOAMTECIIA, OTTOBOPEH 34 OCB060)K,Z[aBaH€ Ha NapTUAUTC

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

[leyaTHaTa TMCTOBKA Ha JIGKAPCTBEHHS MPOLYKT TPAOBa Jja ChABPKA UMETO U ajpeca Ha

NPOU3BOIMTEINS, OTTOBOPEH 32 OCBOOOKIaBAaHETO HA CHOTBETHATA MApTHIA.

b. YCJOBUS NN OTPAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlekapCTBEHUSAT MPOAYKT CE€ OTITyCKa M0 OTpaHUuEHO JieKapcko npeanucanue (Bx. [Ipunoxenne I:

Kpatka xapakTeprcTika Ha POAyKTa, ToUKa 4.2).

B. JPYI'U YCJIOBUSA U U3BUCKBAHUS HA PASPELHIEHUETO 3A YIIOTPEBA

. IlepuoguyHu aKkTyaJu3npanu aokiaanau 3a oezonacuocr (ITA/IB)

WzuckBanusra 3a nogaBane Ha [TIAJIb 3a T0o3u JIeKapCTBEH MPOAYKT Ca MMOCOYCHH B CIHCHKA C

pedepentauTe natu Ha EBpomnetickus cpio3 (EURD crucek), mpensuaes B wi. 1078, an. 7 ot

HupextuBa 2001/83/EO, 1 BB BCUUKH CJeIBAIN aKTyalln3alliy, ITyOIUKyBaHH HA €BPOTEHCKIS

yeOropTa 3a JeKapcTBa.

[Ipurexarensat Ha pa3penieanero 3a ynorpeda (IIPY) tpsosa na momane mepsus [TA/Ib 3a To3u

OPOIYKT B CPOK OT 6 Mecella Clie/l pa3peraBaHeTo 3a yrnorpeoa.

r. YCJ0OBUS NN OTPAHUYEHUA 3A BE3OITIACHA U EOEKTUBHA YIIOTPEBA
HA JJEKAPCTBEHUSA MPOAYKT

. IInan 3a ynpasaenue Ha pucka (ITYP)

[IpurexartensaT Ha paspemenuero 3a ynorpeda (IIPY) TpsOBa aa n3BbpIIBa U3UCKBAHUTE IEHHOCTU U

NIEHCTBUS, CBBP3aHU C TIPOCIIeAsIBaHE Ha JIEKapCTBEHATa O€30TacHOCT, TOCOYeHH B ofo0peHus [1VP,

npeactaBed B Moxyn 1.8.2 Ha pa3penreHneTo 3a yrnorpeda, KakTo U BB BCHUKH CJISIBAIIHA OJT00PECHH

akTyanu3auuu Ha [TYP.

Axtyamusupan [TYP Tpsa6Ba na ce momana:
. 1o uckane Ha EBponelickaTa areHIuys 1o jJeKapcTBara;
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BUHATH, KOTAaTO CE U3MEHS CHCTEMAaTa 3a yIpaBJICHHE Ha PUCKA, OCOOEHO B Pe3yiTaTr Ha
MmoJTyJaBaHe Ha HOBa MH(OpMAITHs, KOSTO MOXKE J1a JOBEIE 10 3HAYMMHU ITPOMCHH B
CBHOTHOIICHUETO MOJI3a/PUCK, MK CJIE JOCTUIaHE Ha BayKEH eTall (BbB Bph3Ka C IPOCIIeasIBaHe
Ha JIEKapCTBeHATa 0E30MACHOCT WU CBEXK/IaHE HA PUCKA JJO MUHHUMYM).

I[OH'I)JIHI/ITQJIHI/I MEPKH 32 CBECKAAaHE HA PUCKA 10 MUHUMYM

ITIPY tpsbBa ga rapanTHpa, 9€ BHB BCSIKA IbpKaBa WieHKa, B KosTo TALVEY e Ha mazapa, Bcuuku
MAIUEeHTH/ 00T PIIKBAIIIM TH JIUIIA, KOUTO CE OYaKBa Jla U3M0I3BAT TaJKBeTaMa0, Iie UMaT JOCThI
no/iie ca cHaOmenu ¢ Kapra Ha nanuenTa, Koato Ja vHGOpMHpa MalMeHTHTE U J1a 00sACHSIBA
puckoBete oT CRS u HeBposormuHa TokcuaHoCT, BKiounTerHo ICANS. B Kaprara Ha manuenTa
Tps0Ba Ja Ob/Ie BKIFOYCHO U MPEAYIPEKJACHUE 3 METUITMTHCKUTE CIISITUATTUCTH, JICKYBAaIH MMaIlUeHTa,
Yye TOW/TS MoJTydaBa TalKkBeTamao.

KapTaTa Ha ImanueHTa TpSI6Ba Ja CbAbpiKa CJICAHATA OCHOBHA I/IH(I)OpMaI_II/IHI

Ornurcanve Ha OCHOBHHTE TpU3HaIy U cumnTomu Ha CRS 1 HeBposornyHa TOKCHYHOCT,
pxirounTeltHo ICANS

WHudopmanus, kora J1a ce ThPCH CHEITHa ITOMOII] OT METUIIMHCKH CIISIIUAIIACT WU J1a CE U3BHKA
Obp3a IOMOIII TP TOSIBA HA MPU3HANK U cuMIIToMH Ha CRS niu HEBpOJIOTHYHA TOKCHYHOCT,
prirountestHo ICANS

HanomHsiHe, ye manueHTuTe TpsiOBa Ja OCTaHaT OJIM30 70 JIeUeOHO 3aBEJCHNUE B IIPOIBIDKEHUC
Ha 48 gaca ciieq MpUIaraHeTo Ha BCHYKH J03M OT CXeMaTa Ha MpHiIarane ChC CTHIIATIOBUIHO
IOBHIIIABAHE Ha J03aTa

WNudopmarus 3a KOHTAKT Ha MPEANACBAIIHS JIEKap

OOyuurenHa nporpaMa 3a MEAUIMHCKH CIIENNATINCTH

IIpenu myckaHeTo Ha TaJIKBeTaMald Ha Mma3apa BbB BCsKa AbprkaBa-wieHka [IPY Tps6Ba ga cerimacysa
CBHABPKAHUETO U (popMaTa Ha OOYUHTEITHUTE MATEPUATU C HAITMOHATHHUS KOMIICTCHTEH OpraH.

IIPY TpsibBa ma rapanTHpa, e BB BCSKa IbprKaBa-4JICHKA, B KOSATO TaJIKBeTaMal ce Ipejyiara Ha
masapa, Ha BCHUYKA MEAUIMHCKY CIeIIHAINCTH, KOUTO CE€ OYaKBa Ja MPEIMUCBAT WK IIpHIarat
TajKBeTama0, I1e Ce MPEeIOCTaBIT MEAUIIMHCKA O0YyUUTEITHA MaTepHally 3a.

ocurypsBaHe Ha HH)OPMHUPAHOCT 32 PUCKa OT HEBPOJIOTMYHA TOKCUYHOCT, BKIIIOUUTEITHO
ICANS, 1 npenopbKH 3a CBEKaHE Ha PUCKA 10 MUHHUMYM, BKJIFOUUTEITHO HH(POPMALIUS 32
YEeCcTOTaTa, TeKECTTa ¥ BPEMETO [0 MOsIBaTa Ha CHMIITOMHTE, HAOII0JaBaH! TPY MAllUeHTH,
JIeKyBaHH C TaJKBETaMal

yIleCHsIBaHE Ha UICHTH(HUIIMPAHETO HA HEBPOJIIOTUYHA TOKCHYHOCT, BKIIounTerHO [CANS
yJeCHSIBaHE Ha JICUCHUETO Ha HEBPOJIOTHYHATA TOKCHYHOCT, BKItounTeTHO [CANS
yJecHsIBaHEe Ha HAOIIOIEHHETO Ha HEBPOJIOTMYHATA TOKCHIHOCT, BKItounTeTHo I[CANS
rapaHTupaHe, 4e HeXKellaHUTE PEaKIMy ce ChOOIIaBaT aJIeKBATHO U TIO TIOAXO/ISI HAYHH

A. KOHKPETHO 3AABJKEHUE 3A U3ITBJIHEHUE HA MEPKH CJIE]]

PA3SPEITABAHE 3A YIIOTPEBA I10J] YCJIOBUE

Toga e pa3perieHue 3a ynorpeda moji ycjaoBue u cbriiacHo wi. 14-a ot Pernament (EO) Ne 726/2004 B
onpezaeneHus cpok [IPY TpsaOBa ga M3ITBIHA CIETHUTE MEPKH:

Onucanue Cpok

3a 1a ce moTBbpAK ehUKACHOCTTA M OS30MMaCHOCTTA Ha TaJKBeTaMal, MMOKa3aH KaTo | M. alpHil
MOHOTEpAITUs 3a JICYCHHE Ha Bb3PACTHH MAIUCHTH C peluanBupai u peppakreper | 2027 r.
MYJTHIUIEH MHEJIOM, KOUTO Ca ITOJTyYMId HalH-MaJIKO TPH MPEIXOIHU TEPaIuH,
BKITIOYBAIIM HMYHOMOTYJTHPAIIO CPECTBO, IPOTEA30MEH HHXUOUTOP U
anTr-CD38 aHTUTSII0, ¥ TIOKA3BaT MPOrPecHs Ha 3a00JIIBaHETO IO BpEME Ha WIIN
cien nocneaHara tepanus, [IPY mie momane pesynraTure oT IpoydYBaHe
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Onucanne

Cpok

64407564MMY 3002, panagoMusupaHo poyuBaHe (asza 3, cpaBHIBAIIO
TamkBeTamab s.c. B KOMOWHAIMSA ¢ Aapatymymao s.c. u momamugomun (Tal-DP)
WM TankBeTamal s.c. B KoMOuHanus ¢ naparymymao s.c. (Tal-D) cripsimo
napatymyMa0 s.c., moManuaoMua u nexcameraszon (DPd) npu yyactaumm ¢
pelHIMBHpAI WK pedpakTepeH MYJITUIUICH MUAECIOM
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IPUJIOKEHUE III

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA (2 mg/ml)

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

TALVEY 2 mg/ml urKeKIHOHEH pa3TBOP
TajkBeTamad

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

Enun daakon ¢ 1,5 ml ceappxka 3 mg tajkseramad (2 mg/ml).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

ITomomram BemectBa: EJITA nByHaTpueBa coil AMXUIPAT, JCACHA OIIETHA KUCEIHMHA, TToyimcopbar 20,
HATPUEB alleTaT TPUXHUJPAT, 3aXap0o3a, BOJIa 32 MHIKCKIIUU.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

HWHXCKITMOHEH Pa3TBOP
3 mg/1,5 ml
1 pmaxon

‘ 5. HAYYH HA ITPUJIOKEHUE U ITbT HA BBBE/KJAHE

3a MOIKOKHO TIPHIIOKCHHE.
[Ipenu ynotpeda npoyereTe JIMCTOBKATA.

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, UE JTEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsiBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEHUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

[la He ce pazkiama.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onmen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

[a ce cpxpansBa B XJIaJUIIHHK.
[la He ce 3ampa3ssBa.
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CoxpaHsBaiiTe B OpUTHHAITHATA OMIAKOBKA, 3a J]a C€ MPe/na3u OT CBETINHA.

10.

CIIEIIMAJIHU ITPEAITIA3HU MEPKHU I1PU U3XBBPJIAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

UME U AJIPEC HA IIPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/23/1748/001

13.

ITAPTUJIEH HOMEP

ITapTuna:

| 14.

HAYUH HA OTIITYCKAHE

| 15.

YKA3AHUSA 3A YIIOTPEBA

| 16.

HUH®OPMAIIMS HA BPAJIOBA A3BYKA

[puero e ocHOBaHMeE /1a HE ce BKIIIOYM HH(pOpManus Ha bpaiinoBa a30yka.

| 17.

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JBym3mepeH 6apKoJI ¢ BKIFOYCH YHUKAJICH HICHTH()HUKATOD.

| 18.

YHUKAJIEH TAEHTUO®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

®JIAKOH (2 mg/ml)

1. NME HA JIEKAPCTBEHUA IMTPOAYKT U ITbT(MLIA) HA BBBEXK/JIAHE

TALVEY 2 mg/ml urxkeKius
TaJKBeTamMao
S.C.

‘ 2. HAYUH HA ITPUJIOKEHUE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHHAPTUJAEH HOMEP

Lot

5. CBbABPXKXAHUE KATO MACA, OBEM WJIN EJUWHUIIN

3 mg/1,5 ml

6. JIPYTO
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JAHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIHA KAPTOHEHA OITAKOBKA (40 mg/ml)

1. HUME HA JIEKAPCTBEHMUS ITPOAYKT

TALVEY 40 mg/ml uHXeKIHOHEH pa3TBOP
TajkBeTamad

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

Enun daakon ¢ 1 ml ceappika 40 mg TankBeramad (40 mg/ml)

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

ITomomram BemectBa: EJITA nByHaTpueBa coi AMXUIpAT, JICACHA OIICTHA KUCENHHA, TToscopoar 20,
HATPUEB alleTaT TPUXHUJPAT, 3aXapo3a, BOJIa 32 MHIKCKIIUY.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

WH)XEKLINOHEH Pa3TBOP
40 mg/1 ml
1 pmaxon

‘ 5. HAYYH HA ITPUJIOKEHUE U ITbT HA BBBE/KJAHE

3a MOIKOKHO TIPHIIOKCHHE.
[Ipenu ynotpeda npoyereTe JIMCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsiBa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEHUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

[la He ce pazkiama.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onmen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

[a ce cpxpansBa B XJIaJUIIHHK.
[la He ce 3ampa3ssBa.
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CoxpaHsBaiiTe B OpUTHHAITHATA OMIAKOBKA, 3a J]a C€ MPe/na3u OT CBETINHA.

10.

CIIEIIMAJIHU ITPEAITIA3HU MEPKHU I1PU U3XBBPJIAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

UME U AJIPEC HA IIPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.

HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/23/1748/002

13.

ITAPTUJIEH HOMEP

ITapTuna:

| 14.

HAYUH HA OTIITYCKAHE

| 15.

YKA3AHUSA 3A YIIOTPEBA

| 16.

HUH®OPMAIIMS HA BPAJIOBA A3BYKA

[puero e ocHOBaHMeE /1a HE ce BKIIIOYM HH(pOpManus Ha bpaiinoBa a30yka.

| 17.

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JBym3mepeH 6apKoJI ¢ BKIFOYCH YHUKAJICH HICHTH()HUKATOD.

| 18.

YHUKAJIEH TAEHTUO®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBNYHH OITAKOBKH

®JAKOH (40 mg/ml)

1. NME HA JIEKAPCTBEHUA IMTPOAYKT U ITbT(MLIA) HA BBBEXK/JIAHE

TALVEY 40 mg/ml umkexius
TajKBeTamMad

talquetamabum

s.C.

‘ 2. HAYYH HA ITPNJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIA

40 mg/1 ml

| 6. JIPYTO
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Bb. IHCTOBKA
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JlnucroBKa: l/IH(l)OpMalII/lﬂ 3a manueHTa

Talvey 2 mg/ml nH)keKIIMOHEH Pa3TBOP
Talvey 40 mg/ml uH:KeKIMOHEH pa3TBOP

tankBeTamab/talquetamab

vTOBa JIEKapCTBO TOJIJICKH Ha JOIMBIHUTEIIHO HabmoneHne. ToBa 1ie mo3Boiii Obp30TO
YCTaHOBsIBaHE Ha HOBa MH(OpMaIUs OTHOCHO Oe30macHOCTTa. MoXkeTe Ja JajieTe CBOs MPUHOC KaTo
CHOOITUTE BCSAKA HEXKEIaHa PEaKIFsl, KOSITO CTE TOIYUYMIH. 3a HAaYWHA Ha ChOOIIaBaHe Ha HEXKETIaH!
peakIuy BIDKTE Kpas Ha TOUYKa 4.

IIpoyeTeTe BHMMATEIHO HSAJIATA JIMCTOBKA, MpeAn 1a By ce NpMII0KH TOBA JIEKapCTBO, Thil

KaTo TH ChAbP:Ka BaxHa 3a Bac unpopmanus.

- 3amasere Ta3u JUCTOBKA. MoKe /1a ce HaJIOKH J1a sl IPOUYETETE OTHOBO.

- AKO uMate HAKaKBH JOITBJIHUTEIHH BBIIPOCH, IToNUTaiTe Bamus nexkap uim MeJuiuHCcKa
cecTpa.

- AKO TIOJTyYHTe HAKAaKBU HEXEJIaHU peakllny, yBeoMeTe Bamus ekap uim MeIuIHCKa
cecTpa. ToBa BKJII0YBA U BCUYKH BE3MOKHH HEKETIaHH PEAKLMY, HEOITUCAHU B Ta3U JINCTOBKA.
Bmxre TOUKa 4.

Kakso CbhAbpPiKa Ta3u JIUCTOBKA

Kako npencrasnsia Talvey u 3a KakBO ce W3IMO3Ba

Kakso Tps6Ba na 3Haere, npenu na Bu ce npunoxu Talvey
Kak ce mpunara Talvey

BB3M0XHU HEXKETaHU PEAKLIUU

Kak ce cpxpanspa Talvey

ChbabppkaHue Ha ONIaKOBKATa M JOMBIHUTEIHA HH(POPMALIUS

A e

1. Kakso npeancrasiasipa Talvey u 3a kakBo ce u3nosnssa

Talvey e mpoTHBOPAKOBO JIEKAPCTBO, KOETO ChIbPrKa aKTUBHOTO BELIECTBO TalKBETaMao.
TankBeramal € aHTUTSUIO, BUJ IPOTEHH, KOWTO Pa3lI03HaBa U € MPHUKPEIs KbM CIEHU(PUIHA MUILICHH
B opranm3ma. Tol € ch3[a/ieH Taka, 4e na ce npukperns kbM nporenH GPRCS5D (G mpoTtenH-cBBp3aH
peuentop ot cemerictBo C rpyna 5 uinen D), npoTrent, KOWTo ce HaMKpa BHPXY PAKOBHUTE KIETKH Ha
MYJITUTUICHUS] MUEIIOM, ¥ KbM KiIbcTep Ha qudepennuanus 3 (CD3), nporenn Bbpxy T-kneTkute (BUI
0en KpbBHU KJIETKHN). T-KIeTKHUTE ca 4acT OT eCTeCTBEHATa 3alluTa Ha OpraHu3Ma 1 [oMarar 3a
Ipeana3BaHeTo My oT uH(peKIuu. Te Morar chIo Taka 1a YHHUIOKaBaT pakoBuTe Kietku. Korato
TOBA JIEKAPCTBO CE MPHUKPENH KbM TE3U KJIETKH, TO CBbP3Ba paKOBHUTE KJIETKH U T-KkieTkute. ToBa
ctuMynupa T-KieTkuTe ga pa3pylar pakoBUTE KIETKH Ha MyJITUIUICHHUS] MUEIIOM.

Talvey ce n3nom3sa 3a JeyeHNE HAa Bb3PACTHU C MHOXKECTBEH MUEIIOM, paK Ha KOCTHHSI MO3BK.
Toli ce U3Moa3Ba, KOraTo NAllMEHTUTE ca MPEMUHAIN TIOHE TP APYTH BHUJIA JIEUEHHE, KOUTO HE ca
MOJICHCTBAIN WIM ca IpeCcTaHaIu Ja IeCcTBaT.

2. KakBo TpsioBa 1a 3HaeTe, npeau 1a Bu ce npuioxu Talvey

He Tpa6Ba na Bu ce mpuiara Talvey

. aKO CTE AJICPTUYHH KbM TaJIKBETaMal MM KbM HSKOS OT OCTAHAJIUTE ChCTaBKU Ha TOBA

JIEKapCTBO (M30pOCHH B TOUKA 6).

He u3non3zpaiite Talvey, ako ropHOTO ce oTHacs 1o Bac. Ako He cTe curypHu, roBopete ¢ Bamms
JIeKap WK MEIUIIMHCKA cecTpa, npeau Aa Bu ce npunoxu Talvey.
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IIpenynpesxaeHns u npeanasHu MepKU
l'oBopete ¢ Bamus nekap nim MeIuIMHCKA cecTpa, npeau na Bu ce npunoxu Talvey.

Cepro3HH HEXETaHU PEaKINU
ChIIeCTBYBAT CEPHO3HH HEXKEJIAaHH PEaKI[MK, KOUTO MOYKE J1a HACTBIIAT CJIC] KaTo 3all0YHETE JICUYCHHE

¢ Talvey. Ilpu nosiBata um TpsiOBa @ yBeqOMHUTE He3a0aBHO Baiws iekap mim MeTUIIUHCKA CecTpa,
TBH KaTO MOJKE Ja U3MCKBAT He3a0aBHA MEIMIIMHCKA IIOMOIII.

TpsodBa na kaxeTe BeqHAra Ha Bamus Jiekap WM MeJMIIMHCKA CeCTPA, AKO MOJYYHTE HEll0 OT

cJIe/{HUTeE:

o NpU3HALM Ha ChCTOSIHKE, U3BECTHO KaTo ,,CHHIPOM Ha 0cBOOOX1aBaHe Ha UMTOKUHH (CRS).
CRS e cepro3Ha MyHHA peakiys CbC CHUMITOMH KaTO TIOBUIIIEHA TEMIIEpaTypa, HUCKO KPBBHO
HaJIsiraHe, CTYJCHU TPBIIKHY, 3aTPYAHEHO AUIIAHE, yMOPa, I1aBo00JIMe, YCKOPEH IyJIC U
MOBHUIIIEHO HUBO Ha YEPHOAPOOHHUTE €H3UMH B KPBBTA.

o edeKxTH BbpXy HepBHATa cucTemMa. CUMIITOMUTE BKJIIOUBAT yCeLIaHe 3a OObPKAHOCT, yCellaHe
3a JIe30pUEHTAIMs, CHhHIMBOCT, HAMAJICHAa KOHIIEHTpanus, 3a0aBeHO WK 3aTPyIHEHO MUCIICHE,
IPOMEHEHO MUCJICHE WJIM HAMAJICHO Ch3HaHHE, 00bPKBaHe, 3aTPy/JHEHO TOBOPEHE U pa3dupaHe
Ha peuta. Hsxou oT T4X Moke 1a ObJIaT MPU3HALM HA CEPHO3HA HMYHHA PEeaKLusl, HapedeHa
,»CHHJJPOM Ha HEBPOTOKCUYHOCT, CBbp3aHa ¢ MyHHHUTE edekTopan kinetku (ICANS).

o npoOJieMH B ycTaTa Kato 3aryba Ha BKyC, CyXOTa B YCTaTa, 3aTPyAHEHO MPErTbIIaHe 1
BB3MAJICHHE Ha yCTHATA JIMTABUIIA.

o KOXKHH MPOOJIEMH KaTo OOpUB, 3a4epBABAHE U MPOOJIEMH C HOKTHTE

. YyBCTBO 32 TOILUIMHA, IOBHUIICHA TEMIIEPATypa, CTyJICHH TPBIIKH WIH TpEeTiepeHe, OOJIKH B

T'BPJIOTO UJIM SA3BU B yCTaTa MOXKE J1a 6T>,I[aT MNpu3HaN Ha I/IH(l)eKLII/ISI.

Talvey u Bakcuuu

T'oBopete ¢ Barus nekap win MeIUIIMHCKA cecTpa, npeau aa Bu ce mpunoxu Talvey, ako cte
BaKCHHHMPAHU HACKOPO MIH IIie TPsiOBa 1a ce BakcuHupare. IMyHHata Bu cuctema (ectecTBeHaTa
3aliTa Ha OpraHM3Ma) MOKE J1a He pearnpa TOJKOBa J00pe Ha BaKCHHAIMS, KOraTo IpHeMare ToBa
JIEKapCTBO.

He tpsi6Ba na mosyyaBaTe )KMBU BaKCHHH, CIICIIU(UYCH BUI BAKCHHU, B IIEPHO/Ia Hal-MaJIKO
4 cemMUIM MPeay 3arouBaHe Ha jeueHue ¢ Talvey 1o moHe 4 ceAMHIIM ClIe] MOCIeHATa 103a.

Uscnenpanus v nperyiein

Ipenu na Bu ce mpunoxu Talvey, Bammsr nexap me mpoBepr KphBHaTa Bu kapTuHa, 3a 1a YCTaHOBH
HUBATa Ha Pa3JINYHH KPHBHU KIICTKU U 1ie Bu u3ciensa 3a npusHany Ha uHdekus. Madekuure me
ObIIaT JISKyBaHU, TIPEIU J1a 3aII0OYHETE JICUCHUE C TOBA JICKApCTBO.

Caen xaro Bu ce nmpunoxku Talvey, Bammsar nexap me Bu HaGnmrogaBa 3a HexxellaHd peaknuu. Toi
CBINIO TaKa IIe MPOBepsiBa peAOBHO KpbBHATa Bu kapTHHA, THI KaTo OpOSAT HA KPBBHUTE KIETKU U
JIPYTHTE KOMIIOHEHTH HA KPhBTa MOXE JIa Hamajiee, KOraTo H3I0I3BaTe TOBa JICKApPCTBO.

Jlena u 1oHOIIM
Talvey He TpsiOBa j1a ce M3MOI3Ba NPH JIeTIa WK MIIAJIEKHU 110 18-rouIiHa Bh3pacT, 3ai0To
JIEKapCTBOTO HE € MPOYYBAHO B Ta3U Bb3PaCcTOBA I'Pyla U HE € U3BECTHO KaK IlIe UM MOJIECHUCTBA.

JApyru nexapcersa u Talvey

Tps6Ba na kaxere Ha Bamms nexap WM MEIULIMHCKA CECTpa, aKo pueMare, HACKOPO CTE MPUEMaTH
WIN € Bb3MOXKHO J1a IIpUeMaTe JpyTry jJekapcTa. ToBa BKIIIOYBA JIEKAPCTBA, KOUTO MOXKETE J1a B3EMETe
0e3 perenTa, 1 OMIKOBH JIEKapCTBa.
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BpeMem{ocT, KOHTpaueniuus 1 KbpMeHE

BpemenHOCT M KOHTpanenuus

Talvey nma moteHIMan 1a ce mpeaaBa OT Malikata Ha pa3BuBamus ce ion. Eexrure Ha Talvey
BBPXY Pa3BUBAIIH CE IUIOJ Ca HEM3BECTHH M PUCK 32 HOBOPOACHHUTE/KbpMaUueTaTa HE MOXKE Ja Ce
H3KJIIOYH.

AKo cTe OpeMeHHa WiIH KbPMHTE, CMATATE, U€ MOKE J1a CTE OpeMEeHHa WM IJIaHupaTe OpeMEeHHOCT,
NOChBETBalTE ce ¢ Bamms nexap wim MeIuIMHCKa cecTpa npey Aa By ce mpuitoku ToBa JeKapcTBo.
AKko 3a0peMeHeeTe 1o BpeMe Ha JICUSHHETO C TOBa JIEKapCTBO, KAKETe BeHara Ha Bamus siekap wiu
MEIMIIMHCKA CECTpa.

Axo Bue moxe Ja sa6peMeHeeTe, TpSI6Ba Ja U3I10JI3BaTe C(bCKTI/IBHa KOHTpanenuus nmo BpeMe Ha
JICYCHHUETO C Talvey 1 B IPpOABJDKCHUC Ha 3 Mecela cieq ClIMpaHeTo MY. Bammsar JICKap ¢ nNpoBCpu
JaJin CTC 6peMeHHa, npeau aa 3aro4YHe JCUCHUETO.

Ako Barmmara napTHrOpKa 3a0peMeHee, JOKaTo IMoTy4YaBaTe TOBa JIEKapCTBO, KAKETE BeHAra Ha
Bamus nekap.

AKO cTe mpreMaii ToBa JIEKapCTBO 110 BpeMe Ha OpeMEeHHOCT, Ha HOBOpoaeHoTo Bu 6ebe He TpsiOBa
Jla ce TMOCTAaBAT KUBU BAKCUHH, JOKATO HE HABBPILIY ITOHE YETHPH CEAMULIM.

Kspmene
He e u3BectHO nanu Talvey mpemuHaBa B kbpMmaTa. Moxe J1a ©Ma PHUCK 3a

HOBOpOJcHHUTE/KbpMaueTaTa. [lochBeTBaliTe ce ¢ Barus jiekap, npean aa 3amovHeTe JICYSHHE ¢ TOBa
nexapcTBo. Bue n Bammst nexap 1ie pemunTe Janu noj3aTa oT KbpMEHETO € MO-TojisiMa OT pUcKa 3a
Bamero 6e6e. Ako Bue u Bammst jiekap permre 1a cpere NpuIoKeHUETO Ha TOBA JISKAPCTBO, HE
Tps0Ba J]a KBPMUTE B MPOABIDKCHUE Ha 3 Mecela clie/l CTUpaHe Ha JICYCHUETO.

DepTUnuTer
Jluniceat nanHM 3a edekta Ha TankBeTamal BbpXY deprmnnrera. Edekture Ha TakBeTamMad BbPXY

MBXXKHA U XKCHCKHA (1)epTI/IJII/ITeT HE Ca OCHABAHU B IIPOYYBaHUS IIPU ) KUBOTHH.

lodupane u padora ¢ MalIMHK

Hsixon xopa MoKe J1a ce IyBCTBAT YMOPEHH, 3aMassHA WJIH 00BbpKaHu, mokaTo mpueMat Talvey. He
mogupaiite U He padoTeTe ¢ UHCTPYMEHTH WIIM MAIlIMHU OT TMOJTYYaBaHETO HA IbpPBaTa /1034 10 Hal-
Manko 48 Jaca clies] moyry4aBaHe Ha mmbpBara Bu TepaneBTruHa no3a Talvey wim ciopen ykazaHusTa
Ha Bamms nexap.

Talvey cbabpaxa HaTpHid
Talvey cpabprka mo-manko ot 1 mmol HaTpuii (23 mg) Ha 1034, T.e. MOXKE J1a Ce Kaxe, 4e
NPaKTUYECKU HE ChIbPKa HATPHUH.

3. Kak ce npuiara Talvey

KakBo kojM4ecTBO ce npujara

Talvey me Bu ce npunara nox HaOMIOICHUETO Ha JIEKAP C ONUT B JICUYCHUETO HA MALMEHTH C
MHOKECTBEH MHUENIOM. Bammsit iekap mie penn kakBo koiamdectBo Talvey mpa Bu ce npuinara. Jlo3ara
Talvey mie 3aBucu ot TenecHoTo Bu Terio.

B 3aBucumoct ot gozata Talvey ce mpuiara BeIHbX CEIMHYHO WU BEJHBX Ha 2 CEIMHIIH 110
CJICOAHUS HAYUH:

0.4 mg/ke BeIHEBXK CEAMHUYHO:
° 3a mbpBara cu Ao3a e nomyuute 0,01 mg Ha KUIOrpaM TEIECHO TErIIO.
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° 3a BTOpAaTa CH J103a, KOSTO 1Ie Ce NpUiIoxkKu ciaen 2-4 auu, me nonyuute 0,06 mg Ha Kuinorpam
TEJIECHO TETJIO.

. 3a Tperara cH Jo03a LIe MOJIy4uTe ,,TepaneBTuyHa 1o3a“ 0,4 mg Ha Kujaorpam Teriao 2-4 THu
cnen BToparta Bu no3a.

o Cren TperaTa cu J103a L€ IOIy4aBaTe ,,TepareBTU4Ha 103a° BEAHBK CEIMUYHO.

o JleyeHueTo 111 MPOIBIDKU JOKATO UMATe 1oJ3a OT JieueHuero ¢ Talvey.

Bammst nekap me Bu HabmioaBa 3a He)XeNIaH! peakiy CJIel] BCSKa OT ITbPBUTE TPU A03U. Tol e
MIpaBH TOBA B MPOIBIKEHNE Ha 2 JTHU CJIe]] BCsIKa 103a. TpsOBa ga octaHere B OJIM30CT 0 JiedeOHO
3aBeJICHHE CIIe]l BCSIKA OT IIBPBUTE TPU 103H, B CIy4ail 4e MOIy4UTe HEKENaHU PEaKIHU.

AKO OTyuuTe HEXKETIAaH! PEAKITUH CIIe] HIKOS OT IEPBUTE JBE 103U, BamuaT gexap MoXe 1a perm
Jla u34aka 710 7 JHH, Ipeau 1a Bu mpuiioku cieasamiaTa 103a.

0.8 mg/ke BeTHEXK Ha BCEKH 2 CEIMUILIH:

° 3a mbpBara cu Ao3a e nonyuute 0,01 mg Ha KUIOrpaM TEIECHO TErIo.

° 3a BTOpaTa CH J103a, KOSTO 1Ie CE NpUJIokKu ciaen 2-4 auu, mie nonyuute 0,06 mg Ha Kuiorpam
TEJIECHO TETJIO.

. 3a TperaTa cH 1032, KOSTO IIe Ce TMPUIIOKHU cien 2-4 aawm, me noinyunte 0,4 mg Ha Kujgorpam
TEJICCHO TETJIO.

. Cren ToBa 3a UETBBPTATA CH 71034 III€ MTOIYIHUTE ,,TepaneBTHdIHA 103a" 0,8 mg Ha Kujorpam
terno 2-4 auu cnex Tperata Bu go3za.

. Crnen yeTBbpTaTa CH 1032 1€ MOJIy4YaBate ,,TePAneBTUUHA 1032 BEAHBK HA BCEKU 2 CEIMMUIIU.

° JledeHnuneTo 11e MPOABIDKH AOKATO MMATE 10132 OT JieueHueTo ¢ Talvey.

Bammsat nekap me Bu HabmiogaBa 3a HeXeJaH! peakUy Clie BCsAKa OT mbpBuTe By uetnpu no3u.
Toii/Ts1 me mpaBu TOBa B MPOIBJDKCHUE HA 2 THU cje Beska fo3a. TpsoBa na Obaere 61130 10
nedeOHO 3aBeJICHUE CIie]] BCsIKa OT ITBPBUTE YETHPH JIO3H B CITyUaii, 4e TOIydUTe HeXKEIaH! PeaKInu.

AKO TIONTyYuTe HEXEJIaHU PeaKkIluu CIIe/ HAKOS OT IBPBUTE TPH JI03H, BamusT nekap Moxe fa pemu
Jla M34aKa 110 7 THY, Ipenu aa Bu npunoxu crneppamara 1o3a.

Pemenwnero 3a n3nomsBane Ha 0,4 mg/kg Bemubxk cenmuuno wnun 0,8 mg/kg Ha Bceku nBe ceaMHLIN
TpsOBa J1a ce B3eMe e KOHCynTaus ¢ Bamms mekap.

Kak ce npuiiara JiekapcTBOTO
Talvey uie Bu ce npuara ot Jiekap WM MEAUIIMHCKA CECTPa KaTO MHKEKIIMS MO KOXkKaTa (MOAKOKHA
nHkeknus). T4 ce mpuiara B o0acTTa Ha Kopema Wi 0eapoTo.

Apyru jekapcTBa, NpUJIaraHu no Bpeme Ha jgedeHue ¢ Talvey

[Ipenn mepBuTE TpH M03M (ako Bu ce mpunarat 0,4 mg/kg TenecHo TEro) Uiy MEPBUTE YETHPH JT03U
( axo Bu ce mpuiarar 0,8 mg/kg tenecno terno) Talvey, e Bu ce npunarat jgekapctsa, KOUTO
CriomMarar 3a HaMaJIsiBaHE Ha BEPOSTHOCTTA OT HEXKEJIAH! peakiy. Te MoXe /1a BKIIIOYBAT:

. JIeKapCcTBa 32 HaMaJsIBaHE Ha allepruyHa peakuus (AHTUXUCTAMHUHU )
. JIeKapCcTBa 32 HaMaJsiBaHE Ha Bb3MaJieHre (KOPTUKOCTEPOUIN)
. JIeKapcTBa 32 HaMaJsiBaHE Ha TIOBUILIEHA TeMIleparypa (KaTo mapameramodn)

Te3u JICKapCTBa MOXKEC 1a Bu ce IMMPUJIOKAT CHIIO U IMPU IO-KbCHU OO3U Talvey BB3 OCHOBA Ha
HaJIMYUECTO HA HAKOU CHUMIITOMH.

Moxe ChIIO Aa Bu ce MPUJIOKAT JOMBJIHUTCIIHU JICKAPCTBA Bb3 OCHOBA Ha HAJIMYNCTO HA HAKOU
CHUMIITOMM UJIK Ha Bamiata anamHe3a.
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Axko Bu ce npuiioxxu moBede ot Heodxoaumarta ao3a Talvey

ToBa nekapcTBo 11e Bu ce npuiara ot Bamus jnexap niu MeauiMHcKa cectpa. B ciyuait e Bu ce
MIPHUJIOKU TBBPJIE TOIIMO KOJMYECTBO (IIpeno3upane), BammsaT nexap me Bu npernena 3a Hexxenanu
peakiuu.

AKO nponycHeTe Ha3HAYeH 4Yac 3a npuiioxxkenune Ha Talvey

MHoro e Ba)HO Jia Cria3BaTe BCHYKHA HA3HAYCHU YacOBe, 32 Jla € CUTYPHO, e JieueHueTo Bu aeiicTsa.
AKO TIpOMyCHETe Yac, HacpoveTe CH JAPYT Yac Bh3MOKHO Hal-CKOPO.

AKO UMaTe HIKAKBHU JIOMBJIHUTEIHNA BHIIPOCH, CBbP3aHH ¢ yroTpebara Ha TOBa JIEKapCTRO, MOMUTANTEe
Barvist iekap uiv MeMIMHCKA CeCTpa.

4. Bb3MOKHHE HekeJIaHU peaknun

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAMN3BHUKA HEXKCIaHU pE€aKIIuH, BBIIPEKU Y€ HC
BCCKH I' TIOJTy4aBa.

CepHo3HH HeKeJTaHH PeaKIuu

TpsiOBa 1a MOTyYUTE MEIUIIMHCKA ITIOMOII] BEJTHATA, aKO MOJyYUTE HIKOS OT CICTHUTE CEPHO3HU
HEXEJTaHW PeaKIny, KOUTO MOXKE J1a ca TSKKH U 1a Obnat daTaiHu.

MHoro yectu (Mo:xe 1a 3acerHat noseye ot 1 na 10 xymm):

. CuHApOM Ha HEBPOTOKCHYHOCT, CBbp3aHa ¢ UMyHHUTE edekTopHu kineTkn * (ICANS), ceprosna
MMYHHA peaKIys, KOsITO MOXeE J1a 3aCeTHe HepBHaTa cuctema. Hsakou ot cuMmnromure ca:

ycermmade 3a 00bPKaHOCT

yCeIllaHE 3a HaMaJeHa KOHIIEHTpalus

yCellaHe 3a JIe30pHEeHTaLUs

CBHHJINBOCT

JIUTICA HA €HEPIHUs

3a0aBEHO M 3aTPyIHEHO MHUCIICHE.

. Cunzapom Ha ocBoOokaaBaHe Ha UTOKUHU® (CRS), ceprno3na uMyHHa peakLusi, KOsITO MOXeE J1a
MPUYUHA CUMIITOMH KaTo:

O O O O O O

o) MOBHIIICHA TEMIIEPaTypa
o HUCKO KPBBHO HaJsITaHE
o CTYJICHH TPBIIKH
o HUCKO HHMBO Ha KUCJIOPOJ B KPbBTA
o ri1aBo0oJIne
o) YCKOpEH TyJIC
o MOBUILICHO HUBO HA YePHOIAPOOHUTE CH3UMH B KPBBTA
. HUCKHU HHUBA Ha HEYTpOouin (HEYTPOIICHHS ), BUI OCJIM KPbBHH KJICTKH, KOUTO ITOMaraT 3a
0opba c mHpekmsITa
) HUCBHK Opoli TpOMOOIIMTH B KPBBTA (TPOMOOIIMTOIICHHS), KOMUTO ITOMaraT Ha KpPbhBTa Ja ce
ChCUPBA.

Tpsi6Ba na kaxxeTe Ha Bamms exap BegHara, ako 3a0€eXUTe HIKOS OT U30POSHUTE CEPUO3HU
HE)KEIIaH! PEaKIUH TO-TOpe.

JIpyryu HesKeJIaHU peakIuu

I[pyTI/ITC HCXKCJIaHU PCAKIIUH Ca I/I36p06HI/I no-aoJy. Kaxere na Bamms JICKap Wi MCAUIMHCKA
CECTpa, aKo IMOJIYYUTE HAKOA OT TE3U HEXKCEIIAHU PECAKIIUH.

MHoro yectu (Mo:xe 1a 3acerHat noseye ot 1 Ha 10 xymm):
o npoOJIeMu ¢ HOKTUTE
o 00JIKa B MyCKYJIUTE U KOCTHTE (MYCKYJIHOCKEIEeTHa OOJIKa)
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HUCBHK OpOY YepPBEHU KPBbBHU KIIETKH (aHEMHUSI)

yCellane 3a ymopa

CTYACHHU TPBIIKU

3ary0a Ha Terjo

HeoOMYaiHO cyxa KOo)Ka WIIH JIMTaBUIIM KaTo yCTaTa u ouuTe (Kceposa)

HHUCBHK Opoit iumdonutu (uMponenus), BUI 0enu KpbBHH KIETKH

npo0JeM ¢ Bb3MOKHOCTTA /1a Ce ABMKUTE WITK 10 KOHTPOJIMpATe IBMXKEHUATA (MOTOpHA
TUCHYHKIIHA)

3aMasHOCT

yYBpEXIaHe Ha HEPB, KOETO MOXeE Ja MPUYMHU MpaByUKaHe, U3TpbhIIBaHe, O0JIKa WK 3ary0a Ha
ycemiane 3a 0oJka (CeH30pHa HEBPOIATH)

YBpEKIaHE WK 3a00J1BaHe, 3acsraiio Mo3buHaTa GyHKIus (eHIedanonarus)

Japust

rajicHe

3areK

cToMaIlrHa 0oJka

MOBpBIaHE

WHQEKIHI Ha HOCa, CHHYCHUTE WU TbPIIOTO (MH(EKINS Ha TOPHUTE AUXATEIHH ITBTHIIA)
chpOex (pypuUTyC)

HaMalleH aleTuT

Oonka

HUCHK Opoii 6e KPbBHHU KJIETKH (JIEBKOIICHHS)

HUCKH HUBA Ha KaJIWH B KPBBTA (XUITOKAIUEMIS)

HUCKH HUBA Ha QocdaTu B KpbBTa (Xxunogpocharemus)

HUCKH HMBA Ha MarHe3uil B KpbBTa (XUIIOMarHe3ueMus)

HUCKO HMBO Ha UMYHOTJIOOYJIMHH, BUJ aHTHTENA B KPBbBTa (XUIIOTaMarioOyInHeMus ), KOETO
MOJKE J1a HallpaBU UH(EKIIUHUTE I10-BEPOSTHH.

OTOK, IIPUYIMHEH OT HAaTPYIIBaHE Ha TEYHOCT B OpPraHu3Ma (eaem)

Ipa3zHeHe win 00JIKa Ha MSCTOTO Ha MHKEKTHPaHE

HOBHUIIIEHO HUBO HA YEPHOAPOOHU €H3UMU B KPbBTA

COVID-19 undexnus

KPBBHUTE U3CIIEBAHUS MOXKE Ja IIOKaXaT, 4ye € HE0OXOAUMO MO-IIPOIBJIKUTEIIHO BPEME 3a
CHhCHPBAaHETO Ha KPbBTa (IOHMKEHH CTOWHOCTH Ha (hubpuHoreH, nosuiieHo INR u ynpmkaBane
Ha PTT)

Oaktepuanna MHOEKIUSI

0oJKa B ycTHaTa KyXHHa

rpOnYHa HHPEKIUS

MOBHUIIIEHA TeMIeparypa (MTUPEKCHsl)

riaBo0osme

HEJOCTHUT Ha BB3IyX (IUCITHEST)

KallTUIa

npobJeMu ¢ ycTtaTa U I'bITaHETO KaTo MPOMSHA Ha YCELIaHETO 3a BKYC (IUCTey3us), CyXoTa B
ycTara, 3aTpyJAHEHO I'biiTaHe (aucdarus) v Bh3MaJeHUe Ha JIMraBuIaTa Ha ycrara (CTOMaTHT)
. KOXKHH MPOOJIEMH, BKITFOUUTEITHO KOXKEH O0pUB

YecTu (Mo:xe aa 3acernar A0 1 Ha 10 qymm)

Kocomnaz

KbpBEHE, KOETO MOXe /1a ObJe TeXKKO (KPHBOUBIIUB)

6emonpoOHa nHpEKrs, (THEBMOHHUS)

BHUPYCHA MH(EKITHS

OTpaBsiHE Ha KPHBTA (CETICHC)

HUCBHK Opoii Ha BU O€NTM KPBBHU KJIETKH (HEYTPO(WIN) C IOBUIIICHA TEMIIepaTypa
3a4yepBsBaHe, IOAYBaHE, U3TPBIIBAHE WM yCEIIaHe 3a IapeHe ¢ HallyKBaHEe Ha KOXKaTa Ha
JUIaHUTE Ha PBLETE U/ UK CThIIalIaTa Ha KpakaTa (CHHAPOM phKa-Kpak)
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Heuectu (Mo:ke aa 3acerHart a0 1 ma 100 xymmn):
o HEBBH3MOXKHOCT 32 KOOPAMHUPAHE HA MYCKYJIHUTE BUKCHHS

Cho0aBaHe HA He:KeJIAHU PeaKunu

AKoO nosryunTe HAKaKBU HEXEJIaHU JICKApCTBEHU peakliy, yBeaoMeTe Bamus nekap wiy MeAuIuHCKa
cectpa. ToBa BKJIFOUBa BCUUKH Bb3MOXKHU HEOIIMCAHU B Ta3U JIMCTOBKA HEXKeJIaHU peakuuu. Moxere
CBILO A2 ChbOOLINTE HEXKETaH! PeaKK AUPEKTHO Ype3 HAllMOHAIHA CUCTEMA 3a ChOOIaBaHe B
UsmbiHUTEIHA areHIys 10 JIeKapCTBaTa

yi. ,,Jlamsa I'pyes® Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcanT: www.bda.bg

Karo cpobmaBare Hexxenanu peakiiy, MOXKeTe Ja JajieTe CBOS MPUHOC 3a MoJy4yaBaHe Ha IOBeYe
MHQOpMAaIUs OTHOCHO 0€30MaCHOCTTa Ha TOBA JICKapCTBO.

5. Kak ce chxpansiBa Talvey

Talvey mie ce chxpaHsBa B O0THHUIIATA WX B KIIMHUKaTa OT Bammst mekap. Ilopanu ToBa cinegHara
uHpOpMAaIHS € MpeIHa3HAYCHA TJIABHO 32 MEAMIIMHCKY CICIIMATUCTH.

[a ce cbxpaHsaBa Ha MSICTO, HEJJOCTHITHO 32 ACIA.

He u3znon3Baiite TOBa JIEKapCTBO CJE]l CPOKa Ha TOHOCT, OTOENA3aH BbPXY KapPTOHEHATA OMAaKOBKA U
eTukeTa Ha (akona cien ,,l'ogeH 1o:/EXP“. CpokbT Ha TOJHOCT OTroBaps Ha MOCJIESIHUS JICH OT
IMOCOYEHHS MECEIL.

Ja ce cpxpansiBa B xnammmHuk (2°C no 8°C). Jla He ce 3ampa3siBa.

CobxpaHsBaiiTe B OpUrHHAIHATA OTIAKOBKA, 3a JIa CE TPEIa3u OT CBETIIMHA.

IIpenu na n3non3pare JEKapCTBOTO, IPOBEPETE PAa3TBOPA 33 HAIMYKE HA YACTULIM WM MPOMSHA Ha
1Beta. Pa3TBopbT TpsaOBa /1a e Oe31BETEH 10 CBETI0XKbBIT. He u3mosn3paiite ToBa JIEKapCTBO, aKO TO €
MBTHO, C IPOMEHEH IBSIT WU ChIBP)KA BUIUMH YaCTHIIH.

He u3xBbpisiiTe nekapcTBaTa B KaHAIM3aLMATa WIM B KOHTEMHEPA 32 JOMAIIHU OTHAAbIH.
[Momuraiite Bamus apMaleBT Kak Ja U3XBHPIATE JIeKapcTBaTa, KOUTO Bede He u3noiseare. Tezn
MEPKH L€ CIIOMOTHAT 3a OIa3BaHe HAa OKOJHATA Cpeaa.

6. CpabpikaHue HA ONIAKOBKATA M 10NbJHUTEIHA UHopManus

Kaxkso cpabp:ka Talvey

o AKTHBHOTO BEILECTBO € TajkBeTamad. Talvey ce npeasara ¢ ABe KOJIMYECTBA HA aKTUBHOTO
BEILIECTBO!
o 2 mg/ml — egue dnakon ot 1,5 ml ceabpika 3 mg TamkBeTamab
o 40 mg/ml — enun daakon ot 1 ml ceabpxa 40 mg TankBeTamad

. Hpyrute coeraBku ca EJITA nBynatpuesa con auxunpat (E385), nexena ornerna kucennna

(E260), mommucop6bar 20 (E432), HaTpueB anerat TpUXUAPAT, 3axXapo3a, Boja 3a HHKEKITHH
(Buwxre ,, Talvey chabppika HaTpHit B TOUKa 2).

Kak usraexna Talvey n kakBo chAbpKa ONMAKOBKATA
Talvey e HHXEKIIMOHEH pa3TBOP (MHXKEKITHS) U MPEACTABIsIBA O€3I[BETHA O CBETIOKBITA TEUHOCT.
Talvey ce gocTaBsi B KapTOHEHA OMAKOBKA, ChIIbpiKalla | CTHKIICH ()IaKoH.

IpuTexaTes Ha pa3pelIeHUETO 3a ynoTpeda
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Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpousBoauTen
Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

3a JOIIBJIHUTCIIHA I/IH(i)OpMaLII/IH OTHOCHO TOBa JICKapCTBO, MOJIsI, CBBPKCTC CC C JIOKAJTHUS

NPEICTaBUTEN Ha PUTEKATEIS HA Pa3pelIeHHeTo 3a yrnorpeda:

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

Bbbarapus

»JkoHCHH & JxoHCHH bearapus” EOO/]
Tem.: +359 2 489 94 00
jjsafety@its.jnj.com

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

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

Deutschland

Janssen-Cilag GmbH

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

Eesti

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

ee(@its.jnj.com

EALada

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

TmA: +30 210 80 90 000

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



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

France

Janssen-Cilag

Tél: 0 800 25 50 75 /+33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

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

Ireland

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

Island
Janssen-Cilag AB
c/o Vistor ehf.

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

Italia

Janssen-Cilag SpA

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

Kvmpog

Bapvapoc Xattnmavayng Ato
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

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

Polska
Janssen-Cilag Polska Sp. z o0.0.
Tel.: +48 22 237 60 00

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

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

Slovenija

Johnson & Johnson d.o.o.
Tel: +386 1 401 18 00
INJ-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
jacfi@its.jnj.com

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

I[aTa Ha IOCJCIHO NMpepasrjaeckaaHe HaA JIUCTOBKaTa

ToBa JlekapcTBO € pa3pemnieHo 3a yrnorpeda mo T. Hap. cXema ,,pazperiaBane moa ycimosue™. ToBa
03Ha4aBa, 9e 3a JIEKApCTBOTO CE€ OYAKBAT JOIBIHUTEITHH JaHHM.

EBpOHeﬁCKaTa arcHUuys 1o JICKapCTBaTa i€ U3BbPIIBA MPCIJIC Ha HOBATa I/IH(I)OpMaI_II/ISI 3a
JICKAPCTBOTO IMOHE BEAHBXK 'OAHUIIHO U Ta3HW JIMCTOBKA CHLOTBETHO IIE€ C€ aKTyaInu3upa.

JApyru n3rouyHunu Ha nHpopmanus

[TonpoOHa uHOpMaIKs 3a TOBA JICKApCTBO € IpeocTaBeHa Ha yeOcaiiTa Ha EBporelickara areHIus
o jekapcraara: https://www.ema.europa.eu

Ta3u nucToBKa € HanMuyHa Ha Bcuuku e3unn Ha EC/ENII Ha ye6caiita Ha EBporneiickata areHIus o
JIeKapCcTBaTa.
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IlocoucHara mo-aoiay I/IH(i)OpMaL[I/Iﬂ € IpCIHa3Ha4YCHa CaMO 3a MCAULIMHCKHU CIICHUAIMCTH!

®nakonute Talvey ce J0CTaBAT KaTO T'OTOB 3a yIOTpeOa MHKEKIIMOHEH Pa3TBOP, KOMTO HE ce HyXKaae
OT pa3pexaaHe Mpeau NPUIoKeHUE.

Onakonn Talvey ¢ pa3niyHHA KOHIIEHTPAIMK HE TPSOBa 1a ce KOMOWHHpAT 3a TIOCTUTaHEe Ha
TepaneBTUYHa J1034.

[Tpu npuroTBsiHeTO U NMpHiaranero Ha Talvey TpsOBa Ja ce U3MON3Ba aceNTHYHA TEXHHUKA.
Ilpucomesne na Talvey
o Wznon3zBaiite cnequute pedepeHTHH TabIMLKM 3a MpUroTesiHe Ha Talvey
o Uznonszgaiite Tabnuna 1, 3a ga onpenenure odmaTa 103a, HHKEKIUOHHUS 00eM 1
HeoOxoxumus Opoii yiakoHH Bb3 OCHOBA Ha aKTYaJHOTO TEJIECHO TEIJIO Ha MAalMeHTa 3a

no3a 0,01 mg/kg, karo ce m3nonzpa ¢uakon Talvey 2 mg/ml.

Tabiuma 1: J{o3a 0,01 mg/kg: nHKeKIMOHHH 00eMH NPH H3n0J13BaHe Ha (uiakoH Talvey 2 mg/ml

TeJiecHO Teryio O0ma no3a* HNuxexnuoHeH Bpoii puakonu
(kg) (mg) o0em (1 pnrakon =
(ml) 1,5 ml)

35 no 39 0,38 0,19 1

40 mo 45 0,42 0,21 1

46 o 55 0,5 0,25 1

56 10 65 0,6 0,3 1

66 1o 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 1o 105 1,0 0,5 1
106 mo 115 1,1 0,55 1
116 no 125 1,2 0,6 1
126 po 135 1,3 0,65 1
136 mo 145 1,4 0,7 1
146 no 155 1,5 0,75 1
156 o 160 1,6 0,8 1

#  O6uara 103a (Mg) ce U34KMCISABA Bb3 OCHOBA HA 3aKPBIVICHUs 00eM Ha HiKekiusTa (ml)

o Wznomn3eaiite Tabmuna 2, 3a 1a onpenenure ooIiara 103a, HHXEKIIMOHHUS 00eM H

HeoOxoauMus Opoii GJIaKOHU Bb3 OCHOBA Ha aKTYaTHOTO TEJICCHO TEIJIO Ha MAIUCHTA 3a
no3a 0,06 mg/kg, karo ce usnonspa ¢axon Talvey 2 mg/ml.

51



Tabunma 2: Jlo3a 0,06 mg/kg: mHKeKIMOHHM 00eMH NPH H3n0Ja3BaHe Ha (uiakoH Talvey 2 mg/ml

TesecHo Termno O0ma no3a* HNnxeknuoHeH Bpoii piakonun
(kg) (mg) o0em (1 parakon =
(ml) 1,5 ml)

35 no 39 2,2 1,1 1

40 o 45 2,6 1,3 1

46 no 55 3 1,5 1

56 no 65 3,6 1,8 2

66 1o 75 42 2,1 2
Ho3a 0,06 mg/kg 76 no 85 4,8 2,4 2
86 1o 95 5,4 2,7 2

96 no 105 6 3 2
106 no 115 6,6 33 3
116 mo 125 7,2 3,6 3
126 to135 7,8 3,9 3
136 to145 8,4 4,2 3
146 to155 9 4,5 3
156 to160 9,6 4,8 4

#  O6uara 103a (Mg) ce U34KMCISIBA Bb3 OCHOBA HA 3aKPBIVICHUs 00eM Ha HikekiusTa (ml)

o Wznomnseaiite Tabmuna 3, 3a 1a onpenenure odIIara 103a, HHXEKIIMOHHUS 00eM H
HeoOXoauMust Opoit prrakoHM Bh3 OCHOBA Ha aKTYAJIHOTO TEJICCHO TETJIO Ha MAaIlUeHTa 32

no3a 0,4 mg/kg, kaTo ce u3non3sa ¢uakon Talvey 40 mg/ml.

Taoauma 3: Jlo3a 0,4 mg/kg: HHKeKIMOHHH 00eMHu npH u3noa3Bane Ha ¢uakon Talvey 40 mg/ml

TesnecHo TerJio Oo6ma xo3a? NnxeKIIUOHEH Bpoii paakonu
(kg) (mg) odem (1 paakon =
(ml) 1.0 ml)

35 mo 39 14,8 0,37 1

40 no 45 16 0,4 1

46 no 55 20 0,5 1

56 no 65 24 0,6 1

66 1o 75 28 0,7 1
Jo3a 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 mo 115 44 1,1 2
116 no 125 48 1,2 2
126 no 135 52 1,3 2
136 no 145 56 1,4 2
146 no 155 60 1,5 2
156 mo 160 64 1,6 2

#  O6uara 103a (Mg) ce U34MCISIBA Bb3 OCHOBA HA 3aKPBIVICHUs 00eM Ha HiKekiusTa (ml)

o) Wsnonseaiite Tabmuna 4, 3a 1a onpenenure odIIara 103a, HHXCKIIMOHHUSA 00eM U
HeoOXoauMust Opoit prrakoHM Bh3 OCHOBA Ha aKTYAJIHOTO TEJICCHO TETJIO Ha MAaIlUeHTa 32

no3a 0,8 mg/kg, kaTo ce u3non3sa ¢uiakon Talvey 40 mg/ml.

Taonauma 4: Jlo3a 0,8 mg/kg: uH:KeKIMOHHM 00eMHu npH u3noa3Bane Ha ¢uiakon Talvey 40 mg/ml

TesnecHo TerJio Oo6ma xo3a? NHxeKkMOHEH Bpoii paakonu
(kg) (mg) odeM (1 paakon =
(ml) 1.0 ml)
351039 29,6 0,74 1
40 no 45 34 0,85 1
Jo3a 0,8 mg/kg 46 no 55 40 1 1
56 10 65 48 1,2 2
66 10 75 56 1,4 2
76 no 85 64 1,6 2
86 110 95 72 1,8 2
96 mo 105 80 2 2
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106 mo 115 88 2,2 3
116 mo 125 96 2,4 3
126 mo 135 104 2,6 3
136 no 145 112 2,8 3
146 mo 155 120 3 3
156 1o 160 128 3,2 4

a

Ob6mara 1o3a (mg) ce H34YUCIABA Bb3 OCHOBA Ha 3aKPBITICHUS 00eM Ha HIDKeKImATa (ml)

[Iposepete nanu Talvey HHKEKIIMOHEH Pa3TBOp € Oe31BETEH JO CBETIOXKBIT. He m3nomnssaiite,

aKoO Pa3TBOPBHT € C IPOMEHEH LIBAT, MBTEH WM ChAbPAKA Ty>KIU YACTHULIU.

M3Banere nogxompsamus duakod Talvey ot xmagmmauka (2°C no 8°C) u ro TemmnepupaiTe 1o

craiina tremneparypa (15°C go 30°C) B npoabinkeHue Ha Hali-mMaiko 15 munyTH. He

3aromstiite Talvey (hiaakoH Mo HUKAKBB APYT HAYMH.

Cren xaTo ce TeMIiepupa, BHUMATEIHO 3aBbpTeTe (hiakoHa 3a okojo 10 cexyHau, 3a 1a ce

cmecu. He pasknaiaiire.

W3rernere HeoOXxonumusi HHKeKIMoHeH obeM Talvey ot ¢urakoHa(uTe) B CIPUHIIOBKA C

NOaXO0A1I 00eM, KaTO U3M0I3BATE UIJIa 32 IPEXBBPIISIHE.

o WmxekunonHusT o0eM He TpsiOBa na HanxBbpist 2,0 ml. Paznenere nosute Hax 2,0 ml o
PaBHO B HAKOJIKO CIIPUHIIOBKH.

Talvey e cbBMECTUM ¢ MHXEKIIMOHHHU MIJIM OT HEPBKJaeMa CTOMaHa U CbC CIIPUHLIOBKH OT

MOJIUIIPOTIHIICH U TIOIUKapOOHAT.

3aMeHeTe uriara 3a IpexXBbPIIsSIHE ¢ HHKEKIIMOHHA UTJIa C TMOIXOII pa3Mep.

Ipunoocenue na Talvey

Talvey Tpsi6Ba fa ce mpuiara 4pe3 Mo K0KHA WHKEKIIUS.

Talvey Tpsi6Ba f1a ce mpuiara oT MEAUIWHCKA CHEIHAIKCT C TOCTATHYHO METUIITHCKO
o0opyBaHEe U MIEPCOHAI 3a OBJIA/IABaHE HA TEHKKHU peakiuu, BKitounteaHo CRS.
Nuxektupaiite HeoOxoaumus ooem Talvey B mojkoxHaTa ThKaH Ha Kopema (IIpeIoYnuTaHo
MSICTO Ha MHXKEKTHpaHe). AnTepHaTHBHO, Talvey Moxe 1a ce HHXEeKTHpa B TIOJKOKHATA ThKaH
Ha IpyTH MecTa (Hamp. 6enpoTo). AKo ca HEOOXOIUMU HAKOJIKO HHxeKIun Talvey, Te TpsOBa
Ja ObJIaT Ha Hal-MaJKo 2 cm. pa3CcTOsIHHUE.

He nmxektupaiiTe B TaTyMPOBKU WK O€JIe3W MU B yYaCTBIIH, KBJIETO KOXKATa € 3a4epBEeHa,
HacWHeHa, O0JIe3HeHa, YILThTHEHA WITH C HapyIIIeHa IIsUTOCT.

Heusnon3BaHusT JeKapcTBEH NPOIYKT UM OTHaJbYHUTE MaTepUalli OT HETO TpAOBa 1a ce
M3XBBPIAT B CHOTBETCTBUE C MECTHUTE N3MCKBAHUS.
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