HNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



vTosn JICKapCTBEH MPOAYKT TOJUICKU HA JOMIBJIHUTEIIHO HAOIIoIeHre. ToBa 111e 1mo3Boiu Obp30TO
YCTaHOBSIBaHE Ha HOBa MH(OpMAaIUs OTHOCHO Oe30nmacHOCTTa. OT METUITMHCKUTE CIICIIHATTUCTH C&
M3KCKBA J]a ChOOIIABaT BCSIKA MTOA03MpaHa HeKeJlaHa peaknys. 3a HaunHa Ha ChOOIaBaHe Ha
HEKEJIaHU PEaKIuK BIKTE Touka 4.8.

1. HUME HA JIEKAPCTBEHUSA ITPOJAYKT

TALVEY 2 mg/ml nmxeknnoHeH pa3TBop
TALVEY 40 mg/ml uHX)eKIIMOHEH pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

TALVEY 2 mg/ml uHmKeKIIMOHEH pa3TBOP
Enun ¢makon ot 1,5 ml ceappika 3 mg tankeerama6b (talquetamab) (2 mg/ml).

TALVEY 40 mg/ml uHXEKIHOHEH Pa3TBOP
Enun ¢nakon ot 1 ml ceappxa 40 mg tankerama6 (talquetamab) (40 mg/ml).

TankBeTamMab € XyMaHU3UPAHO UMYHOTIOOYIMH g4-TipoitnH, ananuH, ananud (IgG4-PAA)
oucrnenn(pUIHO aHTUTSIIO, HacoUeHO cpenry G MPOTEHH-CBBP3aHUS PELenTop oT cemelictBo C rpymna
5 gnen D (GPRC5D) u CD3 penenropure, IpOU3BEACHO B SHIHUITA HA KUTAHCKH XaMCTEp upe3
pekombuHanTHa JJHK TexHoMOTHS.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXKTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
WuxeximoneH pa3TBop (MHKEKIIHA)

Pa3TBOPBT € Ge3IBeTEH 10 CBETIOKBIT, ¢ pH 5,2 1 ocmomamuret 287-290 mOsm/kg.

4. KJIUMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3AHUSA

TALVEY e noka3aH KaTo MOHOTEpAIHsI 3a JICUCHUE Ha BH3PACTHH MAIMECHTH C PELUIUBHUPAII] U
pedpakTepeH MyJITHILICH MUEJIOM, KOUTO Ca TONYYHIN Hali-MaJIKo 3 TIPEIXOAHH TepaIuH,
BKITFOYBAIIH HUMYHOMOTYJTUPAIIO CPECTBO, MpoTea3oMeH HHXOuTop 1 antu-CD38 antuTsno, u ca
MOKa3aJIi MPOrPECHs Ha 3a00JIIBAHETO 110 BPEeME Ha IOCIeIHATa TePaIIusl.

4.2 Jlo3upoBKa M HAYUH HA MPHIOKEHHE

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

TALVEY T1psi6Ba a ce npuiiara OT MEIUIIMHCKH CIIEIUAITUCT, ¢ TIOAXOASII0 00yUeH MEIUITUHCKU
TIEPCOHAIT U TTOAXOIAIIO0 MEIUITUHCKO 000PYABaHE 32 OBJIAIBAHE HA TEIKKH PEAKIMH, BKIIOYUTEITHO
CHH/IPOM Ha 0cBOOOXKIaBaHe Ha TUTOKHUHH (cytokine release syndrome, CRS) i HeBpoiorndHa
TOKCHUYHOCT, BKITFOUMTEITHO CHHIPOM Ha HEBPOTOKCHYHOCT, CBbP3aHa C IMYHHHUTE €()eKTOPHHU 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 IPpeMeAUKaIHsl (BUXKTE MO-I0Ty).

TALVEY T1ps6Ba na ce mpuiara moakoKHO IO cXeMa Ha MpujlaraHe BeIHBK CEIMUIHO WIH Ha BCEKU
2 ceamunu cbritacio Tabnuna 1. [Ipu nanueHTH, KOUTO Mojy4yaBaT TajakBeTamMal 10 ceMUYHaTa
cxema Ha npwiarade Ha 0,4 mg/kg v ca mocTUTHANY aJIeKBaTeH KIMHUYEH OTTOBOP, MOTBBPICH MIPH
MTOHE JIBE ITOCIICI0BATEITHH OIEHKY Ha 3200/ IsIBAaHETO, MOKE J1a C€ OOMHUCITH IIPEMUHABAHE KHM
JIByCeIMUYHA cXeMa Ha mpuitarane Ha 0,8 mg/kg.

Taoauna 1: IlpenopbunTtenna noza TALVEY

Cxema na ®asza Ten Jlo3a TALVEY?
npujaraHe
Cxema Ha Hen 1l 0,01 mg/kg
da3za Ha CTHIATOBUIHO 5
fpuarasme NOBHIIIABAHE HA J03aTa Jeu 3 0,06 mg/kg
BEHBK 8 Jen 5° 0,4 mg/kg
CceIMHYHO Tepanestuyna daza Crnen ToBa BEIHBXK CEIMUUHO" 0,4 mg/kg
Hen 1l 0,01 mg/kg
6
Cxema na da3za Ha CTHIATOBUIHO Jen 3 0,06 mg/kg
npurarane MOBUIIIABAHE HA J103aTa Jen 5° 0,4 mg/kg
BeHDbK Ha
2 ceqmuumn Jen 7° 0,8 mg/kg
Tepanestuyna daza Ha Bcexu 2 ceqmunu cien ToBa® 0,8 mg/kg

BB3 ocHOBa Ha HCﬁCTBHTCHHOTO TEJIECHO TErJI0, KaTO CE IMpujara noJaK0KHO.

Jlo3aTa MOke 1a ce MPUIIOKU MEXIY 2 U 4 THU CIIe]T MPEAXOAHATa 1032, a MOXKE Ja Ce MPHJIOKHU 0 7 JHHU cJe]] IpeaAxXoaHaTa 103a,
3a J1a OT3ByYaT HEXKEIAHUTE PEAKLIUH.

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

ITanmmenTruTe TPsAOBa 1a c€ MHCTPYKTHPAT a OCTaHAT B OJIM30CT JI0 JIeYeOHO 3aBeICHNE 1 Ja Ce
HaOmonaBaT 3a npusHaiy u cumntomu Ha CRS u ICANS B nponbmkenue Ha 48 yaca cien
MIPUJIOKEHUETO Ha BCUYKH 103U B paMKHTE Ha (pa3ara ChC CTHIIAJOBHIHO [TOBUINIABAHE HA 03aTa Ha
TALVEY (Bx. Touka 4.4).

IIpoovnocumennocm Ha neverue
[TanmenTure Tpa6Ba aa ce nexyBat ¢ TALVEY no nmporpecus Ha 3a001BaHETO WIIH HENIPUEMITHBA
TOKCHUYHOCT.

IIpemenukarus

CrneHUTE JIGKApCTBEHH MTPOAYKTH 3a IpeMeuKaIius TpsiOBa fa ce npuiaraT 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 (Bk. Touka 4.4).

. Koprukocrepounn (epopaitHO Wi HHTPABEHO3HO JeKCaMeTa30H 16 mg Uiii eKBHBAJICHT)

. AHTHXMCTAMUH (TIEPOPATHO WIIH UHTPABEHO3HO NTU(EeHXHUIpaMuH 50 mg Wiin eKBUBAJICHT)

o AHTHITUpETHIN (TIEPOPATHO WIIM MHTPaBeHO3HO napaneramon 650 no 1 000 mg mim
EKBHUBAJICHT)

JlexapcTBeHUTE MPOTYKTH 32 MIPEeMeIUKaIis TPSOBa Jla ce MpIIaraT npeay CaeIBalluTe 031 MpH
MAIUEHTUTE, KOUTO TTOBTAPSAT TO3UTE B PAaMKUTE Ha (ha3aTa Ha CTHIIAJIOBHIHO MOBHUINIABAHE HA J03aTa
Ha TALVEY nopanu oTiarane Ha mo3ata (Bx. Tabmuna 2), Wiy MpH NalMeHTH, KOUTO Ca TOIYYHIIN
CRS (Bx. Tabauma 3).

Ilpesenyus na ungexyus
[Mpeau 3anouBane Ha neyenne ¢ TALVEY TpsiOBa 1a ce 0OMUCTH MPOQUIAKTHKA C OTJIE/ PEBEHIINS
Ha MH(DEKIMHK CrIope]] YKa3aHUsITa Ha ChOTBETHOTO JIEYEOHO 3aBe/ICHHE.



Otnarage Ha g03a

Axko Hskos no3a TALVEY ce otioxwu, Tepanusta TpsOBa Ja ce IOJJHOBH Bh3 OCHOBA HA MPETIOPHKHUTE,
nocoueHu B Tabmuia 2, KaTo MPIIOKESHUETO BEIHBK CEMUIHO M HA BCEKH JIBE CEJMHITU CE
Bb300HOBU CHOTBETHO (BHXKTE ,,J103MpOBKa“ mMo-rope). JIekapCcTBEHU MPOIYKTH 3a MPEMEIUKALIUs
TpsOBa J1a ce MPUIIOKAT Mpeau nogHoBsiBaHe npuwiokeHrnero Ha TALVEY u mauuentute TpsaOBa na
ObIaT ChbOTBETHO IPOCIEaIBaHU (BXK. Touka 4.2).

Ta6auna 2. Ilpenopbku 3a nogHoBsiBaHe Ha TALVEY caen otiiaraHe Ha 103a
Cxema Ha IMocaenna nmpunoxena | Bpeme ot mociienHara IIpenopbka 3a TALVEY*
npujiaraHe 1032 MPHJI0KEHA 103a
0,01 mg/kg IoBeue ot 7 mHu IMoanosere ¢ 0,01 mg/kg
8 10 28 nHu IMosTopere 0,06 mg/kg
ncpfﬂ\:i::e 0,06 mg/kg IoBeue ot 28 aHu IMoanosere ¢ 0,01 mg/kg
BOTHE CCTMIHO 8 110 35 nHu IMosropere 0,4 mg/kg
0,4 mg/kg 36 10 56 nHU IMoauosere ¢ 0,06 mg/kg
IloBeue ot 56 aHu IMoanosere ¢ 0,01 mg/kg
0,01 mg/kg [oseue ot 7 aHu IMognosere ¢ 0,01 mg/kg
8 1o 28 nHu IMosTopere 0,06 mg/kg
0,06 mg/kg TToseue ot 28 nHu IMoanosere ¢ 0,01 mg/kg
Cxema na 8 1o 35 nHu IMosTopere 0,4 mg/kg
npuarare 0,4 mg/kg 36 10 56 nHU IMoauosere ¢ 0,06 mg/kg
BEIHBK HA
P — TToseue ot 56 nHU IMoanosere ¢ 0,01 mg/kg
14 no 35 nuu IMosTopere 0,8 mg/kg
0,8 mg/kg 36 10 56 nHU IMoanosere ¢ 0,4 mg/kg
[oBeue ot 56 nuu IMognosere ¢ 0,01 mg/kg

*  Ilpunaraiite 1exapcTBEHU MPOIYKTH 3a PeMeIHKaIUs Npeau MoaHoBsBaHe Ha jJedyennero ¢ TALVEY. Cnen nogHoBsiBane Ha

TALVEY BB300HOBETE CHOTBETHO CEAMUYHOTO MM IBYCEAMUYHOTO (HA BCEKH 2 CEIMMUIIN) MpIUIaraHe. (Bx. Touka 4.2).

KO[}CKQI/II/I 110 OTHOINCHUC HA J103aTa IIpH HEXKECIAHNU PCaKIINU
OtnaraHe Ha no3aTta MOXKE J1a C€ HaJIOXKHU 3a OBJIaAsABAHE HA ITPOABU HAa TOKCUYHOCT, CBbpP3aHU C

TALVEY (Bx. Touka 4.4). Bixte Tabnuna 2 3a npenopbku 3a noanossisane Ha TALVEY cnen
OTJIaraHe Ha J103a.

Bwxre Tabnunu 3 u 4 3a npenopbunTenHATE NeicTBUS 32 oBiansBane Ha CRS u ICANS. Buxre
Tabmuiia 6 32 MPENOPHYUTETHUTE U3MECHEHUS Ha J103aTa IPU APYTU HEKEITAHU PEaKIInH.

Cunopom na oceobooicoasane na yumoxunu (CRS)

CRS 1psiOBa 1a ce ycTaHOBU Bb3 OCHOBA Ha KJIMHUYHATA KapTUHA (BXK. Touka 4.4). /Ipyru npuuuHu 3a
MOBHIIIEHA TEMITEPATypa, XUIIOKCHS U XUIIOTOHUS TPsiOBa Ja ObAaT OLIEHEHH U JIEKYyBaHU. AKO UMa
cemuenue 3a CRS, TALVEY tpsi6Ba na ce cripe 1o or3BydaBane Ha CRS u 1a ce nekysa B
CHOTBETCTBHE C npenopbkute B Tabnuma 3. Tpsada aa ce npunoxu noanbpikama repanus 3a CRS,
KOSITO MO>KE /14 BKJIIOYBA MHTEH3UBHO JICUYCHHE TP TEXKBK MM xKuBoTo3acTpamasaiy CRS. Tpsosa na
ce 0OMHCITM H3BHPIBAHETO HA Ta00PATOPHU M3CIICIBAHHUS 32 POCIIE/IBAHE 32 TUCEMUHUpaHa
uHTpaBackymnapHa koaryinauus (JUK), npocnensBane Ha XxeMaTOJIOTHYHUTE [TOKA3aTENH, KAKTO U
OenonpoOHara, chpaeyHaTa, 0b0pedyHaTa 1 4epHoIpoOHaTa QyHKLUS.

Tabauna 3: Ilpenopbku 3a oBiaagsBane Ha CRS

Crenen Ha CRS? HeiictBusi c TALVEY Tounnauzymao® Koprukocreponau®

Crenen 1 Otnoxere TALVEY no | Moxe na ce oOmucnu He e mpunoxumo
ot3BydaBane Ha CRS.
Temneparypa > 38°C"
IIpunosxere nekapcTBeH
HPOIYKT 3a
npeMequKaIus Ipean
CJIe/IBaIaTa 103a
TALVEY.




Crenen 2

Temneparypa > 38°C' ¢
€IIHO OT CJICAHUTE:

o  XWIIOTOHUS,
TIOBJIMSIBAINA CE€ OT
TEYHOCTH U HE
Hajararia
M3IOJI3BaHe Ha
Ba30IPECOPH, WIIH

e HeobOxoaumocT ot
HUCKOIIOTOYHA
KHCJIOPOJIHA Teparus
4ype3 Ha3aJIHa
KaHio1a" uiu

Otnoxere TALVEY no
or3By4aBaHe Ha CRS.

[Ipunoxere
JIEKapCTBEHU MPOAYKTH
3a IpeMeauKanus npeau
CJIe/IBaIaTa 103a
TALVEY.

Habmonasaiite
NalyeHTa B
NPOABIKEHHE HA

48 vaca cnent
crefBalaTa g03a
TALVEY.
MNucrpykrupaite
MallMeHTHUTE a OCTaHaT

IIpunoxere
rouuuzyma6® 8 mg/kg
HWHTPABEHO3HO B
npoJbKeHne Ha | dac
(1a He ce mpeBHUIIaBaT

800 mg).

[Tpu HEOOXOAUMOCT
MOBTapsIUTE
TOIMIM3yMad Ha BCEKH
8 gaca, ako He ce
MTOBITHSIBA OT
WHTPABCHO3HU TCYHOCTH
WM TIOBHUIIIABaHE Ha
JOITBJIHUTCIIHUA
KHCJIOPOJI.

AKko HAMa TIOZ00pCHHE B
pamkuTte Ha 24 4aca ot
3armoyYBaHe Ha
TONMIN3YMAO,
TPUIOKETE
METWIIPETHU30JI0H

1 mg/kg nHTpaBEHO3HO
JIBa ITbTH JHEBHO WJIH
nexkcameraszon 10 mg
WHTPABEHO3HO Ha BCEKH
6 gaca.

IIpoasmkere
MPUIOKEHUETO HA
KOPTUKOCTEPOUIA J10
JIOCTUIaHe Ha creneH 1
WJIH II0-MaJIKa, CIIe]] TOBa

6E3KOHTAKTHO B OJIM30CT 10 JieueOHO OrpanuyeTe ce 10 HaMaJIsIBaiiTe
MoJaBaHe Ha 3aBejIeHHE 110 BpeMe Ha MaKCHMAITHO 3 1031 32 MOCTETIEHHO JI03aTa B
KHCTIOPOJ HaOJIIOIEHUETO. 24-qacoB niepuon; MPOIBIDKEHNE Ha 3 THU.
MaKCHMAaJTHO OOII0
4 nosn.
Crenen 3 IIpoaABIKUTENHOCT [Ipuoxxere AKo HsMa TIosTIo0peHue,
<48 gaca tonunusymad 8 mg/kg HPUIIOKETE
Temneparypa > 38°C" c: HMHTPaBEHO3HO B METUIIPEAHU30JIOH

o  XWIIOTOHUS,
Hajararia
U3M0JI3BAHE HA CIUH
Ba30IPECOP ChC WIH
6e3 Ba30mpecyH, WIN

e HeoOxognMocCT OT
BHCOKOIIOTOYHA
KHCJIOPOIHA Teparus
Ype3 Ha3aIHa
KaHmoJIa", Macka 3a
JuIe, Macka 6e3
00paTHO BIUIIIBAHE
WM Macka Venturi

Kakro npu crenen 2.

PenmnyB unu
MPOJBJLKUTEITHOCT
> 48 yaca

IIpeycranosete
TALVEY Ttpaiino.

MpoIbJKEHUE Ha | yac
(ma He ce HAAXBBPIIAT

800 mg).

IIpu Hyxna noBTapsiite
TOIMIM3yMab Ha BCEKH
8 gaca, ako He ce
MIOBJIHSABA OT
WHTPABEHO3HU TEUHOCTH
WJIN TIOBHIIIABAaHE Ha
JIOTIBITHATEITHHS
KHCJIOPOA.

Orpanuuete ce 10
MaKCHUMAaJIHO 3 JI03H 3a
24-9acoB nepuo;
MaKCHMAaJTHO OOII0

4 nosn.

1 mg/kg nHTpaBEeHO3HO
JIBa IbTH THEBHO I
JIeKcaMeTa30H

(mamp.10 mg
MHTPAaBEHO3HO Ha BCEKU
6 gaca).

TIponbixere
MIPIIOKEHUETO Ha
KOPTHKOCTEPOUIUTE JIO
IOCTHUTaHe Ha creneH 1
WJIH II0-MaJIKa, ClIe]] TOBa
HaMaJsIBauTe
IMOCTENECHHO J03aTa B
MPOIBJIKEHHUE 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 rtpaiino.

IIpunoxere
rouuuzymab 8 mg/kg
HMHTPABEHO3HO B
npobIKeHne Ha | dac
(ma He ce HaIXBBPIIAT

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-qacoB niepuo;
MaKCHMAaJIHO OOII0

4 no3n.

Kakro no-rope minu
HPUIIOKETE
METWIIPETHU30JI0H

1 000 mg MHTpaBEHO3HO
Ha JIeH B IIPOJIbJDKEHHE
Ha 3 JIHU 110 NIpeLieHKa Ha
JeKapsi.

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 criopen ykasaHnusTa Ha J1e4eOHOTO 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.
TOLMITU3YMA0 MITH KOPTHKOCTEPOUJIH).

Huckomorounara KHCJIOpOAHA TE€paIvs ¢ Ha3aJlHa KaHIoJIa € 56 l/min, a BUCOKOITOTOYHATa KHUCJIOPOaHA TEpaIys ¢ Ha3aJlHa KaHIOJIa

e >6 I/min.

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

3a oBiagsaBane Ha ICANS ca 06001enu B Tabnuua 4.

Tab6auna 4. Ilpenopbku 3a oBiaagsaBane Ha ICANS

OTJIOKH U J1a c€ OOMHUCIIM HEBPOJIOTHYHA OLeHKa. TpsOBa fa ce M3KIIoYaT Ipyry NPUYUHH 32
HEBPOJIOTHYHH cuMIToMU. [Ipu Texx bk uin xuBoTo3acTpamasail [CANS TpsdBa ga ce ocurypu
MOTHPIKaIla TePaIus, KOSTO MOYKE Ja BKIIOYBA MHTCH3WBHU I'PIKU (BXK. Touka 4.4). [Ipemoprkute

Crenen Ha ICANS®® ConbrerBamy CRS Be3 cenbrerBam CRS
Crenen 1 OBnagsBane Ha CRS cnopen Hab6monaBaiite 3a

Tabmuua 3. HEBPOJIOTUYHH CUMIITOMH U
ICE® cxop 7-9 oOMHuCIIeTe KOHCYJITAIHS C

WJIM IOTUCHATO HUBO HA
ch3HaHUE™: ChOyXKIa ce
CHOHTaHHO.

Ha JIeKapsi.

Hab6:mronaBaiiTe 3a HEBpPOJIIOTHYHA
CHMIITOMH ¥ OOMHCJIETE KOHCYITALHS
Y OIIEHKa OT HEBPOJIOT, IO MpEIeHKa

HEBPOJIOT M OLIEHKA MO MPEIeHKa
Ha JieKapsi.

Otnoxkere TALVEY 1o or3Byuasane na ICANS.

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




Crenen 2
ICE® cxop 3-6
WJIN MIOTUCHATO HUBO Ha

cb3HaHME': chOYK/a ce OT
rac.

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

AKo HsIMa TIOI0OpCHHE CIIeH
3aro4BaHe Ha TOLMIIN3YMao,
npuiaraiire nexcamerazon” 10 mg
HHTPABEHO3HO HA BCEKH 6 Yaca, ako
MaIUeHTHT Beye He IpHeMa IpyTH
KopTukKoctepouau. Ilpoxbinkere
MIPUIOKEHHUETO Ha JAEKCaMeTa30H 10
OT3BY4YaBaHe JI0 CTEIIeH 1 WK 1o-
HHCKa, CIIe]] TOBa HaMaJeTe
HOCTENEeHHO J103aTa.

IIpunaraiite nexcameraszon”

10 mg uHTpaBEeHO3HO Ha BCEKH 6
yaca. [Ipoxbikere
NPWIOKEHUETO Ha JIeKCaMeTa30H
JI0 JIOCTHTaHe JI0 CTeneH 1 mim
M0-HHCKA, CIIe/l TOBA HamajeTe
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® ckop 0-2

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

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

WIN 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 JUarHOCTHKA'.

Ipwnoxere TOUIN3yMab criopes
Ta6muua 3 3a osmamsasane Ha CRS.

[Tpunoxere nexcamerazon™ 10 mg
HMHTPaBEHO3HO C ITbpBAaTa J103a
ToLMIM3yMal 1 MOBTapsiTe 103aTa Ha
BcekH 6 yaca. [Ipoabimkere
TIPUIIOKEHNETO Ha JIEKCAaMETa30H JI0
OT3BY4YaBaHe 10 CTENeH | WM o-
HHCKa, CIIe]] TOBa HaMaJeTe
HOCTETICHHO J103aTa.

IIpunaraiite nexcamerason™

10 mg UHTPaBCHO3HO 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. eBeTHpaneraM) 3a npoduiIakTHKa Ha rbpyose. [Ipu HyXk1a
MOMHCJIETE 32 KOHCYJITAIMS C HEBPOJIOT M APYTH CIICIHATIUCTH 32

JOITBJIHUTCIIHA OIICHKA.

IIspBa nosga:

Otnoxere TALVEY 1o or3ByuaBane Ha ICANS.

HabmroaBaiiTe manueHTa B mpoIbJKEHUE Ha 48 yaca ciiel cieBaiaTta
no3a TALVEY. UncTpyKTHpaliTe MAIIUEHTUTE Ja OCTaHAT B OJIM30CT 10
Niede0HO 3aBeICHHE TI0 BpeMe Ha HaOJII0ICHUETO.

Peunpug:
IIpeycranoBetre TALVEY Tpaiino.




Crenen 4

ICE® cxop O

(TTauMeHTHT € HEKOHTAKTECH U
HE MOXE J1a Ce U3BBPILIU
ouenka Ha ICE)

WM IOTUCHATO HUBO HA

Ch3HaHHE':

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

® CTYIOp WU KOMa,

WU ThpYOBE'

e KHBOTO3aCTpalIaBalll
NPOABIDKUTENEH IbPY
(>5 MuHyTH) HITH

® MHOIOKPAaTHHU KIMHUYHH
WM HEKOHBYJICUBHH
rbpuoBe 03 BPbIIAHE KbM
U3XOJIHO HUBO MEKIY TSX,

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
JIEKOPTHKALMOHHA 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.

[Tpunoxere nexcamerazon™ 10 mg
WHTPABEHO3HO W MOBTapSUTE /103aTa
Ha BcekH 6 yaca. [Ipoawsmkere
TIPUIIOKEHUETO HA JIEKCaMETa30H JI0
OT3ByYaBaHe JI0 CTeNeH | Win mo-
HHCKA, CJIe]l TOBA HaMaJleTe
IMOCTEIEHHO [03aTa.

ATNTepHATUBHO, TOMHUCJIETE 32
NPWIOKEHUE Ha METWIIIIPEAHN30I0H
1 000 mg Ha jieH HHTPABEHO3HO C
IbpBarTa J103a TOUWIN3yMad u
HPOJBIDKETE METHIIIPETHU30JIOH

1 000 mg Ha jeH HHTPaBEHO3HO 3a 2
WJIY [IOBEYE JIHU.

IIpunaraiite nexcameraszon”

10 mg uHTpaBEHO3HO Ha BCEKH

6 waca. [Ipogbmkere
NPWIOKEHUETO Ha JIeKCaMeTa30H
JI0 OT3BYYaBaHe 0 cTereH | mim
MO-HHUCKa, CIIe]l TOBa HaMaJleTe
MOCTENEHHO /03aTa.

AnTepHATUBHO, TOMHUCJIETE 32
TPWIOKEHUE Ha
metwnpenan3onon 1 000 mg Ha
JICH MHTPaBEHO3HO 3a 3 THH; aKo
ce moo0pu, clie ToBa
JIEKyBalTe KaKTO M0-rope.

IIpeycranosetre TALVEY tpaiino.

JOITBJIHUTCIIHA OIICHKA.

[MoMucnere 3a NPUIIOKESHNE HA HECEAUPAIIN 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 1€4eOHOTO 3aBCIACHUC.

6 CrenenyBane Ha CRS cprimacao ASTCT 2019.

Jleuenuero ce onpenea ot HaR-TEKKOTO C’L6HTHC, KOE€TO HE CC IBJDKHU HAa HAKAKBa 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), oueHere: opueHTamusi (OpueHTHpaH 3a roJiHa, Mecell, Tpaj, GoJHHIA = 4 TOYKN);
HaNMeHOBaHe (HaUMEHYyBa 3 IpeJIMeTa, Halp. OCOYETEe YACOBHHK, ITMCAJIKA, KOITYe = 3 TOYKH); cJieABaHe HA KOMAHAM (Hamp.
“MOKaXU MU 2 pbcTa” WM ‘3aTBOPH OUYUTE CH M MOKAXKH e3uKa CH = | Touka); mucaHe (CIIOCOOHOCT /1a HAMHUIIIE CTaHAAPTHO
uspeuenue = 1 Touka) 1 BHEMaHue (6poene obpatHo ot 100 o neceruiy = 1 Touka). AKO MALMEHTHT HE pearupa U He MOXKe Ja ce
u3bpum onetka 3a ICE (crenen 4 ICANS) = 0 Touku.

He ce npmku Ha HsKakBa Jpyra npu4yuvHa.

HaBCXK"bI[e, KBAETO € NOCOYCHO NPHJIOKEHUE HA NEKCAMETA30H, C€ Kacaec 3a ICKCAMETa30H UJIM CKBUBAJICHT

Tadanna 5: Ilpenopbku 3a oBJIaAsiBaHe HA HEBPOJOTHYHA TOKCHYHOCT (¢ m3kimiovenne Ha ICANS)

Hexenana peakuus

Temxect?

JleiicTBust

Hesponoruuna
TOKCHYIHOCT? (C

Crenen 1 .

crabuuzupar.’

Cnpere TALVEY nokaro cuMnromMure Ha
HEBPOJIOTUYHATA TOKCUYHOCT OT3BYYAaT WM CE€




U3KJIIFOYCHHUEC HaA
ICANS)

CreneH 2 .

CremneH 3 (bpBa
T0sIBa)

Cnpere TALVEY nokaro cuMnromMure Ha
HEBPOJIOTUYHATA TOKCHYHOCT C€ TIOA0OPAT 110
crened 1 uny no-uucka.’

[Ipunoxkere noaxbpKalla TEPANUs.

CremneH 3 (peuuauB) | e
Cremnen 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), sepcus 4.03.

6

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.

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

Hexenana PeAKIUA

TexecT

WN3MeHeHHe HA 103aTa

Cepuno3nu uHPEKITIH
(Bx. Touka 4.4)

Bcwnuku crenenn

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

e Cnpere TALVEY B®B (hazara Ha CTHIIAJIOBHIHO
MIOBHIIIABAaHE Ha J]03aTa JI0 OT3BydJaBaHE Ha
MHOEKIHATA.

Crenen 3-4

e Cnpere TALVEY mo BpeMe Ha ¢a3aTta Ha
JIeUeHUE J0 MOA00psiBaHe HA HH(DEKIUATA 10
CTEIICH 2 WU MO-HHUCKA.

[uronenun
(Bx. Touka 4.4)

AbcomroreH Opoit
HEeyTpOHIH MO

e Cnpere TALVEY, nokarto abcomoTHuAT Opoit
neyrpoumu crare 0.5 X 10%1 mwin mo-Bucok.

0.5 x 1091
DebpunHa e Cmpere TALVEY, nokato abcomoTHHAT Opoi
HEYTPOICHUS neytpoduiu crane 1.0 x 1091 unu no-BUcoK, 1

MIOBHIIICHATA TEMIEPaTypa OT3BYYH.

XeMorinoOuH oz

8 g/dl

e Cnpere TALVEY, nokaro cTORHOCTHTE HA
xemoriobuna nqocturHar § g/dl mim mo-BHCOKH.

Bpoii TpomOorTH
oz 25 000/ul

Bpoii TpomOorTH
Mexay 25 000/ul u
50 000/pl ¢ kppBeHE

e Cnpere TALVEY, nokaro 6posTt Ha
tpomOonuTuTe crane 25 000/ul nim mo-Bucok, U
JIMIICBAT JIAHHU 32 KbPBEHE.

OpainHa TOKCHYHOCT,
BKJIFOYMTEINHO 3ary0a Ha
TETJI0

(Bx. Touka 4.4)

ToxcuuHoCT,
HETIOBJIUSBAILA CE OT
MOAbPKAIIN 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, mpomenere 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

HEXEJMaHH peaku®
(Bx. Touka 4.8)

Koxxuu peakiuu, Crenen 3-4 e Cnpere TALVEY, nokaro HexxenaHaTa peaxius
BKJTFOUMTEJIHO HAPYIICHHS ce mozo0pu 10 cTeneH | mim 10 U3X0THOTO HUBO.
Ha HOKTHUTE

(Bx. Touka 4.4)

Jpyru HexeMaTONOTHYHH Crenen 3-4 e Cmpere TALVEY, nokaTo HexenaHaTa peakuus

ce oxo0pu 10 cTerneH | Wiy A0 U3XOHOTO HUBO.

a

B®3 ocHoBa Ha O6IIII/ITC TCPMHUHOJIOTMYHU KPUTCPUU 3a HECIKCIIAaHU cu0uTHS HA HaIII/IOHaJ'IHI/Iﬂ

onkonorndeH uHCTUTYT (NCI-CTCAE), Bepcus 4.03.




CrelyaiHy MOmyIallin

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

Cmapuecka év3pacm (Ha u Hao 65 200uHu)
He e HeoOX0 M0 KOpHUTHpaHe Ha 103aTa (BXK. Touka 5.2).

bvbpeuno yspeocoane
He ce nmpenopbuBa Kopurupane Ha J103ata py MAIMEHTH C JIeKa WM yMepeHa CTeNeH Ha ObOpedHo
yBpexkaaHe (Bx. Touka 5.2).

Yeproopobno yspexcoane

He ce mpenopbuBa KopurupaHe Ha 103ata IIpyU MAIUEHTH C JIEKa CTENIeH Ha YePHOAPOOHO yBpekIaHe
(Bk. Touka 5.2). iMa orpaHnveHy JJaHHW WU JIUIICBAT JJAHHU TPH MAIMEHTH ¢ YMepeHa WIIN TeXKa
CTEICH Ha YePHOAPOOHO yBpEXKIaHe.

HauuH Ha npuiioxxeHue

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 JAPyrd MecTa (Hamp. B 6e1poTo). AKO ca HeOOXOIMMH HAKOJIKO HH)KEKIHH
TALVEY, te Tps0Ba na ce mocTaBsAT Ha pa3cTOSHUE Hal-MaJIKO 2 ¢cm €IHa OT JpyTa.

TALVEY He Tps0Ba fa ce MHXEKTHPA B YYaCThIIM C TATYUPOBKH WK O€Je3U WK TaKHUBa, KbJECTO
KO’KaTa € 3a4€pPBEHa, HACUHEHA, YyBCTBUTEJIHA, YIUTBTHEHA UJIM € C HapyLIeHA ISUIOCT.

3a yKka3zaHHs OTHOCHO paboTaTa C JISKapCTBEHHUsI IPOIYKT MPEear NPUIIOKESHHE BIKTE Touka 6.6.
4.3 IlpoTMBONOKA3aHUS

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

4.4 CpeuuajHu npeaynpe:kaeHUs: U NpeaNa3Hu MepKH IPH ynoTpeda

IIpocnenumoct

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

Cunnpom Ha 0cBOOOkMaBaHe Ha MUTOKHHK (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 OrpaHrdaBar J0 MUPEKCHS, XUTIOTOHUS, CTYJACHU TPHITKH, XUTIOKCHS,
rJIaBO0ONHE, TAXUKAPAUS U MOBUIIICHH TpaHCaMuHa3M. [10TeHIIMAIHO )KMBOTO3aCcTpalllaBalily
ycinoxkaeHust Ha CRS Moxe J1a BKITIOUBAT ChpJiedHa TUCHYHKIUS, OCTHP PECIUPATOPEH JUCTPEC
CUHJIPOM, HEBPOJIOT'MYHA TOKCUYHOCT, ObOpeYHa U/WiIM YePHOIPOOHA HEAOCTATHYHOCT U
JIUCEeMHHMpaHa WHTpaBackymnapHa koarymnanus (JJUK).

Jleaenuero ¢ TALVEY Tpsi0OBa na ce 3amoune ¢ (ha3a Ha CTHIIAIOBUIHO MIOBUIIIABAHE HA J103aTa, KaTo

MpeIu BCsKa 103a oT Ta3u (a3a Ha npunarane Ha TALVEY Tps6Ba na ce npuiiarar jJekapcTBEHH
NPOLYKTH 33 IpeMeIuKanus (KOPTUKOCTEPOU I, AaHTUXUCTAMUHY U aHTUIIHPETHUIIH) 32 HAMAJIIBaHEe
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Ha pucka ot CRS. Cren npuioKeHUeTo MaeHTHTE TPsOBa 1a ce HabrromaBaT choTBETHO. Ha
nanueHTy, kouto ca momyuaniau CRS cien mpenxomuara noza TALVEY, npenu cienpamara go3a
TpsiOBa J1a ce MPUIIOKAT JEKAPCTBEHHU MPOAYKTH 3a TpeMeTuKaIus (BxK. Touka 4.2).

VYyactHuuTe, KouTo ca noiayuunu CRS crenen 3 win no-Bucoka npu MpeaxoiHa Tepanus ¢
npeHacouBaHe Ha T-KiIeTKuTe, ca M3KIIUEHH OT KJIMHUYHUTE IpoyuBaHus. He Moxe na ce uskiouy,
ye npeauieH Texxbk CRS npu T-kneTpuna Tepanus ¢ xumepeH antureHex peuentop (CAR) wmun
JIPYTH aHTKUpammu T-KIETKUTE CPeICTBa MOXKe J1a TToBJIHsie Ha Oe3omacHoctTa HA TALVEY.
[ToreHnma HNUTE MON3U OT JICUSHUETO TPSOBA Ja ObJAT BHUMATEIHO MPETETIICHH CIPSMO PUCKA OT
HeBposiornuHy cbOuTHsa 1 TALVEY Tps0Ba na ce npuiiara ¢ MOBUIIEHO BHUMaHUE MIPH TaKUBa
MAIUEHTH.

[NanuenTure TpsiOBa Aa ce MOCHBETBAT J1a MOTHPCAT JIEKAPCKa IIOMOII, aKO CE MOSBAT MPU3HALY WIIH
cumnromu Ha CRS. IIpn mppBu npusHak Ha CRS nanuentute TpsOBa Ja ce OLEeHAT He3a0aBHO 3a
XOCTITAIM3AIUS U TPSAOBA Ja ce 3all0YHe JICUCHUE C MOIBPKAIIY TPYKU, TOIMIN3YMa0 W/ Ui
KOPTUKOCTEPOU/IU Bb3 OCHOBA HA TeXKECTTa. YIoTpebdaTa Ha MUETIONIHH PACTEXHH (HaKTOPH, OCOOCHO
rpa”yjionuT/Makpodar-koaoHnoctumyaupain paxtop (GM-CSF), Tps6Ba aa ce n30srsa no BpemMe Ha
CRS. Jleuenunero ¢ TALVEY Tpsi6Ba na ce cipe 10 or3BydaBane Ha CRS (Bx. Touka 4.2).

Hesponornuna TokcuuHoct, BKiIounteaHo ICANS

Cepro3HH WIN KUBOTO3AaCTPAIIaBAIIN IIPOSBY HA HEBPOJIOTHYHA TOKCHYHOCT, BKIfounTenHo ICANS,
MOKe J1a Bb3HUKHAT ciiest sieueHne ¢ TALVEY (Bx. Touka 4.8).

ICANS, BKJIIOUMTEITHO PEAKITUH C JIETAICH U3X07, ca HacThImm cief nederne ¢ TALVEY. IlosBata
Ha ICANS moxe ma 6p1e eqaoBpemerHo ¢ CRS, cien or3ByuaBane Ha CRS wim mpu oTChCTBHE Ha
CRS. Knunnunure npusnauu u cumnromu Ha ICANS mMoske 7a BKITIIOUBAT, HO HE C€ OTpaHUyaBar 10
CBhCTOSTHUE Ha 00BPKAHOCT, TOHMKEHO HUBO HA Ch3HAHUE, JIE30PUCHTAIIHS, COMHOJIEHTHOCT, JICTAPT U
u Opaandpenws.

[TaruenTure TpssOBa 1a ce HAOIOIABAT 32 TPU3HAIY HITM CHMIITOMH Ha HEBPOJIOTUYHA TOKCHYHOCT U
Jla ce JIeKyBaT He3a0aBHO. [lanmenTuTe TpssOBa Aa ce MOCHhBETBAT Jia MOTHPCAT JICKapcKa MOMOII] PH
MOsIBa HA TIPU3HAIM WJIM CUMIITOMH Ha HEBPOJIOTHYHA TOKcHYHOCT, BKiountenHo ICANS. Tlpu mspBu
MIPU3HAK HAa HEBPOJIOTMYHA TOKCUYHOCT, BKitounTennHo ICANS, manuenTute TpssOBa He3a0aBHO Ja ce
OIICHSBAT U JIa C€ OCUTYPSIT MOAXBPIKAIIN TPUKU CTIOPET CTETICHTa Ha TexkecT. IlarmenTure, KOUTo ca
nonyunu ICANS crerneH 2 uim 1mo-BUCOKa, TPSOBA Ja ¢e HHCTPYKTHPAT Jla OCTAaHAT B OJIM30CT 110
nede0HO 3aBe/ieHNe 1 1a ObJaT HAOII0JaBaHU 32 MPU3HAIM U CUMIITOMU B MPOIBIDKEHHE Ha 48 yaca
cnen cnensaiiarta no3a TALVEY.

IIpu nosiBa Ha ICANS u npyru nposiBu Ha HEBpoJIorHyHa TOKcH4YHOCT JieueHueto ¢ TALVEY tps0Ba
Jla ce OTJIOKH WJIM NIPEYCTaHOBH B ChOTBETCTBHE ChC CTEIICHTA HA TEKECT, KaTo CE CJIeABaT
HPETNOPHKUTE 32 OBJIAASBAHETO MM, KaKTO € Mmoka3aHo B Tabuuia 4 (Bxk. Touka 4.2).

Hsma nannm 3a ynorpedaTa Ha TajakBeTamad Ipu manueHTtH cbe 3acarane Ha LIHC ot muenom wim
JIpyTH KIMHIUYHO 3HauuMHu narosoruu Ha [ITHC B pe3ynTar Ha U3KIFOUBAHETO UM OT IIPOYUYBAHETO
nopaau noteHuuanuus puck or [CANS.

[Topann moternnan 3a Bp3aKBane Ha [CANS manuenTnTte TpsaOBa 1a ObJaT HHCTPYKTUPAHU J1a
n30srBaT modupaHe 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 CHMIITOMH, 710 OT3By4aBaHETO UM (BXK. Touka 4.7).

Osnaosasane na HegpoLO2UIHAMA MOKCUYHOCT

[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 (Bxk. Tabmuria 4). [1pu Texxka WiIn )KMBOTO3acTpalaBaiia HeBpOJIOTHIHA TOKCHIHOCT TpsiOBa
Jla ce OCUTYPST WHTCH3WBHU I'PHKH U MOJIbPIKAINA TePaITusl.

OpanHa TOKCHUYHOCT

OpastHa TOKCHYHOCT, BKIFOUHTEIIHO AUCTEY3Hs, CyXOTa B ycTara, AUC(arus 1 CTOMaTHT, Ce MOSBABA
MHOro yecto cien seueHne ¢ TALVEY (Bxk. 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
NpPU3HALM WIK CHMIITOMH Ha OpajHa TOKCHYHOCT U Ja UM C€ OCUTYPST NOJIbPKALIH TPYKU.
IoaabpxamuTe TPrKK MOXKeE J1a BKIFOYBAT CPEICTBA 32 CTUMYJIMPAaHE Ha CATMBALMATA, CTEPOUIHH
CpeZcTBa 3a MPOMHUBAHE HA ycTaTa WK KoHcynTanus ¢ nueroior. Jleuennero ¢ TALVEY TpsoBa na
ce MPEKbCHE WIIN J1a c€ OOMHUCIIN MO-PSAKO MpHiarane (Bx. Todka 4.2).

C TedeHne Ha BpeMETO MOXeE J1a HACTBhIIN oce3aeMa 3ary0a Ha Teriio (Bx. Touka 4.8). [IpomsiHaTa B
TETJI0TO TPsIOBa Aa ce MpociensBa PeAOBHO 110 BpeMe Ha Tepanusita. Knuanyno 3HaunMara 3aryba Ha
TerJo TpsiOBa 1a Obae AombIHNTENHO olleHeHa. Jleuenneto ¢ TALVEY TpsiOBa Ja ce npekbcHe WitH
Jla ce OOMHUCIIU TO-PSAKO Mpuiarane (BxK. Touka 4.2).

Cepuosnu nHdeknmu

Cepro3Hu HHPEKIHH, BKIIOYUTEIHO KUBOTO3aCTpAILIaBaIlY HIIH JETAIHU HHPEKINH Ce ChoOIaBat
npu nauuenTty, nonydasaumm TALVEY (Bx. Touka 4.8). [launentute TpsiOBa na Ob1aT HabMr01aBaHH
3a MPU3HALM U CUMIITOMH Ha HH(EKIUs npeau 1 1o Bpeme Ha yiedenne ¢ TALVEY, u na ce nekyBat
0 TMOAXO01AI HaunH. [IpouIakTHIHN aHTUMHKPOOHH CpezcTBa TPSAOBa J1a ce puiarar B
cboTBeTCTBHE ¢ MecTHUTE yKazaHus. TALVEY He Tps0Ba na ce mpuiara npy HalMeHTH ¢ aKTUBHA
cepro3na napexmsa. TALVEY TpsOBa na ce oTi0Xu KakTo € yka3aHo (Bk. Touka 4.2). [TanuenTture
TpsiOBa Ja OBAAT MHCTPYKTHPAHHU Aa MOTHPCAT JeKapcKa MOMOIII, aKO C€ TOABST MPU3HALN WIIH
CHUMIITOMH, IIpEIoIaraiiy Hainuanue Ha nHpekuus.

XUnoramariiooyJInHeMUs

XwurnoramariaoOyTMHEMHs ce Cho0IaBa npu nauuenTH, nomyvasama TALVEY (Bx. Touka 4.8).
HuBata Ha nmyHOTIIO0Y THHATE TPSOBA a ce TpocieasBar 1mo Bpeme Ha jiedenue ¢ TALVEY.
WHTpaBeHO3HA W MOJKOKHA Teparnus ¢ HIMYHOTTIOOYJIMHY € U3I0JI3BaHa 3a JICYCHHE Ha MTAalleHTHTE
¢ xunoramariaooynuHemus. [lanenture TpsOBa Aa ce JeKyBaT B CbOTBETCTBHE C YKA3aHHUATA HA
7e4eOHOTO 3aBeICHNE, BKIFOUHUTETHO PEANa3Hi MEPKH Cpelly HHPEKIHs, aHTUOMOTHYHA HITH
AHTUBUPYCHA PO HIAKTHKA, U IPUIIOKEHNE HA 3aMECTHUTEITHA TEPaIHsl ¢ IMyHOTJIO0YIINHU.

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. [TbaHA KpbBHA KapTHHA TPSAOBA Ja ce MPOCIeasIBa B
HAYaIOTO M EPUOMYHO 110 BpeMe Ha JieueHHeTo. TpsiOBa J1a ce OCUTYPSAT MOTbPKAIIN TPHKH
CBIVIACHO YKa3aHUSITa Ha MECTHOTO JieueOHO 3aBe/ICHUE.

[TanuenTrTe C HEYTPOTICHUS TPOBA J1a Ce HAOJFO1aBaT 3a MPU3HAIM Ha nHpeknus. [Ipu
HeoOxoaumoct sieuerneto ¢ TALVEY tpsiOBa ia Obie mpeycTtaHoBeHO (BXK. Touka 4.2).

KoxxHu peakiuu

TALVEY moxe na npeau3BuKa KOXKHH PEaKITHH, BKIIOYUTEIIHO 00PHUB, MaKyJIO-TTAITyI03¢H OOPHB,
epUTEM, EpUTEMATO3eH OOPUB, KAKTO U HAPYIICHUS Ha HOKTHUTE (BK. Touka 4.8). KoxxHUTE peakium,
BKITFOUUTEITHO Pa3BUTHETO Ha 00pHBa, TpsIOBa Ja ce HAOII0AaBaT 3a OCUTYPsIBAHE Ha MHTEPBEHITUS Ha
paHeH eTan u jiedeHne ¢ koprukoctepouu. [Ipu crenen 3 wim mo-BUCOKa, WIIK BJIOIIaBaHE HA OOpUBU
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creried 1 umum 2 TpsOBa a ce mpuiiaraT U MepopatHu cTepouan. IIpu KoJKHA peakIiny, KOUTO He ca
CBBP3aHU ¢ OOPUBH, MOXE Jla ce€ OOMHUCIIH TIPOMsHA Ha Jo3arta (Bx. Tabnmia b).

[Ipu xoxxHU peakunu u HapyuieHus: Ha Hoktute TALVEY tpsiOBa na ce cipe B 3aBUCUMOCT OT
TEKECTTA U JIa CE CJIeBAT yKa3aHHUATA Ha JICYeOHOTO 3aBecHUE (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
MPOABIHKEHNE Ha Hal-MaJIKO 4 CEIMUIM MPENN HA4arIo0TO Ha JIEYEHUETO, IO BPEME Ha JICYEHUETO U
IIOHE 4 CeIMMILH CIIe]l HETO.

3a Heo4yaKkBaHa EKCIIO3HUIHMS 110 BpeMe Ha OPEMEHHOCT BIKTE TouKa 4.06.

Kenu ¢ ACTEPOACH HOTCHQH&H/KOHI[}&QCHQI/I}I

[Ipenu 3amouBane Ha neuenne ¢ TALVEY npwu jxeHu ¢ 1eTepoaeH 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
no3za TALVEY (Bx. Touka 4.6).

ITomontHm BemecTBa

To3su ekapcTBEH MPOAYKT ChABPXKA Mo Manko oT 1 mmol Hatpwii (23 mg) Ha n03a, T.€. MOXKe Ja ce
Kax<e, 4e MPaKTUYECKU HE ChIbpKa HATPHUH.

4.5 B3aumoaeiicTBHe ¢ APYI'H JIEKAPCTBEHH MPOAYKTH M APYrd (OpMHU HA B3auMoJelcTBHE
He ca npoBexxaanu npoy4yBaHus 32 B3aUMOJIEHCTBUSATA.

TankBeTamad npean3BUKBa OCBOOOXK/1aBaHE Ha IMTOKWHM (BK. Touka 5.1), KOUTO MOrar Ja MOTHCHAT
aktuBHOCTTa Ha ITuTOXpoM P450 (CYP) ensumute, KaTo OTEHIIMATHO TOBA BOAM /IO TIOBHINICHA
excrnio3uis Ha cyoctpature Ha CYP. Haii-BucOK prCK OT JiekapcTBEHO B3aMMO/ICHCTBUE ce OYaKBa Ja
BB3HUKHE OT HAYaJIOTO Ha (ha3aTa Ha CTHITAJIOBHUIHO MOBUIIABAHE HA J03aTa Ha TankBeTamab 10 9 nHu
cliel IbpBaTa TeparneBTUYHA 71033, KakTo H 1Mo Bpeme Ha u ciieq CRS (Bx. Touka 4.4). Habmronasarite
32 TOKCUYHOCT MJIM KOHIICHTPAIIMHUTE Ha JISKapCTBEHU MpoayKTH, cyoctparu Ha CYP (manp. CYP2C9,
CYP2C19, CYP3A4/5, CYP2D6), npu KONTO MUHAMATHH ITPOMEHHU B KOHIIEHTPAIMATA MOTAT J1a
JIOBENIaT 10 CEPHO3HU HeXKeaH! peakiun. J[o3aTa Ha ChITBTCTBAIINTE JIEKAPCTBA, KOUTO ca cyOcTpaTu
Ha CYP (mamp. CYP2C9, CYP2C19, CYP3A4/5, CYP2D6), TpsibBa 1a ce Kopurupa npu
HEOOXOIUMOCT.

4.6 @epTHaUTeT, )PEMEHHOCT U KbPMEHe

Kenu ¢ ACTCPOJACH HOTCHI_II/IaJ'I/KOHTDaLIeHHI/IH OpH KCHU

IIpenu 3amouBane Ha neueane ¢ TALVEY npu xeHu ¢ merepo/ieH IOTSHINAT TPIOBa 11a ce IMPOBEPH
cTaTyca 10 OTHOIIIEHUE Ha OPEMEHHOCT.

JKenu ¢ netepoieH noTeHIMaI TPSAOBA a M3M0I3BAT €PEKTUBHA KOHTPALICIIIHS 10 BpeMe Ha
JICYCHUETO U B MPOJBJDKEHUE Ha 3 Mecena cien nocienHata go3a TALVEY.

BpemenHocT

JlurcBaT nnM UMa orpaHUYeHH AaHHU OT ynoTpebata Ha TALVEY npu OpeMeHHM KeHU WIH JaHHU
NpY JKUBOTHHU 3a OLIEHKA Ha pucka, cBbp3an ¢ 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 Bbpxy pazBuBamtus ce dperyc ca HemsBecTHH. T ALVEY He ce nmpenophiBa npu OpeMEHHH
JKEHH WITU TIPH KCHU C JICTEPOJICH MOTECHITMAN, KOUTO HE U3IMON3BAT KOHTPAIICTIIIHSL.

Axo TALVEY ce npunara no BpemMe Ha OpEMEHHOCT, MOKE J]a € OYaKBa HamMaJieH HIMyHEH OTIOBOP

KBbM BaKCHHUTE MPH HOBOpoieHUTe. ClenoBaTeTHO BAKCHHAIMUTE Ha HOBOPOACHUTE C KUBU
BakcuHH, KaTo HanpuMmep bIDK Bakcuna, TpsOBa ma ce oTI0Xat 10 4 CeIMHUIIH.

Kspmene
He e uzBecTHO nanu tankBeramal ce eKCKpeTupa B KbpMmarta Tl kato noteHunansT Ha TALVEY 3a

CEPUO3HU HEeXKEIAHU PeaKIiy MPU KbpMadeTa He € U3BECTEH, MAIMEHTKUTE HE TPSOBa J1a KbPMSAT IO
BpeMe Ha siedeHueTo ¢ TALVEY u B mpoabibkeHne Ha MTOHE 3 Mecelia ciiel MocIeTHaTa 103a.

DepTUnuTeT

JluricBaT naHHu 3a eekrta Ha TankBeTaMald BbpXy peprmwinuteTa. B mpoyuBaHus Npy )KMBOTHU HE ca
OIICHSBaHU €()EKTUTE HA TAIKBETaMald BbPXY PEPTHIINTETA TPH MBKKUTE U )KEHCKUTE )KUBOTHH.

4.7 EdexTn BbpXYy CIOCOOHOCTTA 3a modupaHe U padoTa ¢ MAIIMHU

TALVEY nosnusiBa B 3HaUUTENHA CTENEH CIIOCOOHOCTTA 3a modupane 1 padoTa ¢ MalIHHU.

[Topanu norennnana 3a ICANS nauuentute, nomyuyasam TALVEY, ca uznoxenu Ha puck oT
MMOTUCHATO HUBO Ha Ch3HaHUE (BK. Touka 4.4). [Tanuenture TpsOBa ga ObAAT MHCTPYKTHPAHU /1
n30srBaT modupaHe u padboTa ¢ MalIMHU IO BpeMe Ha U B IpoabDKeHne Ha 48 yaca crent
3aBBpIIBaHETO Ha (DazaTa Ha CTHITAJOBUIHO MOBUIIABAaHE HA J103aTa (BXK. TOUYKa 4.2), KAKTO U B CIIy4dait
Ha HOBA I10sIBa HA HEBPOJIOTHYHHN CUMIITOMH, JI0 OT3BY4aBaHE HA CHMITOMHTE.

4.8 Hexenanu JiekapcTBeHH peaKuu

O0600611IeHMEe Ha npodiia Ha GE30IIaCHOCT

Haii-uecture nexxenanu peaxiun ca CRS (77%), mucreysus (72%), xunoramarnooynuHemus (67%),
HapyleHne Ha HOKTuTe (56%), MycKymnHo-ckeneTHH 0onku (48%), anemus (47%), KOXKHNA HapyILICHUS
(43%), ymopa (43%), namainiero terio (40%), oopus (39%), cyxota B yctara (36%), HEyTpOneHHs
(35%), mupekcus (33%), kceposa (32%), rpomoboruroneHust (30%), nHbEKIUS Ha TOPHUTE TUXATSITHH
neTuia (29%), mumdonenus (27%), nucdarust (24%), nnapus (25%), cepoex (23%), kanumna
(23%), 6omnka (22%), HamaneH anetut (22%) u rnaBodonue (20%).

Cepuo3HHTE HEXENAaHU PeaKH, ChoOIIeH! pu nauueHTute, BkiarouBaT CRS (13%), nupexcus (5%),
ICANS (3,8%), cemncuc (3,8%), COVID-19 (3,2%), 6akrepuanna nadeknus (2,4%), THEBMOHUS
(2,4%), BupycHa undekuus (2,4%), neyrponenus (2,1%) u 6onka (2,1%).

Haii-yecture HexxenaHu peakuuu, BOACIIN 10 NIpeycTaHoBsBaHe Ha JedeHnero, ca ICANS (1,1%) u
HamaseHo terio (0,9%).

CruchbK Ha HEXKCIIAHUTE PCaKIi B TaOJInYEH BU

bezonacnocrra Ha TALVEY e onenena nmpu 339 Bp3pacTHH MAMEHTH C PEIIMIUBAPAIT WITH
pedpakTepeH MyATHILIEH MUEIOM, BKIIOUUTETHO alueHTH, JekyBanu ¢ TALVEY npu
NpenopbyYUTENHATa CXeMa Ha MpUiaraHe cbe Win 0e3 IpeaniecTBalla Tepamus ¢ npeHacousane Ha T-
kietkute B MonumenTAL-1. MenuanaTta Ha MpoABDKATEITHOCTTA Ha iedeHneTo € 7,4 (auamna3on: 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
nexyBaHu (N=501), kaTo He ca yCTaHOBEHH JOIBJIHUTESIHU HEIKEIAHN PEaKIINH.
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Hesxxenanute peakunu, HaOMI0IaBaHK IO BpeMe Ha KIIMHUYHH NIPOYYBaHUS, ca H30POSHH TO-/I0ITy TI0
KaTeropus mo yecrora. Kateropunre 1mo yectora ca onpeesicH! KakTo cieiBa: MHOTo uectr (>1/10),
yectn (>1/100 no <1/10), meuectu (>1/1000 no <1/100), penku (>1/10 000 mo <1/1 000), MmHOTO
penku (<1/10 000), ¢ Hew3BecTHA YecTOTA (OT HAIMYHKUTE JaHHU HE MOJKE J1a O'bJic HallpaBeHa
OllcHKa). B pamMkuTe Ha BCsKA KaTErOpHs MO Y€CTOTA HEKEIAHUTE PEaKIHU ca MPECTaBeHH B
HU3XOJISIII PEJl IO OTHOIIICHUE Ha CEPUO3HOCTTA.

Tadanna 7: Heskenanu peaknuu Npu NalMEeHTH ¢ MYJTHILIEH MHuesoM, JiekyBanu ¢ TALVEY B
MonumenTAL-1 (N=339)

Karteropus no Besika Crenen 3
CucreMo-opraHeH KJjac yecToTa cTeneH uin 4 (%)
Hesxenana peaxiys (%)
Nndpexnun n undecranumn
BaxTtepunanaa nuadexnus MHoro 4yecTr 40 (12%) 11 (3,2%)
MukoTHYHa HHPEKIHs MHoro 4yecTr 39 (12%) 1 (0,3%)
COVID-19™ MHoro gecTn 63 (19%) 10 (2,9%)
Mnudexuys Ha TOpHUTE JUXATeNHH IHTHINA MHoro 4yecTr 98 (29%) 7 (2,1%)
Cencuc™ Yectn 15 (4,4%) 14 (4,.1%)
ITHeBMOHHUS Yectn 23 (7%) 11 (3,2%)
HapyuieHus Ha KPHBTa M JUM(pHATA CHCTEeMAa
Heytponenus” MHoro gecTn 120 (35%) 104 (31%)
Anemus” MHoro gecTn 158 (47%) 99 (29%)
TpoMOGOIMTONIEHUS MHoro 4yecTr 101 (30%) 71 (21%)
Jlumbonenns MHoro 4yecTr 91 (27%) 83 (25%)
JleBKonieHUs MHoro 4yecTr 62 (18%) 38 (11%)
®DebpuitHa HEYTPOIICHUS Yectn 7 (2,1%) 7 (2,1%)
HapyuieHusi Ha HMYHHATA CHCTeMa
CuHpoM Ha 0CBOOOYK/IABAHE HA IIMTOKUHH MHoro 4yecTr 260 (77%) 5 (1,5%)
Xunoramarno6ynuHeMus? MHoro 4yecTr 227 (67%) 0
HapyuieHust Ha MeTa00JIM3MA M XPaHEHETO
Hamasen anetut MHoro 4yecTr 76 (22%) 4 (1,2%)
XHIOKaIHnEMHsI MHoro 4yecTr 55 (16%) 12 (3,5%)
Xunodocharemus” MHoro decTn 49 (15%) 21 (6%)
XHUIoMarue3sueMust MHoro 4yecTr 35 (11%) 0
HapyuieHns Ha HePBHATA CHCTEMA
CHHIPOM Ha HEBPOTOKCHUYHOCT, CBhP3aHa C
UMYHHHTE e(EKTOPHHU KIETKH MHoro 4yecTr 26 (10%) 6 (2,3%)
EnuedanonaTus® MHoro gecTn 36 (11%) 0
I'naBo6omue” MHoro gecTn 69 (20%) 2 (0,6%)
Motopna mucdyHxIms? MHoro 4yecTr 38 (11%) 2 (0,6%)
3amasgHoCT MHoro gecTn 42 (12%) 8 (2,4%)
CenzopHa HCBpOl‘IaTI/I}I5 MHOro uectu 34 (10%) 0
PecniupaTopHu, TPbIHA B MeIHACTHHAIHH
HApYIIEeHUSsI
Kanumna” MHoro yecTn 78 (23%) 0
Jucnues® MHoro yectu 39 (12%) 5 (1,5%)
Opasna Gosika” MHoro yecTn 42 (12%) 0
CToManiHo-YpeBHH HAPYIIEHHUS
Jucreysus’ MHoro yecTn 245 (72%) 0
Cyxorta B ycrara* MHoro yecTn 122 (36%) 0
Hucoarus MHoro yecTn 82 (24%) 3 (0,9%)
Huapus MHoro yecTn 84 (25%) 4 (1,2%)
Cromarut® MHoro yecTn 67 (20%) 4 (1,2%)
lanene MHoro yecTn 64 (19%) 0
3arex MHoro yecTn 61 (18%) 0
Kopemna Gonka” MHoro yecTn 35 (10%) 1 (0,3%)
[ToBpsbIane MHoro yecTn 34 (10%) 2 (0,6%)
HapyuieHus Ha KOKATA M MOJKOKHATA THKaH
O6pus” MHoro 4yecTu 132 (39%) 12 (3,5%)
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Hapyiuenue Ha koxara MHoro yecTn 145 (43%) 0
Kceposa® MHoro 4yecTu 109 (32%) 0
Copbex MHoro yecTn 79 (23%) 1 (0,3%)
Hapymienue Ha HOKTHUTE MHoro uecTtu 191 (56%) 0
AJnonenust Yectn 30 (9%) 0

HapyuieHdst Ha MyCKYJIHO-CKeJIeTHATA CHCTEMA U

CheIMHUTEHATA ThKaH
MycKyJIHO-CKeJIeTHa GOJIKa MsHoro yecTn 164 (48%) 12 (3,5%)

OO0mu HapyueHus M e)eKTH HA MSICTOTO Ha

NMPHJI0KEHH e
Vmopa” MHoro 4yecTu 147 (43%) 12 (3,5%)
HawmauneHo terno MHoro yecTn 134 (40%) 11 (3,2%)
IMupekcus” MHoro yecTn 113 (33%) 6 (1,8%)
Bonka” MHoro yecTn 76 (22%) 7 (2,1%)
Orok® MHoro 4yecTu 59 (17%) 0
Peakius Ha MSCTOTO Ha MHXeKThpaHe'! MHoro uectu 45 (13%) 0
CTyIeHH! TPBIKH MsHoro yecTn 39 (12%) 1 (0,3%)
Hamanenu croiiHocty Ha puOpUHOTEeH MsHoro yecTn 52 (15%) 12 (3,5%)
YabikeHo aPTT MsHoro yecTn 49 (15%) 0
IToBMIIIEHUE HA TPAHCAMHUHA3HMTE'? MsHoro yecTn 48 (14%) 12 (3,5%)
[MoBumeno INR MsHoro yecTn 47 (14%) 1 (0,3%)
[ToBuiena rama raytaMuiITpancdepasa MsHoro yecTn 36 (11%) 16 (4,7%)

HexxenanuTe peakuuu ca Koaupanu npy usnoiasane Ha MedDRA Bepcus 24.0.
B CTCAE v4.03 MakcuMasiHaTa CTereH Ha TOKCUYHOCT 3a JIUCrey3Hs € 2, MaKCUMallHaTa CTENeH Ha TOKCHYHOCT 3a CyX0Ta B ycraTa

t

[N

10

11

12

e3.
I'pynupan TepMuH
Brutrouen/u netaneH(Hu) uzxon(u)

KPBBOH3J'II/IBBT BKJIFOYBA KPBBOU3JIMB B KOHIOHKTUBUTE, CMMUCTAKCUC, XEMATOM, XEMATYypHsl, KPbBOU3JIUB B JOJHUTE OTACIU HA
CTOMAIIHO-YPCBHUSA TPAKT, nepnopGMTaneH KPBbBOU3JINUB, IICTCXUH, PCKTAJICH KPHBOU3JIUB, Cy6):[ypaneH XEMaTOM M BarnHaJICH

KPBbBOU3JIMB.

Xwurnoramariao0yIHHEMHs BKIIOYBA XAIIOraMarjioOyIHHEMUs W/WIN HalUeHTH ¢ 1abopaTtopuu HuBa Ha IgG mox 500 mg/dl cien

JICYCHHUE C TAJIKBETaMal.

Ennedanonarusata BKIIOYBA aXXUTALMs, aMHe3us, adasust, OpagudpeHns, CbCTOsHIE Ha 00bPKAHOCT, IEIHP, A€30PUCHTALHS,
eHIIe(AONATHsI, XaTIOLMHALYS, JICTApTHsl, PA3CTPOHCTBO Ha MAMeTTa, 6E3MOKONHCTBO, HAPYIICHHUE HA ChHS U CHHIIMBOCT.

MortopHata Auc(yHKIH BKIIF0YBa Aucrpadus, AucoHNs, HapyIIeHHEe Ha TOX0/KATa, MyCKYJIHH CIIa3MHU, MYCKyJIHa c1abocT 1

TPeMop.

CCHSOpHaTa HEBPOIIATHA BKIIIOYBA MU3ECTE3Us, XUIIOCCTE3UsI, OpaIHa XUIIOCCTE3UA, HEBPAJIT'Us, nepH(bepHa CCH30pHAa HEBPOIIATHS,

UIINAC ¥ BECTHOYIapCH HEBPOHHT.

HMCHHCH BKJIIOYBa OCTpa AUXATCIHA HEAOCTATbYHOCT, JUCITHES, JUCITHE ITPU YCUIINEC, TUXaTCIHA HEAOCTATbYHOCT U TaXUITHES.

HHCFC}’BM}IT& BKJIIOYBa arcysus, JUCTCy3us, XUIIOICy3Usl U HAPYIICHUE Ha BKyCa.

CTOMAaTUT BKIIIOYBA XCI)‘IJIPIT, TJIOCHUT, TJIOCOAUHMS, pa3sA3BABAHC HA yCTaTa, OpaJiCH Z[I/ICKOMQJOpT, CpUTEM Ha YCTHATa JIUraBUIIA,
opaJiHa 60J'IKa, CTOMATHT, IIOAYT €3HK, ZlI/ICKOMq)OpT Ha €3uKa, CpUTEM Ha €3MKa, OTOK Ha €3UKa U pa3sA3BABaHC Ha €3UKa.

Kcep03aTa BKJIFOYBA CYyXOTa B OUUTE, CyXOTa Ha KOXaTa U KCEpo3a.

OTOK BKITIOYBA 3aJpBbiKKa Ha TCYHOCTH, OTOK Ha BEHIUTE, XUIIEPBOJIEMHA, OTOK Ha CTABUTE, OTOK Ha YCTHUTE, OTOK, r[epncbepe}l

OTOK, EPUOPOHTANICH OTOK, epU(EepPEeH OTOK U MOJyBaHE.

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

TToBuinaBanero Ha TpaHCAMHUHA3UTE BKJIIOYBA [NOBUILICHA aTaHUH aMHHOTpchtbepasa, TIOBHUIIICHA acniapTaT aMHHOTpaHC(I]epaSa u
IMOBHUIICHU TPaHCaAMHUHA3U.

Onucanue Ha I/I36DaHI/I HCXCTaHU pCaKIInu

Cundpom Ha 0c60602ic0a8ane Ha YUMOKUHU

B MonumenTAL-1 (N=339) CRS ce nabmozaasa npu 77% ot nauuentute. [loBeueto cpouTns ca
crerieH | wiu 2, kato creneH 3 ce HaOmoaaBa nipu 1,5% ot nanuenture. TpujeceT U euH MPOIeHTa
(31%) ot manueHTUTE UMAT TTOBeYE OT eqHO chouTHe, cBbp3aHo ¢ CRS. [ToBevero crOuTHS
BB3HHUKBAT MO BpeMe Ha (a3aTa Ha CTHIAIOBHIHO MOBHUINABaHe Ha qo3ata cien mo3a 0,01 mg/kg
(29%), no3a 0,06 mg/kg (44%), no3a 0,3 mg/kg (3a maUeHTH, KOUTO Ca MOJydaBaIH JBYCEIMHUUHA
[mHa Bcexm 2 cemmunn] mo03a; 33%) unu HavamHata TepanesTryaHa n03a (0,4 mg/kg [30%] nm

0,8 mg/kg [12%]). [To-manko ot 4% oT chOuTHATa, cBBp3anu ¢ CRS, HacThnBaT OT ceamuna 5
HATaThK;, BCHYKU CHOUTHS ca cTerneH 1. MenuaHara Ha BpeMeTo 10 nosiBata Ha CRS e 27 yaca ot
nmocyienHata 103a, 91% ot crbuTHaTa HACTHIIBAT B paMKUTE Ha 48 daca OT mocieaHara 103a, a
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MeAraHaTa Ha MPOIb/DKATENHOCTTa € 17 gaca. TounnmsyMad, KOPTUKOCTEPOUAN U TOIIIN3yMad B
KOMOWMHAIIMS C KOPTUKOCTEPOUIN ca M3Moa3BaHu 3a euenrne 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€
orpanmnyanat Jo nupekcus (76%), xunoronus (15%), cryaern tpwiku (12%), xumnoxcus (7%),
rnaBobonue (4,7%), Taxukapaus (5%) v IOBUIIIEHH TpaHCAMUHA3M (acmapraT aMUHOTpaHchepasa
[1,5%] n anarun amunOoTpancdepasa [0,9%]).

Heeponozuuna moxcuunocm

B MonumenTAL-1 (N=339) ce0uTHs Ha HEBPOJIOTHYHA TOKCHYHOCT ce choOmanar mpu 29% ot
nanuenture, noryyasam TALVEY. CrOuTnsaTa Ha HEBpOJIOTHYHA TOKCHYHOCT ca cterneH 1 (17%),
crener 2 (11%), crenen 3 (2,3%) wiu creneH 4 (0,3%). Hali-uecto cho011aBaHOTO CHOUTHE Ha
HEBPOJIOTMYHA TOKCUIHOCT € raaBobosue (9%).

ICANS ce cro0maBa camo BbB ®aza 2 B MonumenTAL-1. Ot 265 namuenTu BpB ®aza 2 ICANS
BB3HUKBA 1pH 9,8% (n=26) ot nanmenture. [ToBeyero crOuTH ca creneH | winu 2, kato crenex 3 u 4
ce HaOmroaBa nipu 2,3% ot nanuentute. Hait-uecto chobmaBanute kauHuaHu nposieu Ha ICANS ca
checTosiHuE Ha o0bpkBane (3,8%), nezopuenranus (1,9%), comHonentHoct (1,9%) 1 MOHMKEHO HUBO
Ha ch3HaHue (1,9%). lllectnecer n ocem mporenta (68%) ca momyunnu egaoBpeMenHo CRS (mo
BpeMe Ha WIH B paMKHTE Ha 7 mHU cien or3BydaBane Ha CRS). [Ipu tpu nportenta (3%) ot
MalyeHTuTe ce HaoaroaaBa noseue ot eaHo cpouTre Ha ICANS. Ocen ToBa, B MonumenTAL-1 ce
crobmmaBa eqHo crouTHe ¢ netaneH u3xoxn ¢ ICANS. [Toseuero nmanmenTn ca nonyuaninu ICANS 1o
BpeMe Ha (azaTa Ha CTHIAIOBHMIHO TIOBUINABaHe Ha qo3ata cien mpo3a 0,01 mg/kg, mosa 0,06 mg/kg
wIn HavyanHata tepaneBTiuHa 1o3a (0,4 mg/kg u 0,8 mg/kg) (mo 3% Bcska). MeauanaTta Ha BpeMeETO
mo Haganoto Ha ICANS e 28 yaca ot mocnenHaTa 103a, 68% OT CHOUTHATA ca 3aIMOYHAIH B PAMKHUTE
Ha 48 yaca oT mocneAHaTa q03a, 32% 0T chOUTHsTA ca 3amoyHaM ciel 48 vaca, a MeIuaHaTa Ha
npoabpkuTenHoctTa Ha ICANS e 9 vaca.

Opanna mokcuynocm

In MonumenTAL-1 (N=339) cenemaecet u ocem npoiieHTa (78%) OT MallMEHTUTE UMAT ChOUTHUS OT
cTeneH 1 unu 2, KaTo CbOUTHS OT CTeneH 3 Bb3HUKBAT NpH 2% OT nanueHTure. ChOUTHATA HA OpasiHa
TOKCHYHOCT BKJTIOYBAT CHOOIIEHUS 3a TUCTEY3Hs, CyXOTa B yCTaTa, 1uc(arus 1 CTOMaTHT.

Cepuosnu ungexyuu

B MonumenTAL-1 (N=339), uadexunu ot creneH 3 unu creneH 4 Bb3HUKBAT npu 19% ot
MAIUCHTUTE; MHPEKIUY C JICTAIICH U3X0J] Bb3HUKBAT npH 1,5% ot naruenture - COVID-19
MTHEBMOHUS, MUKOTUYCH CETICUC, MH(PEKIINS U cenTu4eH oK. Haii-uecto crobuiaBanara (> 2%)
nHbeknus creneH 3 uinn 4 e nHeBMoHus. PedpriHa HeyTporeHus ce Habmonasa pu 1% ot
nanueHTnTe, kato npu 1,2% ce HabmogaBa ceprosna ¢pedbprinHa HeyTponeHus. BrmkTe Touka 4.4 3a
yKa3aHHA 32 HaOJII0JJeHNE U JICUCHHE.

Xunozamaznobynunemus

Croitnoctu Ha IgG cnen u3xonnoro HuBo noj; 500 mg/dl, choTBeTCTBaIM HA
XUIOraMario0yIMHEeMus, ce ChoOIaBat npu 64% OT MAIUEHTHUTE, JICKYBaHU C TalKBeTamMald npu
cxema Ha sieuerue 0,4 mg/kg cenmuano, npu 66% OT narnueHTUTe npu cxema Ha geuenue 0,8 mg/kg
Ha JIBe CeAMUIH U TIpu 71% OT HmanMeHTUTe ¢ mpeIecTBalla Tepanus ¢ MpeHacouBaHe Ha T-
KJIETKUTE (BXK. TOUKa 4.4).

Koorcnu peaxyuu

B MonumenTAL-1 (N=339) noBeueTo ciy4yan Ha OOpuB ca cTeneH | nin 2, KaTo cTemneH 3 ce
HaOronaBa npu 3,5% ot nanueHTute. MenuanaTta Ha BpeMETO JI0 TIosiBaTa Ha 0OpHBa OT TbpBaTa
TepaneBTUYHA 103a € 22 nHU. Ilo-rojsimara yacT OT KOKHUTE TOKCUYHH PEAKLIUU, KOUTO HE ca
CBBp3aHM ¢ 00pUB, ca cTteneH | uiu 2, kato cbpOex creneH 3 ce HaOmonasa mpu 0,3 % ot
nanueHTute. Hapymenusra Ha HOKTUTE ce HaOIronaBar npu 56% OT NalMeHTHTE U ca CTeneH 1 uiu
2. BuwxTe Touka 4.4 3a yKkazaHUS 3a JICUCHUE.
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Cpo0111aBaHe Ha MOA03UPAHN HEXETAHHN PEAKITHH
Cro0mIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHN PEaKIIUU CIIe]] pa3pelaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS

HPOIYKT € BayKHO. ToBa MO3BOJISIBA /1a IPOABIDKY HAOIIOICHUETO Ha CHOTHOLIEHHETO TT0JI13a/PUCK 32
JeKapCTBEHUS MPOIYKT. OT MEIUIMHCKUTE CIICIIAINCTH C€ M3MCKBA J1a ChOOIIABAT BCAKA
NOJJ03MpaHa HeXellaHa PeaKkiysl Ype3 HallMOHAIHATA CHCTeMa 3a ChOOIIaBaHe B:

W3npaHUTENHA areHIys 110 JeKapcTBaTa

yi. ,,JlamsH I'pyeB” Ne 8

1303 Cocus

Ten.: +359 2 8903417

yebcaitr: www.bda.bg
4.9 Ilpepo3upane

CHUMIITOMH U IIPU3HALIA

MakcuMaHaTa MOHOCHMA JT03a TAJIKBeTaMad He ¢ onpe/iesicHa. B KIMHUYHY MPOYYBAHUS Cca
npuiaranu no3u a0 1,2 mg/kg Beaabxk Ha Beceku 2 ceamund U 1,6 mg/kg Bceku Mecerl.

Jleuenune

B ciryqait Ha ipero3upaHe NarMeHThT TPSOBA Ta ce HAOII0aaBa 3a IPU3HAIY I CUMITTOMH Ha
HEeKEJIaHW PeakIuy, KaTo He3a0aBHO TPsiOBa Ja ce 3ar0YHe MOAXO/IAII0 CUMIITOMATUYHO JICUCHHE.

5. ®APMAKOJIOTUYHU CBOMCTBA
51 ®apmakoaAMHAMMYHHU CBOICTBA

®apmMakoTepaneBTHYHA TpyIa: MOHOKIOHAIHY aHTHUTENA U JIEKAPCTBEHHW KOHIOI'AaTH Ha aHTHUTENA,
ATC xox: Bce o1Iie He € ONpeIeseH

MexaHU3bM Ha IEWCTBUE

TankBeramad ¢ nmyHorooynuH G4 mponuH, ananuH, anannH (IgG4 PAA) ouciennuaHo aHTHUTSLIIO,
HacoueHo cpeury GPRC5D u CD3 penentopa Bepxy T KieTKuUTE.

TankBeramad cTUMYJIMpa IOBUILIEHA IUTOTOKCUYHOCT, MEAUUPaHa OT T-KJIETKUTE, Ype3 NPUBJINYAHE
Ha CD3-excnpecupamu T-knetku kbM GPRCS5D-excnpecuparu kiaeTky. ToBa Boau 10 akKTUBHpPaHE
Ha T-kneTkuTe U Npeau3BUKBa nociaeasamo auzupane Ha GPRCSD-exkcnpecupamnTe KIeTkH,
MEIUUPAHO OT CEKpeTHpaHus epOprH U Pa3IMYHH I'PAaH3UMHU, CbXPaHSIBAHH B CEKPETOPHUTE
BE3WKYJIM Ha UTOTOKCHYHUTE T-KineTkn. B3 ocHOBa Ha excripecuara Ha GPRCS5D Bypxy mnazmenu
KJIETKH C MMHHMAJIHA J0 JIMIICBAIIA EKCIIPECHs, OTKpUTa BbpXy B knetkure u B kierpunnTe
MIPEKYPCOpH, TAIKBETaMad ce HacOoYBa MO-CHEUUAIHO KbM KIECTKUTE Ha MYJITUIUICHHUS MUEIIOM.

dapMakoAMHAMUYHU ePEKTH

B pamkuTe Ha HPBUSA MECEIl OT JICUEHUETO C TalKkBeTamMal ce HaOo/1aBa aKTUBHUPAHE U
npepasipenenenre Ha T-KIeTKUTe U MHAYKIHMS Ha CePyMHH [TUTOKUHU.

Kinnanuna edukacHocT M 0€300aCHOCT

Eduxacnoctra Ha moHoTtepanus ¢ TALVEY e onieHeHa npu NauueHTH ¢ peuyuAUBAPAL WK
pedpakTepeH MyITHILIEH MHEJIOM B OTKPUTO, MHOTOLIEHTPOBO MPOYYBAHE C €AHO Pamo,
MonumenTAL-1. B mpoy4BaHeTO ca BKIIOUYCHHU MAIUEHTH C HA-MaJIKO TPH MPEAXOTHH TepaIu,
BKJTIOYBAIIH IPOTEa30MEH HHXHOUTOP, UMyHOMOIYJIMPAIIO CpeAcTBO B aHTH-CD38 MOHOKIIOHAIHO
aHTuTU10. OT MPOYYBAHETO Ca M3KIIIOUEHH MAMEHTH, KOUTO ca MOJYYHIN Tepanys ¢ IPeHacOYBaHe
Ha T-xneTku B pamkuTe Ha 3 Mecena, npeamectsamn CRS crenen 3 nnmm mo-Brucoka, CBbp3aH ¢
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HSIKAaKBa Tepamus C IpeHacouBaHe Ha T-KJIEeTKH, aJlOreHHa TPAaHCIJIAaHTAallus Ha CTBOJIOBU KJIETKH B
paMKHTe Ha IOCJIeAHNUTE 6 Mecela, aBTOJI0KHA TPAHCIUIAHTAIUS Ha CTBOJIOBH KJIETKH B PAMKUTE Ha
3 Mecena, MHCYIT WK I'bPY B pAMKUTE Ha mocienHuTe 6 Mecena, 3acsirade Ha [IHC wnu ximHnYHA
NpU3HAIM HA MEHUHT€aJHO 3aciaraHe Ipy MYJITHILICH MUEJIOM, IJ1a3MEHOKIICThYHA JIEBKEMUS,
AaKTUBHO aBTOMMYHHO 3a00JIsIBaHe MJIM aHAMHE3a 3a JIOKYMEHTUPAHO TaKoBa 3a00JIsIBaHe C
U3KJIFOUYEHHE Ha BUTWIIUTO, OTLIYMsUI aTOIIMYEH AEPMaTUT B ieTcka Bb3pacT, POEMS cunapowm,
I'bPBUYHA JICKOBEPIKHA aMHIION103a U IpeAxoaHa 6osecT Ha Grave, KOSITO € €yTUPEOUIHA Bb3
OCHOBA Ha KIIMHUYHUTE CUMIITOMH ¥ TAOOPATOPHUTE U3CIIEABAHMS.

[Manmenture nonyyaBaT TALVEY 0,4 mg/kg moaKoKHO BEAHBK CEAMUYHO CJISH IBE CTHIIAIIOBUIHO
nosumrasamu ce o3 (0,01 u 0,06 mg/kg) npe3 mppBara ceqmuna ot tepanusira wid TALVEY

0,8 mg/kg moaKo)KHO HA BCEKH 2 CEIMUITU CIIE/ TPH CTHIIaJOBUIHO NoBuiasaru ce n1o3u (0,01, 0,06
u 0,3 mg/kg) no mporpecus Ha 3a00JIIBAHETO WM HETIPHEMIIMBA TOKCUYHOCT. [lanmenTrre ca
XOCHHUTAIM3UPAHU 32 HAOJIOACHUE B IPOIbJKEeHUE Ha roHe 48 yaca ciiex Besika 1o3a TALVEY no
BpeMe Ha (a3aTa Ha CTHIAIOBUIHO NOBUIIABAHE HA J103aTa.

[pu 143 nanuentu, nexyBanu ¢ TALVEY 0,4 mg/kg cenmMuyno, 6€3 eKCIIO3UIUS Ha TPEIX0/THA
Tepamnus ¢ IpeHacoyBaHe Ha T-KJIETKUTE, MEMaHaTa Ha Bb3pacTTa ¢ 67 (1uamnaszon: 46 no 86) roauHwy,
55% ca mmxe, 90% ca Genu, a 8% ca yepHOKOKU WK adpoamepuKkaHiiy. [lalueHTHTe ca Moy Y
cpenHo 5 (muamnazoH: 2 1o 13) nmpeauiiHy Tepamnu, a 78% OT HaIlleHTUTE PSR TOBA Ca MOy INITH
aBTOJIO’KHA TpaHCIUIaHTanus Ha cTBosioBH KieTku (ASCT). [eBetneceT u yetupu mpotieHTa (94%) ot
NalKueHTHUTe ca pepakTepHU KbM IOCIIeAHAaTa cu Tepanus, a 74% ca pedpaxrepau kvM 11U,
MMYHOMOyupamio cpeacTso U antu-CD38 antutsano. Ot 132 manueHTH, 3a KOUTO UMa HATUYHU
W3XOJHU LIUTOTCHETUYHH JaHHHU, BUCOKOPUCKOBH LIUTOT€HETUYHHU (akTopu (Hannmuue Ha t(4:14),
t(14:16) w/mmu del(17p)) ca Hamume npu 31% ot manuenture. J[Bagecer u Tpu npouenta (23%) ot
MAIMEeHTUTE UMAaT eKCTpaMeayIapHH MIa3MOLIUTOMH.

IIpu 145 nammenTtn, nexyBaau ¢ TALVEY 0,8 mg/kg Ha Bcexu 2 cemmuiiy, 6e3 eKCTIIO3UIns Ha
MPeIX0HA TepaIvs C MpeHacoYBaHe Ha T-KIeTKuTe, cpeaHara Bb3pact € 67 ronuHu (auama3oH: 38 mo
84 ropunn), 57% ca mbxke, 86% ca O6enu, a 6% ca YepHOKOkH WK adpoaMmepukaniy. [lanuenTure ca
HOJIYYMIIM CpeHo S (auamnasoH: 2 1o 17) npenuinnu tepanuu, a 79% OT MaueHTHTE ca MOy YU
MIPeIi TOBA aBTOJIOXHA TpaHCIUTaHTaIus Ha cTBonoBH kiretku (ASCT). JleBetnecer u ueTnpu
npoueHTa (94 %) oT nmanueHTuTe ca pehpakTepHH KbM MOCIeHaTa cu Tepamus, a 69 % ca
pedpakTepHu KbM POTEa30MEH HHXUOUTOP, UMYHOMOTyTHpaIo cpeAcTBo 1 antu-CD38 anTuTso.
Ot 128-Te nmanueHTH, 3a KOUTO Ca HAJIMYHU U3XOJHH IUTOT€HETUYHU IaHHH, BUCOKOPHCKOBU
OUTOTeHETUYHHU (akTopu (Hannune Ha t(4:14), t(14:16) w/unu del(17p)) ca nanuue npu 29% ot
nanueHTute. JiBagecer u mecT npouenta (26%) oT maueHTUTe UMaT eKCTpaMe Ty TapHH
IUIa3MOLIUTOMH.

Pesynrarute 3a epukacHOCT ce OCHOBAaBAaT Ha YECTOTa Ha 0011 OTTOBOP, ONpeeiIeHa CIIope OLeHKa
Ha HesaBucuma xomucus 3a mperiieq Ha nanaute (Independent Review Committee, IRC) mpu
M3IIOJI3BaHE Ha KpUTepuuTe Ha MexmyHaponHaTa paboTHa rpyma mo muenom (International Myeloma
Working Group, IMWG). Menuanara Ha MpoIbJDKUTEITHOCTTA Ha MPOCIICIIBaHE Ha MAIlUEHTHUTE,
nonyuaBai TALVEY 0,4 mg/kg ceamuuno, e 18,8 mecena; npubdausutenno 51,5% ot nosausuinTe
ce TIOAABPKaT OTTOBOP B MPOIBIDKEHHE HA TIOHE 9 MeceTa.

Tabauna 8: Pesyararu 3a epuxacHoct B MMY1001 (MonumenTAL-1) npn nanueHTH, NOJy4aBaIn
TALVEY 0,4 mg/kg cenMU4HO

0,4 mg/kg cenMu4HO?
(N=143)

Yecrora Ha 0611 orroBop (ORR=SCR+CR+VGPR+PR) 106 (74,1%)
95% ClI (%) (66,1; 81,1)

Crpor meieH otroBop (SCR) 23,8%

ITwsieH otrosop (CR) 9,8%

Msoro 100sp yactuueH otrosop (VGPR) 25,9%

Yactuuen otrosop (PR) 14,7%
IMpoabaxuresHoct Ha otrosopa (DOR)

Bpoii pecrionaepu 106

Menuana Ha DOR (95% CI) (mecenn) 9,5 (6,7; 13,3)
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Bpeme 10 mbpBH 0TTOBOP

Bpoii pecionaepu

106

Menuana (nuana3oH) (Mecenu)

1,2 (0,2;10,9)

Yecrora Ha Heratusuo MRD?

Yecrora Ha otpunarenno MRDO npu Bcuuku iekyBanu
MAlMEHTH

44 (30,8%)

95% CI (%) (23,3; 39,0
Uecrora Ha otpuuatenno MRD npu nanueHTure,
nocturHaisd CR win sCR, n (%)
Bpoii nanmenTn ¢ CR win no-no0sp N=48
Yecrora Ha otpuuareaso MRD, n (%) 26 (54,2%)
95% CI (%) (39,2; 68,6)

Cl=noBepurenen uaTepsair; MRD=MuHMMaJIHO OCTaTHYHO 3a00JI1BaHE;
a

YecToTaTa Ha oTpuuateino MRD e onpenesieHa KaTo NPOLEHT YYaCTHUIM, IOCTMIHAIN oTpuuaTeies MRD cratyc (mpu 10°) BB

BCsIKa BpEMEBaA TOYKa CJICA Ha4YaJIHaTa 103a U IIpEAU Nporpecupalio 3a00JsBaHe (PD) WK nocjieiBania aHTUMHUECIIOMHA TEpaIus.

6

CMBPT/IPOTpECHs/IOCIIeABAINA Tepaus (€AUHCTBEHO).

Pasrnesxnar ce camo onenku Ha MRD (10°° npar Ha uscrensane) B pamkute Ha 3 Mecena ot gocturane Ha CR/sCR 1o

MenuanaTta Ha IPOABIDKUTEITHOCTTA HA MPOCIIEAIBaHETO HA MaueHTuTe, nomydasamu TALVEY
0,8 mg/kg na nBe cemmuny, e 12,7 Mecena; npuOIM3UTENHO 76,3 % OT MOBIUSIIUTE CE MOIBPIKAT
OTTOBOD B NMPOABIDKCHHE Ha MTOHE 9 Mecela.

Tadanna 9: Pesyararn 3a epuxacnoct B MMY1001 (MonumenTAL-1) npn nanueHTH, MOJy4YaBan
TALVEY 0,8 mg/kg Ha Bcekn 2 ceAMUIH

0,8 mg/kg na Bcexn 2 ceqMuIm)?

(N=145)

Yecrora Ha 061 otroop (ORR=sCR+CR+VGPR+PR) 104 (71,7%)
95% ClI (%) (63,7; 78,9)

Crpor meiieH 0troBop (sCR) 29,7%

IIwsien otrosop (CR) 9,0%

MHoro 100wp yactuueH otrosop (VGPR) 22,1%

Yactuuen otrosop (PR) 11,0%
HpoabiukuTeanoct Ha orropopa (DOR)

Bpoii pectionaepu 104

Menuana Ha DOR (95% CI) (mecenn) NE (13,0; NE)
Bpeme /10 TbpBH 0TTOBOP

Bpoii pectionaepu 104

Memana (nuana3zon) (Mecerm) 1,3(0,2;9,2)

YecrToTa Ha HeraTuBHO MRD#

YecroTa Ha HeratuiBHO MRD npu BcU4KH JIeKyBaHU MALMEHTH,
n (%)

43 (29,7%)

95% CI (%) (22,4; 37,8)
YecroTa Ha HeratuHO MRD® 1mpu nmanueHTHTE, HOCTUTHAIN
CR wmau sCR
Bpoii manuentn ¢ CR win mo-m1006p N=56
UYecroTa Ha HeratuBHO MRD, n (%) 24 (42,9%)
95% CI (%) (29,7; 56,8)

Cl=noBeputenen narepsair; MRD=muHHManHO ocTaThuHO 3a00ssBane; NE=He MoXe /a ce oleHn

a

Yecrorata Ha HeratusHo MRD e onpesenena Kato NpOLEHT yYaCTHUIM, T0CTUrHANY HeratuBed MRD craryc (npu 10°) BB Besika

BpEMEBa TOYKa CJIE Ha4YallHaTa 103a U [IpEau Nporpecupamnio 3a00JIABaHe (PD) WM IociaeABala aHTUMHUEIIOMHA TEpaIivs.

6

CMBPT/IPOrpecusi/mociesaia Tepamnus (e IHHCTBEHO).

Pasrnexnar ce camo ouenku Ha MRD (10°° npar na uscnensane) B pamxute Ha 3 Mecena ot jocturane Ha CR/SCR 1o

Pesynratute 3a ORR choTBETCTBAT B IPEABAPUTEITHO OIMPEIEICHNUTE TTOATPYITH, BKIIOUUTEIHO OpOs
Ha TPeAXOIHUTE TUHUH Ha Tepanws, pepakTepHOCTTa KbM MPEAX0IHA TePAHs U IUTOT€HETHIHHS

PUCK HA U3XOJHO HUBO.

20




HmyHorenHoct

B MonumenTAL-1 328 naruenTy, JiekyBaH! ¢ MOHOTEpAITUs ¢ TAIKBETaMad TOIKOXKHO B /1032

0,4 mg/kg cenmuuno unu 0,8 mg/kg Ha BCekH 2 ceAMULM ChC WK O€3 IPeAX0JHa Teparus C
npeHacouBaHe Ha T KJIETKUTe, ca OLICHEHU 3a aHTuTeNa cpelly Tankseramad. Cien nedeHue ¢

0,4 mg/kg cenmuuno winu 0,8 mg/kg va Bceku 2 cenmuim, 106 ot 328 manuentu (32,3%) ca pa3Buiu
aHTHTENa cpelry TajukBeTamMad. OrpaHnueHUsT Opol Ha yYaCTHULIKTE, IOJI0KUTEIHH 32
anTuTankeBeramab anturena (ATA), u nuncara Ha nHOpManus 3a HeyTpanusupammre ATA He
TIO3BOJISIBA JIa CE HAIPaBHM KaTETOPUYHO 3aKIFOUYEHHE OTHOCHO edeKkTa Ha HeyTpanmusupaniure ATA
BBbPXY KIMHUYHUTE TIOKA3aTeIH.

IlenuaTpuyHa momyamus

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 (BX. Touka 4.2 3a mH(OpMAaIKsA OTHOCHO yroTpeOa B IeIUaTPUATA).

To3u JlekapcTBEH MPOAYKT € pas3pelleH 3a yrnorpeda Imo T. Hap. cXeMa ,,pa3peliaBaHe 1moJi yCIoBHe .
ToBa 03Ha4aBa, 4e 3a TO3M JICKAPCTBEH MPOIYKT C€ OUAKBAT AOMBJIHUTCIHU TaHHH.

EBpormeiickaTa areHIus 1o JIeKapcTBaTa Iiie U3BbPINBA MPerjie/] Ha HoBaTa HHPOPMAIHS 332 TO3U
JIEKapPCTBEH MPOAYKT TIOHE BeHBX rouirHo 1 Ta3u KXII choTBETHO Iie ce akTyau3upa.

5.2 @apmMakoKHHeTHYHH CBOWCTBA

Jo3za 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). CpeaHusaT Koe(hUIIMEHT Ha KyMyJIupaHe Mexay 1-ta u
7-Ta cenMuuHa o3a Ha TankBeramad 0,4 mg/kg e 3,9 u 4,5 mptu cboTBETHO 32 Ciax 1 AUChau.

dapMaKOKMHETHYHHTE MTOKa3aTe M Ha TajJkBeTamad ciienl 1-Bata u 7-mMarta npenopb4nuTesTHa
ceamuuHa no3a 0,4 mg/kg ca mokazanu B Tabnuma 10.

Tab6mumna 10: @apMakoKHHETHYHN MOKA3aTeJIH HA TAJKBeTaMal cjiex MbpPBaTa U ceAMAaTa
NpenopbYHTeTHA ceiMU4HA 1032 (0,4 mg/Kg) Npu NanueHTH ¢ peUANBAPAL] HIN
pedpakTepen myaruniieH mueaom B MonumenTAL-1

DapMaKOKMHETHYHHU NMOKA3aTeIH 1-Ba mo3a 0,4 mg/kg 7-ma no3a 0,4 mg/kg
T 2,93 (0,98 - 7,75) 2,01 (0,94 - 5,97)

max (214) (n=21) (n=13)
Cunax (ng/m) 1568 +1185 37992411

max (g (n=21) (n=13)
c (ng/ml) 178 £ 124 2548 +£1 308

trough (NG (n=19) (n=13)

+ +

AUCus (ng-h/ml) 178 1(3:_1%)30 802 607 29(;:_13)71 399
Tmax= Bpeme no nocturane Ha Chay; Crnax= MaxcuMainHa HaOII0JaBaHa cepyMHa KOHIIEHTpanus Ha TankBeTaMal; Cyough = HabmogaBana

CEpyMHa KOHLICHTpALUA Ha TaJIKBETaMad npeau ciaeasamiara 103a; AUCyy, = Moy moxx KpHUBaTa KOHLIECHTPALUA-BPEME IIPU UHTEPBAJ HA
npuiaraHe BEAHBK CEAMUYIHO. I[aHHPITC Cca NpeACTaBEHU KaTo CpeaHa CTOWHOCT + CTaHAAPTHO OTKJIOHCHUE C U3KIIFOYCHUE HA Tmax; KOE€TO
€ IMPEACTABCHO KaTO MEAnaHa (MI/IHI/IMaHHa, MaKCHMaJIHa CTOﬁHOCT).

Jlo3a 0,8 mg/kg Ha Bceku 2 ceaMuLU

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 et npenoppuutennata no3a 0,8 mg/kg Ha Bceku 2 cenmunn). CpeiHUAT KOeQUIIUEHT Ha
KyMyJIUpaHe Mexay 1-ta u 5-ta aByceaMuuHa 103a Ha Tankeeramab 0,8 mg/kg ¢ 2,3 u 2,2 nbTH
c¢b0TBETHO 32 Cmax 1 AUCqu.
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dapMaKOKHHETUIHUTE MTOKA3aTEeNH Ha TakBeTamal ciey| 1-Bata u 5-Ta mpenopbunTeTHa
noasprkama go3a 0,8 mg/kg ca mokazanu B Tabmuma 11.

Tabéauna 11: PapmakokHMHeTHYHH MOKAa3aTeId HAa TAJKBeTaMad cjiel MbpBaTa U merara
NMpenopbLYMTESHA AByCeAMUYHA (HA Bceku 2 ceamuuu) a03a (0,8 mg/kg) npu maunenTu ¢

peUHAMBHPALL HIIM pedpaKkTepeH MyaTuiieH mueaoM B MonumenTAL-1

PDapMaKOKMHETHYHHU NMOKA3aTeIH 1-Ba mo3a 0,8 mg/kg 5-ta no3a 0,8 mg/kg
—— 2,83 (1,68 - 13,98) 2,85 (0,96 — 7,82)

max U1 (n=33) (n=19)
Cunax (ng/ml) 2507 + 1568 4161+2021

max (NG (n=33) (n=19)
c (ng/ml) 597 £ 437 1831+841

trough (NG (n=32) (n=17)

+ +

AUCus (ng-h/ml) 675 7(2;1:_22;99 680 1021 0(?&57:383 417
Tmax= Bpeme no nocturane Ha Chay; Crnax= MaxcuManHa HaOII0JaBaHa cepyMHa KOHIIEHTpanus Ha TankBeTaMal; Cyough = HabmogaBana

CEpyMHa KOHLICHTpALUA Ha TaJIKBETaMad npeau ciaeapamiara 103a; AUCtau = [Tnom oz KpHUBaTa KOHLIECHTPALUA-BPEME IIPU UHTEPBAT HA
MIPUIIOKECHUEC Q2W I[aHHI/ITe C¢a MpeACTaBEHU KaTO CpeaHa CTOWHOCT + CTaHAAPTHO OTKJIOHCHHUE, C U3KIIIOUCHUC HA Tmax, KOCTO €
MIPEACTAaBCHO KaTO ME€IuaHa (MI/IHPIMa.J'IHa, MaKCUMaJIHa CTOﬁHOCT).

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 1m0 8) aam u 2 (1 #o 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 TepaneBTH4Ha 103a € ChboTBETHO 3 (2 10 14) quu u 3 (1 oo
8) nHu.

Pasnpenenenue

B®3 0cHOBa Ha MOMyIAIMOHHUS (PapMaKOKHHETHYCH MOJIST CPETHUIT 00eM Ha pasnpenaenenue ¢ 4,3 |
(22% CV [koedunmeHT Ha Bapuaiysi|) 3a neHTpanaus kommaptument u 5,8 1(83% CV) 3a
nepudepHusi 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,
moJiydaBaru s.c. 1034 (N=392), Mmeauanata Ha oOIIust KIUPBHC € 1,64 1/1eH npu mbpBOHAYATIHO
neuenne u 0,80 1/1eH B cTanmoHapHO ChCTOSIHNE. 3aBUCUMHUAT OT BPEMETO KIIMPBHHC ChCTABIISBA
48,8% ot 001U KIUPBHHC IPU TEPBOHAYAIHOTO JICYCHUE U CJIE/ TOBAa HAMANSBA €KCIIOHEHLIUAITHO /10
<5% okomno Cenmua 16. [IpodmrsT korTIeHTpanms-Bpeme Ha Cenmuria 16 gqoctura 90% ot
KOHIICHTPAIIMATA B CTAIIMOHAPHO ChCTOSIHUE KAKTO MpH cxeMa Ha yieuenue 0,4 mg/kg ceqMuyHoO, Taka
u nipu 0,8 mg/kg Ha aBe cenmuuy. MeanaHata Ha TEPMUHAIHUS TIOJIY>KUBOT € 7,56 THU 1pH
IEPBOHAYATHO JIeUeHHE U 12,2 THU B CTAIIMOHAPHO CHCTOSHUE.

CHCLII/IaJ'IHI/I nomnyjJganunu

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 nenuatpuyny nanyeHTy Ha Bb3pacT 17 TOAWMHM U O-MJIaIu

HC € U3CJICABaHa.

Cmapuecka 6v3pacm

Pesynrarute oT nomynanuoHHUTE (hapMaKOKHHETHYHH aHAJIM3H MTOKa3BaT, 4e Bb3pacTTa (o1 33 10
86 romuHM) He OKa3Ba BIMSHUE BHPXY (apMaKOKHHETHKATa Ha TankBeTamad. ChIIecTBYBaT CaMo
OTpaHMYEHH JaHHM 32 MAIMCHTH Ha Bb3pacT > 85 roaunu (Bk. Tabmuma 12).

Tabauna 12: IIponeHT y4acTHHIN B cTap4yecKa Bb3pacT BbB (papmakoknHeTnuHuTe (PK) nmpoyusanus
HA TAJIKBeTaMad

Bwu3pact 65-74 Bw3pacr 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)
®K npoyuBanus 181/492 73/492 1/492

bvbpeuno yspeocoane

He ca mpoBexxmanu opuITHATHA TPOYIBAHHUS Ha TAIKBETAMa0 IMPH TAITUEHTH ¢ OBOpEeYHO YBpEKIaHe.
Pesynrature oT momynannoHHUTE (hapMaKOKUHETHYHU aHAIIU3H MOKa3Bart, de jeka (60 ml/min <
abcomoTHa ckopocT Ha rinomepyiHa ¢puntpanust (GFR) <90 ml/min) wim ymepeHna cteneH Ha
0b0peuno yBpexaane (30 ml/min < abcomorHa GFR <60 ml/min) He moB/IKsABa 3HAYMMO
(apMaKOKMHETHKATa Ha TaJkBeTamal. JIMICBaT JaHHM P NALMEHTH C TEKKA CTENeH Ha ObOPEeYHO
YBpEXKIaHE.

Yepnodpobno yepescoane

He ca nposexaanu GopMaHy Mpoy4YBaHUs Ha TAIKBETaMa0 MPH MAIMEHTH ¢ YEPHOAPOOHO
YBpEeXKIAHE.

[Ipu u3nomnsBane Ha knacupukanusta Ha NCI pesynraTure oT nomyianioHHUTe HapMaKOKUHETUIHI
aHaJIM3| TTOKA3BaT, Ue JIeKa CTEeIIeH Ha YepHOAPOOHO yBpexaane (001 ounupyouHn >1 mo 1,5 mbti Hax
ropHata rpanuiia Ha HopMmara (ULN) u BcsikakBa CTOMHOCT Ha acraptaT amMmuHOTpaHcdepasa (AST)
i o6 Onnmnpyoun <ULN n AST>ULN) He noiusBa 3Ha4uMo (papMaKOKHHETHKATA Ha
tankBeramab. FiMa orpaHnveHu JaHHU (n=2) NP yYaCTHUIIM C YMEpPEeHa CTETeH Ha YepHOPOOHO
yBpeXKJIaHe, KaTo JIUICBAT JaHHU TPU YYACTHHUIH C TeXKKa CTETIeH Ha YePHOIPOOHO YBpEXKIaHe.

5.3 IlpeakJIuHUYHU TaHHH 32 0€30MACHOCT
TecTtoBa Mosekyna ce moHacs 100pe B IpOy4YBaHUS 3a 00I[a TOKCHYHOCT MPH ABJITOONAIIATH MaKally,
HO pe3yJITaTUTE OT TE3H MPOYYBAHMUS, IPOBEICHU C HOPMAIHH 3[paBU MaiiMyHH, IMaT OrpaHHYEeHA

TMPUIIOKUMOCT ITPU NAUEHTH C MYJITUITJICH MHUEJIOM.

Kan1eporeHHOCT M MyTareHHOCT

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

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 Chnucbk Ha IOMOIIHUTE BelIECTBA
EATA nByHatpuesa coll IUXuapaT
Jlenena ouerHa kucenuHa

[omucop6ar 20

Harpues anerat tpuxuapar

3axaposa

Bona 3a urxexumn

6.2 HecnBMecTHMOCTH

[Ipu nunca Ha poy4YBaHUs 32 HECHBMECTUMOCTH TO3H JIEKaPCTBEH MPOAYKT He TpsiOBa Jla ce cCMecBa ¢
JIPYyTH JIEKAPCTBEHU MPOIAYKTH.

6.3 Cpok Ha rogHocT

HeotBopen duakon

2 TOOVHU

HDI/IFOTBCHa CIIPUHIIOBKA

JlokazaHo e, ye XuMu4eckara ¥ (pu3rueckara CTaOMIHOCT B IIEpHO/Ia Ha M3M0JI3BaHe € 10 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 2 110
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 TemIiiepaTtypa.

[IpuroTBenara criprHIIOBKA TPsIOBA Jia C€ ChXpaHsBa Ha 3allIUTEHO OT CBETJIMHA MSICTO.
6.4 CnenuajJHM ycJI0BHUS HA CbXpaHeHHUe

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

Ja He ce 3ampa3siBa.

CoxpansBaiiTe B OpUTMHAJIHATa OMIAKOBKA, 3a Jia e Mpenasy OT CBETIHHA.

3a ycloBusATa HA ChXpaHEHHE CIIE/l OTBAPSHE Ha JIEKAPCTBEHHS MPOIyKT BUKTE TouKa 6.3.
6.5 Bwuau chabp:kaHue HA ONAKOBKAaTa

TALVEY 2 mg/ml nHXeKIIMOHEH Pa3TBOP

1,5 ml uHXEKIIMOHEH Pa3TBOP BHB (DJIAKOH OT CTHKJIO THII | ¢ eacTOMEpHa 3aIyIiaika U aTyMUHUEBA
oOKaTKa ChC CBETJIO3EIICHA TyIIela ce Kamadka, ChIbprKaia 3 Mg Taikserama.

OmnakoBka ot 1 ¢uiakoH.

TALVEY 40 mg/ml naxeKkiimoHeH pa3TBop
1 ml UHXKEKIIMOHEH Pa3TBOP BHB (hJIaKOH OT CTHKJIO THIT | ¢ eacTOMEpHA 3amyIaika U aTyMHHUEBA
oOKaTKa ¢ BUOJIETOBA YyIella ce Kamayka, Chabpikaria 40 mg Tamkseramad.

OmnakoBka ot 1 ¢uiakoH.
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6.6 ChenmaJHu npeanasHu MEPKH NMPH U3XBBPJIsiHEe U padoTa

Onakonnte TALVEY ce nocTaBsrt 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 u3mos3Ba 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
Heo0X0oauMHMsI Opoii pi1akOHHM Bb3 OCHOBA Ha aKTYAJIHOTO TEJICCHO TEIJIO Ha MallMeHTa 3a
no3a 0,01 mg/kg, kato ce uznonssa ¢uakon TALVEY 2 mg/ml.

Tadumuma 13: To3a 0,01 mg/kg: MHKeKIIMOHHHN 00eMH TpH u3noa3BaHe Ha ¢uiakoH TALVEY 2 mg/ml

TeJiecHO Teryio O0ma no3a* HNuxexnuoHeH Bpoii piakonu
(kg) (mg) odeM (1 pnaxon =

(ml) 1,5ml)
35 1o 39 0,38 0,19 1
40 o 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 14 0,7 1
146 no 155 15 0,75 1
156 no 160 1,6 0,8 1

& O6mara 103a (Mg) ce U3UMCIIABA B3 OCHOBA HA 3aKPBIVICHUSA 06EM Ha HHKEKIMATA (ml)
o Wznonseaiite Tabmuna 14, 3a 1a onpenenute o0IaTa 1033, MHXXESKIIMOHHHUS 00eM 1

HeoOXouMus Opoii (hJIaKOHHM B3 OCHOBA Ha aKTYaJIHOTO TEJIECHO TEIJIO Ha MalieHTa 3a
mo3a 0,06 mg/kg, karo ce m3nonssa ¢rakod TALVEY 2 mg/ml.
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Taduumna 14: To3a 0,06 mg/kg: MHKeKIIMOHHH 00eMH TpH u3noia3BaHe Ha ¢uiakon TALVEY 2 mg/ml

TesecHo Termno O0ma no3a* HNnxeknuoHeH Bpoii piakonun
(kg) (mg) obem (1 ¢prakon =
(ml) 1,5ml)

35 10 39 2,2 1,1 1

40 o 45 2,6 1,3 1

46 no 55 3 15 1

56 mo 65 3,6 1,8 2

66 1o 75 4,2 2,1 2
Jo3a 0,06 mg/kg 76 no 85 4,8 2,4 2
86 mo 95 54 2,7 2

96 no 105 6 3 2
106 mo 115 6,6 3,3 3
116 no 125 7,2 3,6 3
126 t0135 7,8 3,9 3
136 to145 8,4 4,2 3
146 to155 9 4,5 3
156 t0160 9,6 4,8 4

& O6mara 103a (Mg) ce U3UMCIIABA Bb3 OCHOBA HA 3aKPBIVICHHA 06EM Ha HHKEKIMATA (ml)

o Wznomn3eaiite Tabmuna 15, 3a 1a onpexenute o0Iara 1033, MHXCSKIIMOHHUS 00eM 1
HeoOXoauMust Opoit prakoHM Bh3 OCHOBA Ha aKTYaJIHOTO TEJICCHO TETJIO Ha MAaIlUeHTa 32
mo3a 0,4 mg/kg, karo ce nsmonsBa ¢uakon TALVEY 40 mg/ml.

Ta6auua 15: To3a 0,4 mg/kg: HHKEKIMOHHHN 00eMHU NpHu u3noa3Bane Ha daaxon TALVEY 40 mg/ml

TesnecHo TerJio Oo6ma xo3a? HNnxeKIIUOHEH Bpoii paakonu
(kg) (mg) o0em (1 pnakon =
(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 1o 65 24 0,6 1

66 1o 75 28 0,7 1
Mo3a 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 no 115 44 1,1 2
116 no 125 48 1,2 2
126 no 135 52 1,3 2
136 no 145 56 14 2
146 no 155 60 15 2
156 mo 160 64 1,6 2

& O6mara 103a (Mg) ce U3UMCIIABA Bb3 OCHOBA HA 3aKPBIVICHHSA 06EM Ha HHKEKIMATA (ml)

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

HeoOXoauMust Opoii (hJ1aKOHHM B3 OCHOBA Ha aKTYaJIHOTO TEJIECHO TEIJIO Ha MalieHTa 3a
mo3a 0,8 mg/kg, karo ce usmonssa ¢uakon TALVEY 40 mg/ml.
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Taoauma 16: Toza 0

8 mg/Kg: mHKeKIMOHHH 06eMU Npu u3no3Bane Ha puakod TALVEY 40 mg/ml

TesecHo Termno O0ma no3za* HNnxeknuoHeH Bpoii piakonun
(kg) (mg) obem (1 dprakon =
(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 mo 65 48 1,2 2

66 10 75 56 1,4 2
Jo3a 0,8 mg/kg 76 no 85 64 1,6 2
86 mo 95 72 1,8 2

96 no 105 80 2 2
106 mo 115 88 2,2 3
116 no 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

7.

Oo6mara 1o3a (mg) ce H3YUCIIBA BH3 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 tremneparypa (15°C go 30°C) B npoabinkeHue Ha Hali-mMaiko 15 muHyTH. 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

MOJIUTIPOTTHIIEH U TTOJIMKapOOHAT.

3ameHeTe Uriara 3a IpeXBbPIISIHE ¢ MHXKEKIIMOHHA UTJIa C MTOIXOISII pa3Mep.

AKO IpUTOTBEHATA CIIPUHIIOBKA C€ CHhXPaHABa B XJIAIMIIHHUK, OCTaBETE Pa3TBOPHT J1a JOCTUTHE

cTaifHa TemnepaTypa npeanu NpUIoKeHHe.

Hewnsmom3BaHuAT TeKapCTBEH MPOIYKT WU OTHAIFYHATE MaTEPHAITN OT HETO TPSIOBa J1a ce

M3XBBPIAT B COTBETCTBUE C MECTHUTE M3UCKBAHUS.

HPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

8.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

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

9.

JATA HA I'bPBO PAZPEINABAHE/IIOJJHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

[ata Ha mppBO pazpemanane: 21 aBryct 2023 r.
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10. [JATA HA AKTYAJIU3UPAHE HA TEKCTA

03/2024

[ToapoOHa uHOpMaIKs 3a TO3M JCKApPCTBEH MPOAYKT € IMPeIocTaBeHa Ha yeOcalita Ha EBponeiickara
areHIus o Jiekapcrata http://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

YCJOBUA NJIN OT'PAHUYEHUS 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA TPOAYKT

KOHKPETHO 3AABJI’KEHUE 3A UBITbJIHEHUE HA MEPKH
CJIE[l PABPEIIABAHE 3A YIIOTPEBA 110/ YCJIOBHE

29



A.  NPOU3BOIUTEJI HA BUOJIOT'NYHO AKTUBHOTO BEIIECTBO U
MMPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOX/JIABAHE HA ITAPTUIU

Hme n aapeC Ha MPOU3BOAMTCIIA HA OMOJIOTUYHO AKTUBHOTO BCIICCTBO

Janssen Sciences Ireland UC
Barnahely,

Ringaskiddy, Co. Cork
Hpnannus

Hme n aJapeC HAa MPOU3BOAMTCIIA, OTTOBOPEH 34 0CB060)KI[aBaH€ Ha NapTHUAUTC

Janssen Biologics B.V.
Einsteinweg 101
2333 CB Leiden

Hunepnannus

b. YCJIOBUA NWJIN OI'PAHUYEHUA 3A TOCTABKA U YIIOTPEBA

JlexapCTBEHUSAT MPOLYKT €€ OTIIyCKa [0 OrpaHUuEHO JieKapcKo npeanucanue (Bx. [punoxenue I
Kpatka xapakTepucTuka Ha MpoayKTa, Touka 4.2).

B. JAPYI'UM YCJIOBUSI U UBUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJau3npanm aokaanau 3a 6ezonacuoct (IIAIB)

M3uckpanusTa 3a nonaBane Ha [TAJIb 3a To3u JeKapCTBEH MPOAYKT ca MMOCOUYEHHU B CITUCHKA C
pedepentnute natu Ha Epponetickus ¢bio3 (EURD cruchk), npeasuzeH B wi. 1078, at. 7 ot
Hupextusa 2001/83/EO, u BbB BCUUKH CJI€ABALIM aKTyaJIN3aLIH, ITyOJIUKYBaHU HA €BPOIEHCKUS
yeOropTain 3a JexapcTaa.

[IputexatensaT Ha pa3perienuero 3a ynorpeba (IIPY) tpsadsa na moxane mepsus ITA/Ib 3a To3u
HPOLYKT B CPOK OT 6 Mecela Clie/l pa3peraBaHeTo 3a ynorpeoa.

I'.  YCIOBUs NWJIN OTPAHUYEHUS 3A BE3OITACHA U E@OEKTUBHA YIIOTPEBA
HA JJEKAPCTBEHUSA ITPOJAYKT

. Ilnan 3a ynpaBienne Ha pucka (ITYP)

[Ipurexarensar Ha pa3pemeHuneTo 3a ynorpeda (IIPY) TpsOBa na n3BbspiIBa M3NCKBaHUTE EHHOCTH U
JeUCTBHUS, CBBP3aHU C IIPOCIIE/IIBaHE Ha JIeKapCcTBEeHaTa 0e30IacHOCT, TOCOYeHH B 0f00penus ITYP,
npezactaBed B Moayn 1.8.2 Ha pa3pelieHreTo 3a ynorpeda, KakTo U BbB BCHUKH CIIC/ABALIH 0JO0pEHH
akTyanu3auuu Ha [TYP.

Axryanusupan [IYP tpa6Ba na ce mopasa:

o 10 MCKaHe Ha EBpornelickara areHuus 10 JeKapCcTBaTa;

. BUHArd, KOTaTo ce M3MEHsI CUCTEMAaTa 3a yIpaBJIeHHE Ha PHCKa, 0COOCHO B pe3yiITaT Ha
[OJIy4aBaHe Ha HOBA MH(OPMAaLKs, KOATO MOXKE /1a JOBEJE 10 3HAYMMU IPOMEHHU B
CBHOTHOILIEHHETO 0J13a/PUCK, WK CIIE/l AOCTUI'AHE Ha BAXKEH eTall (BbB BPb3Ka C IIpOCieIsIBaHe
Ha JIeKapCTBEHAaTa 0e30MacHOCT MM CBEXKIaHE Ha PUCKA 0 MUHUMYM).

30



L I[OH'bJIHI/ITeJIHI/I MEPKH 32 CBECKAAaHE HA PUCKA 10 MUHUMYM

IIPY tpsbBa ga rapanTHpa, 9€ BB BCAKA IbprKaBa WieHKa, B KosTo TALVEY e Ha mazapa, Bcuuku
MAIMEHTH/O0TPIIKBAIIIM TH JIUIIA, KOUTO CE OYaKBa Jla U3M0I3BAT TaJKBeTaMa0, Iie uMaT JOCThI
no/mie ca cHaOnenu ¢ Kapra Ha nmanmeHTa, KoaTo J1a nHpopMupa MalueHTHTE U 1a 00sSCHSIBA
puckoBete oT CRS u HeBposiorrmaHa TokcuaHOCT, BKItounTerHo ICANS. B Kaprara Ha manuenTa
TpsiOBa Ja Ob/Ie BKIIOYECHO U MPEeAyIpPEeKICHUE 32 METUIIMHCKUTE CIEIHAINCTH, JIEKYBaIlH MAI[UeHTa,
Yye TOW/TS MoJTyyaBa TalKkBeTamao.

KapraTa Ha nanuenTa TpsOBa J1a Chbpika CjeIHaTa OCHOBHA HH(MOPMALIKS:

. Onucanne Ha OCHOBHHTE NpU3HAIM U cuMnToMU Ha CRS 1 HEBPOJIOTMYHA TOKCHYHOCT,
BKitountenHo ICANS
o Wudopmanus, kora 1a ce ThPCH CIHENTHa TOMOIT OT MEIUIIMHCKHY CIICITUATIICT HITH J]a CE M3BHKA

0’bp3a MOMOIII TIPH TIOSIBA HA TpU3HAIK ¥ cuMnToMu Ha CRS wim HeBpolornyHa TOKCUYHOCT,
prirountesrHo ICANS

. HamomHsiHe, 4e nmaleHTuTe TpsOBa a OCTaHaT OJIU30 710 JIeUeOHO 3aBEJCHHUE B IIPOIBIDKCHUE
Ha 48 vaca cje/| MpUiIaraHeTo Ha BCUYKH JIO3H OT CXeMaTa Ha TPUJIaraHe ChC CTHIATOBHIHO
[IOBHILIABAHE HA 03aTa

. WHdopmMaIust 32 KOHTAKT Ha TPEAMUCBALIHS JeKap

OO0yunTeaHa mporpaMa 3a MEIUITMHCKH CIICIHATUCTH

IIpenu myckaHeTo Ha TaJIKBeTaMald Ha Ima3apa BbB BCsKa AbprkaBa-wieHka [IPY Tps6Ba nga cerimacyBa
ChIIbP)KAHUETO U (hopMaTa Ha OOYUHUTEITHUTE MATEPUAIIN C HAIIHOHATTHHS KOMITETCHTEH OpTaH.

[IPY tpsiOBa na rapaHTHpa, Y€ BbB BCSAKA IbpKaBa-4JeHKa, B KOSATO TaJKBETaMad ce mpeiara Ha
na3apa, Ha BCHYKY MEAMLIMHCKY CIELIMAIMCTH, KOUTO CEe OYaKBa Jia peIIcBaT Wik puiarat
TaJyKkBeTamMao, 1€ ce MPEJOCTaBIT MEAULIMHCKHA O0YUIUTEIIHN MaTepHalIH 3a:

o ocHrypsiBaHe Ha HH(OPMHUPAHOCT 33 PHCKa OT HEBPOJOTHYHA TOKCHYHOCT, BKITFOUHUTEITHO
ICANS, 1 npenopbKH 3a CBEKIAaHE HAa PUCKA 10 MUHUMYM, BKIFOUUTEIHO HH(POpMAaLus 3a
YeCcTOTaTa, TeKECTTa ¥ BPEMETO JI0 MosiBaTa Ha CUMIITOMHTE, HAOII0JaBaH! TIPY TAIIUEHTH,
JIEKyBaHH C TaJkBeTaMab

yIIeCHsIBaHE Ha UICHTH(OUIIMPAHETO HA HEBPOJIIOTUYHA TOKCHYHOCT, BKIrounTeTHO [CANS
yJeCHSIBaHE Ha JICUCHUETO Ha HEBPOJIOTHYHATA TOKCHYHOCT, BKItouuTeiHO [CANS
yJIECHSIBaHE Ha HAOJIIOJICHUETO Ha HEBPOJIOrMYHATa TOKCHYHOCT, BKItoUnTeaHO [CANS
rapaHTHpaHe, 4ye HeXeJIaHUTE PeaKIiy ce ChoOIaBaT aJJleKBaTHO U M0 TOIXOASI HAYuH

A. KOHKPETHO 3AABJKEHUE 3A UBIIBJIHEHUE HA MEPKHU CJIE[]
PA3SPEITABAHE 3A YIIOTPEBA 110 YCJIOBUE

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

Onucanue Cpok

3a 1a ce moTBbpAK eUKaCHOCTTA M OS30IMaCHOCTTAa Ha TaJKBeTaMal, MMOKa3aH KaTo | M. alpHil
MOHOTEpaIus 3a JeUCHNE Ha Bb3PACTHU MallMeHTH C PelUAnBUpaIl u peppakreper | 2027 r.
MYJTHIUIEH MHEJIOM, KOUTO Ca IOJTyYMIId Hali-MaJIKo TPH MPEIXOIHHU TEPaIiH,
BKITIOYBAIIM HMYHOMOTYJTHPAIIO CPECTBO, IPOTEA30MEH HHXUOUTOP U
anT-CD38 aHTUTSI0, ¥ MOKA3BaT MPOrpecHus Ha 3a00JIABaHETO 110 BPEME Ha WK
cien nociennara tepanus, [IPY me nogane pesyarature oT mpoyyuBaHe
64407564MMY 3002, panzomMu3upano npoyysate ¢asza 3, CpaBHIBAILO
TaskBeTaMad s.c. B KOMOMHAIMs ¢ napatymymab s.c. u nomanuaomus (Tal-DP)
WK TankBeTamad s.c. B KoMOuHanus ¢ naparymymao s.c. (Tal-D) cripsimo
napatymyMa0 s.c., moManuaoMua u gexcamerazos (DPd) npu ygactaunm ¢
pelHIBHpAI WK pedpakTepeH MYJITUIUICH MUAECIOM
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Onucanne Cpox

3a ;1a ce oxapakTepu3rpa JOITBIHATEHO IBITOCPOYHaTa Oe30IMacHOCT pH M. ampuiI
MAlUCHTH C MYJITHIIICH MEEIIOM, KOUTO Ca JICKYBaHH IPEIu ToBa ¢ >3 mpeaxomau | 2025 .
JUHMYW Ha Tepanus, BKIIOYBALN KMYHOMOAYIUpaio cpeactso, [11 u

anTr-CD38 anTUTsII0, M TOKA3BaT MPOrpecHus Ha 3a00JIIBaHETO IO BPEME Ha WIIN
cnen rociennara Tepanus, [IPY me mogane akTyanusupan J0KiIaz 3a 0€301acHOCT
ot npoyuBaHe 64407564AMMY 1001, otkputo npoyusane ¢a3za 1/2, 3a mbpBU IBT
IpY XOpa, ¢ OBUILIABAaHE Ha Jj03aTa Ha TajdkBeTaMad, xymanusupano GPRCSD x
CD3 6ucnieninu9IHO aHTHTSUIO, MIPH JIMIA C PEIUIUBHUPAIL WITH pedpakTepeH
MYJITHUILUIEH MHEJIOM
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IPUJIOKEHUE III

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHU BBPXY OITAKOBKATA

34



JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA (2 mg/ml)

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

TALVEY 2 mg/ml unxeKkinoHeH pa3TBOP
TajkBeTamad

‘ 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BELIECTBO(A)

Enuu ¢makon ¢ 1,5 ml ceaspska 3 mg tamkseramabd (2 mg/ml).

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

ITomomrau BemectBa: EJITA nByHaTpreBa ol IUXHMIPAT, JICJCHA OlIETHA KUCeIMHa, rmoymcopoar 20,
HATPHUEB alleTaT TPUXUIPAT, 3aXap0o3a, BOJIa 32 HHKEKIIUH.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

UHXXEKIMOHEH Pa3TBOP
3mg/1,5ml
1 dbmakon

‘ 5. HAYYH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEXKJIAHE

3a MOIKOKHO TIPHIIOKCHHE.
[Ipenu ynotpeda npoyereTe JIMCTOBKATA.

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE TEKAPCTBEHUAT INPOAYKT TPsBBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TEIIA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEHNUAJIHM IIPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

[la He ce pazkiama.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

T'onmen mo:

‘ 9. CIIEIIMAJIHU YCJIIOBUSA HA CbXPAHEHHUE

[a ce cpxpansBa B XJIaJUIIHHK.
[la He ce 3ampa3ssBa.

35



CoxpaHsBaiiTe B OpUTHHAITHATA OTIAKOBKA, 3a J]a C€ MIPe/na3u OT CBETINHA.

10. CHEIWMWAJIHU NIPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.  HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

EU/1/23/1748/001

13. TAPTHIAEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUNA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

[puero e ocHOBaHMeE /1a HE ce BKIIIOYM HH(pOpMalus Ha bpaiinosa az0yka.

‘ 17.  YHUKAJIEH HAEHTUH®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJ ¢ BKIIOYECH YHUKAJIEH HACHTU(DHUKATOP.

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

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

®IIAKOH (2 mg/ml)

1. NME HA JIEKAPCTBEHUSA IMTPOAYKT U ITbT(MIIA) HA BBBEXK/JIAHE

TALVEY 2 mg/ml umxekuus
TaJKBeTaMad
S.C.

‘ 2. HAYYH HA ITPNJIOKEHHNE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4, IHHAPTUJAEH HOMEP

Lot

5. CBbABbPKXAHUE KATO MACA, OBEM WJIN EJUHUTIIN

3mg/1,5ml

| 6.  JIPYIO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BBHIIIHA KAPTOHEHA OITAKOBKA (40 mg/ml)

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

TALVEY 40 mg/ml uHXEeKIIMOHEH pa3TBOP
TajkBeTamad

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

Enuu ¢makon ¢ 1 ml ceaspixa 40 mg tankseramab (40 mg/ml)

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

ITomomram BemectBa: EJITA nByHaTpueBa coil AMXUIPAT, JeACHA OIIETHA KUCENHHA, TTosicopoar 20,
HATPUEB alleTaT TPUXHUJPAT, 3aXap0o3a, BOJIa 32 MHIKCKIIUY.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

UHXXEKIMOHEH Pa3TBOP
40 mg/1 ml
1 dbmakon

‘ 5. HAYYH HA ITPUJIOKEHUE U ITBbT(MILIA) HA BBBEXKJIAHE

3a MOIKOKHO TIPHIIOKCHHE.
[Ipenu ynotpeda npoyereTe JIMCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
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 CHEHNUAJIHM IIPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

[la He ce pazkiama.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

T'onmen mo:

‘ 9. CIIEIIMAJIHU YCJIIOBUSA HA CbXPAHEHHUE

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

10. CHEIWWAJIHM ITPEJAITASHU MEPKHU TP U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12.  HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

EU/1/23/1748/002

13. TAPTHIAEH HOMEP

ITapTuga:

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUNA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

[puero e ocHOBaHMeE /1a HE ce BKIIIOYM HH(pOpMalus Ha bpaiinosa az0yka.

‘ 17.  YHUKAJIEH HAEHTUH®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJ ¢ BKIIOYECH YHUKAJIEH HACHTU(DHUKATOP.

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

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

DIIAKOH (40 mg/ml)

‘ 1. NME HA JIEKAPCTBEHUSA IMTPOAYKT U ITbT(MIIA) HA BBBEXK/JIAHE

TALVEY 40 mg/ml urxekius
TaJKkBeTamMad

talquetamabum

S.C.

‘ 2. HAYYH HA ITPNJIOKEHUE

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

EXP

4. ITAPTUJAEH HOMEP

Lot

‘ 5. CBABPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

40 mg/1 ml

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

Talvey 2 mg/ml nH:keKIIHOHEH pPa3TBOP
Talvey 40 mg/ml nHKeKIHMOHEH pPa3TBOP

tankeeramab/talquetamab

vTOBa JICKApCTBO TOJICKH HA TOMBIHUTETHO HabmoaeHre. ToBa 111e mo3Boiau Obp30TO
YCTaHOBSIBaHE Ha HOBa MH(OpMaIUs OTHOCHO Oe30macHOCTTa. MoXkeTe Ja JajieTe CBOs MPUHOC KaTo
CHOOITUTE BCSAKA HEXKETaHa PEaKIFsI, KOSITO CTE TOIYUYMIH. 3a HAaUWHA Ha ChOOIIaBaHe Ha HEXKETIaHU
peakuuu BUXKTE Kpasi Ha TouKa 4.

HpoqueTe BHUMATEC/IHO LAJaTA JIMCTOBKA, IIPEAU 1A Bu ce NMPUJI0KH TOBA JEKapCTBO, Thil
KaTo TH CbABbpPrKa BaxKHa 3a Bac I/lH(l)OpMaIIHH.

3anazere Ta3u JUCTOBKA. MOXe /1a ce HANOXKU /1a 51 IPOYETETE OTHOBO.

AKO UMaTe HAKaKBH JOTTBIIHUTEITHI BBIIPOCH, TIONMTaiTe Barmms iekap Wi MeIuInHCKa
cecrpa.

AKO MOTy4YuTe HIKAKBU HEXKEJIAHU PEAKLUH, yBeIoMeTe Bamus nekap uin MeIuiuuHcKa
cectpa. ToBa BKIIIOUBA U BCUYKH Bb3MOKHU HEXEIAHU PEAKIIMH, HEOMUCAHU B Ta3U JIUCTOBKA.
Brmxre Touka 4.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

ourLNE

Kakgo npencrasnsia Talvey u 3a KakBO ce W3IMON3Ba

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

BB3M0XHU HEXKETaHU PEaKLUU

Kak ce cpxpansiBa Talvey

ChbabppxaHye Ha ONIaKOBKATa M JOIBIHUTEIHA HH(POPMALIUS

Kakso npencrasiasia Talvey u 3a kakBo ce u3nosissa

Talvey e mpoTHBOPAKOBO JIEKAPCTBO, KOETO ChIbprKa aKTUBHOTO BELIECTBO TalKBETaMao.
TankBeramal € aHTUTSUIO, BUJ IPOTEHH, KOWTO Pa3NIO3HaBa U C€ MPHUKPEIsl KbM CIEHU(PUIHA MUILICHH
B opraHmu3Ma. Toif e cb3ajieH Taka, e aa ce npukperns kbM mpoterH GPRCSD (G nporenH-cBBp3aH
peuentop ot cemeiictBo C rpyna 5 unen D), mpoTenH, KOMTO ce HaMupa BbpXy PaKOBUTE KJIETKH Ha

MYJITUIUIEHUS MuenoM, U kbM CD3, nporenH Bepxy T-kneTkute (Bu O0enut KpHBHU KIIETKH).
T-xieTkuTe ca yacT OT €CTeCTBEHATa 3alllMTa Ha OPraHu3Ma U roMarar 3a MpeArna3BaHeTo My OT
uH@eknuy. Te MoraT ChILO Taka Ja YHHII0KaBaT paKoBUTe KJIETKH. KoraTo ToBa j1ekapcTBo ce
NPUKPENU KbM Te3H KIETKH, TO CBbP3Ba pakoBUTE KIETKH U T-kietkute. ToBa cTUMynpa
T-xeTkuTe na pa3pymaT pakoBHTE KJIETKH Ha MYJITUIUICHUS MHEIIOM.

Talvey ce u3mosn3pa 3a jJeueHNE Ha Bh3PACTHU C MHOXKECTBEH MHEJIOM, paK HAa KOCTHUS MO3BK.

Toli ce m3M0A3Ba, KOTATO MAIMEHTUTE ca MPEMUHAIN TIOHE TPU APYTH BHUIA JICUSHHE, KOUTO HE ca

MOJICHCTBAIM WM ca IIpecTaHalu Ja 1ecCTBaT.

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

He Tpsa6Ba na Bu ce mpuiara Talvey

. aKO CTE AJICPTUYHH KbM TaIKBETaMald MM KbM HSIKOS OT OCTAHAJIUTE ChCTaBKU Ha TOBA
nekapcTBo (n36poeHH B TOUKA 6).

He usnon3zpaiite Talvey, ako ropHOTO ce oTHacs 1o Bac. Ako He cTe curypHu, roBopete ¢ Bamus

JIeKap WM MEIUIIMHCKA cecTpa, npeau Aa Bu ce npuioxu Talvey.

42



IIpenynpesxaeHns u npeanasHu MepKU
l'oBopete ¢ Bamus nekap nim MeIuIMHCKA cecTpa, npeau aa Bu ce npunoxu Talvey.

Cepro3HU HEXETaHH PEaKIUU
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 UMyHHA peakys 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 e(eKxTH BbpXy HepBHATa cucTemMa. CUMIITOMUTE BKJIIOUBAT yCeILIaHe 3a 00BPKAHOCT, 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 Mo>ke a ObJaT MpU3HALM HA CEPHO3HA MMYHHA PEeaKLusl, HapeyeHa
,»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 KO>KHH MPOOJIEMH KaTO OOpHUB, 3a4epBABAHE U MPOOJIEMH C HOKTHTE

. YyBCTBO 32 TOIUIMHA, IOBHUIIECHA TEMIICPATYpPa, CTYJICHH TPBHIKH WIH TpETepeHe, 00K B

T'BPJIOTO UJIM A3BU B yCTaTa MOXKE J1a 6T>I[aT Npu3HaN Ha I/IH(l)CKLII/IFI.

Talvey u Bakcunu

T'oBopeTe ¢ Barus jekap Wi MeIUIMHCKA cecTpa, peau aa Bu ce nmpunoku Talvey, ako cre
BaKCMHHUPAHU HACKOPO WJIH Il TpsOBa 1a ce Bakcuuupare. FimyHHaTta Bu cucrema (ecrecTBeHara
3alllMTa Ha OpPraHu3Ma) MOKE [la He pearupa ToJKoBa J00pe Ha BaKCHHALIUSA, KOraTo IprHeMare ToBa
JIEKapCTBO.

He tpsi6Ba na nmosyyaBaTe KMBU BaKCHHH, CIICIIU(UYCH BUI BAKCHHH, B IIEPHOJIa Hal-MaJIKO
4 cenmMuIM MPeay 3alouBaHe Ha jeueHue ¢ Talvey 1o moHe 4 ceAMHIIM ClIe] MOCIeHATa 103a.

Wscnenapanus ¥ nperyiein

Ipexu na Bu ce npunoxku Talvey, BammusaT nekap 1ie mpoBepy KpbBHaTa Bu KapTHHa, 33 [ja yCTaHOBU
HUBATa Ha Pa3JIMYHH KPHBHU KIICTKU U 1ie Bu u3ciensa 3a npusHany Ha uHdpeknus. Madeknuure me
ObIaT JISKyBaHU, TIPEIU J1a 3aII0OYHETE JICUCHUE C TOBA JICKApCTBO.

Caen xaro Bu ce nmpunoxku Talvey, Bammusr nexap me Bu HaGnmrogaBa 3a HexKellaHd peaknuu. Tou
CBIIIO TaKa IIe MPOBepsiBa peAOBHO KpbBHATa Bu kapTHHA, THII KaTo OpPOSAT HA KPBBHUTE KIETKU U
JIPYTHTE KOMIIOHEHTH HA KPhBTa MOXE JIa HamaJiee, KOraTo H3IO0JI3BaTe TOBa JICKApPCTBO.

Jlena u roHOIIM
Talvey He TpsOBa j1a ce M3MO3Ba NPH JIeTIa WK MIIAJIEKHU 110 18-rouIiHa Bh3pacT, 3ai0To
JIEKapCTBOTO HE € MPOYYBAHO B Ta3U Bb3PaCcTOBA I'Pyla U HE € U3BECTHO KaK IlIe UM MOJEHUCTBA.

Jpyru aekapcrBa u Talvey

TpsbBa na kaxxeTe Ha Bamms nexap WM MEAUIIMHCKA CECTpa, aKo IpueMaTe, HaCKOpO CTe MpUeMalid
WJIN € BB3MOJXKHO JIa IpUeMaTe JAPYyTH JeKapcTBa. ToBa BKIIIOUBA JIEKAPCTBA, KOUTO MOXKETE J1a B3EMETE
0e3 perienTa, 1 OUIKOBH JICKApPCTBA.
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BpeMem{ocT, KOHTpaueniuus 1 KbpMeHE

BbpeMeHHOCT ¥ KOHTpaLenms

Talvey nma noTeHuuman aa ce npeaaBa OT MalikaTa Ha pa3BuBamus ce mwioj. Edexrure na Talvey
BBPXY Pa3BUBAIIMS CE IUIOJ Ca HEM3BECTHU M PUCK 32 HOBOPOJCHUTE/KbpMadeTaTa He MOXKE J1a ce
U3KIIIOYH.

AKo cTe OpeMeHHa WK KbPMHTE, CMATATE, U¢ MOXKE J1a CTe OpEeMEHHA I IUIaHupaTe OpeMEHHOCT,
NOChBETBalTE ce ¢ Bamms nexap Wi MeIuIMHCKa cecTpa npey Aa By ce mpuitoxku 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 e(i)eKTI/IBHa KOHTpAaLCImus 1o 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 Barmara napTHrOpKa 3a0peMeHee, JOKaTo MMOy4aBaTe TOBa JIEKapCTBO, KaXKeTe BeHara Ha
Bamus nekap.

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

Kopmene
He e u3BectHO manu Talvey mpemuHaBa B kbpmaTa. Moxe J1a ©Ma PHUCK 3a

HOBOpOJcHHUTE/KbpMaueTaTa. [lochBeTBaliTe ce ¢ Barus jiekap, npean Aa 3alovHeTe JICYCHHUE ¢ TOBa
nexapcTBo. Bue n Bammst nexap 1ie pemunTe Janu noj3aTa OT KbpMEHETO € MO-ToJIsiMa OT pUcKa 3a
Bamero 6e6e. Ako Bue u Bammst siekap permmre 1a cpere IpruIoKeHUETO Ha TOBA JISKAPCTBO, HE
Tps0Ba J]a KBPMUTE B MPOABIDKCHUE Ha 3 Mecela clie/l CTUpaHe Ha JICYCHUETO.

lo¢pupane u padoTa ¢ MAILIMHA

Hsikon xopa Moxke Aa ce 4yBCTBAT yMOPEHH, 3aMastHU Wik 00bpKaHu, AokaTo npuemat Talvey. He
modupaiite ¥ He paboTeTe ¢ MHCTPYMEHTH WIJIM MAIlTHHU OT MOJIyYaBaHETO Ha IIbpBATa /103a J0 Hak-
Manko 48 Jaca ciies] mosry4aBaHe Ha mbpBata Bu TepaneBtruna no3a Talvey wnu ciopen ykazaHusita
Ha Bamms nekap.

Talvey chabpika naTpuii
Talvey cbabprka mo-manko ot 1 mmol HaTpuii (23 mg) Ha 1034, T.e. MOXKE J1a Ce Kaxe, ue
NPaKTUUECKU HE ChAbPKa HATPUHl.

3. Kak ce npuiara Talvey

KakBo kojM4ecTBO ce mpujara

Talvey e Bu ce npunara nox HaOMIOIEHUETO Ha JIEKap C ONUT B JICUYCHUETO HA MALUEHTH C
MHOKECTBEH MUENIOM. Bammmsit ekap 1ie penn kakBo koiamdectBo Talvey ma Bu ce npuinara. Jlozara

Talvey e 3aBucu OT TenecHOTO Bu Termo.

B 3aBucumocT ot no3ara Talvey ce mpuara BeJHBX CEIMUYHO WIH BEIHBXK HA 2 CEIMUITU 110
CIIETHUS HAUYWH:

0,4 mg/ke BeTHEXK CEIMUYHO:

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

° 3a BTOpAaTa cu J103a, KOSTO IIIe Ce MPWIOKHU ciel 2-4 nau, e noayyute 0,06 mg Ha Kuiorpam
TEJIECHO TETJIO.

. 3a TpeTarta cu 1032 ILIe MOMY4HTe ,,TepareBTHYHa 1032 0,4 mg Ha KUJIorpam Terio 2-4 nHu
cnen BropaTta Bu no3a.

. Crnen Tpetata cu 1032 IIe ToIydaBarte ,,TeparieBTUIHA 032 BETHBXK CSIMUTHO.
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. JledenueTo 11e TPOABIKY JOKATO MMATE 1MOJI3a OT JieueHueTo ¢ Talvey.
Bammat nekap me Bu HabmromaBa 3a HeXXeJIaHU PeaKITiy CIIe]] BCSAKA OT IIBPBHUTE TPH 103U, 1ol 111e
MIPaBH TOBA B MPOIBIKCHUE Ha 2 JIHU CJIe]] BCsiKa 103a. TpsiOBa ga ocTaHeTe B OJIM30CT 10 JiedeOHO

3aBCACHUC CJIC BCAKAa OT IbPBUTC TPU AO3U, B CJ'Iy‘-Iaf/'I YC MOJYYUTC HCIKCIIaHU PCAKIINU.

AKO TTOTyYuTe HEXXETIAaH! PEAKITUH CIIe] HIKOS OT ITBPBUTE JBE I03M, BamuAT gexap MoXe 1a penm
Jla u34aka 10 7 AHU, npeau na Bu mpunioxu cieasamnaTa 103a.

0,8 mg/kg BenHbk HA BCCKU 2 CEAMMIIN:

. 3a mppBara cu go3a me noayunte 0,01 mg Ha KWIorpaM TEIeCHO TETIIO.

. 3a BTOpaTa CH 11032, KOSTO IIe Ce MPUIIOKHU cien 2-4 aawm, me nomyante 0,06 mg Ha Kuiorpam
TEJIECHO TETJIO.

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

o Crnien ToBa 3a 4ETBBpTaTA CH J103a 11l TIOTYUYHUTE ,,TepaneBTHIHA j03a" 0,8 mg Ha Kuiorpam
Terno 2-4 gau cnex Tperata Bu goza.

. Crie yeTBbpTATA CH J1034 1€ TOoJIyYaBare ,,TepareBTHYHA 1032 BEAHBXK Ha BCEKH 2 CEIMHUIIH.

JleuenneTo 111e MPOIBIIKK TOKATO MMATe TI0J13a OT JiedeHneTo ¢ Talvey.

Bammsar nekap me Bu HabmomaBa 3a HexeIaH! peak|y Clie BCsAKa OT mbpBuUTe By uetnpu no3u.
Totli/Ts1 mie mpaBu TOBa B MPOIBIDKCHUE HA 2 THU cJie]] Bcska fo3a. TpsoBa na Oblere 61130 10
nedeOHO 3aBeJICHUE ciie]] BCSIKa OT ITBPBUTE YETHPH JIO3H B CITyUaid, 4e MOIydnTe HEXKEIaH! PeaKIlnu.

AKO TIOJTy9uTe HEXKEJIaHU PEaKITNy CIie ] HSIKOS OT IPBUTE TPH J03H, Bammst nexkap Moxe Ja perntu
Jla u34aka 110 7 JHY, Ipeau 1a Bu mpmioxu cieasamiaTa 103a.

Pemenwnero 3a n3nomsBane Ha 0,4 mg/kg Bemubxk cenmuuno wnun 0,8 mg/kg Ha Bceku Be ceAMHLIN
TpsiOBa J1a ce B3eMe Clie] KOHcyTaius ¢ Bamus nexap.

Kak ce npuiiara JiekapcTBOTO
Talvey e Bu ce npunara ot Jiekap Ml MEIUIMHCKA CECTPA KaTO MHXKEKIIUS MMOJ] KOXKaTa (MOJKOKHA
nHxkeknus). T4 ce mpuiara B o0acTTa Ha Kopema Wi 0eapoTo.

JApyru jiekapcTBa, IPUJIATAaHU 110 BpeMme Ha jJedeHue ¢ Talvey

[peau mepBuTe TpU 1031 (ako Bu ce mpunarat 0,4 mg/kg TenecHo Terao) Wi MbPBUTE YETHPH JO3H
( axo Bu ce mpunarar 0,8 mg/kg tenecno terno) Talvey, me Bu ce npumarat gexapctsa, KOUTO
crioMarar 3a HaMaJIsIBaHE Ha BEPOSITHOCTTA OT HEXKEJIAHU Peakuru. Te MoKe J1a BKJIIOYBAT:

o JIeKapcTBa 3a HaMaJIsIBaHE Ha alepruyHa peaknus (AHTUXUCTAMUHH)
. JIEKapCTBa 32 HAMAJIIBaHE Ha Bb3MaJieHNe (KOPTUKOCTEPOUIH )
o JIeKapcTBa 3a HaMaJIsIBaHe Ha MOBUINCHA TeMIepaTypa (KaTo rmapareraMmodn)

Tesu nekapcTBa MOXke a Bu ce mpriioxar chIo u mpu mo-KbCHU 103U Talvey Bb3 ocHOBa Ha
HaJIMYUETO Ha HAKOW CHMITTOMH.

Moxe ChIIO Aa Bu ce MPUJIOKAT JOMBJIHUTCIIHU JICKAPCTBA B3 OCHOBA HAa HAJIMYNCTO HAa HAKOU
CHMIITOMHM WX Ha Bamrata anamuesa.

Axo Bu ce mpuioxu moBeue oT Heo6xoqumara o3a Talvey

Tosa nekapcTBo 11e Bu ce npumnara ot Bammus jgexap niu MeauuuHcKa cectpa. B ciyuait ye Bu ce
MIPIJIOKU TBBPAE TOJIMO KOJIMYECTBO (Tpeno3upane), BamusaT nexap me Bu npernena 3a Hexxenanu
peakuuu.

AKO NnponycHeTe HA3HAYEH 4Yac 3a npuJokenune Ha Talvey

MHoOr0 € Ba)XHO Aa C11a3BaT¢ BCUYKH HA3HAUCHU YaCOBC, 3a J1a € CUT'YPHO, 4€ JICUCHUCTO Bu I[ef/iCTBa.
Axo MPOIIYCHECTE YaC, HACPOUCTE CU APYT 4aC Bb3MOIKHO Haﬁ-CKOPO.
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AKO UMaTe HAKaKBH JIOMBIHUTEITHA BBIIPOCH, CBBP3aHHU C YIIOTpebaTa Ha TOBa JIEKAPCTBO, MMOMUTANTE
Bamus nekap wim MeIUIMHCKA CecTpa.
4. Bb3MOKHU HeKeJIaHU peakuuu

KakTo Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAMN3BHUKA HEXKCIAHU pE€aKIIuH, BBIIPEKU Y€ HE
BCCKM I' ITOJTy4aBa.

CepHo3HH HeKeJIAHN peaKiiuu

Tpﬂ6Ba Ja NOJIy4YrUTC MCAUITMHCKA IMOMOIIl BEAHAra, akO MOJYUIUTC HAKOA OT CJICAHUTC CCPUO3HU
HCXKCJIaHU PCAKIIUU, KOUTO MOXKE J1a Ca TCIKKHU U a 6’I>,I[aT (l)aTaJ'IHI/I.

MHoro yecTu (Moxe 1a 3acerHaT nopedye ot 1 Ha 10 qymmu):

. CuHIpOM Ha HEBPOTOKCHYHOCT, CBbhp3aHa ¢ uMyHHHUTE edekropan KieTkn (ICANS), cepro3na
UMYHHA PeaKIus, KOSTO MOXe J1a 3aCeTHe HepBHaTa cuctemMa. Hsikou ot cumnromure ca:

ycernmade 3a 00bPKaHOCT

ycellane 3a HamalieHa KOHIIEHTpaIus

yCellaHe 3a Ie30pHeHTalNs

CBHHIIUBOCT

JIUTICA HA CHEPIHs

3a0aBEHO W 3aTPYAHEHO MHCIICHE.

. CunapoM Ha ocBoOOIaBaHe Ha UTOKUHKU (CRS), ceprno3Ha MMyHHA peakiius, KOsSTO MOXKE J1a
MPUYUHU CUMITTOMH KaTo:

O O0O0O0O0O0o

o] MOBHUIIIEHA TeMIIepaTypa
0] HHUCKO KPBBHO HaJlsiraHe
o] CTYJICHH TPBIKH
o HHUCKO HHBO Ha KUCJIOPOJ B KPBBTa
o riiaBo0osue
o] YCKOPEH TIyJIC
o] MIOBHUILICHO HUBO HA YEePHOAPOOHHUTE €H3UMHU B KPBBTA
. HUCKH HHBA Ha HEYTpo(d WM (HeyTpOIeH ), BUI OeJI KPBBHH KIETKH, KOUTO TIOMarar 3a
0opba ¢ nHpekusTa
o HUCBHK OpOW TPOMOOIIUTH B KPBBTA (TPOMOOIMTONIEHUS ), KOUTO TIOMaraT Ha KpbBTa Ja ce
ChCHUpBA.

TpsioBa na kaxxere Ha Bamms nekap BeqHara, ako 3a0€JIKUTE HAKOS OT H30POCHHUTE CEPHO3HU
HEXEJIAaHN PEaKIMH M0-TOope.

JIPVIH HeKeJaHU peaKIuu

I[pyTI/ITC HCXKCJIaHU PCAKIIUH Ca I/I36p06HI/I nmo-aoJy. Kaxere na Bamms JICKap Wi MCAUIIMHCKA
CCCTpa, aKo MOJIYYUTEC HAKOA OT TC3U HCIKCIIAHU PCAKIUH.

MHoro yecTu (MosKke 1a 3acerHart nosede or 1 Ha 10 nymmn):

Mpo0IeMHU ¢ HOKTHUTE

00JKa B MyCKyJIHTE M KOCTUTE (MYCKYJTHOCKENEeTHa O0JIKa)

HUCBHK Opol 4epBeHH KPBBHU KJIETKH (aHEMHS)

ycelaHe 3a ymopa

CTYJICHU TPBIIKH

3ary0a Ha TerJio

HEOOMYAMHO CyXa KOXKa WM JIMTABUIIM KaTo ycTaTa U 04uTe (KCepo3a)
HUCHK Opoii tuMdonutu (TuMdoreHus ), BUI 0enu KpbBHH KIETKH
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npo0JeM ¢ Bb3MOKHOCTTA /1a CE ABMKUTE WK 10 KOHTPOJIMpATe IBMXKEHUATA (MOTOpHA
TACHYHKITHS )

3aMasHOCT

yBpeXKJIaHe Ha HEPB, KOETO MOXKE Ja MPUYMHU MpaByUKaHe, U3TpbIIBaHe, 00JIKa WK 3ary0a Ha
ycernrade 3a 60Ka (CeH30pHa HEBPOITATHS )

YBpEXKIaHe WU 3a00JIsABaHe, 3acaranio Mo3baHaTa PyHKIHS (eHIedaronaTus)

Japust

rajicHe

3areK

cToManrHa 6oJka

MOBpBIaHE

WHQEKIH Ha HOCA, CHHYCHUTE WU T'bPJIOTO (MH(EKIINS Ha TOPHUTE JUXATEIHU ITBTHIIA)
chpOex (PypUTYC)

HaMalleH aleTUT

Ooska

HUCHK Opoii 6eH KPbBHU KIIETKH (JIEBKOTICHHS] )

HUCKY{ HUBA Ha KaJUi B KPbBTa (XUIIOKAIHUEMHUS)

HUCKH HUBA Ha Qocdaru B KpbBTa (Xxunogocharemus)

HUCK{ HUBA Ha MarHe3uii B KpbBTa (XUIIOMarHe3ueMusl)

HUCKO HMBO Ha MMYHOTJIOOYJIMHY, BUJl aHTUTENIA B KPBBTA (XUIIOraMariio0yJTHnHEMHUS ), KOSTO
MOJK€ Jia HalpaBu WHPEKIINUTE TTO-BEPOSITHU.

OTOK, IPUYMHEH OT HATPYyTNBaHE Ha TEYHOCT B OpraHu3Ma (eaem)

Ipa3HeHe win 00JIKa Ha MSACTOTO HAa MH)KEKTUPaHe

MTOBHUIIIEHO HUBO Ha YEPHOAPOOHN €H3UMH B KPHBTA

COVID-19 undekuus

KPBBHUTE U3CIIEIBAHMS MOJXKE JIa TIOKaXKaT, Y€ € HE0OXOAMMO MO-TIPOIBIDKUTEITHO BpeEMe 3a
CHhCHUPBAHETO Ha KpbBTa (OHIKEHH CTOWHOCTH Ha (pubpunoreH, noeumieHo INR u yapmkaBane
Ha PTT)

OaktepuanHa HH(EKInsI

00JIKa B yCTHaTa KyXHHA

rpOMYHa HHPEKIUS

MOBHIICHA TeMIIEpaTypa (MMpeKcs)

riaBo0osme

HEJOCTHUT Ha BB3AYX (AUCIHES)

KaIlUTHAIA

npoOJeMu ¢ ycraTa ¥ IbITaHETO KaTo MPOMSTHA Ha YCELIaHETO 3a BKYC (JUcrey3usi), CyxoTa B
ycTara, 3aTpyAHEHO I'biTaHe (aucdarus) 1 Bb3NaJieHUE Ha JIMraBuiiaTa Ha ycTara (CTOMAaTHT)
KOXKHH MPOOJIEMH, BKIIOUUTEIHO KOXKEH OOpUB

Yectn (Moske xa 3acernart g0 1 va 10 qymm)

KOCOIIaj

KbpBEHE, KOETO MOXKe J1a ObJIe TeXKKO (KPHBOUBIIHUB)

OenonpobHa nHGEKIH, (THEBMOHHUS )

BUpYCHA HH(DEKINs

OTpaBsiHe Ha KPbBTa (CEICHC)

HUCBHK Opoli Ha B O€TTM KPBBHU KJIETKH (HEYTPO(WIN) C TOBUIIICHA TEMIIEpaTypa

Cho0maBaHe Ha HesKeJaHU peaKnuu

AKO MoJTyuuTe HSIKaKBU HEXXEJaHU JIEKAPCTBECHU PEakLUy, yBeoMeTe Bamus nexap uim MeaunuHCKa
cectpa. ToBa BK/IOYUBA BCHUKH BH3MOXHH HEOIMCAHH B Ta3H JIMCTOBKA HEXKEJIAaHHU peakuuu. Moxere
CBIIO Ja ChbOOIIUTE HEXKENaHHU PeaKIUU TUPEKTHO Ype3 HAllMOHAJIHATA CUCTEMA 32 ChOOIIaBaHE B!
W3nbaHUTENHA areHuus 1o JeKapcTBaTa

yi. ,,Jlamsau I'pyeB” Ne 8

1303 Codust

Ten.: +359 2 8903417

a7



yebcaitr: www.bda.bg
Kato C’bO6IJ_IaBaTe HCXKCJIaHU PCaKIIUH, MOXKCTC Aa AAaJACTC CBOSA IIPUHOC 3a IMMOJTy4YaBaHC HAa ITOBCYC
uHGOpMAIUSI OTHOCHO 0€30MMacHOCTTa Ha TOBA JIEKapPCTBO.

5. Kak ce chxpansiBa Talvey

Talvey e C€ CbXpaHsBa B 6OJ'IHI/I]_IaTa WIH B KIIMHUKaTa OT Bamus JICKap. Hopam/l TOBa CjI€aHaTa
I/IH(i)OpMaLII/IH € IMpCIHa3HA4YCHa I'JIaBHO 3a MCAUIIUHCKHU CIICHHUAJIMCTH.

Ja ce cpxpaHsiBa Ha MSICTO, HEJIOCTBITHO 32 JIela.

He m3non3BaiiTe ToBa JIeKapcTBO Ciie]] CPOKa Ha TOIHOCT, OTOEIsI3aH BEPXY KapTOHEHATA ONAaKOBKA H
eTrKeTa Ha ¢urakona cien ,,l omeH 10:/EXP“. CpokbT Ha TOAHOCT OTrOBaps Ha MOCIEAHUS I€H OT
MTOCOYEHUS MECeII.

Ha ce cexpanssa B xmaguwiauK (2°C go 8°C). [a He ce 3ampa3zsiBa.

ChxpaHsBaiiTe B OpUTHHAITHATA OTIAKOBKA, 32 J]a C€ MIPe a3y OT CBETIHHA.

[Mpeau na n3non3BaTe JEKapcTBOTO, MPOBEPETE pa3TBOPA 33 HAIMYME HA YACTHIU WIH IPOMSHA Ha
Beta. Pa3TBopsT TpsiOBa fia € Oe31BETEeH 70 CBETIOKBIT. He H3Mmo3BaiiTe ToBa IeKapcTBO, aKO TO €
MBTHO, C IIPOMCHCH LBAT WU CbAbPiKa BUAUMU YaCTHUIIHU.

He u3xBbpristiiTe ekapcTBaTa B KAHATH3AIUATA WK B KOHTEHHEpa 3a JOMAIITHH OTHAIbIIH.
[MonuTaiite Bamus papmarieBT kak 1a U3XBBPIATE JEKapCTBAaTa, KOUTO BeUe He u3non3pate. Te3u
MEPKH IIIe¢ CTIOMOTHAT 3a OMa3BaHe Ha OKOJIHATA Cpefia.

6. Cwn)pma}me Ha OMaKOBKaTa M JOINbJHHUTEC/IHA I/IH(l)OpMaIII/IH

Kakso cbabp:ka Talvey

o AKTHUBHOTO BEIIECTBO ¢ TalikBeTamad. Talvey ce mpeiara ¢ Be KOIMYECTBA HA aKTUBHOTO
BEIIECTBO:
0] 2 mg/ml — enun ¢nakon ot 1,5 ml ceabpxka 3 My TankBeramad
o] 40 mg/ml — emun daaxon ot 1 ml ceasprxa 40 mg tankBeramab

. Hpyrure cocraBku ca EJITA nByHaTpreBa con AMXUApAT, JeIeHa OIETHA KHCEINHA,

nosucop6ar 20, HATPHEB alleTaT TPUXUAPAT, 3aXapo3a, BojIa 3a HHKEKIMH (BrKTe ,, Talvey
ChIBbp)Ka HATPHIA B TOUKA 2).
Kak u3riexxaa Talvey u kakBo ChIbpiKa 0NMAKOBKATa
Talvey e HHKEKIIMOHEH Pa3TBOP (MHIKEKIIHsI) U TPEICTABIIsABA OE3IBETHA 10 CBETJIOKBJITA TEYHOCT.
Talvey ce nocraBsi B KapTOHEHA OITAKOBKA, ChAbPIKAIIa 1 CThKIICH (IIaKOH.

IIpuTtexaTes Ha pa3pelIeHHETO 3a ynoTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrns

IIponsBoauten
Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus
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http://www.bda.bg/

3a momreHATETHA WHPOPMAIIHSI OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JTOKATTHHS
TIpE/ICTAaBUTEN Ha MIPUTEXKATENS Ha pa3penieHneTo 3a ynorpeoda:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Tel/Tél: +32 1464 94 11
janssen@jacbe.jnj.com

Bbbarapus

»oKOHCBHH & JIxoHchH bearapus” EOO/]]
Ten.: +359 2 489 94 00
jjsafety@its.jnj.com

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

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

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

Eesti

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

ee@its.jnj.com

EALada
Janssen-Cilag ®oppakevtiki) A.E.B.E.
TnA: +30 210 80 90 000

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

France

Janssen-Cilag

Tél: 08002550 75/ +33 15500 40 03
medisource@its.jnj.com

Hrvatska

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

Ireland

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

Lietuva

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

Luxembourg/Luxemburg
Janssen-Cilag NV

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

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

Malta
AM MANGION LTD
Tel: +356 2397 6000

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

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

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

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

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

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

Slovenija

Johnson & Johnson d.o.o.

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



Island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

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

Kvmpog
Bapvafog Xoatinmavayng Atd
TmA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija
Tel: +371 678 93561

Iv@its.jnj.com

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

Suomi/Finland
Janssen-Cilag Oy

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

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

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC

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

JlaTa Ha mocJieHO Mpepasriexaane Ha agucroBkaTta 03/2024

Toga ylekapcTBO € pa3pemnieHo 3a yrnorpeda mo T. Hap. cXema ,,pazperiaBane moa yciuosue™. ToBa
03Ha4aBa, 4e 3a JIEKApCTBOTO CE€ OYAKBAT JOIMBIHUTEITHH JaHHH.

EBpOHGﬁCKaTa arcHuuys 1o JICKapCTBaTa i€ U3BbPIIBA MPCIJIC] Ha HOBATa HHq)OpMaI_II/IH 3a
JICKAPCTBOTO IMOHE BEAHBXK I'OJAUIIHO U Ta3KW JIMCTOBKA CHLOTBETHO IIE€ C€ aKTyaIn3upa.

Jlpyru u3TOYHUIM HA MH(pOpMAaLHs

ITonpoOHa uHOpMaIKs 3a TOBA JICKapCTBO € IpeocTaBeHa Ha yeOcaiiTa Ha EBpornelickara areHIus

o iekapcrBata: http://www.ema.europa.eu

Ta3u nucroBka e HanuyHa Ha Bcuuku e3uti Ha EC/EUII Ha yeOcaiita Ha EBpornieiickara areHIus mo

JICKapcTBaTa.

Ilocouenara mo-ao0ixy I/IH(i)OpMaI_II/IH € Ip€JHa3Ha4YCHa CaMO 3a MCAULIMHCKHU CIICHUAIINCTH!

dnakonute Talvey ce 1OCTaBAT KaToO FOTOB 3a yoTpeda HHKEKIMOHEH Pa3TBOp, KOWTO HE ce HyXKIae

OT pa3pekAaHe Mpeau NPUI0KEeHHUE.

Onakonu Talvey ¢ pa3niyHM KOHLIEHTPAIMU HE TPsAOBa 1a ce KOMOWHHpAT 3a TIOCTUTaHE Ha

TEpareBTUYHA 103a.

[Tpu npuroTesiHeTO U Mpuiaraneto Ha Talvey TpsOBa Aa ce U3MON3Ba aceNTHYHA TEXHHKA.

Ilpucomesaune na Talvey

o WznonsBaiite cinenauTe pedepeHTHH TaOIUIK 3a IPpUTOTBsiHE Ha Talvey

o Wznomnseaiite Tabmuma 1, 3a na onpenenure odmara 103a, HHXEKITHOHHUSA 00EM H
HeoOxoauMus Opoit IakoHM Bb3 OCHOBA HAa aKTYaITHOTO TEJIECHO TETJI0 Ha IMalreHTa 3a
no3a 0,01 mg/kg, kato ce nznomn3ea ¢uakon Talvey 2 mg/ml.



Tadmuma 1: /To3a 0,01 mg/kg: mH/KeKIIMOHHM 00eMH pH n3nosa3BaHe Ha guiakon Talvey 2 mg/ml

TeJiecHO Teryio O0ma no3a* HNuxexnuoHeH Bpoii piakonu
(kg) (mg) odeM (1 pnaxon =

(ml) 1,5ml)
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
Ho3a 0,01 mg/kg 76 no 85 0,8 0,4 1
86 1o 95 0,9 0,45 1
96 mo 105 1,0 0,5 1
106 mo 115 1,1 0,55 1
116 mo 125 1,2 0,6 1
126 mo 135 1,3 0,65 1
136 mo 145 14 0,7 1
146 mo 155 15 0,75 1
156 1o 160 1,6 0,8 1

& O6mara 103a (mg) ce U34MCIIsIBa BB3 OCHOBA Ha 3aKPBIVICHUs 00eM Ha HHKeKLusaTa (ml)
o Wznomnseaiite Tabmuna 2, 3a na onpenenurte odIIara 103a, HHKXEKIIMOHHUS 00eM H

HeoOXxoaumus Opoit (hJIaKOHM Bb3 OCHOBA Ha aKTYaIHOTO TEJECHO TEIJIO Ha MAalUeHTa 3a
no3a 0,06 mg/kg, kato ce nznon3sa ¢uakon Talvey 2 mg/ml.

Taduuma 2: /1o3a 0,06 mg/kg: mHKEeKIIMOHHM 00eMH pH n3noa3BaHe Ha guiakon Talvey 2 mg/ml

TesecHo Termno O0ma no3a* HNnxeknuoHeH Bpoii ¢pirakonu
(kg) (mg) odem (1 pnaxon =

(ml) 1,5ml)
35 mo 39 2,2 1,1 1
40 no 45 2,6 1,3 1
46 no 55 3 15 1
56 1o 65 3,6 1,8 2
66 1o 75 4,2 2,1 2
JTlo3a 0,06 mg/kg 76 510 85 48 24 2
86 10 95 54 2,7 2
96 no 105 6 3 2
106 no 115 6,6 3,3 3
116 no 125 7,2 3,6 3
126 t0135 7,8 3,9 3
136 to145 8,4 4,2 3
146 to155 9 4,5 3
156 t0160 9,6 4,8 4

& O6mara 103a (Mg) ce U3UMCIIABA Bb3 OCHOBA HA 3aKPBIVICHHSA 06EM Ha HHKEKIMATA (ml)
o Wznonseaiite Tabmuna 3, 3a 1a onpenenure odIIara 103a, HHXEKIIMOHHUS 00eM H

HeoOXoauMust Opoit (hJIaKOHM B3 OCHOBA Ha aKTYaJIHOTO TEJIECHO TETJIO Ha MAlHeHTa 3a
mo3a 0,4 mg/kg, kato ce usmoassa ¢uakon Talvey 40 mg/ml.
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Tadiuna 3: /lo3a 0,4 mg/kg: HHKEeKIHOHHH 00eMH NPy u3noa3BaHe Ha ¢uiakoH Talvey 40 mg/ml

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

35 1039 14,8 0,37 1

40 o 45 16 04 1

46 no 55 20 0,5 1

56 mo 65 24 0,6 1

66 1o 75 28 0,7 1
Jo3a 0,4 mg/kg 76 1o 85 32 0,8 1
86 mo 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 mo 135 52 1,3 2
136 no 145 56 1,4 2
146 mo 155 60 15 2
156 1o 160 64 1,6 2

& O6mara 103a (Mg) ce U3UMCIIABA B3 OCHOBA HA 3aKPBIVICHHA 06EM Ha HHKEKIMATA (ml)

o Wznomn3eaiite Tabmuna 4, 3a na onpenenure odIIara 103a, HHXEKIIMOHHUS 00eM H
HeoOXoauMust Opoit prrakoHM Bh3 OCHOBA Ha aKTYAJIHOTO TEJICCHO TETJIO Ha MAaIlUeHTa 32

mo3a 0,8 mg/kg, kato ce usmoassa ¢uakon Talvey 40 mg/ml.

Taoauua 4: Jo3a 0,8 mg/kg: mHKeKIMOHHH 00eMHU P M3moJ3BaHe Ha (urakon Talvey 40 mg/ml

TesnecHo TerJio Oo6ma xo3a? NHxeKkMOHEH Bpoii paakonu
(kg) (mg) o0em (1 pnakon =
(ml) 1.0 ml)

35 mo 39 29,6 0,74 1

40 no 45 34 0,85 1

46 no 55 40 1 1

56 1o 65 48 1,2 2

66 1o 75 56 14 2
Jo3a 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 mo 160 128 3,2 4

8 O6mara 103a (Mg) ce U3UMCIIABA B3 OCHOBA HA 3aKPHIVICHUS 06EM Ha HHKEKIMATA (ml)

o IIpoBepete nanu Talvey nHXEKIIMOHEH pa3TBOp € Oe3IBETEH 10 CBETIOXKBIT. He usnomnspaiire,
aKo Pa3TBOPBT € C MPOMEHEH LIBSAT, MBTEH WU ChIbPKA TYKIU YACTHUIIH.
. M3Banere nogxopsmus duakod Talvey ot xmagmmauka (2°C no 8°C) u ro TemmnepupaiTe 1o

craiina tremneparypa (15°C go 30°C) B npoabinkeHue Ha Hal-mMaiko 15 munyTH. He
3aromstiite Talvey (hiakoH MO HUKAKbB JIPYT HAYKH.

o Cren xaTo ce TeMIiepupa, BHUMATEIHO 3aBbpTeTe (hiakoHa 3a okojo 10 cexyHau, 3a 1a ce
cmecu. He pasknaiaiire.

. W3rernere HeoOXxonumus HHKeKIMoHeH obeM Talvey ot ¢urakoHa(uTe) B CIPUHIIOBKA C
NOaXO0A11 00eM, KaTO U3M0I3BATE UIJIa 32 IPEXBBPIISIHE.
(0] WuxexnmoHHUAT 00eM He TpssOBa na HaaxBbpisd 2,0 ml. Pasnenere noszute Han 2,0 ml mo

PaBHO B HAKOJIKO CIIPUHIIOBKH.

o Talvey e chbBMECTHUM C HHXEKIIMOHHHU HIJIM OT HEPBKJacMa CTOMaHa U ChC CIIPHHIIOBKH OT
MOJIUIIPOIIMIICH U TIOIUKapOOHAT.

. 3ameHeTe uriara 3a IpeXBbPIISTHE ¢ MH)KEKIIMOHHA UTJIa C MOIXOISI pa3Mep.
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Ipunoscenue na Talvey

Talvey Tpsi0Ba na ce mpunara 4pe3 NOAKOKHA MHKECKIIHS.

Talvey Tpsi0Ba aa ce mpuiara OT MEIULMHCKU CIIEUATHCT C JOCTATHYHO MEIUIIMHCKO
00opyBaHe M TIEPCOHAN 3a OBJIAIIBAHE HA TEKKU peakiuu, BKItounTenHo CRS.
HmxkekTupaiite HeoOxonumus ooem Talvey B mogkoxkHaTa ThKaH Ha KopeMa (TIpearounTaHO
MSICTO Ha MHXKEKTHpaHe). AntepHaTuBHO, Talvey Moke 1a ce MH)KEKTHpa B MOJKOXKHATA ThKaH
Ha Ipyru mMecta (Hamp. 6eapoTo). AKO ca He0OX0aUMH HAKOJIKO HHKekun Talvey, Te TpsiOBa
Jla ObIaT HA Hal-MaJIKO 2 cm. pa3CTOSTHHE.

He nmxektupaiiTe B TAaTYHPOBKY MK O€lIe3W MITH B yYacThIIH, KBJIETO KOXKATa € 3a4epPBEHa,
HacHHeHa, 00JIe3HEHa, YIUTbTHEHA WM C HapyILlIeHa LSUIOCT.

Hewsnon3BaHUAT JeKapCTBEH MPOIYKT WK OTIAIbYHUTE MaTepUAITH OT HETO TPAOBa Ja ce
U3XBBPIAT B CHOTBETCTBUE C MECTHUTE U3UCKBAHUSL.
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