MHNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



vTo3I/1 JIEKapCTBEH MPOAYKT TOJUICKU Ha JOMBIHUTEIIHO HaOoieHre. ToBa 111e mo3Boiu Obp30To
YCTaHOBSIBaHE Ha HOBa MH(OpMAaIMs OTHOCHO Oe30macHOCTTa. OT METUITMHCKUTE CIICIIHATTUCTH C&
M3WCKBA J]a ChOOIIABaT BCSIKA MOM03MpaHa HeKellaHa PeakIis. 3a HaunHa Ha ChOOIIaBaHe Ha
HEKeJIaHH PEaKIuH BIKTE Touka 4.8.

1. HUME HA JIEKAPCTBEHMA TPOAYKT

TALVEY 2 mg/ml umkeKkmoHeH pa3TBop
TALVEY 40 mg/ml uHXeKIMoHEeH pa3TBoOp

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

TALVEY 2 mg/ml uHKeKIMOHEH Pa3TBOP
Emun ¢makon ot 1,5 ml ceabpika 3 mg tankBeramab (talquetamab) (2 mg/ml).

TALVEY 40 mg/ml uHXeKIMOHEH Pa3TBOP
Enun daakon ot 1 ml ceaspika 40 mg tankeramab (talquetamab) (40 mg/ml).

TankBetamad € XyMaHHU3UPAHO UMYHOTIIOOY IMH g4-TIposnH, ananuH, ananuH (IgG4-PAA)
oucnenuGUIHO aHTUTSIIO0, HacOUeHO cpeity G IPOTeHH-CBBbP3aHUS PELenTop oT cemeiictso C rpymna
5 unen D (GPRCSD) u kirbetep Ha qudepernuanus 3 (CD3) perentopute, MPOU3BEICHO B IAYHUIINA
Ha KUTaicKku xamctep upe3 pekomOuHanTHa JJHK TexHomorus.

3a IBJIHUA CHUCHK Ha IMOMOIIHUTE BEIIECTBA BIKTE TouKa 6.1.

3. JEKAPCTBEHA ®OPMA
NmxexnoneH pa3TBop (MHKEKINS)

Pa3TBopbT € Ge3nBeTeH 10 CBETIIOKBAT, ¢ pH 5,2 u ocmonamuret 287-290 mOsm/kg.

4. KJIMHUYHU JAHHU
4.1 TepaneBTUYHU MOKA3AHUSA

TALVEY e noka3aH kaTo MOHOTEpAMNHsl 3a JICUEHUE Ha Bb3PACTHU MALIMEHTH C PELIUIUBUPAL] 1
pedpakTepeH MyJITUIUIEH MUEIIOM, KOUTO Ca MOyYrIN Hal-MaJiko 3 TIPeXOIHU TepalvH,
BKITFOYBAIIH UMYHOMOTYJIPAIIO CPEACTBO, poTea3oMeH HHXuouTop u antu-CD38 anTuTsio, U ca
MOKA3aJIy MPOTPeCcHs Ha 3a00IBAHETO TI0 BPpeMe Ha MOCIIe[HaTa Teparusl.

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

Jleuernneto ¢ TALVEY Tps0Ba na ce 3amouHe 1 HaOI0gaBa OT JIEKap ¢ OIUT B JICYEHUETO HA
MYJITUIUIEH MHETIOM.

TALVEY T1psi6Ba na ce npuiiara OT MEIUIIMHCKH CIEIUAITUCT, C TOAXOASII0 00yUeH MEeTUITUHCKU
TIEPCOHAIT U TIOAXOISAII0 MEIUIIMHCKO 000PYABaHE 32 OBJIAJIBAHE HA TEXKKH PEAKIMH, BKIIOYUTEITHO
CHHIPOM Ha 0CBOOOKIaBaHe Ha IUTOKMHU (cytokine release syndrome, CRS) u HeBposoruuHa
TOKCHYHOCT, BKITFOUUTEITHO CHH/IPOM Ha HEBPOTOKCHYHOCT, CBhP3aHa C UIMYHHUTE €()eKTOPHU KIICTKH
(immune effector cell-associated neurotoxicity syndrome, ICANS).
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[Tpenu Besika no3a TALVEY BbB (pazarta chC cTHIANOBHIHO MOBUIIABAHE HA J03aTa TPsiOBa 11a ce
npuiIarar JIeKapcTBEHH MPOLYKTH 3a IpeMeJuKanus (BUXKTe T0-101y).

TALVEY T1ps6Ba na ce mpuiara moaKokKHO 0 cXeMa Ha MpujlaraHe BeIHBX CEIMUIHO WIH Ha BCEKH
2 cenmunm cbriacHo Tabnuna 1. [Ipu marueHTy, KOUTO MOoTy4aBaT TalkBeTamad 1Mo ceJIMHIHATa
cxema Ha npuiarane Ha 0,4 mg/kg TenecHo Terso u ca MOCTUTHAM a/IeKBaTeH KJIMHUYCH OTTOBOP,
MOTBBP/ICH IIPH TIOHE JIBE ITOCIIEAOBATEIHN OLIEHKH Ha 3a00JIIBaHETO, MOKE /1a C€ OOMHCITH
npeMHUHaBaHe KbM JByCEIMHUYHA cXxeMa Ha npuiarane Ha 0,8 mg/kg tenecHo Terso.

Tadoanua 1: Ipenopbuntenna noza TALVEY

Cxema na ®aza Tlen Tlosa TALVEY?
npujiaraHe
Cxema Ha Hen 1 0,01 mg/kg
®a3a Ha CTHIIATIOBUIHO G
fipuarane [IOBUILIABAHE HA J103aTa Jleu 3 0,06 mg/kg
BEIHBK Jen 5° 0,4 mg/kg
CeAMUYHO Tepanestuyna dasa Crnies1 TOBa BEJIHBX CEIMUYHO" 0,4 mg/kg
Jden 1 0,01 mg/kg
6
Cxema na ®da3a Ha CTHIAJIOBUIHO Jlen 3 0,06 mg/kg
fipuiaramne NOBHUIIABAHE Ha 103aTa Jen 5° 0,4 mg/kg
BEIHBK HA
2 ceqmMuun Jen 7° 0,8 mg/kg
TepanestuuHa (haza Ha Bceku 2 ceMunu cies Topa® 0,8 mg/kg

B®3 ocHOBa Ha I[efICTBPITeHHOTO TEJIECHO TEIJIO, KaTO CE IMpujara moJAK0XHO.

I[o3aTa MOXKE a C€ IPUJIOKHU MEXKITY 2 u4 nHM cnenx npeaxoaHara n03a, a MOXKeE Ja C€ IIPUIIOKHU 10 7 nHE chenx npeaxoaHara ao3a,
3a J1a OT3ByYaT HEKCIAHUTE PECAKIIUU.

TloprbprkaiiTe MUHUMAJICH HHTEPBAI OT 6 JTHU MEXIY CEIMUYHUTE 103U M MUHUMAJICH HHTEPBAJ OT 12 JHU MEXAY JIBYCECAMUYHHUTE
(Ha BCEKHM 2 CEAMUIIN) TO3H.

[TanmenTHTe TPAOBA 1a C€ MHCTPYKTHPAT Jla OCTAaHAT B OJIM30CT JI0 JICYeOHO 3aBEJICHUE U J1a e
HabmoaaBat 3a npusHaiy u cumnromu Ha CRS u ICANS B nponsmkenue Ha 48 yaca cien
NPUIOKEHUETO Ha BCHYKH J03H B paMKHTE Ha (ha3zaTa chC CTHIAJIOBHIHO ITOBHIIIABAHE HA J103aTa Ha
TALVEY (Bx. Touka 4.4).

IIpoovaoicumennocm Ha aeyeHue
[Tarmenture TpsiOBa na ce pexysatr ¢ TALVEY mo mporpecust Ha 3a00JsBaHETO WITH HETIPUEMITNBA
TOKCHUYHOCT.

[Ipemenukanus

CrnieiHHTE JIEKAPCTBEHM MTPOAYKTH 3a IpeMeuKalius TpssOBa Ja ce npuiaraT 1 1o 3 Jaca npeau Beska
Jto3a 1o BpeMe Ha (pa3ara Ha CTHIIAIOBUIHO MMOBUIIaBaHe Ha fo3ata HAa TALVEY, 3a n1a ce Hamanu
pucka ot CRS (Bxk. Touka 4.4).

o Koprukocrepoun (nepopaiHo UM HHTPAaBEHO3HO AEKCaMeTa30H 16 mg uiiu eKBUBAJICHT)

o AHTHXHMCTaMHH (TIEPOPATHO WIM UHTPABEHO3HO nudeHxuapaMut 50 mg nin eKBUBAJICHT)

. AHTHIIUpPETHLH (TIEPOPATHO WIIM HHTPaBeHO3HO napaneramon 650 no 1 000 mg nnum
€KBHBAJICHT)

JlekapcTBEHUTE IPOJIYKTH 32 MPEMeEIMKaIns TpsOBa J1a ce pUIIarat Ipein cleBallnuTe 031 TPU
MAIMEHTHTE, KOUTO MOBTAPAT JIO3UTE B paMKUTE Ha (DazaTa Ha CTHIIAJIOBUIHO MOBUIIIABAHE HA J103aTa
Ha TALVEY nopanu otnarase Ha no3ara (Bx. TaOnuua 2), Wiiv npy NalMeHTH, KOUTO Ca MOy YHIIH
CRS (Bx. Tabauua 3).

Ilpesenyus na ungexyus
[Ipenu 3amouBane Ha neuenne ¢ TALVEY Tps6Ba na ce oOMuciu npouinakTuKa ¢ Orie MPeBEeHIH
Ha UHQEKINY CIOPE]] yKa3aHUATa HA CbOTBETHOTO JIEUEOHO 3aBEICHHUE.



Ortnarane Ha g03a

Axko uskos no3a TALVEY ce otnoxwu, TepanusTta TpsOBa J1a ce MOIHOBY Bb3 OCHOBA Ha MPETIOPHKHUTE,
nocoueHy B Tabnwia 2, KaTo MPUIOKEHNETO BEAHBXK CEAMUYHO U Ha BCEKH JBE CEIMUIIH Ce
BB300HOBHU CHOTBETHO (BIXKTE ,,/l03upoBKa‘“ mo-rope). JlekapcTBEHU MPOIYKTH 3a MpeMeIUKaIIns
TpsAOBa Jla ce MPUJIoKAT MPeIu Mo JHOBsIBaHe mpwioxkeHnero Ha TALVEY u manuenTure TpsoOBa aa
OBlIaT CHOTBETHO MPOCIEISIBAHH.

Taoauna 2. Tlpenopbku 3a nognoBsiBane Ha TALVEY ciien otjiarate Ha go3a

Cxema Ha Hocaenna npuiaoxena | Bpeme ot mociaeanara [penopbka 3a TALVEY*
npujiaraHe 1032 MPHJI0KEHA 103a
0,01 mg/kg [oBeue ot 7 aHK Ioanosere ¢ 0,01 mg/kg
8 10 28 nHu Iosropere 0,06 mg/kg
H(;::]::;::e 0,06 mg/kg IToseye ot 28 nHU Ioxuosere ¢ 0,01 mg/kg
BeHDBIA CCIMUTHO 8 10 35 mHu ITosTopere 0,4 mg/kg
0,4 mg/kg 36 10 56 qHu Ioxuosere ¢ 0,06 mg/kg
IToseye ot 56 nHU Ioxuosere ¢ 0,01 mg/kg
0,01 mg/kg IToBeye oT 7 AHK [Moarosere ¢ 0,01 mg/kg
8 0 28 nHu [MosTopere 0,06 mg/kg
0,06 mg/kg IToBeue ot 28 1HK Ioanosere ¢ 0,01 mg/kg
HCZeMa Ha 8 10 35 mHm Iostopere 0,4 mg/kg
puiarane 0,4 mg/kg 36 0 56 aHM Ioanosere ¢ 0,06 mg/kg
BEIHBK HA
2 conmum IToseue oT 56 gHU Ioanosere ¢ 0,01 mg/kg
14 10 35 nau IMosTopere 0,8 mg/kg
0,8 mg/kg 36 0 56 aHM Ioanosere ¢ 0,4 mg/kg
IToBeue ot 56 nHM Ioanosere ¢ 0,01 mg/kg

*  Ilpunaraiite JeKapCTBEHH MPOAYKTHU 3a MPeMeAUKaIIUs MPeau noJHoBsBaHe Ha edeHueTo ¢ TALVEY. Crnen nonHoBsiBaHe Ha

TALVEY BB300HOBETE CHOTBETHO CEMUYHOTO HIIM ABYCEAMHUYHOTO (Ha BCEKH 2 CEMHIIN) MpHaraxe. (BXx. Touka 4.2).

Kopekuuny 1o oTHOIeHNe Ha J103aTa IPH HEXKEJIaH! PEaKIH

OtnaraHe Ha J103aTa MOXKE /1a CE HAJIOXKH 32 OBJIA/IIBaHE HA MPOSIBU HA TOKCHYHOCT, CBBP3aHH C
TALVEY (Bx. Touka 4.4). Bixre Tabnumna 2 3a npenopbku 3a nogHossisane Ha TALVEY cnen
oTJIaraHe Ha 103a.

Buxre Tabmunum 3 u 4 3a npenopbunTeaHuTe aeictBus 3a opnaassane Ha CRS u ICANS. Buxre
Tabnuua 6 3a MpenopbYMTENHUTE U3MEHEHUS Ha J103aTa TP IPYTH HEeXEJIaHH PEaKIUH.

Cunopom na oceobooicoasane na yumoxunu (CRS)

CRS 1ps6Ba 51a ce yCTaHOBH Bb3 OCHOBA Ha KIIMHWYHATa KapTHHA (BX. To4Ka 4.4). J|pyru npuanHu 3a
MOBHUIIIEHA TEMIIEPaTypa, XUIIOKCHS U XUIIOTOHHS TPsAOBa Ja ObJaT OLIEHEHU U JIEKyBaHH. AKO UMa
cemuenue 3a CRS, TALVEY tpsa6Ba na ce cripe 1o or3By4yaBane Ha CRS u n1a ce nexyBa B
CHOTBETCTBHE C npenopbkute B Tadmuia 3. Tpsdea na ce npuinoxu noaabpikaiia Tepamus 3a CRS,
KOSITO MO’KE J]a BKITIOYBA WHTEH3UBHO JICUCHHE TIPH TEKBK WK kuBoTo3acTpanrasamn CRS. TpsoOsa na
ce 0OMUCITM M3BBPIIBAHETO Ha 1a00PATOPHU U3CIIEBAHMUS 32 MPOCIEsIBaHE 3a TMCEMUHUPaHa
uHTpaBackynapsa koarymnanus (JAVK), mpocnensBane Ha XeMaTOJOTMYHHUTE ITOKA3aTeH, KAKTO U
OenonpoOHaTa, chpaeuHaTa, ObOpeYHaTa U uepHOAPOOHaTa (DYHKITHS.

Ta6auna 3. ITpenopwbku 3a oaaasasane Ha CRS
Crenen na CRS? HeiictBusi ¢ TALVEY Touuanzymao® Koprukocrepounu®
Crenen 1 Otnoxere TALVEY 1o Mooxe na ce oOMmucin He e npunoxumo

or3By4aBaHe Ha CRS.

Temneparypa > 38°C"
[Mpusoxere JeKapCTBEH
MPOAYKT 3a
NpeMeIUKALS TIPE/IH
clieqBallaTa 103a
TALVEY.




Crenen 2

Temmeparypa > 38°C' ¢
€/IHO OT CJICJHUTE:

o  XUmnoTtoHwus,
TOBJMSBAINA CE OT
TEYHOCTH U HE
Hajaraimia
HU3MOJI3BaHE Ha
Ba30IPECOPH, UITU

e HeoOxogumocT ot
HUCKOIIOTOYHA
KUCIIOPOJIHA Teparus
Yype3 Ha3aIHa
KaHoJa" uin

Otnoxere TALVEY no
or3By4aBaHe Ha CRS.

IIpunoxere
JIEKapCTBEHU MIPOLYKTH
3a IpeMeIUKalus Ipeau
crleqBalaTa 103a
TALVEY.

Hab6mrogaBaiite
MaryenTa B
MPOABIDKCHHUE Ha

48 yaca caen
clie/iBalaTa 103a
TALVEY.
WHcTpykTupaiite
TIAIMCHTUTE Ja OCTaHaAT

IIpunoxere
toru3ymad® 8 mg/kg
HWHTPAaBEHO3HO B
MpoIbJDKEHHE Ha | yac
(ma He ce mpeBUIIaBaT

800 mg).

[Ipu HEoOXOMMMOCT
MoBTapsAiTe
TonmIM3yMad Ha BCEKH
8 gaca, ako He ce
MIOBJIHSABA OT
WHTPAaBEHO3HU TEUHOCTH
WY TTOBUIIIABAaHE Ha
JOI'BTHUTETHUS
KHUCJIOPOZ.

AKko HsIMa I0JI00peHHE B
pamkute Ha 24 yaca OT
3aro4BaHe Ha
TOIMIN3YMa0,
MIPUIIOKETE
METWINPEHU30JI0H

1 mg/kg nHTpaBEHO3HO
IIBA ITBTH JTHEBHO WJIH
nekcameraszoH 10 mg
HHTPABCHO3HO HA BCEKH
6 gaca.

[Ipoxbmxere
MIPUIOKEHUETO Ha
KOPTHKOCTEpOUIA 10
IOCTHraHe Ha cTeneH 1
WJIW TI0-MaJiKa, CJIe]l TOBa

6e3KOHTAKTHO B OJIM30CT 10 JieueOHO Orpanuyere ce 10 HaMalsiBalTe
MoIaBaHe Ha 3aBe/ICHHE 110 BpeMe Ha MaKCHMaJTHO 3 1031 32 MIOCTETICHHO 103aTa B
KHCIIOPOI HaOJIOICHUETO. 24-4acoB nepHoz; MPOIBIDKCHNE Ha 3 JTHH.
MaKCHMAaJIHO 001110
4 nosu.
Crenen 3 HpoabKuTeIHOCT IIpunoxere AKko HsIMa Iof0OpeHwe,
< 48 vaca torunusymab 8 mg/kg MPUIIOKETE
Temneparypa > 38°C" c: UHTPaBEHO3HO B METUIINPEHU30JI0H

o  XWUMOTOHUS,
Hajarama
W3M0JI3BaHE Ha €IUH
Ba30IpPeECOp ChC WIH
0e3 Ba30IpPEeCHH, HITH

e  HeoOXOAMMOCT OT
BHMCOKOIIOTOYHA
KHCJIOPOJIHA Teparus
4pe3 Ha3aIHa
KaHI0JIa", Macka 3a
JIiIe, Macka 6e3
00paTHO BIUIIIBAHE
nian Macka Venturi

Kakro mpu ctenen 2.

Pennnus unn
IPOABIIKUTCIIHOCT
> 48 yaca

[Ipeycranosere
TALVEY TtpaiiHo.

HNpoaBIKeHHE Ha | yac
(ma He ce HaAXBBPIIAT

800 mg).

IIpu Hyxna noBrapsite
TonmIM3yMad Ha BCEKH
8 yaca, ako He ce
IOBJIMSBA OT
WHTPABEHO3HU TEYHOCTH
WU TOBUIIIAaBaHE HA
JOIBIIHUTEITHHUS
KHUCIIOPO/I.

Orpannyere ce 10
MaKCHMaiHO 3 J103u 3a
24-4acoB niepuoI;
MaKCHMaITHO 00II0

4 nosu.

1 mg/kg uHTpaBEeHO3HO
JABa IbTU JHCBHO HUJIN
JIEKCaMeTa30H

(mamp.10 mg
WHTPAaBEHO3HO Ha BCEKU
6 gaca).

[ponwixere
MIPUIOKEHUETO Ha
KOPTUKOCTEPOUTUTE 10
JocTHraHe Ha crenex 1
WJIH TI0-MaJiKa, CJIeJ] TOBa
HaMaJIsiBaiTe
IMOCTEINEHHO JI03aTa B
MIPOABIDKEHHE Ha 3 JTHHU.




Crenen 4
Temmeparypa > 38°C" c:

o  XUMnoToHwus,
HaJaraia
M3M0JI3BAaHE HA
MHOKECTBO
BazompecopH (c
U3KIFOYCHUE Ha
Ba30NPECHH), WIH

e  HEOOXOIUMOCT OT
KHUCJIOPOJIHA Tepamnus
C IOJIOKUTETHO
Hajsirane (Harmp.
HEMPEKbCHATO
MIOJIOKUTEIIHO
HaJIATaHe B
JIAXAaTEJIHUTE IIHTHILA
[CPAP],
JIBYCTETICHHO
MIOJIOKUTEIIHO
HajiAraHe B
JUXATETHUTE ITHTHILA
[BiPAP], unrybanus
M MEXaHWYHa
BEHTHUJIAIINSA)

IIpeycranosere
TALVEY Ttpaiino.

IIpunoxere
toru3ymad 8 mg/kg
HWHTPAaBEHO3HO B
MpoIbJDKEHHE Ha | yac
(ma He ce HaAXBBPIIAT

800 mg).

IIpu HyXna noBTapsiTe
TonMIM3yMad Ha BCEKH
8 gaca, ako He ce
MIOBJIHSABA OT
WHTPABEHO3HU TEUHOCTH
WY TTOBUIIABAaHE Ha
JOIBTHUTEITHUS
KHCJIOPOJI.

Orpanunyere ce 10
MaKCHMaJHO 3 103U 3a
24-gacoB Tiepuos;
MaKCHMAaJIHO 001110

4 nosu.

Kakro no-rope winu
NIPUIIOKETE
METWINPEHU30JI0H

1 000 mg uHTpaBeHO3HO
Ha JIeH B IIPOIBbIDKEHHE
Ha 3 JJHH T10 MIpEleHKa Ha
JeKapsi.

AKo HsIMa IofoOpeHme
WJIH aKO ChCTOSTHUETO CE
BJIOILIN, OOMHCIIETE 3a
aNTEepHATHBHA
HMyHOCYIpecopu.”

Bws3 ocHoBa Ha creneHyBane Ha CRS ceriacHo ASTCT (Lee et al 2019).
3a 1oipOOHOCTH BIKTE KpaTKaTa XapakTepUCTHKa Ha TOLMII3YMa0.

JlexyBaiite HenoBnmsBammsa ce CRS cnopes ykazaHusaTa Ha JieueOHOTO 3aBE/ICHHUE.

Jbmxama ce Ha CRS. HeBunaru mosxe Jja ce HaOJio/1aBa MOBUILIEHA TEMIIEPaTypa eTHOBPEMEHHO C XMIIOTOHHS MM XUTIOKCHS, Thi

KaTo TSI MOJKe Jia ObJie MACKHpaHa OT HHTEPBEHIINH KaTo MPIJIOKEHHE Ha aHTHIMPETUIN WM aHTUIIUTOKWHOBA Tepamus (Harp.
TOLMIN3YMa0 MM KOPTHKOCTEPOU/IN).

e >6 I/min.

Hesponoeuuna moxcuunocm, exmouumenno ICANS

Huckomorounara KHUCJIIOpOaHA TEparus ¢ Ha3aJlHa KaHoJ1a € <6 l/min, a BUCOKOIIOTOYHATa KUCJIIOPOHA T€pallvs ¢ Ha3aJIHa KaHioJIa

ITpu mbpBU NpU3HALM HA HEBPOJIOTHYHA TOKCHYHOCT, BKmounTenHo ICANS, TALVEY Tps6Ba na ce
OTJIOXKH U JIa ce OOMHCIIM HEBPOJIOTHYHA OlleHKa. TpsOBa j1a ce M3KIIoYaT IPpyry MPHYNHN 32
HEBPOJIOTHYHHU CUMITOMH. [IpH TexxbK win xkuBoTo3acTpamasail [CANS TpsiOBa ga ce ocurypu
NOJIbpKAIIA TePAIHs, KOSITO MOKE J1a BKJIFOUBA MHTEH3UBHU I'prokd (BK. Touka 4.4). [Ipernopbkure
3a opnaaasane Ha ICANS ca 06061menu B Tabuuna 4.

Ta6auna 4. Ilpenopsbku 3a oiaassane Ha ICANS

Ctenen Ha ICANS®®

ConnrerBam CRS

be3 conbrerBam CRS

Crenen 1
ICE® ckop 7-9
WJIM TIOTHCHATO HUBO HA

Ch3HAHHE : CHOYXKIa ce
CIIOHTaHHO.

Tabmuua 3.

Ha JICKapsl.

OgnagsBane nHa CRS cniopen

HabnromaaiiTe 3a HEBPOJIOTHYHI
CHUMIITOMH M 0OMHCIIeTE KOHCYITAIHS
1 OIIEHKa OT HEBPOJIOT, T10 MpeIeHKa

Habnromagaiite 3a
HEBPOJIOTUYHU CUMIITOMHA U
oOMuUCIIeTe KOHCYNTAIH C
HEBPOJIOT U OLIEHKA MO TpeleHKa
Ha JIeKaps.

Otnoxere TALVEY 1o or3ByuaBane Ha ICANS.

[Tomucrnere 3a MPHUIOKECHHE HA IPOTHBOT'BPYOBH JIEKAPCTBa O€3 celaTUBEH
edekT (Hamp. JieBeTUpareTam) 3a Npo(rIaKTHKa Ha ThPUYOBE.




Crenen 2
ICE® ckop 3-6
WK IOTUCHATO HUBO Ha

Cb3HaHUE" C’b6y)KIla C€ OT
Tiac.

[punoxere TOIIN3yMad criope
Tabmuua 3 3a oBinaggaBane Ha CRS.

AKo HIMa TIO0OpEHHE CIIeH
3all0YBaHe Ha TOLMIU3YMa0,
npwiaraiire nexcamerazor” 10 mg
HMHTPABCHO3HO Ha BCEKHU 6 daca, ako

IIpunaraiire nexcameTason”
10 mg nHTpaBEHO3HO Ha BCEKH 6O
yaca. [Iponemxkere

MPUIIOKCHUCTO HAa AE€KCAMETAa30H

JI0 TOCTHUTAaHE JI0 CTereH 1 umn
IO-HKCKA, CIe]l TOBa HaMalleTe
IOCTENIEHHO 103aTa.

MAIMEeHTHT BeUe HE pUeMa ApyTu
KopTHKOocTepona. [Ipoxbinkere
MPWIOKEHNETO Ha JEKCaMETa30H /10
OT3BYy4YaBaHE [0 CTeIeH 1 uim mo-
HHCKa, CJIEJ] TOBA HaMaJleTe
MOCTENEHHO 03aTa.

Otnoxxere TALVEY 1o or3ByuaBane Ha ICANS.

[Tomuciere 3a NpUIOKEHUE Ha HECEAUPAIIN TPOTHBOTBPUOBH JIEKapCTBa
(Hanp. neBeTupaneTam) 3a NpoUIaKTUKa Ha rbpuoBe. [Ipu HyX1a
MOMHUCIIETE 33 KOHCYJITallUsl ¢ HEBPOJIOT U JPYTH CHELHANIUCTH 32
JOI'BJIHUTEIIHA OLICHKA.

HabnromaBaiiTe mariieHTa B MpOabDKEHIE Ha 48 gaca ciies cieqpamaTa
no3a TALVEY. UHcTpyKTHpaliTe MallieHTHTEe Aa OCTaHaT B OJIM30CT 110
Jieue0HO 3aBeICHHE TI0 BpeMe Ha HA0JII0ICHUETO.

Crenen 3

ICE® ckop 0-2
(Axo ICE ckopsrt € 0, HO

MalUEHTHT € KOHTAKTeH (Harmp.

OyzeH ¢ rimodanHa adasus) u e
B CHCTOAHUE Jia CC U3BBPUIN
OIICHKA)

WK IMTOTHCHATO HUBO Ha
Ch3HaHHE": C”b6y)KI[a C€ caMoO
OT TAaKTHUJICH CTUMYJI,

WJIY ThpYOBe'

® BCEKH KIMHHYEH I'bpHY,
¢dokaneH uiu
reHepaIu3upaH, KOUTo
0T3By4aBa 0bp30, WU

® HEKOHBYJICUBHHU I'bPHOBE
Ha eJeKTpoeHedarorpama
(EET’), xouto oT3Byu4aBar
IIPY MHTEPBEHIHA,

YT TIOBUIIICHO BHTPEYCPEITHO
HaJIATaHe: (POKAJICH/IOKAJICH
OTOK IPH M3CJICABAHE C
00pa3Ha AMarHoCTHKA'.

[punoxere TOMIIN3yMad criopen [punaraiite nekcameTa3on”
Ta6muua 3 3a osnamssane Ha CRS. 10 mg uHTpaBEeHO3HO HA BCEKH 6
yaca. [Iponsinkere
MPIIOKEHUETO Ha JEKCAaMETa30H
IO TOCTUTAHE 0 CTEeNeH 1 uiun
IO-HKCKa, CJIe]l TOBa HaMalleTe
IIOCTENEHHO 103aTa.

[Mpunoxere nexcamerazon” 10 mg
MHTPaBEHO3HO C IbpBaTa 71032
ToLMIIM3yMal ¥ MOBTapsiiTe [03aTa Ha
Bceku 6 daca. [Ipoabmkere
MPUIOKEHUETO HA JIEKCAMETa30H JI0
OT3ByuaBaHe JI0 cTereH | wiu no-
HHCKa, CJIe]l TOBA HaMaseTe
MOCTEICHHO J103aTa.

[Tomuciere 3a NpUIOKEHUE Ha HECEANPAIIN TPOTHBOTBPUOBH JICKapCTBa
(Hanp. neBeTHpaneTam) 3a NpoUIaKTHKA Ha TbpUoBe. [Ipu HyX1a
TIOMHCJIETE 32 KOHCYJITAlXs ¢ HEBPOJIOT M APYTH CIICIMAINCTH 3a
JIOITBITHATEIHA OLICHKA.

IIvpBa nosBa:
Otnoxxetre TALVEY 1o or3ByuaBane Ha ICANS.

HaGumronaBaiite maryeHTa B IpoAbIKEHHE Ha 48 yaca cie] cieapaiaTta
noza TALVEY. MHcTpykTHpaliTe NalMeHTHTE J1a OCTaHaT B OJIM30CT 10
JeyeOHO 3aBeJIeHUE 10 BpeMe Ha HaOJII0A€HHETO.

Peunnug:
[Ipeycranosere TALVEY tpaiiHo.




Crenen 4

ICE® cxop O

(ITateHTHT € HEKOHTAKTEH U
HE MOXE J1a C€ U3BBPIIH
oneHka Ha ICE)

WU IOTHUCHATO HUBO HA

Ch3HaHHE":

® [MAlHEHTHT € HEKOHTAKTCH
WM ca HEOOXOINMHU
SHePTUYHU WITH
MHOTOKPATHU TAKTUIHU
CTUMYJIH, 32 J1a c€ ChOyIH,
WU

® CTYIOp HJIH KOMa,

WJIY ThpYOBE':

® KMBOTO3ACTpaIIaBalll
MIPOBIDKUTENIEH I'bPY
(>5 MunyTH) WK

® MHOTOKpAaTHH KIMHUYHH
WJIN HEKOHBYJICUBHHU
rbpuoBe 0e3 BpbLIaHEe KbM
U3XOJ/IHO HUBO MEXAY THX,

WJIA MOTOPHU HaXOAKH"

® 1BJI00OKA (hOKATHA MOTOPHA

¢l1aboCT KaTo XeMuIiapesa
WJIKM niapariapesa,

WJIN TIOBHIIEHO BHTPEUYEPEITHO

HaJIsiraHe/MO3b4eH OTOK' ¢

MIPU3HAIN/CUMITOMH KaTo:

e nudy3eH MO3bYEH OTOK
IIpH U3CleBaHe ¢ oOpa3Ha
JIMarHOCTHKA WU

e jeuepeOpalrioHHa Win
JICKOPTHKAIMOHHA 11032
WIN

e mape3aHa VI
YeperrtHOMO3bUeH HEPB MIIN

® OTOK Ha ManmuiaTa uia

e Tpuana Ha Cushing.

[punoxere TOIIN3yMad criope
Tabmuua 3 3a oBinagaBane Ha CRS.

[Mpunoxere nexcamerazon” 10 mg
HHTPABEHO3HO U MOBTAPSUTE 103aTa
Ha BcekH 6 yaca. [Ipoxbmkere
HPHIOKEHUETO Ha ICKCAMETa30H 10
OT3By4aBaHe 10 CTereH | wiw mo-
HHCKa, CIICI TOBA HAMAJIETE
HOCTEIICHHO [03aTa.

AJNTEepHATUBHO, IIOMHCIIETE 32
NPWIOKEHUE Ha METHIIIIPEAHN30JI0H
1 000 mg Ha ieH HHTPABEHO3HO C
IbpBaTa J03a TOUWIN3yMad u
NPOJBIDKETE METHIIIPETHU30JIOH

1 000 mg Ha eH HHTPAaBEHO3HO 3a 2
WJIW TIOBCYC THU.

IIpunaraiire nexcameTason”

10 mg “HTpPaBEHO3HO HA BCEKH

6 uaca. [Ipogbmkere
MPUIOKEHUETO Ha IEKCaMETa30H
JIO OT3BYYaBaHe 10 CTereH | mwin
MO-HHUCKa, ClIe]l TOBa HaMaJleTe
MOCTENICHHO 03aTa.

AnTepHAaTUBHO, TIOMUCIIETE 32
MPWIOKEHUE Ha
mMetmnpenan3onon 1 000 mg Ha
JIeH UHTPaBEHO3HO 3a 3 JHM; aKO
ce moo0pH, clie/ ToBa
JIeKyBalTe KaKTO MO-Tope.

[Ipeycranosere TALVEY tpaiino.

JOIIBJIHUTCIIHA OLICHKA.

[Tomuciere 3a NpUIOKEHUE Ha HECEANPAIIN TPOTHBOTbPUOBH JICKApCTBA
(Hamp. neBeTHpaneTam) 3a MpoUIaKTHKA Ha T'bpUoBe. [Ipu HyXIa
MOMHCJIETE 32 KOHCYJITAlXs ¢ HEBPOJIOT M APYTH CIICIHAINCTH 32

B cny4aii Ha TOBHIIIEHO BHTPEYEPEITHO HANATaHEe/MO3bYEH OTOK TPH
JICYEHUETO CJIeABalTE YKa3aHUATA Ha J1e4eOHOTO 3aBe/ICHHE.

6 CrenenyBane Ha CRS cprimacao ASTCT 2019.

JleyenueTo ce ompenems OT Haif-TeXKKOTO CHOUTHE, KOETO HE Ce IB/DKU Ha HAKAKBA Jpyra MPUYHHA.

Ako TAIMEHTBT pearupa 1 MOXe Jia € U3BBPIIHN OLICHKA 3a eHue(banonaTnﬁ, CBbp3aHa ¢ UMYHHHU ec[)ek'ropx—m KJICTKH (Immune

Effector Cell-Associated Encephalopathy, ICE), orienere: opuentauusi (OpHEHTHpAH 3a TOJNUHA, MECEIL, Tpaj, 6oIHUIA = 4 TOUYKH);
HaHMeHOBaHe (HanMeHyBa 3 IpeMeTa, Halp. TOCOYEeTe YACOBHHK, MHCAJKa, KOMYe = 3 TOYKH); cjieiBaHe HA KOMAaH/IH (HArp.
“IIOKakN MM 2 TIpBbCTa” WK “3aTBOPH OYMTE CH M MOKAXKH €3UKa ci” = 1 Touka); mucaHe (CIOCOOHOCT J1a HalHIIIe CTaHAapTHO
nspedenue = 1 touka) u BHUMaHue (Opoene oopatHo ot 100 no necetnim = 1 Toyka). AKO MAIMEHTHT HE pearupa U He MOXeE Jia ce
u3Bbpim orerka 3a ICE (crenen 4 ICANS) = 0 Toukw.

He ce 1bmxu Ha HSIKaKBa Apyra IPUIHHA.

HaBCfIK'b,[[e, KBIECTO € MOCOYCHO MPUIIOKCHUE HA IEKCAMETAa30H, CC Kacaec 3a ICKCAMETa30H UJIM €KBUBAJICHT

Tabauua 5: Ilpenopbku 3a oBJaJsiBaHEe HA HEBPOJOTMYHA TOKCHYHOCT (¢ m3kaouenne Ha ICANS)

Hesxenana PeaKIusA

TexecT?

JeiicTBust

Hesponornuna
TOKCHYHOCT? (C

Cremnen 1 .

crabummsupar.’

Cnpere TALVEY nokato cuMmnroMuTte Ha
HEBPOJIOTHYIHATA TOKCHIHOCT OT3BYYAaT WA CE




U3KJIKOYCHHUEC HaA
ICANS)

Crenen 2 .

Crenien 3 (mppBa
OsIBa)

Cnpere TALVEY nokato cumnromure Ha
HEBPOJIOTUYHATA TOKCHYHOCT C€ TIOA0OPAT 110
crened 1 umy no-Hucka.’

[Tpunoskere NoaabpIKaIla TEpaIusl.

Crenen 3 (peuuaus) | e
Crernen 4 .

Crnpere TALVEY Tpaiino.
IIpunoxere noaxbpKalia Tepanus, KOSTO MOXE Ja
BKJIIOYBA HHTEH3UBHU TPIKU.

a

B13 ocHoBa Ha OOMmKTE TEPMUHOJIOTHIHY KPUTEPHH 32 HexKeNaH! cb0uTnst Ha Hanmonamuus onkxonornder nHeTuTyT (National

Cancer Institute Common Terminology Criteria for Adverse Events, NCI-CTCAE), sepcust 4.03.
Brokre Tabnuma 2 3a mpenopbKH OTHOCHO NOJHOBSIBaHeTO Ha npuioxenuero Ha TALVEY criex oTnarane Ha fo3ata.

Lpyau nesrcenanu peaxyuu
[IpenoprurTenHUTE U3MEHEHHMSI Ha JI03aTa IPHU IPYTH HEXEIIAaHU peakiuu ca aajaeHu B Tadiuna 6.

Tab6auna 6: IlpenopbyuTeIHU H3MEHEHHS HA 103aTA NPHU IPYTH HeKeJIAHH PeaKIuu

Hexesana peakuus

Texect

H3MeHeHHe HA J103aTa

Ceprosuu nH)EKIMA
(Bk. Touka 4.4)

Bcwnuku crenenn

e He npunaraiite cxemara Ha IpUJIaraHe CbC
CTBHIAJIOBUAHO NoBHUIaBaHe Ha go3ata TALVEY
TIPY MAMEHTH C aKTUBHA HH(EKIUS.

e Cmpere TALVEY BBB (pazara Ha CTHIATOBHIHO
MOBHIIIABaHE Ha J]03aTa 10 OT3By4YaBaHE Ha
MHQPEKIHATA.

Crenen 3-4

e Cmpere TALVEY mno Bpeme Ha (azata Ha
JIeYeHue JI0 MoIo0psiBaHe Ha MHPEKIHATA 10
CTeleH 2 WU N0-HUCKa.

Huronenun
(Bk. Touka 4.4)

AbcomtoTeH Opoit
HEYTPODHIH MO

e Cupere TALVEY, nokato aGcomoTHUAT Opoit
neytpoduiu crane 0.5 x 10%1 nnu no-Bucox.

0.5 x 1091
DebOpustHa e Cnpere TALVEY, nokaro abcotoTHUAT Opoit
HEYTPOIECHHUS neyrpoduiu crane 1.0 x 10%1 unm no-Bucok, u

TMOBHUIIICHATA TEMIIEpaTypa OT3BY4H.

XeMorJI00uH 1Mo

8 g/dI

e Cnpere TALVEY, nokaro croiiHOCTUTE Ha
xXeMorio0uHa gocturaar 8 g/dl vt mo-BHCOKH.

Bpoit TpombonuTH
oz 25 000/l

Bpoit TpombonuTH
Mexay 25 000/ul u
50 000/pl ¢ kppBeHE

e Cmpere TALVEY, nokato Oposr Ha
TpombormTuTe ctare 25 000/pl wim mo-BUCOK, U
JIMIICBAT JIAHHU 32 KbPBEHE.

OpaJiHa TOKCHYHOCT,
BKITIOUUTENHO 3ary0a Ha
TETJo

(Bk. Touka 4.4)

ToxkcuunoCT,
HETIOBJIUSBAIIA CE OT
MOAABPIKAIIMN TPUKHU

IIpexscHere TALVEY no crabunmsupane nim
noo0peHue u oOMHCIIeTe B3MOKHOCTTA 32
MIOTHOBSIBaHE HA JICYCHNUETO 110 IPOMEHEHA CXEMa,
KaKTO CIIeJ[Ba:

e Axo Hactosmata no3a e 0,4 mg/kg Bcsika
cenmuna, npomeHere Ha 0,4 mg/kg Ha Bceku JBe
CeMHILIA

e Axo Hacrosimara yo3a e 0,8 mg/kg Ha Bceku aBe
cenmuny, npomenere Ha 0,8 mg/kg Ha Bcekn
YETHPH CeJIMHIIN

HEXKEJIaH! PEaKIuu®
(Bx. Touka 4.8)

KoxHu peakuuu, Crenen 3-4 e Cupere TALVEY, J0KaTo HeKENaHATA PEAKIH
BKJIFOYHTEHO HAPYLICHUSI ce 1o100pH /10 cTeneH | Min 10 U3XOAHOTO HUBO.
Ha HOKTHTE

(Bk. Touka 4.4)

Jpyrn HEXeMaTOJOTHYHH Cremnen 3-4 e Cmpere TALVEY, nokato HexenaHaTa peakius

ce moo0pu 110 cTerneH | WM 10 U3XO0AHOTO HUBO.

a

B®B3 ocHOBa Ha OOMmMTE TEPMHUHOJIOTHYHN KPUTSPUH 32 HEXXKENaH! chOonTHs Ha HarmmoHamHus

onkosorndeH HHCTUTYT (NCI-CTCAE), Bepcus 4.03.




CrenpanaHy monyJIaliu

Ileouampuuna nonynayus
Hswma cvorBetna ynorpeba Ha TALVEY B nenuarpuuHara nomysanus 3a Je4eHUE Ha MYJITUTUICH
MUEJIOM.

Cmapuecka 6v3pacm
He e HeoOX0auMo KOpHUTHpaHe Ha Jo3ata (BK. Todka 5.2).

bvopeuno yepesicoane
He ce npenopbsuBa KOpurupaHe Ha J03aTa IpH MAHEHTH C JIeKa UK YMEPEeHa CTENeH Ha ObOpedHO
yBpexkaane (Bx. Touka 5.2).

Yeproopobno yspedcoane

He ce mpenopbuBa KOpUrUpaHe Ha J03aTta [P MAIMEHTH C JISKa CTETICH Ha Y€PHOAPOOHO YBPEKIaHE
(Bk. Touka 5.2). IMa OrpaHiyeH! JaHHHU WK JMIICBAT JAHHHU MPHU TMAIMEHTH C YMEPCHA HITH TEXKKa
CTEICH Ha YepHOAPOOHO YBpEXKIaHE.

HauwuH Ha npuiioxxeHue

TALVEY e 3a oAKOKHO MPUIIOKEHUE.

Heobxonumusit ooem TALVEY TpsOBa na ce MH)XEKTHpa B ITOJKOXHATa ThKaH Ha KOpeMa
(npeamounTaHo MCTO 3a MHXKeKTHpane). AnrepHatuBHo, TALVEY moxke na ce nHXeKkTupa B
MOJIKOKHATA THKAaH Ha JIPYTH MecTa (Harp. B 6eIpoTo). AKO ca HEOOXOTUMH HAKOIKO HHKEKITUI

TALVEY, te Tps0Ba ia ce MOCTaBAT Ha pa3CTOSHUE HAali-Mako 2 CM eIHa OT Apyra.

TALVEY He Tpsa0Ba a ce MH)KEKTHPA B YYaCTHIIM C TATYHPOBKH WM O€JIe3H WM TaKUBa, KbJETO
KOXaTa € 3a4epBeHa, HACHEHA, YyBCTBUTEIHA, YIITBTHEHA WM € C HapyIlIeHa [ISIOCT.

3a yka3aHusi OTHOCHO paboTaTa ¢ JIeKapCTBEHHS POIYKT MPEH MPUIOKEHHE BUKTE Touka 6.6.
4.3 TIlpoTuBOomOKAa3aHUS

CBpBX4yBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO MJIM KbM HIKOE OT IIOMOILIHUTE BEILECTBA,
n30poeHu B Touka 6.1.

4.4 Chnenuananu nmpeaynpesxaeHus: U NpeAna3sHu MepKH NPU ynoTpeda

IIpocnenumoct

3a Ja ce HOI[O6pI/I mpocCICAMMOCTTA Ha OHOIIOTUYHUTE JICKApCTBCHU MMPOAYKTHU, UMETO U MMAPTUAHUAT
HOMCP Ha MPUIJIOKCHUA TPOAYKT Tpﬂ6Ba SICHO Ja CC 3aI1McBar.

CunapoM Ha ocBoOoxaBane Ha rutoknau (CRS)

CRS, BKJIIOUHTENHO )KUBOTO3aCTpAIIaBaIlX MM PEAKIIUH C JIETAJIEH U3X0/I, MOXE J1a Bb3HUKHE MPH
nanuenTy, noixydaBamu TALVEY (Bx. Touka 4.8). Knunanunute npusHanm u cumnromu Ha CRS
MOJK€ J]a BKIIIOUBAT, HO 0€3 J1a ce OrpaHu4aBart 10 MUPEKCHsl, XUIIOTOHUS, CTYJICHU TPBIIKH, XUTIOKCHS,
r1aBo0OIHe, TAXUKAPAWS U MOBUIIEHN TpaHcaMuHa3M. [loTeHInanHo )KMBOTO3acTpalaBamu
ycnoxkaeHust Ha CRS Moxe /1a BKITIOUBAT ChpjedHa AUCHYHKIHS, OCThP PECTTMPATOPEH ANCTPEC
CHHJIIPOM, HEBPOJIOTHYHA TOKCUYHOCT, ObOpeYHa W/HiIi YepHOAPOOHa HEAOCTATHYHOCT U
JUiceMUHHUpaHa MHTpaBacKylapHa koarynamus (JJUK).

Jlewenunero ¢ TALVEY tps6Ba ga ce 3amoune ¢ Ga3a Ha CTHIIATOBUIHO MTOBUIIIABAHE HA J103aTa, KaTo

Ipeau BCsiKa 103a oT TasM (aza Ha npunarane Ha TALVEY tpsbBa na ce npunarar jekapcTBEHH
IPOAYKTH 3a IpeMeIuKanus (KOPTUKOCTEPOUIU, aHTUXUCTAMUHY U aHTUIIMPETULIH) 32 HAMaJIIBaHe
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Ha pucka ot CRS. Cren npuioKeHUETO MaMEeHTHTE TPsIOBa 1a ce HabmomaBaT choTBETHO. Ha
narnuenTy, kourto ca nomydmin CRS cnen mpenxoanara noza TALVEY, npenu cregBamara mo3a
TpstOBa J1a ce TMPUIIOKAT JIEKapCTBEHH MPOAYKTH 3a ipeMeauKarus (Bx. Touka 4.2).

YyactHunuTe, KouTo ca noiayuunan CRS crenen 3 unm mo-Bucoka Ipu NpenxonHa Tepamus ¢
IIPeHaco4YBaHe Ha T-KJIETKHUTE, ca N3KIIOUEHH OT KIIMHUYHUTE NpoyuBaHusd. He Moxe 1a ce u3KIouu,
ye npeaunieH TeXbK CRS npu T-kneTpuna Tepanus ¢ xumepeH anturened peuentop (CAR) nmmn
JIPYTH aHTXUpaIy T-KIeTKUTe CpefCcTBa MOXKe Ja moBnuse Ha 6ezonmacHocTTa HAa TALVEY.
[loTeHnMaaHKUTE [IOJ3U OT JIEYCHUETO TPsIOBa Aa ObAAT BHUMATEIHO MPETETTICHH CIPSAMO PUCKA OT
HeBposiornuHu crOuTHs 1 TALVEY Tps0Ba na ce npuiiara ¢ moBUIICHO BHUMaHUE TIPH TaKUBa
MAIUEHTH.

[MatmenTute TpsiOBa 1a ce TOCHBETBAT Ja MOTHPCAT JEKapCKa MOMOII, aKO C€ MOSABAT MPH3HALY HIH
cumnromu Ha CRS. Ilpu mbpBu npusHak Ha CRS nanuentuTe TpsOBa Ja ce OLeHAT He3a0aBHO 3a
XOCHHUTANIM3aLUs U TPAOBa Aa ce 3all0yHe JeUSHNE C MOAABPKALIYM IPHKU, TOLMIN3YMa0 1/ UiH
KOPTHUKOCTEPOUIH Bb3 OCHOBA HA TEXKECTTa. YIOTpedaTa Ha MUEIOMIHH PacTeXHHU (pakTopH, 0coOeHO
rpa”yionut/mMakpodar-koiroHunoctumyupa gaxkrop (GM-CSF), TpsdBa na ce u3dsraa no Bpeme Ha
CRS. Jleuenunero ¢ TALVEY Tps6Ba na ce cnpe 10 or3ByuaBane Ha CRS (Bx. Touka 4.2).

Hesposornuna Toxkcnynoct, Bkarounteano ICANS

Cepro3HHU WM KMUBOTO3aCTpalllaBallld IPOSBH HA HEBPOJIOTMYHA TOKCUYHOCT, BKIIFOUNTENHO [CANS,
MOe Ja Be3HUKHAT ciien jtedenne ¢ TALVEY (Bxk. Touka 4.8).

ICANS, BKJIIOYUTENHO pEeaKLUH C JIETaleH U3X0, ca HacThiwiu caef Jeuenue ¢ TALVEY. IlosBara
Ha ICANS moxe na 6b1e enHoBpemeHHO ¢ CRS, cnen or3ByuyaBane Ha CRS nnm mpu oTChCTBHE Ha
CRS. Knnunngnante npusnamm u cumntomu Ha ICANS moske fa BKITIOUBaT, HO HE C€ OTPaHMYABAT 10
CBCTOSIHUE Ha 0OBPKAHOCT, IIOHMKEHO HIUBO HA Ch3HAHUE, JI€30PUEHTAITNS, COMHOJICHTHOCT, JICTAPTHs
u Opagudpenws.

[TanimentuTe TpsiOBa N1a ce HAOIIOABAT 32 MPU3HAIM WM CHMIITOMU Ha HEBPOJIOTUYHA TOKCHYHOCT U
Jla ce JeKyBat He3a0aBHO. [lanmenTHTe TPIOBa 1a Ce MOCHBETBAT Ja MOTHPCIT JeKapCKa MOMOII ITPH
MOsIBa HA IPU3HALM WJIH CUMIITOMH Ha HEBPOJIOTrMYHA TOKCUYHOCT, BKiIouutenHo ICANS. Ilpu nbpBu
MPU3HAK HAa HEBPOJIOIMYHA TOKCUYIHOCT, BKItounTesiHo ICANS, manuenTute TpsiOBa He3a0aBHO J1a ce
OIICHSBAT U JIa C€ OCUTYPSAT MOIBPKAIIM TPUXKH CITOPE]T CTENeHTa Ha TexecT. [lanmenTuTe, KouTo ca
noxyuniu ICANS crenen 2 uinm mo-BUCOKa, TpsiOBa J1a ce MHCTPYKTHPAT Aa OCTaHaT B OJIN30CT 10
nedeOHOo 3aBelleHre U 1a ObIaT HAOII0JaBaHu 3a IPU3HAIM U CUMIITOMH B MIPOIBIDKEHHE Ha 48 gaca
ciien cienpamara go3a TALVEY.

[pu nosisa Ha ICANS u ipyru IposiBY HAa HEBpoOJIOTMYHA TOKCHYHOCT JieueHueto ¢ TALVEY tps6sa
Jla ce OTJIOKH MJIM IIPEYCTaHOBH B CbOTBETCTBUE ChC CTEIICHTA HA TEXKECT, KaTo Ce ClieiBaT
NPENOPHKHUTE 32 OBJIAASIBAHETO MM, KaKTO € MmokazaHo B Tabuuma 4 (Bxk. Touka 4.2).

Hsama nannu 3a ynotpebara Ha TajgkBeTramal mpu narpeHTu cbe 3acarane Ha [ITHC ot muenom mmn
JIpyTrH KIMHUYHO 3HauuMu natosioruu Ha [IHC B pe3ynTar Ha U3KIIOYBAHETO UM OT POYUYBAHETO
nopaau noreHuuansus puck ot ICANS.

[opanu notennuan 3a pp3aukBane Ha [CANS naruenTute TpsiOBa 1a 0BT HHCTPYKTHPAHU JIa
n30sreaT mogupaHe Wik padoTa ¢ MaLIMHU 110 BpeMe Ha (hazaTa CbC CTHIAIOBHIHO OBUIIABAHE HA
J103aTa U B IPOJbJDKEHUE Ha 48 yaca cje]] 3aBbpILIBAaHETO I, KAKTO U B ClIydai Ha HOBa I10s1Ba Ha
HEBPOJIOTUYHH CUMIITOMH, JI0 OT3BY4aBaHETO UM (BXK. Touka 4.7).

Osnaossarne Ha HeBPONO2UUHAMA MOKCUYHOCT

IIpu bpBY MPU3HAIIM HA HEBPOJIOTHYHA TOKCUIHOCT, BKItouuTetHO I[CANS, TpsOBa m1a ce nma
IPEeIBH] HEBPOJIOTUYHA OlLleHKa. TpsA0Ba na ce N3KIoYaT JpyTy NPUYUHU 32 HEBPOIOTUYHUTE
cumnromu. [Ipunoxenuero Ha TALVEY 1ps0Ba na ce oTiioxu 10 0T3By4aBaHe Ha HeKelaHaTa
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peakius (Bk. Tadnuua 4). [Ipu Texka WK )KUBOTO3acTpalliaBalila HEBPOJIOIHYHA TOKCHIHOCT TPsiOBa
Jla ce OCUTYPST WHTCH3WBHU IPUKH U MOJIbPIKAINA TEPAITHsl.

Opayiia TOKCUYHOCT

OpaiiHa TOKCUYHOCT, BKITFOUYUTEITHO JUCTEY3Hsl, CYX0Ta B ycTara, Tuc(arusi i CTOMaTHT, ce TOsBsBa
MHOTO0 vecTo cien jeueHre ¢ TALVEY (k. Touka 4.8).

[TanuenTure TpsiOBa na ce HaOIrONABAT 32 IPU3HALM M CUMIITOMU Ha OpajiHa TOKCUYHOCT.
[TaumenTute TpsiOBa na OBbAAT MOCHBETBAHU /1A TOTHPCAT MEIUIMHCKA TOMOII TIPH MTOSIBA HA
IIPU3HALY WX CUMIITOMU Ha OpajiHa TOKCUYHOCT U JJa UM CE€ OCUTYPST MOJABbPKAIIUA [PHKU.
ITopabpxkalmuTe rPHKA MOXKE J1a BKIIFOYBAT CPEICTBA 3a CTUMYJIMPAHE HA CalUBalUATa, CTEPOUIHI
CpeZcTBa 3a MPOMHUBAHE HA ycTaTa iU KoHCynTaus ¢ nueronor. Jleuenneto ¢ TALVEY TpsioBa na
ce MPEKbCHE UITK J]a C€ OOMUCITH MO-PSAKO MpHiIaraHe (BK. Touka 4.2).

C TedeHre Ha BpEMETO MOXE J1a HACTBITH oce3aeMa 3aryba Ha Terio (Bx. Touka 4.8). [IpomsHaTa B
TETJIOTO TPsIOBa J1a ce Mpocie/siBa peloBHO MO BpeMe Ha TepanusaTta. KiimHu4Ho 3HaunMata 3aryba Ha
Terno TpsoBa ga 0b1e AombIHUTENHO orieHeHa. Jleuenneto ¢ TALVEY TpsiOBa na ce mpekbcHe Wit
J1a ce OOMHUCITH TO-PSAAKO mpuiiarane (Bx. Touka 4.2).

Cepuo3nu uHd ek

Cepro3H HHPEKIHH, BKIIOYHTEIHO KUBOTO3aCTPAILIABAIIY HIIH JICTATHU HHPEKINN Ce ChOOIaBat
npu naienTy, noiaydasamy TALVEY (Bx. Touka 4.8). [lanuenture TpssoBa na ObaaT HaOI0JaBaHH
3a MpU3HAIM U CUMIITOMH Ha HHGEKIUs npean u o Bpeme Ha siedenne ¢ TALVEY, u na ce nexyBat
no noaxonsi HauuH. [IpodunakTnynn aHTUMUKPOOHM cpencTBa TPsiOBa Aa ce mpuiarar B
chOTBETCTBHE ¢ MecTHUTE YKa3aHus. TALVEY He Tps0OBa fa ce mpuiara npy NalydeHTH ¢ akKTUBHA
cepro3na uadexims. TALVEY TpsiOBa 1a ce OTII0kHM KakTo € yka3aHo (Bk. Touka 4.2). [Tanuenture
TpsiOBa J1a ObIAT MHCTPYKTUPAHH Jia MOTHPCAT JEKapCcKa IMOMOIL, aKO € TOSBAT IPU3HALM WIH
CHUMIITOMH, MPE/IIoaraiiy Han4rue Ha HH}peKus.

XunoramarioOyInHeEMUs

XunoraMmariao0ynHeMus ce ChoOmaBa mpy manueHTH, momydasani TALVEY (k. Touka 4.8).
Hugara Ha nmyHOTIIOOY IMHUTE TPsIOBa 1A ce mpociieAsBar mo Bpeme Ha jedeHue ¢ TALVEY.
HHTpaBeHO3Ha WM TIOAKOKHA TEPAIUs C UMYHOIJIOOYJIMHH € W3I0JI3BaHa 3a JICUEHUE Ha MallUeHTUTE
¢ xunoramarjaooynmHemust. [laienTure TpsOBa 1a ce JeKyBaT B ChOTBETCTBHE C YKA3aHHUATA HA
NeueOHOTO 3aBeJICHNE, BKITFOUUTEITHO TIPE/INIa3Hu MEPKH Cpelry HHOEKIHs, aHTUONOTUYHA HITH
AQHTHBUPYCHA NPO(HIAKTHKA, U IPUIOKEHUE HA 3aMECTUTEIIHA TEPAITUsl ¢ UMYHOTJIOOYJIMHHU.

! | HUTOINICHUH

[Ipu nauuentu, noyuaBaiu TALVEY, ca HabniogaBaHu CBBbP3aHU C JIEUCHUETO HEYTPOIICHHUS
creneH 3 wiu 4, peOpuiiHa HeyTPOIIeHUs U TpoMOoLuTOoNeHus. [1o-rojisiMaTa 4acT OT [IUTOTICHUUTE
BB3HHUKBAT npe3 mbppBute 8 10 10 cenmuny. [IvnHa KpbBHA KapTHHA TPIOBa Ja ce MPOcCiesBa B
HAYaJI0TO U NEPUOANYHO 110 BpeMe Ha JieueHreTo. TpsiOBa 1a ce OCUTypsAT MOATbPKAIIN TPHKH
CBITIACHO YKa3aHMITa Ha MECTHOTO JIe4eOHO 3aBEICHHE.

[ManuenTuTte ¢ HEyTpoTeHUs TPsiOBa Jla ce HaOoqaBar 3a npu3Hany Ha nadeknus. [Tpu
HeoOxoaumoct Jieuenneto ¢ TALVEY tpsOBa ga Ob/ie mpeycTaHoBeHO (BXK. Touka 4.2).

Koxuu peakimn

TALVEY moxe fa npeau3BUKa KOKHU PEAKINH, BKIIOYUTEIHO 00PUB, MaKyJIO-TIAITYJI03€H 0OpHB,
epHuTeM, EpUTEMATO3eH OOPHB, KAKTO M HAPYIICHHUS Ha HOKTUTE (BXX. Touka 4.8). KoxauTe peakmum,
BKJIIOUUTENIHO PAa3BUTHETO Ha 0OpHBa, TPsAOBaA 1a ce HAaOIr01aBaT 3a OCUTYPSABaHE HA MHTEPBEHIIMUA Ha
paHEeH eTal | JiedeHne ¢ KopTUKocTepouan. [Ipu cremneH 3 wiu mo-BUCOKA, HITH BJIOIIaBaHE HA OOPUBH
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creried | um 2 TpsAOBa a ce MpuiIaraT u MepopatHu cTrepouan. [Ipu KOKHA peakItui, KOUTO He ca
CBBP3aHH ¢ OOpUBH, MOXE Ja c€ OOMHUCITH IIPOMSIHA Ha qo3ara (Bxk. Tabmuma 5).

[Tpu xoxHM peakunu u Hapyiienus Ha HoktuTe TALVEY Tps0Ba na ce cnpe B 3aBUCUMOCT OT
TEKECTTA U JIa CE CIIeBAT YKa3aHHUATA Ha JICYeOHOTO 3aBe/IcHUE (BXK. TOUKa 4.2).

Bakcunu

WMyHHHAT OTTOBOP KbM BaKCHHHU MOXe J1a Ob1e HamaneH npu npuinoxenne Ha TALVEY.
be3omacHocTTa Ha UMYHH3alUATA C )KUBU BUPYCHH BaKCHHU 110 BpEME Ha WIIU CIIEN JIEUEHHE C
TALVEY He e npoyuBaHa. BakcuHupaHe ¢ ’K1BH BUPYCHU BaKCHHU HE C€ MPENopbuBa B
MPOABIHKEHNE Ha Hal-MaJIKo 4 CeIMUIU MPEAN HA4aIo0TO Ha JIEYEHUETO, IO BPEME Ha JIEYEHUETO U
HIOHE 4 CeMMILIH CTIe]l HETO.

3a Heo4YaKBaHa EKCIIO3UIIMS 110 BpeMe Ha OPeMEHHOCT BHKTE Touka 4.6.

JKenu ¢ gerepoieH NOTEHIMAN/ KOHTPALEIIIHS

[Mpenu 3anouBane Ha neyenne ¢ TALVEY npu skeHu ¢ IeTepoAeH NOTeHInal TpsiOBa 1a ce MpoBepu
CTaTyca [0 OTHOIIEHHE Ha OpeMeHHOCT. JKeHuTe ¢ pernpoayKTHBEH HOTeHLMAl TPpsiOBa 1a U3M0I3BaT
e(eKTHBHA KOHTpALIETILKS 110 BpeMe Ha JICUYCHHUETO U B IPOIB/DKEHUE Ha 3 Mecela Clie ocIeqHaTa
no3za TALVEY (Bx. Touka 4.6).

IToMomHM BentecTBa

To3u JekapcTBeH MPOAYKT ChAbpxka 1o Manko ot 1 mmol narpuii (23 mg) Ha 103a, T.e. MOXe Ja ce
Ka)ke, 4e TPAKTUIECKH HE ChABPKA HATPHUII.

45 BzamMmopeiicTBHe ¢ IPYTrHU JeKAPCTBEHM MPOAYKTH M APYTH (JOpMH Ha B3aNMo/eiicTBHe
He ca npoBexnanu mpoy4BaHus 3a B3aUMOJIEHCTBUSATA.

TankBeTamad npeau3BUKBa 0CBOOOXK1aBaHEe HA LIMTOKMHM (BXK. Touka 5.1), KOUTO MOrar Jia moTHUCHAT
akTuBHOCTTa Ha utoxpoM P450 (CYP) eH3umute, KaTO OTEHIMAIHO TOBA BOAH J0 TIOBHIIIEHA
ekcriosuis Ha cyoctpatute Ha CYP. Haii-BHCOK pUCK OT JIeKapCTBEHO B3aMMOICHCTBUE CE€ OYaKBa Ja
BB3HUKHE OT HA4YaJ0TO Ha (ha3aTa Ha CTHIIAJOBH/IHO MMOBUIIIABAHE HA J03aTa Ha TajkBeTamad J0 9 nHu
cJIell TbpBaTa TepareBTUYHA 7033, KakTo u 1Mo Bpeme Ha u ciiexy CRS (Bxk. Touka 4.4). HabnronaBarite
332 TOKCHYHOCT WJIM KOHLIEHTPALMUTE Ha JIEKapcTBEHH NPoayKTH, cyoctpatn Ha CYP (mamp. CYP2C9,
CYP2C19, CYP3A4/5, CYP2D6), npu KOUTO MUHUMAIHH TPOMEHH B KOHIIEHTPAI[MITa MOTaT J1a
JIOBEJIAT JIO CEPUO3HU HEeXKeIaHu peakinu. Jlo3aTa Ha ChITBTCTBAIIUTE JIEKAPCTBA, KOUTO ca CyOCcTpaTu
Ha CYP (mamp. CYP2C9, CYP2C19, CYP3A4/5, CYP2D6), TpsibBa na ce kopurupa npu
HEOOXOIMMOCT.

4.6 @epTHANTET, O)PEeMEHHOCT H KbpMeHe

Kenu ¢ gerepojcH HOTeHHI/IaH/KOHTDaHeHHI/ISI IpHu XKECHHU

[Ipenu 3anouBane Ha neuenne ¢ TALVEY npu skeHU ¢ 1eTepojieH NoTeHIUa TpsiOBa 1a ce MpoBepu
CTaTyca I10 OTHOIIEHUE Ha OpPEeMEHHOCT.

JKenu ¢ nereponieH noTeHMan TpsOBa a M3MOI3BAT ePEeKTUBHA KOHTPALIEIIIH 110 BpeMe Ha
JIeYCHUETO U B IPOIBJDKEHHE Ha 3 Mecena cien mociensaara go3a TALVEY.

Bbpemennoct

Jluncear uiu MMa OrpaHU4eHu AaHHU oT yrnoTpedara Ha TALVEY npu OpeMeHHM KeHH WU JaHHH
TIPH )KMBOTHH 32 OIIEHKA Ha pucka, cBbp3ad ¢ TALVEY, npu 6pemennoct. U3BectHo e, ge IgG
MIPEeMHUHABAT Mpe3 TUIANIEHTATa ITPH X0pa CJell IbPBUS TPUMECTHP Ha OpeMeHHOCcTTa. [Tlopaau ToBa
TamkBeTaMab MMa MOTCHIIMAT Ja c€ MpeaaBa OT Maiikara Ha pa3BuBamus ce ¢peryc. Edhexture Ha
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TALVEY Bbpxy pa3BuBaiius ce peryc ca HemzBectH. TALVEY He ce npenopbuBa pu OpeMeHHH
JKEHH WJTH TIPH JKEHU C JeTepPOIeH MOTSHIINAN, KOUTO HE U3ITOJI3BAT KOHTPATISTIIIHS.

Axo TALVEY ce npunara no Bpeme Ha OpeMEHHOCT, MOKeE JIa c€ OYaKBa HamMaJieH UMYHEH OTTOBOP

KbM BaKCHHUTE MPH HOBOpoieHUTe. ClienoBaTeTHO BAKCHHAIIMUTE Ha HOBOPOJACHUTE C KUBU
BakcWHH, KaTo HanmpuMep bIDK Bakcura, TpsOBa ma ce oTokat 10 4 CeIMMUIIH.

Kspmene
He e uzBecTHO nanu tankBeramad ce ekCKpeTupa B Kbpmara Tbit kato noteHunansT Ha TALVEY 3a

CEPUO3HU HEKEIAHU PEaKIuU MPU KbpMadeTa He € U3BECTEH, MAIMEHTKUTE HEe TPSAOBA J1a KbPMSAT 10
BpeMe Ha yiedeHneTo ¢ TALVEY u B mpoabibkeHHe Ha MTOHE 3 Mecela cie] MociIeIHaTa 103a.

deprunurer

JlunicBaT naHHU 3a eexrta Ha TajdkBeTaMad BbpXY peprunureTa. B mpoyuBaHus pu )KUBOTHH HE ca
OLICHSIBaHM €(PEKTHUTE HA TATKBETaMald BbPXY (EePTUINTETA IPU MBKKHUTE M KEHCKUTE KUBOTHH.

4.7 EdexTu BbpXy crniocodHOCTTa 3a modupaHe 1 padoTa ¢ MAIIUHA

TALVEY mnoBnusBa B 3HAYUTEIHA CTEIICH CIOCOOHOCTTA 32 mopupaHe U padoTa ¢ MalIuHU.

[Topanu motenmuana 3a ICANS naruenture, nonydasamu TALVEY, ca u3noxkeHu Ha pUCK OT
MOTUCHATO HUBO Ha Ch3HaHUE (BXK. TouKa 4.4). [lanuenTure TpssOBa aa ObJIaT HHCTPYKTUPAHU 1
n30sTBat modupane U padoTa ¢ MalllMHA TI0 BpeMe Ha U B MPOIbJDKeHne Ha 48 Jaca cien
3aBBPIIBAHETO Ha (pazaTa Ha CTHIIAJOBUAHO MIOBUIIABAaHE HA J103aTa (BXK. TOUKa 4.2), KAKTO U B CIIy4ai
Ha HOBA IMOSBa Ha HEBPOJIOTHYHH CUMIITOMH, JI0 OT3BY4aBaHE HA CHMITOMHTE.

4.8 Hexenanu JeKapcTBeHH peaKIHu

0O0600mmenre Ha npoduia Ha 6€30MaCHOCT

Haii-gectute nexenanu peaxiun ca CRS (77%), mucreysus (72%), xumoramarno0ynuaemust (67%),
HapyIeHne Ha HoKtuTe (56%), MycKyiHo-ckeneTHr 0onku (48%), anemus (47%), KOXKHU HapyLICHUSI
(43%), ymopa (43%), mHamainieHo terio (40%), oopus (39%), cyxota B yctara (36%), HeyTpoTnieHus
(35%), mupexcust (33%), kceposa (32%), TpomoOoruTonieHus (30%), nHDEKIUI Ha TOPHUTE TUXATEITHH
meTuia (29%), mumbonenus (27%), nucharus (24%), muapus (25%), cepbex (23%), kanuiuia
(23%), 6onka (22%), Hamanex anetut (22%) u rnaBodosue (20%).

CepHo3HHTE HEXXEIaHHU PEAKIIMU, ChOOIICHH ITPpH naiueHTure, Bkirouat CRS (13%), nupekcus (5%),
ICANS (3,8%), cencuc (3,8%), COVID-19 (3,2%), 6akrepuanna uadexius (2,4%), MHEBMOHUSI
(2,4%), BupycHa undexnus (2,4%), Heyrponenus (2,1%) u 6onka (2,1%).

Haif-gyectute HE)KETaHU peaKIlNK, BOJCIIH 10 MpeyCcTaHOBsBaHe Ha edeHueTo, ca ICANS (1,1%) u
HamajeHo tero (0,9%).

CuchbK Ha HE)KEJIAHUTE pPCaKnu B TabInueH BUJL

besonacHoctra Ha TALVEY € onenena npu 339 Bp3pacTHM MAMEHTH C pELUANBHPAIT WIN
pedpakTepeH MyJITUIUICH MAEJIOM, BKITFOUUTEITHO MalueHTH, JekyBanu ¢ TALVEY npu
MPENopBUNTENTHATA CXeMa Ha IIPIIaraHe che WM 0e3 MmpeiecTaa Tepanws ¢ mpeHacouBane Ha T-
kieTkute B MonumenTAL-1. Menuanara Ha poIbIDKUTEITHOCTTA Ha JiedeHueTo ¢ 7,4 (auamazon: 0,0
1o 32,9) mecera.

B Tabuuiia 7 ca 000011eHN HeXKeTaHUTE PEaKIiK, ChOOIIEHHU PHU MAllMEHTH, KOUTO MOJydYaBaT

TALVEY. [lannure 3a 6e3omacHoctta Ha TALVEY ca orieHeHM U B TOMyJIausaTa Ha BCUYKA
nexkyBanu (N=501), kaTo He ca yCTaHOBEHHU JOMBIHUTEITHNA HEXKEITAHA PEaKITHH.
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Hesxenanute peakunu, HaOMI0JaBaHK IO BpeMe Ha KIIMHUYHH IPOYYBaHUs, ca H30POSHH T0-/I0JTy TI0
KaTeropusi 1o yectora. Kareropuure mo 4ecToTa ca ONpe/IeiecHH KakTo cieiBa: MHOTO yecTH (>1/10),
gyectu (>1/100 mo <1/10), vewectu (=1/1000 mo <1/100), penxu (>1/10 000 mo <1/1 000), MHOTO
penku (<1/10 000), ¢ Hen3BecTHA YecTOoTa (0T HAIMYHKUTE JaHHU HE MOJXKe Ja Oblie HalpaBeHa
olleHKa). B pamMkuTe Ha BCsiKa KaTErOpus MO Y€CTOTa HEKEIAHUTE PEAKIHU ca TPECTAaBCHH B
HHU3XOJSII PEJI [0 OTHOILICHUE Ha CEPHO3HOCTTA.

Tadanna 7: Heskenanu peakuuu Npu NalHEHTH ¢ MYJITHILIEH MHueJIoM, JiekyBann ¢ TALVEY B
MonumenTAL-1 (N=339)

Karteropus no Besika Crenen 3
CucreMo-oprateH Kjiac 4yecToTa cTeneH uiu 4 (%)
Hesxenana peaxims (%)
Nudpexnun u undecranumn
bakTtepnanHa HHGEKIHs MHOro0 4ecTH 40 (12%) 11 (3,2%)
MHUKOTHYHA HHDEKIHS MHOro0 4ecTH 39 (12%) 1 (0,3%)
COVID-19™ MHoro 4ecTu 63 (19%) 10 (2,9%)
WH}peKIHs Ha TOPHUTE JUXATEIHN METHINA MHOro0 4ecTH 98 (29%) 7 (2,1%)
Cencuc™ Yectr 15 (4,4%) 14 (4,.1%)
ITHEeBMOHHS Yectr 23 (7%) 11 (3,2%)
Hapyuienusi Ha KpbBTa U JuM@HATA cUcTeMa
HeyTtponenus™ MHOro0 4ecTH 120 (35%) 104 (31%)
Anemus” MHOro0 4ecTH 158 (47%) 99 (29%)
TpoMOOUHTOIICHHS MHOro0 4ecTH 101 (30%) 71 (21%)
Jlumdonenus MHOro0 4ecTH 91 (27%) 83 (25%)
JleBKomeHust MHOr0 4ecTH 62 (18%) 38 (11%)
DebpriiHa HEYTPOIICHHUS Yectu 7 (2,1%) 7 (2,1%)
Hapyimenusi Ha IMYHHATA CHCTEMA
CunapoM Ha 0CBOOOXK/IaBaHE HA IUTOKHHU MHoro vecTu 260 (77%) 5 (1,5%)
Xunoramarno6yauHeMus? MHoro JecTtn 227 (67%) 0
Hapymenusi Ha MeTa00JIM3Ma M XpaHEHETO
Hamasen anerut MHoro vecTu 76 (22%) 4 (1,2%)
XunokaniueMust MHoro vecTu 55 (16%) 12 (3,5%)
Xunopocharemus MHoro vecTu 49 (15%) 21 (6%)
Xunomarse3uemus MHoro vecTu 35 (11%) 0
HapymieHusi HA HePBHATA CHCTEMA
CHHAPOM Ha HEBPOTOKCHYIHOCT, CBHP3aHa C
UMYHHHTE €(EKTOPHHU KIETKH MHoro vecTu 26 (10%) 6 (2,3%)
Ennedanonarus® MHoro vecTu 36 (11%) 0
I'maoGomue” MHoro vecTu 69 (20%) 2 (0,6%)
MortopHa juchyHKus’ MHoro yecTn 38 (11%) 2 (0,6%)
3amasiHoCT MHoro yecTn 42 (12%) 8 (2,4%)
CeH30pHa HEBPOIIATHUS® MHoro uecTn 34 (10%) 0
PecniupaTopHu, rpbAHN M MeTUACTUHATHU
HApYIIEHHS
Kamumima” MHoro 4ecTu 78 (23%) 0
Jucnues® MHoro 4ecTu 39 (12%) 5 (1,5%)
Opanna 6omka” MHoro uecTu 42 (12%) 0
CToMAaIlHO-YpeBHH HAPYIIEHHSI
Jucreysus?’ MHoro gectu 245 (72%) 0
Cyxora B ycraral MHoro 4yecTu 122 (36%) 0
Jucdarust MHoro0 YectTu 82 (24%) 3 (0,9%)
Juapust MHoro uecTu 84 (25%) 4 (1,2%)
Cromarur® MHoro uecTu 67 (20%) 4 (1,2%)
lanene MHoro yectn 64 (19%) 0
3amnex MHoro yectn 61 (18%) 0
Kopemna 6omka” MHoro uecTu 35 (10%) 1 (0,3%)
IoBpbliane MHoro yectn 34 (10%) 2 (0,6%)
HapyimeHusi Ha KOXKaTa H MOJKOKHATA ThKAH
O6pus” MHoro uecTu 132 (39%) 12 (3,5%)
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Hapyiuienue Ha koxara MHoro yecTn 145 (43%) 0
Kceposa® MHoro decTtu 109 (32%) 0
Coppoex MHoro yecTn 79 (23%) 1 (0,3%)
Hapymienue Ha HOKTHTE MHoro yecTn 191 (56%) 0
Asonerus Yectu 30 (9%) 0

HapyumeHusi Ha MyCKYJIHO-CKeJIeTHATA CHCTeMAa H

CheIMHUTEHATA ThKaH
MycCKyJIHO-CKeJIeTHA GOoJIKa MHoro yecTn 164 (48%) 12 (3,5%)

OO0 HapyeHusi M e)eKTH HA MSICTOTO Ha

NMPHJI0KEHH e
Vmopa” MHoro yecTn 147 (43%) 12 (3,5%)
HamaneHo terno MHoro yecTn 134 (40%) 11 (3,2%)
IMupekcus” MHoOro 4ecTu 113 (33%) 6 (1,8%)
Bonka” MHoro yecTn 76 (22%) 7(2,1%)
Otox!? Mtuoro uectu 59 (17%) 0
Peakiys Ha MSCTOTO HA MHKeKTHpaHe! MHoro 4ectu 45 (13%) 0
CTyzseHH TPBIKH MHoro yecTu 39 (12%) 1 (0,3%)
HamaneHnu croitHocTH Ha QUOpPHHOTEH MHoro yecTu 52 (15%) 12 (3,5%)
Yawmxeno aPTT MHoro decTtu 49 (15%) 0
IToBuIlIeHHE HA TpaHCAMHHA3UTE Muoro uectu 48 (14%) 12 (3,5%)
IMosumeno INR MHoro decTtu 47 (14%) 1 (0,3%)
[oBuieHa rama raytaMmuiTpanchepasa MHoro yecTu 36 (11%) 16 (4,7%)

Hesxenanute peakuun ca kogupanu npu usnoiassane Ha MedDRA Bepcust 24.0.
B CTCAE v4.03 MakcuMasiHaTa CTENeH Ha TOKCHYHOCT 32 JUCrey3Hs € 2, MaKCUMallHaTa CTEIIeH Ha TOKCUYHOCT 3a CyXOTa B ycTara

-
+

*

#
1

10

11

12

e3.
I'pynupan TepMun
Bxarouen/u neranen(Hu) u3xon(u)

Kp’bBOPBIH/IB'bT BKJIIOYBa KPbBOU3JIUB B KOHFOHKTUBHUTE, CIUCTAKCUC, XEMATOM, XEMATypusl, KPbBOU3JIUB B JOJIHUTE OTACIA HA
CTOMAIIHO-YPEBHUA TPAKT, nepnopGMTaneH KPBBOU3JINB, NIETEXUHU, PEKTAJICH KPBBOU3JIUB, Cy6ﬂypaH€H XEeMaTOM U BarnHaJICH

KPBbBOU3JIUB.

Xwuroramario0yJIHHEMHS BKIIFOYBA XAIIOraMarioOy IMHEMUs W/ AaleHTH ¢ labopatopHu HuBa Ha IgG mox 500 mg/dl cnex

JIeYeHHE C TATKBETaMao.

EnnedanonarusaTa BKIIIOYBa aXUTalWs, aMHe3us, adasnst, 6paaudpenns, CbCTOsHIE Ha 00bPKAHOCT, ICIHP, A€30PUCHTAIIHS,
eHIedanonaTus, XaTIOUHALNS, JISTapTHs, Pa3CTPOHCTBO Ha ITaMeTTa, 0e3MOKOHCTBO, HAPYIICHNE Ha CHHS H CHHIMBOCT.

MortopHata AuC(yHKIHs BKIIFOYBa Aucrpadus, 1ucoHns, HapyIIeHHe Ha MOXO0/KaTa, MyCKYJIHH CIa3MH, MyCKYJIHa CJIaboCT 1

Tpemop.

CeH30pHaTa HEBPOIIaTHs BKIIIOYBA TU3ECTE3U, XUITOCCTE3U, OpaJIHa XUIIOECTE3U, HEBPAJIT U, nepncbepl—ra CE€H30pHa HEBpOIaTH:,

UIIHAC H BeCTUOYIapeH HEBPOHUT.

I[PICHHCH BKIJIIOYBa OCTpa AUXaTejIHa HEAOCTATbYHOCT, AUCITHES, TUCITHES IIPH YCHIINE, TUXAaTEIIHA HEAOCTATBYHOCT U TaXUITHES.

I[Mcreymma BKIIIOYBa arcysus, JUCTCYy3Usl, XUIIOI€y3Hs U HapyIICHUE Ha BKYyCa.

CTOMAaTHT BKIIFOUBA XEHIIUT, TIIOCUT, TIIOCOIMHUSI, pa3si3BsBaHe Ha yCTarta, OpalieH JUCKOM(OPT, epUTEM Ha yCTHATA JINTaBHIIA,
opasiHa 00JIKa, CTOMATHUT, TIOJYT €3MK, TUCKOM(OPT Ha e3HKa, ePUTEM Ha €31Ka, OTOK Ha €3HKa U pa3s3BsBaHE Ha €3UKa.

Kcepo3zara BKIII0UBa CyX0Ta B OYHTE, CyXOTa Ha KOJKaTa U KCepo3a.

OTOK BKIJIFOUBa 3aJI[pbKKa Ha TECYHOCTH, OTOK Ha BEHIIUTE, XUIIEPBOJIEMHS, OTOK Ha CTaBUTE, OTOK Ha YCTHUTE, OTOK, nepmi)epeH

OTOK, IEpHOPOUTANICH OTOK, TepU(EPEH OTOK U MO TyBaHe.

Peakuust Ha MACTOTO Ha MH)KEKTHPAHE BKIIFOYBA AUCKOM(OPT Ha MSICTOTO Ha HHXXCKTHPAHe, EPUTEM Ha MSCTOTO Ha MHIKEKTHPAHE,
KPBBOM3JIMB HA MSCTOTO Ha MH)KEKTHUPAHE, Bh3MaJICHHE Ha MACTOTO Ha MHKEKTHPAHe, IPa3HEeHEe Ha MSCTOTO HA HH)KEKTHPAHE, IUIaKa
Ha MSCTOTO Ha HHXKEKTHpPaHe, ChpOek Ha MACTOTO Ha MHKEKTHPaHe, 0OPHB Ha MSACTOTO Ha MHXKEKTHPAHE U PeaKIHsi Ha MACTOTO Ha
HH)XEKTHpAHE.

ToBuiaBaHeTo Ha TPAaHCAMUHA3UTE BKIIFOYBA ITOBHIIICHA allaHHH aMHHOTpaHc(epasa, IIOBHILCHA acapTaT aMiHHOTpaHchepasa u
MOBHUIIIEHN TPAHCAMUHA3H.

Omnucanue Ha I/I36DaHI/I HCEXCIIaHU pCaKIINn

Cunopom na oceobodicoasarie Ha YUMOKUHU

B MonumenTAL-1 (N=339) CRS ce nabmozaasa npu 77% ot nanuentute. [loBedeTo cr0uTHs ca
crenieH 1 mimm 2, kato crereH 3 ce HaOmonasa npu 1,5% ot manuenTure. TpupeceT u eUH MPOLEHTa
(31%) oT manmeHTHTE UMAT MOBEYE OT €AHO chouTHe, cBbp3aHo ¢ CRS. [loBedero crbuTus
BB3HHUKBAT 110 BpeMe Ha (ha3ara Ha CTHIIAIIOBUIHO TIOBUIIABaHe Ha qo3ara cien moza 0,01 mg/kg
(29%), noza 0,06 mg/kg (44%), no3a 0,3 mg/kg (3a mareHTH, KOUTO ca MOJyYaBaIU ABYCCAMUYHA
[Ha BCekm 2 cenmunn] mo3a; 33%) ninu HayanmHaTa TeparneBTudHa 103a (0,4 mg/kg [30%] unu

0,8 mg/kg [12%]). [To-manko ot 4% oT chOuTHATa, cBBp3anu ¢ CRS, HacThIBAT OT ceMuna 5
HATaThK; BCUYKU CHOUTHS ca cTeneH 1. Menuanara Ha BpeMeTo 10 nosieata Ha CRS e 27 yaca ot
nmoclieHaTa 103a, 91% oT crOuTHATa HACTHIIBAT B paMKUTe Ha 48 Yaca OT mocieHara 03a, a
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MeJraHaTa Ha MPOIb/DKATENHOCTTa € 17 gaca. Tounnmsymad, KOpTHKOCTEPOUAN U TOIIIN3yMad B
KOMOHMHAINS C KOPTUKOCTEPOUIH ca M3Moia3Banu 3a euenrne Ha CRS nipu crotBeTHO 39%), 5% 1 3,5%
ot ciydaute Ha CRS. Knunnunure npusnainuy u cumntomu Ha CRS Moke J1a BKIIIOUBAT, HO HE CE€
orpanuuaBat A0 nupekcus (76%), xunoronus (15%), ctyaenn tpunku (12%), xunoxcus (7%),
rmaBobonme (4,7%), Taxukapaus (5%) v MOBUIIIEHU TpaHCAMHUHA3H (acmapTaT aMHHOTpaHchepasza
[1,5%] n anaruu amunOTpanchepasa [0,9%]).

Hesponozuuna moxcuunocm

B MonumenTAL-1 (N=339) ce0utust Ha HEBpPOJIOTHYHA TOKCHYHOCT ce choOImasar mpu 29% ot
nauuenture, noryyasau TALVEY. CrOuTHATa Ha HEBPOJIIOTHYHA TOKCHYHOCT ca cterneH 1 (17%),
creneH 2 (11%), crenen 3 (2,3%) wiu creneH 4 (0,3%). Hali-uecto cho0I111aBaHOTO CHOUTHE Ha
HEBPOJIOTHYHA TOKCUIHOCT € TiaBodomue (9%).

ICANS ce crobmaBa camo BB @aza 2 B MonumenTAL-1. Ot 265 nauuentu BB ®aza 2 ICANS
BB3HUKBA 1IpH 9,8% (n=26) ot manuentute. [loBeuero crbutus ca crenen 1 uiu 2, kato crerneH 3 u 4
ce Habmoxasa npu 2,3% ot nanuenture. Haii-uecto cpobuiaBannte knuanaHy npossu Ha ICANS ca
chcTosiHue Ha oObpkBane (3,8%), nesopuenranus (1,9%), comHonentHoct (1,9%) U MOHMKEHO HUBO
Ha cb3HaHue (1,9%). lllectnecer n ocem npomenTa (68%) ca momyunu eqHoBpemMerHo CRS (o
BpeMe Ha WIK B paMKuTe Ha 7 AHU cien or3BydaBaHe Ha CRS). IIpu tpu npouenra (3%) ot
MalnpueHTUuTe ce HabrogaBa moseue oT eaHo croutre Ha ICANS. OcBen ToBa, B MonumenTAL-1 ce
cbobmaBa egHo crouTHe ¢ neraneH u3xon ¢ ICANS. Ioseuero nanuentn ca nomyunian ICANS o
BpeMe Ha (ha3ara Ha CTHIIAIIOBUIHO TOBHIIIABaHe Ha jo3ara ciex go3a 0,01 mg/kg, moza 0,06 mg/kg
WM HavajHaTa TepaneBTuyHa jgo3a (0,4 mg/kg u 0,8 mg/kg) (o 3% Bcsika). MeauaHaTa Ha BpEMETO
1o Hadasoto Ha ICANS e 28 yaca ot nocieanata 103a, 68% 0T CHOUTHSATA ca 3aOYHAN B PAMKHTE
Ha 48 Jaca ot mocaeaHaTa 103a, 32% oT crOuTHsTA ca 3armoYHalIH cien 48 Jyaca, a MeIraHaTa Ha
npoabpkuTenHocTTa Ha ICANS e 9 gaca.

Opanna mokcuunocm

In MonumenTAL-1 (N=339) 78% oT namueHTiTe UMaT ChOUTHS OT CTENeH | WK 2, KaTo ChbOUTHS OT
crerneH 3 Bb3HUKBAT IpH 2% oT narueHTuTe. ChOUTHATA HA OpaTHa TOKCUYHOCT BKJIFOYBAT
CHOOIIIEHHS 3a JIUCTEY3HUs, CyX0Ta B ycTara, 1uc(arus U CTOMaTHT.

Cepuosznu ungexyuu

B MonumenTAL-1 (N=339), nuadekuuu ot creneH 3 unu crerneH 4 Bb3HUKBAT npu 19% ot
MAIMEeHTHTe; MHPEKINH C JIETAIeH U3X0]] Bb3HUKBAT 1pH 1,5% ot manmenture - COVID-19
MTHEBMOHUS, MUKOTHYEH CETCHUC, MH(PEKINS U cenTuieH mok. Hail-uecto crobmiaBanara (> 2%)
uHpeKknys cTeneH 3 win 4 ¢ nHeBMonus. debpuiHa HeyTporieHus ce HabmoaBa npu 1% ot
nanueHTuTe, kato npu 1,2% ce HabOr0AaBa cepro3Ha GpeOpuiiHa HeyTporneHus. Bukre Touka 4.4 3a
yKa3aHHs 33 HAOJIOJICHHE U JICUCHUE.

Xunoeamaenobynuremusi

Croitroctr Ha IgG cnen u3xomunoto HuBo 1o 500 mg/dl, choTBeTCTBaIN Ha
XUINOraMario0yIMHEMUs, ce ChoOIaBat npu 64% OT MalMEeHTHUTE, JICKYBaHU C TaJlKkBeTamad mpu
cxema Ha siederue 0,4 mg/kg cenmudno, pu 66% OT narMeHTuTe NpHu cxema Ha nedenune 0,8 mg/kg
Ha JIB€ CeMHIU U TpH 71% OT ManueHTUTEe ¢ MpEeANIeCTBAIa Tepanus ¢ MpeHacouBaHe Ha T-
KJIeTKUTE (BXK. Touka 4.4).

Koorcnu peaxyuu

B MonumenTAL-1 (N=339) noBeuero ciryuau Ha OOpHUB ca cTerneH | min 2, KaTo cTeneH 3 ce
HaOmonasa npu 3,5% oT manuenTute. MeanaHnaTa Ha BpeMETO JI0 TIosiBaTa Ha 00prBa OT ITbpBaTa
TepaneBTUYHA 703a € 22 nuu. [lo-ronsmMaTa 4acT OT KOXKHHUTE TOKCHYHH PEaKIUH, KOUTO HE ca
CBBp3aHU ¢ 00pUB, ca creneH | wiu 2, kato cbpOex creneH 3 ce HaOmonasa mpu 0,3 % ot
nanueHTute. Hapymenusra Ha HOKTHTE ce Ha0mogaBat npu 56% OT mallMeHTUTe U ca CTeTeH | uin
2. BmxTe Touka 4.4 3a yKkazaHHs 3a JICUCHUE.
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Cpo0111aBane Ha MOA03UPAHN HEKETAHHN PEAKITHH
Cro0IIaBaHeTo Ha MOIO3UPAHU HEIKEIIAHU PEAKIIUU CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS

HPOIYKT € BayKHO. ToBa MO3BOJISIBA /1a IPOABIDKN HAOIIOICHUETO Ha CHOTHOLICHHETO TT0JI3a/PHUCK 32
JeKapCcTBEHUS MPOIYKT. OT MEIUIMHCKNTE CIIEIIHAINCTH C€ M3MCKBA J1a ChOOIIaBaT BCAKA
NOI031paHa HeXENlaHa PeaKlys ype3 Hal[MOHAIHATa CUCTeMa 3a ChOOIIaBaHe B!

W3npaHUTENHA areHIys 110 JeKapcTBaTa

yi. ,,JlamsH I'pyeB” Ne 8

1303 Cocpus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg
4.9 TIlpemo3upane

CHUMIITOMH U IIPU3HALA

MakcumanHaTa MoHOCHMa J03a TaJKBeTaMal He € onpeiesieHa. B KIMHUYHY IpOydYBaHUs ca
npunaraau no3u a0 1,2 mg/kg Beqapx Ha Beekn 2 ceqmunu U 1,6 mg/kg Bcekn mecertr.

Jleuenue

B ciydaii Ha npeno3upaHe nauveHTHT TPsIOBa 1a ce HabItoJaBa 3a IpU3HALK WM CHMITOMH Ha
HE)KEJaHU PeaKIliy, KaTo He3abaBHO TPsOBa Aa ce 3all0YHe MOJXO/SAII0 CHMITOMATHYHO JICYCHHUE.
5. DAPMAKOJIOT'NYHU CBOUCTBA

51 ®apmakoguHaMHYHH CBOiiCTBA

®apMakoTepaneBTU4YHa rpymna: Jpyru MOHOKJIOHAJIHU aHTUTENA U JIEKAPCTBEHU KOHIOTATH Ha
anturena, ATC xox: LO1FX29

MexaHu3bsM Ha JIEUCTBUE

TankBeramad e umyHornoOynus G4 nponuH, ananus, ananud (IgG4 PAA) OucnienuduyHo aHTUTSIIO,
HacoueHo cpenry GPRC5D u CD3 peuentopa Bbpxy T kieTkuTe.

TankBeramad cTUMYJIMpPa HOBUILIEHA IUTOTOKCHYHOCT, MEANUPaHa OT T-KIETKHUTE, Ype3 NPUBINIAHE
Ha CD3-excrpecupamu T-knetkn kbM GPRCS5D-ekcnpecupamn kinetku. ToBa BOAM 1O aKTUBUPAHE
Ha T-KJIEeTKUTE U Mpean3BHUKBa mociieasario auzupane Ha GPRCSD-ekcnpecuparmure KICTKH,
MEJIMUPAHO OT CEKPETUPAHUS MepPOPUH U Pa3IHMYHN I'PAH3NMU, ChXPaHSIBaHU B CEKPETOPHUTE
BE3MKYJIM Ha HUTOTOKCHUUHUTE T-KkneTku. Bb3 ocHOoBa Ha ekcnipecuara Ha GPRCS5D Bepxy nnazmenu
KJIETKW C MUHMMAJTHA JIO JINTICBAIIa eKCIIPecHs, OTKPUTA BpXy B kitetknte u B xieTpunuTe
MPEKYPCOPH, TATKBETaMab ce HaCOYBa MO-CIEIHATHO KbM KIETKUTE Ha MYJITHILICHUS] MUEJIOM.

(DaDMaKOZ[I/IHaMI/I"IHI/I ed)eKTI/I

B PaMKHUTC HAa I'bPBUA MECCL] OT JICUCHUCTO C TankBeramad ce Ha6n}0z[aBa AKTUBUPAHC U
mpepasrpeacjICHUC Ha T-kneTkute u HWHAYKIUA Ha CCPYMHU HUTOKWHU.

Kinnnnuna edukacHocT 1 6€300aCHOCT

Edukacnoctra Ha MmorOoTepanus ¢ TALVEY e oneHeHa npy NarueHTH ¢ PEITUANBUPAIIL HITH
pedpakTepeH MyNITUIUIEH MHEIIOM B OTKPHUTO, MHOTOIIEHTPOBO MPOYYBAHE C €IHO Pamo,
MonumenTAL-1. B npoy4BaHeTo ca BKIIOUEHH MAllMEHTH C Hali-MaJIKO TP MPEIXOIHU TEPAIH,
BKITFOYBAIIIH MTPOTEA30MEH HHXUOUTOP, UMYHOMOIYIHPAIIIO CpeACcTBO U aHTU-CD38 MOHOKIIOHAITHO
aHTUTsU10. OT MPOYYBAHETO Ca U3KIIOYCHH MAI[EHTH, KOUTO Ca MOJIYUYHIIN Tepanusi ¢ IpeHacouYBaHe
Ha T-kneTku B paMkuTe Ha 3 Mecena, npeamectnaml CRS creneH 3 uiu no-BUCOKa, CBbP3aH C
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HSKaKBa Tepanus ¢ IpeHaco4YBaHe Ha T-KIIeTKH, aloTeHHa TPAHCIUIAHTAIUS Ha CTBOJIOBH KIIETKU B
paMKuTe Ha TIocieHnuTe 6 Mecena, aBTOI0KHA TPAHCIUTAHTAIUS Ha CTBOJIOBH KJIETKH B PAMKHTE Ha
3 Mecelia, MHCYJT WU I'bpY B pAMKUTE Ha nocaenuute 6 Mmecena, 3acsarane Ha [{HC wnu kmuanaHN
MpPHU3HAIA HA MCHUHT€AJTHO 3aCATaHe MPHU MYJITUILICH MHEJIOM, TUIa3MEHOKJICThYHA JICBKEMUS,
POEMS cunzmpoM, mbpBUYHA JIEKOBEPIKHA aMHAJIOW03a, aKTUBHO aBTOMMYHHO 3a00JIsIBaHe HITH
aHaMHe3a 3a JIOKyMEHTHUPaHO TaKoBa 3a00JIsIBaHe ¢ U3KITIOYSHIE Ha BUTHIIUTO, OTITYMSIT aTOMTHYIEH
JISPMATHUT B JIETCKA BB3PACT U MpeaxoaHa oonect Ha Grave, KOSATO € €yTUPEOUIHA Bb3 OCHOBA Ha
KITMHUYHUTE CUMITTOMH U JIAOOPATOPHUTE M3CIICABAHIISL.

ITammenTrure nomygaBat TALVEY 0,4 mg/kg moaKoKHO BEIHEK CEIMUTHO CIIE/ IBE CTHITAIIOBUIHO
nosumasarniu ce 1o3u (0,01 u 0,06 mg/kg) npe3 mppBara cenmuna ot tepanusta wim TALVEY

0,8 mg/kg moaK0)KHO HA BCEKHU 2 CEIMUITU CIIS/ TPH CTHIIAIOBHUHO Mopumasarm ce no3u (0,01, 0,06
u 0,3 mg/kg) no mporpecus Ha 3a00JIIBAHETO WIIH HEPUEMIIHBA TOKCUYHOCT. [lanmenTrTe ca
XOCIIMTAIM3UPAHU 32 HAOJIIO/ICHUE B MPOBIDKCHUE Ha oHe 48 yaca cien Besika no3a TALVEY mo
BpeMe Ha (ha3aTa Ha CTHIIAJOBUIHO NIOBUIIABAHE HA J103aTa.

ITpu 143 manmenTn, nexkyBanu ¢ TALVEY 0,4 mg/kg cemmudHO, 6€3 eKCIO3UIHS Ha TTPEAXO0IHA
Tepamnus ¢ IpeHaco4yBaHe Ha T-KJIeTKuTe, MeJraHaTa Ha Bb3pacTra e 67 (auanaszon: 46 no 86) ronuHu,
55% ca mpxe, 90% ca Genu, a 8% ca yepHOKO)HM WK appoaMepukaniy. Ilannenture ca momyuunu
cpenno 5 (auamna3on: 2 1o 13) npenuinu Tepanuu, a 78% OT MalMeHTUTE NIPEAN TOBA Ca HOIY4UIH
aBTOJIO’KHA TpaHCIUIaHTaIus Ha cTBOIOBHU KieTku (ASCT). [ereTneceT u yetupu mpoieHTa (94%) ot
MalMeHTHTE ca pepakTepHU KbM TOCIIeAHATa CU Tepanwst, a 74% ca pedpaxtepau xpm [1U,
MMYHOMOJYyJUpamo cpeactso U autu-CD38 antutsuio. Ot 132 nmauueHTH, 3a KOUTO UMa HaJTU4YHU
W3XOJIHU [IUTOTCHETHUYHU TaHHH, BUCOKOPUCKOBH IIUTOTEHETHYHH (pakTopH (Haymuue Ha t(4:14),
t(14:16) w/unu del(17p)) ca vamune npu 31% ot manuenture. [IBagecer u Tpu npouenta (23%) ot
NalMEeHTUTE UMAT EKCTpaMelyJapHH I1a3MOLIUTOMHU.

[Tpu 145 nmanmenty, nexyBanu ¢ TALVEY 0,8 mg/kg Ha Bceku 2 ceqmuiin, 6e3 eKCIIO3UINs Ha
MIPeIX0HA TEpaIus ¢ MpeHacouBaHe Ha T-KJIeTKuTe, cpeaHara Bp3pact e 67 rogunu (auamnaszoH: 38 1o
84 ronunn), 57% ca mpxe, 86% ca Oenu, a 6% ca yepHOKOXHU WK adppoamepukany. [lanmenture ca
MOJTYYIUIHA cpemHo S (auana3oH: 2 g0 17) mpenumrau Tepanuu, a 79% OT MalnueHTruTe ca MOIyIniIn
MIpeJId TOBA aBTOJIOXKHA TpaHCIIaHTalus Ha cTBosIoBH KieTku (ASCT). JleBetaecer u uetupu
nporeHTa (94 %) ot nanueHTuTe ca pehpakTepHU KbM MOCIeHaTa cu Tepanus, a 69 % ca
pedpakTepHH KbM NIPOTEa30MEH HHXHOUTOP, UMYHOMOIYIMpAalIo cpeacTBo u anTu-CD38 anTuTsio.
Ot 128-Te manueHTy, 3a KOUTO ¢a HAJTUIHHU U3XOIHU IIUTOTCHETHYHU JaHHU, BUCOKOPHUCKOBHU
nuToreHeTHYHH (haktopu (Hammuaue Ha t(4:14), t(14:16) w/wm del(17p)) ca nanmue npu 29% ot
nanueHTure. J{Bagecer u mect npouenra (26%) oT nalueHTUTe UMaT eKCTpaMenyIapHH
TUTa3MOIIUTOMH.

Pesynrarure 3a eukacHOCT ce OCHOBAaBAT HA YECTOTA Ha 0OII OTTOBOP, ONPEAEIIeHa CIIope]l OLECHKa
Ha HezaBucuma xomucwust 3a npernien Ha ganaute (Independent Review Committee, IRC) npu
W3M0JI3BaHE HA KpUTEepUHTE Ha MexTyHapoaHaTa paboTHa rpyma mo muesoMm (International Myeloma
Working Group, IMWG). Menunanara Ha poIbJDKUTEITHOCTTA Ha MPOCIIeIIBaHE Ha MAIIUEHTHUTE,
nonyvaBau TALVEY 0,4 mg/kg cenmuuno, e 18,8 mecena; npubimzurtento 51,5% ot nopnusunte
ce MOJTbprKaT OTrOBOP B MPOIBDKEHUE Ha MOHE 9 Mecera.

Ta6auna 8: Pesyararu 3a epuxacHoct B MMY1001 (MonumenTAL-1) npu mauueHTH, MoJy4aBamm
TALVEY 0,4 mg/kg cenMmu4HO

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

YecroTa Ha 0011 otroBop (ORR=sCR+CR+VGPR+PR) 106 (74,1%)
95% CI (%) (66,1; 81,1)

Crpor meiaen otrosop (sCR) 23,8%

[Tbaen orroop (CR) 9,8%

Msuoro 106bp yactuueH orrosop (VGPR) 25,9%

UYacruuen otrosop (PR) 14,7%
Ipoabaxurenanoct Ha otropopa (DOR)

Bpoii pecnonnepu 106

Menuana Ha DOR (95% CI) (meceun) 9,5 (6,7; 13,3
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Bpeme 10 mbpBH 0TTOBOP
Bpoii pecnonnepu 106
MenuaHa (1nana3oH) (Mecenn) 1,2 (0,2;10,9)
YectoTa Ha HeraTuBHo MRD?*
Yecrora Ha otpunarentio MRD® npu Bcuuku jiekyBaHu 44 (30,8%)
TAIMeHTH
95% CI (%) (23,3; 39,0)
Yecrora Ha orpunarensso MRD npu nanueHnrure,
nocturHanu CR wnu sCR, n (%)
Bpoii manmentu ¢ CR mim no-1006p N=48
YecroTa Ha otpunareano MRD, n (%) 26 (54,2%)
95% CI (%) (39,2; 68,6)

Cl=noBeputenen naTepBair; MRD=MHHUMAIIHO OCTATHYHO 3200JSIBAHE;
a

YecroTarta Ha oTpuuaTeaHo MRD e orpesiesiena KaTo IPOLEHT y4acTHUIM, JOCTUrHaIM oTpunatened MRD cratyc (ipu 10°) BbB

BCsIKa BpeMeBa TOUKa CJie]] HavyallHaTa 103a U npe/u nporpecupaiio 3aboissane (PD) win nocneasaiia aHTHMHAETIOMHA TEPAITHS.

6

CMBPT/IPOTpecHsy/IoceIBaIa Tepanys (€AMHCTBEHO).

Pasrnexnar ce camo oneHku Ha MRD (10'5 Ipar Ha u3cieiBaHe) B paMkute Ha 3 Mecena ot nocturane Ha CR/sCR no

Menunanata Ha OpOABIDKUTEIHOCTTA HA IPOCIEASBAHETO HA MalUeHTUTe, nonydasamu TALVEY
0,8 mg/kg na nBe cenmuuy, e 12,7 mecena; npubau3uTenHo 76,3 % OT MOBIUSUIUTE CE MOAABPKAT
OTI'OBOP B IIPOABIDKEHUE Ha IIOHE 9 Mecela.

Ta6muma 9: Pesyarartu 3a epuxacHoct B MMY1001 (MonumenTAL-1) npu manueHTH, MOJy4YaBaIIn
TALVEY 0,8 mg/kg na Bcekn 2 ceiMuiu

0,8 mg/kg na Bcekn 2 ceqMuim)?

(N=145)

YecroTa Ha 0611 oTroBop (ORR=sCR+CR+VGPR+PR) 104 (71,7%)
95% CI (%) (63,7; 78,9)

Crpor meiieH otroop (sCR) 29, 7%

[Iwsen otrosop (CR) 9,0%

MHoro 100sp gactuueH otrosop (VGPR) 22,1%

Yactiuen otrosop (PR) 11,0%
I[poabmxurenanoct Ha orrosopa (DOR)

Bpoii pectiornepu 104

Mennana Ha DOR (95% CI) (Mecerm) NE (13,0; NE)
Bpeme 10 nbpBU 0TLOBOP

Bpoii pectiorgepun 104

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

Yecrora Ha Heratusno MRD?

UectoTa Ha HeratuBHO MRD nipu BCUYKH JIEKYBaHH MALUEHTH,
n (%)

43 (29,7%)

95% CI (%) (22,4; 37,8)
Yecrora Ha HeratueHO MRD® npu nanueHTHTE, TOCTUTHAHN
CR nnu sCR
Bpoii manmentu ¢ CR nim no-1006p N=56
Yecrota Ha HeratuBHo MRD, n (%) 24 (42,9%)
95% CI (%) (29,7, 56,8)

Cl=noBepurenen narepsar; MRD=murIManHO octaThuHO 3a00nsaBane; NE=He Moxe 1a ce oleHH

a

YecroTaTa Ha HeraTusHo MRD e onpesesiena KaTo NpOLEHT YHaCTHUIM, I0CTHIHaIM Heratued MRD cratyc (mpu 10°°) BBB Beska

BpE€MEBa TOYKa CJIC HadaJlHaTa J103a U IIPEIn Iporpecupanio 3a00JIsIBaHe (PD) WK 11ocJieABania aHTUMHUEIIOMHA Tepalrius.

6

CMBPT/TIPOTrPECHsI/TIOCIIEABAILA Teparust (€JUHCTBEHO).

Pasryesxnar ce camo onenku Ha MRD (10°° npar na u3cnensane) B pamxute Ha 3 Mecena ot jocturane Ha CR/SCR 1o

P C3YyJITaTUTC 3a ORR choTBeTCTBAT B OpeaABApPUTCIIHO ONIPCACIICHUTC MMOArPYITA, BKIIFOYHUTCIIHO 6p0$[
Ha OpCAXOJHUTC JIMHUU Ha TCparusd, pe(l)paKTCpHOCTTa KbM MPEAXOaHA TCpanursd U HTUTOTCHCTUYHUA

PUCK Ha U3XOOAHO HHUBO.
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HmyHorenHoct

B MonumenTAL-1 328 nauueHTH, IeKyBaHU C MOHOTEpAIHs € TaJIKBETaMad MOJKOKHO B J103a

0,4 mg/kg cemmuuno wiu 0,8 mg/kg Ha BCeKH 2 CEIMUIIM ChC WITH 0€3 IPEIX0AHA Teparus C
npeHacouBaHe Ha T KJIETKHTE, ca OIICHEHH 3a aHTUTeNa cpenty TaikBeramad. Ciiesl jJeueHue ¢

0,4 mg/kg cenmuuano wm 0,8 mg/kg Ha Beeku 2 cenmuiy, 106 ot 328 marmentn (32,3%) ca pa3Buin
aHTHTENA CPEIy TaJKBeTaMao.

OrpanudeHusT Opol Ha YIaCTHUIINTE, TOJOKHUTEIHY 3a aHTUTalTkBeTamab anturena (ATA), u
nrcaTa Ha uHpopmManus 3a Heytpaitmsupamure ATA He I03BOJIsBA J1a Ce HANPABH KATETOPUIHO
3aKIII0YeHNE OTHOCHO edekTa Ha HeyTpatmsupamure ATA BbpXy KIMHUYHHUTE MOKA3aTENH.

Ilennarpuyna momyJianus

EBponeiickaTa areHIus o gekapcTBara 0cBOO0XkKAaBa OT 3abJDKEHUETO 32 IPEIOCTaBsSHE Ha
pesyararure oT npoyuBanusata ¢ TALVEY BbB BCHUKHM NOATPYIM HA NEAUATPUYHATA OMYJIALUS IPU
JIeYeHHe Ha MYJITUIUICH MueloM (Bk. Touka 4.2 3a mH(QOpMaIns OTHOCHO yroTpeda B TIeIUaTPUATA).

To3u nexapcTBEH MPOAYKT € pa3peleH 3a ynorpeda 1o T. Hap. CXeMa ,,pa3peliaBaHe 1Moj YCIOBUe .
ToBa 03Ha4aBa, ye 3a TO3M JIEKAPCTBEH NMPOAYKT CE OYAKBAT AONBIHUTEITHH JaHHH.

EBpormetickaTa areHIms 1o JiekapcTBaTa e U3BbpIIBa Mperiie]] Ha HoBaTa HHpOpMaIus 3a TO3H
JIEKapCTBEH MPOAYKT MOHE BeAHBXK roguiiHo 1 Ta3u KXII choTBETHO 111e ce akTyanu3upa.

5.2 @apmakoKMHeTHYHH CBOWCTBA

Jlo3a ot 0.4 mg/kg cexMuuHO

TaynkBeTamMad mokaspa NPUOIM3UTEITHO MPOMOPIIMOHAIHA Ha J103aTa (DapMaKOKHMHETHKA CIe]]
MIOJIKOYKHO TIpUIIOKeHHE B 1030Bus nuamazoH ot 0,005 no 0,8 mg/kg cenmuuno (0,0125 no 2 meTr
npenopbunrtentaTa go3a 0,4 mg/kg cenmuuno). CpeiHUAT KOeQUUMEHT Ha KyMyJIupaHe Mex1y 1-ta u
7-Ta ceqmuuHa 103a Ha TajikBetamad 0,4 mg/kg e 3,9 u 4,5 mbtu choTBeTHO 32 Cmax 1 AUChay.

dapMaKOKHHETUIHUTE MTOKA3aTENH Ha TaJIkBeTamMal ciel 1-Bara 1 7-MaTa npenopbUuTesIHa
ceamuyHa n1o3a 0,4 mg/kg ca mokazanu B Tabnwmma 10.

Tadanua 10: @apmakoKHHETHYHH NOKA3aTe/IH HAa TAJKBeTaMa0 cJiel MbpBaTa M ceIMaTa
NnpenopbYMTeTHA ceMUYHA 1032 (0,4 mg/Kg) npu NanueHTH ¢ peluANBHPAL MJIH
pedpakTepen myaTuinjied muesom B MonumenTAL-1

DapMaKOKHHETHYHH TOKA3aTeJIH 1-Ba n03a 0,4 mg/kg 7-ma j03a 0,4 mg/kg
Tmax (M) 2,93 (0,98 - 7,75) 2,01 (0,94 —5,97)
= (n=21) (n=13)
Crmax (ng/ml) 1568 +1185 3799 + 2411
= (n=21) (n=13)
Cirough (ng/ml) 178 +124 2548 +1 308
trough (NQ (n:19) (n:13)
* +
AUC, (ng-h/ml) 178 1%1]:_1%;%0 802 607 2%:_18)71 399

Tmax= Bpeme 10 nocturane Ha Crax; Cimax= MakcuMmanHa HaOIIo1aBaHa cepyMHa KOHIEHTpaIys Ha TankBeramad; Cyough= HabmronaBana

cepyMHa KOHIIEHTpAaLMs Ha TajdkBetamad npenu cienBamara qo3a; AUCy, = [lnomr mox kpuBaTa KOHIEHTpaUUsI-BpeMe PU HHTEPBaJI Ha

MpUJIaraHe BeJHBXK CEAMUYHO. [laHHUTE ca MPEJCTaBeHU KaTo CPEJHA CTOMHOCT + CTAaHJAPTHO OTKJIOHEHHUE C U3KII0YEeHUE Ha Tmax, KOSTO
€ TMpeJICTaBeHO KaTo MeauaHa (MUHUMaJIHA, MaKCUMaJHa CTOHHOCT).

Jlo3a 0,8 mg/kg Ha Bceku 2 ceaAMULIU

TankBeTamad mokas3pa MPUOIU3UTEITHO MPOMOPITUOHATHA Ha /103aTa (DapMaKOKHMHETUKA CIIE]]
MOJIKOKHO NPUIIOKEHHE B 1030BUs nuamna3oH ot 0,8 mg/kg no 1,2 mg/kg na Bcexu 2 cenmuru (1,0 no
1,5 mbTH IpenioprumTeanara go3a 0,8 mg/kg Ha Bceku 2 cenmuiin). CpeAHUAT KOSPHUIIUEHT Ha
KyMyJIHpaHe Mexny 1-ta u 5-Ta aABycenMuuHa qo3a Ha Tankseramad 0,8 mg/kg e 2,3 u 2,2 mbtH
cbOTBETHO 33 Cmax B AUCay.
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dapMaKkOKMHETHYHHTE [TOKA3aTeIH Ha TaJKBeTamad ciient 1-Bata u 5-Ta mpenopbuuTesIHa
nomappikama no3a 0,8 mg/kg ca mokazanu B Tabmmma 11.

Tabéauna 11: PapmMakoKHHEeTHYHH MOKA3aTeId HA TAJKBeTaMal cjel MbpBaTa U merata
NpenopbYMTEeTHA AByCeIMHUYHA (HA BcekH 2 ceamuun) no3a (0,8 mg/kg) npu nanuentu c
aKTepeH MyJTHIIeH Muesiom B MonumenTAL-1

peuHANBHpPALL HIH ped

(DapMaKOKl/IHeTPI'lHI/l noxKasarTeJin

1-Ba n03a 0,8 mg/kg

5-ta no3a 0,8 mg/kg

2,83 (1,68 — 13,98)

2,85 (0,96 — 7,82)

Tmax (num) (n=33) (n=19)
Conae (ng/mI) 2507 + 1 568 4161 +2021
max (n:33) (n:19)
597 + 437 1831+841
Ctrough (ng/ml) (n:32) (n:17)
AUCta (ng-h/ml) 675 76(;1:12339 680 1021 ()(?19:5._*7?83 417

Tmax= Bpeme 10 nocturane Ha Crax; Cmax= Makcumansa HabII01aBaHa cepyMHa KOHIEHTpaIys Ha TankseTramad; Cyough = HabmronaBana
CcepyMHa KOHIIEHTpaLys Ha TajakBeramad npeu cienamara 1o03a; AUCqy, = [nomr mox kpuBaTa KOHUEHTpaLUsI-BpEMe IPU HHTEPBAJI HA
npunokenne Q2W. JlaHHUTE ca MPEACTaBEHH KaTo CPeIHa CTOMHOCT * CTAHIAPTHO OTKIIOHEHHE, C M3KII0YeHHE Ha Tma, KOETO €
MPEJICTABEHO KaTo Mearana (MHHUMAITHA, MAKCHMAaJIHA CTOMHOCT).

AGcopbums

B®3 ocHOBa Ha momynanuoHHUS (apMaKOKHUHETHYEH MOENI, THIIMYHATA CTOWHOCT Ha
OMOHATMYHOCTTA Ha TaJlKkBeTamMad e 62%, KoraTo ce mpuiara NOAKOXKHO B CPABHEHHE C HHTPABEHO3HO
MIPUIIOKEHUE.

[Tpu cxema Ha npunoxenne 0,4 mg/kg cenmuaHo MeanaHaTa (quama3oH) Ha Tmax Ha TaikBeTamad
cien 1-ta u 7-Ta TepaneBTHYHa 1032 € choTBeTHO 3 (1 1m0 8) mam u 2 (1 o 6) nHU.

IIpu nBycenmmuyHa (Ha BCeKH 2 ceIMHIIN) cxeMa Ha npunoxkeHue Ha 0,8 mg/kg Mmeananara (uamna3oH)
Ha Tmax Ha TanmkBeramab cien 1-Ta u 5-Ta TepaneBTHdHa 71032 € ¢ChoTBETHO 3 (2 10 14) mau u 3 (1 mo
8) nHu.

Pasnpenenenue

Bb3 ocHOBa Ha MOy IaMOHHKS papMaKOKHMHETHYEH MOJIEI CPEAHUIT 00eM Ha pasnpenencuue e 4,3 |
(22% CV [koedunimeHT Ha Bapuaiusi|) 3a eHTpaHus KoMmrapTument u 5,8 1 (83% CV) 3a
nepuGepHusi KOMIAPTHMEHT.

Enumunupane

TankBeTamal 1moka3Ba KakToO HE3aBUCHM OT BPEMETO, TaKa M 3aBUCHM OT BPEMETO JIMHEEH KITUPHHC.
BB3 ocHOBa Ha MOIMyIAMOHHUS (papMaKOKHHETHYEH MO U post hoc mapamerpure Ha y4acTHUIUTE,
nojy4aBau s.c. 7o3u (N=392), meananara Ha oO1mus KIupwHC € 1,64 1/nen npu mbpBoHaYamIHO
nedenne u 0,80 I/meH B cTalMOHAPHO CHCTOSIHUE. 3aBUCHMHUST OT BPEMETO KIMPHHC ChCTABIIsABA
48,8% oT 00mIHs KIHPHHC IPH TEPBOHAYATHOTO JICUSHUE U CJIE]] TOBA HAMAJISBAa EKCTIOHCHIIUATHO 10
<5% okono Ceamuna 16. [IpopunsT koHIEeHTpanus-Bpeme Ha Cenmuna 16 noctura 90% ot
KOHIIGHTPALMATA B CTAIIMOHAPHO CHCTOSIHHE KaKTO NpH cxeMa Ha yieuenue 0,4 mg/kg ceqmMuuHo, Taka
u ipu 0,8 mg/kg Ha nBe cenmuny. MeauaHata Ha TEPMHHAIHUS TTOJTY>KUBOT € 7,56 JTHU npu
I'BPBOHAYAIIHO JieueHue U 12,2 THU B CTAlIMOHAPHO CHCTOSIHUE.

CrernyansHu oIy IAIHA

DapMaKOKMHETUYHUAT aHANIN3 BKJIIOUBa 86% Oenu (n=424), 9% uyepHokoxu (n=43), 2,2% a3uariu
(n=11) u 2,8% apyru (n=14). Bb3 ocHoBa Ha nonynauuonHus OK ananus, pacara uim eTHHYECKaTa
MIPUHAUICKHOCT, MOJIBT M TEJIECHOTO Terio (nuamas3on: 40 1o 143 kg) HAMAT KIMHUYHO 3HAYUMU
edeKTH BbpXY PpapMakOKMHETHKATa Ha TaJKBETaMao.
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Ileduampuuna nonyrayus

®apmakokuneTrkaTa Ha TALVEY npu nenuatpuyny nanyeHTy Ha Bb3pacT 17 FOJUHM U O-MITa i

HC € U3CJICIBAHA.

Cmapuecka 6v3pacm

Pesynrarute oT nomynanuoHHITe (hapMaKOKHHETUYHH aHAJIM3H MTOKa3BaT, 4e Bbh3pacTtTa (o1 33 10
86 romuHM) He OKa3Ba BIHMSHUE BHPXY (apMaKOKWHETHKATa Ha TajikBeTaMal. ChIIecTBYBAT CaMo

OrpaHWYCHH JaHHHU 3a MAIMCHTH Ha Bb3pacT > 85 rogunu (Bx. Tabmuma 12).

Ta6auma 12: IIponeHT y9acTHUIM B cTapyecka Bb3pacT BB (papMakoknHeTnyHHTE (PK) mpoyuBanus
HA TAJKBeTaMa0d

Bw3pacr 65-74
(bpoii Ha no-
Bb3PACTHHTE JIHLA
/00111 Opoii)

Bu3pacr 75-84
(bpoii Ha no-
BB3PacTHHTE JHLA
/001 Opoii)

Bw3pacr 85+
(bpoii Ha no-
BBb3PACTHHUTE JIHLA
/o011 Opoii)

OK npoyuBanus

181/492

73/492

1/492

bvopeuno yepescoarne

He ca mpoBexxgann opunmamHu MpoyYBaHUs Ha TadKkBeTamMald MpH MaIMeHTH ¢ 0B0PEedHO YBpeKIaHe.
PesynTatuTe oT nomynannoHHUTE (papMaKOKHHETHYHH aHAJM3H MOKa3Bar, ue jieka (60 ml/min <
abcomoTHa ckopocT Ha rimomepyiaHa ¢puntpanust (GFR) <90 ml/min) unn ymepeHa cteneH Ha
060peuno yBpexaane (30 ml/min < abcomorHa GFR <60 ml/min) He moBnHsBa 3HAYNMO
(apMaKoKHHETHKATa Ha TaJKBeTamal. JInncBaT JaHHM MPY MALMEHTH C TEXKa CTENEeH Ha ObOpeYHO
YBpEXKIaHE.

Yeproopobno yspedxcoane

He ca nposexnann popmanHu mpoy4yBaHus Ha TaIKBETaMad MU NaMEHTH C YePHOAPOOHO
YBpEeXKIaHE.

[Mpu m3nom3Bane Ha knacupukanuara Ha NCI pesynrarurte oT NomyJallHOHHUTE (apMaKOKHHETHYHH
aHaJIM3M MTOKAa3BaT, Ye JIeKa CTEeIeH Ha YepHOAPOOHO yBpexaane (06m ounupyous >1 mo 1,5 mbTr Hax
ropHara rpanuna Ha Hopmara (ULN) u BcsikakBa CTOWHOCT Ha acriaptaT aMmuHOTpancepasa (AST)
i o6 Omnmpyoun <ULN u AST>ULN) He noBiusBa 3Ha4uMo (apMaKOKHHETHKATa Ha
tankBeramal. MiMa orpaHnveHu JaHHU (n=2) MpH yYaCTHUIIM C YMEpPEHa CTETICH Ha YepHOIpOOHO
yBpEeXJIaHe, KaTo JIMICBAT JaHHU IPH YUACTHUIM C TEXKa CTEIIeH Ha YEPHOIPOOHO yBpEXKIaHE.

5.3 TlpeakIVHUYHYU JaAHHU 32 0€30MACHOCT
TecroBa MoJIeKya ce moHacst JoOpe B MPOYYBaHHUs 32 0011a TOKCHYHOCT IPH IBJAr0ONamaTyi MaKkaly,
HO pE3YJTATUTE OT TE3U IMPOYUYBaHUsA, IPOBEACHNU C HOPMaJIHU 3ApaBU MaﬁMYHI/I, uMat orpaHnu4cHa

MMPUJIIOKUMOCT NIPH MAIMUCHTH C MYJITUIUICH MUCIIOM.

KaHUCDOFeHHOCT 1 MYTaréHHOCT

He ca MMPOBCIKJAAHN TPOYUBAHUA ITPU JKUBOTHHU 3a OLICHKA HAa KAHIICPOTCHHUA NI TCHOTOKCUYHU
IOTCHIMAJI Ha TankBeTamao.

PeHDOHVKTI/IBHa TOKCHKOJIOTHUA 1 d)eDTI/I.]'II/ITeT

He ca mpoBexann npoy4BaHus IPH KUBOTHH 32 OIICHKA Ha e()EKTUTE Ha TAJKBETaMad BBPXY
pernponyKuusaTa 1 (peTalHOTO pa3BuTHe. He ca mpoBekaaHyu npoyyBaHUS MTPH KUBOTHH 32 OLICHKA Ha
edeKTHTe Ha TaTKBeTaMad BbPXY (epTHIUTETA.
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6. DODAPMAIIEBTUYHU JAHHU
6.1 Cnucbk Ha IOMOIIHUTE BelIeCTBA
EJTA neynarpuesa con auxuapar (E385)
Jlenena ouerna kucenuna (E260)
[Monucop6ar 20 (E432)

Hatpues anerar tpuxunpar (E262)
3axapo3sa (E473)

Bopa 3a unxkekuun

6.2 HecnBMecTHMOCTH

[Tpu nunca Ha MpoyYBaHUs 32 HECHBMECTHMOCTH TO3H JICKAPCTBEH NPOIYKT He TPsOBa Ja ce cMecBa ¢
JIpyTH JIEKapCTBEHU IPOIYKTH.

6.3 Cpok Ha rogHocT

HeortBopen duakon

2 TOIMHU

IIpurorBeHa copuHIIOBKA

Joka3zaHo e, ue XxuMu4eckara 1 (pu3nudeckara cTadIIIHOCT B TIEpHO/Ia Ha H3MOI3BaHe € 10 24 Jaca Ha 2
1o 8°C, mocneaaHo oT A0 24 yaca Ha TeMmeparypa ot 15°C go 30°C.

OT MUKpOOHOIIOTHYHA TJIE/IHA TOYKa IPOIYKTHT TPAOBa Jja ce ynotpedbu HezabaBHO. AKO HE ce
ynotpeOu He3a0aBHO, BPEMETO U YCIIOBHUSATA 32 ChXpaHEHHE B MIEPUO/Ia Ha H3IIOJI3BAHE MPE/IH
ynorpe0a ca OTTOBOPHOCT Ha MOTPeOUTENIS 1 OOMKHOBEHO HE TPSOBa Ja HAAXBBHPIAT 24 yaca Ha 2 J10
8°C, oCBEeH aKo MPHUTOTBSIHETO HE € U3BBPIICHO MPU KOHTPOIMPAHHU U BAJUIMPAHN aCEeITUIHH
ycioBus. M3XBBpIieTe, ako ce ChXpaHsaBa MoBeyde oT 24 yaca B XJIaJHIHUK WM TIoBede oT 24 yaca Ha
CTaiiHa TeMIeparypa.

[IpurorBenara cipuHIIOBKA TpsiOBa fja c€ ChbXpaHsBa Ha 3aIIUTEHO OT CBETJIMHA MSICTO.
6.4 CroenuajaHu yCJIOBHSI HA ChbXPaHEeHUe

Ha ce cpxpansBa B xyaguiHuk Ha 2°C go 8°C.

Ja He ce 3ampassiBa.

CobxpaHsBaiiTe B OpUTrHHAJIHATA OIAKOBKA, 3a Jia ¢€ IPEe/a3y OT CBETJIMHA.

3a yciioBusiTa Ha CbXpaHEHUE CIIE/ OTBAPSHE HA JIEKAPCTBEHUS MPOYKT BIDKTE TOUKa 6.3.
6.5 Bwuau chbabp:kaHue HA ONAKOBKaTa

TALVEY 2 mg/ml nHKeKIIMOHEH pa3TBoOD

1,5 ml uHKEeKIIMOHEH Pa3TBOP BHB (DJIaKOH OT CTHKIIO THII | ¢ elacTOMEpHa 3amyIaika U aTyMHUHHEBA
oOKaTKa chC CBETJIO3ENICHA UyTIella ce Karnayka, Cbabprkaia 3 Mg tankseramao.

OnakoBka ot 1 ¢urakoH.

TALVEY 40 mg/ml uHXEKIIMOHEH Pa3TBOP
1 ml MHKEKITHOHEH pa3TBOP BBHB (hJIaKOH OT CTHKJIO THII | ¢ eJacToMepHa 3aIyIiaika i aTlyMIHACBa
oOKaTKa ¢ BUOJICTOBA UyIIella ce Karauka, chappkaiiia 40 mg tankseramao.

OnakoBka ot 1 (akoH.
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6.6 CrHenuajHu NpeINa3Hu MEPKH IPH U3XBbPJIsiHE U padoTa

®nakonute TALVEY ce mocraBsar kaTo roToB 3a ynorpeda HHKESKIIMOHEH Pa3TBOP, KOWTO HE Ce

HY)XKJae OT pa3pekaaHe Mpeau MPUIOKEHNE.

Onakonn TALVEY c pasnuuHy KOHIEHTpAMK He TPsOBa Ja ce KOMOMHUPAT 3a MOCTUraHe Ha

TEpAINICBTUYHA J034a.

[Tpu npurotesneTo u npunaraneto Ha TALVEY Tpsi0Ba na ce n3nomn3Ba acenTUYHA TEXHHKA.

Ipueomesine na TALVEY

. M3nom3Baiite crequute pedepeHTHH TabmuIK 3a puroTesiae Ha TALVEY

o Wznomseaiite Tabnuia 13, 3a 1a onpenenure o0IIara 103a, HHKEKIIMOHHUS 00eM U
HeoOXxoaumust Opoii prrakoHH BB3 OCHOBA Ha aKTYaIHOTO TEJIECHO TETJIO Ha MAaIlUeHTa 32
no3a 0,01 mg/kg, xato ce uznonssa ¢uiakon TALVEY 2 mg/ml.

Taguuna 13: To3a 0,01 mg/kg: uHKeKIMOHHH 00eMu mpH u3noa3Bane Ha ¢uakoH TALVEY 2 mg/ml

TesecHo Teryo O0ma no3za* HNHxeKnUOHEH Bpoii paraxonu
(kg) (mg) obem (1 paakon =

(mh) 1,5 ml)
35 no 39 0,38 0,19 1
40 o 45 0,42 0,21 1
46 o 55 0,5 0,25 1
56 g0 65 0,6 0,3 1
66 1o 75 0,7 0,35 1
Jo3a 0,01 mg/kg 76 oo 85 0,8 0,4 1
86 10 95 0,9 0,45 1
96 no 105 1,0 0,5 1
106 mo 115 1,1 0,55 1
116 no 125 1,2 0,6 1
126 no 135 13 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 H3UMCIABA B3 OCHOBA HA 3aKPhIVICHHs 06eM Ha MHAKeKmaTa (ml)
o W3snonseaiite Tabnuia 14, 3a 1a onpenenure o0IIara 103a, HHKEKIIMOHHUS 00eM U

HeoOxoaumust Opoii y1akOHM Bb3 OCHOBA Ha aKTYaIHOTO TEJIECHO TEIJIO Ha MAaIUeHTa 3a
no3a 0,06 mg/kg, kato ce nznonssa puakon TALVEY 2 mg/ml.
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Taduuna 14: To3a 0,06 mg/kg: uHKeKIMOHHH 00eMH TpH u3noia3Bane Ha ¢uakoH TALVEY 2 mg/ml

TesiecHo Terno O0ma no3a? NnxeknuoneH Bpoii praxonu
(kg) (mg) odem (1 dpnakon =
(ml) 1,5ml)

35 10 39 2,2 11 1

40 no 45 2,6 1,3 1

46 no 55 3 1,5 1

56 mo 65 3,6 18 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 5,4 2,7 2

96 no 105 6 3 2
106 1o 115 6,6 3,3 3
116 mo 125 7,2 3,6 3
126 t0135 7,8 3.9 3
136 t0145 8,4 4,2 3
146 t0155 9 4,5 3
156 t0160 9,6 4,8 4

& O6mara 103a (Mg) ce U3UMCIIABA B3 OCHOBA HA 3aKPhIJICHHs 06eM Ha MHAKeKuusaTa (ml)

o Wznomseaiite Tabnuia 15, 3a 1a onpenenure odIiara 103a, HHKEKIIMOHHUS 00eM U
HeoOXxouMHus Opoli ()JIaKOHW Bb3 OCHOBA Ha aKTyaJTHOTO TEJIECHO TETJIO Ha MallMeHTa 3a
no3a 0,4 mg/kg, karo ce usnomnssa Guaakodn TALVEY 40 mg/ml.

Tab6auua 15: Jlo3a 0,4 mg/kg: nHKeKIMOHHN 00eMH npu u3noJ3Bane Ha duaakon TALVEY 40 mg/ml

TenecHo Terso Oo6m1a go3a? HHKeKIIMOHEH Bpoii puakonn
(kg) (mg) odem (1 paaxon =
(ml) 1.0ml)

35 o 39 14,8 0,37 1

40 no 45 16 0,4 1

46 o 55 20 0,5 1

56 10 65 24 0,6 1

66 10 75 28 0,7 1
Ho3a 0,4 mg/kg 76 1o 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 mo 125 48 1,2 2
126 no 135 52 1,3 2
136 no 145 56 1,4 2
146 no 155 60 15 2
156 no 160 64 1,6 2

& O6mara 103a (Mg) ce H3UMCITBA BH3 OCHOBA HA 3aKPBITICHHs 06eM Ha MHkeKuusTa (ml)

o Wznon3eaiite Tabmuna 16, 3a 1a onpenenute o0aTa 103a, HXESKIIMOHHHS 00eM U

HeoOXxoaumMus Opoit (hJIaKOHM Bb3 OCHOBA HAa aKTYaIHOTO TEJIECHO TEIJIO Ha MalUeHTa 32
no3a 0,8 mg/kg, xaro ce uznomssa guakon TALVEY 40 mg/ml.
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Taoauma 16: To3a 0

8 mg/kg: MHXKeKIMOHHHU 06eMH NpHu n3noJ3BaHe Ha ¢uakon TALVEY 40 mg/ml

TeJsiecHO Terno O0ma no3za* NnxeknuoneH Bpoii praxonu
(kg) (mg) odeM (1 paaxon =
(ml) 1.0ml)

35 10 39 29,6 0,74 1

40 no 45 34 0,85 1

46 1o 55 40 1 1

56 no 65 48 1,2 2

66 1o 75 56 14 2

Ho3a 0,8 mg/kg 76 no 85 64 1,6 2
86 510 95 72 18 2

96 10 105 80 2 2

106 1o 115 88 2,2 3

116 mo 125 96 2,4 3

126 mo 135 104 2,6 3

136 no 145 112 2,8 3

146 no 155 120 3 3

156 mo 160 128 3,2 4

& O6mara 103a (Mg) ce U3UMCIIABA B3 OCHOBA HA 3aKPhIJICHHs 06eM Ha MHAKeKuusaTa (ml)
. IIposepere gamu TALVEY nmxeKkmoHeH pa3TBoOp € 0e31BETEH 10 CBETIOKBIT. He
M3I0JI3BANTE, aKO PA3TBOPHT € C IPOMEHEH LIBAT, MBTECH HUJIU ChIBPKA Yy>KIU YaCTULIH.
o NzBanere mogxomsmust prmakor TALVEY ot xmagmmauka (2°C mo 8§°C) u ro Temnepupaiire 10

craitna temnepatypa (15°C no 30°C) B npoabmkeHue Ha Haii-manko 15 munyTtu. He
sarorusaiite TALVEY ¢unakoH mo HUKaKbB IPYT HAYHMH.

. Crnen kato ce Temrepupa, BHUMATEITHO 3aBbpTeTe (uiakoHa 3a okoso 10 cekyHam, 3a 1a ce
cmecu. He pasknaiaiire.

° Nzrernere nHeobxomumus nmxekimoneH ooeM TALVEY ot ¢nakona(ute) B CIPHUHITOBKA C
MOXOJIAIT 00eM, KaTO M3IO0JI3BATE UIJIa 33 MIPEXBBPJISHE.
o) HNmxexnmonHUAT 06eM He TpsioBa na Hagxebpis 2,0 ml. Paznenere mo3ute Hazg 2,0 ml mo

PaBHO B HSAKOJIKO CIIPUHITOBKH.

° TALVEY e cbBMECTUM C UHKEKI[MOHHU UIJIM OT HEPBHKAAeMa CTOMAHA U ChC CIIPUHIIOBKU OT
TIOJIUTIPOIIMIIEH M MOJIMKapOOHaT.

° 3aMeHeTe uriara 3a IPEeXBbPIISIHE ¢ MHXKEKIIMOHHA UTJ1a C TIOIXOISIII pa3Mep.

. AKO npUroTBEeHaTa CIIPUHIIOBKA CE ChXpaHsIBa B XJIaIUIHUK, OCTABETE PAa3TBOPHT Jia JIOCTUTHE
CTaifHa TeMnepaTypa Mpeay IpruioXKeHHe.

. Hewusmnon3paHusAT JIeKapCTBEH MPOIYKT WM OTHAIbYHUTE MaTEPHAIU OT HEro TPIOBa J1a ce

U3XBBPJIAT B CbOTBETCTBUC C MCCTHUTC U3UCKBAHUS.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30
B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEIIIEHMETO 3A YIIOTPEBA

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

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

9.  JIATA HA TBPBO PA3PEIIABAHE/NIOJHOBSIBAHE HA PA3PEIIEHHUETO 3A
YIIOTPEBA

[ata Ha mepBO paspemanane: 21 aBryct 2023 r.
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10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

04/2024

ITonpoOHa mr(pOpManKs 3a TO3H JeKapCTBEH MPOAYKT € MpelocTaBeHa Ha yebcaiita Ha EBpomneiickara
areHIws 1o JiekapcTaaTa http://www.ema.europa.eu.
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MPWIOKEHME I
MPOU3BOJUTEJ(A) HA BUOJIOTMYHO AKTUBHOTO(UTE)
BEIECTBO(A) U MPOU3BOJUTEJI(A), OTTOBOPEH(HU) 3A
OCBOBOKJIABAHE HA APTHU/IN

YCJIOBUSA NJIN OTPAHUYEHMUSA 3A TOCTABKA "
YIHOTPEBA

APYI'U YCJIIOBUA N UBUCKBAHUA HA PASPEIIEHUETO 3A
YIHOTPEBA

YCJOBUA NJIN OT'PAHNYEHUS 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT

KOHKPETHO 3AABJI’KEHUE 3A UBITBJIHEHUE HA MEPKH
CJIEJA PASPELLIABAHE 3A YIIOTPEBA 1101 YCJIOBHE
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A.  NIPOU3BOIUTEJ HA BUOJIOI'MYHO AKTUBHOTO BEIIECTBO U
INPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOKJIABAHE HA ITAPTHUIN

HMe u aapec Ha IPOU3BOAUTEIS HA OMOJIOTUYHO AaKTUBHOTO BCIICCTBO

Janssen Sciences Ireland UC
Barnahely,

Ringaskiddy, Co. Cork
Hpnannus

HwMe u afipec Ha TPOU3BOJUTENS, OTTOBOPEH 3a OCBOOOKIaBaHE HA MAPTHIUTE

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

b. YCJI0OBHUA WK OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlekapCTBEHUSAT MPOAYKT CE€ OTITyCKa M0 OTpaHUUEHO JieKapcko npeanucanue (Bx. [Ipunoxenue I
Kpatka xapakTepucTHKa Ha POyKTa, Touka 4.2).

B. JPYI'M YCJIOBUA U U3BUCKBAHUS HA PASPELHLIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKkTyaJau3npanm aokjaanau 3a oesonacuoct (ITAIB)

W3uckBanusdra 3a nonasane Ha [TAJIb 3a To3u nexapcTBeH NPOIYKT ca MOCOUYCHH B CIIUCHKA C
pedepentnute natu Ha EBponeiickus cpio3 (EURD cnucek), npensuaeH B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIE/IBAIH aKTyJIM3aI[MH, TTyOJHUKYBaHH Ha €BPOICHCKHS
yeOIopTa 3a JeKapcTaa.

ITpuTexkaTenst Ha pasperieHrero 3a ynorpeda (ITPY) tpsodsa na nogane nepBus [IALB 3a To3n
HPOJYKT B CPOK OT 6 Mecela ClIe/l pa3pelaBaHeTo 3a yrnorpeoa.

. YciaoBus HJin OT'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS ITPOAYKT

o Ilnan 3a ynpaBaenue Ha pucka (ITYP)

IIpurexxatensat Ha pa3pemennero 3a ynorpeda (IIPY) tps6Ba na n3BbpiIBa H3UCKBAHUTE JEHHOCTH U
JeHCTBUS, CBBP3aHU C IPOCIIeAsIBaHe Ha JeKapcTBeHaTa 0€301acHOCT, mocoueHu B ogo0penus [1YP,
npezncrased B Moayin 1.8.2 Ha pa3pelieHueTo 3a ynorpeda, KakTo U BbB BCHUKHU CJI/IBAIIH 0JJOOpEHH
akTyanu3anuu Ha ITYP.

Axtyanusupas [IYP tps6Ba na ce moznasa:

o 1o “ckaHe Ha EBporielickaTta areHIus 1o JeKapcTBara;

o BUHArd, KOTaTo Ce M3MEHsI CUCTEMAaTa 3a yIpaBJIeHHE Ha PICKa, OCOOCHO B pe3yiTaT Ha
MoJTydaBaHe Ha HOBa MH(OpMAIHs, KOATO MOXKE Ja JOBEJE 10 3HAYMMHU IIPOMEHU B
CHOTHOIIIEHHUETO T10J13a/PHUCK, MIIH CIIe]] TOCTUIaHe Ha Ba)KEH eTall (BbB BPb3Ka C IPOCIICIIBaHE
Ha JIeKapCTBEeHaTa 0€30MacHOCT WM CBEXJaHe Ha PUCKA 10 MUHUMYM).
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L I[OII'b.IIHI/ITeJIHI/I MEPKH 32 CBCKAAaHE HA PUCKA 10 MUHUMYM

IIPY tpsbBa ga rapaHTHpa, 9€ BHB BCAKA AbprKaBa WieHkKa, B kKosiTo TALVEY e Ha mazapa, BcHuku
MalueHTH/00TPHKBAIIIM TH JIMIA, KOUTO CE OYaKBa Jia U3M0JI3BAT TaJIKBETaMal, e UMAaT TOCTbII
no/me ca cHabaenu ¢ Kapra Ha nanueHTa, KoATo Aa HHGOpMHUpa MalMeHTUTE U 1a OOSICHSABA
puckoBete oT CRS u HeBpostormaHa TokcuaHOCT, BKtounTetHo ICANS. B Kaprara Ha manenTa
Tpsi0Ba a Ob/Ie BKIIOYECHO U MPEeAyIPEKACHUE 32 METUIIMHCKUTE CIIEIHATNCTH, JIEKYBaIllH MMAI[UeHTa,
Ye TOW/TS MmojTyyaBa TaJlKBeTamao.

Kaprara Ha marmuenTa TpsiOBa Ja ChIbpika CeIHATa OCHOBHA HH(POPMAITHS:

. Ornrcanre Ha OCHOBHHTE TIpH3HAIK U cumnToMu Ha CRS 1 HEBposornyHa TOKCHYHOCT,
BrurountenHo ICANS
o Wudopmanus, kora 1a ce ThPCH CIENIHa TOMOIT OT METUIIMHCKHU CIICITUATIMCT HITH J]a CE H3BHKA

0’bp3a OMOIII TIPH TOsIBA HA TpU3HAIK ¥ cuMnToMu Ha CRS win HEBpoIOrnyHa TOKCUYHOCT,
pximrounTesrHo ICANS

. Hamowmusiae, de nmarpieHTuTe TpsAOBa ]a OCTaHAT OJIU30 10 JeueOHO 3aBECHNE B IPOIBIDKEHIE
Ha 48 yaca ciej mpuIaraHeTo Ha BCHYKH 03 OT CXe€MaTa Ha IpWiaraHe ChC CThIATIOBUIHO
MOBHIIIABAHE Ha J03aTa

° HNudopmarus 3a KOHTAKT Ha MPESAMUCBAIIMS JICKap

OOyuurenHa nporpaMa 3a MEAUIIMHCKH CIIENNAINCTH

[Ipenu myckaneTo Ha TankBeTamMab Ha ma3apa BbB BCsKa AbpkaBa-wieHka [IPY TpsOBa ga cerioacysa
ChIbpPKaHUETO U (popMaTa Ha OOYUUTEIIHUTE MAaTEPUANIU C HALIMOHAJIHHS KOMIIETEHTEH OpPIaH.

ITPY TpsabBa na rapaHTupa, 4ye BbB BCSKA Ibp)KaBa-wieHKa, B KOSTO TalKBeTamad ce mpejiara Ha
nas3apa, Ha BCHYKH MEAMLMHCKH CHEeUHUAIMCTH, KOUTO Ce OYaKBa Jla MPeIIICcBaT WK puiarat
TaNkBeTamao, e ce MPeIOCTABIT MEIUIIMHCKNA O0YYUTETHI MaTepHaly 3a:

o ocurypsBaHe Ha HHQOPMHUPAHOCT 32 PUCKa OT HEBPOJIOTMYHA TOKCUYHOCT, BKIIIOUUTEIHO
ICANS, u penopbKH 3a CBEKAaHE Ha PUCKA JI0 MUHUMYM, BKJIFOUHTEITHO HHPOPMAITHU 32
YecToTaTa, TeKECTTa ¥ BPEMETO 10 N0sBaTa Ha CHMITOMUTE, HAOJI01aBaHH NPY MALUEHTH,
JIeKyBaHH C TaJIKBETaMal

yJIeCHsIBaHE Ha UIEHTU(UIMPAHETO HA HEBPOJIOTUYHA TOKCUYHOCT, BKIrounTeHO ICANS
yJIECHSIBAHE Ha JICUEHUETO Ha HEBPOJIOTMYHATA TOKCUYHOCT, BKItounTeHO [CANS
yJIeCHsIBaHE Ha HAOIIOIEHUETO Ha HEBPOJIOTHYHATA TOKCHYHOCT, BKIrounTeTHO I[CANS
rapaHTHpaHe, 4e HeXKEJIAHUTE Peak1K ce ChOOIaBar alekKBaTHO U MO NOAXOIAII HAYMH

A. KOHKPETHO 3AABJKEHHUE 3A U3IIBJIHEHUE HA MEPKH CJIE]]
PA3PEIIABAHE 3A YIHIOTPEBA 110/l YCJIOBHUE

Toga e pa3pernieHue 3a yrnorpeda moj yciaosue u cwriacHo wi. 14-a ot Pernament (EO) Ne 726/2004 B
onpeneneHus cpok [IPY TpsOBa ga M3NBIHU CICTHUTE MEPKU:

Onucanune Cpok

3a 51a ce mOTBBpAU ehpUKACHOCTTA U OE30MACHOCTTA HA TAJIKBETaMal, MOKa3aH KaTo | M. alpuil
MOHOTEpAITKs 3a JICYCHHE Ha Bb3PACTHH MAllMSHTH ¢ pelyanBupain u peppakreper | 2027 r.
MYJITUIUICH MHEJIOM, KOUTO Ca ITOJIy4HIM Hal-MaJIkoO TPH MPEAXOIHH TEPAIHH,
BKJTFOYBAIIN UMYyHOMOTYJIUPAIIO CPEJCTBO, IPOTEa30MEH HHXUOUTOP U
anTr-CD38 anTHTSII0, M TIOKA3BaT MpPOrpecHus Ha 3a00JIIBAHETO IO BpEeMe Ha WIIN
cien nociennara repanusi, [IPY e nogaae pe3ynrature oT NpoyydBaHe
64407564MMY 3002, pangoMu3upaHo npoyuBane (asza 3, cpaBHABAIIO
TasnkBeTaMal s.c. B KOMOMHanus ¢ naparymymao s.c. 1 nomamugomun (Tal-DP)
WM TaJKBeTamal s.c. B KoMOMHaIus ¢ qaparymymao s.c. (Tal-D) copsmo
IapatryMmymao s.c., TOMTHIOMHI U AekcaMmeTa3oH (DPd) mpu ygacTHuIm ¢
peIUANBHpAI WK pepakTepeH MYJITHILICH MHEIIOM
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Onucanne

Cpok

3a ;1a ce oxapakTepu3rpa JOITBIHATEHO IBITOCPOYHATa OE30IIacHOCT pH
MAIUEHTH C MYJITHILICH MHAEJIOM, KOUTO Ca JIKYBaHU TIPEAH TOBA C >3 MpeIXOaHH
JIMHWAW Ha Tepanus, BKIIOYBAIN UMYHOMOAYIUpaIno cpeactso, [1N u

anT-CD38 anTuTSII0, M IOKAa3BaT MPOrpecHs Ha 3a00JIIBaHETO IO BPEME Ha WIIN
cien nmocienHara tepamnus, [IPY me momane akryanusupan mokmaj 3a 6€30MacHOCT
ot nipoyuBaHe 64407564MMY 1001, otkputo npoyusane ¢a3za 1/2, 3a mbpBU IBT
MIpU XOpa, ¢ TIOBUILIABaHE Ha Jj03aTa Ha TajdkBeTaMab, xymanusupaHo GPRCSD x
CD3 6ucnernupuaHo aHTUTSIIO, TIPH JIUIA C pEIUIUBHpPAI WiIu pedpakTepeH
MYJITHIUICH MHEIIOM

M. ampuiI
2025 .
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MNNPUJIOKEHUE III

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

KAPTOHEHA OIIAKOBKA (2 mg/ml)

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

TALVEY 2 mg/ml umkeKMoHEeH pa3TBOp
TajkBeTamad

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

Emun ¢nakon ¢ 1,5 ml chappska 3 mg tankseramab (2 mg/ml).

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

IHomomawm BemectBa: EJITA nByHatpueBa con quXuapaT, JieJAeHa OlleTHa KHUcemuHa, momucopdar 20,
HaTpUeB aleTaT TPUXHUIpaT, 3aXapo3a, BoJa 32 MHKEKIIUU.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

WHXEKIIUOHEH Pa3TBOP
3mg/1,5ml
1 ¢makon

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT HA BBBEXK/IAHE

3a NOJKOKHO IPUIIOKEHHE.
IIpeau ynorpeba npovereTe JIMCTOBKATA.

6. CHHEHHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA IELIA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 3a JCTA.

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

Ja He ce pa3kiaiia.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

a ce cpxpaHsBa B XJIQIMITHUK.
Jla He ce 3ampassiBa.
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CoxpaHsBaiiTe B OpUTHHAITHATA OTMIAKOBKA, 3a J]a C€ MPEeana3u OT CBETINHA.

TAX, AKO CE U3UCKBAT TAKHUBA

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

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

Janssen-Cilag International NV
Turnhoutseweg 30
B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/23/1748/001

13. NAPTHJEH HOMEP

[Taptuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

[Ipuero ¢ ocHOBaHUE J1a He ce BKIOYM nH(popMaius Ha bpaiiiosa a30yka.

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/|

JIByn3mepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HACHTH()HKATOD.

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

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
II'BPBUYHU OITAKOBKH

DIIAKOH (2 mg/ml)

1. HNME HA JIEKAPCTBEHUSA NTPOAYKT U ITBbT(MLIA) HA BBBEXK/JIAHE

TALVEY 2 mg/ml umkexust
TaJNKBeTamMad
S.C.

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. MHAPTUJAEH HOMEP

Lot

5. CBABPKAHUE KATO MACA, OBEM WJIN EJUHULIN

3mg/1,5ml

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

BBHIIIHA KAPTOHEHA OITAKOBKA (40 mg/ml)

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

TALVEY 40 mg/ml uHXeKIMoHEeH pa3TBoOp
TajkBeTamad

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

Emun duakon ¢ 1 ml ceabpika 40 mg tankseramad (40 mg/ml)

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

IMomomawm BemectBa: EJITA nByHaTpueBa con quxuapar, JieJeHa oleTHA KUcelnHa, monucopbar 20,
HaTpUeB aleTaT TPUXHUIpaT, 3aXapo3a, BoJa 32 MHKEKIIUU.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

WHXEKIIUOHEH Pa3TBOP
40 mg/1 ml
1 ¢makon

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT HA BBBEXK/IAHE

3a NOJKOKHO IPUIIOKEHHE.
IIpeau ynorpeba npovereTe JIMCTOBKATA.

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

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 3a JCTA.

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

Ja He ce pa3kiaiia.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

a ce cpxpaHsBa B XJIIMITHUK.
Jla He ce 3ampassiBa.
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CoxpaHsBaiiTe B OpUTHHAITHATA OTMIAKOBKA, 3a J]a C€ MPEeana3u OT CBETINHA.

TAX, AKO CE U3UCKBAT TAKHUBA

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

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

Janssen-Cilag International NV
Turnhoutseweg 30
B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/23/1748/002

13. NAPTHJEH HOMEP

ITapTuna:

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAILJIOBA A3BYKA

[Ipuero ¢ ocHOBaHUE J1a He ce BKIOYM nH(popMaius Ha bpaiiiosa a30yka.

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/|

JIByn3mepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HACHTH()HKATOD.

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

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
II'BPBUYHU OITAKOBKH

DIIAKOH (40 mg/ml)

| 1. MME HA JEKAPCTBEHMSI IPOAYKT U MbT(MIIA) HA BbBEXKIAHE

TALVEY 40 mg/ml nrxekuus
TajKBeTamMad

talquetamabum

s.C.

‘ 2. HAYUH HA ITPUJIIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. IHAPTUJIEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

40 mg/1 ml

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

Talvey 2 mg/ml nH:KeKIIMOHEH Pa3TBOP
Talvey 40 mg/ml unKeKIMOHEH pa3TBOP

tankseramab/talquetamab

vTOBa JICKApPCTBO MOJICKH HA TOIMBIHUTEITHO HabmoaeHre. Tosa 11e mo3Boiau Obp30TO
YCTaHOBsIBaHE Ha HOBa MH(OpMAaIMs OTHOCHO Oe30macHOCTTa. MoXkeTe Ja JajieTe CBOs MPUHOC KaTo
CHOOIINTE BCSKA HEXKETaHa PEeaKIHs, KOSITO CTe MOy, 32 HAauiHA Ha ChOOIIaBaHe Ha HEXelaH!
pEaKIuy BIDKTE Kpast Ha TouKa 4.

IIpoyeTeTe BHUMATEIHO USJIATA JJUCTOBKA, Mpeau 1a Bu ce npuioxku ToBa J1eKapcTBO, Thil

KaTo T4 ChAbpPka BaxHa 3a Bac undopmanus.

- 3amasere Ta3u JUCTOBKA. MoKe /1a ce HaJIOXKH J1a sl IPOYETEeTe OTHOBO.

- AKO UMate HAKaKBH JIOMBIHUTETHA BBIIPOCH, TTOTATaiTe Bammis nekap uim MeJquIimHCKa
cecTpa.

- Axo IMMOJIYYUTC HAKAKBU HCXKCIJIAaHU PCAKIIUN, YBEAOMETC Bamms JICKap Wi MCIAULIMHCKA
ceCTpa. ToBa BkII0YBa M BCUYKH BB3MOKHU HEXKEIIaHU peaKknun, HCONMMCaH! B Ta3H JIMCTOBKA.
Bmxre TouKa 4.

Kakso CbAbpPiKa Ta3u JIMCTOBKA

Kakso mpencrasmnsaBa Talvey u 3a kakBo ce H3M0I3Ba

Kakgo TpsiOBa aa 3Haete, npenu Aa Bu ce npunoxu Talvey
Kak ce nmpunara Talvey

BB3MOXXHU HEXETaH! peaKuu

Kak ce cpxpansiBa Talvey

ChabpkaHue Ha ONIAaKOBKATa W JOMBIIHUTEIHA HHPOPMALIUS

U wd P

1. Kaxkso npeacrasassa Talvey u 3a kakBo ce H3M0JI3Ba

Talvey e mpoTHBOPAKOBO JIEKAPCTBO, KOETO ChIBP)Ka aKTHBHOTO BEIIECTBO TaJKBETaMal.
TankBeramal e aHTUTSUIO, BUJI IIPOTEHH, KOWTO Pa3lio3HaBa M ce MPUKPENs KbM CIeUPUIHA MUILICHH
B opranusma. Toil e ch3majieH Taka, ue ja ce npukpers kbM nporeu GPRCS5D (G nmpoTtenHn-cBbp3an
peuenTop ot cemeiictBo C rpyna 5 wien D), nporenn, KOWTO ce HaMHpa BbPXY PAKOBHUTE KJIETKU Ha
MYJITUIICHUS] MHEJIOM, ¥ KbM KiIbcTep Ha audepenimanms 3 (CD3), nporenn Bpxy T-kieTkute (BHI
Oenu KpbBHHU KJIETKHM). T-KJIETKHTE ca Y4acT OT €CTECTBEHATAa 3allluTa Ha OpraHu3Ma 1 [oMarar 3a
npeAna3BaHeTo My oT HHpeKIuH. Te MoraT chIo Taka J1a YHHII0XKaBaT pakoBuTe KieTku. Korato
TOBA JIEKAPCTBO CE€ MPHUKPENH KbM Te3U KJIETKH, TO CBbP3Ba paKOBHUTE KIETKU U T-knetkure. ToBa
ctuMynupa T-KJIeTKuTe Ja pa3pymar pakoBUTE KIETKH Ha MYJITHILUICHHSI MUEIIOM.

Talvey ce n3nomn3Ba 3a JeyeHre Ha Bb3PACTHU C MHOXXECTBEH MUEIIOM, PaK Ha KOCTHHS MO3BK.
Toii ce HM3II0JI3BA, KOT'aTO MAMEHTUTE Ca IIPEMUHAJIN ITOHE TPHU APYTH BUJa JICHCHUE, KOUTO HE Ca
HoJecTBaIN WY ca IpecTaHalM Ja JelcTBar.

2. Kakso TpsadBa 1a 3HaeTe, npeau 1a Bu ce npunoxu Talvey

He Tpsi6Ba na Bu ce npuiara Talvey

o aKo CTe aJleprUYHU KbM TaJKBEeTaMald WM KbM HSKOSI OT OCTaHAJIMTE ChCTaBKH Ha TOBA

nekapcTBO (M36pOeHH B TOUKA 6).

He uznon3paiite Talvey, ako ropHOTO ce oTHacs 1o Bac. Ako He cTe curypHH, roBopere ¢ Bamus
JieKap WM MEIUIIMHCKA cecTpa, mpenu na Bu ce mpmnoxu Talvey.
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Ipexynpexnaenns: u npeanasHu MepKu
I'oBopete ¢ Barius jiekap nim MeTUIIMHCKA cecTpa, mpeau aa Bu ce mpunoxku Talvey.

Cepro3HU HEXXETAHHU pEAKIIUU

ChIecTBYBaT CEPUO3HH HEXKEJIAHU PEAKIINHU, KOUTO MOJKE JIa HACTBIIAT CJIe]] KATO 3allOYHeTe JICUeHHe
¢ Talvey. Ilpu nosiBata um TpsiOBa J1a yBeJOMUTE He3a0aBHO Baius iekap wiv MEITUIIMHCKA CeCTpa,
TBH KaTO MOJKE [1a M3UCKBAT He3ab0aBHA MeIUITHHCKA TIOMOIIL.

TpsaodBa 12 KaxeTe BeqHara Ha Banusi jiekap Wil MeIHIIHHCKA CECTPa, AKO MOJYYHTE HEN[O OT

cJIeTHUTE:

° MpHU3HAIK HA ChCTOSIHUE, M3BECTHO KaTO ,,CHHJIPOM Ha OCBOOOXAaBaHe Ha IUTOKUHU (CRS).
CRS e cepriozHa IMyHHA peaKIiys ChC CHMIITOMH KaTO TIOBUIIIEHA TEMIIepaTypa, HUCKO KPBBHO
HaJISITaHe, CTYJICHU TPBIIKH, 3aTPYAHCHO UIIIAHE, YMOpPA, T1aBO00JINE, YCKOPEH ITYJIC U
MOBUIIIEHO HUBO HA YePHOPOOHUTE CH3UMH B KPbBTA.

o e(eKkTH BbpXy HepBHATa cucTeMa. CUMIITOMHUTE BKIIIOYBAT yCEIllaHe 3a 00bPKAHOCT, YCEIaHe
3a JIe30pUEHTALNS, CHhHIMBOCT, HAMaleHa KOHIICHTPAIHs, 3a0aBEHO WM 3aTPYJHEHO MHUCIICHE,
MPOMEHEHO MUCJICHE WM HaMaJIeHO Ch3HaHKE, 00bPKBaHE, 3aTPYAHECHO TOBOPEHE U pa3OHpaHe
Ha pedta. Hsakou oT TAX MOe Ja ObJaT NpU3HAIM Ha CEPHO3HA UMYHHA pEaKIus, HapeueHa
,»CHHJIPOM Ha HEBPOTOKCHYHOCT, CBbp3aHa ¢ MyHHHUTE edekropHu kinetkn * (ICANS).

o npo0OJieMH B ycTaTa KaTo 3ary0a Ha BKyC, CyXOTa B yCTaTa, 3aTPyAHEHO MPErTbILaHe U
BB3IIJICHHE HAa YCTHATA JINTaBHIIA.

o KOXXHH ITPOOIJIEMH KaTO 0OPHB, 3a4epBSIBaHE U MPOOIEMH C HOKTHTE

o YyBCTBO 32 TOIUIMHA, TIOBHIIEHA TEMIIepaTypa, CTyJICH! TPBIIKH WIH TperepeHe, O0IKH B

I'bPJIOTO WUJIH A3BU B YyCTaTa MOXKE a 6’bI[aT IMpu3Hauv Ha I/IH(I)CKHI/IH.

Talvey u BakcuHu

T'oBopete ¢ Baiust jiekap wiv MeIUIMHCKaA cecTpa, peau aa Bu ce npunoxu Talvey, ako cre
BaKCHMHHUPAHW HACKOPO WJIM 1€ TpsOBa Ja ce Bakcuuupare. imynnarta Bu cucrema (ecrecTBeHaTa
3allMTa Ha OPraHM3Ma) MOYKeE Jia He pearkpa TOJIKOBa J00pe Ha BAKCHHALIUS, KOraTo pHeMare ToBa
JIEKAPCTBO.

He Tpsa6Ba na momyuyaBaTe »KUBU BaKCUHHU, CTIEI(UEH BT BAKCUHH, B IEPHOa Hali-MaIKO
4 cenMUIM TIpey 3ariouBaHe Ha siedeHue ¢ Talvey no mone 4 ceamunu cies mocieHara 103a.

W3cnenBaHus U Iperaeau

Ipean na Bu ce npunoxu Talvey, Bamust nekap e nposepu KpbBHata Bu kapTrHa, 3a 1a yCTaHOBH
HUBATa Ha Pa3IMYHU KPHBHU KJIETKHU U e Bu u3cnensa 3a npusHany Ha uHbekus. Madekuuute nie
OblaT IeKyBaHU, IPEIH J1a 3aTI0OYHETE JIeUEeHHE C TOBA JIEKapCTBO.

Caen xato Bu ce npunoxu Talvey, Bamust nekap uie Bu nabmonasa 3a Hexxenanu peakuuu. Toi
CBIIO TaKa IIe NpoBepsiBa PelIOBHO KpbBHATa Bu kapTuHa, T KaTo OpOST HA KPBBHUTE KIIETKH U
JIPYTUTE KOMIIOHEHTH Ha KPbBTA MOXE J1a HamaJiee, KOraTo M3M0I3BaTe TOBA JIEKapPCTBO.

Jlena u roHOIIHN
Talvey He TpsOBa a ce M3MOA3Ba NPH A€a WIK MIIaJeXy 1o 18-rouiiHa Bs3pacT, 3ai0To
JIEKapCTBOTO HE € MPOYYBAHO B Ta3W BH3pPAcTOBA I'PYIa M HE € U3BECTHO KaK I1Ie UM I0JIeHCTBA.

JApyru aekapcerBa u Talvey

TpsiOBa na kaxkeTe Ha Batiust jiekap Wik MEIUIIMHCKA CECTpa, aKo MPpUeMaTe, HACKOPO CTe pUEeMallid
WK € BE3MOXKHO JIa IpHeMare JIpyrH JekapcTBa. ToBa BKIIIOYBA JIEKAPCTBA, KOUTO MOKETE JIa B3eMETe
0e3 perenTa, 1 OWIKOBH JIEKapCTBa.
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BpeMeHHOCT, KOHTpalueniuus 1 KbpMeHE

BpeMeHHOCT U KOHTpAIIeTIIUs

Talvey uma moTeHIMa a ce mpejasa OT MalikaTa Ha pa3BuBauius ce mwioa. Edexrure Ha Talvey
BBPXY pa3BUBAIIHS CE€ TUIOJ] ca HEM3BECTHH W PUCK 32 HOBOPOJICHUTE/KbpMaUeTaTa He MOXKE J1a ce
W3KITIOYH.

AKo cTe OpeMeHHA WU KbPMHTE, CMATATE, Y¢ MOXKE J1a CTe OpeMeHHA WM IJIaHupaTe OpeMEeHHOCT,
MOChBETBalTE ce ¢ Baims nekap v MEeUIMHCKA cecTpa Npeiu Aa By ce mpuitosku ToBa JeKapCcTBo.
AKko 3a0peMeHeeTe 1o BpeMe Ha JICUCHUETO C TOBA JICKapCTBO, KAXKETE BeaHara Ha Bamus nekap wiu
MEIUIMHCKA CecTpa.

Axo Bue moxe na 3a0pemeHeeTe, TpsOBa Jla U3M0J13BaTe ePEeKTUBHA KOHTPALICIIIHS 110 BpeMe Ha
nedenueTo ¢ Talvey u B mpobinKeHHE Ha 3 Mecelia Clie]] CIupaHeTo My. BamusT nekap mie npoBepu
Jlay cTe OpeMeHHa, IPeH /1a 3all09He JICYCHUETO.

Axo Bamara naptHbopka 3abpeMeHee, J0KaTo MojydaBaTe TOBa JISKapCTBO, KayKeTe BeJHAra Ha
Bamus nekap.

AKO cTe mpreMalid ToBa JICKapCTBO 10 BpeMe Ha OpeMEHHOCT, Ha HOBOpoAeHOTO Bu 6e6e He TpsiOBa
Ja C€ NOCTaBAT )XMBU BaAKCUHU, 1OKATO HEC HABbPIIN ITOHC YCTUPU CEAMHUIIH.

Kvpmene
He e u3BectHo ganu Talvey npemunaBa B kbpmara. Moxe a ©Ma pHCK 3a

HOBOpoJeHHUTe/KbpMaueTarta. [locsBeTBaiiTe ce ¢ Bammus nekap, npeau na 3amo4HeTe JeYeHre ¢ ToBa
nexapcTBo. Bue u Bammsar nekap e pemure Janu noia3aTa 0T KbPMEHETO € IO-ToJsiMa OT PUCKa 3a
Bamnrero 6e6e. Axo Bue u BammsT nekap pemmuTe Ja cipeTe NpriIoKEeHHETo Ha TOBa JIEKapCTBO, HE
TpsiOBa Jla KbpMUTE B IIPOABIDKEHNE HA 3 Mecela cie]l CIUPaHe Ha JICYEHUETO.

DepTrIIATET
JluricBaT nanHu 3a eexrta Ha TankBeramad BbpXy peprmwiurera. Edexrure Ha TankBeramad BEPXY

MBIKKHA U KCHCKHUA CpepTI/IJ'II/ITeT HC Ca OLICHABAHU B IIPOYYBAHUS IIPU ) KUBOTHH.

Ilodupane u padoTa ¢ MAIIMHU

Hsaxoun xopa Mo>ke /1a ce 9yBCTBAaT YMOPEHH, 3aMasiHU WK 00bpKaHH, JokaTo npuemar Talvey. He
modupaiite U He padoTeTe ¢ MHCTPYMEHTH WA MAIlIMHU OT TOJIyYaBaHETO Ha IIbpBaTa J103a JI0 Hali-
MaJiko 48 vaca cieq moyrydaBaHe Ha mbpBaTta Bu tepaneBtruna no3a Talvey win criopes ykazaHHusATa
Ha Bamus nekap.

Talvey chabpika natpuii
Talvey cpabpika mo-manko ot 1 mmol Hatpuii (23 mg) Ha 1032, T.€. MOXKE JIa Ce Kaxe, ue
MPAKTHYECKU HE ChABPIKA HATPHUIA.

3. Kak ce npniara Talvey

KakBo koau4ecTBO ce mpuJjara

Talvey me Bu ce mpunara o HaOJII0A€HUETO Ha JIEKap C ONHT B JICYEHUETO HA TAIIMEHTH C
MHO>KECTBEH MHEJIOM. BammmsT ekap e perm kakBo koimmuecTBo Talvey na Bu ce npunara. [lo3ara
Talvey mie 3aBucH OT TenecHOTO Bu Tero.

B 3aBucumoct ot Jo3aTta Talvey CC Impujiara BEAHBIK CCIMUYIHO WM BEAHBIK HA 2 CCAMUIINA 110
CJIICAHUS HAYHH:

0,4 mg/kg BeTHBXK CEAMHUIHO:
. 3a mepBara cu go3a me nomyunte 0,01 mg Ha KuIorpaM TeIecHO TETIIO.
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° 3a BTOpaTa cu J103a, KOSTO IIIe Ce MPUWIOKHU ciel 2-4 nau, mie noayuute 0,06 mg Ha Kuiorpam
TEJIECHO TETJIO.

. 3a Tperara cu J03a Ie MOIyYuTe ,,TeparneBTuyHa qo3a” 0,4 mg Ha kujorpam Terio 2-4 mau
cnen BTopaTta Bu no3a.

o Crnen TperaTa cu A03a IIIe MoTydaBaTe ,,TepaeBTUYHA 032" BEIHBXK CEIMUTHO.

o JledenuneTo 11e MPOABIIKA JOKATO HMATE 10I3a OT JieueHueTo ¢ Talvey.

Bamust nexap me Bu HaOnronaBa 3a HeXxxenaHu Peakiiy CIIe]l BCAKA OT IbPBUTE TPH JT03U. Toi 1ie
IIpaBy TOBA B MMPOABIDKCHUE HA 2 THU Clied BCsAKa qo3a. TpsaOBa ga octaHeTe B OJU30CT 10 JIe4eOHO
3aBEJIEHUE CJICN BCSAKA OT ITbPBUTE TPH JIO3H, B CIIy4all Ue MOyYHTE HEKEITAHU PEaKIIHH.

AKO TIOTTyYnTe HEXXeJIaHH PEakIiy cJeI HIKOS OT ITbPBUTE JBE 103U, BammsT rekap Moxke Ja pemu
Jla u34aka 710 7 HU, Ipeau Aa Bu npuioxu cieasamiara j03a.

0,8 mg/kg BeTHEXK HA BCEKU 2 CEJIMUILIH:

. 3a mepBara cu no3a me nonyunte 0,01 mg Ha KMjI0rpaM TEJIECHO TETJIO.

. 3a BTOpara cH 1032, KOSTO Ie ce MPUIIoKH ciel 2-4 nau, me noryaute 0,06 mg Ha Kuorpam
TEJIECHO TETJIO.

. 3a Tperara cu 71032, KOSTO 1€ Ce MPUIIOXKH ciief 2-4 nau, e momyante 0,4 mg Ha Kuimorpam
TEJIECHO TETJIO.

. Cren TOBa 3a UETBBPTATA CH J103a 1€ MOIYUYUTE ,,TepaneBTU4HA 103a* 0,8 mg Ha Kujgorpam
teryo 2-4 nuu cien Tpetara Bu no3a.

. Cren ueTBbpTATA CH J103a IIE MMOTy4YaBaTe ,,TeparneBTUIHA 1032 BEAHBK HA BCEKU 2 CEIMMIIH.

o JledeHueTo 11e MpOIb/DKU JOKATO UMATE MoJI3a OT JieueHueto ¢ Talvey.

Bammst nexap me Bu HabmionaBa 3a HexXeaH! peakMy Clie]l BCsAKa OT MbpBUTe By ueTnpu no3u.
Totli/Ts1 e mpaBu TOBa B MPOIbIDKEHUE HA 2 THU cJe]] Besika f103a. TpsaoBa na Obaere 0130 /10
Je4eOHO 3aBe/IeHHE CJIe]] BCSKa OT ITbPBUTE YETHPH JI03H B CIIy4ail, 4e IMOIy4YnTe HeXKETaH! PEaKIiH.

AKO TOTy4YuTe HEXXETIaHU PEeaKITUH CIIe]] HIKOS OT MEPBUTE TPH J03H, BammsT ekap Moxe Ja perntu
Jla u34aka 710 7 JHH, Ipean 1a Bu mpuiioxu cieasaiara 103a.

Pemennero 3a nznon3eane Ha 0,4 mg/kg Bequbxk cenmuuno wiu 0,8 mg/kg Ha BCEKU JIBE CEAMMUIIN
TpsiOBa Jla ce B3eMe Clie]] KOHCyITalus ¢ Bamus nekap.

Kax ce npuiara jiekapcTBoTO
Talvey me Bu ce npunara oT nekap Wil MEJIUIIUHCKA CECTPa KaTO MHXKEKIIHS 0] KoxkaTa (IOAKOXKHA
umkekuus). Ts ce nmpunara B o6acTTa Ha Kopema win 0epoTo.

JApyru JekapcrBa, NpWjiaraiu no speMe Ha Jiedenue ¢ Talvey

[penu mepBuTe TpU 103u (ako Bu ce npumarar 0,4 mg/kg TenecHo Terno) uitk MbPBUTE YETHPH JTO3H
( ako Bu ce mpunarat 0,8 mg/kg TenecHo terno) Talvey, me Bu ce npunarar nekapctsa, KOUTO
crioMaraT 3a HamaJsiBaHE Ha BEPOSITHOCTTA OT HEXKEJIaHHW peakiuu. Te Moe Jja BKIIOYBAT:

L JICKApCTBA 3a HAMAJIXIBAHC HA aJICPruiHa pCaKIusa (aHTI/IXI/ICTaMI/IHI/I)
L JICKApCTBA 3a HaAMAJIIBAHC HA BH3IAJICHUC (KOpTHKOCTepOI/I,Z[I/I)
L JICKApCTBA 3a HAMAJIIBAHC HaA MMOBUIIICHA TEMIICPATYypa (KaTO napaueTaMon)

Te3u JICKapCTBAa MOXKEC a Bu ce MPUJIOKAT ChIIO U IPU IMO-KbCHU 03U Talvey BB3 OCHOBA Ha
HaJIMYUMETO HA HAKOU CUMIITOMHU.

Moxke ChIIO Aa Bu ce OPUIIOKAT JOIIBJIHUTCIIHU JICKAPCTBA B3 OCHOBA HAa HAJIMYHUCTO HA HAKOU
CHMIITOMH Wjx Ha Bamara anamHesa.
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Axo Bu ce npui1oku nopeve oT Heooxoqumara go3a Talvey

Toga nekapcTBo 1ie Bu ce npunara ot Bamus ekap nnu MeIuurHCKa cectpa. B ciyydail ue Bu ce
MIPUJIOKHU TBBPJIE TOISIMO KOJIMYECTBO (Ipeno3upane), Bamusar nexap e Bu nperniena 3a Hexxenanu
peaxkuuu.

AKo npomnycHeTe Ha3Ha4eH 4ac 3a npuio:xkeHue Ha Talvey
MHoro e Ba)HO J1a cria3BaTe BCUUKH Ha3HAUYEHHU YacoBe, 32 Jla € CUTYpHO, 4e JeueHueTo Bu nelicTra.
AKO NpoIycHeTe 4ac, Hacpo4eTe CH APYT Yac Bb3MOXKHO Hail-CKOPO.

AXxo0 nMaTe HIKaKBU JOI'BJIHUTCIIHUA BBIIPOCHU, CBBP3aHU C yHOTpe6aTa Ha TOBa JICKApCTBO, MOIMUTaNTe
Bamus JICKap Wi MCAUIMHCKA CeCTpa.

4, Bb3MOKHN HeKeJTaHU PeaKIuu

Kakro Bcuukn JIEKapCTBa, TOBA JICKAPCTBO MOXKE Jla MIPEAN3BUKA HEXKECIIAHU PE€AKIINU, BBIIPEKU Y€ HE
BCCKM I' ITIOJTy4aBa.

CepHo3HH HeKeJIaHU peaKluu

TpsiOBa a2 MOSYyYUTE MEIUIIMHCKA ITOMOII] BEIHATA, aKO MOJIyYUTE HIAKOS OT CICTHUTE CEPHO3HU
HEeXeJIaH! PEaKIUH, KOUTO MOXKE J1a ca TEXKH U Ja ObaaT daTarHu.

MHoro 4yectn (Mo2ke 1a 3acerHar nmosede oT 1 Ha 10 qymm):

. CHHIPOM Ha HEBPOTOKCHYHOCT, CBbp3aHa ¢ UMyHHUTE edekTopHu KieTku  (ICANS), ceprosna
WMYHHA peakins, KOSTO MOXeE J1a 3aCeTHe HepBHAaTa cucTteMa. Hakou ot cuMmnromure ca:

ycelnaHe 3a 00bpPKaHOCT

ycelllaHe 3a HaMaJeHa KOHIICHTpaIys

yCelllaHe 3a JIe30pUeHTaIHs

CHHIIUBOCT

JIUTICA HA €HEePTHUs

3a0aBEeHO W 3aTPYJHEHO MUCIICHE.

. CunapoM Ha ocBOOOXMaBaHe Ha UTOKUHKU (CRS), ceprno3Ha UMyHHA peakiiusi, KOsSTO MOXKE J1a
MPUYUHA CUMIITOMH KaTO:

O O O O O O

¢ HOBUILICHA TEMITepaTypa
o HHUCKO KPBBHO HaJsiraHe
¢ CTYACHU TPBIIKH
¢ HHCKO HMBO Ha KHCJIOPOJ B KPBBTA
o ri1aBo0osue
o YCKOPEH IIyJIC
o MOBHIIIEHO HUBO Ha YEPHOAPOOHUTE E€H3UMH B KPbBTa

o HUCKH HUBA Ha HEyTPO(WIN (HEYTPOIEeHUS ), BU O€IM KPbBHU KJIETKH, KOMTO ITOMarar 3a
0opOa ¢ uHpekusITa

o HUCBHK OpOl TPOMOOIIUTH B KpBbBTa (TPOMOOLIMTONIEHHS), KOUTO TIoMaraT Ha KpbBTa J1a ce
ChCUPBA.

Tpﬂ6Ba Ja KaKCTC Ha Bamms JICKap BEJHara, ako 3a0€NIeKUTE HIKOS OT I/I36p06HI/ITe CCPUO3HU
HEXCJIaHU pE€aKIIUU I10-Trope.

JIpyru HeKeJaHU peaKmuu

Hpyrure Hexxenanu peaknuy ca n3dpoeHu no-aony. Kaxere Ha Bamus nexap uimm MeTuIiiHCKa
CecTpa, aKo MOIYYUTE HIKOS OT Te3U HEXKEJIaHU PEaKLUu.

MHuoro yectu (Moxe 1a 3acerHat noseue ot 1 Ha 10 qymm):
. MpoOIeMHU C HOKTHUTE
. 0oJika B MyCKYJIUTE B KOCTUTE (MYyCKYJTHOCKEIETHA 00JKA)
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HUCBHK OpO YepPBEHU KPHBHU KICTKH (aHEMHUS)

ycellane 3a ymopa

CTYACHU TPBIIKU

3ary0a Ha Terjo

HEOOMYAIHO cyXa KOXKa WM JIMTABUIIM KaTo yCTaTa U 04uTe (KCepo3a)

HUCBHK Opoit TnMdonuty (TuMpornenus ), BUI Oenn KpbBHH KIETKH

npo6JeM ¢ Bb3MOKHOCTTA /1a CE ABMKUTE WITH 10 KOHTPOJIMpPATe IBMKEHHUITA (MOTOpHA
TUCHYHKIIHSA)

3aMasHOCT

yBpEeXKJIaHe Ha HEPB, KOETO MOXKE Ja MPUYMHU MpaByYKaHe, U3TpbIIBaHe, 00JKa WiH 3aryda Ha
ycemane 3a 00Jka (CeH30pHa HEBPOTIATHS)

YBpEXXIaHe WK 3a00JIsIBaHe, 3acATalio Mo3bYHaTa GyHKIHS (eHIedanomaTus)

TUapus

rajicHe

3areK

cToMalHa 6oika

MOBPBIIIaHE

WH(EKIU Ha HOCa, CHHYCHTE HITH ThPJIOTO (MH(EKINA Ha TOPHUTE NUXATEITHH ITHTHIIA)
ChpOex (IPypUTYC)

HaMaJIeH arleTuT

Oonka

HUCBHK Opoii 6Tl KPBBHU KIETKH (JICBKOTICHUS)

HUCKHY HUBA Ha KaJUi B KPHBTA (XUIIOKATHEMHU)

HUCKH HUBa Ha ¢ocharu B KpbBTa (XUNodocharemus)

HUCKHY HUBA Ha MarHe3nil B KPbBTa (XUIIOMarHE3UEMHsl)

HUCKO HHBO Ha UMYHOTJIOOYJTMHY, BUJ] aHTUTENA B KPBBTa (XUMIOTaMarjio0yIMHEMHs ), KOETO
MOJKe J]a HalpaBu WHPEKIIMHUTE IT0-BEPOSTHU.

OTOK, IPUYMHEH OT HAaTPyNBaHE HA TEYHOCT B OpraHu3Ma (eem)

Jpa3HeHe WK O0JIKa Ha MSICTOTO Ha MHXKEKTHPaHE

MOBHUIIIEHO HUBO Ha YEPHOAPOOHU €H3UMU B KPBHBTA

COVID-19 undexuus

KPBBHUTE U3CIIEJBAHUS MOXKE J1a TIOKaXarT, e € HeOOXOMMO MO-MIPOIBIKUTEIHO BpeMe 3a
CBhCHPBaHETO Ha KPBHBTA (IMOHIKEHN CTOMHOCTH Ha puOprHOTeH, noBuiieHo INR u ynbmkaBane
Ha PTT)

OakTepranHa HHPEKITUSI

0oJKa B ycTHaTa KyXHHA

rpOnYHa HHpEKIUS

MOBHUIIIEHA TeMIeparypa (TUPEeKCHsi)

riaBo0ome

HEIOCTHUT Ha BB3IYX (AUCTIHESN)

KaIlUTAIA

npobJeMu ¢ ycrtaTa ¥ IbITaHETO KaTo MPOMSTHA Ha YCELIaHEeTo 3a BKYC (JUCrey3us), CyxoTa B
ycTara, 3aTpyAHEHO I'biTaHe (aucdarus) 1 Bb3NaJieHUE Ha JIMTaBUIlaTa Ha ycTara (CTOMAaTHT)
KOXXHH MTPOOJIEMH, BKIIFOUNTEITHO KOXKEH 00pUB

Yectu (Mo:ke 1a 3acersat a0 1 va 10 xyumm)

Kocomnaz
KbPBEHE, KOETO MOXeE J1a ObJIe TEXKKO (KPHBOU3IIHB)

OenonpobHa nHMEKIHs, (ITHEBMOHWS )

BUpYCHA MH(EKInsI

OTpaBsiHE Ha KPbBTa (CEIICHUC)

HHUCBHK Opoii Ha BUA O€NM KPBbBHU KIETKU (HEYTpO(HIIM) C MOBHLICHA TEMIIEpaTypa
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Cpo0maBaHe HA HesKeJIAHU PeaKIIun

AKO MOITyYnTe HIKAKBU HEKEJIaHU JICKAPCTBCHH PEaKIiy, yBeAoMeTe Baius nekap i MeuIuHCKa
cectpa. ToBa BKJIFOUBAa BCUYKU BH3MOXKHU HEOIMCAHU B Ta3H JIUCTOBKA HEXEJIaHU peakiui. Moxere
CBIIO JIa ChOOIIUTE HEXKETaHHU PEaKIUK TUPEKTHO Ype3 HAllMOHATHATA CUCTEMA 3a ChOOIaBaHE B!
W3mbaHuTe IHa areHIus 10 JeKapcTBaTa

yi. ,,Jlamsa I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitt: www.bda.bg

Karo cho0maBare HexXeNaHu peakiiy, MOXKETe Ja JaJieTe CBOS MPUHOC 3a MMoJyYaBaHe Ha ToOBeYe
nH(pOpPMAIUs OTHOCHO 0€30MaCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak ce cexpansaBa Talvey

Talvey me ce chbxpansiBa B OOTHHUIIATA WK B KJIMHUKaTa oT Barms nexap. [lopaau ToBa cnemnara
uH(pOpMAIHS € MpeTHa3HAYeHA TIIABHO 32 MEAUIIMHCKY CTICIIHAJICTH.

Jla ce chxpaHsBa Ha MSCTO, HETOCTHITHO 32 JIela.

He u3nosn3Baiite ToBa JiekapCTBO Clie/l CPOKA Ha FOJJHOCT, OTOCNSI3aH BhPXY KaPTOHEHATA OMAKOBKA
eTrKeTa Ha ¢rakona cien ,,l omen 10:/EXP“. CpoKbT Ha TOAHOCT OTrOBaps Ha MOCIEAHUS IEH OT
MOCOYCHHS MECell.

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

ChxpaHsiBaiiTe B OpUTHHATIHATA OMIAKOBKA, 3a Jla Ce MPEe/a3y OT CBETIHHA.

[penu na M3M0NI3BaTEe JIEKAPCTBOTO, IIPOBEPETE pa3TBoOpa 3a HAJMYKME HA YACTHIIM WK MPOMSIHA Ha
1Beta. Pa3TBopsT TpsiOBa Jia € Oe31BETEeH 70 CBETIIOKBIT. He H3Mmo3BaiiTe ToBa JIeKapcTBO, aKO TO €
MBTHO, C IIPOMCHCH LBAT WU CbAbPiKa BUAUMU YaCTHUIIHN.

He u3xBbprisiiTe ekapcTBaTa B KAHAIHU3AIUATA WK B KOHTEHHEpa 32 JOMAINTHU OTHaIbIIH.
[Momuratite Bamus (apMarieBT Kak Jia U3XBLPIISATE JIGKAPCTBATa, KOUTO Bevue He u3mnon3eare. Te3n
MEpPKH IIIe CIIOMOT'HAT 32 Ola3BaHe Ha OKOJIHATA CPEeIa.

6. C'b)l'bp)l(aﬂlfle Ha OonMaKoOBKaTa M JOIIbJHUTEC/IHA m{(l)opMaum[

KakBo cbabpxa Talvey

o AKTHBHOTO BEILECTBO € TaskBeTamad. Talvey ce mpeanara ¢ ABe KOJIMYECTBA HA AKTUBHOTO
BEILIECTBO:
o 2 mg/ml — enun ¢duakon ot 1,5 ml chabpxka 3 Mg TankBeramad
o 40 mg/ml — equn ¢uaxon ot 1 ml ceabpika 40 mg TankBeramad

. Hpyrure cberaBku ca EJITA nBynatpueBa con nuxunpat (E385), nexena ouerna kucenmHa

(E260), momucop6ar 20 (E432), narpues anerar tpuxuzapar (E262), saxaposa (E473), Boaa 3a

X33

UHXKeKIuH (BIkTe ,,Talvey cbhbpika HaTpuil® B TOUKA 2).

Kak m3raexna Talvey n kakBo chabp:ka ONaKoOBKaTa
Talvey e HH)KEKITOHEH pa3TBOpP (MHXKEKITUS) U TIPEJCTABIIsABA OE3I[BETHA JJO CBETJIOXKBIITA TEIHOCT.
Talvey ce nocTaBs B KapTOHEHA ONAKOBKA, ChbpKaIia | CTBKIICH (IaKkoH.

IIpuTeskaTes HAa pa3pelieHHETO 32 YIOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse
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http://www.bda.bg/

benrus

IpousBoguTesa
Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

3a momreTHATETHA WH(GOPMAITHSI OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATTHUS

NPEICTaBUTEN Ha MPUTEKATENsI Ha Pa3pelIeHHEeTo 3a yrnorpeda:

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

Buarapus

»JoKOHCBH & xoHCchH bparapus” 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

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

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

France

Janssen-Cilag

Tél: 0800 2550 75/ +33 1 5500 40 03
medisource@its.jnj.com

Lietuva

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

Luxembourg/Luxemburg
Janssen-Cilag NV

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

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

Malta
AM MANGION LTD
Tel: +356 2397 6000

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

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

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

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

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



Hrvatska

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

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@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

Kvnpog
Bapvéapoc Xatinmoavaynig Atd
TmA: +357 22 207 700

Latvija

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

Iv@its.jnj.com

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

Slovenija

Johnson & Johnson d.o.o.

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

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

Suomi/Finland
Janssen-Cilag Oy

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

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

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC

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

JlaTa Ha MOCJIeHO Mpepasriekaane Ha JucroBkara 04/2024

ToBa JlekapcTBO € pa3pelieHo 3a ynorpeba o T. Hap. cXema ,,pa3periasane nox yciosue . Toa
03HayaBa, 4e 3a JICKApPCTBOTO CE OUaKBAT JOIIBJIHUTEIHHU JaHHH.

EBporneiickaTa areHIus 1o jeKapcTBaTa Ie U3BbPIIBa MPErjie]l Ha HoBaTa nH(OpMAaIus 3a
JIEKapCTBOTO TIOHE BEAHBXK TOJIUIITHO U TA3W JINCTOBKA CHOTBETHO IIE CE aKTyallu3upa.

JApyru u3ToYHUIIM HA HH(OpPMAaIUA

Ho;[p06Ha I/IH(l)OpMaLII/ISI 3a TOBa JICKAPCTBO € NPEAOCTAaBCHA HA ye6caﬁTa Ha EBpOHCﬁCKaTa arCHIus

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

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

JIeKapcTBara.

<

ITocouenara no-mony uHGOpPMALIKS € TIpeAHa3HAUYCHA CaMO 32 MEIUIIMHCKH CIICI[HAIUCTH:

dakoHuTe Talvey CC NOCTAaBsAT KAaTO I'OTOB 3a yHOTpeGa HWHKCKIIMOHCH pa3TBOpP, KOITO HE ce HYy>XJac

OT pa3pekaaHe Mpeu MPUI0KCHHUE.

drakoHn Talvey C pa3jiInYHU KOHICHTPAalluu HE TpSI6Ba Ja Cce KOM6I/IHI/IpaT 3a IIOCTUI'aHC Ha

TEpaAINCBTUYHA J034a.



IIpu mpuroTBsiHeTO U puiaranero Ha Talvey TpsiOBa ma ce M3MOI3Ba aCeNTUYHA TEXHUKA.

Ilpucomesne na Talvey

o W3znon3eaiite cneanute pedepeHTHH TaONUIH 3a npuroTesine Ha Talvey

o Wznomseaiite Tabnuia 1, 3a na onpeaenuTe o0ImaTa /103a, MHXCKIIHOHHUS 00eM 1
HeoOXxoauMust Opoil (prakoHHM BB3 OCHOBA Ha aKTYaIHOTO TEJIECHO TETJIO Ha MAaIlMeHTa 3a
no3a 0,01 mg/kg, xato ce uznomnssa ¢uakon Talvey 2 mg/ml.

Taguuna 1: To3a 0,01 mg/kg: mHKeKIMOHHM 00eMH pH H3noi3BaHe Ha ¢uiakoH Talvey 2 mg/ml

TeJiecHo TerJio O0ma no3a? HNHkeKnuOHEH Bpoii pirakonu
(kg) (mg) odem (1 pnaxon =

(mh) 1,5 ml)
35 no 39 0,38 0,19 1
40 mo 45 0,42 0,21 1
46 no 55 0,5 0,25 1
56 10 65 0,6 0,3 1
66 1o 75 0,7 0,35 1
Jo3a 0,01 mg/kg 76 no 85 0,8 0,4 1
86 10 95 0,9 0,45 1
96 o 105 1,0 0,5 1
106 mo 115 1,1 0,55 1
116 no 125 1,2 0,6 1
126 po 135 13 0,65 1
136 mo 145 14 0,7 1
146 no 155 15 0,75 1
156 no 160 1,6 0,8 1

& O6mara 103a (Mg) ce H3UMCIABA BH3 OCHOBA HA 3aKPhIVICHHs 06eM Ha MHAKeKmaTa (ml)
o W3nonzeaiite Tabnuia 2, 3a 1a onpeaesinTe 001aTa /103a, MHXEKIIHOHHUS 00eM U

HeoOxoxumust Opoii y1akOHM Bb3 OCHOBA Ha aKTYaIHOTO TEJIECHO TEIJIO Ha MalMeHTa 3a
no3a 0,06 mg/kg, kato ce uznonssa ¢uakon Talvey 2 mg/ml.

Taoauua 2: o3a 0,06 mg/kg: un:keKUHOHHH 06eMHU npu u3noa3pane Ha guaaxkon Talvey 2 mg/ml

TenecHo Terio O0ma no03a? HNHKeKIHOHEeH Bpoii paakonn
(kg) (mg) odem (1 pnakon =

(ml) 1,5 ml)
35 mo 39 2,2 1,1 1
40 mo 45 2,6 13 1
46 o 55 3 15 1
56 o 65 3,6 18 2
66 10 75 4.2 2,1 2
Jlo3a 0,06 mg/kg 76 10 85 4,8 24 2
86 1o 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 10135 7,8 3,9 3
136 t0145 8,4 4.2 3
146 t0155 9 4,5 3
156 10160 9,6 4.8 4

& O6mara 103a (mg) ce H34MCIIsABa B3 OCHOBA Ha 3aKPBIVICHHS 00eM Ha HHKeKLusTa (ml)
o Wznonseaiite Tabmuna 3, 3a na onpenenure o0IIarTa 103a, HHXEKIIMOHHUS 00eM H

HeoOXxoauMust Opoit (hJIaKOHM B3 OCHOBA HAa AKTYaIHOTO TEJECHO TETJIO Ha MAlUeHTa 3a
mo3a 0,4 mg/kg, kato ce usmonssa ¢uakon Talvey 40 mg/ml.
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Tadsmuna 3: Jlo3a 0,4 mg/kg: MHKEeKIHOHHH 00eMHU NpH u3no3Bane Ha ¢uakon Talvey 40 mg/ml

TeJsiecHO Terno O0ma no3za* HNnxeknuoHeH Bpoii praxonu
(kg) (mg) odem (1 paaxon =
(ml) 1.0ml)

35 mo 39 14,8 0,37 1

40 o 45 16 0,4 1

46 no 55 20 0,5 1

56 no 65 24 0,6 1

66 1o 75 28 0,7 1
Ho3a 0,4 mg/kg 76 no 85 32 0,8 1
86 10 95 36 0,9 1

96 no 105 40 1 1
106 1o 115 44 11 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 no 160 64 1,6 2

& O6mara 103a (Mg) ce U3UMCIISABA B3 OCHOBA HA 3aKPbHIVICHHA 00eM Ha HHKeKuusaTa (ml)

o W3nonseaiite Tabnuia 4, 3a 1a onpeaeiuTe 00IaTa /103a, MHXKEKITHOHHUS 00eM U
HeoOXxouMHus Opoli (JIaKOHM Bb3 OCHOBA Ha aKTYaJTHOTO TEJIECHO TETJIO Ha MallMeHTa 3a

no3a 0,8 mg/kg, karo ce usnonssa ¢uaakon Talvey 40 mg/ml.

Tabauua 4. Jlo3a 0,8 mg/kg: nHKeKIIMOHHN 00eMH NPH M3noJi3BaHe HA (uakon Talvey 40 mg/ml

TenecHo Terso Oo6m1a go3a? HNHKeKIHOHEeH Bpoii puakonn
(kg) (mg) odeM (1 paaxon =
(ml) 1.0ml)

35 o 39 29,6 0,74 1

40 no 45 34 0,85 1

46 no 55 40 1 1

56 10 65 48 1,2 2

66 10 75 56 1,4 2
Ho3a 0,8 mg/kg 76 1o 85 64 1,6 2
86 10 95 72 1,8 2

96 5o 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

@ O6mara 103a (Mg) ce H3UMCIISBA Bh3 OCHOBA HA 3aKPhIVICHHs 06eM Ha HHkeKimsTa (ml)

. [posepete nanu Talvey WHKEKITMOHEH Pa3TBOP € OE3IBETEH /IO CBETIOXKBIT. He m3non3saiire,
aKO pa3TBOPBT € C IPOMEHEH LBAT, MBTEH WM ChIbpKa UyXKAW YACTULIH.
. WzBanere noaxomsamms ¢uakoH Talvey ot xnaauinauka (2°C go 8°C) u ro TemmnepupanTe 10

craitaa remnepatypa (15°C no 30°C) B nponbmkeHue Ha Haii-manko 15 muryTtu. He
3aromstiite Talvey (hakoH 1Mo HUKaKbB APYT HAYMH.

. Crient KaTo ce TeMIepupa, BHUMATEIHO 3aBbpTeTe (iakoHa 3a okoio 10 cekyHam, 3a aa ce
cMecu. He pasknamaiire.

o Uzrernere HeoOxoaumus nHxekunoneH ooem Talvey ot dakoHa(uTe) B CIPUHIIOBKA C
MOJXOIA1T 00eM, KaTO U3MOJI3BATE UIJIa 3a IPEXBBPIISHE.
o WHXeKIMOHHUAT 00eM He TpsOoBa na HanxBbpist 2,0 ml. Pasnenere nosute Han 2,0 ml mo

PaBHO B HAKOJIKO CIIPHHIIOBKH.

o Talvey e cbBMECTHUM C MH)KEKIIHOHHU UTJIH OT HEPHKIaeMa CTOMaHa U ChC CIIPUHIIOBKU OT
TOJIMIIPOTHIICH U TIOIMKapOOHAT.

o 3aMeHeTe UriiaTa 3a MPEeXBbPIISTHE ¢ MHXKEKIIMOHHA UTJIa C MOAXOMISIL pa3Mep.
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Ipunoscenue na Talvey

Talvey Tpsi0Ba aa ce mpuara 4pe3 NOAKOKHA MHKCKIIHS.

Talvey Tpsi0Ba aa ce mpuiara OT MEIUIMHCKU CIIEIUAIMCT C JOCTATHYHO MEIUIIMHCKO
o0opy/BaHe U IIEPCOHAN 3a OBNA/IBAaHE HA TEXXKH peakiun, BkimounTeaHo CRS.
Wmxextupaiite HeoOxoaumust ooem Talvey B moakoxHaTa ThKaH Ha KopeMa (IIpeImoduTaHo
MSICTO Ha MHXKEKTHpaHe). AntepHatuBHO, Talvey Moke J1a ce MHXEKTHPa B IOAKOXKHATA ThKaH
Ha Ipyru MecTa (Hamp. 6eapoTo). AKO ca He0OXOaMMH HIKOJIKO ukekuu Talvey, Te TpsiOBa
Ja ObJIaT HA HAl-MaJKo 2 cm. pa3CcTOsIHUE.

He umxekTrupaiiTe B TATYMPOBKH WK OENE3U UK B YYACTBITH, KBJICTO KOXKATA € 3a4epBEHA,
HacHHeHa, 60Jie3HeHa, YIUTbTHEHA WM C HapyllleHa LsUIOCT.

Hewnsnon3BaHuAT IeKapCTBEH MPOIYKT WM OTHAIPUHUTE MATEPUAIIM OT HETro TpsiOBa Jia ce
U3XBBPISIT B CHOTBETCTBHE C MECTHUTE M3UCKBAHMUSL.
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