MHNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



vTo3I/1 JIEKaPCTBEH MPOAYKT TOJUICKU Ha JOMBJIHUTEIHO HAOoieHre. ToBa 111e mo3Boiu Obp30To
yCTaHOBsIBaHE Ha HOBa MH(OpPMaIIKsA OTHOCHO Oe3omacHOCTTa. OT MEIUIIMHCKHUTE CIICIIHAIUCTH CE
M3WCKBA J]a ChOOIIAaBaT BCSIKA MTOM03MpaHa HeKellaHa Peakiis. 3a HaunHa Ha ChOOIaBaHe Ha
HEXEJIaHU PEaKIuK BIDKTE Touka 4.8.

1. HNME HA JIEKAPCTBEHUA NTPOAYKT

TALVEY 2 mg/ml umkeKMoHEeH pa3TBOp
TALVEY 40 mg/ml uHXeKInoHeH pa3TBop

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

TALVEY 2 mg/ml umKkeKIMoHeH pa3TBop
Emun ¢makon ot 1,5 ml ceabpika 3 mg tankBeramad (talquetamab) (2 mg/ml).

TALVEY 40 mg/ml uHXeKIINOHEH Pa3TBOP
Emun ¢nakon ot 1 ml ceabpika 40 mg tankeerama6 (talquetamab) (40 mg/ml).

TankBeramad ¢ XyMaHU3UPAHO UMYHOTIIOOYJIMH g4-TIponH, ananuH, ananuH (IgG4-PAA)
oucnenuGUIHO aHTUTSIIO0, HacOUeHO cpeity G MPOTeHH-CBbP3aHUS PeLenTop ot cemeiictso C rpymna
5 unen D (GPRCSD) u kirbetep Ha qudepernuanus 3 (CD3) perentopute, MPOU3BEICHO B IAYHUIINA
Ha KUTalCcKK xaMcTep upe3 pekomOuHantHa JJHK texnomorus.

3a IBIHUA CIIUCHK HAa TOMOIIHUTE BEIECTBA BUHKTE ToUYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
NnxexoneH pa3TBop (MHKEKIUA)

Pa3TBOpbT € Ge3nBeTeH 10 CBETIIOKBAT, ¢ PH 5,2 u ocmonanmuret 287-290 mOsm/kg.

4. KJIMHNUYHU JAHHHN
4.1 TepaneBTUYHHU MOKA3AHUSA

TALVEY e noka3aH KaTo MOHOTEpAMHs 3a JICUEHUE Ha Bb3PACTHU MALMEHTH C PELIMIUBUPAL] U
pedpakTepeH MyJITUIUICH MUEJIOM, KOUTO Ca MOJIyYMIN Hal-MaJiko 3 TIPEIXOIHU TepaIuH,
BKITIOUBAIIH UMYHOMOTYJIMPAIO CPEACTBO, poTeazoMeH nHxuourop u aHtTu-CD38 anTHTsNO, U Cca
MOKA3aJIx MPOTPecHs Ha 3a00JIIBAHETO TI0 BpeMe Ha IOoCe[HaTa Teparusl.

4.2 Jlo3upoBKa M HAYMH HAa MPUJIOKEHHE

Jleuenneto ¢ TALVEY Tps0Ba na ce 3amouHe 1 HaOIoqaBa OT JIEKap ¢ OIUT B JICYEHUETO Ha
MYJITUIUIEH MHEIIOM.

TALVEY T1psi0Ba na ce npuiiara 0T MEIUIIMHCKH CIEIUAITUCT, C TOAXOASII0 00ydeH MEeTUITUHCKU
MIEPCOHAN U TTOJIXO/ISAII0 MEUIIMHCKO 000pYBaHE 32 OBJIA/SIBAHE HA TEKKH PEAKIMU, BKIIFOUUTEITHO
CHHJIPOM Ha OCBOOOX1aBaHe Ha MUTOKKHM (cytokine release syndrome, CRS) u HeBposiornuna
TOKCHUYHOCT, BKIIFOUUTEIHO CHHAPOM Ha HEBPOTOKCHYHOCT, CBbP3aHa C UMYHHUTE €()EKTOPHH KIECTKH
(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 IpeMeuKanus (BUXKTe 0-101y).

TALVEY T1ps6Ba 1a ce npuiara moakokKHO 0 cxeMa Ha MprjIaraHe BeIHBXK CCIMUIHO HITH BETHBK
Ha BCEeKH 2 cenMuIy chriacHo Tabmuma 1. [Ipu manuedTn, KOUTO MOTy9YaBar TalkKBeTaMal 1mo
cenMHUYHATa cxema Ha npmiarane Ha 0,4 mg/kg TenecHo Terio u ca MOCTUTHAIM a/IeKBaTeH KIMHUYCH
OTTOBOD, MTOTBBP/ICH NIPH TIOHE JIBE ITOCIIEA0BATEIHN OLIEHKH Ha 3a00JIIBaHETO, MOKE /1a C€ OOMICITH
npeMHUHaBaHe KbM JByCEIMUYHA cXxeMa Ha npuiarane Ha 0,8 mg/kg tenecHo Terso.

Tadoanua 1: Ipenopbuntenna noza TALVEY

Cxema na ®a3za Hen Hdo3a TALVEY?
npuJjarate
Cxema Ha Hen 1 0,01 mg/kg
®a3a Ha CTHIIATIOBUIHO G
npuJjarase HOBHIIABANE Ha 103aTa Jen 3 0,06 mg/kg
BEHBbIK Jen 5° 0,4 mg/kg
CeIMUYHO Tepanestuyna dasa Cries1 TOBA BEJIHBK CEIMUIHO® 0,4 mg/kg
Jden 1 0,01 mg/kg
6
Cxema Ha ®da3za Ha CTHNATOBUIHO HAen 3 0,06 mg/kg
npujiaraHe MOBHIIIABAHE HA Jj03aTa Jen 5° 0,4 mg/kg
BEUILAK Ha Jlen 7° 0,8 mg/kg
2 ceqMunm
Crnen ToBa BEIHBXK HAa BCEKH
TepanesTuyna dasa 5 5 0,8 mg/kg
CceIMUIN

B®3 ocHOBa Ha HeﬁCTBHTeHHOTO TEJIECHO TETJIO, KaTOo CE Ipuiara MoaKO0XHO.

I[o3aTa MOXKE a C€ IPUIIOKHU MEKITY 2 u4 gau cnex npeaxoaHara n03a, 1 MOXE Jia C€ IPUIIOXKHU 10 7 nHE caen npeaxoaHara ao3a,
3a Ja OT3ByYaT HECKEIIAHUTE pEAKIIUHU.

TloprbprkaiiTe MUHUMAJICH HHTEPBAMI OT 6 JTHU MEXIY CEIMUYHUTE 103U M MUHUMAJICH HHTEPBAJ OT 12 JHU MEXIY JIBYCSAMHUYHHUTE
(Ha BCEKHU 2 CEAMUILIN) T03H.

[MaumenTuTe TpsiOBa 1a ce MHCTPYKTHPAT Aa OCTaHAT B OJIM30CT J0 JieueOHO 3aBEJICHUE U J1a CE
HabmoaaBat 3a npusHaiy u cumnromu Ha CRS u ICANS B nponsmkenue Ha 48 yaca cien
NPUJIOKEHUETO Ha BCHYKH 03 B paMKHTE Ha (ha3zaTa chC CTHIAJIOBHIHO ITOBHIIIABAHE HA J103aTa Ha
TALVEY (Bx. Touka 4.4).

IIpoovioicumennocm Ha aeyenue
[Tarmenture TpsiOBa na ce pexysatr ¢ TALVEY mo mporpecust Ha 3a00JBaHETO WITH HETIPUEMITNBA
TOKCHUYHOCT.

[Ipemenukanus

CrneHMTE JIEKAPCTBEHM MTPOAYKTH 3a IpeMeuKalius TpsiOBa ja ce npuiaraT 1 1o 3 Jaca npeau Beska
Jlo3a 1o BpeMe Ha (pa3ara Ha CTHIIAIIOBUIHO MMOBUIIaBaHe Ha fo3ata HAa TALVEY, 3a 1a ce Hamanu
pucka ot CRS (Bx. Touka 4.4).

. KopTtukocrepou (IepopaHO WM HHTPABEHO3HO JeKCaMeTa30H 16 mg viii eKBUBAJICHT)

. AHTHXHMCTaMVH (TIEPOPATHO WIH UHTPABEHO3HO NU(eHXuIpaMuH 50 mg nin eKBUBAJICHT)

o AHTHITUPETHIN (TIEPOPATHO WIIM MHTPaBeHO3HO napaneramon 650 no 1 000 mg wim
EKBHUBAJICHT)

JlekapcTBEHUTE IPOJIYKTH 32 NMPEMEIMKAINs TPsOBa J1a ce PUIIarat mpey cieIBalluTe 1031 MpH
MAIMEHTHTE, KOUTO MOBTAPAT JIO3UTE B paMKHUTE Ha (DazaTa Ha CTHIIAJIOBUIHO MOBUIIIABAHE HA J103aTa
Ha TALVEY nopanu otnarade Ha no3ara (Bx. TaOnuua 2), Wiin nNpyu NalUeHTH, KOUTO ca MOy YHIIH
CRS (Bx. Tabmaua 3).



IIpesenyus na ungexyus
IIpenu 3amouBane Ha geueane ¢ TALVEY Tps6Ba na ce oOMuUCTH MPOPUITAKTHKA C OTJIC MPEBEHITNS
Ha MHQEKIH CIIOpe] YKa3aHUsATa Ha ChOTBETHOTO JICUSOHO 3aBEIICHHUE.

Ortnarane Ha g03a

Axko uskos no3a TALVEY ce otnoxu, TepanusTta TpsOBa Jia ce MOTHOBY Bb3 OCHOBA Ha MPETIOPHKHUTE,
nocouyeHy B Tabnwia 2, KaTo MPIII0KEHNUETO BEAHBX CEAMIYHO WM BEIHBK Ha BCEKH JIBE CEIMHUII
ce Bb300HOBH CHOTBETHO (BIKTE ,,Jl03npoBKa‘ mo-rope). JlekapcTBeHHn MPOAYKTH 32 TPEeMeANKAIIHS
TpsAOBa Jla ce MPUJIoKAT MPer Mo JHOBsIBaHe mpwioxkeHnero Ha TALVEY u manuenTure tpsoOBa na
0BJIaT ChOTBETHO MPOCIICISIBAHU.

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

Cxema Ha Hocaenna npuiaoxena | Bpeme or mociaeanara [penopbka 3a TALVEY*
npujiaraHe 1032 MPHJI0KEHA J103a
0,01 mg/kg [oBeue ot 7 aHK Ioanosere ¢ 0,01 mg/kg
8 10 28 nHu IosTopere 0,06 mg/kg
H([?));lenl\:::;e 0,06 mg/kg IToseye ot 28 nHU Ioxuosere ¢ 0,01 mg/kg
BeHDBA CCIMUTHO 8 10 35 mHu ITosTopere 0,4 mg/kg
0,4 mg/kg 36 10 56 nHu Ioxuosere ¢ 0,06 mg/kg
IToseye ot 56 nHU Ioxuosere ¢ 0,01 mg/kg
0,01 mg/kg IToBeue oT 7 1HU Ioxuosere ¢ 0,01 mg/kg
8 10 28 mHu Iosropere 0,06 mg/kg
0,06 mg/kg IToseye ot 28 nHU Ioxuosere ¢ 0,01 mg/kg
Cxema na 8 10 35 mHu ITosTopere 0,4 mg/kg
gg:l?:;{a:: 0,4 mg/kg 36 10 56 qHu Ioxuosere ¢ 0,06 mg/kg
2 IToseye ot 56 nHU Ioxuosere ¢ 0,01 mg/kg
ceIMUIH
14 o 35 guu ITosTopere 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 NPOAYKTHU 3a IPEMEAUKALUS [IPEan noJHoBsBaHe Ha eueHueto ¢ TALVEY. Cren nonHoBsiBaHe Ha

TALVEY BB300HOBETE CHOTBETHO CEMUYHOTO HIIM JABYCEAMHUYHOTO (Ha BCEKH 2 CEMHIIN) IpHiaraxe. (BXx. Touka 4.2).

Kopexkiuu 1o oTHOIICHUE HAa JI03aTa IPU HEXKEJTaH! PEaKIiy

OtnaraHe Ha J103aTa MOXKE /1a CE HAJIOXKH 32 OBJIA/IIBaHE HA MPOSIBU HA TOKCHYHOCT, CBBP3aHH C
TALVEY (Bx. Touka 4.4). Bixre Tabnmna 2 3a npenopbku 3a nogHossisane Ha TALVEY cnen
oTJIaraHe Ha J103a.

Bwxre Tabmunu 3 u 4 3a npenopbunTenHuTe NeicTBUS 32 oBiaasBane Ha CRS u ICANS. Buxre
Tabmuiia 6 3a IPEHOPHYUTETHUTE U3MECHEHHS Ha JI03aTa IPU APYTU HEIKEIAHU PEaKIIUH.

Cunodpom na oceobodicoasarne na yumoxunu (CRS)

CRS 1ps6Ba /1a ce ycTaHOBU Bb3 OCHOBA Ha KIIMHWYHATa KapTHHA (BX. Touka 4.4). JIpyru npuarHu 3a
MOBUIIICHA TEMIIEPATypa, XUIIOKCHI I XUTIOTOHUS TPsOBa 1a Ob/IaT OIICHEHH U JIEKyBaHU. AKO UMa
cepmHenne 3a CRS, TALVEY tps6Ba na ce oiioxu fo or3py4aBane Ha CRS u na ce nekysa B
CBHOTBETCTBHE C npenopbkute B Tabnuna 3. Tpsadsa aa ce npunoxku noagbpikama repanus 3a CRS,
KOSITO MO’KE J]a BKITIOUBA WHTEH3UBHO JICUCHHE TIPH TEKBK WITH kuBoTo3acTpanrasamn CRS. TpsoOsa na
ce OOMUCITH U3BBPIIBAHETO HA 1a00pATOPHU U3CIIEABAHUS 3a IPOCIIEIBAHE 32 IMCEMUHUPaHA
uHTpaBackynapHa koarynanus (JJUK), npocrnensiBane Ha XeMaTOJOTHYHUTE ITOKA3aTENH, KAKTO H
OenonpoOHaTa, chpaeuHaTa, ObOpedYHaTa U uepHOApoOHaTa (QYHKITHS.




Tadoanuna 3: Ilpenopbku 3a oBaaasiane Ha CRS

Crenen Ha CRS? HeiictBusi c TALVEY Tounnnzymas® KopTtukocreponau®
Crenen 1 Otnoxere TALVEY no | Moxe na ce oOmucnu He e npunoxumo
or3By4aBaHe Ha CRS.
Temmeparypa > 38°C*
[Tpunoxere nexapcTBeH
MPOAYKT 3a
MpeMeIUKaLUs IPean
Cclle/iBaIaTa 103a
TALVEY.
Crenen 2 Otnoxere TALVEY 1o [punoxere AKko HAMa TIogoOpeHHe B
or3pyuaBane Ha CRS. rornzyma6® 8 mg/kg pamKkuTe Ha 24 waca oT
Temmeparypa > 38°C" ¢ HHTPAaBEHO3HO B 3aroYBaHe Ha

€IHO OT CJIEIHHUTE:

o  XUMnoToHwus,
TOBJIMSIBAIIA CE OT
TEYHOCTH U HE
Hajarama
M3MOJI3BAHE Ha
Ba30IPECOPH, UITU

e HeoOxomuMocT OT
HHCKOITOTOYHA
KHUCJIOPOJHA TEPAIUs
Yype3 Ha3aJlHa
KaHmojaa" uiu

[Ipunoxxere
JIEKapCTBEHU MPOAYKTH
3a IpeMeauKaIus Npeau
clefiBaIlaTa 103a
TALVEY.

Hab6mroaBaiite
MaryenTa B
MPOABIDKCHHUE Ha

48 yaca cien
clie[iBaaTa 103a
TALVEY.
WHcTpykTupaiite
MalMEHTHTE J1a OCTaHaT

NpOIBJIKEHUE Ha | yac
(ma He ce mpeBUIIaBaT

800 mg).

[pu HEoOXOMUMOCT
NOBTapsnTe
TOIMIN3YMa0 Ha BCEKH
8 yaca, ako He ce
TIOBITUSIBA OT
WHTPABEHO3HU TCYHOCTH
WA TIOBHIIIaBaHE Ha
JOITBITHUTEITHHS
KHUCIIOPOA.

TOIHIN3yMao,
MIPUIOKETE
METHJIIPETHA30JIOH

1 mg/kg uHTpaBeHO3HO
JIBA IBTH THEBHO HJIH
nekcameraszon 10 mg
HHTPABCHO3HO HA BCEKH
6 gaca.

[Iponbixete
MIPIIOKECHUETO Ha
KOPTHUKOCTEPOHIA JI0
nocTurade Ha cremnex 1
WJIM [I0-MaJiKa, CJIeJl TOBa

6e3KOHTAKTHO B OJIM30CT 10 JieueOHO Orpanuuere ce 10 HaMalIsiBalTe
nojaBane Ha 3aBeZieHHe 110 BpeMe Ha MaKCHMAITHO 3 /1034 32 MOCTETICHHO J103aTa B
KHCIIOPO Ha0II0ICHUETO. 24-4acoB niepuo; MPOABIDKCHHE Ha 3 THH.
MaKCHUMaJIHO 00110
4 nosu.
Crenen 3 HpoabKxuTeIHOCT [Ipunoxere AKko HIMa Iofgo0peHue,
< 48 uaca torsymab 8 mg/kg MPUIIOKETE
Temmeparypa > 38°C" c: WHTPABEHO3HO B METHIIPETHA30IIOH

e XHIIOTOHMS,
Hajaraiia
M3II0JI3BaHE Ha €IUH
Ba30MPECOP ChC HIIH
0e3 Ba30NpPECHH, HIH

e Heo0XxoauMocT OT
BHCOKOIIOTOYHA
KHCJIOPOJIHA Teparus
4pe3 Ha3aIHa
KaHIoJIa", Macka 3a
JIAIE, Macka 6e3
00paTHO BIMIIIBAHE
nim Macka Venturi

KaxkTo npu crenen 2.

Penmnms mim
MPOABJLKUTEITHOCT
> 48 yaca

IIpeycranosere
TALVEY Ttpaiino.

MNPOABIDKCHUC Ha 1 gac
(ma He ce HaAXBBPJIAT
800 mg).

IIpu Hyxna noBrapsite
TOIMIIN3YMa0 Ha BCEKH
8 uaca, ako He ce
TIOBJIMSIBA OT
WHTPABEHO3HU TCUYHOCTH
WA TIOBHIIIaBaHE Ha
JOTTBITHUTEITHHS
KHCJIOPOJ.

OrpaHnuuere ce 10
MaKCHMAaJIHO 3 034 3a
24-9acoB niepuo;
MaKCHMAaJTHO 00110

4 nosu.

1 mg/kg nHTpaBEHO3HO
JIBa IIbTU THEBHO WIIH
JIeKCaMeTa30H

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

IIponsixkete
MIPIIOKEHUETO Ha
KOPTHUKOCTEPOHIUTE JIO
JIoCTHraHe Ha creneH 1
HJIH [10-MaJIKa, CJIE]l TOBa
HaMaJIsBalTe
IIOCTEIIEHHO J103aTa B
MPOIBIDKEHNE Ha 3 JTHU.




Crenen 4
Temmeparypa > 38°C" c:

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

e HeoOXOAUMOCT OT
KHCIJIOPOJIHA TeparHus
C TIOJIOXKHUTEITHO
HassiraHe (Hamp.
HENpPEeKbCHATO
MIOJI0>KUTEITHO
HaJsITaHe B
JUXATSIHUTE IHTUINA
[CPAP],
JIBYCTEIICHHO
MIOJI0XKUTEITHO
HaJsiTaHe B
JMXaTEeHUTE ITHTUIIA
[BiPAP], unrybanus
U MeXaHU4YHa
BEHTHUJIAIINSA)

IIpeycranosere
TALVEY Ttpaiino.

IIpunoxere
toru3ymad 8 mg/kg
WHTPAaBEHO3HO B
poJbKeHHe Ha | dac
(ma He ce HaaXBBPIT

800 mg).

[Ipu HyXna noBrapsiTe
TOIMIIM3YMa0 Ha BCEKH
8 gaca, ako He ce
MIOBJIHSABA OT
HWHTPABEHO3HU TEUHOCTH
WJIN TTOBUIIABAHE Ha
JOI'BTHUTETHUS
KHCJIOPOJI.

Orpanunuere ce 10
MaKCHUMaJHO 3 7034 3a
24-gacoB Tiepuoz;
MaKCHMaJTHO 00110

4 nosn.

KaxkTo no-rope winu
MPUIIOKETE
METWINPETHU30JI0H

1 000 mg uHTpaBeHO3HO
Ha JIeH B IIPOIBbIDKECHHE
Ha 3 JHY 110 MpeLeHKa Ha
JeKapsi.

AKo HIMa IofoOpeHme
WJIU aKO ChCTOSIHHUETO Ce
BJIOILIN, OOMHCIIETE 3a
aNTEepHATHBHA
UMyHOCyIpecopu.®

Bws3 ocHoBa Ha creneHyBane Ha CRS ceriacHo ASTCT (Lee et al 2019).
3a moApOOHOCTH BIYKTE KpaTKara XapaKTePUCTHKA Ha TOIMITH3yMao.

JlexyBaiite HenoBiusBammsa ce CRS cropes yka3zaHusTa Ha JieueOHOTO 3aBelICHHUE.

Jbmkama ce Ha CRS. HeBunaru mosxe Jja ce Ha0JIto1aBa MOBUILEHA TEMIIEpaTypa eTHOBPEMEHHO C XMIIOTOHHS HJIM XUIIOKCHS, ThI

KaTo TSI MOJKe Jia ObJie MACKHpaHa OT HHTEPBEHIIUH KaTO MPIJIOKEHHE Ha aHTHIMPETUL WM aHTUIIUTOKUHOBA Tepanus (Harp.
TOLMIN3YMA0 MM KOPTHKOCTEPOU/IN).

e >6 I/min.

Hesponoeuuna moxcuunocm, exmouumenno ICANS

Huckomorounara KHUCJIIOpOaHA TEparus ¢ Ha3aJlHa KaHoJ1a € <6 l/min, a BUCOKOIIOTOYHATa KUCJIOPOIHA TE€palTus ¢ Ha3aJIHa KaHroJIa

ITpu mbpBU NpU3HALM HA HEBPOJIOTHYHA TOKCHYHOCT, BKmounTeaHo ICANS, TALVEY Tps6Ba na ce
OTJIOXKH U JIa ce OOMHCIIM HeBPOJIOTHYHA OlleHKa. TpsOBa 1a ce M3KIIoYaT Ipyry MPHYUHN 32
HEBPOJIOTHYHH cUMITOMH. [Ipu TexxbK win xkuBoTo3acTpamasail [CANS TpsodBa ja ce ocurypu
NOJIbpKAIIA TePAIHs, KOSITO MOKE J1a BKJIIOUBA MHTEH3UBHU I'prkH (BXK. Touka 4.4). [Ipenopbkure
3a onaasaBane Ha ICANS ca 0606mienu B Tabnuna 4.

Ta6auna 4. ITpenopwbku 3a oiaagsasane Ha ICANS

Crenen Ha ICANS®*®

CouinnrerBam CRS

be3 conbrerBam CRS

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

Ch3HAHHE : CHOYXKIa ce
CIIOHTaHHO.

Tabmnuua 3.

Ha JICKapsl.

OgnagsBane nHa CRS cniopen

HabnromaaiiTe 3a HEBPOJIOTHYHI
CHUMIITOMH M 0OMHCIIeTE KOHCYITAIHS
M OIIEHKa OT HEBPOJIOT, IO MpeleHKa

Habnronagaiite 3a
HEBPOJIOTMYHU CUMIITOMU U
oOMuUCIIeTe KOHCYNTAIH C
HEBPOJIOT U OLIEHKA MO TpeleHKa
Ha JieKaps.

Otnoxere TALVEY 1o or3ByuaBane Ha ICANS.

[Tomucrere 3a MpHUIOKEHHUE HA IPOTHBOT'BPUYOBH JIEKapCcTBa Oe3 ceaTuBEH
edekT (Hamp. JieBeTupareram) 3a nporIaKTHKa Ha ThPYOBE.




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
OT3BYyYaBaHE [0 CTEIeH | uim mo-
HHCKa, CJIEJ] TOBA HaMaJleTe
MOCTENEHHO 03aTa.

Otnoxxere TALVEY 1o or3ByuaBane Ha ICANS.

IToMucnere 3a mpuIOKEHNUE Ha HECEAUPAIU IPOTUBOIBPUOBH JIEKapCTBa
(Hanp. neBeTHpaneTam) 3a NpoUIaKTUKa Ha rbpuoBe. [Ipu HyX1a
MIOMUCJIETE 3a KOHCYJITAIMsI C HEBPOJIOT U APYTH CIEIHATICTH 3a
JOIbIHUTEIHA OLICHKA.

HabnromaBaiiTe maryieHTa B MpoabDKeHAE Ha 48 gaca ciiesr cieapamara
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
MalUEeHTHT € KOHTAKTeH (HaImp.
OyzeH ¢ rimodanHa adasus) u e
B CHCTOSIHUE J]a C€ U3BBPIIN
OIICHKA)

WK IMTOTHUCHATO 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 eJleKTpoeHIedarorpama
(EET), kouto oT3ByYaBaT
IIPY UHTEPBEHIHA,

WM TIOBUIIEHO BHTPEUEPEITHO
HaJATane: (POKaJIeH/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
IIOCTETIEHHO J03aTa.

[Mpunoxere nexcamerazon” 10 mg
MHTPaBEHO3HO C IbpBaTa 71032
ToLMIIM3yMal ¥ MOBTapsiiTe [03aTa Ha
Bceku 6 daca. [Ipoabmkere
MPUIOKEHUETO HA IEKCaMETa30H JI0
OT3ByuaBaHe [0 cTereH | uiu no-
HHCKa, CJIE]l TOBA HaMaJeTe
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.

HabnromaBaiiTe marpienTa B Mpob/DKeHHE Ha 48 waca ciiel ciieiBamiara
no3a TALVEY. UHcTpyKTHpaliTe MallieHTHTE Ja OCTaHaT B OJIM30CT 10
nedeOHO 3aBelleHre 0 BpeMe Ha HaOJIr0IeHUETO.

Penmnus:
[Ipeycranosere TALVEY tpaiino.




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 HJIU KOMa,

WJIU ThpYOBE':

® KHBOTO3aCTpAIlaBall
HPOIBIDKUTENCH I'bpY
(>5 MunyTH) WK

® MHOTOKpAaTHH KIMHUYHH
W HEKOHBYJICUBHU
rbpuoBe 0e3 BpbLIaHEe KbM
H3XOJIHO HUBO MEXIY THIX,

WJIA MOTOPHU HaXOAKH"

® 1BJI00OKA (hOKATHA MOTOPHA

¢1aboCT KaTo XeMuIiapesa
WJIKM niapariapesa,

WJIN TIOBHIIEHO BBHTPEUEPEITHO

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 ManwiaTa win

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 | wiu mo-
HHCKa, CIICI TOBA HAMAJIETE
HOCTEIICHHO [03aTa.

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

1 000 mg Ha 1eH HHTPaBEHO3HO 32 2
WJIY [TOBEYE JIHU.

IIpunaraiire nexcameTason”

10 mg “HTpPaBEHO3HO HA BCEKH

6 uaca. [Ipogbmkere
MPUIOKEHUETO Ha JIEKCaMeTa30H
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 ompeznens OT Haif-TeXKKOTO CHOUTHE, KOETO HE ce IB/DKU Ha HAKAKBA Jpyra MpUYHHA.

Ako TIAIMEHTBT pearupa U MOXe Jia C€ U3BLPIIHN OLICHKA 3a eHueq)anonaTm{, CBbp3aHa ¢ UMYHHH e(beKTOpHI/I KIJICTKH (Immune

Effector Cell-Associated Encephalopathy, ICE), oriesere: opuenTanusi (OpUeHTHpPaH 3a FOJMHA, MECELl, Tpajl, OONHUIA = 4 TOYKH);
HaMMeHOBaHe (HaMMEHyBa 3 mpejMeTa, Hallp. M0COYeTe YaCOBHHUK, MUCAJIKa, KOMYe = 3 TOUKH); CJIe/IBAHE HA KOMAaH/IM (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 obpatHo 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’BL{e, KBIECTO € MOCOYCHO MPUIIOKCHUE HA IEKCAMETAa30H, CC Kacaec 3a ICKCAMETa30H UJIM €KBUBAJICHT

Tabdauua 5: Ilpenopbku 3a oBJaJsiBaHEe HA HEBPOJOTMYHA TOKCHYHOCT (¢ m3kjauenne Ha ICANS)

Hesxenana peakuust

Texecr?

JeiicTBusi

Hesposornuna
TOKCHYHOCT? (C

Crenen 1 .

crabuiusupar.’

Otnoxere TALVEY 10okaTto cMMIITOMHTE Ha
HEBpOJIOTHYHATa TOKCUYHOCT OT3BYUaT MM Ce




U3KJIKOYCHHUEC HaA
ICANS)

Crenen 2 .

Crenien 3 (mppBa
0sIBA)

Otnoxere TALVEY gokato cuMIToMuTe Ha
HEBPOJIOTUYHATA TOKCHYHOCT C€ TIOA0OPSAT 110
creneH 1 umy no-uHucka.’

[Tpunoskere NoaabpIKAILA TEpATHsL.

Crenen 3 (peuuaus) | e
Crenen 4 .

Cmpere TALVEY Tpaiino.
[Mpuioxere mogabpIKalia TEpamus, KOSATO MOXe Ja
BKJIFOYBA WHTECH3UBHU TPUXKU.

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), sepcus 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 APYTH HEXKEIIAHU peaKluy ca AajieHu B Tadnuna 6.

Tabauna 6: IlpenopbyuTeTHN H3MEHEHHS HA 103aTA NPHU IPYTH HeKeJIAaHH PeaKIuu

Hexesiana peakuus

Texect

H3MeHeHnue Ha 103aTa

Cepno3uu HHpEKIUN
(Bk. Touka 4.4)

Bcwuku crenenn

e He npunaraiite cxemara Ha IpUjIarale cbe
CTBHIAJIOBUAHO NoBUInaBaHe Ha no3ata TALVEY
NIPY MTAIMEHTH ¢ aKTHBHA NH(EKIHsL.

e Ommoxere TALVEY B®B (a3ata Ha
CTBIAJIOBUIHO TTOBHIIIABAHE HA J03aTa 10
OT3ByYaBaHE HA MHPEKIUATA.

Crenen 3-4

e Ommoxere TALVEY mo Bpeme Ha da3ara Ha
JIeYeHHUe 0 MoI00psiBaHe Ha MHPEKIHATA 10
CTeleH 2 WU M0-HUCKa.

Huronenun
(Bk. Touka 4.4)

AbcomtoTeH Opoit
HEYTPODHIH MO

e Ormnoxere TALVEY, nokaro abconoTHUAT Opoii
neyTpodunu crare 0.5 x 10%1 wiu no-Bucox.

0.5 x 1091
DebpuiiHa e Omioxere TALVEY, nokato abCcoOTHUSIT Opoi
HEYTPOIEHUs neyrpoduiu crane 1.0 x 10%1 unm no-Bucox, u

IOBHUIIICHATA TEMIICpAaTypa OT3BY4YH.

XeMorI00uH 1o

8 g/di

e Ormnoxere TALVEY, nokaTto croifHOCTUTE HA
XeMorfio0nHa JocTUrHatT 8 g/dl vuTi mo-BHCOKH.

Bpoit TpombonuTH
oz 25 000/l

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

e Ommoxere TALVEY, nokarto Opost Ha
TpombormTuTe ctare 25 000/ul wm mo-BUCOK, U
JIMIICBAT IAHHU 33 KbPBEHE.

OpaJiHa TOKCHYHOCT,
BKITIOUUTENHO 3ary0a Ha
TETJo

(Bk. Touka 4.4)

ToxkcuunoCT,
HETIOBJIUSBAIIA CE OT
MOAABPKAIIM TPUKHU

IIpexscunere TALVEY no crabunusupane UiH
nogo0peHne u oOMHcIeTe B3MOKHOCTTA 32
MOTHOBSIBAHE HA JICYCHUETO 110 IPOMEHEHA CXeMa,
KaKTO CJie]iBa:

e Ako Hactosmiara no3a e 0,4 mg/kg Bcsika
cenmuna, npomenere Ha 0,4 mg/kg Ha Bceku Be
CeIMULIN

e Ako Hactosmiara no3a e 0,8 mg/kg Ha Bceku Be
cenmuty, mpomeHete Ha 0,8 mg/kg Ha Bcekn
YETUPH CEIMUIIH

HEXKEJIaH! PEaKIuu®
(Bx. TouKa 4.8)

Ko>xuu peakuuu, Crenen 3-4 e Ortnoxere TALVEY, nokaro HexxenaHata
BKITIOYHTEITHO HAPYIICHUS peakims ce moxo0pu 10 crerneH 1 wiu 1o
Ha HOKTHTE M3XOJIHOTO HHUBO.

(Bk. Touka 4.4)

Jpyrn HEXeMaTOJIOTHYHH Crenen 3-4 e Omnoxere TALVEY, nokato HexxenaHaTa

peakuus ce moJo0pu 0 creneH | wim a0
N3XO0OHOTO HHUBO.

a

BB3 ocHOBa Ha OOmHKTE TEPMUHOJIOTHYHN KPUTEPUH 32 HEXXKENaH! chOonTHs Ha HarmmoHamHus

onkonornuyeH 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 qo3aTa (BK. Touka 5.2).

bvopeuno yepesicoane
He ce npenopbsuBa KOpurupaHe Ha J03aTa MpH MAIHEHTH C JIeKa WK YMEepPeHa CTeNeH Ha ObOpedHo
yBpexkaane (Bx. Touka 5.2).

Yeproopobno yspedcoane

He ce mpenopbuBa KOpUTrHpaHe Ha 103aTa [P MAIMEHTH C JIeKa CTENICH Ha YePHOAPOOHO yBpEKIaHEe
(Bk. Touka 5.2). IMa OrpaHiyYeHH JaHHU WK JTMIICBAT JAHHHU MTPU TMAIMEHTH C YMEPCHA HITH TEXKKa
CTEICH Ha YepHOAPOOHO YBpEXKIaHE.

HauwuH Ha npuiioxxeHue

TALVEY e 3a oAKOKHO MPUIIOKEHUE.

Heobxonumusit o0em TALVEY TpsOBa na ce MH)XEKTHpa B ITOJKOXHATa ThKaH Ha KopeMa
(mpeamounTaHo MSCTO 3a MHXKeKTHpane). AnrepHaTiBHO, TALVEY Moke na ce nHXeKTupa 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 e/IHa OT ApyTa.

TALVEY He Tpsa0Ba Ja ce MHKEKTHPA B YYaCThIIM C TATYMPOBKH WK O€JIe3H WK TaKUBa, KbJETO
KOXaTa € 3a4epBeHa, HACHHEHA, YyBCTBUTEIHA, YILTBTHEHA WU € C HapyIlIeHa [ISUTOCT.

3a yka3aHusi OTHOCHO paboTaTa ¢ JIeKapCTBEHHS POIYKT MPEH MPUIOKEHHE BIKTE 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

IIpocneaumoct

3a Ja ce HO,Z[O6pI/I MMpoCICANMOCTTA Ha OHOJIOTUYHUTE JICKAPCTBCHU MMPOAYKTHU, UMETO U MMAPTUIAHUAT
HOMEP Ha MMPUIIOKCHUA IIPOAYKT TpH6Ba SICHO Ja CC 3aI1iCBar.

CunapoM Ha ocBoOoxnaBane Ha nutoknau (CRS)

CRS, BKJIIOUHTENHO )KUBOTO3aCTpAIIaBaIlX MM PEAKIIUH C JIETAJIEH U3X0/I, MOXE J1a Bb3HUKHE MPH
nanuenTy, noixydasamu TALVEY (Bx. Touka 4.8). Knunanunute npusHany u cumnromu Ha CRS
MOJK€ J]a BKIIIOUBAT, HO 0€3 J1a ce OrpaHUYaBar 0 MUPEKCHUs], XMIIOTOHHUS, CTYJeHHU TPBIIKH, XUTIOKCHS,
r1aBo0OIHe, TAXUKAPAWS U MOBUIIEHN TpaHcaMuHa3M. [loTeHInanHo )KMBOTO3acTpalaBamu
ycnoxkaeHust Ha CRS Moxe /1a BKIIIOUBAT ChpedHa AUCHYHKIHS, OCThP PECTIMPATOPEH ANCTPEC
CHHJIPOM, HEBPOJIOTHYHA TOKCUYHOCT, ObOpeYHa W/HiIK YepHOAPOOHa HEAOCTATHYHOCT U
JUceMUHHpaHa MHTpaBacKylapHa koarynamus (JJUK).

Jleuenneto ¢ TALVEY Tpsi0Ba na ce 3amodne ¢ ¢a3a Ha CTHITAJOBUIHO MTOBHIIABAHE HA JI03aTa, KaTO

npeau Besika 103a oT TasM (aza Ha npunarane Ha TALVEY tps0Ba na ce npunarar JiekapcTBeHH
MPOAYKTH 32 IpeMeINKAIHs (KOPTUKOCTEPOUIU, AHTUXMCTAMIHY 1 aHTHITMPETHUIIN) 32 HaMaJIsIBaHe
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Ha pucka ot CRS. Cren npuioKeHUETO MaMEeHTHTE TPsIOBa 1a ce HabmomaBatr choTBeTHO. Ha
nanueHTy, kouto ca momyuniau CRS cien mpenxomuara moza TALVEY, npenu cienBamara go3a
TpstOBa J1a ce TMPUIIOKAT JIEKapCTBEHH MPOAYKTH 3a ipeMeauKarus (Bx. Touka 4.2).

VYyactHunute, KouTto ca noayunian CRS crenen 3 win no-Bucoka npu npeaxonHa Tepanust 3a
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 CpeACcTBa MOXe J1a MmoBnusie Ha 6e3omacHoctTa 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.

[MaumenTute TpsiOBa a ce MOCHBETBAT Ja MOTHPCAT JEKapCcKa MOMOIIL, aKO ¢€ TOSBAT MPU3HALM WIH
cumnromu Ha CRS. Ilpu mbpBu npusHak Ha CRS nanuentuTe TpsOBa Ja ce OLeHAT He3a0aBHO 3a
XOCHHUTAINU3aLUs U TPSAOBA Aa ce 3all0YHe JIEUCHUE C NOANbPIKALIY IPIKU, TOUWIN3YMal W/ 1in
KOPTUKOCTEPOUIN Bb3 OCHOBA Ha TEXKECTTA. YIOTpeOara Ha MUEJIONIHN PACTeKHU (HaKTOpH, 0COOCHO
rpa”yionut/mMakpodar-kononunoctumyupan gaxkrop (GM-CSF), TpsdBa na ce u3dsraa no Bpeme Ha
CRS. Jleuenunero ¢ TALVEY Tpsi6Ba na ce oTi05u 10 oT3By4aBane Ha CRS (Bxk. Touka 4.2).

Hesposornuna Toxkcnynoct, Bkarounteano ICANS

Cepro3HHU WM )KMUBOTO3aCTpalllaBalllyd IPOSBU 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 ot3ByuyaBane Ha CRS wnmm mipu 0TCHCTBHE Ha
CRS. Knunnunaute npusnainm u cumntomu Ha ICANS mMoske 1a BKITIOUBAT, HO HE C€ OTPaHHYABAT JI0
ChCTOSSHHUEC HaA O6’praHOCT, IIOHM>KCHO HUBO HAa Chb3HAHUC, )Z[C?)OpI/ICHTaHI/IH, COMHOJICHTHOCT, JICTapFI/ISI
u OpaaudpeHws.

[TanimentuTe TpsiOBa na ce HaOIIOABAT 32 MPU3HAIM WM CHMIITOMU Ha HEBPOJIOTUYHA TOKCUYHOCT 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. Tlpu 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 creneH 2 uinm mo-BUCcOKa, 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.

[Tpu nosiBa Ha ICANS u apyryu NposiBU Ha HEBPOJOrnYHa TOKcHUHOCT NedeHnero ¢ TALVEY TtpsoBa
Jla ce OTJIOKU MM IIPEYCTaHOBU B CbOTBETCTBUE ChC CTEIICHTA HA TEXKECT, KaTo Ce€ ClIeiBaT
HPETMOPBKHUTE 3a OBIAJSIBAHETO UM, KaKTO € Toka3aHo B Tabnumna 4 (Bx. Touka 4.2).

Hsma nannu 3a ynmotpebata Ha TankBeramad Npu maueHTH cbe 3acsrane Ha [ITHC ot muenom unu
JIpyr KIMHUYHO 3HaunuMu natosoruu Ha [THC B pe3yaTar Ha M3KIIOYBAHETO UM OT IPOYYBAHETO
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).

Ognaosnsane Ha HEBPOLOUYHANA TNOKCUYHOCT

IIpu mepBHU NpU3HAIM HA HEBPOJIOTUYHA TOKCHYHOCT, BKIrounTerHo ICANS, TpsiOBa ga ce mma
MIpeIBU]] HEBPOJIOTHYHA OlleHKa. TpsA0Ba a ce H3KIIIoUaT ApYyTrd MPHYMHH 32 HEBPOJIOTUIHUTE
cumnromu. [Ipunoxenunero Ha TALVEY 1psi0OBa na ce ook 10 0T3By4YaBaHe Ha HEKelaHaTa
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peakius (Bxk. Tabnuna 4). [Ipu Texxka WK )KHBOTO3acTpalllaBaliia HeBPOJIOIMYHAa TOKCHYHOCT TPsiOBa
Jla ce OCUTYPST WHTCH3WBHU IPHKH U MOJIbPIKAINA TePaITusl.

Opayiia TOKCUYHOCT

OpaiiHa TOKCUYHOCT, BKITFOUYUTEITHO JUCTEY3Hsl, CYX0Ta B ycTara, Tuc(arusi i CTOMaTHT, ce TOsBsBa
MHOTrO0 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 MpriIaraHe (BkK. Touka 4.2).

C TedeHre Ha BpEMETO MOXeE J1a HACTBITH oce3aeMa 3ary0a Ha terio (Bx. Touka 4.8). [IpomsHaTa B
TETJI0TO TPsIOBA Aa ce MpociesiBa peAOBHO 110 BpeMe Ha Tepanusta. KimanuHo 3HaunMara 3aryba Ha
Terno TpsoBa ga 0b1e AombIHUTENHO orieHeHa. Jleuenneto ¢ TALVEY TpsiOBa na ce mpekbcHe Wit
J1a ce OOMHUCITH TO-PSAAKO mpuitarane (Bx. Touka 4.2).

Cepuo3nu uHd ek

Cepro3H HHPEKIHH, BKIIOYHTEIHO KUBOTO3aCTPAILIABAIIY HIIH JICTATHU HHPEKINN Ce ChOOIaBat
npu narenTy, noiaydasamy TALVEY (Bx. Touka 4.8). [lanuenture TpssOBa na ObaaT HaOM0JaBaHH
3a MpU3HAIM U CUMIITOMH Ha HHQEKIUs npean 1 1o Bpeme Ha yiedenne ¢ TALVEY, u na ce nexyBat
no noaxonsi HauuH. [IpodunakTnynn aHTUMUKPOOHM cpencTBa TPsiOBa Aa ce mpuiarar B
chOTBeTCTBHE ¢ MecTHHTE yKa3zaHus. TALVEY He TpsOBa aa ce mpuiara mpu NallMeHTH ¢ aKTUBHA
cepro3na uadexims. TALVEY TpsOBa a ce 0TioXu KakTo € yka3ano (Bx. Touka 4.2). [Tanuenture
TpsiOBa 1a ObJAT MHCTPYKTUPAHH Ja MOTHPCAT JEKapCcKa IMOMOIL, aKO € TOSBAT IIPU3HALM WIH
CHUMIITOMH, MPEIoIaraiiy Haln4rue Ha HH}peKuus.

XunoramarioOyInHeEMUs

XunoraMmariao0yIruHeMHs ce ChoOIaBa mpy manueHTH, moiaydasan 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. [laimenTure TpsOBa Ja 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.

! !I/ITOHCHI/II/I

[Tpu marmentn, nonyyaBaim TALVEY, ca HaOnrogaBanu CBbp3aHHM C JICYSHHETO HEYTPOIICHUS
crernieH 3 win 4, peOpritHa HeyTporeHus U TpoMOorToneHus. [lo-ronsimMara 4acT OT HUTOTICHUUTE
BB3HHUKBAT npe3 mbppBute 8 10 10 cenmunu. [IvnHa kpbBHA KapTHHA TPsIOBa Ja ce MPOcCesBa B
HAYaJI0TO U NEPUOANYHO 110 BpeMe Ha JieueHueTo. TpsiOBa 1a ce OCUTYPAT MOATbPKAIIN TPHKH
CBIVIACHO YKa3aHUSITa HA MECTHOTO JIeueOHO 3aBe/ICHHE.

[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 na npeau3BUKa KOKHU PEAKIMU, BKIIIOYUTEIHO 00PUB, €PUTEM, CHHIPOM Ha
MaJIMapHO-TUTAaHTapHA epUTPOIN3ECTE3N, KAaKTO M HapyIIeHUsI Ha HOKTUTE (BK. Touka 4.8). KoxxanTe
peaKIiy, BKIIFOUUTETHO PAa3BUTHETO Ha 00puBa, TpsOBa a ce HaOJII0AaBaT 3a OCUTypsIBaHE Ha
MHTEPBEHIUS HAa PaHEH eTall U JIeueHHne ¢ Koptukocrepouau. I[Ipu crenen 3 uiny no-sucoka, win
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BJIOTIIaBaHe HAa 0OpWBH cTetieH | min 2 TpsOBa 1a ce IMprIaraT U mepopaiHu crepouan. [pu Koxxan
peaKIni, KOUTO HE Ca CBbP3aHH C OOPHBH, MOJKE Ja ce OOMHUCIH IMPOMSHA 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 npuioxenne Ha TALVEY.
be3omacHocTTa Ha UMYHH3alUATA C )KUBU BUPYCHH BaKCHHU T10 BpEME Ha WIIU CIIE]T JIEUYEHHE C
TALVEY He e npoyuBaHa. BakcuHupaHe ¢ ’K1BH BUPYCHU BaKCHHU HE C€ MPENopbuBa B
MPOABIDKEHNE Ha Hal-MaJIKo 4 CeIMUIM MPEAN HA4arIo0TO Ha JIEYEHUETO, IO BPEME Ha JIECYEHUETO U
HIOHE 4 CeMMILIH CTIe]l HETO.

3a HeoYaKBaHa EKCIIO3UIIMS 110 BpeMe Ha OpeMEHHOCT BIXKTE Touka 4.6.

Kenu ¢ gerepoieH NOTEHINAN/KOHTPALIEHIIHAS

[Mpenu 3anouBane Ha neyenne ¢ TALVEY npu skeHu ¢ IeTepoAeH NoTeHInal TpsiOBa 1a ce MpOBepH
CTaTyca [0 OTHOIIEHHE Ha OpeMeHHOCT. JKeHuTe ¢ pernpoayKTHBEH HOTeHLMA 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

To3su ekapcTBeH MPOAYKT ChABPXKA Mo Manko oT 1 mmol Hatpwuii (23 mg) Ha 103a, T.€. MOXKe Ja ce
Ka)ke, 4e TPAKTUIECKH HE ChABPKA HATPHUII.

45 BzaumopaeicTBHE ¢ APYTH JeKAPCTBEHH NMPOAYKTH U APYru GopMu HA B3auMoJelicTBHE
He ca npoBexx1aHu mpoy4BaHUs 3a B3aUMOJEHCTBUATA.

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 70 9 nHu
cJIell TbpBaTa TepareBTUYHA 7033, KakTo u 1Mo Bpeme Ha u ciiex CRS (Bxk. Touka 4.4). Habnronasarite
332 TOKCHYHOCT WJIM KOHLCHTPALMUTE Ha JIEKapCTBEHH NpoayKTH, cyoctpat 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 kKopurupa npu
HE0OXOIMMOCT.

4.6 @epTHIAUTET, )PEMEHHOCT H KbpMeHe

XKenu ¢ JACTCPOJICH HOTCHIII/IaH/KOHTDaHeHHI/IS[ OpH KECHHU

[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 KOHTPALIESIIIIHS 10 BpeMe Ha
JIeYCHUETO U B IPOIBJDKEHHE Ha 3 Mecena cien mociensaara go3a TALVEY.

bpemennoct

JluricBaT WM ©Ma orpaHuueHH AaHHU oT yrnoTpebata Ha TALVEY npu OpeMeHHHM KeHU Wi JTaHHH
TIpH KUBOTHHU 32 OLIEHKa Ha puckKa, cBbp3ad ¢ TALVEY, npu 6pemennoct. U3sectHo e, ue IgG
NPEMHUHABAT Mpe3 MJIaleHTaTa Py Xopa clie]l IbPBU TpuMecTbp Ha OpemeHnHocTTa. [lopaan ToBa
TankBeramMal ¥Ma TIOTSHIUA JIa ce TpejiaBa OT MaiikaTa Ha pa3BuBamus ce geryc. Edexrure Ha

13



TALVEY Bbpxy pazBuBaiius ce gperyc ca HemsBectHd. TALVEY He ce npenopbuBa pu OpeMeHHH
KEHH WJIH TIPH KEHH C AETEPOACH MOTEHIINAN, KOUTO HE U3ITONI3BAT KOHTPATIETIIIHSL.

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 tankBeramal ce ekcKpeTupa B Kbpmara Tt 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

Jlunicar nannm 3a edexta Ha TanKkBeTamMad BbpPXY ¢eprmwinrera. B mpoyuBanus mpu KUBOTHU HE ca
OLICHSIBaHH €PEKTHUTE HA TATKBETaMal BbPXY (EePTUINTETA IPU MBKKHUTE M KEHCKUTE KUBOTHH.

4.7 EdexTu BbpXy crniocodHOCTTa 3a modupaHe 1 padoTa ¢ MAIIUHA

TALVEY mnoBnusBa B 3HAYUTEIHA CTENIEH CIOCOOHOCTTA 32 MopupaHe U padoTa ¢ MalIWHU.

[Topanu motenmuana 3a ICANS naruenture, nonydasamu TALVEY, ca u3noxeHnu Ha puck ot
MOTUCHATO HUBO Ha Ch3HaHUE (BXK. TouKa 4.4). [lanuenTure TpssOBa aa ObJIaT HHCTPYKTUPAHU 1
n30sTBat modupane U paboTa ¢ MalllMHA TI0 BpeMe Ha U B MPOIbJDKeHne Ha 48 yaca cien
3aBBPIIBAHETO Ha (pazaTa Ha CTHIIAJOBUAHO [IOBUIIABAHE HA J103aTa (BXK. TOUYKa 4.2), KAKTO U B CIIy4ail
Ha HOBa MOSBa Ha HEBPOJIOTMYHHU CUMIITOMH, JIO OT3BY4aBaHE HA CHMITOMHTE.

4.8 Hexenanu JeKkapcTBeHH peaKIHU

0O0600mmenre Ha npoduia Ha 6€30MaCHOCT

Haii-gecture nHexenanu peaxiun ca CRS (77%), mucreysus (72%), xunoramariaooynuaemus (67%),
HapyIieHue Ha HokTuTe (56%), MycKyIHO-CKeneTHU O0oku (48%), anemus (47%), ymopa (43%),
HamasieHo Teriio (40%), koxHo 3abossBane (37%), oopus (39%), cyxora B ycrata (36%),
HeyTtporeHus (35%), mapexcus (33%), kceposa (32%), rpombonmronenns (30%), nHpeKus Ha
TOPHUTE AuXaTeinHu meTrma (29%), mumdonenus (27%), aucharus (24%), auapus (25%), cbpoex
(23%), kanumna (23%), 6oiika (22%), HamaineH anetut (22%) u riaaBodomue (20%).

CepHo3HHTE HEXKEIAHH PEAKIIMU, ChOOIICHH ITpH naiueHTute, Bkirousat CRS (13%), nupekcus (5%),
ICANS (3,8%), cencuc (3,8%), COVID-19 (3,2%), 6akrepuanna uadexius (2,4%), MHEBMOHUS
(2,4%), BupycHa nndexuus (2,4%), Heyrponenns (2,1%) u 6onka (2,1%).

Haii-yectrute HexenaHu peakiluy, BOCIIN JI0 MPEyCcTaHOBABaHe Ha JedeHueto, ca I[CANS (1,1%) u
HamaseHo terio (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
MPETophUYNTETHATA CXEMA Ha MIPHJIaraHe ChC WK 0e3 MpeAecTBalla Tepanus ¢ mpeHacouBane Ha T-
kietkute B MonumenTAL-1. MenuanaTta Ha MpOABIDKUTENHOCTTA Ha JieueHueTo e 7,4 (quanazon: 0,0
1o 32,9) mecera.

B Tabnwuma 7 ca 00001eHH HEXKENAaHUTE PEaKIiK, ChOOIIEHH MTPH MAIMEHTH, KOUTO MOJTyYaBat

TALVEY. /lannure 3a 6e3omacHoctta Ha TALVEY ca orieHeHr U B OMyanusaTa Ha BCHYKA
nexyBanu (N=501), kaTo He ca yCTaHOBEHH AOMBJIHUTEITHN HEXKEIAH! PEaKInH.
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Hesxxenanute peakunu, HaOMI0IaBaHU IO BpeMe Ha KIMHUYHH IPOYYBaHUs, ca H30POSHH T0-/I0JTy T10
KaTeropusi 1o yectora. Kareropuure mo 4ecToTa ca Onpe/eiecHd KakTo cieiBa: MHOTo yecTH (>1/10),
gectu (>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
HU3XOJSII PeJ] IO OTHOILICHWE Ha CEPUO3HOCTTA.

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
BakTtepnanaa naeKmus MHoro yecTn 40 (12%) 11 (3,2%)
MuxoTHuHa HHPEKIHS MHoro yecTn 39 (12%) 1 (0,3%)
COVID-19" MHoro gectn 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%)
HapyimeHusi Ha MMYHHATA CHCTEMA
CuHpoM Ha 0CBOOOXKIaBaHe Ha [IMTOKMHU MHOro0 YecTH 260 (77%) 5 (1,5%)
XumoraMario6y TMHeMus MHoOro 4ectu 227 (67%) 0
Hapyuienusi Ha MeTa00/JM3Ma M XPAHEHETO
HamaieH ameTur MHOro0 4ecTH 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%)
MotopHa aucdyHKIms? MHoro vecTu 38 (11%) 2 (0,6%)
3amasgHOCT MHoro vecTu 42 (12%) 8 (2,4%)
CensopHa HeBponaTys® MHoro yecTu 34 (10%) 0
PecnupaTopHu, rpbIHH M MeIUACTUHAIHU
HApYIIEeHHSsI
Kamumina” MHoro 4ecTu 78 (23%) 0
Jucnues® MHoro 4ecTu 39 (12%) 5 (1,5%)
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%)
Cromarut® MHoro gectu 67 (20%) 4 (1,2%)
Ianene MHoro uecTn 64 (19%) 0
3amnex MHoro uecTn 61 (18%) 0
Opasna 6onka™ MHOr0 YecTH 42 (12%) 0
Kopemna 6omka” MHoro uecTu 35 (10%) 1 (0,3%)
[MoBpbiane MHoTr0 YecTn 34 (10%) 2 (0,6%)
HapyieHusi Ha K0KaTa M MOJAK0KHATA ThKaH
O6pus” MHoro 4ectu 132 (39%) 12 (3,5%)
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Hapyiuenue Ha koxara” MHoro yecTn 124 (37%) 0
Kceposza® MHoro 4ecTu 109 (32%) 0
Coppoex MHoro yecTn 79 (23%) 1 (0,3%)
Hapymienue Ha HOKTHTE MHoro yecTn 191 (56%) 0
CHHAPOM Ha MaJIMapHO-TIaHTapHA
epHUTPOIM3ECTE3 S Yectr 31(9) 0
Asonerust Yectu 30 (9%) 0
HapyumeHusi Ha MyCKYJIHO-CKeJIeTHATA CHCTeMA H
CheIHHUTEIHATA ThKAH
MycCKyJIHO-CKeJIETHA GOJIKa MHoro yecTn 164 (48%) 12 (3,5%)
OO01mu HapyueHus 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%)
TMupekcus” MHoOro 4ecTu 113 (33%) 6 (1,8%)
Bonka” MHoro yecTn 76 (22%) 7(2,1%)
Otox!? Mtuoro uectu 59 (17%) 0
Peakiys Ha MACTOTO HA MHKeKTHpaHe! MHoro 4ectu 45 (13%) 0
CTyzseHH TPBIKH MHoro yecTu 39 (12%) 1 (0,3%)
HamaneHnu ctoitHocTH Ha GUOpPHHOTEH MHoro yecTu 52 (15%) 12 (3,5%)
Yawmkeno aPTT MHoro vecTtu 49 (15%) 0
IToBuIlIeHHE HA TpaHCAMHHA3UTE? Muoro uectu 48 (14%) 12 (3,5%)
Iosumeno INR MHoro decTtu 47 (14%) 1 (0,3%)
[oBuieHa rama raytaMmuiTpancepasa MHoro yecTn 36 (11%) 16 (4,7%)

Hexenanure peakuuu ca kogupanu npu usnoissade Ha MedDRA Bepeus 24.0.
B CTCAE v4.03 MakcuMasiHaTa CTENeH Ha TOKCHYHOCT 32 JUCrey3Hs € 2, MaKCUMaJlHaTa CTEIeH Ha TOKCUYHOCT 3a CyXOTa B ycTara

-
+

*

#
1

10

11

12

e3.
I'pynupan TepMun
Bxarouen/n neranen(Hu) u3xoa(u)

KpbBOM3IHBHT BKIIIOUBA KPHBOU3IIHB B KOHIOHKTUBHTE, EMUCTAKCHC, XEMATOM, XeMATypUsl, KPbBOU3IIHB B JOJIHHTE OTACTH HA
CTOMAIIIHO-YPEBHHUS TPAKT, IEPHOPOUTAIICH KPBBOU3JIMB, IETEXUH, PEKTAICH KPbBOU3JINB, CYOIypajicH XeMaTOM U BarMHAJICH
KPBBOU3JIMB.

Xunoramario0yJIMHEMHUs BKIIFOUBA XUIIOTaMarioOyJIMHEMHS ¥/WIK NAIMeHTH ¢ labopaTopuu HuBa Ha IgG mox 500 mg/dl cex
JICYCHHUE C TAJIKBETaMa0.

EnnedanonaTusita BKIIOUBA a)XUTALMS, aMHE3Hs, adasus, Opaaudpenns, CbCTOsSHNE Ha 00bPKAHOCT, JETUp, A€30PHESHTAIIHS,
enuedanonaTus, Xa IOUUHALNS, JIETApTHsI, Pa3CTPONUCTBO Ha MaMeTTa, OE3MOKONHCTBO, HAPYIICHNIE HA ChHS H CHHIUBOCT.
MotopHata qucyHKIHS BKIFOYBA JUCTpadusi, THCHOHUS, HAPYIIEHHE Ha TIOX0KATa, MyCKYJIHH CIIa3MH, MyCKYJIHA ClabocT 1
TpeMop.

CeH3opHaTa HEBPOIIATHSI BKIIIOYBA JM3ECTE3MUs, XHIIOECTE3 s, OPaTHa XUIIOeCTe3Us], HEBPAITHs, TeprdepHa CEH30pHA HEBPOIIATHS,
HIINAC ¥ BeCTHOYIapeH HEBPOHHMT.

JlucriHes! BKITIOUBA OCTPa JUXaTeTHa HeIOCTaThYHOCT, JUCITHEsI, AUCITHESI IIPH YCHIINe, TNXaTellHa HeJOCTATHYHOCT U TaXHITHEsL.
Jlucrey3usiTa BKIIIOUBA areysusi, AUCTEY3Hs, XUIIOTey3nsl U HapylIeHHe Ha BKyca.

CTOMATHT BKJIFOYBA XEIINT, TIIOCHT, TIIOCOANHNS, pa3s3BsiBaHe HA yCTaTa, OpaJieH JUCKOM(OpT, epuTeM Ha yCTHATa JIMTaBHIa,
opaiHa 00JIKa, CTOMATHT, ITOAYT €3UK, JUCKOM(OPT Ha €3HKa, epUTEM Ha e3UKa, OTOK Ha €3MKa M pa3s3BsBaHEe Ha e3HKa.
Kceposara BkIIouBa cyxoTa B O4HTE, CyX0OTa Ha KO)KaTa U KCepo3a.

OToK BKJIFOUBA 33aIpBKKa Ha TEYHOCTH, OTOK Ha BEHIUTE, XHIIEPBOJIEMHsI, OTOK Ha CTaBUTE, OTOK Ha YCTHHTE, OTOK, ITeprdepeH
OTOK, IIEpHOpOUTANIEH OTOK, Nepu(epeH OTOK U MOJIyBaHe.

Peakitist Ha MSICTOTO Ha HEDKEKTHPAHE BKIIIOUBA TUCKOM(OPT HA MSICTOTO HA MEDKEKTHPAHE, EPUTEM Ha MSACTOTO Ha HH)KEKTHPAHe,
KPBBOHM3JIUB Ha MSACTOTO HA HMH)KEKTHPaHe, Bh3MaJeHne Ha MACTOTO Ha HH)KEKTHPaHe, pa3HeHe Ha MACTOTO Ha HHKEKTHpaHe, TUTaka
Ha MSCTOTO HA HHDXKEKTHpaHe, ChpOek Ha MACTOTO Ha HHDKEKTHPaHe, 0OPHB Ha MSICTOTO HA HHXKEKTHPAHE M peaklys Ha MACTOTO Ha
HHKEKTHDPAHE.

TloBunraBaHeTo Ha TpaHCAMHUHA3HUTE BKIIIOYBA ITOBUIIICHA aJJaHWH aMHHOTpaHc(epasa, IIOBUILIEHA acapTaT aMUHOTpaHcdepasa 1
MOBHIIICHN TPAHCAMUHAZH.

Onucanue Ha I/I36DaHI/I HEXCJIaHU pCaKlInu

Cunopom na oceobodicoasane Ha YUMOKUHU

B MonumenTAL-1 (N=339) CRS ce nadbmozaasa npu 77% ot nanuentute. [loBedeTo cr0uTHs ca
crenieH 1 mimm 2, kato crereH 3 ce HaOmonasa npu 1,5% ot manuenTure. TpupeceT u euH MPOIeHTa
(31%) oT manmeHTHTE UMAT MOBEYE OT eAHO chouTHe, cBBbp3aHo ¢ CRS. [ToBedero crbuTus
BB3HUKBAT 0 BpeMe Ha (pa3aTa Ha CTHIIAJOBHUIHO MMOBUIIIaBaHe Ha Jto3ara cies jo3a 0,01 mg/kg
(29%), noza 0,06 mg/kg (44%), noza 0,3 mg/kg (3a mauueHTH, KOUTO ca MOIy4aBaIU IByCEIMUYHA
[Ha Bcexu 2 cemmunn] 103a; 33%) wnu HavamHarta TepaneBTryHa f03a (0,4 mg/kg [30%] wu

0,8 mg/kg [12%]). ITo-masko ot 4% ot chouTHsTa, cBbp3anu ¢ CRS, HacThIBAT OT ceaMuIa 5
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HATaThK; BCUYKU CHOUTHS ca cTeneH 1. Menuanara Ha BpeMeTo 10 nosieata Ha CRS e 27 yaca ot
mocienHara 103a, 91% ot crOuTHATa HaCTHIIBAT B paMKUTE Ha 48 yaca OT MocjeIHaTa 03a, a
MearaHaTa Ha IpoIbIDKUTENHOCTTa € 17 vaca. Tonunuzymad, KOpTHKOCTEPOUAN U TOLMIN3yMal B
KOMOWHAaINUs ¢ KOPTUKOCTEPOUIN ca U3Mo3BaHu 3a edenne Ha CRS npu cvotBeTHO 39%), 5% 1 3,5%
ot crydante Ha CRS. Kinmanyanre nprsnaany u cumntomu Ha CRS Moske /1a BKITIOYBAT, HO HE Ce
orpaamnyanat 1o nupekcus (76%), xunoronus (15%), cryaenn tpeuku (12%), xumoxcus (7%),
riiaBooonue (4,7%), Taxukapnus (5%) v MOBUIIICHU TpaHCAMHUHA3H (acmapTaT aMHHOTpaHchepas3a
[1,5%] n anaruu amunOTpanchepasa [0,9%]).

Hesponozuuna moxcuunocm

B MonumenTAL-1 (N=339) cb0uTHs Ha HEBPOJIIOTHYHA TOKCHYHOCT ce choOmanar npu 29% ot
nanuenture, norydasany TALVEY. CrOuTHATa HA HEBPOJIIOTHYHA TOKCHYHOCT ca crereH 1 (17%),
creneH 2 (11%), crenen 3 (2,3%) wiu creneH 4 (0,3%). Haii-uecto cho0I111aBaHOTO CHOUTHE Ha
HEBPOJIOTMYHA TOKCUYHOCT € TiaBobosue (9%).

ICANS ce crobmaBa camo BB ®aza 2 B MonumenTAL-1. Ot 265 nanuentu BpB ®aza 2 ICANS
BB3HHKBA 1pH 9,8% (n=26) ot nauuenture. [ToBeyero crOuTHs ca cTeneH 1 wnu 2, kato cterneH 3 u 4
ce Habmoaasa npu 2,3% ot nanuenture. Haii-uecto cpobmaBannte knuanday nposisu Ha ICANS ca
checTosiHue Ha 00bpKBane (3,8%), nesopuenranust (1,9%), comHonentHoct (1,9%) 1 MOHMXEHO HUBO
Ha cb3HaHue (1,9%). lllectaecer u ocem nporenta (68%) ca moyunnu eqHoBpemenHo CRS (o
BpeMe Ha WIH B paMKHTe Ha 7 nHU cien oT3BydaBane Ha CRS). [1pu tpu npornienta (3%) ot
MManyeHTuTe ce Haoaroaasa noseue ot eaHo cpoutre Ha ICANS. OcBen ToBa, B MonumenTAL-1 ce
cbpobOmaBa efaHo crouTHe ¢ neraneH u3xon ¢ ICANS. Ioseuero nanuentn ca nomyunian ICANS o
BpeMe Ha (asaTa Ha CTHIIATOBHMIHO TIOBHINABaHe Ha qo3ata cien mo3a 0,01 mg/kg, mosa 0,06 mg/kg
wIn HavyanHarta tepaneBTiuHa 1o3a (0,4 mg/kg u 0,8 mg/kg) (mo 3% Bcska). MeauanaTta Ha BpeMeETO
1o Hayasoto Ha ICANS e 28 yaca ot nocieanata 103a, 68% 0T chOUTHSATA ca 3aII0YHAN B PAMKHUTE
Ha 48 yaca oT mocieAHaTa 103a, 32% OT chOuTHsATA ca 3alouHajIn ciieq 48 yaca, a MeMaHaTa Ha
npoabpkutenHoctTa Ha ICANS e 9 vaca.

Opanna mokcuynocm

In MonumenTAL-1 (N=339) 78% oT nanueHTHTe UMaT CHOUTHS OT CTereH | uin 2, KaTo ChOUTHUS OT
CTereH 3 Bb3HUKBAT NpH 2% 0T nauueHTure. ChOUTHITA Ha OpajiHa TOKCUYHOCT BKJIFOUBAT
ChOOIIEHHMS 3a AUCTEY3HUs, CyX0Ta B ycTara, Jucarus ¥ CTOMATHT.

Cepuosnu unghexyuu

B MonumenTAL-1 (N=339), uadekunu ot creneH 3 uiu creneH 4 Bb3HUKBAT npu 19% ot
MAIUeHTUTE; MHPEKIUY C JIeTAIICH U3X0J] Bb3HUKBAT 1pH 1,5% oT manuenture - COVID-19
MTHEBMOHUS, MUKOTHYCH CEICUC, MH(PEKIINS U cenThu4eH 10K, Hait-uecto crobiaBanara (> 2%)
uH(pekusa crenex 3 nin 4 e nHeBMoHUs. DebpuiHa HeyTporneHus ce Habronasa npu 1% ot
nmanueHTuTe, kato npu 1,2% ce HabOr0AaBa cepro3Ha GpeOpuiiHa HeyTponeHus. Buxre Touka 4.4 3a
yKa3aHHs 32 HaOJII0JICHHE U JICYCHHE.

Xunozamaznobynunemus

Croiinoctu Ha IgG cnen nzxoanoto Huso o 500 mg/dl, croTBeTcTBaIM Ha
XHUIoramarioOyIuHeMus, ce cho0IaBaT npu 64% oT nauueHTHTe, JEKyBaHH ¢ TajlKkBeTamad npu
cxema Ha siedenue 0,4 mg/kg cenmuano, mpu 66% ot nanmeHTuTe npu cxema Ha neuenue 0,8 mg/kg
Ha J1B€ ceAMHUIM U IIpu 71% OT manueHTuTe ¢ npeIecTalia Tepamys ¢ npeHacoyBane Ha T-
KJIeTKuTe (BXK. Touka 4.4).

Koorcnu peaxyuu

B MonumenTAL-1 (N=339) noBeuero ciry4au Ha OOpUB ca cTerneH | min 2, KaTo cTeneH 3 ce
HaOmronaBa npu 3,5% ot nauueHTute. MenuanaTta Ha BpEMETO [0 TosiBaTa Ha 0OpHBa OT bpBaTa
TepaneBTHYHA 1032 € 22 nHu. [lo-ronsmara 4acT OT KOKHUTE TOKCUYHH PEAKLINHU, KOUTO HE ca
CBBp3aHU ¢ 00pUB, ca cTeneH | i 2, kato chpOex crereH 3 ce Habmonasa mpu 0,3 % ot
nanuenture. HapymenusaTa Ha HOKTHTE ce HaOmoaaBaT mpu 56% OT MalMeHTHTE U ca CTeneH | nim
2. Buxre Touka 4.4 3a ykazaHUs 3a JICUECHUE.
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Cpo0111aBane Ha MOA03UPAHN HEKETAHH PEAKITHH
Cp0o0I11aBaHEeTO Ha MOI03UPAHU HE)KEIIAHU PEaKIIUU ClIe pa3pelaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS

NPOAYKT € BakHO. ToBa Mo3BOIIsABA A2 POIBIDKH HAOMIOJCHHETO Ha CHOTHOIICHUETO TOI3a/pHUCK 3a
JIeKapCTBEHUS MPOAYKT. OT MEAUIIMHCKUTE CIICUATIICTH CE U3UCKBA Ja ChOOIIaBaT BCSIKa
NOI03MpaHa HeKEeJIaHa PeaKnus ype3 HaIl[MOHAIHATA CHCTEMa 3a ChOOIIaBaHe B!

V3npaHUTENHA areHIys 110 JeKapcTBaTa

yi. ,,JlamsH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeoOcaitt: www.bda.bg
4.9 Ilpemo3upane

CHUMIITOMH U IIPU3HALA

MakcuManHaTa IOHOCHMA 1033 TAJIKBETaMad HE € OIpe/ieicHa. B KIIMHUYHY TPOyYBaHUs ca
npuiaranu no3u a0 1,2 mg/kg Beauexk Ha Beceku 2 ceamuni U 1,6 mg/kg Bceku mecerl.

Jleuenune

B ciyyaii Ha mpejo3upaHe MaueHThT TPSAOBa J1a ce HaOII0JaBa 3a MPU3HALY WA CHMIITOMH Ha
HE)KeIIaH! PeakIiy, KaTo He3abaBHO TPsiOBa 1a ce 3aloYHe MOAXOAAII0 CUMIITOMATHYHO JICUCHHE.
5. DPAPMAKOJIOI'NYHU CBOUCTBA

51 ®dapmakoguHAMHYHH CBOICTBA

®apMakoTepaneBTU4YHA rpymna: Jpyru MOHOKJIOHAIHU aHTUTENA U JIEKAPCTBEHU KOHIOTaTH Ha
anturena, ATC xox: LO1FX29

MexaHu3beM Ha JIEUCTBUE

TankBeramad ¢ umyHornoOyauH G4 nposuH, ajganuH, ananut (IgG4 PAA) OucnieniupuvHO aHTUTSIIO,
HacoueHo cpenty GPRC5D u CD3 penentopa Bepxy T KieTkute.

TankBerama® cTUMYJIMpPa TOBUILIEHA IUTOTOKCUYHOCT, MEIMUpaHa OT T-KIETKuTe, Ype3 MPUBINIaHE
Ha CD3-excnpecupamn T-knetkn kbM GPRCS5D-ekcnipecupamy kinetku. ToBa BOAM 1O aKTUBUPAHE
Ha T-KkneTkuTe U npeau3BUKBa nocieasamo auzupaHe Ha GPRCS5D-ekcnpecupamure KIEeTKH,
MEIMUPAHO OT CEKpETUPaHUs MeppOprH U Pa3IHMYHU IPAH3UMH, ChXPaHSIBaHU B CEKPETOPHUTE
BE3MKYJIM Ha HUTOTOKCHUUHHUTE T-KineTku. Bb3 ocHOBa Ha ekcnipecuara Ha GPRCS5D Bepxy nnazmenu
KJIETKM C MUHUMAaJIHa JI0 JIMIICBAIIA eKCIpecHsi, OTKpUTa BbpXy B kinerkute u B knerpunute
MIPEKYPCOPH, TAIKBETaMab ce HaCO4YBa MO-CNEHATHO KbM KIETKUTE Ha MYJATHILIEHUS] MUEJTIOM.

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

B pamkunTe Ha BPBUA MECeIl OT JICUEHUETO C TaJKkBeTamal ce HaOmo1aBa akTUBUPaHE U
npepasmpeeneHye Ha T-KIeTKUTE U MHIYKIHS Ha CEpyMHH IUTOKHHU.

Kinnnnuna ednkacHocT 1 6€300aCHOCT

Eduxacnoctra Ha Monotepanus ¢ TALVEY e oneHena npu nauyueHTH ¢ peuyuauBUPAL U
pedpakTepeH MyITHIUIEH MUEJIOM B OTKPUTO, MHOTOIIEHTPOBO TIPOYYBAaHE C €IHO PaMo,
MonumenTAL-1. B npoy4uBaHeTo ca BKIIIOYEHH MAITUEHTH C HA-MaJIKO TPY NIPEIXOAHN TepaIui,
BKJIIOYBALIM IPOTEA30MEH HHXUOUTOP, IMyHOMOAYJIMPAIIO cpecTBO U aHTU-CD38 MOHOKIIOHATIHO
aHTUTU10. OT MPOYYBAHETO Ca U3KIIIOUEHH MALIMEHTH, KOUTO ca MOJYUYHIIN Tepanus ¢ IPeHacoyBaHe
Ha T-xneTku B pamkute Ha 3 Mecena, nmpenmectsan CRS crenen 3 nim mo-Bucoka, CBbp3aH ¢
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HSKaKBa Tepanus ¢ IpeHaco4YBaHe Ha T-KIIeTKH, aloTeHHa TPAHCIUIAHTAIUS Ha CTBOJIOBH KIIETKU B
paMKuTe Ha ocienHuTe 6 Mecena, aBTOI0KHA TPAHCIUTAHTAIUS Ha CTBOJIOBH KJIETKH B PaMKHTE Ha
3 Mecella, MHCYJIT WU I'bpY B pAMKUTE Ha MOCIeaHuTe 6 Mecena, 3acsrane Ha [[HC wau kimHuvHu
MpPHU3HAIA HA MCHUHT€AJTHO 3aCATaHe MPHU MYJITUILICH MHEJIOM, TUIa3MEHOKJICThYHA JICBKEMUS,
POEMS cunzmpoM, mbpBUYHA JIEKOBEPIKHA aMHAJIOW03a, aKTUBHO aBTOMMYHHO 3a00JIsIBaHe HITH
aHaMHe3a 3a JIOKyMEHTHUPaHO TaKoBa 3a00JIsIBaHe ¢ U3KITIOYEHHE Ha BUTHIIUTO, OTITYMSIT aTOMTHYEH
JepMaTHT B JETCKa BB3PAcT U Npenxoana donect Ha Grave, KOSTO € €yTHPEOUIHA Bb3 OCHOBA Ha
KITMHUYHUTE CUMITTOMH U JIAOOPATOPHUTE M3CIICABAHIISL.

ITammenTrure nomygaBat TALVEY 0,4 mg/kg moaKoKHO BEIHEK CEIMUTHO CIIE/ IBE CTHITAIIOBUIHO
nosumraBamm ce 1034 (0,01 u 0,06 mg/kg) npes mppBarta ceaqmuna ot Tepanusita wid 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 HAOJIIOJ/ICHUE B MTPOABIDKCHUE Ha MoHe 48 yaca cien Besika no3a TALVEY mo
BpeMe Ha (a3aTa Ha CTHIAIOBUIHO OBUIIABAHE HA J103aTa.

IIpu 143 mammenTn, nexyBaau ¢ TALVEY 0,4 mg/kg cenmMuanO, 06€3 eKCITO3UIHs Ha IPEIX0IHA
Tepamnus ¢ IpeHaco4yBaHe Ha T-KJIeTKuTe, MeJraHaTa Ha Bb3pacTra e 67 (auana3oH: 46 1o 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
aBTOJIOXKHA TpaHcIaHTarus Ha cTBojoBH KieTku (ASCT). JleBetmeceT u uetupu nporenTa (94%) ot
MalMeHTHTE ca pepakTepHU KbM TOCIIeHaTa CU Tepanist, a 74% ca pedpaxrepan kpm [1H,
MMYHOMOJYyJUpamo cpeactso U autu-CD38 antutsuio. Ot 132 nmauueHTH, 3a KOUTO UMa HaJTU4YHU
W3XOJIHU I[IUTOTCHETHYHY JTAHHH, BUCOKOPUCKOBH IUTOreHeTHYHH (pakTopu (Hamuuue Ha t(4:14),
t(14:16) w/unu del(17p)) ca vamune npu 31% ot mauueHture. JBagecer u Tpu npouenra (23%) ot
NalMEeHTUTE UMAT EKCTpaMelyJapHH I1a3MOLIUTOMHU.

[Tpu 145 nmauuentn, nexyBanu ¢ TALVEY 0,8 mg/kg Ha Bceku 2 ceqmuiin, 6e3 eKCIO3HILIUs Ha
MIpeIX0Ha TepaIus ¢ MpeHacouBaHe Ha T-KIeTKuTe, cpeaHara Bp3pact € 67 roaqunu (auanaszoH: 38 1o
84 ronunn), 57% ca mpxe, 86% ca Oenu, a 6% ca yepHOKOXHK WK adppoamepukany. [lanmenTture ca
MOJIYYIJIA CpelHo S (auamna3oH: 2 g0 17) mpenuurau Tepanuu, a 79% oT NmalueHTUTe ca MOIydnuIn
MIpeJId TOBA aBTOJIOXKHA TpaHCIIaHTalus Ha cTBosIoBH KieTku (ASCT). JleBetaecer u uetupu
nporenTa (94 %) ot nmanueHTuTe ca pedpakTepHH KbM MOCIeIHaTa cu Tepanus, a 69 % ca
pedpakTepHH KbM NIPOTEa30MEH HHXUOUTOP, UMYHOMOIYJIMpALIo cpeaAcTBO U anTH-CD38 anTHTSII0.
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 nammue npu 29% ot
nanueHTure. Jpagecer u mect npouenra (26%) oT nauueHTUTe uMaT eKCTpaMeyIapHu
TUTa3MOLIUTOMH.

Pesynrarure 3a euKacHOCT ce OCHOBaBaT Ha Y€CTOTa Ha OO OTTOBOP, OIpE/IeNieHa CIIOpe]] OlleHKa
Ha HezaBucuma xomucwust 3a npersien Ha ganaute (Independent Review Committee, IRC) npu
W3M0JI3BaHe Ha KpUTEpUHTE Ha MexTyHapoaHaTa paboTHa rpymna mo muesom (International Myeloma
Working Group, IMWG). Menuanara Ha MpoIb/DKATEIIHOCTTA Ha MPOCIICIIBAHE HA MAIIUEHTHUTE,
nonmyuaBai TALVEY 0,4 mg/kg ceaqmuuno, e 18,8 mecena; npubnuzutenso 51,5% ot nosnusimite
ce TOJIbPKAT OTIOBOP B MPOIBIDKEHUE HA TIOHE 9 Meceria.

Ta6auna 8: Pesyararu 3a epuxacHoct B MMY1001 (MonumenTAL-1) npu mauueHTH, MoJy4aBamm
TALVEY 0,4 mg/kg cenMu4HO

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%

[Tpnen orrosop (CR) 9,8%

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

Yactuuen otrosop (PR) 14,7%
Ipoabaxurennoct Ha orropopa (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 pecnonaepu

106

MenuaHa (1nana3oH) (Mecenn)

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

YecroTra Ha HeratusHO MRD?*

Yecrora Ha otpunarentio MRD® npu Bcuuku jiekyBaHu
TAIMeHTH

44 (30,8%)

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, JOCTUIrHaIM oTpunatened MRD cratyc (pu 10°) BbB

BCsIKa BpeMeBa TOUKa CJie]] HavyallHaTa 103a U npe/u nporpecupaiio 3aboissane (PD) win nocneasaiia aHTHMHAETIOMHA TEPAITHS.
Pasrnexar ce camo orieHku Ha MRD (107 mpar Ha u3cliejBaHe) B paMKuTe Ha 3 Mecena ot gocturane Ha CR/sCR no

CMBPT/IPOTpECHsy/IOCIeIBAIIA Tepanys (€ AMHCTBEHO).

Menunanata Ha OpOABIDKUTEIHOCTTA HA IPOCIEASBAHETO HA MalUeHTUTe, nonydasamu TALVEY
0,8 mg/kg na nBe cenmuuy, e 12,7 mecena; npubau3uTenHo 76,3 % OT MOBIUSUINTE 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 Bceku 2 ceaMuIu

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

(N=145)

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

Crpor nbiieH otroBop (SCR) 29,7%

ITeaen otrosop (CR) 9,0%

MHuoro 1o0sp gactuueH otroBop (VGPR) 22,1%

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

Bpoii pectiorgepun 104

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

Bpoii pectiornepu 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)
YecroTa Ha HeraTuHO MRDP® 1Ipu manueHTHTE, IIOCTUIHAIA
CR mm sCR
Bpoii marmenTn ¢ CR wimu mo-m1o0sp N=56
Yecrota Ha HeratnsHo MRD, n (%) 24 (42,9%)
95% CI (%) (29,7, 56,8)

Cl=noBepurenen narepsar; MRD=muHNManHO octaTsuno 3a0onsaBane; NE=He Moxe 1a ce oleHH

a

YecroTaTa Ha HeraTuBHo MRD e onpe/iesieHa KaTo NPOIEHT YYaCTHHUI, I0CTUrHaIM Heratued MRD cratyc (mpu 10°°) BBB Beska

BpE€MEBa TOYKa CJIC HadaJlHaTa J103a U IIPEIn Iporpecupanio 3a00JIsIBaHe (PD) WK TI0CJIeIBallla aHTUMHUETIOMHA TEpaIus.

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 NpeAXOJHUTC JIMHHUU Ha TCpalus, pe(bpaKTCpHOCTTa KbM IIPEAXOAHA TCpanusd U HUTOICHCTUIHHNA

PUCK Ha U3XOAHO HHUBO.
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HmyHorenHoct

B MonumenTAL-1 328 nauueHTH, IeKyBaHH C MOHOTEpAIHs ¢ TaJIKBETaMad MOJKOKHO B /1034

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 YIaCTHHUIINTE, TIOJOKUTEITHY 33 aHTUTalTkBeTamab anturena (ATA), u
nrcaTa Ha uHpopmManus 3a Heytpaitmsupamute ATA He TI03BOJIABA J1a Ce HANPABH KATETOPUIHO
3aKIII0YeHNE OTHOCHO edekTa Ha HeyTpatmsupamure ATA BbpXy KIMHHYHHUTE TOKA3aTENH.

Ilennarpuyna momyJianus

EBpormeiickaTa areHuus 1o JiekapcTBaTa 0cBOOO0XKAaBa OT 3aIbJKCHUETO 3a MPEOCTaBsSIHE Ha
pesynrature ot npoyuBanusaTa ¢ TALVEY BbB Bcuky OATpYyNH HA METUATPUIHATA TIOMYIAIHS IPU
JIeYeHre Ha MYJITUILIEH MEeTIoM (BX. Touka 4.2 3a nH(pOpMAaIus OTHOCHO yHnoTpeda B IeTHaTpusITa).

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 JiekapcTBaTta e H3BbPIIBa Mperiie]] Ha HoBaTa HH(popMaIus 3a TO31
JIEKapCTBEH MPOAYKT MOHE BeAHBXK roguiiHo 1 Ta3u KXII choTBETHO 111e ce akTyanu3upa.

5.2 @apmakoKMHeTHYHH CBOWCTBA

Jlo3a ot 0.4 mg/kg cexMuuHO

TankBeTamMald mokaspa NPUOIU3UTEITHO MPOMOPIIMOHAIHA Ha 103aTa (DapMaKOKHMHETUKA CJIe]]
MIOJIKO’KHO TIPUIIOKeHHE B 1030Bus nuamazoH ot 0,005 no 0,8 mg/kg cenmuuno (0,0125 o 2 meTr
npenoprunTenHara go3a 0,4 mg/kg cenmuano). CpenHusaT KoeUIIMEHT HAa KyMyHupaHe Mexay 1-ta u
7-Ta cemmuuHa 103a Ha TainkBetamad 0,4 mg/kg e 3,9 u 4,5 mbtu choTBeTHO 32 Crax 1 AUChay.

dapMaKOKHHETUYHUTE MTOKA3aTENH Ha TaJIkBeTamMal cies 1-Bara u 7-MaTa npenopbYuTeIHa
ceamuyHa n1o3a 0,4 mg/kg ca mokazanu B Tabnmma 10.

Tabanua 10: @apmakoKHHETHYHH NOKA3aTe/IH HAa TAJKBeTaMa0 cJiel MbpBaTa M ceIMaTa
NnpenopbYMTeTHA ceMU4HA 1032 (0,4 mg/Kg) npu NanueHTH ¢ peluANBHPAL MIH
pedpakTepen myaTuinjied muesom B MonumenTAL-1

PapMaKOKMHETHYHHU MOKA3aTe]H 1-Ba no3a 0,4 mg/kg 7-ma no3a 0,4 mg/kg
T e (211) 2,93 (0,98 - 7,75) 2,01 (0,94 —5,97)
max (n=21) (n=13)
Conax (Ng/m) 1568 + 1185 3799+2411
(n=21) (n=13)
178 + 124 2548 + 1308
Crrougn (ng/ml) (n=19) (n=13)
178 101 + 130 802 607 297 + 371 399
AUCta (ng-h/ml) (n=17) (n=10)

Tmax= Bpeme 50 nocturane Ha Crax; Cinax= MakcumanHa HabIro1aBaHa cepyMHa KOHIEHTpaIys Ha TankBeramMad; Cyough= HabmronaBana

cepyMHa KOHIIEHTpAaLMs Ha TajdkBeTamad npenu cienamara qo3a; AUC, = [nomr mox kpuBaTa KOHIEHTpaLUsI-BpeMe pU HHTEpBaJl Ha

MpUJIaraHe BeJHBX CEAMUYHO. [laHHUTE ca MPEeCTaBeHH KaTo CpeAHa CTOMHOCT £ CTAHAAPTHO OTKJIOHEHHE C U3KIII0UYEHHE Ha T max, KOSTO
€ TMpeJICTaBeHO KaTo MeauaHa (MUHUMaJIHA, MaKCUMaJHa CTOHHOCT).

Jlo3a 0,8 mg/kg Ha Bceku 2 ceaAMULIU

TankBeramal moxasBa MPHOIM3UTEIHO NPOMOPLMOHATHA Ha 03aTa (hapMaKOKHHETHKA CIIe]
MIOJIKOKHO TPUIIOKEHHE B 1030BuUs nuanaszoH ot 0,8 mg/kg no 1,2 mg/kg na Bceku 2 ceamunu (1,0 no
1,5 mpTH ipenioprumTeanara go3a 0,8 mg/kg Ha Bceku 2 cenmuiin). CpeTHUAT KOSPHUIIUEHT Ha
KyMyJIHpaHe Mexny 1-ta u 5-Ta ABycenMuuHa qo3a Ha tankseramad 0,8 mg/kg e 2,3 u 2,2 mbTH
cbOTBETHO 33 Crmax 1 AUCau.
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dapMaKOKMHETHYHHTE MTOKa3aTe M Ha TajJKkBeTamad ciien 1-Bata U 5-ta mpenopbhyuuTeiHa
noaappaxkaiia no3a 0,8 mg/kg ca mokazanu B Tabnuma 11.

Tabéauna 11: PapmMakoKHHEeTHYHH MOKA3aTeId HA TAJKBeTaMad 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:l7)
AUCta (ng-h/ml) 675 76(:]1:‘—*22)99 680 1021 0(?19:57:;:83 417

Tmax= Bpeme no mocturane Ha Chay; Crnax= MaxcuMaiHa HaOJI0JaBaHa cepyMHa KOHIIeHTpanust Ha TankBeTaMal; Cyougn = HabmonaBana
cepyMHa KOHLIGHTpALMs Ha TankBetamab npenu ciaeasamiarta 103a; AUC, = Lo moj KpuBaTa KOHUCHTpALMsI-BpeMe IIPH HHTEPBaI Ha
npunoxxenne Q2W. JlaHHUTE ca MPeJCTaBEeHH KaTo CpejiHa CTOMHOCT + CTAHAAPTHO OTKJIOHEHHE, C M3KITFOUCHUE Ha Tmax, KOETO €
MIPEACTaBEHO KaTo MeAnaHa (MHHUMAJIHA, MAKCUMaJIHA 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 ceamuaHo 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 nBycemmuiHa (Ha BCeKH 2 ceMUIIN) cxeMa Ha npunoxkeHue Ha 0,8 mg/kg Mmeamanara (quama3on)
Ha Tmax Ha TanmkBeramab cien 1-Ta u 5-Ta TepaneBTHIHA 1032 € ChOTBETHO 3 (2 1o 14) mam u 3 (1 oo
8) mHu.

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

TankBeTamMad MoKka3Ba KaKTO HE3aBUCUM OT BPEMETO, TaKa M 3aBUCHM OT BPEMETO JIMHECH KIIUPBHHC.
B®3 ocHOBa Ha nonysanuoHHus (papMaKOKUHETHYSH MOJIE U post hoc mapaMeTpuTe Ha yYaCTHUIIUTE,
noJrydaBaniu s.c. 1034 (N=392), meananara Ha oOmwst KIupbHC € 1,64 |/nen npu mepBOHaYAITHO
nedenue u 0,80 I/eH B cTallMOHAPHO CHCTOSIHUE. 3aBUCUMHUST OT BPEMETO KIMPHHC ChCTABIIsABA
48,8% OT 00IIMs KIUPHHC MPH IbPBOHAYATHOTO JICUESHUE U CJIe]] TOBA HAMaJIsiBA €KCIIOHEHITUATHO JI0
<5% okono Ceamuna 16. [IpodpunsT koHIEeHTpanus-Bpeme Ha Cenmuna 16 noctura 90% ot
KOHIICHTPAIIMATA B CTAIIMOHAPHO ChCTOSHUE KaKTO Mpu cxeMa Ha nedenue 0,4 mg/kg cenMuyHo, Taka
u ipu 0,8 mg/kg Ha nBe cenmuny. MeauaHata Ha TEPMHHAIHUS TTOJTY>KUBOT € 7,56 JTHU mpu
I'bPBOHAYATHO JIeYeHHEe U 12,2 THU B CTAllMOHAPHO ChCTOSHHE.

CrernyansHu oIy IAIHA

DapMaKOKUHETUYHUSAT aHaIHU3 BKIIOUBa 86% Oenmu (n=424), 9% yeprokoxu (n=43), 2,2% a3uariuu
(n=11) u 2,8% apyru (n=14). Bb3 ocHoBa Ha nonynauuonaus @K ananus, pacara uim eTHUYECKaTa
MPUHAUICKHOCT, IONBT U TEJIECHOTO Teryo (quana3on: 40 o 143 kg) HAMAT KJIMHUYHO 3HAYUMU
edexTH BbpXy papMakOKMHETHKATa Ha TaJKBETaMao.
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Ileduampuuna nonyrayus

®apmakokuneTrkaTa Ha TALVEY npu nenuatpuyny nanyeHTy Ha Bb3pacT 17 TOJUHM U O-MITagu

HC € U3CJICIBAHA.

Cmapuecka 6v3pacm

Pesynrarute oT nomynanuoHHUTe (hapMaKOKHHETHYHH aHAJIM3H MTOKa3BaT, 4e Bb3pacTtTa (o1 33 10
86 romuHM) He OKa3Ba BIHMSHUE BHPXY (apMaKOKWHETHKATa Ha TajikBeTaMal. ChIIecTBYBAT CaMo

OrpaHWYCHH JaHHM 3a MAIMCHTH Ha Bb3pacT > 85 roaunu (Bx. Tabmuma 12).

Ta6auma 12: IIpomneHT y9acTHUIM B cTapyecka Bb3pacT BB (papMakoknHeTnyHUuTE (PK) mpoyuBanus
HA TAJKBeTaMa0d

Bw3pacr 65-74
(bpoii Ha no-
Bb3PACTHHUTE JIHLA
/o611 Opoii)

Bu3pacr 75-84
(bpoii Ha no-
BB3PacTHHTE JHIA
/00111 Opoii)

Bw3pacr 85+
(bpoii Ha no-
Bb3PACTHHUTE JIHLA
/00111 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 ¢untpamus (GFR) <90 ml/min) win ymepeHa cteneH Ha
060peuno yBpexaane (30 ml/min < abcomorHa GFR <60 ml/min) He moBnHsBa 3HAYNMO
(apMaKOKHHETHKATa Ha TaJKBeTaMab. JInnicBaT JaHHM MpY MAlMEHTH C TEXKa CTENeH Ha ObOpeYHO
YBpEXKIaHE.

YeproopobHo yspexcoane

He ca nposexnanu popmanHy mpoy4yBaHus Ha TAJIKBETaMald MpH HalMEHTH C YePHOAPOOHO
YBpEeXKIaHE.

[Mpu m3nom3Bane Ha knacupukanuara Ha NCI pesynrarurte oT NomyJallHOHHUTE (apMaKOKHHETHYHH
aHaJIM3M MTOKAa3BaT, Ye JIeKa CTEeIeH Ha YepHOAPOOHO yBpexaane (06 ounupyous >1 no 1,5 mbTu Han
ropHara rpanuna Ha Hopmara (ULN) u BcsikakBa cTOWHOCT Ha acniaptaT aMmuHoTpancdepasa (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 IlpeakIMHUYHHU JaHHU 32 0€30MACHOCT
TecToBa MoJsiekya ce moHacsi 1o0pe B IPOyYBaHMUS 3a 00Ia TOKCHYHOCT TIPH ABJITOONANIaTH MaKaIly,
HO pE3YJTATUTE OT TE3U MMPOYUYBaAHUsA, IPOBEACHN C HOPpMAaJIHU 3ApaBH MaﬁMYHH, uMat orpaHnu4cHa

MMPUJIIOKUMOCT PU MAIMUCHTH C MYJITUIUICH MUCIIOM.

KaHUCDOFeHHOCT 1 MYTaréHHOCT

He ca MMPOBCIKJAAHU TPOYUBAHUA IIPU J KUBOTHHU 3a OLICHKA HAa KAHIICPOTrCHHUA NN TCHOTOKCUYHUA
IOTCHIMAJI Ha TankBeTamao.

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

He ca npoBexpanu npoyyBaHus P )KUBOTHH 32 OlleHKA Ha epeKTuTe Ha TankBeTamMal BBpXY
penpoaykiusaTa u peranHoTo pa3putue. He ca mpoBexiaHu POYYBaHUS MPH KUBOTHHU 32 OIICHKA Ha
edeKTUTe Ha TaJKBEeTaMad BbPXY (epTHIIUTETA.
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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 nnxkexkuun

6.2 HecnBMecTHMOCTH

[Tpu nurca Ha MpOyYBaHUS 32 HECHBMECTUMOCTH TO3H JICKAPCTBEH MPOIYKT HE TPOBa J1a CE CMeCBa C
JIPYTH JIEKapCTBEHU MPOTYKTH.

6.3 Cpok Ha rogHocT

HeortBopen duakon

2 TOIMHU

IIpurorBeHa copuHIIOBKA

Joka3zaHo e, ue XxuMu4eckara i (pu3rdeckara cTadMIIHOCT B TIepro/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 MUKpOOHOJIOTYHA TJIEHA TOYKA POAYKTHT TPAOBa Ja ce ynotpedbu He3abaBHO. AKO HE ce
yrnoTpedu He3a0aBHO, BPEMETO U YCIIOBHUSATA 32 ChbXPaHEHHE B MIEPHO/Ia HA H3IIOI3BAHE MTPEIH
ynorpeba ca OTTOBOPHOCT Ha MOTPEOUTENIS 1 OOMKHOBEHO HE TPSOBa Ja HaAXBBHPIAT 24 yaca Ha 2 110
8°C, oCBEeH aKo MPHUTOTBSIHETO HE € U3BBPIICHO MPU KOHTPOIMPAHHU U BAJUIMPAHN aCEeITUIHH
ycioBus. M3XBBpIieTe, ako ce ChXpaHsaBa MoBede oT 24 yaca B XJIaJUIHUK WM IIoBede 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 3ampa3siBa.

CobxpaHsBaiiTe B OpUrHHAIHATA OTIAKOBKA, 32 JIa CE MPEIa3u OT CBETIIMHA.

3a yciioBusiTa Ha CbXpaHEHHUE CIIe/l OTBAPSHE HA JIEKApCTBEHUS MPOIYKT BIDKTE ToUKa 6.3.
6.5 Bwuxu chabp:kaHNe HA ONAKOBKATA

TALVEY 2 mg/ml nHKeKIIMOHEH pa3TBoOD

1,5 ml uHKeKIIMOHEH Pa3TBOP BHB (DJIaKOH OT CTHKIIO THIT | ¢ eacTOMEpHa 3ayIaika 1 aTyMUHHEBa
oOKaTKa chC CBETJIO3EINICHA UyTIella ce Karnayka, Cbabpikaia 3 Mg tankseramao.

OnakoBka ot 1 ¢urakoH.

TALVEY 40 mg/ml nHkeKIMOHEeH pa3TBOp
1 ml umxexoHeH pa3TBOP BB (hIAKOH OT CTHKIIO THI | ¢ elacTOMEpHa 3aIlyIlanKa 1 aTyMUHIEeBa
oOKaTKa ¢ BUOJISTOBA YyIIella ce Karauka, chappikaiia 40 mg rankseramao.

OnakoBka ot 1 ¢urakoH.
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6.6 ChnenuaJHu mpeana3Hu MEPKH NMPH U3XBBPJIsiHE U padoTa

®nakonute TALVEY ce mocraBsar kaTo roToB 3a ynorpeda WHKECKIIMOHESH 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 na onpenenure o0Iara 103a, MHXXESKIIMOHHHUS 00eM 1
HeoOXoauMust Opoil (prrakoHHM BB3 OCHOBA Ha aKTYaIHOTO TEJIECHO TETJIO Ha MAaIlMeHTa 3a
no3a 0,01 mg/kg, xato ce uznonssa ¢uakon TALVEY 2 mg/ml.

Taguuna 13: To3a 0,01 mg/kg: uHKeKIMOHHH 00eMHu pH u3nos3Bane Ha ¢uakod TALVEY 2 mg/ml

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

(mh) 1,5 ml)
35 mo 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

HeoOxoxumus Opoii y1akOHM Bb3 OCHOBA HA aKTYaTHOTO TEJIECHO TEIJIO Ha MAalUeHTa 32
no3a 0,06 mg/kg, karo ce usnonssa ¢puakon TALVEY 2 mg/ml.
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Taduumna 14: To3a 0,06 mg/kg: nHKeKIMOHHH 00eMH TpH u3nosa3Bane Ha ¢guakod 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 1o 105 6 3 2
106 o 115 6,6 3,3 3
116 1o 125 7,2 3,6 3
126 t0135 7,8 3.9 3
136 to145 8,4 4,2 3
146 to155 9 4,5 3
156 t0160 9,6 4,8 4

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

o W3znomseaiite Tabnuia 15, 3a na onpenenure o0Iara 103a, HHXCKIIMOHHMS 00eM U
HeoOXxouMHus Opoli (JIaKOHM 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 Terio Oo6m1a go3a? HHKeKIIMOHEH Bpoii puakonn
(kg) (mg) odem (1 paaxon =
(ml) 1.0ml)

35 no 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 1o 105 40 1 1
106 no 115 44 1,1 2
116 no 125 48 1,2 2
126 no 135 52 1,3 2
136 no 145 56 1,4 2
146 no 155 60 15 2
156 no 160 64 1,6 2

& O6mara 103a (Mg) ce H3UMCIABA BH3 OCHOBA HA 3aKPhIVICHHs 06eM Ha MHAKeKmaTa (ml)

e} WznomsBaiite Tabnuia 16, 3a na onpenenute odIara 103a, MHXEKIIMOHHUS 00eM 1

HeoOxoaumus Opoii y1akoHM Bb3 OCHOBA HA aKTYaIHOTO TEJIECHO TEIJIO Ha MAalUeHTa 3a
no3a 0,8 mg/kg, karo ce usnonssa guakon TALVEY 40 mg/ml.
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Taoauma 16: To3a 0

8 mg/kg: MHXKeKIMOHHHU 06eMU NpHu u3noJ3BaHe Ha ¢guakod TALVEY 40 mg/ml

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

35 10 39 29,6 0,74 1

40 o 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 1,8 2

96 1o 105 80 2 2

106 o 115 88 2,2 3

116 1o 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 3aKPhIJICHHsS 06eM Ha HHKeKIMATa (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 npoabnkeHre Ha Haii-Manko 15 munyTtu. He
sarorusaiite TALVEY ¢unakoH mo HUKaKbB IPYT HAYHMH.

. Crnen kaTo ce Temrepupa, BHUMATETHO 3aBbpTeTe (uiakoHa 3a okoso 10 cekyHam, 3a ia ce
cmecu. He pasknaiaiire.

o Uzrernere neobxomumust nmxekimoneH ooeM TALVEY ot ¢nakona(ute) B CHpHHIIOBKA C
MOIXO0Is11 00eM, KaTO U3MOJI3BATE UIJIa 32 PEXBBPIISHE.
o HNmxexnmonHUAT 006eM He TpsiOBa na Hagxebpis 2,0 ml. Paznenere mo3ute Hazx 2,0 ml mo

PaBHO B HSKOJIKO CIIPUHIIOBKH.

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

o 3amMeHeTe uriaTa 3a NpeXBhpIsHE ¢ MHKEKIIMOHHA UTJIa C TIOJXOISII pa3Mep.

o AKO MpUroTBEHATa CIIPUHIIOBKA CE ChXPAHBA B XJIAJAWIHUK, OCTABETE PAa3TBOPHT Ja IOCTUTHE
CTaliHa TeMIeparypa peay MpUIoKeHHUE.

o Hewnsnom3panusat JICKAPCTBCH NPOAYKT WM OTHAABYHUTEC MaTCpUaJId OT HETO TpHGBa Ja 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 PASPEHIEHUETO 3A YIIOTPEBA

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

9. JATA HA ITbPBO PAZPEINABAHE/IIOJTHOBABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

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

06/2025

ITonpoOHa mr(pOpManKs 3a TO3H JeKapCTBEH MPOAYKT € MpelocTaBeHa Ha yebcaiita Ha EBpomneiickara
areHIws 1o JiekapcraaTa https://www.ema.europa.eu.
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MPWIOKEHME I
MPOU3BOJUTEJ(A) HA BUOJIOTMYHO AKTUBHOTO(UTE)
BEILIECTBO(A) U MPOU3BOJUTEJI(M), OTTOBOPEH(HH) 3A
OCBOBOJKJIABAHE HA APTHUIN

YCJIOBUA NJIN OTPAHUYEHMUSA 3A TOCTABKA U
YIHOTPEBA

APYI'U YCJIIOBUA N UBUCKBAHUA HA PASPEIIEHUETO 3A
YIHOTPEBA

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

KOHKPETHO 3AABJI’KEHUE 3A UBITBJIHEHUE HA MEPKH
CJIEJ PASPELLIABAHE 3A YIIOTPEBA 11O/J] YCJIOBHUE
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A.  NIPOU3BOIUTEJ HA BUOJIOI'MYHO AKTUBHOTO BEIIECTBO U
INPOU3BOIUTEJI, OTTOBOPEH 3A OCBOBOXJABAHE HA ITAPTUIN

HMe u aapec Ha IPOU3BOAUTEIS HA OMOJIOTUYHO AaKTUBHOTO BCIICCTBO

Janssen Sciences Ireland UC
Barnahely,

Ringaskiddy, Co. Cork
Hpnannus

HwMe 1 afipec Ha TPOU3BOJIUTENS, OTTOBOPEH 3a OCBOOOKIaBaHE HA MAPTHIUTE

Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

Janssen Pharmaceutica NV
Turnhoutseweg 30
B-2340 Beerse

benrus

[TeuaTHaTa TMCTOBKA HA JICKAPCTBEHUS MPOAYKT TPsIOBaA 1a ChbPKa HMETO U afpeca Ha

MIPOU3BOMTEINS, OTTOBOPEH 32 OCBOOOKIaBAaHETO HA CHOTBETHATA MAPTH/IA.

b. YCJIOBUHs WU OTPAHUYEHUS 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUSAT MPOLYKT CE OTIIyCKa [0 OrPaHUUYEHO JIeKapcKo npeanucanue (Bx. [Ipunoxenue I

Kpatka xapakTepucTika Ha IPOJIyKTa, Touka 4.2).

B. JPYI'M YCJIOBUA U U3BUCKBAHUS HA PASPELIEHUETO 3A YIIOTPEBA

. IlepuoguyHu aKTyaJau3npanm aokjaanau 3a oezonacuoct (ITA/IB)

W3uckBanusdra 3a nonasane Ha [TAJIb 3a To3u nexapcTBeH NPOIYKT ca MOCOUYCHH B CIIUCHKA C

pedepentaute natu Ha EBponetickus cpio3 (EURD cniuchk), npeasuaes B wi. 1078, an. 7 ot

Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIE/IBAIIH aKTyJIN3allH, TTyOJIMKYBaHH Ha €BPOTCHCKHS

yeOnopTain 3a JeKapcTBa.

[Mputexatensat Ha pa3penieHrero 3a ynorpeda (ITPY) tpsodsa na noxane nopsus [T1A/IB 3a To3n

IPOAYKT B CPOK OT 6 Mecella Clie/l pa3peraBaHeTo 3a ynorpeoa.

. YCIOBUs NN OT'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA TPOAYKT

o Ilnan 3a ynpaBaenue Ha pucka (ITYP)

[TputexaTenst Ha pa3peweHrero 3a yrnorpeda ([IPY) tps0OBa na u3BbpIIBa H3UCKBAHUTE AEHHOCTH U

JIeCTBUS, CBBP3aHU C TIPOCiIe/siBaHe Ha JIeKapcTBeHaTa 0€301acHOCT, MocoueHH B 07100penus [TYP,

npezcraBed B Moayi 1.8.2 Ha pa3penieHuero 3a ynorpeba, KakTo U BbB BCUUKH CIIE/IBAIH 0JI00PEHH

akTyanu3auuu Ha [TYP.

Axryammsupas [IYP TpsiOBa na ce moxaBa:
° 1o uckaHe Ha EBponelickaTta areHuus o JeKapcTBara;
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. BUHATH, KOTAaTO CE M3MEHS CHCTEMAaTa 3a yIpaBJICHUE Ha PUCKA, 0COOCHO B Pe3yiITaT Ha
MmoJTydaBaHe Ha HOBa MH(OpMAITHs, KOSTO MOXKE J1a JOBENIE 0 3HAYNMH ITPOMCHH B
CHOTHOITIICHUETO ITOJI3a/PHCK, WITH CJIeNT JOCTUTAHE Ha BaJKCH eTall (BbB BPb3Ka C IpOCieasBaHe
Ha JIEKapCTBeHaTa 0E30MaCHOCT WU CBEXKIAHE HA PUCKA O MUHUMYM).

L I[OH'I)JIHI/ITEJIHI/I MEPKH 32 CBCKAAaHE HA PUCKA 10 MUHUMYM

IIPY tpsibBa ga rapaHTHpa, 9e¢ BHB BCAKA AbpkaBa WieHKa, B kKosiTo TALVEY e Ha mazapa, BcHuku
MalueHTH/00TPHKBAIIIM TH JIMIA, KOUTO CE OYaKBa Jia U3M0JI3BAT TaJIKBETaMal, e MMaT TOCTBII
nmo/me ca cHabxenn ¢ Kapra Ha mariieHTa, Koato 1a nHopMupa MarnueHTUTe U 1a 00sCHIBA
puckoBete oT CRS u HeBposormaHa TokcuaHOCT, BKitounTerHo ICANS. B Kaprara Ha manenTa
TpsiOBa J1a ObJie BKIIOYECHO U IPEAYNPEKICHUE 38 MEAUIIMHCKUTE CICIUAINCTH, JIEKYBAIH MAllHEeHTa,
Ye TOMW/Ts Mmosy4yaBa TaJKBeTamao.

KapTaTa Ha ImanucHTa TpiI6Ba Ja CbAbpiKa cjieaHaTa OCHOBHA I/IH(l)OpMaHI/IﬂZ

. Ornrcanre Ha OCHOBHHTE TIpU3HAIY U cumnToMu Ha CRS 1 HeBposornyHa TOKCHYHOCT,
BurountennHo ICANS
o HH(bOpMaHI/Iﬂ, Kora Jia ¢€ TbpCH CII€IIHAa IOMOI OT MCAUIIUMHCKU CIICIIUATIUCT UJIU Ja C€ U3BUKaA

Obp3a OMOIII TIPH TIOSIBA HA TpU3HAIK M cuMnToM: Ha CRS mi HeBpoIornyHa TOKCUYHOCT,
pximrountTelrHo ICANS

. Hamowmnsiae, de nmarpieHTHTE TPsAOBA ]a OCTaHAT OJIU30 10 JeU4eOHO 3aBECHNE B IPOIBIDKEHIE
Ha 48 yaca ciej] mpujIaraHeTo Ha BCHYKH 103 OT CXe€MaTa Ha IMpuiaraie ChC CThIATIOBUIHO
MMOBHIIIABAaHE Ha J03aTa

° WNudopmarus 3a KOHTAKT Ha MPEANMCBAIINS JICKap

O6V‘II/ITCHH3 noporpama 3a MEJIUIIMHCKH CIICHUAJINCTHU

[Ipenu myckaneTo Ha TankBeTamMab Ha ma3apa BbB BCsKa AbpkaBa-wieHka [IPY TpsbBa ga cerioacysa
CBhIBbPKaHUETO U (popMaTa Ha OOYUHUTEIHUTE MaTEPUAIIU C HAIITHOHATIHHS KOMIIETEHTEH OpTaH.

I1PY TpsabBa na rapaHTupa, 4ye BbB BCSIKa Ibp)KaBa-wICHKa, B KOSTO TalkBeTaMad ce mpezsiara Ha
nas3apa, Ha BCHYKH MEAMLMHCKH CHEeUAIMCTH, KOUTO Ce OYaKBa Jla MPEeIIIcBaT WK puiarat
TaNKBeTamao, e ce MPEIOCTABIT MEIUIIMHCKNA O0YYUTETHN MaTepHaly 3a:

o ocurypsiBaHe Ha HHQOPMHUPAHOCT 3a PUCKA OT HEBPOJIOTMYHA TOKCHYHOCT, BKIIFOUHTEITHO
ICANS, 1 mpenopbKH 3a CBEKAaHE HAa PUCKA 10 MUHUMYM, BKIIOUUTEIHO HH(POPMALUS 3a
YecToTaTa, TeKECTTa U BPEMETO JI0 N0sBaTa Ha CHMITOMUTE, HAOJI01aBaHH NPY MALUEHTH,
JIEKyBaHU C TaJIKBETaMao

yJIeCHsIBaHE Ha UIEHTU(UIMPAHETO HA HEBPOJIOTUYHA TOKCUYHOCT, BKIIounTeHO ICANS
yJIECHSIBAHE Ha JICUEHUETO Ha HEBPOJIOTMYHATA TOKCUYHOCT, BKItounTeHO [CANS
yJIecHsIBaHE Ha HAOIIOIEHUETO Ha HEBPOJIOTHYHATA TOKCHYHOCT, BKIrounTeTHO ICANS
rapaHTUpaHe, 4e He)KEeJIAHUTE Peakiy ce ChoOIaBaT aJleKBaTHO U MO MOAXOISI HAYMH

A.  KOHKPETHO 3AABJKEHUE 3A U3II'BJIHEHUE HA MEPKU 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 TpsaOBa ga W3NBIHU CICTHUTE MEPKU:

Onucanune Cpok

3a 1a ce moTBBPAN epUKACHOCTTA U OE30IIaCHOCTTA Ha TalKBeTaMal, MoKa3aH KaTo | M. alpuil
MOHOTEpAITHs 32 JICUCHHE Ha Bh3PACTHU MAIIMEHTH C PelUAnBUpan u peppakreper | 2027 T.
MYJTHIUIEH MHEJIOM, KOUTO €a IOJIyYHJId Hali-MaJIKO TPH MPEIXOIHHU TEPaIuH,
BKJTIOYBALIM HUMYHOMOYJIMPAILO CPEACTBO, IPOTEa30MEH HHXUOUTOP U
antu-CD38 anTuTSII0, ¥ TOKa3BaT Mporpecus Ha 3a00JISIBAHETO 110 BpeMe Ha WITH
cnen nocyenHara repanus, IIPY e nogazne pe3ynrarure oT IpoyyBaHe
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Onucanne

Cpok

64407564MMY 3002, panagoMuszupaHo poyuBane (asza 3, cpaBHABAIIO
TankBeTaMad s.c. B KOMOMHAIUS ¢ naparymymab s.c. u nomamuaomus (Tal-DP)
WM TalKBeTamal s.c. B KoMOMHaIus ¢ naparymymao s.c. (Tal-D) cnpsmo
napatymyMa0 s.c., moManuaoMua u aexcameraszon (DPd) npu yyactaunm ¢
pelHIMBHpAI WK pedpakTepeH MYJITUILICH MUEIIOM

3a ;1a ce oxapakTepu3rpa JOITBIHATEHO IBITOCPOYHATa OE30IIacHOCT pH
MAIlMEHTH C MYJITUILICH MUEJIOM, KOUTO Ca JICKYBaHU MPEeAr TOBa C >3 MpeAXOqHH
JIUHUY Ha Teparus, BKIIOYBAIIA UMYyHOMOTyJTUpaIio cpenacTro, 111 u

anT-CD38 aHTUTsI10, U TIOKA3BaT MPOrpecHs Ha 3a00JIABaHETO 110 BPEME Ha WK
cien nociennara tepanus, [IPY me nogane aktyanusupan JoKIan 3a 6€30macHOCT
ot nipoyuBane 64407564MMY 1001, otkputo npoyusane ¢a3za 1/2, 3a mbpBU IBT
IIpH XOpa, C TIOBHIIIaBaHe Ha JI03aTa Ha TankBeTamad, xymanuznpano GPRCS5D x
CD3 6ucnenuuyHO aHTHUTSIIO, IPHU JIMLA C peUIUBUPAILl WU pedpaKTepeH
MYJTHIUIEH MHEJIOM

M. ampuiI
2025 r.
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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)

Enun daaxon ¢ 1,5 ml ceapprxa 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 BBBEXKJIAHE

3a NOJKOKHO IPUIIOKEHHE.
IIpeau ynorpeba npovereTe JIMCTOBKATA.

6. CHHEHHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JeTIa.

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

Ja He ce pa3kiaiia.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cbxpaHsBa B XJIaIMJIHUK.
Ja He ce 3ampassiBa.
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CoxpaHsBaiiTe B OpUTHHAITHATA OMIAKOBKA, 3a J]a C€ MPena3u 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 UAEHTUO®OUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HICHTH()HUKATOD.

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

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

DIIAKOH (2 mg/ml)

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

TALVEY 2 mg/ml umkexust
TaJNKBeTamMad
S.C.

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. MHAPTUJAEH HOMEP

Lot

5. CBABPKXAHUE 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 JIEKAPCTBEHUSA ITPOAYKT

TALVEY 40 mg/ml uHXeKIMoHEeH pa3TBoOp
TajkBeTamad

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

Enun daakon ¢ 1 ml ceasprxxa 40 mg tankseramab (40 mg/ml)

| 3.  CHOUCBHK HA HOMOUIHUTE BEIECTBA

IMomomawm BemectBa: EJITA nByHaTpueBa con quxuapar, JieJeHa oleTHa KucelnHa, momucopoar 20,
HaTpUeB aleTaT TPUXHUIpaT, 3aXapo3a, BoJa 32 MHKEKIIUU.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

WHXXEKI[MOHEH 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

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCTIA.

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

Ja He ce pa3kiaiia.

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja ce cbxpaHsBa B XJIaIMJIHUK.
Ja He ce 3ampassiBa.
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CoxpaHsBaiiTe B OpUTHHAITHATA OMIAKOBKA, 3a J]a C€ MPena3u 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 UAEHTUO®OUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HICHTH()HUKATOD.

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

PC
SN
NN
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

DIIAKOH (40 mg/ml)

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

TALVEY 40 mg/ml nrxekuus
TajKBeTamMad

talquetamabum

s.C.

‘ 2. HAYUH HA ITPUJIOKEHUE

‘ 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 nn:kexunoHen pa3TBop
Talvey 40 mg/ml unKeKIMOHEH pa3TBOP

tankeeramab/talquetamab

vTOBa JICKApCTBO MOJICKH HA TOIMBIHUTEITHO HabmoaeHre. Tosa 11e mo3Boiau Obp30TO
yCTaHOBSIBaHE HA HOBA HH(OPMAIIUs OTHOCHO Oe30macHoCcTTa. MoeTe Jia iajieTe CBOs PUHOC KaTo
CHOOIIUTE BCSIKA HEXENaHa PeaKilys, KOATO CTe MONYyYMIH. 3a HaUHHA Ha ChoOIIaBaHe Ha HEeXKeTIaH!
peaKIuy BIDKTE Kpast Ha TouKa 4.

IIpoyeTeTe BHUMATEIHO USJIATA JUCTOBKA, Ipeau 1a Bu ce npuioxku ToBa J1eKapcTBO, Thil

KaTo TH ChAbpP:Ka Ba:xkHA 32 Bac nnpopmanus.

- 3amasere Ta3u JUCTOBKA. MoKe /1a ce HaJ0XkH Ja sl IPOYETETE OTHOBO.

- AKO UMaTe HAKaKBU JTONBIHUTEIHU BBIIPOCH, MONUTaTe Banus iekap nian MeInnrHCKa
cecTpa.

- Axo IMMOJIYYUTEC HAKAKBU HCXKCIJIaHU PCAKIIUU, YBEAOMETC Bamms JICKap Wi MECIAULIMHCKA
cectpa. ToBa BKIIIOUBA Y BCUYKH Bb3MOKHH HEXKEIAHHU PEAKLIUH, HEOMHCAHU B Ta3U JINCTOBKA.
Bmxre TouKa 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKA

KakBo npencraenssa Talvey 1 3a kakBo ce U3MOI3Ba

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

BB3MOXXHU HEXETaHU peakuu

Kak ce cpxpansiBa Talvey

ChbabpprkaHue Ha ONIAaKOBKATa M JOIMBIHUTEIHA HHPOPMALIUS

ook wnE

1. Kaxkso npeacrasassa Talvey u 3a kakBo ce H3M0J13Ba

Talvey e mpoTHBOPAKOBO JIEKAPCTBO, KOETO ChIbprka aKTUBHOTO BEIIIECTBO TaJIKBETaMao.
TankBeTamal e aHTUTSUIO, BHJI IIPOTEHH, KOWTO pa3lio3HaBa U Ce MPHUKPENs KbM CIIeHU(PHIHH MUILICHH
B opranusma. Toil e ce3nanen taka, 4e ga ce npukpens kM npotenH GPRCSD (G nporenn-cBbp3an
peuenTop ot cemeiictBo C rpyna 5 wien D), nporenn, KOWTo ce HaMHpa BbPXY PAKOBHUTE KJIETKU Ha
MYJITUIICHUS] MHEJIOM, ¥ KbM KiIbCcTep Ha audepenimanms 3 (CD3), nporenn Bpxy T-kieTkute (BHI
0enu KpbBHHU KIIETKH). T-KJIeTKHUTE ca yacT OT eCTeCTBEHATa 3allluTa Ha OpraHu3Ma M [oMarar 3a
npeanasBaHeTo My oT nHpeknuu. Te Morat chIo Taka J1a yHHUIL0XaBaT pakoBuTe KineTku. Korato
TOBA JIEKAPCTBO C€ MPUKPEN KbM TE€3H KJIETKH, TO CBbP3Ba PakoBUTE KiIeTKH U T-kieTkute. ToBa
cTuMyirpa T-KJIeTkuTe 1a pa3pyuiaT paKoBUTE KIETKH Ha MYJITHILICHUS MUEJIOM.

Talvey ce n3nomn3sa 3a JeueHrEe Ha Bb3PACTHU C MHOXKECTBEH MUEIIOM, paK Ha KOCTHHS MO3bK.
Toit ce HM3II0JI3Ba, KOT'aTO MAMEHTUTE Ca IIPEMUHAJIN ITOHE TPHU APYTH BUJa JICYHCHUE, KOUTO HE Ca
MOACUCTBANIN UJIU Ca MPECTaHANIU J1a IeHCTBaT.

2. KakBo TpadBa na 3Haete, npeau Aa Bu ce npuioxu Talvey

He TpsioBa na Bu ce mpunara Talvey

. aKO CT€ AJIEPTUYHH KbM TAJIKBETaMad MM KbM HSKOS OT OCTAHAJIUTE CHCTaBKU Ha TOBA

JekapcTBO (M36poeHn 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 mpmioxu Talvey.
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Ipexynpexnennsi 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 yBeJJOMUTE He3a0aBHO Baius jiekap wiv MeIUIIMHCKA 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:

° MPHU3HAIKA HA ChCTOSIHUE, M3BECTHO KaTO ,,CHHJIPOM Ha OCBoOOXAaBaHe Ha UTOKUHU (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 YEPHOJPOOHUTE CH3UMHU B KPBBTA.

° e(exTr BhpXy HepBHaATa cucreMa. CUMIITOMUTE BKITIOYBAT yCEIaHe 3a 00BbPKAHOCT, YCellaHe
3a JIe30pUEHTALNS, CHhHIMBOCT, HAMaleHa KOHIICHTPAIHs, 3a0aBEHO WM 3aTPYJHEHO MHUCIICHE,
MPOMEHEHO MUCJICHE WM HaMaJIeHO Ch3HaHKE, 00bPKBaHE, 3aTPYAHECHO TOBOPEHE U pa3OHpaHe
Ha pedta. Hsakou oT TAX MOke Ja ObJaT NPU3HAIM Ha CEPHO3HA UIMYHHA 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 ITPOOIJIEMHU 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 BakcuHuU

T'oBopete ¢ Baiuust jiekap wix MeIUIMHCKA cecTpa, Tipeau 1a Bu ce npunoxku Talvey, ako cre
BaKCHMHHUPAHW HACKOPO WJIM Il TpsOBa Ja ce Bakcuuupare. imynnarta Bu cucreMa (ecrecTBeHaTa
3allMTa Ha OPraHM3Ma) MOYKe Jia He pearrpa TOJIKOBa J00pe Ha BAKCHHALIUS, KOraTo pHeMare ToBa
JIEKAPCTBO.

He Tpsa6Ba na momyuyaBaTe »KUBU BaKCUHHU, CTIETI(UEH BUI BAKCUHH, B IIEPHOa HalH-MaIIKO
4 cenMUIM TIpey 3ariouBaHe Ha siedeHue ¢ Talvey no mone 4 ceamunu cies mocieHara 103a.

W3cneapaHus v Iperiiean

Ipenu 1a Bu ce npunoxu Talvey, BammsT nekap e npoBepu KpbBHaTa Bu KapThHa, 3a 18 yCTaHOBH
HUBaTa Ha Pa3JIMYHKU KPHBHU KIIETKU U 1ie Bu u3ciieBa 3a npusHaiy Ha nadeknus. Madekuure e
OBaT JeKyBaHH, IPEIH Ja 3aII0OYHETE JICUCHUE C TOBA JICKAPCTBO.

Caen xato Bu ce nmpunoxu Talvey, Bammst nekap me Bu HaOmogaBa 3a HexenaHu peakiuu. Toi
CBHIIO TaKa e MPOBepsIBa PeAOBHO KpbBHATa Bu KapTHHA, THil KaTO OpOST HA KPHBHUTE KIETKHU U
JIPYTUTE KOMIIOHEHTH Ha KPBBTa MOKE J]a HamMaJiee, KOraTo U3I0JI3BaTe TOBA JIEKAPCTBO.

Jleua u roHOIIHN
Talvey He TpsOBa a ce M3MO3Ba NPH A€Ta WIK MIIaJeXH 1o 18-roumiHa Bh3pacT, 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 HEM3BECTHU 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 ¢ Bams nexap WM MeUIMHCKA cecTpa nmpe/u Aa By ce mpuitoxku ToBa JeKapcTBo.
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 Mecela cie]] ClIUpaHeTo My. BammusT nekap 1ie nposepu
Jlamy cTe OpeMeHHa, IPeIH /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 HOBOpOoaeHoTo Bu 6ebe 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 ¢ Bamms nekap, npeau 1a 3amovHeTe JeYeHUe ¢ TOBa
nexapcTBo. Bue u Bammsar nekap e pemure Janu noia3aTa 0T KbPMEHETO € IO-ToJsiMa OT PUCKa 3a
Banrero 6e6e. Axo Bue u BammsT nekap pemunTe Ja cipeTe NprUiIoKEHHETo Ha TOBa JIEKapCcTBO, HE
TpsiOBa J1a KBPMHTE B IIPOABIDKEHNE Ha 3 Mecela ciie]l CIMpaHe Ha JICYEHUETO.

DepTrinTeT
JluricBaT nanHu 3a eexrta Ha TankBeramad BbpXy peprmiurera. 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 moyryuaBaHe Ha mbpBata Bu tepaneBTryna go3a Talvey wnu criopes ykazaHusta
Ha Bamus nekap.

Talvey cbabpika naTpuii
Talvey cbabpika mo-mManko ot 1 mmol Hatpuit (23 mg) Ha 1032, T.e. MOXKeE JIa Ce Kaxe, 4e
NPaKTHYECKH HE ChIbpKa HATPHUHL.

3. Kak ce npusiara 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 Mpwjiara BEAHBIXK CCIMUYIHO WM BEAHBIK HAa 2 CCAMUINA 110
CJIICAHUS HAYHH:

0,4 mg/kg BeHBK CEAMHYHO:
. 3a mppBara cu go3a me nomyunte 0,01 mg Ha KutorpaM TeIecHO TETIIo.
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° 3a BTOpaTa cu J103a, KOSTO IIIe Ce MPUWIOKHU ciel 2-4 nau, mie noayuute 0,06 mg Ha Kuiiorpam
TEJIECHO TETJIO.

. 3a Tperara cu J03a e MOJIy4uTe ,,TeparneBTuyHa qo3a” 0,4 mg Ha kuiorpam 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 HeXeNnaHu PEakIiy CIIe]T BCAKA OT IIbPBUTE 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 TIOITyYuTe HeXXeJIaH! PeakIuy ciell HAKOS OT ITbPBUTE JBE 1031, Bammsar exkap Moxe 1a pemn
Jla u34aka 710 7 HU, Ipeau Aa Bu npuioxu cieasamiara j03a.

0,8 mg/ke BeTHEX HA BCEKU 2 CEJIMUIIH:

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

. 3a BTOpara cH 1032, KOSTO Ie ce MPHIIoXKH ciel 2-4 nau, me noryaute 0,06 mg Ha Kumorpam
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 032" 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.

Bamusit niexap mie Bu HaOr01aBa 32 He)KeNTaHU PEakLUK Clie]l BCIKa OT MbpBHUTe Bu ueTnpm no3u.
Toii/Ts1 mie mpaBu TOBa B MPOIbJDKEHUE HA 2 THU cjie]] Bcsika 103a. TpsaoBa na Obaere 071130 10
Je4eOHO 3aBe/ICHUE CIIe]] BCSIKA OT MbPBUTE YETHPH JIO3HU B CIIy4aii, e MOIYYUTE HEKETaHH PEaKIIIH.

AKO TOTy4YuTe HEXXETAHU PEaKIUH CIlIe]] HIKOS OT MEPBUTE TPH J03H, Bamust nexkap Moxe Ja perru
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]] KOHCyITaius ¢ 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.

Jpyru JiekapcTBa, IpUJIaraHu 1o speme Ha jedenue ¢ Talvey

[Mpeau mepBUTE TpH 1031 (ako Bu ce mpunarat 0,4 mg/kg TenecHo Tersio) Wi TEPBUTE YETHPH JI03U
( axo Bu ce mpuarar 0,8 mg/kg tenecno terno) Talvey, me Bu ce npunaraT nexkapcTBa, KOUTO
CIIOMarar 3a HaMaJIiBaHE Ha BEPOSITHOCTTA OT HEXKEJIaHU peaku. Te Moxe /1a BKIIIOYBAT:

L4 JICKApCTBA 3a HAMAJIXIBAHC HA aJICPruiHa pCaKLua (aHTHXI/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 MTPU IMO-KbCHU 03U Talvey BB3 OCHOBA Ha
HaJIMYUMETO HA HAKOU CUMIITOMHU.

Moxke ChIIO Aa Bu ce IMPpUJIOKAT JOIIBJIHUTCIIHU JICKAPCTBA Bb3 OCHOBA HA HAJIMYUCTO HAa HAKOU
CHMIITOMH Wjix Ha Bamara anamHe3a.
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Axo Bu ce npui1oku nopeve oT Heooxoqumara go3a Talvey

Tosa nekapcTBo 11e Bu ce nmpuiara ot Bamus nekap niu MeauuuHcKa cectpa. B ciyyait ye 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 Jia cria3BaTe BCUUKH Ha3HA4Y€HHU 4acoBe, 32 Jja € 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 Bcuuku JICKapCTBaA, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXCIAHU PEaKIIUH, BBIIPEKHU 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 xymm):

. CHHIPOM Ha HEBPOTOKCHYHOCT, CBbp3aHa ¢ UMyHHUTE edekTopHu KieTku  (ICANS), ceprosna
MMYHHA peakKns, KOSTO MOXeE J1a 3aCeTHe HepBHATa cucTemMa. Hskou ot cuMmnromure ca:

ycelaHe 3a 00bpPKaHOCT

ycelllaHe 3a HaMaJeHa KOHIIeHTpaIus

yCellaHe 3a JIe30pUeHTaIHs

CHHIIUBOCT

JIUTICA HA €HEepPIUs

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 riaBo0oiue
o YCKOPEH I1yJIC
o HOBHIIICHO HMBO HA YEPHOIPOOHHUTE EH3MMH B KPHBTA

o HHCKU HUBA Ha HEYTPOWIH (HEyTPOIIeHHS), BUI OSITM KPHBHH KJIETKH, KOUTO IIOMarar 3a
0opOa ¢ uHpekusTa

o HUCBHK Opoi TpOMOOIIMTH B KPBBTA (TPOMOOIIMTOIICHHNS), KOUTO ITOMaraT Ha KPbBTa Ja ce
ChCUPBA.

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

JIpyru HekeJIaHU peaKmuu

JpyruTe HeXxXeaH! peakIuu ca n30bpoeHu mo-a0ay. Kaxkere Ha Bammus iexap uiiu MeIUIIMHCKA
CecTpa, ako MOIYYUTE HIKOS OT Te3U HEXKEIIaHU PEaKLUu.

MHoro 4yectn (Mo2xe 1a 3acerHar nmosede oT 1 Ha 10 xymm):
o MpoOJIEMU C HOKTHUTE
. 0oJika B MyCKYJIUTE B KOCTUTE (MYCKYJTHOCKEIETHA 00JTKA)
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o HUCBHK OpO YepPBEHU KPHBHU KICTKH (aHEMHUS)

o ycellane 3a ymopa

o CTYACHU TPBIIKU

o 3ary0a Ha Terjo

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

o HUCBHK Opoit TnMdonuty (TuMpornenus ), BUI Oenn KpbBHH KIETKH

o npo6JeM ¢ Bb3MOKHOCTTA /1a CE ABMKUTE WU 10 KOHTPOJIMpATe IBMKEHUITA (MOTOpHA
TUCHYHKIIHSA)

. 3aMasHOCT

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

. YBpEXXIaHe WK 3a00JIsIBaHe, 3acATalio Mo3bYHaTa GyHKIH (eHredanomaTus)

o TUapus

o rajiecHe

o 3areK

o cToMalHa 6oika

o MOBPBIIIaHE

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

o ChpOex (IPypUTYC)

o HaMaJIeH arleTuT

o Oonka

o HUCBHK Opoii 6Tl KPBBHU KIETKH (JICBKOTICHUS)

. HUCKHY HUBA Ha KaJHi B KPHBTA (XUITOKATHEMUS)

o HUCKH HUBa Ha ¢ocharu B KpbBTa (XUNodocharemus)

o HUCKHY HUBA Ha MarHe3nil B KPbBTa (XUIIOMarHE3UEMHsl)

o HUCKO HABO Ha UMYHOTJIOOYJTMHY, BUJ] AHTUTENA B KPBBTA (XUMIOTaMarjio0yJIMHEMHS ), KOETO
MOJKE J]a HalpaBu WHPEKIMUTE [T0-BEPOSTHU.

o OTOK, IPUYMHEH OT HATPyNBaHE HAa TEYHOCT B OpraHusma (e1em)

o Jpa3HeHe WK O60JIKa Ha MSICTOTO Ha MHXKEKTHPaHE

o MOBHUIIIEHO HUBO Ha YEPHOAPOOHU €H3UMU B KPBHBTA

o COVID-19 undexuus

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

o OakTepranHa HHPEKITUSI

o 0oJKa B ycTHaTa KyXHHA

° rpOnYHa HHpEKIUS

o MOBHIIIEHA TeMITepaTypa (MIMPEKCHs)

o ri1aBoOome

° HEJOCTHUT Ha BB3IyX (IUCITHES)

o KaIlUTAIA

o MPOOJIEMH C yCTaTa M T'BIITAHETO KaTO MPOMSHA Ha yCEIIaHeTo 3a BKYyC (JIUCrey3us), 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)

OenonpoOHa nHMEKIHs, (ITHEBMOHWS )

BUpPYCHA MH(DEKIUsI

OTpaBsiHE Ha KPbBTa (CEIICHUC)

HHUCBHK Opoii Ha BUA O€NM KPBbBHU KIETKM (HEYTpOQUIIM) C MOBHLIEHA TeMIepaTypa
3ayepBsiBaHe, OAyBaHe, U3TPBIIBAHE UIIH yCEIIaHe 3a apeHe ¢ HallyKBaHe Ha KOXKaTa Ha
JUTaHUTE Ha PBHIETE W/UIIH CThIIAJIaTa Ha KpakaTa (CHHAPOM phKa-KpakK)
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Cho011aBaHe HA HesKeJIAHH peakuu

AKO TIOJTyYuTE HAKAKBU HEXKEJIAHU JICKAPCTBCHH PEAKIIMH, YBEeIOMETe Bariust Jexap uiu MeAUIIMHCKA
cectpa. ToBa BKJIFOUBAa BCUYKH BH3MOXKHHU HEOTIMCAHU B Ta3M JIUCTOBKA HEXKEIaHU peakiuu. MoxeTe
ChIIO J1a CHOOIINTE HEXKETAH! PEaKIK JUPEKTHO Ype3 HAIIMOHAIHATA CHCTEMa 3a ChOOIIIaBaHe B:
U3mbiHUTETHA areHIns 110 JISKapCTBaTa

yi. ,,JlamsH I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeoOcaitt: www.bda.bg

Karo cro0miaBare HeXXeIaHU PEAKIIMH, MOXKETE Jla IAZeTe CBOSI PUHOC 3a MOJIy4aBaHEe Ha MOBEYEC
nH(OpMAITHS OTHOCHO 0€3011aCHOCTTa Ha TOBA JICKapCTBO.

5. Kak ce cbxpansBa Talvey

Talvey e ce chbxpaHsiBa B 0OJTHUIIATA WIK B KJIMHKUKaTa oT Bamus nekap. [Topaau ToBa ciennaTa
uH(pOpMAIHS € MpeTHa3HAYCeHA TTIABHO 32 MEAUIIMHCKY CTICIIHAJIICTH.

[a ce cpxpansBa Ha MSCTO, HEJIOCTHITHO 32 JCIIA.

He uznon3BaiitTe TOBa JIEKapCTBO CIIE] CPOKa HAa TOJHOCT, OTOENsI3aH BEPXY KapTOHEHATA OMAaKOBKA U
eTrKeTa Ha ¢urakona cien ,,l omen 10:/EXP“. CpoKbT Ha TOAHOCT OTrOBaps Ha MOCIEAHUS A€H OT
MTOCOYEHUS MECeIl.

Ha ce cpxpansiBa B xnmammmHuK (2°C o 8°C). Jla He ce 3ampa3ssiBa.

CobxpansBaiiTe B OpUrHHaIHATA OTIAKOBKA, 3a JIa CE MPE/Ia3u OT CBETIMHA.

[Ipenn na u3nomn3Bare JEKapCTBOTO, IPOBEPETE pa3TBOpa 3a HAIMYKE HA YaCTUIIM WM MPOMSIHA Ha
1Beta. Pa3TBopbT TpsiOBa /1a e Oe3lBETEH 10 CBETI0XKBIT. He u3mosn3paiite ToBa JIEKapCTBO, aKO TO €
MBTHO, C IPOMEHEH IBSIT WIH ChABPKA BUANMH YaCTHUIIH.

He usxBbpisiiTe nekapcTBaTa B KaHAIU3alMATa WIM B KOHTEMHEpPaA 3a JJOMAIIHU OTHaAbIIH.
[TommraiiTe Bamms dapMarieBT Kak ga U3XBBPISATE JIEKapCTBaTa, KOUTO Beue He u3mnoin3pare. Te3u
MEpKH IIIe CIIOMOTHAT 3a Olla3BaHe Ha OKOJHATA Cpefa.

6. Chbabp:kaHue HA OIAKOBKATA M JOIIBJIHUTEIHA HHpOpManus

KaxkBo chabp:ka Talvey

o AKTHBHOTO BEIIECTBO € TaikBeTamad. Talvey ce mpeyiara ¢ e KOJUYECTBA HA aKTUBHOTO
BEIIECTBO:
o) 2 mg/ml — exun duaxon ot 1,5 ml chabpxka 3 My TaakBeTamad
o 40 mg/ml — equn ¢uakon or 1 ml ceabpika 40 mg Tankeeramad

. Hpyrure cberaBku ca EJITA nBynarpuesa con auxuapat (E385), memena orerHa kucennHa

(E260), mommcopbat 20 (E432), narpues anerar tpuxunpat (E262), 3axaposa (E473), Bona 3a
urKeknuu (Bmwkre ,,Talvey chrbpika HATpUil™ B TOUKa 2).

Kak m3raexna Talvey n kakBo chabp:ka OMaKOBKAaTa
Talvey e HH)KEKITOHEH pa3TBOpP (MHXKEKITUS) U TIPEJCTABIIsABA OE3I[BETHA JJO CBETJIOKBIITA TEIHOCT.
Talvey ce n0CTaBs B KapTOHEHA ONAKOBKA, Ch/IbpKaIlia 1 CThKIICH (IIaKoH.

IIpuTexkaTten Ha pa3pelIeHHETO 32 YNOTpeda

Janssen-Cilag International NV
Turnhoutseweg 30
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IIpousBoguTesa
Janssen Biologics B.V.
Einsteinweg 101

2333 CB Leiden
Hunepnannus

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

3a momreTHATETHA WHGOPMAITHSI OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHS
MIPEJICTAaBUTEN Ha MIPUTEXKATENS Ha Pa3pelIeHneTo 3a ynorpeoda:

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

Buarapus

»oKOHCBH & [[xoHchH brarapus” EOO/J]
Tem.: +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: 0800 086 9247 / +49 2137 955 6955
jancil@its.jnj.com

Eesti

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

ee@its.jnj.com

E)ada
Janssen-Cilag ®appaxevtikn 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

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 o.0.
Tel.: +48 22 237 60 00



France

Janssen-Cilag

Tél: 0800 25 50 75/ +33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
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

Kvmpog
Bapvéapoc Xatinmoavaynig Atd
TnA: +357 22 207 700

Latvija

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

Iv@its.jnj.com

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

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

Slovenija

Johnson & Johnson d.o.o.

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

Slovenské 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 MOCJIEAHO Mpepasriieskaane Ha JuctoBkara 06/2025

ToBa siekapcTBO € pa3pelieHo 3a yrnorpeda 1o T. Hap. cXema ,,pa3peniaBane moj yciosue . ToBa
O3HayYaBa, 4e 3a JEKapCTBOTO CE OYAKBAT JOMbJIHUTESIIHN JaHHH.

EBpOHeﬁCKaTa arcHUuy: 110 JICKapCTBaTa 1€ U3BbPIIBA MPCTJIC] Ha HOBATa I/IH(I)OpMaLII/IH 3a
JICKApPCTBOTO IMOHE BEAHBXK I'OJUIIHO U Ta3KW JIMCTOBKA CHLOTBETHO LIE€ CC€ aKTyaJIn3upa.

Jlpyru u3TOYHUIM HA MH(pOpMAaLHs

[ToapoOHa uHoOpMaLKs 3a TOBa JIEKAPCTBO € IIpeJoCTaBeHa Ha yeOcaiita Ha EBporetickata areHIust

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

Ta3u nucroBka e HanuyHa Ha Bcuuku e3ui Ha EC/EUIT Ha yeOcaiita Ha EBpornieiickara areHIus 1o

JICKapcTBarta.

Ilocouenara mo-ao0iy I/IH(I)OpMaI_II/IH € Np€aHa3Ha4YCHa CaMO 3a MCAULIMHCKHU CIICHUAJINCTH!


https://www.ema.europa.eu/

®nakonute Talvey ce JOCTaBAT KaTO IT'OTOB 3a yIOTpeba MHKEKIIMOHEH pa3TBOP, KOMTO HE ce HyX1ae
OT pa3pexaaHe Mpeau MPUIIoKEeHNE.

dnakoHu Talvey C pa3jiInYHu KOHICHTpAalluu HE TpSI6Ba Ja ce KOM6I/IHI/IpaT 3a IIOCTUI'aHC Ha

TEpAINICBTUYHA J034a.

[Tpu npurotBsHeTo 1 npuiaraneto Ha Talvey TpsOBa fa ce U3MOI3Ba aCENTUYHA TEXHHKA.

Ilpucomeane na Talvey

. WsnonsBaiite ciennute pedepeHTHH TaOIMIN 3a TpUTOTBsiHE Ha Talvey

o) M3nom3paiite Tabauma 1, 3a ga onpeaenure odIaTa 103a, HHXKCKITHOHHIS 00eM U
HeoOxoaumus Opoli (pJIaKOHM Bb3 OCHOBA Ha aKTyaJTHOTO TEJIECHO TETJIO Ha MallMeHTa 3a
no3a 0,01 mg/kg, kato ce nznomnsea ¢uakon Talvey 2 mg/ml.

Ta6uuua 1. Jlo3a 0,01 mg/kg: mHKeKIIHOHHH 00eMH npH u3noja3BaHe Ha ¢aakon Talvey 2 mg/ml

TenecHo TerJo O01ma no3a? HHKeKIIMOHEeH Bpoii puakonn
(kg) (mg) odem (1 pnakon =

(ml) 1,5ml)
35 o 39 0,38 0,19 1
40 no 45 0,42 0,21 1
46 no 55 0,5 0,25 1
56 1o 65 0,6 0,3 1
66 1o 75 0,7 0,35 1
Ho3a 0,01 mg/kg 76 mo 85 0,8 0,4 1
86 o 95 0,9 0,45 1
96 o 105 1,0 0,5 1
106 no 115 1,1 0,55 1
116 oo 125 1,2 0,6 1
126 no 135 1,3 0,65 1
136 no 145 14 0,7 1
146 no 155 15 0,75 1
156 no 160 1,6 0,8 1

8 Ofmara f03a (INg) ce H3UNCIABA Bh3 OCHOBA HA 3aKPBIVICHHs 00eM Ha HIDKeKIuaTa (ml)
e} Wznom3Baiite Tabnuia 2, 32 1a onpeaenuTe o0mara /103a, WHXKEKIIHOHHUS 00eM 1

HeoOxoauMus Opoit (hIIaKOHM Bh3 OCHOBA HAa aKTyaIHOTO TEJIECHO TETJIO Ha MAlUeHTa 32
no3a 0,06 mg/kg, kato ce uznon3ea ¢uakon Talvey 2 mg/ml.

Taduuna 2: To3a 0,06 mg/kg: MHKEeKIIMOHHM 00eMu MpH u3noa3BaHe Ha ¢uiakon Talvey 2 mg/ml

Ho3a 0,06 mg/kg

TeJsiecHo Teryio O0ma no3a* NuxekuuoHeH Bpoii paraxonu
(kg) (mg) 00em (1 paakon =
(ml) 1,5 ml)
35 mo 39 2,2 1,1 1
40 no 45 2,6 1,3 1
46 no 55 3 15 1
56 no 65 3,6 1,8 2
66 1o 75 4,2 2,1 2
76 no 85 4,8 2,4 2
86 1o 95 5,4 2,7 2
96 o 105 6 3 2
106 no 115 6,6 3,3 3
116 oo 125 7,2 3,6 3
126 t0135 7,8 39 3
136 t0145 8,4 4,2 3
146 to155 9 4,5 3
156 t0160 9,6 4,8 4

a
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o) Wsnonseaiite Tabmuia 3, 3a 1a onpenenure odIIara 103a, HHKCKIIHOHHUS 00eM U
HeoOxoaumus Opoli (pJIaKOHM Bb3 OCHOBA Ha aKTyaJTHOTO TEJIECHO TETJIO Ha MMallMeHTa 3a
no3a 0,4 mg/kg, xaro ce uznomnspa ¢uaakon Talvey 40 mg/ml.

Taoauua 3: Jo3a 0,4 mg/kg: HHKEeKIMOHHM 00eMH NpH u3moJi3BaHe Ha ¢aakon Talvey 40 mg/ml

TenecHo Terio O61a go3a* HNHKeKIIMOHEeH Bpoii puiakonn
(kg) (mg) odeM (1 paakon =
(ml) 1.0ml)

35 mo 39 14,8 0,37 1

40 mo 45 16 0,4 1

46 no 55 20 0,5 1

56 1o 65 24 0,6 1

66 o 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 1o 105 40 1 1
106 oo 115 44 1,1 2
116 oo 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

8 O6mara 103a (Ng) ce H3UNCIIABA Bb3 OCHOBA HA 3aKPBIVICHHs 00eM Ha HEKeKiusaTa (ml)

o Uznomseaiire Tabnuia 4, 3a na onpeaenuTe odmaTa /103a, WHXEKIIHOHHUS 00eM 1
HeoOXoaumust Opoit (prrakoHHM BB3 OCHOBA Ha aKTYaIHOTO TEJIECHO TETJIO Ha MAaIlUeHTa 32
nmo3a 0,8 mg/kg, kato ce usmonssa duakon Talvey 40 mg/ml.

Taduuna 4: JTo3a 0,8 mg/kg: MHKEKIHOHHU 00eMHU NpH u3noi3Bane Ha ¢uakon Talvey 40 mg/ml

TeJsiecHo Termno Oo0ma no3za* NuxeknuoHeH Bpoii paraxonu
(kg) (mg) 00em (1 pnakon =
(ml) 1.0ml)

35 10 39 29,6 0,74 1

40 no 45 34 0,85 1

46 no 55 40 1 1

56 1o 65 48 1,2 2

66 10 75 56 14 2
Ho3a 0,8 mg/kg 76 no 85 64 1,6 2
86 10 95 12 1,8 2

96 mo 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 no 160 128 3,2 4

8 Ofmara g03a (INg) Ce M3UNCISIBA BH3 OCHOBA HA 3aKPBIIEHHs 00eM Ha HIvKeKiusaTa (ml)

o IIpoBepete nanu Talvey nHXeKIIMOHEH pa3TBOp € Oe3lBeTeH 10 CBeTIOXKbIT. He u3nomnspaiire,
aKO pa3TBOPBHT € C MPOMEHECH LIBAT, MbTCH WJIN CbAbpiKa YyKAHU YaCTUIIH.
. WsBanere noaxonasuus duakod Talvey ot xnaaguiaauka (2°C o 8°C) u ro TemrnepupanTe 10

craiina remneparypa (15°C go 30°C) B npoabinkeHue Ha Hall-Maiko 15 munytu. He
3arormsiite Talvey (hakoH 10 HUKAKbB JIPYT HAYHH.

o Cren xaTo ce TeMIepupa, BHUMATEIHO 3aBbpTeTe (hiakoHa 3a okojo 10 cexyHau, 3a na ce
cmecu. He pasknainaiire.
o U3rernere HeoOXxonumusi HHXKEKIMoHeH 00eM Talvey ot ¢uiakoHa(ute) B CIPUHIIOBKA C

IIOAXO AT OGCM, KaTO HU3MOJI3BATC UI'Jia 3a IIPCXBBPIISAHEC.
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o WHXeKIMOHHUAT 00eM He TpsOoBa na Hanxebpist 2,0 ml. Pasnenere nosute Han 2,0 ml mo
PaBHO B HSKOJIKO CIIPHHIIOBKH.

Talvey e ChBMECTUM C MH)KEKIIHOHHH UTJIH OT HEPHIKIAeMa CTOMAHA U ChC CIIPUHIIOBKU OT

MOJIUIPOITHIICH U TIONUKapOOHAT.

3aMeHeTe UrJiaTa 3a MPEeXBbPIITHE ¢ MHXKEKIIMOHHA UIJTa C IOAXOISIL pa3Mep.

Ipunoscenue na Talvey

Talvey TpsiOBa fa ce mpuiara 4pe3 MO IK0KHA HHKEKIIUS.

Talvey Tps0Ba Aa ce mpuiara OT MEIUITMHCKHU CIICIUAIIMCT C JOCTATHYHO MEIUIIMHCKO
o0opyIBaHEe U MIEPCOHA 3a OBJIAJIBAHE HA TSKKH peakiuu, BkitounteaHo CRS.
Wmxextupaiite HeoOxoaumust ooem Talvey B moakoxHaTa ThKaH Ha KopeMa (IIpeImoIuTaHo
MSICTO HA MHXKEKTUPaHEe). ATepHaTHBHO, Talvey MoXe Jla Ce MHKEKTHpa B MOAKOKHATA ThKaH
Ha JIpyTH MecTa (Hamp. 6e1poTo). AKO ca HeOOXOIUMH HAKOJIKO HHXKeKIn Talvey, Te TpsOBa
Ja ObJIaT HA HAal-MaJKo 2 cm. pa3CcTOsIHHUE.

He umxekTrupaiiTe B TATYHPOBKH WK OENE3U UK B YUACTBITH, KBJIETO KOXKATa € 3a4epBEHA,
HACWHEHa, O0JIC3HEHA, YIUThTHEHA WM C HapyIleHa IIsUI0CT.

Hewnsnon3panust JICKApPCTBCH NPOAYKT WIN OTHAABYHUTC MAaTCpUAJIU OT HETO Tp516Ba Ja ce
U3XBBPIAT B ChOTBETCTBHE C MECTHHUTE M3UCKBAHHUSL.
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HPUJIOKEHUE IV

HAYYHH 3AK/IIOYEHUSA 1 OCHOBAHMUS 3A ITPOMSIHA HA YCJIIOBUSATA HA
PASPEHIEHUETO(SATA) 3A YIIOTPEBA
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Hayqlm 3aK/II0OYCHUA

[pensun onenbunus noxnan Ha PRAC ortHocHo ITA/Ib 3a TankBeTaMa0d, HAyYHUTE 3aKJIFOUCHUS Ha
PRAC ca, kakTo ciensa:

C ornen Ha HATMYHUTE TAHHU U AOCTATHYHOTO HUBO HA JIOKA3aTeJICTBa, JOKIaAuuKbT Ha PRAC
3aKJII0YH, Ye MPOyKTOBaTa HH(POpMaIUS 3a TaJIKBeTaMad TpsOBa /ia Ob/ie U3MEHEHa, 3a J]a BKIIIOYU
CHHIPOM Ha TaJIMapHO-TUIaHTapHa epuTpoau3ecte3us kato otaeiaa HJIP Ha TanmkBeTamab (BMecTo aa

Ob/le BKITIOUEHa B OeJekka o1 TMHUS KbM KoKHU HapyIeHws).

Hoxmamuukst Ha PRAC 3akimtodaBa chIo, e opaiHata 0ojka TpsoBa na 0bae npemecteHa ot COK
,,PeCTupaTopHu, TPbAHH U MenuacTuHaTHH Hapymenns“ B COK ,,CtomamHo-4peBHN HAPYIICHUS .

Crnen karo npernena npenopbkata Ha PRAC, CHMP ce cerinacssa ¢ oomute 3akiroueHus Ha PRAC u
OCHOBAaHUSTA 3a TPENOPHKATA.

OcHoBaHus 32 IPOMSIHATA HA YCJIOBHATA Ha pa3pelieHNeTOo(siTa) 3a ynorpeda
BB3 ocHOBa Ha Hay4YHHTE 3aKIFOUeHus 3a TankperaMad CHMP cumra, 4e chOTHOIIIEHHETO IT10J13a/PUCK
3a JIeKapCTBEHUs(UTE) MPOAYKT(1), ChABbPIKAII(1) TaTKBeTaMal, € HSTPOMEHEHO C MPEATI0KEHUTE

MPOMEHH B MTPOAYKTOBATa HHPOPMAITHSL.

CHMP npenopbuBa MpoMsiHa Ha YCIOBHUATA Ha pa3pelieHueTo(s1Ta) 3a ynorpeoa.
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