NNPUJIIOXEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITIPOJAYKTA



1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Temozomomua Teva S mg TBBpAU KarncyJu
Temozonomua Teva 20 mg TBBpAM KanCyIu
Temozonomug Teva 100 mg TBbpaM Kancyiu
Temozonomup Teva 140 mg TBbpU KamcyJiu
Temozomomug Teva 180 mg TBbpaM Kancyiu
Temozonomua Teva 250 mg TBbpAM Karcyiu

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Temozonomua Teva 5 mg TBbPAU KalCyIH
Bcesika TBBpaa Karcyna ceabpKa 5 mg TeMo30i0Mu (temozolomide).

Homowno eewecmeo ¢ uzgecmuo oeticmeue
Besika TBBpAa Karcyiia ceabpika 87 mg JaKTosa.

Temozonomua Teva 20 mg TBEPAM KaICyJIU
Bcesika TBBpaa Kancyna ceabpka 20 mg remozonoMua (temozolomide).

LHomowmno eewiecmeo ¢ uzgecmuo oeticmsue
Bcesika TBBpa Karicyna chabpika 72 mg nakTto3a u ceHeeT kbito FCF (E110).

Temoszonomun Teva 100 mg TBbpAM KancyIu
Bcesika TBBpaa Kancyna ceabspxka 100 mg remozonomup (temozolomide).

Homowno eewjecmeo ¢ uzgecmuo oeticmsue
Bcesika TBBpaa Karcyna ceabpka 84 mg 1aKTosa.

Temozonomua Teva 140 mg TBBPIM Karcynu
Bcesika TBBpaa Kancyna ceabspxka 140 mg remo3zonomup (temozolomide).

Homowno eewjecmeo ¢ uzgecmuo oeticmsue
Bcesika TBBpaa xancyna ceabpka 117 mg nakrosa.

Temozonomua Teva 180 mg TBbpIM Kancynu
Bcesika TBBpaa karncyna chappxka 180 mg remoszonomus (temozolomide).

Homowno eewjecmeo ¢ uzgecmuo oeticmsue
Bcesika TBBpaa xancyna ceabpka 150 mg nakrosa.

Temozonomua Teva 250 mg TBbPIAM Kancyiu
Bcesika TBBpaa Karcyna cbappixka 250 mg remosonomus (temozolomide).

Homowno eewjecmeo ¢ uzgecmuo oeticmsue
Bcska TBBpaa kancyina cpabpxka 209 mg gakrosa.

3a IIBJIHMS CIIMCHK Ha IIOMOIIIHUTE BCUICCTBA, BUXKTC TOYKA 6.1.



3. JEKAPCTBEHA ®OPMA
TeBpAM Kancymu.
Temoszoaomua Teva 5 mg TBEPAN KAIICYIIN

TBBpANTE KaINCyIX UMAT MaTOBOOECIH TSIIO U Karaye ¢ JIBC UBHIIU ChC 3€JICHO MACTHIIO BBPXY
karmageTo u “T 5 mg” ¢he 3eeH0 MACTHIIO BBPXY TSJIOTO. Besika Kamcyna € ¢ IbJDKUHA 0KoJio 16 mm.

Temozonomut Teva 20 mg TBBEpAU KAIICYINR

TBBpANTE KarCyu ©MaT MaTOBOOETH TAJIO M Kalayue C JIB€ UBUIIM C OPAH)KEBO MACTUIIO BBPXY
karavyero u “T 20 mg” ¢ opaHKEeBO MACTHIIO BEPXY TSJIOTO. Besika Karcyia e ¢ JbJKHHA OKOJIO
18 mm.

Temozonomug Teva 100 mg TBbPIN KANCyIn
TBBpAUTE KAlCyIM IMAaT MaTOBO OEJH TSUIO M Karade ¢ JBE UBHIIH C PO30BO MAaCTHJIO BHPXY KarayeTo
1 “T 100 mg” ¢ po30BO MacTHIIO BEPXY TSUI0TO. Besika karcyia e ¢ ApihkuHa okojio 19,5 mm.

Temozonomun Teva 140 mg TBBpAU KAIICYIU

TBBpANTE KarCyIM IMaT MAaTOBO O€JH TSJIO M Karade ¢ JBE UBHUIM ChC CHHBO MaCTHIIO BEPXY
kanadero u “T 140 mg” ¢bC CMHBO MAaCTUIIO BBPXY TSUIOTO. Besika Karcysia € ¢ Ib/DKMHA OKOJIO
22 mm.

Temozonomua Teva 180 mg TBbpIAM Kancynu

TBBpIAUTE KarlCyIu ©MaT MaTOBO O€JH TSJIO M Karaye ¢ BE UBHUIIM C YEPBEHO MAacTUJIO BBPXY
karavero u “T 180 mg” ¢ yepBeHO MacCTHIIO BBPXY TSJI0TO. Besika Karcyna € ¢ JbIKHHA OKOJIO
22 mm.

Temozonomua Teva 250 mg TBbPIAM Karcyiau
TBBpANTE KallCyIM UMAT MaToOBO O TSJIO M Karaye ¢ JBE UBUIH C YEPHO MACTUIIO BBPXY KamaueTo
u “T 250 mg” ¢ 4epHO MACTHIIO BBPXY TSIIOTO. Besika kamncyina e ¢ AbKHHA 0KOJIo 22 mm.

4, KJINMHWUYHUAU JAHHHA

4.1 TepaneBTHYHHU NOKA3AHMS

Temozonomu Teva e mokas3aH 3a JIeUueHHue Ha:

- BB3PACTHH NAalMEHTH C HOBOAUATHOCTUIIMPAH MYATH(OPMEH TIIHO00IaCTOM €IHOBPEMEHHO C
mpuetepanus (JIT), u ciaen ToBa kKaTo MOHOTEpAITHSI.

- Jlela Ha ¥ HaJl 3-TOIUIITHA Bh3PacT, FOHOITH M BH3PACTHH MMAIIMEHTH C MAJIMTHEH TIIHOM,
HanpuMep MyJITU(GOPMEH MITHOOJACTOM HIIM aHATIJIACTHYCH aCTPOIUTOM, PEIUINBUAPAIIN HITH C
Oernesn Ha Mporpecus Cliel] CTaHAapTHA Tepartusl.

4.2  J1o3upoBKa U HAYMH HA MPUJIOKEHHE

Temo3zonomun Teva TpsiOBa 1a ce mpeanucBa caMo OT JIEKapH C OIUT B JICYEHUETO HAa MO3BbYHH
TyMODH.

Moske ia ce MpUII0KH aHTHEMETUYHO JiedeHne (BK. Touka 4.4).

2 !OSI/I[ZOBKa

Bwv3pacmnu nayuenmu ¢ HOGOOM(IZHOCMMMMDGH szmud)opMeH 21uobaacmom

Temozonomun Teva ce npuiiara B kKomOuHaIus ¢ GpokanHa apueTepanus (BbB (hazara Ha
KOMOWHHUPAHO JIeYeHNE), el KOeTo 10 6 IUKbBIIa KaTo MoHOTepanus ¢ Temo3onomun (TMZ) (dhaza Ha
MOHOTEpAaIus).



Da3za Ha KOMOUHUPAHO JleyeHue

TMZ ce npunara nepopajiHo B 03a 75 mg/m? THEBHO B MPOABDKEHNE HA 42 THU €AHOBPEMEHHO C

¢doxanna mepuerepanus (60 Gy, paznenenu Ha 30 ¢ppakuun). He ce npenopruBa HaMansBaHe Ha

Jto3aTa, HO TIPEIICHKA 3a OTJIaraHe WK peKhCcBaHe Ha JiedeHueTo ¢ TMZ TpsOBa aa ce mpaBu Beska

Ce/IMHUIIA CTIOpe]l KPUTEPHHUTE 32 XEMaTOJOTHYHATA U HEXEMAaTOJOTHYHA TOKCUYHOCT.

[punaranero Ha TMZ Mosxe 1a Obae TPOIBIHKEHO Tpe3 Henus 42-1HeBeH Nepruo]] Ha KOMOMHUPAHO

neyeHre (MakcUMyM 49 1HHN), aKo ca U3II'BJIHEHN BCUYKHU MPEJICTABEHH 110-J0JTy YCJIOBHS:

- abcomoTen Opoii Ha HeyTpoduHKuTe TpanynomuTH (ANC) > 1,5 X 10%I

- TpoMOonuT > 100 X 101

- HEXEeMaTOJIOTHYHA TOKCHYHOCT criopen Oomure kputepun 3a TokcuaHoct (CTC) < 1 crereH (¢
W3KJIFOUEHHE Ha aloIenus, raJlcHe U MOBPBILAHE).

[To BpeMe Ha JIEUEHUETO eKECEAMUIHO TPsIOBa J1a ce M3CIie/IBa ITbIHA KpbBHA KapTHHA.

[IpekparsaBaneTo uix BpeMEHHOTO crivpaHe Ha npueMa Ha TMZ mo Bpeme Ha (azaTta Ha

KOMOMHMPAHO JIeUeHHE, TPsI0Ba Jla cTaBa Bb3 OCHOBA Ha KPUTEPUUTE 32 XEMAaTOJIOTUYHA U

HEXEMAaTOJOTUIHA TOKCUYHOCT, n30poenu B Tabmmma 1.

Tabauya 1. Ilpexpamssane unu npexwvceane na npuema va TMZ no epeme na
KOMOUHUpaHo nevenue ¢ touemepanus u TMZ

TokcuaHOCT Bpemenno crimpane Ha |[IpekpatsiBane Ha
npueMa Ha TMZ? npueMa Ha TMZ

Abcomoren Gpoit Ha >0,5u<15x10%  |<0,5 x 101

HEYTPODUITUTE

TpombouuTen O6poit > 10 u < 100 x 10%I <10 x 10%1

Hexemarosiornysa TOKCHYHOCT 10
CTC (c uskiroYeHUE HA aJOTICIIHSI,
rajJicHe U MOBPBINAHE) 2 creneH o CTC 3 uimu 4 crened o CTC

a:  Jleuenmero c TMZ Mosxe na Ob1e MOJHOBEHO, aKO NAIMEHTHT OTrOBaps Ha CIEIHUTE KPUTCPHH: aOCOTIOTEH
Opoii Ha HeyTpoduute > 1,5 X 10%1; TpombouuTen 6poii > 100 X 10%1; HexeMaTONOrH4Ha TOKCHYHOCT 110
CTC <1 crereH (¢ H3KITIOUYCHHUE Ha AJOTIECIHSL, TaIeHE, TOBPBIIIAHE).

Dasza na MoHOmMepanus

YeTHnpu ceaAMUIM Clle]] IPUKITIOUBaHe Ha ¢a3aTra Ha KOMOMHHPaHOTO Jeuenne TMZ + JIT, TMZ ce
mpujiara KaTo MOHOTEpAIus Py MakCUMyM 6 1ukbia. Jlozata nmpu Luken 1 (MoHOTEpanus) e

150 mg/m? emHOKpaTHO JHEBHO B MPOIBIDKEHHUE HA 5 JHM, TIOCIeABaHU OT 23 nHu Oe3 jeueHue. B
Havanoto Ha [{ukbi 2 no3ara ce moBumiasa 1o 200 mg/m?, ako HEXeMaTOJIOTUYHATA TOKCUIHOCT 110
CTC 3a luksn 1 e < 2 creneH (C M3KIIOUYCHUE HA ANONEIHS, TaJileHe U TTOBPBINaHe), AaOCONIOTHUSAT
6poii Ha HeyTpoduuTe e > 1,5 X 10%1, rpomGouuTHEST 6poii ¢ > 100 X 10%/1. Ako B Lluksn 2 no3ara
HE ce MOBHIIY, HE TPAOBa /1a ce MOBUIIIABA U B CIIEABAILMTE IUKIN. BeHBXK MOBUILIEHA, T03aTa OCTaBa
200 mg/m? qHEBHO Mpe3 MbPBUTE 5 AHU OT BCEKU MOCIEIBAII [IUKBJ, OCBEH aKO HsAMa MPOSBH HA
TokcHIHOCT. [IperienkaTa 3a HaMaIsiBaHe Ha /103aTa U MIpeKpaTsABaHe Ha JeUEHHETO TI0 BpeMe Ha
MOHOTepanusTa Tpsi0Ba Ja ce mpaBy criopen Kputepuure n3opoenu B Tabmura 2 u Tabmuia 3.

ITo Bpeme Ha kypca Ha nevyenue Ha [len 22 (21 nuu cnex mbpBara go3a TMZ) TpsiOBa a ce usciensa
IIBJTHA KpBBHA KapTrHA. J[o3aTa TpsOBa ga Obae peaynupaHa WiId MPHIOKCHHETO TPEKPATCHO CIIOPE]T
kpurepuute B Tadauna 3.



Tabauya 2. J{ozoeu nusa na TMZ npu monomepanus
J1030B0O HHBO Joza TMZ 3abenexxKu
(mg/m*/ nHeBHO)
-1 100 HamansBane mopamy mpeaiecTBaIiy MposBy Ha
TOKCUYHOCT
0 150 Jo3a o Bpeme Ha Luksr 1
1 200 Jo3za ot Hukba 2 qo Luksa 6 npu aumca Ha IPOSIBU
Ha TOKCUYHOCT

Tabnuya 3. Hamansisane na dozama unu npexkpamseane Ha npuema na TMZ npu
MOHOmMepanus
TokcuuHOCT Hamanssane na TMZ c IIpexpatsiBane Ha
1 1030BO HUBO? npueMa Ha TMZ

A6comoTen 6poii Ha Heytpoduimte | < 1,0 x 109/ Bux b
TpomboruTeH Opoi <50 x 107/ Bwk b
HexemaTomoruyHa TOKCHYHOCT TI0
CTC (c uskmaroueHue Ha aJoTeIHs,
rajicHe ¥ MOBPHIIaHe) 3 crenen o CTC 4 crenen o CTCP
a: JHo3zoBute nuBa Ha TMZ ca npeacrasenu B Tabnuua 2.
b: [MpuembT Ha TMZ Tpsi0Ba 1a CEe MpEKpaTH, aKo:
. npu 103080 HEBO -1 (100 mg/m?) Bce oie ce HabIoaBa HEMPHUEMITUBO BUCOKA TOKCHYHOCT
° CJIC HaMaJIdBaHC Ha 103aTa OTHOBO CC Ha6JIIO,I[aBa HEXEMaTOJIOTHYHA TOKCHIHOCT OT 3 CTEIeH (C

U3KIIIOUYCHUEC Ha ajIoNeCuus, raicHe u HOBp’bHIaHe).

Bw3pacmnu u neduampuuny nayuenmuy Ha uay Hao 3-200UMHA 8b3PACH. C PeYUOUSUDA UL
Npo2pecupauy MaiuHeH 2Iuom

EnuH TepaneBTHUEH NMKBI NpoabkaBa 28 nuu. [Ipu nmanueHTy, KOUTO Npean TOBA HE ca MoAJIaraHu
Ha xumuorepanus, TMZ ce npunara nepopaiso B 10o3a 200 mg/m? BeTHBX THEBHO TIpe3 ITbPBUTE 5
ITHHU, KaTo clieABaT 23 JHH NMpeKbCBaHe Ha TepanwsTa (06mo 28 man). [Ipu manueHTy ¢ mpeaxoaHa
XUMHUOTEpaIusl HadyanHaTa jo3a € 150 mg/m? BeJJHbX JHEBHO, KaTO 110 BpEME Ha BTOPUS IUKBJI
no3ata ce moBumana 10 200 mg/m? eTHOKPaTHO JHEBHO B MPOIBIDKEHUE HA 5 THH, aKO HSAMa MPOSIBH
Ha XeMaTOJOTMYHA TOKCHYHOCT (BXK. ToUKa 4.4).

CneuuaﬂHu nonyaayuu

Ileduampuuna nonyrayus

[Ipu marmenTH Ha BB3pacT 3 win noBeue ronuHu, TMZ TpsiOBa aa ce mpuiara camo mpu
PEeLANBUPALL WIH IPOTPECUpall MaJIMTHEH oM. ONUTHT ¢ Te3H Aela € MHOT'O OIpaHUYEeH (BXK.
touku 4.4 u 5.1). bezonacHoctTa 1 eukacHoctTa Ha TMZ 1ipu Jiena 10 3-rouiHa Bb3pacT He €
ycTaHOBeH. JIumncBar gaHHU.

Tayuenmu c uepnoOpobHo unu 6vopeuro yspedicoane

®dapmakokuHeTnkaTa Ha TMZ e cpaBHUMa IIPH HaLMEHTH C HOPMaJlHa YePHOAPOOHA (GYHKLUS U IPU
TaK¥Ba C JIEKO WM YMEPEHO YEPHOAPOOHO yBpekaane. JIumcBar qanHu 3a npmiokennero Ha TMZ
NPY TMAIUEHTH ¢ TEKKO YepHoApoOHO yBpexaaHe (kinac C mo Child) wmm ¢ 660peuno yBpexaane. Bb3
OCHOBa Ha (hapMaKOKMHETHYHHUTE 0co0eHOCTH Ha TMZ e Manko BeposITHO Jla € HeOOXOAMMa peayKIHsI
Ha J103aTa pH MAlUEeHTH ¢ TEXKO YEPHOAPOOHO YBPEXKIaHE WIN C HAKAKBa CTEIECH Ha ObOPEYHO
yBpexxaane. Benpekn ToBa, nmpu TakuBa nanueHTH TMZ TpsiOBa 1a ce mpuiara ¢ MOBHUIIIEHO
BHUMaHHE.



HauueHmu 6 cmap4ecka ev3pacm

dapMaKOKMHETHYHUAT aHAIM3 Ha TOIYJIAIUATA MaleHTH OT 19-78 roauHu nokasea, 4e KIMPBHCHT
Ha TMZ He ce NOBJIMsIBA OT Bb3pacTTa. Bhlpeku ToBa, py MalMeHTH B cTapuecka Bb3pact (> 70-
TOJIMIITHA Bh3PACT) MOYXKE JIa ChIIECTBYBA MOBMIIIEH PUCK OT HEYTPOIIEHUS U TPOMOOLUTONEHUS (BK.
Touka 4.4).

Hauun Ha npuiioxeHue

Temozonomun Teva TBBpAM Karcynu TpsiOBa jia ce mpueMar Ha TJIaJHo.

Kamncynure TpsiOBa 1a ce I'bJTAT LENH C Yallia BOJIA U He TPsiOBa Jla ce OTBApSAT WK JbBYAT.

AKo crieqi mpuema ce HaOJIro1aBa MOBPBIIIaHe, He TPIOBa J1a ce MpueMa BTopa J103a Ipe3 ChIIHS JICH.
4.3 IIporuBomoKa3aHHUs

CBpPBXUYBCTBUTEIHOCT KbM aKTUBHOTO BEIIECTBO WJIK KbM HAKOE OT IIOMOIIIHUTE BEI[ECTBA, OMMCAHU
B Touka 6.1.

CBpbxuyBCTBUTENHOCT KbM nakapOasun (DTIC).
Texxka muenocynpecus (BX. Touka 4.4).
4.4  CpoeuuajHu npeaynpe:xkIeHUs] U NpeINa3HH MePKH MPH ynoTpeda

OnopmiOHucmuqHu qu)eKuuu u peakmueupane Ha qu)eKuuu

OnopTioHUCTHYHU HHDEKIUY ( KaTO MHEBMOHUS, TIPUYMHEHA 0T Pneumocystis jirovecii) u
peaktuBupane Ha uHbekuu (kato HBV, CMV) ca HaGmrogaBanu 1o BpeMe Ha JieueHueTo ¢ TMZ
(Bx. Touka 4.8).

Xepnemuuen MeHuﬂeoeHued)aﬂum

B mocTMapkeTHHrOBUS MEPHO;] ca HAOMIOJaBaHK CITyYad Ha XEPIIETUYCH MEHUHTOCHIIS( AT
(BKITFOUMTEITHO JIETATHHU CITydau) MPH MallUeHTH, KOUTO nmpuemMatr TMZ B KoMOWHAIS C ThUeTepanms,
BIJTFOUHUTEITHO CITyYad Ha CHITBTCTBAIIO MPUIIOKEHHE HA CTEPOU/IN.

ITueBMoHus puuyrHeHa oT Pneumocystis carinii jirovecii

[Ipu nunOTHO M3NHUTBAaHE HA YABIKEHATa 42-THEBHA CXEMa € YCTAHOBEHO, Y€ NAllMEHTUTE MOI0KEHH
Ha KoMOuHUpaHo jeueHne ¢ TMZ u JIT, ca c moBuIlIeH pUCK OT pa3BUTHE HA THEBMOITUCTHA
THEBMOHMS, TipuunHeHa ot Pneumocystis jirovecii (PCP). ITopaau ToBa € Heo6XxoauMa mpopHIaKTHKa
Ha PCP npu BCHUKH ManueHTH o yiaraHi Ha komOnHupano jgedenue ¢ TMZ u JIT no 42-nHeBHaTa
cxema (ipu MakcuMyM 49 1HN), He3aBUCUMO OT JIMMGOUUTHUS Opoiil. Ako ce pa3Bue TUMOTEHHS,
nporITaKTHKaTa TPIOBa Ja IPOABIDKU A0 MOJ00psIBaHe Ha TUMQOTIeHusATa 10 cTeneH < 1.

[pu aenru TepaneBTnynu cxemu ¢ TMZ , Moske Jia ce HaOmogaBa nosuiieHa yecrora Ha PCP. Bee
NaK, BCHYKH MaIeHT, npuemaitu TMZ, oco0eHO Te3u, MprueMali U CTEPOHIU, TPSOBaA Ja ce CIeIIT
BHHUMaTeJHO 3a pa3sutue Ha PCP, 6e3 3HaueHue OT TepamneBTHYHATa cXxeMma. MiMa choOImeHus 3a
CiIy4au Ha (aTalHa pecIHpaTOpHa HEJOCTATHIHOCT IIPH MAUEHTH, TpueMamy TMZ, u 1o-
CHEIMaTHO — B KOMOHMHAIUS C JIEKCAMETa30H WU APYTH CTEPOUIH.

HBV

JloknaaBaHo € peakTUBUpPaHE Ha XeIaTuT, B pe3ynTar Ha xenatut B Bupyc (HBV), B Hskou ciayyaii
BOJIEILl 10 cMBPT. TpsiOBa Aa ce HalpaBU KOHCYJITAlMs CbC CIIEHUATNCTH 110 YSPHOIPOOHH



3a00JIIBaHUs TIPE/IH JIa CE 3aII0YHE JICYCHUETO IPIIl MAIIMeHTH C MO3UTHBHA 3a XenaTtuT B cepomorus
(BKITFOUMTETHO TE€3H C aKTUBHO 3a0omnsBane). [1o Bpeme Ha jIeueHNeTo MaueHTHTe TPIOBa 1a ce
MPOCJIEISIBATO U KOHTPOJIMPAT IO MOAXOSAII HAYUH.

XenaToTOKCUYHOCT

IIpu maruenTy, nekyBanu ¢ TMZ MHOTO PSIKO ce€ chOOIIaBa 3a YepHOAPOOHHN YBPEK TAHWS,
BKJIOUUTENTHO (haTaiHa yepHOApoOHa HeoCTaThuHOCT (BK. Touka 4.8). Heo6xoanmo e mpoBexaHe
Ha M3XOJHU M3CIIeBaHUS Ha YepHOIpoOHAaTa QYHKUMS, IPEeIH 3all0YBaHe Ha JICUCHUETO. AKO ca
aOHOPMHH, JIeKapAT TpsiOBa 1a HAaIlPaBU OLICHKA HA ChOTHOLIEHUETO 10J13a/PUCK, IPEH A IPEIIHIIe
Ha3HA4YM TEMO30JOMUJ, BKIIOYUTETHO Ja OIIEHH BEPOSATHOCTTA 3a (paTaiHa YepHOIpoOHa
HenocTaThb4HOCT. [Ipy manueHTH Hac 42 THEBEH LMKBJ IEPUO]] Ha JICUCHUE U3CIIeIBAaHUATA Ha
yepHOApoOHa (yHKUUS TPsiOBa 1a ce MOBTOPST B CpeAaTa Ha MepHoAalikbia. M3cneaBanusata Ha
yepHOApoOHaTa PyHKIMS TpAOBa Ja ce MPaBsIT HA BCHYKU IALMEHTHU CJIe]l BCEKH TEPalleBTUYEH
MNEPUOAIMKDBII HA JICHCHUC ITPU BCUYUKHU MAIITUCHTH. HpI/I HnanueHTH CbC 3HAYMMH aHOMAJIMU Ha
yepHOApoOHaTa PyHKIMS JEeKapsIT TpsOBa Ja HapaBH OLIEHKA Ha CbOTHOILLEHUETO 110J133/PUCK OTB
cilydail Ha IpoAbiKaBaHe HAUTEIIHO JISYeHUEeTo. YepHoIpoOHa TOKCUYHOCT MOXKE Jja C€ MOSIBU
HSKOJIKO CEIMUIIM HJTM TIOBEYE CJIe] IOCIIeTHOTO JIEYCHNE C TEMO30JIOMH/I.

310KaueCcTBEHH 3a00IIBAHUS

NwMa cboOIeHNs 1 32 MHOTO PEJIKH CITy4Yau Ha MUEJIOJUCILIACTHYEH CHHPOM M BTOPUYHU HEOTLIa3uH,
BKITFOYMTEITHO MUEIIONIHA JIeBKeMHus (BXK. Touka 4.8).

AHTHEMETHYHO JeUEHHUE

T'aneneTo u MOBPBIIAHETO ca MHOTO YECTH ITpH IipreM Ha TMZ.
AHTHEMETUYHO JICUCHIE MOXE J1a C€ TIPIIIOKH MIPEAN WU ciien mpruema Ha TMZ.

Bw3pacmuu nayuenmu ¢ Ho0600UASHOCMUUUDAH MYIMudopmen 2nuobaacmom

AHTHEMEeTHYHA TPO(UIAKTHKA Ce MPEeNopbYBa MPey IbpBaTa J03a 1o BpeMe Ha KOMOWHHpaHaTa
(a3a 1 U3PUIHO ce MpenopbyIBa M0 BpeMe Ha (pa3ata Ha MOHOTEpaIHs.

Hayuenmu c peuu()ueupaﬂ uau npocpecupaut MaiucHer cauom

[TarmenTrTe ¢ TexKo MOBphINane (3 win 4 CTeTneH) Mpy NPEIUITHN TePANeBTUIHH UK MOXE Ja ce
HY>KJIasAT OT aHTUEMETHUIHA TepaIusl.

JIaGopaTopHH MOKa3arenu

BB3MoskHO € manuenTure, JekyBanu ¢ TMZ, na pa3BUAT MHEIOCYIPECHS, BKIIOUUTEITHO
NPOIBJDKUTENIHA TAHIIUTONICHHS, KOATO MOKE J1a JOBEAE A0 alUIaCTHYHA aHEMHsI, KOSTO B HIKOU
cirydau e Ouna c artanen n3xos. B Hiakoun ciyyan enHOBpeMEHHATa €KCIIO3UIMATA HA ChIIBTCTBAIO
JICYEHHE C JIEKapCTBEHH MTPOAYKTH BHB BPB3Ka C alNIACTHYHA aHEMUSI, BKITFOUUTEITHO KapOaMa3eriH,
(ennToMH U CynpaMeTOKCa30J/TPUMETONIPUM YCIIOXKHsABa OlleHKarta. [Ipeau na 3amoyHar npueM Ha
JIEKapCTBEHUS MPOAYKT, TAIIMEHTHTE TPsIOBa 1a OTrOBApST Ha CICTHUTE TaOOPATOPHHU ITOKA3aTEIH:
abcomoTen Opoii Ha HeyTpodummTe > 1,5 X 10%1 u TpomGonuTen 6poii > 100 x 10%1. [TriHa kpbBHA
KapTuHa TpssOBa 1a ce m3ciensa Ha [len 22 (21 mHA cien mbpBaTa J103a) WM B paMKHTe Ha 48 gaca oT
TO3H JICH, CJIe]l KOETO J1a CE U3CIIEBa €XKECEAMUYHO, JOKATO aOCONIOTHUAT Opol Ha HEYTPOQHIHTE
ctane > 1,5 x 10%1, a 6post Ha TpomGormtute > 100 X 10%1. Ako abcomoTHuAT 6poii Ha
HeyTpoduute nague 10 < 1,0 X 10%1 umm 6posit Ha TpomGommTHTe HocTurHe < 50 X 10%/1 o Bpeme
Ha KOUTO | Ja € IUKBJI, IPH CIEABAIIMS IUKBII 103aTa TpsiOBa 1a Obae peaylypaHa ¢ eHO 1030BO
HHUBO (BX. Touka 4.2). JlozoBute HuBa ca 100 mg/m?, 150 mg/m? u 200 mg/m?. Haii-Huckara
npenopbyBana go3a ¢ 100 mg/mz2.



IleguaTpryna nmooyJaius
Jluncea knmuHuyen onut ¢ TMZ nipu neua nox 3-roauiiHa Bb3pacT. ONUTHT ¢ MO-ToJIeMU Aela U
IOHOIIIM € MHOTO OrpaHuyeH (BX. Touku 4.2 u 5.1).

[TanmenTu B cTapyecka Bu3pact (Bb3pact > 70 ronuuan)

ITanmenTHTe B CTapuecka Bh3pacT U3TIIEK/IA Ca C TIOBUIIICH PUCK OT PA3BUTHE HA HEYTPOIICHUS U
TPOMOOIIUTOIIEHUS, B CPABHEHHUE C MO-MJIau narrieHTy. ClIeJ0BaTeIHO MPH MAIlMeHTH B CTapuecKa
BB3pacT TMZ TpsOBa fa ce mpuiara ¢ IOBHIIICHO BHUMaHUE.

IlanmeHTH OT KEHCKU IOJI

JKenu ¢ geTepoaeH MOTEHITHA TPSOBa 1a W3MOI3BaT e(heKTHBHA KOHTPAICIIIIHS, 3a 1a n30erHar
3a0peMeHsIBaHe J0KaTo nprueMar TMZ u B IpobIKCHHE Ha MTOHE 6 Mecella Clie/] MPUKITF0YBaHe Ha
JIEYEHHUETO.

Ha]_[I/IeHTI/I OT MBXKKH I10JI

Mmuxete mekyBanu ¢ TMZ, TpsiOBa 1a ObAaT MOCHBETBAHU Ja HE CH3/1aBaT IMOKOJICHHUE B MPOIBIKCHHE
Ha MoHe 3 Mecela cie]] MPUEMaHeTo Ha MocjeIHaTa J103a U JIa TIOTHPCAT ChBET 33 3aMpassBaHe Ha
criepMa IpeAn HayalloTo Ha JIeYeHHeTo (BXK. Touka 4.6).

ITomomurao(n) BemecTBo(a)

Jlakmosa

Ha]_[I/IeHTI/I C p€aKH HACJICACTBCHU HpO6HeMI/I Ha HCIIOHOCUMOCT KbM raJlaKkT03a, ITbJICH JIAKTa3CH
,Z[eq)I/IHI/IT WJIN TIIIOKO30-TaJIaKTO3Ha Maﬂa6cop6u1/1;1 HE TpHGBa Ja mpueMar ToBa JICKapCTBO.

Hampuii
To3u ekapcTB €H NPOAYKT ChIbpiKa Mo-Manko oT 1 mmol HaTpuii (23 mg) Ha Karcyna, T.e. MOXe 2
ce Kaxe, 4e MPaKTHYECKH HE ChABbpPKa HATPH.

Temoszonomuo Teva 20 mg mewvpou kancyiu

Coucem ocvnimo FCF (E110)

ITomomHOTO BemecTBo chHCET X)BJITO FCF (E110), BRITFOUEHO B ChCTaBa Ha KarcyJiaTa, MOXe aa
MPUYUHA aJICPTUIHH PEaAKIIHH.

45 BzaumopeiicTBHe ¢ IPYTrd JeKaPCTBEHH MPOAYKTH U APYTrd (JOpMH HA B3auMoaelcTBHE

B otnenHo npoyusane ot ¢a3a I, npunaranero Ha TMZ ¢ paHuTHIUH He TpoMeHs abcopOuusITa Ha
TEMO30JIOMU NI OMOHANMYHOCTTA HA aKTUBHUS My METa0OJIUT MOHOMETHI TPHA3EHOMMHIA30]1
kap6okcamun (MTIC).

[IpuembT Ha TMZ ¢ Xpana Boau 10 HamainsaBaHe ¢ 33% Ha Cmax ¥ HaMassiBaHe ¢ 9% Ha 1uIoITa Mo
KpHUBaTa Ha Tuia3MeHaTa koHueHTparus (AUC).

[Tonexxe HE MOXKe Aa ce U3KI0UH, 4e TpoMsiHaTa Ha Cmax € KIIMHUYHO 3HaunMa, Temo3zonomun Teva
TpsOBa 1a ce nmpremMa 0e3 XpaHa.

C nonynannoHeH papMakOKMHETHYEH aHAIN3 IIPU KIMHUYHY IpoyuBaHus ¢asa Il e ycraHoBeHo, ue
€/THOBPEMEHHUST NIPUEM C JIEKCAMETa30H, TIPOXJIOpIepasuH, (PeHUTONH, KapbamMa3enrH, OHJaHCETPOH,
H2-peuentopuu anTaronucTy wim gpenobdapouTan He mpoMeHs KnupbHca Ha TMZ. EqHOBpeMEHHUAT
MIPHEM C BaJIIIPOEBa KACEJINHA € CBBP3aH C MAJIKO, HO CTATHCTUYECKH 3HaYNMO HaMaJICHHE Ha
KJIMpbHCca Ha TMZ.

He ca npaBenn npoyuBanusi, KouTo fa onpenessit edexra Ha TMZ Bppxy MeTaboin3Ma Hin
SIIMMUHUPAHETO Ha JIPYTH JIEKapCTBEHH MPOAyKTH. Bee mak, Thit karo TMZ He ce MeTabonu3upa B



YepHHUs APo0 U ce CBBbP3Ba B HUCKA CTETCH C IUIa3MEHUTE IPOTEHHH, € MAJIKO BEPOSITHO J1a IOBJIUSIBA
(hapMaKOKMHETHKATA HA APYTH JEKAPCTBEHH MPOAYKTH (BXK. TOUKa 5.2).

VYnorpebara Ha TMZ B koOMOMHAIUS ¢ APYTH MUETIOCYTIPECUBHU MTpeNapaTH MOXKe Jia MOBUIIH PUCKa
OT MHEJIOCYIIPECHSL.

IleqnaTpuuHa momyJiamnus

[TpoyuBanus 3a B3aNMO/IEHCTBHE Cca IPOBEKIAHA CAMO MPH BH3PACTHH.
4.6 @epTHanTeT, GPEMEHHOCT U KbpMEHe

Bpemennoct

JlurceaT JaHHU MU OpeMEeHHU xKeHU. [IpeIKIMHUYHN POYYBAHUS TP MIBX0BE U 3aHIH, TONTYYHIN

nmo3a ot 150 mg/m? mokas3Ba TEpaTOTCHHOCT H/MIIH eMOPHOTOKCHIHOCT (BXK. ToUKa 5.3). TeMozomoMu g
Teva He TpsiOBa a ce mpuiiara npu OpeMeHHH JKeHH. AKO ce Hayara npueM 1o BpeMe Ha OpeMEeHHOCT,
MalueHTKara TpssOBa ja ObJie 3a103HAaTa C MOTCHIMATHUTE PUCKOBE 3a ILI0JA.

Kspmene

He e m3BectHO namn TMZ ce ekckpeTtrupa B KbpMaTa; opajy TOBa KbpMEHETO TPsAOBa J1a ce
MpEyCTaHOBH I10 BpeMe Ha JieueHueto ¢ TMZ.

JKeHu ¢ ieTepoieH NOTEHINAI

JKenu ¢ nerepoeH noTeHmua TpsOBa Ja U3MON3BAT €PEKTUBHA KOHTPALICIIIHS, 32 a n30erHar
3a0peMeHsBaHe, okato nmpueMaT TMZ u B Ipob/DKCHUE Ha MTOHE 6 Mecelia Clie/ MPUKIII0YBaHe Ha
JIEUEHHUETO.

DepPTUINTET IPU MBKETE

TMZ moxe na mokake TeHOTOKCHYIHH edekTh. [lopamu ToBa MBxKeTe JIEKYBaHH ¢ HETo, TpsIOBa 1a
U3M0JI3BaT e()eKTUBHU KOHTPAIICTITUBHU CPEACTBA U J1a ObJaT MOCHhBETBAHU J1a HE Ch3/aBaT
MOKOJICHHE B TIPOABDKEHUE HA TIOHE 3 Mecella ciie]l IpreMa Ha MOCIIeHATa /1032 U JIa IOThPCAT ChBET
3a KPMOKOHCEPBUPAHE HA CIiepMa Npeid HAa4aJIOTO Ha JICUEHUETO, TOPAIN PUCKA OT Pa3BUTHE Ha
HEoOpaTUM MH(EPTUIIUTET B PE3yJITaT OT JeueHueTo ¢ TMZ.

4.7 EdexTu BbpXy cioco0HOCTTA 32 modupaHe u padoTa ¢ MAITHHA

TMZ noBnusiBa B MaJIKa CTEIIEH CIOCOOHOCTTA 32 modupaHe 1 paboTa ¢ MalIMHU, TOpaId yMopa U
CBHHIUBOCT (BK. TouKa 4.8).

4.8 Hexenanu jiekapcTBeHU peaKIHH

Pesrome Ha nipoduiia Ha 6Ge300acHOCT

OnuT OT KIMHUYHY U3IUTBAHUS

IIpu manuenTy, nekyBanu ¢ TMZ B KIMHUYHU U3MUTBAHUS, HAW-YECTUTE HEXKENAaHU PEaKIuu ca
rajicHe, MOBPBIIaHe, KOHCTUIIAIUS, AaHOPEKCHS, II1aBO00JINE, OTIIAHATIOCT, I'bPYOBE U 0OpUBH. 32
MOBEUYETO XEMAaTOJIOTUYHN HEXKEJIAaHH PEaKIMH UMa YeCTH ChoOIIeHus, kaTo oy Tabmuna 4 ca
MMOCOYEHHU YECTOTUTE Ha JaOOpPaTOPHUTE HAXOAKH OT 3-4 CTETeH.

[Tpu manmeHTy ¢ penuaAnBUpaI WK IPOrpecupar riimom, ragese (43 %) u nospsinane (36 %)
00ukHOBeHO ca oT 1 mim 2 crener (0 — 5 enn3oaa Ha MOBpBIaHe 3a 24 yaca) U ca Wiu



caMOOrIrpaHrn4YaBally ce, Ui JICCHO MoAJdaBaliu €€ Ha KOHTPOJI CbC CTaHAAPTHA aHTUECMETHUYHA
TCparus. YecToTaTa Ha TEXKO TaZICHC U IOBPBLIIAHE € 4 %,

TabnanueH CIUCHK HA HEXKEIAHUTE PEaKIIuU

B Tab6nuna 4 ca npencraBeHN HeXelaHU peakilui, HA00JaBaH! B KIIMHUYHU POYYBaHUS H
CBHOOIIEHH OT ITOCT-MapKeTHHTOBa yrmoTpeda Ha TMZ. Te3u peakiuu ca rpymmupaHu 10 CHCTEMO-
OpraHHH KJIACOBE W YECTOTA. [ pyIHUpaHeTo 10 YeCTOTa Ce OMpeiesis 10 ClieIHATa KOHBEHIHSI: MHOTO
gyectu (> 1/10); wectu (= 1/100 mo < 1/10); meuectr (= 1/1 000 mo < 1/100); peaxu (>1/10 000 mo

< 1/1 000); muo0TO pemku (< 1/10 000), ¢ Hem3BecTHA YecTOTA (OT HAIMYHUATE JAHHU HE MOXeE 1a Oble
HampaBeHa orieHka). [Ipu BCsiKo rpynupaHe B 3aBUCHMOCT OT YECTOTAaTa, HEXKEJIAHUTE PEaKIIUHU Ce
n30pOsBaT B HU3XOJSII P/l 10 OTHOIIICHHE HA TAXHATA CEPUO3HOCT.

Tabnuya 4. Hesicenanu peaxyuu npu nayueHmu, 1eKy8aHu ¢ memo3010MUo

HNudexuun u undecraunun

Yectn: Wudexiun, xeprec 30ctep, papuHrur®, opaita
KaHU/103a
Heuecru: OmnoprionuctnuHa uHpekus (Bkrounteano PCP),

cercuc', Xxeprernuen Mennnroennedamut’, CMV
undekus, CMV peaktuBupane, xenatut B Bupyc,
Xepriec CUMIUIEKC, peaKTHBUPaHe Ha MH(EKIIUs, paHeBa
WH(EKIHS, TACTPOSHTEPUT

Heoniazmu — 100poKkavyecTBeHH, 3JI0Ka4eCTBEHU U HeonpeaeJeHn

Heuectu: Muenoaucrutactuuer cuaapom (M/IC), Bropuusu
MaJIMTHEHH 3a00JIsIBaHMUS, BKIIIOYUTEIIHO MUETIOUAHA
JICBKEMUS

Hapymenusi Ha KpbBTa U JUM@pHATA cUCTEMA

Yectu: ®eOpuiiHa HEYTPOTICHUS, HEYTPOTICHHUS,
TpoMOOUUTONeHHUS, TMM(OTICHHUS, ICBKOIICHHS, aHEMHUSI
Heuecru: TIpoIb/IKUTENHA TTAHIIMTOTICH S, ATLTACTHIHA aHEMHUS

ITaAHIIUTOIICHU A, IICTCXUU

Hapyumienusi Ha HMyHHATa cUCTeMa

Yectu: AnepruyHa peaxius

Heuectu: Anadunakcus

Hapyumienusi Ha eHAOKPUHHATA CUCTEMAa

YecTu: Kymunrouaen xaburyc’

Heuectu: BbesBkycen muaber

Hapyumienus Ha MeTa00JIM3Ma U XPaHEHETO

MHoro yecTu: AHopexkcus
Yectu: XunepriukeMus
Heuecru: Xunokanuemus, IOBUILEHa ankaiHa ¢pochaTaza

IlcuxuyHM HApyIEHUS

Yectu: Bb30yna, amHe3usl, Aenpecus, TPeBOKHOCT, 00bPKBaHE,
0e3chHUE
Heuectu: IToBeneHveCcKO pa3cTPONCTBO, EMOITMOHATHA JJAOUITHOCT,

XaITFOIIMHAIINH, allaTHs

Hapyumienusi Ha HepBHATA cUcTeMa

MHoOTO YecTH: | I'ppuoBe, xemunapesa, adasus/nucdasus, rIaBodoIHe
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Tabnuya 4. Heorcenanu peaxyuu npu nayueHmu, 1eKy8aHu ¢ Memo3010MUO

Yectu:

ATakcusi, HapyIlIeHHe Ha paBHOBECHETO, KOTHUTHBHO
yBpEKAaHe, HapyLIeHHE Ha KOHLIEHTPaluATa, TOHUKEHO
HUBO Ha Ch3HAHMETO, 3aMaliBaHe, XUTIOECTe3us,
HapylIeHre Ha TaMeTTa, HEBPOJIOTHYHO HapyIIeHHe,
HEBpONAaTHs', IapecTe3uH, ChHIMBOCT, HAPYLICHHS HA
TOBOPA, U3BPATEH BKYC, TPEMOP

Heuectn:

EnmnenTiden cratyc, XeMHITIETHs, EKCTPATUPAMUTHO
HapyIllIeHre, TapOoCMUs, HapyIIIeHHe Ha TIOX0JIKaTa,
XUTIEPECTE3Ms], CCTUBHO Pa3CTPOMCTBO, HAPYIIICHUE HA
KOOpIMHANIKATA

Hapyumenus Ha ounTe

Yecru: XeMuaHomus, 3aMbIVIEHO BIJKIaHe, HapyIlIeHUe Ha
3peHneTo’, 1eeKT B 3PUTEIHOTO TI0JIe, AUILIONHS,
00JIKa B OKOTO

Heuectu: Hamanenue Ha 3puTesHaTa ocTpoTa, CyX0Ta B OUUTE

Hapyumienusi Ha yXoTo U JJaOMPUHTA

Yectu:

I'myxoTa’, CBeTOBBpTEIX, IyM B yIIHTE, 60JIKA B yXOTO

Heuectn:

YBpexaaHe Ha ClTyXa, XUIIepaKy3nc, CPEIeH OTUT

Cbpaeynu HapyuieHHust

Heuectu:

[Tanmuranms

CbaoBH HapylLIeHUs

Yecru: KpbBou3nus, 6e101podHa eMO0us, 1b100Ka BEHO3HA
TPOMO03a, XUIICPTOHUS
Heuecru: Mo3bueH KPbBOU3IIUB, 3a4€PBIBAHE, TOIUIA BhIHU

PecimpaTopHu, rpbIHA H MeAUACTHHAIHN HAPYIIEHHS

Yecru: [THeBMOHMS, AUCITHES, CUHY3UT, OPOHXUT, KaIllUIHIIA,
nH(pEKIMs Ha TOPHUTE AUXATeITHU ITHTUIIA
Heuectu: PecrupaTopHa HEIOCTATHYHOCT , HHTEPCTHIHATICH

ITHEBMOHHUT/TTHEBMOHHT, 0€J10jpoOHa (hudpo3a, Ha3aTHa
KOHTECTHUS

CToMalIHO-YpeBHU HAPYIIEHUS

MHoro yecTH:

Jwmapwisi, KOHCTHTIAITNSA, TaJIeHe, TOBPBITaHEe

Yectu:

Cromarur, Gonka B Kopema”, gucrericus, gucdarus

Heuectu:

Pa3nyBane Ha kKopemMa, HHKOHTHHEHIIUS Ha (pexannm,
CTOMAIIIHO-YPEBHO HAPYIICHHUE, XEeMOPOHUIU, CyX0Ta B
ycrara

XenaTo0uauapHu HapylLIeHUusl

Heuecrtu:

YepHOIPOGHA HEMOCTATHYHOCT', 4ePHOAPOGHO
yBpeKJIaHe, XCMaTUT, X0JIeCTa3a, XUNepOounupyonHeMus

Hapymemm HA KO’KaTa M MOJAKO0KHATA ThbKAaH

Mpmuoro uectu:

O06pus, anonenus

Yectu:

Eputem, cyxa Koxa, cbpoex

Heuectn:

TokcuuHa emuaepManHa HEKPOJK3a, CHHIAPOM Ha
Stevens-Johnson, anruoenem, epureMa Myntudopme,
EpPUTPOJCPMUS, EKCPOIUAINS HA KOXKATa,
(hOTOUYBCTBUTETHOCT, YPTUKAPHS, CK3AHTEM, JICPMATHUT,
3aCHJICHO TIOTCHE, HApYIIICHUE Ha MUTMEHTAIMATA
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Tabnuya 4. Heorcenanu peaxyuu npu nayueHmu, 1eKy8aHu ¢ Memo3010MUO

C HeusBecTHaA YecToTa! JlekapcTBeHa peakiys ¢ CO3MHOPUITHS U CHCTEMHHU
cumnromu (DRESS)

Hapyumenusi Ha MyCKYJ/JIHO-CKeJIeTHATA CHCTEMA U CheIMHUTEJHATA ThKaH

YecTu: Mpuonarus, MycKyJHa cnabocT, apTpairus, 60JKa B
rpp0a, KOCTHO-MYCKYJIHA 0OJTKA, MUAJITHS

Hapymenus Ha 0b0peunTe M NMKOYHUTE MbTUIIIA

Yectu: ITonakuypus, ”HKOHTUHEHIUS HA YpUHA

Heuectu: Huzypust

Hapyulel{ml Ha BbB3NPOU3BOAMUTEIHATA CUCTEMA U I'bpAaTa

Heuecrtu: Barunanen kpbBOU3IUB, MEHOPArus, aMeHOpes,
BarvMHMT, OOJIKA B TBPANTE, IMIIOTEHTHOCT

OO0y HapymeHus: M e)eKTH HA MACTOTO HA MPUIOKEHUe

MHoro uectu: Ymopa

Yectu: [loBumena remmeparypa, TpUIIONO00HN CHMITTOMH,
aCTeHUS, Hepa3MoJIoKeHNe, 00JIKa, OTOK, TIepudepeH
0TOK'

Heuecru: 3agpnbouaBane Ha 3a00JSIBAHETO, TPBITKU, OTOK Ha
JINLETO, IPOMSIHA B IIBETA HA €3UKa, )KaXK]1a, HApYLICHHUE
Ha 3p0uTe

H3caensanus

Yectu: IToBMIIABAHE HA YEPHOAPOOHUTE CH3UMI, TOHMKEHO
TErJ10, HOBHUIIEHO TETJI0

Heuectn: [loBumena rama-rimytamuntpancepasa

HapansiBanusi, oTpaBsiHMS ¥ YCJ0KHEHHs, Bb3HUKHAJIN B Pe3yJITaT HA HHTEPBEeHLUH

Yectu: Pagnannonso premz[aHek

 BirouBa (papuHIHT, Ha30(hapUHTUT, CTPENITOKOKOB (hapUHTHT

® BKIII04Ba TaCTPOEHTEPHUT, BUPYCEH FACTPOSHTEPHT

¢ BKIroyBa KYIIMHIOMIEH Xa0UTyc, CHHAPOM Ha Kymmur

¢ Bkimousa HeBpoNaTHs, NIepu(epHA HeBPOIATHS, OIMHEBPOIATHS, MepU(pEPHA CEH30PHA
HEBpOMAaTHsl, HepuQepHa ABUraTeIHa HEBPOIIATHS

¢ BKIrouBa HapyLIEHO 3pEHKE, HAPYIIEHHS HA OUHMTE

f Bxmousa riryxoTa, IByCTpaHHa TIIyXO0Ta, HEBPOCEH30PHA TTyX0Ta, €IHOCTPAHHA ITyX0Ta
9 BkirouBa 00JIKa B yXOTO, JUCKOM(POPT B yXOTO

" BrirouBa 6o1ka B KopeMa, GOJIKH B JI0JTHATA YacT Ha KOPeMa, GOJIKM B TOPHATA YacT Ha KOPeMa,
KOpeMeH JTUCKOM(pOPT

' BiiouBa nepugepeH oTok, nepudepHo MoIyBaHe

J BKI10uBa MOBHIIIEHH TI0Ka3aTe Iy HA YePHOAPOOHATA (hyHKIIUSA, HOBUIIEHA
alaHMHAMHHOTpaHc(hepasa, MOBHIIICHA acapTaT aMUHOTpaHcdepasa, MOBUIlIaBaHE HA
YEPHOAPOOHUTE CH3UMHU

* BKImouBa paMalMOHHO yBPEXK/IaHe, PaIHAllMOHHO YBPEXKIaHE HA KOKATA

" BrirouBa ciryuan ¢ daTaneH n3xos

HOGO@I/ICZZHOCWZL{MMDCZH szmud)opmeu 21U001aCoM

Jlabopamopnu pezynmamu

HaGmonaBana e Muenocyrpecus (HEYyTpONICHHS U TPOMOOIIUTOIICHHS ), KOSITO € JI0300TpaHryaBalara
TOKCHUYHOCT TPH MOBEYETO [TUTOCTATHIIN, BKIFOUUTENHO 1 TMZ. Ilpu ananuza Ha mabopaTopHUTE
OTKJIOHCHHUS U HEXEITAHUTE CHOUTHSI P KOMOMHUPAHO JICUECHUE U TIPU MOHOTEPAITHS € YCTaHOBEHO,
4e HeyTporneHut oT 3 1 4 creneH ca HaOmogaBanu npu 8% oT nauueHTuTe. TpoMOOLIUTONICHNH OT 3 1
4 crenieH ca HabmogaBanu npu 14% ot narpieHTUTe, Mory4dasanm TMZ.
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Peyuousupaw unu npocpecupaiy MaiucHen 2auom

Jlabopamopnu pezyimamu

Tpombonuronenns ot 3 wiu 4 CTETIeH M HEYTPOTICHHUS ca Ha0IIto1aBaHu ChOTBETHO mpH 19% u 17%
OT MalUCHTUTEC JICKYBAaHU 3a MAJIUTHCH T'JIMOM. Te ca JOBECJIN JO XOCIIMTAJIN3al s I/I/I/IJ'II/I IMPEKHCBAHE
Ha JieueHueTo ¢ TMZ cvoTtBeTHO 1ipu 8% u 4% ot naruenTuTe. MUENIOCYIIpecusTa ¢ mpeiBuIuMa
(0OMKHOBEHO TIPE3 ITBPBUTE HAKOJIKO IIUKBIIA, C MAKCUMYM MeX 1y feH 21 u gen 28), kato
BBH3CTAHOBSIBAHETO € ObP30, OOMKHOBEHO 3a 1-2 ceqmuii. Hsama naHHu 3a KyMyJaTHBHA
muenocymnpecus. TpoMOOIUTOIEHUATA MOXKE JIa IOBUIIIA PUCKA OT KPHBOU3IIMBY, a HEYTPOIICHUSITA
WM JICBKOTICHUSATA MOTAT Ja MOBUIIAT PUCKA OT MH(EKITHH.

Ilon

[Ipu HampaBeH momynanuoHeH (apMaKOKHHETHYEH aHalTu3 Ha TAHHUTE OT KIMHIUYHU U3NUTBAHHA, Ca
o0Opabotenu gannuTe Ha 101 xenu u 169 Mbke, MPU KOUTO ca U3BECTHU HAH-HUCKUTE CTOWHOCTH Ha
HeyTpoduuTe, KakTo U faHHuTe Ha 110 xeHu u 174 MbKe, IPU KOUTO Ca U3BECTHU HAW-HUCKUTE
CTOWHOCTH Ha TpoMOonuThTe. YecToTara Ha HEYTPOIICHHTA OT 4 cTerneH (abcomoTeH HeyTpodrieH
6poit < 0,5 x 10%1), ChOTBETHO IPH KEHH M MBXKe [0 BpeMe Ha MbPBHs IUKEI ¢ 12% cpemty 5%, a Ha
TpomGonuTonenusTa ot 4 crenen (< 20 X 10%1), chotBeTHO 9% cpemty 3%. Criopen naHHuTE 32 400
MAIMEeHTH C PEIUINB Ha MAJTUTHEH TJIFOM, 110 BpeMe Ha ITbPBHsI UK HEYTPOIICHHUS OT 4 CTETeH €
pas3BuTa pu 8% ot xeHnte cperry 4% oT MBXKeTe, a TPOMOOIUTONIeHHS OT 4 cTerneH npu 8% ot
eHute cpeuty 3% oT Mbxere. B poyuBaHe npu 288 manueHTH ¢ HOBOAMATHOCTUIIMPAH
MyITHGOPMEH IHO0TACTOM, IO BpeMe Ha IIbPBUS IIUKBII OT JICUSHUETO HEYTPOTICHHUS OT 4 CTEIeH e
paszButa pu 3% ot xenunte cperry 0% ot MBKeTe, a TpoMOoIUTONeHHs OT 4 crerneH mpu 1% ot
xenute cpenty 0% oT MBxerTe.

[lenmnarpryna nomyianus

TMZ 3a nepopajiHo IpUIIOKEHHE € OWII TPOyYBaH MPH MeAnaTpUIHH MalueHTH (Bb3pacT 3-

18 roguHm) ¢ penuauBHpAIL TJIMOM Ha MO3BYHHMS CTBOJI MITM PELUIUBUPAILL] BUCOKOCTEIICHEH
acTPOLUTOM, IIPU CXeMa Ha IIPUJIaraHe BEIHBK JHEBHO B IPOABDKCHHUE HA 5 IHHU, HAa BCEKH 28 IHHU.
Borpeku ue fjaHHUTE ca OTPaHUYEHHU, IOHOCHMOCTTA TPH JIella Ce 0YaKBa J1a € CPaBHUMA C Ta3H KaKTo
IpH Bb3pacTHUTE. bezonacHocrta Ha TMZ nipu fenia Ha Bb3pacT MoJ 3 TOAMHU HE € yCTaHOBEHA.

Cro0II1aBaHe Ha MOJI03UPAHU HEWKEIAHH PEAKIIUH

Cro0IaBaHeTo Ha MOJI03MPAHN HEeXENIaHH PEaKIUK ClIe]] pa3peliaBaHe 3a ynorpeda Ha JIeKapCTBEHUS
MPOAYKT € BakHO. TOBa MO3BOJIsABA 1a TPOIBIKYA HAOIIOACHUETO HAa ChOTHOIICHUETO T0J13a/PHUCK 3a
JeKapCTBEHUs MPOAYKT. OT MEMIIMHCKHUTE CIICIHATICTH CE H3MCKBA J]a ChOOIIABAT BCSIKA
M0JI03MPaHa HeXeNlaHa peakiysl Ype3 HalMOHAIHA CUCTEMa 32 ChOOIaBaHe, IIOCOYCHA B

Ipunoxenue V.

4.9 Ilpeno3mpane

[Ipu manueHTH KIUHUYHO ca oneHsiBaHu 103u oT 500, 750, 1 000 u 1 250 mg/m? (o01ma mo3a 3a 5-
JTHEBEeH IUKBI). Jlo3aorpaHnyaBaiaTa TOKCHYHOCT € XeMaTOJIOTUYHATA TOKCHYHOCT U 32 TaKaBa ce
CHOOIIaBa IPH BCEKH JI030B PEKHM, HO TIPH MTO-BUCOKH JIO3M CE OYaKBa JIa € Mo-Texka. EauH oT
MaIUEHTUTE € mpren cBpbxa03a oT 10 000 mg (ob1ma q03a 3a eAMHUYCH S-THEBEH ITUKBI) U
HEXKEJIAaHUTE PEaKIliH, 32 KOUTO € ChOOIIEHO Ca MaHIIUTOIICHUS, TUPEKCHSI, MHOTOOpPTraHHa
HEJ0CTaTHYHOCT U cMBPT. CHoOIIaBa ce 3a MaIrieHTH IPUeMalTd IPEemopbhUBaHaTa 103a B
MPOIBIDKEHNE HA TIOBeUe OT 5 aaM (10 64 THU), KaTO CHOOIICHUTE CTPAHUYHHA CHOUTHS BKITIOUBAT
KOCTHO-MO3bYHA CynpecHs ¢ win 0e3 HH(EKIHs, B HAKOU CIydYau TEXKKa M MPOTPaxUpaHa, u J0Beja
JI0 cMBPT. B ciyuait Ha peno3upaHe € HEOOXOAMMO J1a Ce HaIllPaBH OIICHKA Ha XeMaTOJIOTUIHUS
cratyc. [Ipu Hy»K1a TpsOBa a ce OCUTYPH HOIBPIKAIIIO JICUECHHUE.
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5. ®APMAKOJIOT'MYHU CBOMCTBA
51 ®@apmakoguHAMHYHM CBOJiCcTBA

dapmakoTepaneBTHUHA rpyna: AHTUHEOIUIACTUYHU CPEACTBA, APYTH AJTKHINPAILU CPEIICTBA,
ATC xoxn: LO1AX03

MexaHus3sM Ha JEHUCTHHE

Temo3070MU € TpHUaseH, KoiTo npu ¢pu3noiaorndno pH nperbpnsBa 66p30 XUMUYHO MPEBPHIIAHE B
AaKTHBHOTO ChEIMHEHNE MOHOMETII TpuazeHoumuaa3on kapookcamug (MTIC). Cmsra ce, ue
nuToTOKCHYHOCTTa Ha MTIC ce Ib/KK MpeMMHO Ha AJKMINPAHeTo Ha ryaHuHa Ha Macto O° ¢
JOMBITHATENHO aNKuIkpane Ha MacTo N'. CmsTa ce, e B MOCTEBAIIOTO PA3BUTHE HA IIHTOTOKCHYHH
JIe3nH y4yacTBa 1 abepeHTHO penapupaHe Ha METHIIOBaTa Ipyra.

Knnangna CghI/IKaCHOCT u 0e30macHOCT

HO@O&M(IZHOCWZMUMDGH MVﬂmud)ODMeH 21U001aCcmoMm

06110 573 manueHTH ca paHAOMHU3HUpaHu Ja noiydasat win TMZ + JIT (n=287) unu camo JIT
(n=286). Ilatmenture B rpynara Ha TMZ ¢ JIT ca noxyuaBanu enHoBpemenHo TMZ (75 mg/m?)
BEIHBK JHEBHO, KaTo ca 3amo4Bajiy B IbpBus AeH Ha JIT u ca mpoabikaBaiy 10 NOCIEIHNS ACH Ha
JIT B npogpmxenue Ha 42 muu (ipu MakcuMaiieH nepuon 49 aau). Cieq ToBa ca MpeMUHABAIH Ha
moHotepanust ¢ TMZ (150 — 200 mg/m?) ot 1 10 5 AeH Ha BCekH 28-THEBEH UKBI IPH MAKCUMYM 6
[UKbJIa, KATO MOHOTEpanuATa € 3ano4sana 4 ceamuiy cieq kpast Ha JIT. [lanpenTuTe OT KOHTpOIHATA
rpyma ca moay4aBanu camo JIT. IIpodunakTika Ha ITHEBMOLIMCTHA TTHEBMOHKSA Pneumocystis jirovecii
(PCP) e neobxonuma 1o Bpeme Ha JIT, kakTo 1 mpu KOMOMHUPAHOTO JeueHue ¢ TMZ.

TMZ e npunarad KaTto aAl0BaHTHA Tepalus [0 BpeMe Ha Nepuoia Ha npocienssane npu 161
nanueHTu ot 282-ta (57%) B rpynara noxy4asana camo JIT, u npu 62-ma nanuentu ot 277-te (22%)
B rpynara noaydasana TMZ u JIT.

ITo oTHOMMIEHME Ha 0OIIAaTa IPEKNUBsIieMOCT, koehurneHThT Ha puck (HR) e 1,59 (HR 1,33 — 1,91 npum
95% CI) ¢ log-rank p < 0,0001 B moJi3a Ha rpymnata nony4asaia TMZ. O4yakBaHaTa 2 roIuIIIHA
npexuBseMoct (26% cpernry 10%) e no-Bucoka 3a rpynara noiyyaBaia TMZ u JIT. [loGaBsiHeTo Ha
TMZ xbm JIT, nocneasana ot MoHoTepanus ¢ TMZ nipu JJe4eHUEeTO Ha MalUeHTH C
HOBOJUArHOCTULIMPAH MYJ'ITI/I(bOpMeH I‘J'II/IO6J'IaCTOM, BOJH A0 CTaTUCTHYCCKU 3HAYNMO ITIOBUIIIaBaHEC
Ha o6mmara npexussemocT (OS) B cpaBHeHHE cbe camocTosTenHa JIT (Purypa 1).

Irtert to trest nony nawda; O0Wws Npe#Kie ASMoCT
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Pe3ynratuTe OT M3NUTBAHETO HE CE OTHACAT A0 MallMEHTHUTE B Joulo cberosiaue (PS=2 mo ckanarta Ha
C30, n=70), kpaeTo 00IIaTa IPEKUBIEMOCT H BPEMETO 10 MIPOTPECHUS ca CXOTHH U B IBETE IPYIIH.
Bce nak, u3rnexna, 4ye u B Ta3u TpyIa NalMeHTH HsIMa HeONpaBAaHO BUCOKH PHCKOBE.

Peyuousupan unu npozpecupauy MaiucHer 2uom

JanHuTe 3a KIMHUYHATA €PUKACHOCT MIPH NMANKUEHTH ¢ MyITH(GOpMEH ruobiacToM (ckana Ha
Karnofsky [KPS] > 70), perauBupait wid mporpecupart cie/ orepanns 1 TbYeTeparus ca Bb3
OCHOBA Ha JIBE KIIMHUYHU U3MUTBAHUA ¢ niepopaiieH TMZ. ETHOTO € HeKOHTPOJIMPaHO H3MUTBaHE PU
138 mammentu (29% oT TAX ca Mody4aBaiy NpeAllecTBAIlA XUMUOTEpanus), a ApyroTo —
PaHIOMH3UPAHO, AKTHBHO-KOHTPOJIMPaHO m3nuTBaHe ¢ TMZ cripsiMo mmpokap6a3uH mpu oomo 225
narueHTH (67% OT TAX ca MoTydyaBajd MpeIIecTBala XUMHIOTEPas C HUITPO30yPEHHHU TIpemapaTH).
W nipu aBeTe n3nuTBaHUS MEPBUYHATA KpalfHa TOYKa € CBOOOIHATA OT MPOTPECHs PEKUBSIEMOCT,
omnpenaenena upe3 SAIMP wiu HeBposoru4Ho BiionaBade. [Ipy HEKOHTPOJIUPAHOTO UNUTBAHE,
CBOOOTHATA OT MPOTPECHsI MPEKUBIEMOCT Ha 6-Tus Mecer] € 19%, cpeaHara npoabIKUTETHOCT Ha
npexuBsieMoctTa 0e3 mporpecus € 2,1 Mecela, a cpeiHaTa 001Ia npexxussieMoct 5,4 mecena.
Crenenra Ha o6exTuBHO noiusiBane (ORR) mo mpernenka cnex AMP e 8%.

B panaoMu3MpaHOTO aKTMBHO KOHTPOJIHMPAHO U3IUTBAHE, IPEKHUBSIEMOCTTa Oe3 Mporpecus Ha 6-THs
Mecel € 3HAUUTENIHO M0-BUCcoKa B rpynata ¢ TMZ, B cpaBHeHHe ¢ Tpynara ¢ npokap6asus (21%
cpemry 8%, croTBeTHO X1 KBazapar p = 0,008), mpu cpenHa IpoIBIKUTETHOCT Ha CBOOOAHATA OT
nporpecus npexupseMoct chorBetHo 2,89 u 1,88 mecena (log-rank p = 0,0063). Cpeanara
MPEXKUBIEMOCT € ChOTBETHO 7,34 1 5,66 Mecena 3a TMZ u npokap6asun (log-rank p = 0,33).
IIpoueHTHT Ha )KUBUTE Ha 6-THS Mecell MaIMEHTH € 3HAUUTEIIHO MO-BUCOK B TpyIiara jJekyBaHa ¢ TMZ
(60%) B cpaBHEHHE C TpyIaTa JIeKyBaHa ¢ mpokap6a3uH (44%) (xu xBampat p = 0,019). Ilpu
NanyeHTH TONYY/WIN TpeAlecTBala XUMHOTEpaIus, € oT4eTeH onaronpusted edekt npu te3u ¢ KPS
> 80.

JlaHHHTE 3a BpEMETO JI0 BJIOILIABAHE HA HEBPOJOTUYHHUS CTaTyC, 1aBaT IpeaAuMcTBO Ha TMZ nipen
MpoKapOa3mH, KAKTO ¥ JAHHUTE 32 BPEMETO JI0 BIIONIaBaHe Ha OOMIOTO ChCTOSTHUE (IOHMKABaHE Ha
KPS non 70 wim mormkaBaneTo My ¢ mone 30 Toukn) CpenHaTa MpOoabHKATEITHOCT Ha ITepHoIa 10
TIpOrpecHs IPH Te3u 1enu € mo-abisr ¢ 0,7 1o 2,1 mecena B rpynara jiekyBaHa ¢ TMZ, OTKOJIKOTO B
rpymara jgekyBana ¢ npokapbasun (log-rank p =< 0,01 mo 0,03).

Peuudueunam ananjiacmuvderH acmpoyunom

B MHOTOIIEHTPOBO MpOCTIEKTHBHO M3NHTBaHe (ha3a I, 3a orleHka Ha 6e30macHOCTTa U e(pUKacHOCTTa
Ha niepopanaug TMZ 3a jedeHrie Ha alMeHTH C IbPBH PENUINB Ha aHATUTACTHYEH aCTPOIIUTOM,
npexxuBsieMocTTa 0e3 mporpecus Ha 6-us mecen € 46%. Meananata Ha TPOABIDKUTENHOCTTA HA
pexXuBsieMocT 6e3 mporpecus e 5,4 mecena. CpenHaTa o01a npexxussieMocT e 14,6 mecera.
[IporeHTHT Ha OTTOBOPMIIM Ha JISYEHNUETO MAIIMEeHTH, MPETIeHEH NpHY IeHTpaiHaTa 00paboTka Ha
pesynrature e 35% (13 meaHu peMucuu U 43 YaCTUYHU PEMHUCHHN) 32 MAIUESHTUTE, TTOJICKAIN Ha
neuenue n=162. [Ipu 43 naruienT ¢ choOIIeHO 3a cTadmwiu3upane Ha Oonectta. [llectmeceunara
MIPEeKUBSAEMOCT O€3 MPOsBa HA CHMITTOMH, 33 TIAIIMEHTUTE MTOIJI0KEHH Ha JiedeHue e 44% mpu
MeanaHa Ha MPEeXUBIAEMOCT 0e3 MposiBa Ha CUMIITOMH 4,6 Mecela, KOeTO € CXOJHO C pe3yJITaTUTE 3a
NpeXUBIEMOCT cBOOOIHA OT mporpecust. [Ipu nauneHTHTe, Ha KOUTO € HANPaBeHO XMCTOJIOTUYHO
u3ciellBaHe, pe3yNITaTUTe 3a e()UKACHOCTTA ca CXOAHH. [locTUTaHeTO Ha pEHTTeHOJIOTHYHO-00CKTHBEH
OTTOBOP WJIH MTOJIBPKAHETO HAa CBOOOJIEH OT MPOTPECHS KHUBOT € CBHP3aHO ChC 3aM1a3eHO HITH
MOI00PEHO Ka4eCTBO HA KUBOT.

IlenuarpuaHa momyJsiamus

TMZ 3a nepopaaHo IPUIOKESHUE € POYYBAH MPH MEAUATPUYHY MalueHTH (Bh3pacT 3 — 18 roquHu) ¢
peUUANBUPALL TJIMOM Ha MO3bUYHUS CTBOJI WM PELUIUBUPALI BUCOKOCTEIIEHEH aCTPOLUTOM, IIPU
CcXeMa Ha MpuJjiaraHe BeJIHbXX JHEBHO B MPOIbIDKEHUE HA S5 THU, Ha Bceku 28 aHU. [ToHOCMMOCTTa KbM
TMZ e cpaBHUMA C Ta3U IIPU Bb3PACTHU NTALIUEHTH.
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5.2 d@apmakoKHHETHYHHU CBOHCTBA

TMZ ce xuapoau3upa CIOHTaHHO MPU (GU3HOJIOTHYHO PH, ThpBOHAYAIHO 10 aKTUBHUS METa0OMHT, 3-
MeTwI-(Tpraszen-1-mn) nmunazon-4-kapookcamua (MTIC). MTIC ce xuaponu3upa CHOHTaHHO A0 5-
aMHHO-uMHa3071-4-kapookcamug (AIC), u3BecTeH MEXIMHEH NMPOAYKT B OMOCHHTE3a HA IIyPUHH U
HYKJIEHMHOBH KHCEIIMHY U 10 METHIXUIPA3HH, KOUTO CE€ CUNTA 33 AKTUBHOTO AJIKWIJIAPALIO
crenuHenne. Llurorokcnunocrra Ha MTIC ce otnaBa npenn Bcuuko Ha ankuinpade Ha JJTHK
npexumuo Ha O° u N’ Msacto na ryannna. Excrniosumusara sa MTIC u AIC choTBeTcTBa
npudmmsuTenHo Ha 2,4% u Ha 23% ot AUC na TMZ. In vivo ti» nHa MTIC e momobeH Ha To3u Ha
TMZ, 1,8 gaca.

AOcopbuus

Crenn mepopaiTHO NPUIIOKESHHE TIPU Bh3pacTHU NanueHTu, TMZ ce abcopOupa Obp30, KaTO MUKOBUTE
KOHIICHTPAIIMH CE TOCTUTAT Hal-paHo 20 MUHYTH cies npuiarane (cpexno mexay 0,5 u 1,5 gaca).
CieJ1 mepopatHO MpHIokeHue Ha Mapkupas ¢ “*C TMZ, cpennarta ekckperms ¢ derneca Ha **C B
MPOIBIDKEHNE HA 7 qHU ciien puema e 6mna 0,8%, koeTo o3HadaBa mbiaHa abcopOmus.

Pasnpenenenue

TMZ ce cBbp3Ba cnabo ¢ nporennuTte (10-20%), mopagu KoeTo He ce OYaKBa Jja B3aMMOJEHCTBA C
BEILIECTBA, CBBP3BAILH CE C IPOTCHHUTE BbB BUCOKA CTETICH.

WscnenBanus ¢ mo3utpoH-emucuonen Tomorpad (PET) mpu xopa, KakTo U NpeIKINHIYHHU TaHHU ca
nokazanu, ue TMZ npeMrHaBa JIeCHO TIpe3 KpbBHO-MO3bUHATA Oapuepa U ce OTKPHBA B
nepedpocnmaaHaTa TeqHocT (LICT). [IporukBanero B LICT e mOTBBpACHO IIPH SAUH MAITACHT.
buonanmanoctra Ha TMZ B LICT mpernienena cniopen AUC, e npubnuzutento 30% ot Ta3u B
TU1a3MaTa, KOeTO ChbOTBETCTBA C JAHHUTE MIPH )KUBOTHHU.

EnumuHupane

[1na3MeHUAT TOMyKHUBOT (t1/2) € mpubaM3uTenHo 1,8 yaca. ['maBHMAT BT 3a enuMuHuMpane Ha C e
0p0peunmsT. Cnen nepopaiHo npuioxerne okoio 5 1o 10% ot go3ara ce n3mpUBa HEMPOMEHEHA B
ypHHaTa B IPOBIDKEHNE Ha 24 yaca, a OCTaThKBT C€ eKCKPETHpa KaTo TEMO30JI0MHU0BA KUCEINHA, 5-
amMuHOMMUAa30-4-kapookcamu (AIC) nim HenaeHTUPHULIUPAHH TOTSPHI METaOOHUTH.

[ToBuIaBaHeTo Ha MIa3MeHaTa KOHIICHTPAIIH € 0303aBUCHUMO. [11a3MeHUAT KIUPBHHC, 00eMbT Ha
pas3npeacnieHue U I1a3MEHUAT MOIYKUBOT HE 3aBUCST OT J103aTa.

Crenuaniy noIyJanun

[MomynarMoHHUAT aHATM3 Ha (hapMakokrHeTHKaTa Ha TMZ moka3Ba, 4e Tia3MeHHSIT KIUPBHC Ha
TMZ He 3aBUCH OT BB3pacTTa, Ob0peuHarTa (YHKIHS WU TIOTIOHOMYIIIeHeTo. B oTnemHo
(hapMaKOKMHETHYHO NPOYyYBaHe, TNIa3MeHHUTE (papMaKOKMHETUYHH MPO(UIN Ha TTALIMEHTH C JIEKO JI0
YMEpEHO YepHOAPOOHO YBPEkKAaHE Ca CXOJHHM C T€3H, HAOII0AaBaHH MpY OOJHU ¢ HOpMaJTHa
yepHOAPOOHa (PYHKIIHS.

[Ipu nequarpuunu nanuentd AUC e mo-rojisma B CpaBHEHUE C Bb3PACTHH; BBIIPEKH TOBA
MaKkcHUMaJHaTa Tonepupana no3a (MTD) u 3a nena, u 3a Be3pactau € 1 000 mg/m? Ha KB,

5.3 IlpeakIMHUYHM JaHHU 32 §€30MACHOCT

IIpoyuBaHus Ha TOKCHYHOCTTA IPH KypC OT eAuH (5-IHEeBEH NpueM, 23-THeBHA 1may3a), 3 U 6 MHUKbIIa
ca MPOBEXKJAHM ITPH IUTHXOBE U KyueTa. ToOKCHUHUTE e()eKTU ca OCHOBHO BBPXY KOCTHHUS MO3BK,
TUMQPOPETUKYIapHATa CUCTEMA, TECTUCUTE, XPAaHOCMUJIATCITHHS TPAKT, & TIPU MO-BUCOKH JT03U
neranau 32 60% mo 100% oT mIbX0BeTe U KyderaTa, € HaOJIro/1aBaHa U JIereHepalns Ha peTHHATA.
IToBeueTo yBpekIaHus, ¢ M3KIIIOUCHHUE HA TE3U Ha MBKKATA TI0JI0BA CHCTEMA U JICTCHEpaIusaTa Ha
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petuHata ca oopaTumu. Bee mak, moHeke 03UTe, BOACIIH JI0 JISTCHEPAllns Ha pETHHATA Ca OT
NopsITbKa Ha JISTaHATA 1033, KAKTO ¥ Mopaau GakTa, uye Mpy KJIMHUYHU MPOYYBaAHHS HE ca
HaO0JIr01aBaHy TOJ0OHU HeXenaHu e(hEeKTH, 3a Ta3u MPOsSBa Ha TOKCUIHOCT CE CMSTa, U HE €
KJIMHAYHO 3HAYHUMa.

TMZ ¢ eMOpHOTOKCHYEH, TEPATOTEHEH U TEHOTOKCHYCH aKuiupai arear. TMZ e 1mo-CHirHo
TOKCHYEH 3a TUIBXOBE U KydeTa, OTKOJIKOTO 3a X0pa, U TepaleBTHYHATa 103a ce AoOImKaBa 10
MUHHUMaJTHATA JIeTaTHa /1032 3a IThXOBE U Ky4uera. J[0303aBucHMaTa JICBKOIIEHUS U TPOMOOITUTOIICHUS
M3TIIeXK/Ia € YyBCTBUTEJIEH IMOKa3aTel 3a TOKCHYHOCTTa. [Ipu KypcoBe OoT 6 MKbJIa MpH ILTBXOBE ca
HaOJII0[aBaHK TOJIsIM OpOi HEOIUTa3MHM, BKIIOYMTEIHO KapIIMHOM Ha I'bpJ/iaTa, KepaTOKaHTOM Ha
KOara, 0a301IeNTyJIapeH KapI[HOM, JIOKATO MPU KydeTa He € HaOJIk0/1aBaHO Pa3BUTUE HA TYMOPHU U
npekanieposu. M3riexma, 4e IurbX0BeTe ca 0COOCHO YyBCTBUTEIHH KbM KaHIIEPOTeHHUTE epeKkTH Ha
TMZ, kaTo npu TAX TyMOPH 3aIl04BaT Jja Bb3HUKBAT B pAMKHUTE Ha 3 Mecella OT HayajloTo Ha
nedeHneto. To3u JaTeHTeH Mepruo1 € MHOTO KPaThK AOPH 32 AJIKWIIMPAII] areHT.

TecThT 32 XpoMO30MHH abepanuu Ha EfiMc ChC caMOHENa ¥ TECTHT 32 XPOMO30MHH abeparini B
YOBEUIKH JIUM(POLIUTH OT IeprdepHa KPbB NMOKa3BaT MyTarcHeH e(ekT.

6. OAPMAIIEBTUYHU JAHHHAU
6.1 Cnucbk Ha NIOMOIIHHUTE BELIECTBA

Kancynno cvovporcumo

JIAKTO3a

HATPUEB HUILIECTCH [NIMKOJIAT THIT A
CHJIUIIMEB JUOKCHI, KOJOUIEH 0€3B0/IeH
BHHEHA KHCEIUHA

CTEapHHOBA KHCEINHA

Cwvcmas Ha kancyrama
JKeJaTHH
tutanoB auokcun (E 171)

Temoszonomua Teva 5 mg TBBpAM KaIICYJIU

Ileuamno macmuno

IesiaK

HPOIMIICHTITHKOIT

tutanoB auokcun (E 171)

KBIIT )Kene3eH okcun (E 172)

unauro kapmus (E 132) anymuHnes nax

Temozonomua Teva 20 mg TBEpAU KAIICYIN

Ileuamno macmuno

TIesuIaK

MPOTHICHTITHKOI

tutanoB auokcun (E 171)

cpHceT xkbaTo FCF anymunues nak (E 110)
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Temozonomua Teva 100 mg TBBEpAU KALICYIU

Ieuamno macmuno

IeJIIaK

MPOTHIICHTTHKOI

yepBeH xelne3eH okcup (E 172)
KbIIT )Kene3er okcun (E 172)
tutanoB auokcun (E 171)

Temozonomun Teva 140 mg TBBpAU KALICYIU

Ileuamno macmuno

IIeJUTaK

MIPOTTHIICHTITNKOIT

uaauro kapmud (E 132), amymuHmeB 1ak

Temozonomu Teva 180 mg TBBpAU KAIICYIH

Ieyamno macmuio

IIeIIaK

HPOIHICHITHKOI

4epBeH jxene3eH okcun (E 172)

Temozomomua Teva 250 mg TBBpAM KAIICYIU

lleuamno macmuno

IIeJITaK

uepeH xene3eH okeun (E 172)
TPOTUICHTITHKOI

amonmues xuapokcun (E 527)

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHoOCT

3 roguHU

6.4 CroemuajHu yCJOBHUSI HA ChbXpaHeHHUe
Jla ce cbxpaHsiBa B OpUTHHAIHATA OTAKOBKA.

[a He ce cpxpansBa Han 30 °C.
CrexpansBaiiTe OyTHiIKaTa IUTBTHO 3aTBOPEHA, 32 JIa Ce Mpeanasy OT Biara.
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6.5 Buau chabpKaHue HA ONMAKOBKATA

ByTtuika ot kadsBo CTHKIIO ¢ Os11a, 3alTUTEHA OT Jela MOJIUIPONMICHOBA Kaayka Ha BHHT C
WHIYKIMOHHO 3areyaTBane OT MOJUETHIICH, ChabpKama 5 uinu 20 Karcyiu.

He Bcuuku BUIOBE ONAaKOBKM MOXKeE Jja ObJaT IyCHATH Ha Ia3apa.

6.6 CneuuaJHu npeanasHu MepKH NPH U3XBbPJIsiHE U padoTa

Kamncynure He TpsiOBa aa ce oTBapsT. AKO HAKOA KallCyJia ce MOBPEAH, N30sATBaiiTe KOHTAKT Ha Ipaxa
C KOXara ¥ uraBuiuTe. [Ipy KOHTAaKT Ha KOXKaTa WK JuraBuiute ¢ Temo3onoMua Teva He3abaBHO
H3MUITE 3aCeTHAaTHs y4acTbK OOMIIHO C BOAA U CaIlyH.

[NanmenTure TpsiOBa na ObAAT CHBETBAHU J1a CHXPAHABAT KAICyJIUTE Ha MSICTO JlaJIed OT MOTJieia u
Jocera Ha Jiena, 3a IpeAroYyrTane B 3akioueH mkad. CyyaifHOTO MOTTbIIAHE OT AeLa MOXe /1
MIPUYUHU CMBPT.

Hewusnon3BaHusT JeKapcTBEH NPOAYKT WK OTMAaIbYHUTE MAaTEPHaIl OT HETO TPsIOBa Ja C€ U3XBBPIIAT
B CHOTBETCTBHE C MECTHUTE N3UCKBAHMU.

7. NPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Teva B.V.

Swensweg 5

2031 GA Haarlem

Hunepnannus

8. HOMEPA HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/09/606/001-012

9. JATA HA ITbPBO PAZPEINABAHE/IIOJJHOBABAHE HA PASPELIEHUETO 3A

YIHOTPEBA
Jara Ha mbpBO pa3peliaBaHe: 28 sayapu 2010 1.
JlaTa Ha IIOCIEIHO IIOJHOBSIBAHE: 26 aBryct 2014 r.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[Honpo6Ha nH(bOpMaIUs 3a TO3M JIEKAPCTBEH MPOIYKT € pe/jocTaBeHa Ha yeOcaiita Ha EBporetickara
areHIys 1o Jiekapcraara http://www.ema.europa.eu
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INPHUJIOKEHHUE 11
MNPOU3BOJUTEJI(M), OTTOBOPEH(HHN) 3A
OCBOBOXIABAHE HA ITAPTUIN
YCJIOBUSA NJIN OTPAHUYEHMUSA 3A TOCTABKA U
YIHOTPEBA

APYI'U YCJIOBUS U UBUCKBAHUSA HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJIOBUSA WJIK OT'PAHUYEHMUSA 3A BE3OITACHA U
EOEKTHUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. MPOU3BOJUTEJI(M), OTTOBOPEH(HU) 3A OCBOBOK/IABAHE HA IIAPTUIU

Hme m afpec HA NPOU3BOJMTENS, OTTOBOPEH 3a 0CBOOOK/IaBaHE HA MAPTHAUTE

NerPharMa S.r.l.
Viale Pasteur, 10
20014 Nerviano (MI)
Hranmus

Haupt Pharma Amareg GmbH
Donaustaufer Strafe 378
93055 Regensburg

TI'epmanust

IleyaTHaTa TMCTOBKA 3a MAIlMEHTA Ha JIEKAPCTBEHUS MIPOAYKT TPAOBa /1a ChIbpKa UMETO U aJipeca Ha
NPOHU3BOAMTEIS, OTTOBOPEH 32 OCBOOOXKIABAHETO Ha CHOTBETHATA APTHIA.

b. YCJOBUA WIN OTPAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUAT MPOIYKT CE OTITyCKa IO OIpaHWICHO JeKapcKo nmpeanucanue (Bx. [Ipmroxenue I:
Kpatka xapakTepucTika Ha MpOAyKTa, ToUKa 4.2).

B. JPYI' YCJIOBUSA U N3NCKBAHUS HA PASBPEHIEHUETO 3A YIIOTPEBA

. IepuoguyHu aKkTyaausupanu aokiaaau 3a oezonacuoct (ITAIB)

KbM MOMeHTa Ha M31aBaHe Ha pa3pelIeHneTo 3a ynorpeda He ce n3nuckpa nojaaBane Ha [TA/JIb 3a To3u
JIEKapCTBEH MPOIYyKT. IIpuTexaTesT Ha pa3pelieHneTo 3a yrmorpeda, odade, TpsoOBa xa nmogasa I[TA/lb
32 TO3M JIGKAPCTBEH MPOAYKT, aKO NPOAYKTHT € BKIIOYEH B CHHCBKA C pedepeHTHHTE AaTH Ha
EBpomneiickus cpio3 (EURD cnucek), npensunen B ui. 1078, an. 7 or Hupekrusa 2001/83/EO un
IMyOJINKYBaH Ha €BPOTICHCKUS yeOImopTal 3a JeKapcTRa.

. YCJI0BUSA WJIN OT'PAHUYEHUS 110 OTHOIHNEHU3A E HA BE3OITACHATA U
E®UKACHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT

o Ilaan 3a ynpaBaenue Ha pucka (ITYP)

Henpunoxumo.
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IMPUJIOKEHME 111

JAHHU BBPXY OITAKOBKATA U JIMCTOBKATA
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A.  JAHHMU BBPXY OIIAKOBKATA
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JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUA CbABPKALIA EJHA BYTHJIKA OT 5 WIH 20 TBbPIU
KAIICYJIM TEMO30JIOMU/ TEVA 5 mg

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Temoszonomug Teva 5 mg TBEpAU KamcCyu
TEMO30JIOMU

2. OBSIBSABAHE HA AKTUBHOTO BEHIECTBO

Bcsika TBBpAa Kancysna chabpika S mg TeMO30JI0MU

3. CIIMCBK HA IOMOIIIHUTE BEHIECTBA

Chpabpika JaKTo3a. 3a JOMBIHUTEIIHA HH()OPMAITHS BHXKTE JTNCTOBKATA.

4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

5 TBBPAU Karcyiu
20 TBBpAU KamCyIH

5. HAYUH HA ITPUJIATAHE U ITbTUIIIA HA BBbBEX/IAHE

[Ipenu ynorpeda npodereTe IUCTOBKATA.
[IepopanHo mpunoxenue

6. CIIEHUAJIHO NPEAYIIPEXKJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSIEBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT HHOTJIEJA U TOCET'A HA JIELIA

Jla ce cpxpaHsBa Ha MSACTO, HEOCTBITHO 32 JIella, 32 MPEANoYnTaHe B 3aKiroueH mkad. CioyyaitHoTO
MOTITBINIAHE OT JIETIa MOKE J1a TIPUIHUHU CMBPT.

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

IuToTOKCHYEH.
He otBapsiite, He yyneTe U He ABBYETE KAICYJIUTE, IPETTBTHETE I'M LIEIH. AKO HIKOS KarcyJia ce
MOBpEN, N30SATBANTE KOHTAKT HA Mpaxa ¢ Ko)KaTa, OUUTE U HOCA.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'ogen no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

[a ce chxpaHsiBa B OpUTHHAJIHATA OMIAKOBKA.
Ha e ce cexpansBa Hax 30 °C.
CrexpansBaiiTe OyTHiIKaTa IUTBTHO 3aTBOPEHA, 32 JIa Ce Mpeasy OT Biara.

10. CHEINUAJIHU ITPEAIIASHU MEPKU INPU U3XBBPJIISTHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

Heusnon3panusr JICKAPCTBCH MPOAYKT WJIN OTHHAABYHU MATCPHUAIIU OT HCTO Tpr6Ba Ja CC U3XBBPJIIAT B
CBHOTBCTCTBUC C MCCTHUTC N3NCKBAHUA

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

TevaB.V.
Swensweg 5
2031GA Haarlem
Hunepnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/09/606/001 5 kamcyJu
EU/1/09/606/002 20 kamncymnu

13. TIAPTHJIEH HOMEP

ITapTunen Ne

14, HAYMH HA OTIIYCKAHE

JlexapcTBEHUAT NPOLYKT C€ OTIIyCKa IO JIEKAPCKO MpeIIUCaHue.

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MHOOPMAILIMSI HA BPAIJIOBA A3BYKA

Temozonmomug Teva 5 mg

‘ 17.  YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKOJ]

JBym3mepeH 0apKo.I C BKIFOUEH YHUKAJICH UACHTU(DHUKATOD
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18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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SN
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JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUA CbABPKALIA EJHA BYTHJIKA OT 5 WIH 20 TBbPIU
KAIICYJIM TEMO30JIOMUJ] TEVA 20 mg

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Temozonomua Teva 20 mg TBBpAN KaNCyIu
TEMO30JIOMHU]]

2. OBSIBSABAHE HA AKTUBHOTO BEIIECTBO

Bcsika TBBpAa Kancyna chabpka 20 mg TeMO30JI0MU/I.

3. CIIMCBK HA IOMOIIIHUTE BEHIECTBA

Cwaspika jgaxkTos3a u cbHeeT xbaro FCF (E110). 3a momrsnauTenHa HHGOpMAIHS BHKTE JTHCTOBKATA.

4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

5 TBBPAU Karcyiu
20 TBBpAU KamCyIH

5. HAYUH HA ITPUJIATAHE U ITbTUIIIA HA BBbBEX/IAHE

[Ipenu ynorpeda npodereTe IUCTOBKATA.
[IepopanHo mpunoxenue

6. CIIEHUAJIHO HPEAYIIPEXJIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPSIEBA
JA CE CbXPAHSBA HA MSICTO JAJIEY OT IOI'VIEJJA U JOCETI'A HA IELIA

Jla ce cpxpaHsBa Ha MSCTO, HEOCTHITHO 32 JIella, 32 MPEANoYnTaHe B 3aKiroueH mkad. CiayyaitHoTO
MOTITBINIAHE OT JIETIa MOKE J1a TIPUIHUHU CMBPT.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJINUMO

IuToTOKCHYEH.
He otBapsiite, He yyneTe U He ABBYETE KAICYJIUTE, IPETIIBTHETE I'M LIEeIH. AKO HIKOA KarcyJlia ce
MOBpEN, N30SATBANTE KOHTAKT HA Mpaxa ¢ Ko)KaTa, OUUTE U HOCA.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'ogen no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

[a ce chxpaHsiBa B OpUTHHAJIHATA OMIAKOBKA.
Ha me ce cexpansBa Hax 30 °C.
CoxpansBaiiTe OyTHiIKaTa IUTBTHO 3aTBOPEHA, 32 JIa Ce Mpena3y OT Biara.

10. CHEINUAJIHU ITPEAIIASHU MEPKU INPU U3XBBPJIISTHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

Heusnon3panusr JICKAPCTBCH MPOAYKT WJIN OTHHAABUYHU MATCPUAIIU OT HCTO Tpﬁ6Ba Ja €€ U3XBBPJIAT B
CBHOTBCTCTBUC C MCCTHUTC N3NCKBAHUA

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

Teva B.V.
Swensweg 5
2031GA Haarlem

Hunepnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/09/606/003 5 karmcyJiu
EU/1/09/606/004 20 kamncymnu

13. TAPTHJAEH HOMEP

ITapTugen Ne

14. HAYMUH HA OTIIYCKAHE

.HGKapCTBCHI/IHT MOPOAYKT CC OTITYCKa IO JICKAPCKO NPCANNCaHUC.

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Temozonomun Teva 20 mg

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

JBynamepeH 0apKoJ ¢ BKIIOUEH YHUKAICH UACHTH(DHUKATOP
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18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUA CbABPKALIA EJHA BYTHJIKA OT 5 WIH 20 TBbPIU
KAIICYJIM TEMO30JIOMU/] TEVA 100 mg

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Temozonomua Teva 100 mg TBbpAM Karcynu
TEMO30JIOMHU]]

2. OBSIBSABAHE HA AKTUBHOTO BEHIECTBO

Bcska tBppaa kancyina chabpxka 100 mg reMozonomMu

3. CIIMCBK HA IOMOIIIHUTE BEHIECTBA

Chpabpika JaKTo3a. 3a JOIMBIHUTEIIHA HH()OPMAITHSI BHXKTE JINCTOBKATA.

4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

5 TBBPAU Karcyiu
20 TBBpAU KamCyIH

5. HAYUH HA ITPUJIATAHE U ITbTUIIIA HA BBbBEX/IAHE

IIpenu ynorpeda npodereTe IUCTOBKATA.
[IepopanHo mpunoxenue

6. CIIEHUAJIHO HPEAYIIPEXJIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPSIEBA
JA CE CbXPAHSBA HA MSICTO JAJIEY OT IOI'VIEJJA U JOCETI'A HA IELIA

Jla ce cpxpaHsBa Ha MSACTO, HEOCTBITHO 32 JIella, 32 MPEANoYnTaHe B 3aKiroueH mkad. CioyyaitHoTO
MOTITBIIIAHE OT JIeTIa MOYKE J1a IPUIHUHU CMBPT.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJINUMO

IuToTOKCHYEH.
He otBapsiite, He yyneTe U He ABBYETE KAICYJIUTE, IPETTBTHETE I'M LIEIH. AKO HIKOS KarcyJia ce
MOBpEN, N30SATBANTE KOHTAKT HA Mpaxa ¢ Ko)KaTa, OUUTE U HOCA.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'ogen no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

[a ce chxpaHsiBa B OpUTHHAJIHATA OMIAKOBKA.
Ha e ce cexpansBa Hax 30 °C.
CoxpansBaiiTe OyTHiIKaTa IUTBTHO 3aTBOPEHA, 32 JIa Ce Mpena3y OT Biara.

10. CHEIUAJIHU ITPEAIIASHU MEPKU INPU U3XBBPJIISSHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

Heusnon3panusr JICKAPCTBCH MPOAYKT WJIN OTHHAABYHU MATCPHUAIIU OT HCTO Tpr6Ba Ja CC U3XBBPJIIAT B
CBHOTBCTCTBUC C MCCTHUTC N3NCKBAHUA

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

TevaB.V.
Swensweg 5
2031GA Haarlem
Hunepnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/09/606/005 5 karmcyJu
EU/1/09/606/006 20 xancynu

13. TAPTHJAEH HOMEP

ITapTugen Ne

14. HAYUH HA OTIITYCKAHE

.HGKapCTBCHI/IHT MOPOAYKT CC OTITYCKa IO JICKAPCKO NPCANNCaHUC.

‘ 15. YKA3AHWUJ 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Temozomomun Teva 100 mg

‘ 17.  YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/]

JBynamepeH 0apKoJ ¢ BKIIOUSH YHUKAICH UIACHTU(GUKATOP
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18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUA CbABPKALIA EJHA BYTHJIKA OT 5 WIH 20 TBbPIU
KAIICYJIM TEMO30JIOMU/] TEVA 140 mg

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Temozonomun Teva 140 mg TBBbpAM Karcynu
TEMO30JIOMHU]]

2. OBSIBSABAHE HA AKTUBHOTO BEHIECTBO

Bcska TBppaa kancyna chabpxka 140 mg TeMozomomMu

3. CIIMCBK HA IOMOIIIHUTE BEHIECTBA

Chpabpika JaKTo3a. 3a JOIMBIHUTEIIHA HH()OPMAITHSI BHXKTE JINCTOBKATA.

4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

5 TBBPAU Karcyiu
20 TBBpAU KamCyIH

5. HAYUH HA ITPUJIATAHE U ITbTUIIIA HA BBbBEX/IAHE

[Ipenu ynorpeda npoyereTe IMCTOBKATA
[IepopanHo mpunoxenue

6. CIIEHUAJIHO HPEAYIIPEXJIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPSIEBA
JA CE CbXPAHSBA HA MSICTO JAJIEY OT IIOTIVIEJA U TOCEI'A HA JELA

Jla ce cpxpaHsBa Ha MSACTO, HEOCTBITHO 32 JIella, 32 MPEANoYnTaHe B 3aKiroueH mkad. CioyyaitHoTO
MOTITBINIAHE OT JIETIa MOKE J1a TIPUIHUHU CMBPT.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJINUMO

IuToTOKCHYEH.
He otBapsiite, He yyneTe U He ABBYETE KAICYJIUTE, IPETITbTHETE I'M LIEeIH. AKO HIKOS KalcyJia ce
MOBpEN, N30SATBANTE KOHTAKT HA Mpaxa ¢ Ko)KaTa, OUUTE U HOCA.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'ogen no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

[a ce cpxpaHsiBa B OpUTMHAIHATA OMAKOBKA.
Ha e ce cexpansBa Hax 30 °C.
CrexpansBaiiTe OyTHiIKaTa IUTBTHO 3aTBOPEHA, 32 JIa Ce Mpeasy OT Biara.

10. CHEINUAJIHU ITPEAIIASHU MEPKU INPU U3XBBPJIISTHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

Heusnon3panusr JICKAPCTBCH MPOAYKT WJIN OTHHAABYHU MATCPHUAIIU OT HCTO Tpr6Ba Ja CC U3XBBPJIIAT B
CBHOTBCTCTBUC C MCCTHUTC N3NCKBAHUA

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

TevaB.V.
Swensweg 5
2031GA Haarlem
Hunepnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/09/606/007 5 kamcyJu
EU/1/09/606/008 20 karncymnu

13. TIAPTHJIEH HOMEP

ITapTunen Ne

14, HAYMH HA OTIIYCKAHE

JlexapcTBEHUAT NPOLYKT CE OTIIyCKa IO JIEKAPCKO MPEAIICaHue.

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Temozonmomun Teva 140 mg

‘ 17. YHMKAJIEH W IEHTUO®UKATOP — IBYU3SMEPEH BAPKO/|

JByn3mepeH 0apKoJ ¢ BKIIOYECH YHUKAJIEH HICHTU(PHUKATOP
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JAHHHU, KOUTO TPABBA JJA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUA CbABPKALIA EJHA BYTHJIKA OT 5 WIH 20 TBbPIU
KAIICYJIM TEMO30JIOMU/] TEVA 180 mg

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Temozonomua Teva 180 mg TBBbpAM Karcynu
TEMO30JIOMHU]]

2. OBSIBSABAHE HA AKTUBHOTO BEHIECTBO

Bcska TBBpaa kancyina chabpxka 180 mg TeMo3010MuU/I.

3. CIIMCBK HA IOMOIIIHUTE BEHIECTBA

Chpabpika JaKTo3a. 3a JOIMBIHUTEIIHA HH()OPMAITHSI BHXKTE JINCTOBKATA.

4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

5 TBBPAU Karcyiu
20 TBBpAU KamCyIH

5. HAYUH HA ITPUJIATAHE U ITbTUILIA HA BBbBEX/IAHE

[Ipenu ynorpeda npoyereTe IMCTOBKATA
[IepopanHo mpunoxenue

6. CIIEHUAJIHO HPEAYIIPEXJIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPSIEBA
JA CE CbXPAHSBA HA MSICTO JAJIEY OT IOI'VIEJJA U JOCETI'A HA IELIA

Jla ce cpxpaHsBa Ha MSACTO, HEOCTBITHO 32 JIella, 32 MPEANoYnTaHe B 3aKkioueH mkad. CiaydaitHOTO
MOTITBIIIAHE OT JIETIa MOXKE JIa TIPUIHUHU CMBPT.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJINUMO

IuToTOKCHYEH.
He otBapsiite, He yyneTe U He ABBYETE KAICYJIUTE, IPETTBTHETE I'M LIEIH. AKO HIKOS KarcyJia ce
MOBpEN, N30SATBANTE KOHTAKT HA Mpaxa ¢ KO¥KaTa, OUYUTE U HOCA.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'ogen no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

[a ce chxpaHsiBa B OpUTHHAJIHATA OMIAKOBKA.
Ha me ce cexpanssa Hax 30 °C.
CexpansBaiiTe OyTHiIKaTa IUTBTHO 3aTBOPEHA, 32 JIa Ce Mpena3y OT Biara.

10. CHEINUAJIHU ITPEAIIASHU MEPKU INPU U3XBBPJIISTHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

Heusnon3panusr JICKAPCTBCH MPOAYKT WJIN OTHHAABYHU MATCPHUAIIU OT HCTO TpH6Ba Ja CC U3XBBPJIIAT B
CBOTBCTCTBUC C MCCTHUTC N3NCKBAHUA

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

Teva B.V.
Swensweg 5
2031GA Haarlem

Hunepnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/09/606/009 5 karmcyJu
EU/1/09/606/010 20 karncymnu

13. TAPTHJAEH HOMEP

ITapTugen Ne

14. HAYMUH HA OTIIYCKAHE

.HGKapCTBCHI/IHT MOPOAYKT CC OTITYCKa IO JICKAPCKO NPCANNCaHUC.

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Temo3zomomung Teva 180 mg

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

JBynamepeH 0apKoJ ¢ BKIIOYEH YHUKAICH UACHTHU(DUKATOP
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JAHHHU, KOUTO TPSABBA JIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUA CbABPKALIA EJHA BYTHJIKA OT 5 WIH 20 TBbPIU
KAIICYJIM TEMO30JIOMU/ TEVA 250 mg

1. HNME HA JIEKAPCTBEHMUSA ITPOAYKT

Temozonomua Teva 250 mg TBbpAM Karcyiu
TEMO30JIOMHU]]

2. OBSIBSABAHE HA AKTUBHOTO BEHIECTBO

Bcska TBBpAa kancyina chabpxka 250 mg TeMOo30JI0MU/T

3. CIIMCBK HA IOMOIIIHUTE BEHIECTBA

Chpabpika JaKTo3a. 3a JOIMBIHUTEIIHA HH(DOPMAITHSI BHXKTE JINCTOBKATA.

4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

5 TBBPAU Karcyiu
20 TBBpAU KamCyIH

5. HAYUH HA ITPUJIATAHE U ITbTUIIIA HA BBbBEX/IAHE

[Ipenu ynorpeda npodereTe IUCTOBKATA.
[IepopanHo mpunoxenue

6. CIIEHUAJIHO NPEAYIIPEXJIEHUE, YE JIEKAPCTBEHUAT INPOAYKT TPSIEBA
JA CE CbXPAHSBA HA MSICTO JAJIEY OT IOI'VIEJJA U JOCETI'A HA IELIA

Jla ce cpxpaHsBa Ha MSACTO, HEOCTBITHO 32 JIella, 32 MPEANoYnTaHe B 3aKiroueH mkad. CioyyaitHoTO
MOTITBINIAHE OT JIETIa MOKE J1a TIPUIHUHU CMBPT.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHUS, AKO E HEOBXOJINMO

IuToTOKCHYEH.
He otBapsiite, He yyneTe U He ABBYETE KAICYJIUTE, IPETTBTHETE I'M LIEIH. AKO HIKOS KarcyJia ce
MOBpEN, N30SATBANTE KOHTAKT HA Mpaxa ¢ Ko)KaTa, OUUTE U HOCA.

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'ogen no:
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‘ 9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

[a ce chxpaHsiBa B OpUTHHAJIHATA OMIAKOBKA.
Ha me ce cexpanssa Hax 30 °C.
CoxpansBaiiTe OyTHiIKaTa IUTBTHO 3aTBOPEHA, 32 JIa Ce Mpena3y OT Biara.

10. CHEINUAJIHU ITPEAIIASHU MEPKU INPU U3XBBPJIISTHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

Heusnon3panusr JICKAPCTBCH MPOAYKT WJIN OTHHAABYHU MATCPHUAIIU OT HCTO Tpr6Ba Ja CC U3XBBPJIIAT B
CBHOTBCTCTBUC C MCCTHUTC N3NCKBAHUA

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

TevaB.V.
Swensweg 5
2031GA Haarlem
Hunepnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/09/606/011 5 kamcyJu
EU/1/09/606/012 20 kamncymnu

13. TIAPTHJIEH HOMEP

ITapTunen Ne

14, HAYMH HA OTIIYCKAHE

JlexapcTBEHUAT NPOLYKT CE OTIIyCKa IO JIEKAPCKO MPEAIICaHue.

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Temozomomun Teva 250 mg

‘ 17. YHMKAJIEH W IEHTUO®UKATOP — IBYU3SMEPEH BAPKO/|

JByn3mepeH 0apKoJ ¢ BKIIOYECH YHUKAJIEH HICHTU(PHUKATOP
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18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MMUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EIMUHNYHU
II'bPBUYHU OITAKOBKH

ETUKET 3A BYTUJIKHN

1. HNME HA JIEKAPCTBEHMUS TPOAYKT U I'BTULIA HA BbBEK/IAHE

Temoszonomug Teva 5 mg TBEpAU KamcCyu
Temozonomun
IlepopanHo npusioxeHue

2. HAYUH HA ITPUJIATAHE

IIpenu ynorpeda npodereTe IUCTOBKATA.

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

4. IHAPTUJEH HOMEP

ITaptunen Ne

5. CbABPKXAHUE KATO MACA, OBEM NJIX EJIMHULIN

S TBBPAU KaAICyIn
20 TBBpAU KaICyIH

6. JIPYTO
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MMUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EUHUYHU
II'bPBUYHU OITAKOBKH

ETUKET 3A BYTUJIKHN

1. MME HA JIEKAPCTBEHUSA NTPOAYKT U ITBTUIIA HA BBBEX/IAHE

Temozomomua Teva 20 mg TBBPAM KaICyau
TEMO30JIOMU
ITepopanHo mpunoxeHue

2. HAYUH HA ITPUJIATAHE

[Ipenu ynoTtpeba mpoverere JIMCTOBKATA .

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

T'ogen no:

4. ITAPTUJAEH HOMEP

[Taptunen Ne

5. CBbABPKAHUE KATO MACA, OBEM WJIN EIMHULIN

5 TBBPIU KamCyiau
20 TBBpOY KaICyIH

| 6. JIPYTO
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MMUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EIMUHNYHU
II'bPBUYHU OITAKOBKH

ETUKET 3A BYTUJIKHN

1. MME HA JIEKAPCTBEHUSA NTPOAYKT U ITBTUIIA HA BBBEX/IAHE

Temozonmomu Teva 100 mg TBbpY Kamcyiu
TEMO30JIOMU
ITepopanHo mpunoxeHue

2. HAYUH HA ITPUJIATAHE

[Ipenu ynoTpeba mpoverere IMCTOBKATA.

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

T'ogen no:

4. ITAPTUJAEH HOMEP

[Taptunen Ne

5. CBbABPKAHUE KATO MACA, OBEM WJIN EIMHULIN

5 TBBPIU KamCyiau
20 TBBpOY KaICyIH

| 6. JIPYTO
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MMUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EIMUHNYHU
II'bPBUYHU OITAKOBKH

ETUKET 3A BYTUJIKHN

1. MME HA JIEKAPCTBEHUSA INTPOAYKT U ITBTUILA HA BBBEX/IAHE

Temozonmomug Teva 140 mg TBBpaU Karcyiu
TEMO30JIOMHU
ITepopanHo mpunoxeHue

2. HAYUH HA ITPUJIATAHE

[Ipenu ynoTpeba mpoverere IMCTOBKATA.

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

T'ogen no:

4. ITAPTUJAEH HOMEP

[Taptunen Ne

5. CBbABPKAHUE KATO MACA, OBEM WJIN EIMHULIN

5 TBBPIU KamCyiau
20 TBBpOY KaICyIH

| 6. JIPYTO
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MMUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EIMUHNYHU
II'bPBUYHU OITAKOBKH

ETUKET 3A BYTUJIKHN

1. MME HA JIEKAPCTBEHUSA NPOAYKT U ITBTUIIA HA BBBEXK/IAHE

Temozonmomu Teva 180 mg TBbpM Karcyiu
TEMO30JIOMU
ITepopanHo mpunoxeHue

2. HAYUH HA ITPUJIATAHE

[Ipenu ynoTpeba mpoverere IMCTOBKATA.

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

T'ogen no:

4. ITAPTUJAEH HOMEP

[Taptunen Ne

5. CBbABPKAHUE KATO MACA, OBEM WJIN EIMHULIN

5 TBBPIU KamCyiau
20 TBBpOY KaICyIH

| 6. JIPYTO
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MMUHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT MAJIKUTE EIMUHNYHU
II'bPBUYHU OITAKOBKH

ETUKET 3A BYTUJIKHN

1. MME HA JIEKAPCTBEHUSA NTPOAYKT U ITBTUIIA HA BBBEX/IAHE

Temo3zomomuz Teva 250 mg TP Karcyin
TEMO30JIOMHU]T
[TepopanHo npunoxeHue

2. HAYUH HA ITPUJIATAHE

[Ipenu ynoTpeba mpoverere IMCTOBKATA.

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

T'ogen no:

4. ITAPTUJAEH HOMEP

[Taptunen Ne

5. CBbABPKAHUE KATO MACA, OBEM WJIN EIMHULIN

5 TBBpAM Kancynu
20 TBBpOY KaICyIH

| 6. JIPYTO
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b. JUCTOBKA
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JIncroBka: Undopmanus 3a norpeduTesis

Temo3oaomug Teva 5 mg TBbpAM KancyJu
Temo3osomua Teva 20 mg TBLpAN KancyJIn
Temo3zoomua Teva 100 mg TBBpaAM Kancyu
Temo3oaomuja Teva 140 mg TBbpAU KaNCyJIH
Temo3zoa0mua Teva 180 mg TBLpAM Kancyau
Temo3osomua Teva 250 mg TBBpAU Kancyan

Temo3oj0Mu/ (temozolomide)

IMpoyeTeTe BHUMATEIHO ISJ1aTA JIUCTOBKA, MPEAH 1A 3aM0YHETE 1a MPUEMAaTe TOBA JIEKapCTBO,
Thil KaTo T ChABbPKA Ba:xkHa 3a Bac undopmanus.

3anaszere Ta3u JIUCTOBKA. MoOXe J1a ce HAIOXKH J1a 51 TPOUYETETE OTHOBO.

AKO uMare HIKaKBH JIOIBIHUTEIHA BBIPOCH, MonuTaiiTe Bamms nekap, GpapmaneBt nin
MEIHUIINHCKA CecTpa.

ToBa nekapcTBo € npennucaHo JudHo Ha Bac. He ro npeorcTbnBaiite Ha ipyru xopa. To Moxe
Ja UM HaBpE€au, HE3aBUCHUMO Y€ IMPU3HAIIUTE HA TAXHOTO 3a0oJsIBaHe ca ChIIUTEC KAKTO Bammwre.
AKO TIONTyYHTe HAKaKBH HEXEJIaHU JIEKAPCTBEHH PEaKIlny, yBenroMere Bamms nexap,
(I)apMaueBT WM MEAUITMHCKA CECTpa. ToBa BKkIIOYBA M BCHYKH BB3MOKHH HEXKEIIaHU peakoumn
HEOITMCAHM B Ta3M JHUCTOBKA. BukTe Touka 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKaA

I e

Kaxso npencraBnssa Temo3onomua Teva u 3a KakBO ce U3MOIA3BA
KaxkBo TpsiOBa ma 3HaeTe, npeau aa npuemMete Temozomomua Teva
Kaxk na npuemare Temoszonomun Teva

BBb3MOKHH HEXENAHU PEAKIIUU

Kak na cpxpansBate Temozonomun Teva

ChIbpkaHre HA OMMAKOBKATA M IOMIBIHATEITHA HHPOPMAIIHS

Kaxso npeacraBiasiBa Temo3os0mua Teva u 3a kKakBo ce U3M0JI3Ba

Temozomomu Teva cbabpKa JEKAPCTBO, HAPEUEHO TEMO30J0MU. ToBa JIEKapCTBO €
MIPOTHBOTYMOPHO.

Temozonomun Teva ce n3nonssa 3a JeyeHue Ha creuduuau GopMu Ha MO3BYHU TyMOPH:

IIpY BB3PACTHU C HOBOAMArHOCTHUIHPAH MyITH(OpMeH rianodiactoM. Temozonomun Teva ce
npuiIara OTHa4auIo B KoMOMHanus ¢ rpuerepanus (dpa3a Ha KOMOMHUPAHO JICYEHHE), CIe] KOETO
ce mpuJyara caMocTosTenHo (pa3a Ha MOHOTepanus);

NIpY Jiela Ha Bb3pacT 3 TOAWHM U MO-TOJIEMHU U MIPU BB3PACTHHU MALUEHTH C MAJIUTHEH TJTHOM,
HanpuMep MyaTu(opMeH rMo6IacTOM WK aHaIuIacTHYeH acTpouutoM. Temo3zonomun Teva ce
Tpujiara mpy Te3u TYMOPH, aK0 T€ Ce TIOSBAT OTHOBO WJIH CE BIIOIIAT CJIE] CTAHAAPTHO JICUCHHE.

KakBo TpsioBa 1a 3Haete npeau 1a npuemere Temo3zonomua Teva

He npuemaiite Temo3osomun Teva

aKo CTe aJePruuHu (CBPBXUYBCTBUTEIHN) KbM TEMO30JIOMH UJIM KbM HAKOS OT OCTAHAIIUTE
CBCTaBKH Ha TOBA JIEKapCTBO (M30pOoeHN B TOUKA 6);

aKo CTe MMM aJIepTUYHHU peaKkuy KbM AakapOa3uH (IPOTHBOPAKOBO JIEKAPCTBO HAPUUAHO
nonsikora DTIC). [Ipu3HanuTe Ha anepriuyHa peakius BKIIOYBAT yCelaHe 3a ChpOex, 3a1yxX
WIN XpUIITEHE, I0lyBaHE Ha JINIIETO, yCTHUTE, €3UKa WU I'bPJIOTO;

aKO HSKOM BUJIOBE KPHBHH KJIETKU Ca CHITHO HaMaJeH! (MUEIIOCYTIpecHs), HapuMep OposT Ha
OenuTe KpBBHH KIETKH WM Ha TpoMOouuTuTe. Te3u KpbBHU KIETKH ca BayKHH 3a 6opOa ¢
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I/IH(bCKL[I/II/ITe 1 3a HOpMAJIHO KPBBOCHCHUPBAHC. Bammsar JICKAp 1€ U3CjcaBa KpbBTa BI/I, 3a Ja Cc€
YBEpH, Y€ UMATC JOCTATBYHO OT TC3U KIJICTKH, IIPCAU Aa 3alIOYHCTC JICUCHHUCTO.

Mpenynpexaenus U Npeana3sHl MEPKH

I'oBopere ¢ Bamus nekap, papmaineBT wim MEAUIIMHCKA CECTpa MPpean Aa mprueMere TeMo30I0MHuT

Teva:

- ThH KaTo TPpsIOBa J1a ObjeTe HAOII0aBaHU BHUMATEIIHO 32 Pa3BUTHE Ha TeKKa (hopMa Ha
WHQEKIUS B TPBIHUS KOIII, HapeueHa maeBMoIcTHa mHeBMoHus (PCP). Ako cre
HOBOJMATrHOCTHIIMPAH MAaIUEHT (MyITH(GOPMEH TITHOOJIACTOM) MOXKE JIa TIPHEMATe
Temozonomuy Teva B mpoapipKkeHue Ha 42 THA B KOMOWHAITUS C JTbueTepanus. B TakbB cirydait
Bammst nekap e Bu npennuiiie u iekapcTBo, 4pe3 KOETO Jia ¢ MPE0TBPaTH TO3U BUT
naeBMoHus (PCP);

- aKo HSKOTa CTE MMM FJIM MOXe Jla mMate cera xenaTut B nudexknus. Tosa e, 3amoro
Temozonomua Teva Moke /1a 10Beie 10 aKTUBUPAaHE OTHOBO Ha XeNaTHUT B, koeTo B Hskou
cirydan Moke J1a € aranHo. [lanrenTuTe e Ob1aT BHUMATEIHO NPEriielaHn OT TEXHUS JIeKap
3a MpHU3HAIM Ha Ta3u WH()EKIHA, TIPEH J1a CE 3aIl0YHE JICYCHHETO;

- aKo MMaTe HHCHK Opoil Ha YepBEeHUTE KPHBHU KJIETKH (aHEMUs), OeNrTe KPhBHU KIETKH U
TPOMOOLUTHTE WU ITPOOJIEMHU C KPBBOCHCUPBAHETO MPEIH 3al0UBaHE Ha JICUSHUETO WU TH
MOJTyYUTE 110 BpEMe Ha JIeUeHUeTo. BamusT rekap Moxe Jja pelin Ja HaMald 103aTa, J1a
MPEKbCHE BPEMEHHO, Ja MPEeKPaTH Wi J1a IPOMEHH JIeueHHeTo. MoJe /1a ce HyKIaeTe ChII0
Taka oT JApyTo JieueHue. B HAKouU ciydan Moe J1a ce HaJI0XkH Jia ce CIpe JIEYCHUETO C
Temozonomua Teva. 3a npocneasiBaHe HA HEXKENAHNUTE peakiuu Ha Temozonomua Teva BbpXy
Bammre kpbhBHU KIIETKH, KpbBTa Bu 11e Ob/e n3cneaBana 4ecTo 1Mo BpeMe Ha JeUeHHETO;

- ThH KaTO MOYXeE JIa CT€ U3JIOKEHHM Ha MaJIbK PUCK OT IPYTH MPOMEHH B KPBBHHUTE KIIETKH,
BKITFOUUTEITHO JICBKEMHUS;

- aKo ce TMOSIBY Ta/ieHe (4yBCTBO 3a HEPA3IOJIOKEHUE B CTOMAxa) W/WJIH MOBPBIIaHe, KOUTO ca
MHOTO Y€CTH HEXeJaHu peaknuu Ha Temo3zomomua Teva (Bmkre Touka 4), Bammst nexkap Moxe
na Bu npeamnuiie nexkapcTBo (aHTHEMETHK), KOETO 1€ CIIOMOTHE J1a c€ PeJ0TBpaTH
MOBPBIIAHETO. AKO MOBPBIIATE YECTO MPEIU MK 10 BpeMe Ha JISYeHUETO, onuTaiTe Bamms
JIeKap Koe € Hali-y/1auHoTO BpeMe Ja nmpuemMare Temozonomua Teva, JoKaTo MOBPbHIIAHETO
0b/1e OBIaAgHO. AKO IOBBPHETE ClIe] KaTo cTe MpUENH J03aTa CH, He IpueMaiiTe BTopa 1032
1Ipe3 ChIINA JEH.

- aKo TOBHUIIINTE TEMIIEpaTypa WK pa3BUeTe CHMITOMU Ha HH(EKIHS, He3a0aBHO Ce CBBPIKETE C
Bamns nekap;

- aKo cTe Ha Bb3pacT HaJ 70 TOAWHH, MOXeE Ja CTe NO-TIOAAaTINBY KbM HH(EKLINH, N0sIBa Ha
CUHWHH TIPH JIEKH TPAaBMH U KbPBEHE;

- aKo MMaTe YepHOAPOOHN MK OBOpedHH pobIeMH, MOXKe Ia ce HaJlo)Ku Barmrara mo3a
Temozonomua Teva na Oblie KOpUTHpaHa.

Jlena v OHOILH
He naBaiiTe ToBa MekapcTBO Ha Jiella HA BB3PACT MO 3 TOJIMHU, 3alI0TO HE € mpoyuBaH. lma
OTPaHUYCHHU JJAHHU 3a MALMEHTH Ha BB3PACT HaJl 3 TOAMHU, KOUTO ca mpuemanu Temozonomus Teva.

Jpyru nexapcrBa u Temo3zomomup Teva
TpsOBa na xaxere Ha Bamus nexap winn papmaneBT, ako npuemMare, HACKOPO CTE MPUEMaH UITH €
BB3MOXKHO J1a IpUeMaTe Jpyry JeKapcTBa.

BpemennocT, KbpMeHe U pepTHINTET

AKo cTe OpeMeHHa, cMsTaTe, Ye MOKe Ja cTe OpeMEeHHa WM TUTaHUpaTe OpEMEHHOCT, TOChBETBANTE
ce ¢ Bamus nexap unu papmaneBT npeau ynorpedarta Ha ToBa JeKapcTBO. ToBa € He00X0IUMO,
3aI0To He TPAOBa aa ce nekyBaTe ¢ Temozonmomua Teva o Bpeme Ha OpeMEHHOCT, OCBEH aKo
u3puyHo He Bu e npeanucan ot Bamms nekap.

JKenure ¢ geTepo/ieH MOTEHIIMAI 10 BpeMe Ha JieueHue ¢ TemozosnoMui Teva u B IpoAbJDKEHHE Ha

noHe 6 Mecella clie/l MPUKIIIoUBaHe Ha JICYEHUETo, TPsIOBa /1a B3eMaT e(heKTHBHU KOHTPAICTITUBHH
MEPKH.
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Tps0Ba na mpeycTaHOBUTE KbPMEHETO, 0KaTO cTe Ha JieueHue ¢ Temoszonomup Teva.

DepTHIANTET MPUH MbIKe

Temozonomu Teva Moxe a MPUIMHU TpaiHo O6e3mnoue. [TalMeHTHTe OT MBXKKH OJ TpsiOBa /1a
U3M0J3BaT e(eKTHUBHA KOHTPAICTIIUS U J1a HE Ch3/1aBaT MOKOJICHUE B MPOIBKCHUE Ha TIOHE 3 Mecena
Clie/l cripaHe Ha jJedeHueTo. [IpernopbuBa ce ia TOThPCAT KOHCYATAIUS 32 KOHCEPBUPAHE Ha criepMa
HpeIy HAYaI0TO Ha JICUCHUETO.

Ilo¢gupane u padora ¢ MAIIUHA

Temozonmomu Teva moxke 1a Bu Hakapa a ce mouyBCTBaTe OTHaAHAIM WIK ChbHEHHU. B TakbB ciiyuaii
He mogupaiiTe 1 He U3MOJI3BaliTe KAKBATO U J1a € TEXHUKA WM MAIlHU, UM HE KapaiTe KoJjeJo,
JIoKaTo He pa3depere kak Bu Biusie ToBa iekapcTBO (BUXK Touka 4).

Temo3zoa0omua Teva cbabpaxa JaKkTo3a
Ako Bammsr nekap Bu e ka3ain, 4e umaTe HEMOHOCUMOCT KbM HSIKOHW 3aXapH, CBBPIKETE Ce C HeTO,
MpeNu J1a MPUEeMETe TO3H JIEKAPCTBEH MPOIYKT.

Temo3zomomup Teva cbabpaxa HaTpHit

ToBa nexapcTBO chabpka mo-mManko oT 1 mmol Hatpuii (23 mg) Ha Karcyna, T.e. MOXe /1a ce Kaxe, 4e
IIPaKTUYECKU HE ChIBPKA HATPUil.

Temo3zonomug Teva 20 Mg TBBpAM Kancyau cbabp:ka cbHeeT KbJATO FCF (E110),

ITomomHOTO BemecTBo chHCET X)BJITO FCF (E110), KOeTo € BKII0YeHO B ChCTaBa Ha KarlcyJiaTta Ha
Temo3zonomun Teva 20 mg TBBp/AU KarcyJid MOXKE J1a IPHYUHH AJIEPTHYHHA PEaKIIUH.

3. Kak na npuemare Temo3oomua Teva

Bunaru npuemaiite ToBa JIeKapCTBO TOYHO KakTo Bu e ka3an Bamusr nekap nim ¢papmaneBT. AKo He
CTe CUTYPHH B HEIOo, monuTaiTe Bamus ekap uinu GpapmarieBT.

I[OSI/IDOBKa W NPOABJIZKUTCIIHOCT HA JCYCHUCTO

Bamust nekap me onpenenu gosata Temozomomun Teva, kosTo TpsiOBa aa mpuemarte. Ts 3aBUCH OT
pbcTa U TenecHoTo Bu Terno, KakTo M OT TOBa Aajk UMAaTe peluIuBHpall TYMOP U JaJu cTe Ouiu Ha
XMUMHUOTEPAIHUS B MUHAJIOTO.

[penu w/unu ciex npuema Ha Temo3zonmomun Teva moxe na Bu Obaatr npeamnucanu ApyrH JIeKapcTBa
(anTHEMETHIIN), 32 /1a Ce U30ETHE WM MOTHCHE T'aJICHETO U MOBPBILAHETO.

Hayuenmu ¢ Hogoduasnocmuyupan myaimugopmen 21uobracmom:

AKO CT€ HOBOJJUArHOCTUIIUPAH MAIMEHT, JICYCHUETO I Ce MPOBeIe B ABe (asu:

- BPBO JICUCHHUE 3a€JHO ¢ IbueTepanus (pa3a Ha KOMOUHUPAHO JICUCHHE);

- MTOCJICTBAHO OT CaMOCTOSATETHO JiedeHue ¢ Temozonomun Teva (daza Ha MOHOTEpamus).

ITo Bpeme Ha (azaTa Ha KOMOMHMPaAHO NedeHue BamusT nekap me Bu naznauun 75 mg/m?
Temo3zonomun Teva (obuuaiina n1o3a). Bue me npuemare Ta3u 103a BCEKH JIeH B POABIDKCHUE HA

42 nuu (no 49 nHuM), B kKoMOMHAIWA ¢ puetepanus. Jlozata Temozomomua Teva Moxke Jla ce HaManu
WK JICYEHUETO J1a ObJIE CIIPSHO B 3aBUCHMOCT OT Oposi Ha KpbBHUTE B KIIETKH 1 OT TOBa Kak
HOHAacsTe JIedeHHeTo npe3 (azaTa Ha KOMOMHUPAHO JICUCHHE.

Cren xaTo NpUKIIIOYHM JIbUETEpanuATa, JeueHneTo Bu me 6bae cupsHo 3a 4 ceqmunu. Tosa e nazge
BB3MOKHOCT Ha opranusMa Bu na ce Bb3cTaHOBH.

Cren ToBa wie 3ano4se ¢a3aTa Ha MOHOTEpAIIusl.

ITo Bpeme Ha (hazaTa Ha MOHOTEpAIKUs, 103aTa U HAYMHBT, IO KOHTO npruemate Temozonomun Teva,
e ObaaT paznuunu. Bamusat nexap me Bu HasHauu Tounara 3a Bac mo3a. Morar nia ce nposenat 1o 6
nepro/ia Ha JieyeHue (MuKkbia). Becexu enun nponbmkasa 28 qau. [Ipes mepBute 5 muu (,,JHA HA
mpriaraie’) oT BCEKH UKD I MPUeMaTe caMo HoBaTta cH 103a Temozonomun Teva BeqHbxk
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nmHeBHO. [IbpBaTa no3a me oObae 150 mg/mz. Cnen ToBa B MpOABIDKEHUE HA 23 HU HSAMA J1a TIpUeMaTe
Temozonomug Teva. ToBa mpaBu HUKBA HA JICYCHUE C IPOIBIKUTEIHOCT 28 JHHU.

Crnen Jlen 28 mie 3amouHe cieABamusaT HIUKbI. OTHOBO 111e mpueMate Temo3zonomun Teva BeqHBK
JTHEBHO B TIPOIBDKEHUE HA 5 JTHU, MOCIeABaHU oT 23-1HeBHa nay3a 0e3 Temozomomun Teva. Bb3
OCHOBA Ha Oposi Ha KPHBHUTE BU KIETKU U OT TOBa KaK MOHACATE JEKapCTBOTO IO BpeMe Ha BCEKU
IIAKBI, Ho3ara Temo3omomua Teva Moxke aa Obae KOPUTHPAHA WM PUEMBT MYy J1a Ob1Ie BPEMEHHO
MPEyCTaHOBEH WM MIPEKPaATEH.

Hauueﬂmu C mymopu, Koumo ca ce nosiasuiu OmHoO60 uiu ca ce saowuiu (MaJlLlZHeH SAUOM, HaAnpumep
szmud)opMeH Zflu06flacm0ﬂ/l uiu aHanjiacmuy4eH acmpouumOM), JIEKYBAHU CAMO C T€M030Jl0Mu0
Teva:

TepaneBTUUHUAT HUKBJI ¢ TemozonoMu Teva mpoabixkasa 28 aHU.
Ile npuemate camo Temozomomu Teva BeAHBXK AHEBHO IO BpEME Ha MbpBUTE 5 HU. JIHEBHATa 103a
3aBHICH OT TOBA JJAJI CTE OMIIM Ha XUMHOTEPAITUs TIPEAr TOBa UK HE.

Axko nipenu ToBa He Bu e mpoBexaana xuMuoTepanus, mspsara Bu go3a Temozonomua Teva mie 6b1e
200 mg/m? BeHBXK THEBHO TIpe3 MbPBUTE 5 THH. AKO Mpeu ToBa Bu e MpoBexk1aHa XUMUOTEpanus,
nbpBata Bu no3a Temozonomun Teva me 6bae 150 Mg/m? BetHbk JHEBHO MPE3 IbPBUTE 5 JIHH.

e mocnensat 23 nuu 6e3 Temozonomua Teva. ToBa mpaBu UK Ha JISUEHUE C IPOIBIKUTEITHOCT
28 nHu.

Crnen Jlen 28 mie 3amoune cienamuat MUKbI. [lle npuemare otHOBO Temo3zomomua Teva BeTHBK
JTHEBHO B POABIDKEHUE HA 5 THH, TToceIBaHu OT 23-1HeBHa nay3a 6e3 Temozonomun Teva.

[Ipenu Bcexu HOB IMKBJI Ha JiedeHue e Bu Obae HanpaBeHO n3ciieqBaHe Ha KPbBTa, 3a Ja Ce
MIPOBEpH HEOOXOAMMOCTTA OT KOpUTHpaHe Ha jo3ata Temo3zonomuaTeva. Bs3 ocHOBa Ha pe3yaTaTuTe

OT KPBbBHUTC Bu H3CJICIBaHuI, Bammsar JICKap MOKE Ja KOpurrpa ao3ara Bu 3a cieaBamuysa HUKbBII.

Kak na npuemare Temosonomun Teva

Bsewmaiite npennucanara Bu no3a Temozomomun Teva BenHBX JTHEBHO, 32 MPEATIOYUTAHE 110 €THO U
CBIIIO BpeMe BCEKHU JCH.

Bsewmaiite karncynuTe Ha mpa3eH CTOMaxX; HAIPUMEp [TOHE EMH Yac Mpeau 3aKycka. ['piraiite
Karcyiara (KarncyiauTe) 1suia (menn) ¢ gama Boja. He oTBapsiiite, pa3TpolraBaiTe U He JbBUETE
KariCyJmTe. AKO HAKOS KaricyJia € moBp€acHa, n30sarBaliTe KOHTAKT Ha Impaxa € Koxara, O4YUuTEC UJIn
HOca. AKO 4acT OT Ipaxa CIyJaifHO NOMajHe B OUYUTE WIH Hoca By, U3IIIaKHETEe MACTOTO OOMITHO C
BOJIA.

B 3aBucuMOCT OT Ipeanucanara 103a, MOXKE /ia C€ HAJIO0XKH JIa B3eMaTe ToBeUe OT €/1Ha Karcyia
HaBEJHBXK, MMOHSIKOTA C PA3INYHO KOJIMYECTBO HA aKTUBHOTO BEIIECTBO B J030Ba €IUHUIIA
(cpappKaHMe HAa aKTHBHO BEIIECTBO, B mg). L[BeThT 1 MapkupoBKaTa Ha KarncyJjaTa ca pa3TudHd IpH
BCSIKO Pa3JIMYHO KOJUYECTBO HAa aKTUBHOTO BEIIECTBO B JI030Ba ¢IMHUIIA (BUXKTE TaOIUIATa M10-01y)

KonnuecTBo Ha aKTUBHOTO BEIIECTBO LBsT/MapKupoBKa
B JI030Ba €IMHUIIA

Temozomomun Teva 5 mg JIBE UBUIIUA CHC 3€JIEHO MACTHIIO
BBpXY KamadeTo u “T 5 mg” cbe
3€JIEHO MAaCTHJIO BBPXY TIIOTO

Temozonomun Teva 20 mg JBE UBULIU C OPAHKEBO MACTHUIIO
BBpXY Kamadeto 1 “T 20 mg” ¢
OpPaHXEBO MACTHIIO BBPXY TIOTO

Temozomomun Teva 100 mg JIBE€ UBULIU C PO30BO MAaCTHIIO BBPXY
kamagero u “T 100 mg” ¢ po3oBo
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MAaCTUWJIO BBPXY TAJIOTO

Temozonomun Teva 140 mg JIB€ UBUIIA CbC CHHHO MAacCTHJIO
BBpXy Kamaueto u “T 140 mg” cbe
CHUHBO MAaCTUJIO BBPXY TSIOTO

Temozonomun Teva 180 mg JIB€ UBUIIM C YEPBEHO MACTUIIO BHPXY
kamadeto u “T 180 mg” ¢ yepBeHO
MaCTHIIO BBPXY TSIJIOTO

Temozonomun Teva 250 mg JIBE UBHIIM C YEPHO MACTUJIO BBPXY
karadeto u “T 250 mg” ¢ yepHO
MAacTHJIO BBEPXY TSIIOTO

VYBepere ce, ye cTe pa3dpaiu MPaBUITHO U CTE 3AIIOMHUIIN CIICHOTO:

- TOYHO KOJIKO KallCyJiy TpsiOBa J1a MprueMaTe BCeKH eIVH JIeH OT THUTE Ha npuiarade. [lomonere
nekaps win GapmareBTa cu ga By 3anmie Opost Karcynu (BKIIOUHTEITHO U IBETA UM);

- Kou ca Bainrte 1HY Ha npusarase.

[Ipernexnaiite n03ara cu ¢ Barms nekap BCEKU IIbT, KOTATO 3alI04BATE HOB IUKBJI, Thil KATO TSI MOXKE

Jla € pa3inyHa OT Ta3H MO BpeMe Ha M IIeCTBAIINS ITUKBII.

Bunaru npuemaiite Temozonomun Teva TouHo kakTo Bu e kazan Bamuar nexkap. MHOro e BaxHo, 1a
ce KoHcynTupate ¢ Bammst nekap unu apMarieBT, ako He CTe CUTypHH B Hewlo. [lorpemaoTo
IIPHEMaHe Ha TOBA JIEKapCTBO MOXE Jla IMa CEpUO3HM MOCIIEACTBH 3a BameTo 3apase.

AKo cTe nmpueu noseye oT HeoOxoaumaTta 103a Temozoaomua Teva
Axo cirydaiiHO B3eMeTe noseue Karcyiau Temozonomus Teva, OTKOJIKOTO ca BU MPEIUCAHHU,
He3a0aBHO ce CBbpiKeTe ¢ Bamms nexap, GpapManeBT Wil MEITUIIMHCKA CeCTpa.

AKko cte nponycHaau aa npuemere Temozonomua Teva

[IpuemeTe nporycHarara Jio3a Bb3MOXKHO Hall-CKOPO MIPE3 ChIIUA JIeH. AKO JICHST € U3TEeKbI,
MOCHBETBAlTe ce ¢ nekaps cu. He B3emaiite 1BOIHA /1032, 3a Ja KOMIIEHCHpaTe MpoITycHaTaTa /103a,
OCBeH ako Bammst nekap He Bu nmocbBeTBa Taka.

AKO UMate HIKaKBH JOIBIHUTEIHN BBIIPOCH, CBBP3aHHU C yIoTpedaTa Ha TOBa JEKapCTBO, MOJIS
nonuTaiite Bamms nekap nnm papmanesT.

4, Bb3MOKHH HeXKeJTaHU peakuumn

KakTo Bcrukn JIEKapCTBa, TOBA JICKAPCTBO MOXKE J1a IPCAU3BHUKA HEXKCIIaHU pCaKIUHU, BBIIPEKH Y€ HE
BCCKHU I'l [1O0JTy4aBa.

Cabpxere ce He3a0aBHO ¢ Bamus siekap, ako pa3BueTe HAKOS OT CICAHUTE PEAKLIUU:
- TeXKa aJlepTUYHa peakus (CBPbXUyBCTBUTEIHOCT) — (KOIPHUBHA TPECKa, XPHUIIOBE MU IPYTH

npobJIeMu ¢ JUIIaHETO);
- HECTIUPAIIO KbPBEHE;
- I'bpUOBe (KOHBYJICHN);
- MOBHILIEHA TEMIIEPATYPA;
- BTPHCAHE;
- TEXKO I71aB000JINE, KOETO HE IPEMUHABA.

Jleuenuneto ¢ Temozonomua Teva Moske 1a 1oBee A0 HaMalIsiBaHe HA Opos Ha ONpeeNIeH! KPbBHU
kieTkd. ToBa Moe Jja € IpUYMHA 33 KbPBEHE, 1051Ba HA CHHUHM, aHEMUS! (HEIOCTUT HAa YEPBEHU
KPBBHH KJIETKH), TOBHUIIIEHA TEMIIEPATypa M OTCIA0CHU 3allIUTHU CHIIN CPEILy MH(EKIIH.
Hamansanero Ha Opost Ha KPBBHHUTE KJIETKH OOMKHOBEHO € KpaTKOTpaiHO. B HAKOM ciiydan To MOxe
Jia € IO-TIPOABJKUTEIHO U 1a I0BeJIE 10 Pa3BUTHE HA MHOT'O TEXXKU (OPMHU Ha aHEeMUs (AIUIACTUYHA
aHeMus). BamusT nexap e nposepsiBa peioBHO KpbBTa By 3a mpoMenu u 1ie pemasa gajiu €
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H606XOI[I/IMO CHC]_[I/I(bI/I‘{HO nedeHue. B Hakoun CJIydad MOXC 1a CC HAJIOXKU Ja C€ HaMaJIu J03aTa Ha
TGMOBOJ’IOMI/II[ Teva wnm ne4eHUETO Ja C€ MpCeKparTu.

Jdpyru cho0maBany HeKellaHU Peakuy ca H30pOeHH J0ITY:

MHoro yecT He:KeJIaHU peakuuu (Mo:xe Ja 3acerHar nosede ot 1 Ha 10 gymm) ca:

3ary0a Ha aneTHT, 3aTPYyHEH TOBOP, TI1aBO00IHE
MOBpPBIIAHE, TaJicHe, TUAPHUs, 3areK

00puB, KOcoman

yMopa

YecTu HexkeTaHU peakuuu (Moxke aa 3acernar 10 1 na 10 xymmu) ca:

nHDeKIMY, THPEKIUH Ha YCTHATa KyXHHA

HamalieH Opoii Ha KPBBHUTE KIIETKU (HEYTPOTCHHS, TUM(OTICHHS, TPOMOOIIUTOTICHHS)
aylepruyHa peakmus

MOBUIIICHA KPBBHA 3aXap

HapyIlIeHHe Ha TAMETTa, eTIPECHsl, TPEBOKHOCT, 00BbPKBaHE, HECTIOCOOHOCT 3a 3aCIHUBAHE U
HOIbPKaHEe Ha ChHS

HapyIlIeHa KOOPAWHALMS U PaBHOBECHE

3aTpyAHCHA KOHIIEHTpAIHs, TPOMEHH B IICHXUYHOTO CHCTOSHHUE MJIH BHUMAHUETO, JIECHO
3a0paBsiHe

3amMaiiBaHe, HapyllleHHEe Ha CEeTUBAaTa, yCelllaHe 3a U3TPhIIBaHe, TperepeHe, HeoOnvyaeH BKyC
YyacTHYHA 3ary0a Ha 3peHHeTO, HeSICHO BUXKIAaHe, TBOWHO BIXKIaHEe, OOJIKU B OUUTE
TIyXO0Ta, IIyM B YIIUTE, OOJIKA B yXOTO

o0Opa3yBaHe Ha ChbCUPEK B OeyuTe IPOOOBE MM KpaKaTa, IOBUIIICHO KPhBHO HAJISTAHE
TTHEBMOHHS, 33yX, OpPOHXHT, KallUTUI[A, BB3MAJICHUE HA CHHYCUTE

00JIKM B CTOMAaxa WM KOpeMa, pa3ipa3HeH CTOMAax/KUCEIMHH, 3aTPYAHEHO TPETThIaHe
cyxa Koxa, CbpOex

YBpEKAaHe Ha MYCKYJIUTE, MyCKYyJIHa CJIa00CT, OOJIKM B MYCKYJIUTE

00Ky B cTaBHUTE, OOJKA B I'bpOa

4eCTO ypUHUPAHE, 3aTPyIHEHO 33/IbpKaHe Ha ypHHATa

MOBHIIIEHA TEMIIEpaTypa, IPUIIONO00HN CHMIITOMH, OOJIKa, 9yBCTBO 33 HEPa3MOJI0KEeHHE,
NPOCTY/a W TPUI

3a[pBKKa Ha TEYHOCTH, OTHYaHe Ha KpaKaTa

MOBHIIIABaHE HA YEPHOPOOHUTE SH3UMU

3ary0a Ha TerJo, HaJJlaBaHe Ha TETJIo

paauaoOHHO YBpEXKIaHe

HeuecTn He:kenanu peakuuu (Mo:xe aa 3acernat A0 1 Ha 100 gymwu) ca:

MO3BYHHU HHPEKIHUA (XEPIIETHICH MCHHHTOCHIIC(AIHT), BKIIFOUUTEITHO CMBPTHH CITydan
paHeBU MHDEKIUU

HOBH WJIU PEaKTUBUPAHU (NOBTAPSIIN ce) MHOEKIUK, TPUINHEHN OT [IUTOMETAIOBUPYC
peakTuBUpaHu HHPEKIMH C BUpyca Ha XenatuT B

BTOPHYHH PAKOBH 3a00JSIBAHUS, BKIFOYUTEITHO JICBKEMUS

HaMaJjieH Opoil Ha KPBBHUTE KIICTKH (TTAHITUTOTICHISI, aHEMHSI, JICBKOIICHHS)

MOsIBa HAa YEPBEHH MOIKOXKHH MEeTHA

0e3BKyCeH quabeT (CHMITOMUTE BKJIIOYBAT OTICISHE HA FOISIMO KOJTMYECTBO YPHHA U YYBCTBO
Ha JKa)</1a), HICKO HMBO Ha KaJluii B KpbBTa

MTPOMEHU B HACTPOCHHUETO, XATIOIUHAIIMH

YacTHUYHA Mapain3a, IPOMsSHa Ha OOOHIHUETO

HapYIICH CIIyX, UHPEKIUSI Ha CPETHOTO YXO
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- nanmuTaiyu (CbprieOrueHe), TOILIH BhIHH

- MoyBaHe HA CTOMaxa, 3aTPyAHEHHUS B KOHTPOJIa Ha U3X0XKIaHETO, XEMOPOHIH, CyX0Ta B ycTara

- XETAaTHUT U yBPEXKIaHe Ha YepHUs APoO (BKIIOUUTEITHO YEPHOAPOOHA HETOCTATHYHOCT C
(haTaneH u3xom), XolecTasa, MOBUIIABaHE HA CTOWHOCTUTE HAa OMIIMPYyOHHA

- MOsIBa Ha MEXYPH TI0 TSUIOTO U B YCTATa, JIIOIIEIIa ce KOXKa, KOXKeH 00pHuB, 00JIe3HEHO
3auepBsSBaHE HA KOXKaTa, TeKbK OOPHB C OTHYAHE HAa KOXKaTa (BKIIFOUUTEITHO HA JITTAHUTE Ha
pBIIeTe ¥ Ha XOAMIIaTa)

- MOBUIIICHA YyBCTBUTEIHOCT KbM CIIHHUEBATA CBETINHA, YPTUKAPUS (KOTIPUBHA TPECKA),
MOBUIIIEHO MOTEHE, MPOMSIHA B IIBETA HA KOXKaTa

- 3aTpyJHEHO YpHUHHUpaHEe

- BarvHAJIHO KbPBEHE, BATMHAIHO JIpa3HEHe, JIMICa HA MEHCTPYAaIVsl iIX OOUITHA MEHCTpPYaIlus,
00JKa B TBPJUTE, UMIIOTEHTHOCT

- TperepeHe, OTOK Ha JIUIETOo, IPOMsIHA Ha [IBETa Ha €3HKa, )Kax/1a, PoOJIeMHu ChC 3b0UTE

- CyXOTa B OUUTE

Cpo0laBaHe HA HeKEJIAHU PpeaKkIuu

AKO TIOJTyuHuTe HIKAKBH HEXEJIaHU JICKAPCTBEHU PeaKIluy, yBeaoMere Bamums nekap, papManeBT uiu
MEIUITMHCKA cecTpa. ToBa BKIIIOUBAa BCHUKH BH3MOKHH, HEOTIMCAHH B Ta3H JINCTOBKA HEXEITAHH
peakiuu. MoeTe ChIIO Ja ChOOIIUTE HeXKEJIaHU PEaKIIuy TUPEKTHO Ype3 HallMOHATHATa CUCTEMa 33
choOIaBane, mocoueHa B [Ipmnoxkenue V. Kato cho0IaBaTe He)KENaHU PEeaKIUy, MOXKETE Ja JaieTe
CBOsI PUHOC 32 TIOJTy4YaBaHe Ha MoBede HH(OPMAIUs OTHOCHO 0€301TaCHOCTTa Ha TOBA JIEKAPCTRO.

5. Kak na coxpansiBate Temo3zonomun Teva

Jla ce chxpaHsiBa Ha MSCTO, HEJIOCTBITHO 3a JIella, 3a MPEANOoUnUTaHe B 3aKimtoueH mkad. CiayyaitHOTO
MOTJIBINAHE OT JIella MOXKE J1a MPUYUHU CMBPT.

He n3non3Baiite ToBa JIEKapCTBO CJIEA CPOKA HA TOJHOCT, OTOCIIA3aH BhPXY €TUKETa U KapTOHEHAaTa
omakoBka cuef ,,l'omex 10:”. CpoKbsT Ha TOJAHOCT OTTOBApS Ha MOCIEIHUS ACH OT TOCOUYCHHS MECEIl.

Ja ce cpxpaHsiBa B OpUTHHAJIHATA OIIAKOBKA.
[a He ce cexpansBa Han 30 °C.
CexpansBaiiTe OyTHiIKaTa ITHTHO 3aTBOPEHA, 32 J1a Ce Mpearnasy oT Bjara.

Axko 3abenexnTe KakBaTo U J1a € MPOMSIHA BB BHHIITHKS BUJI Ha KANCYJIUTE, MOJIS yBeaoMeTe Bamust
(bapmaresr.

He u3xBbpisiiTe nekapcTBaTa B KaHATU3ALMATA WM B KOHTEHHEPA 32 TOMAIIHU OTHAIbLIH.
[TonmTaiiTe Bammst ¢papmaneBT Kak 1a H3XBBPIIATE JIEKapCcTBaTa, KOUTO BeUe He U3Moi3Bare. Tesun
MEpKH III€ CIIOMOTHAT 3a Olla3BaHe Ha OKOJHATa Cpefa.

6. C’I)}I’I)p?l(aHI/le Ha OnNaKOBKaTa U JO0IIbJHHUTEC/IHA l/IH(l)OpMalII/lﬂ

Kakgo cbabp:ka Temozonomun Teva

AKTHBHOTO BEIIECTBO € TEMO30JIOMUI.

Temoszonomuo Teva 5 mg mevpou xancyau: Beska xarncyna chabppxka 5 Mg TEMO30JIOMUT.
Temoszonomuo Teva 20 mg mewvpou kancyau: Besika kancyna cbabppka 20 Mg TeMO30JIOMHUI.
Temozonomuo Teva 100 mg mewvpou kancyau: Beska karcyna ceabpxa 100 mg remo3omoMu.
Temoszonomuo Teva 140 mg mewvpou kancyau: Beska karcyna chabpka 140 mg TeMo30JI0MHI.
Temoszonomuo Teva 180 mg mewvpou kancyru: Beska karcyna chabpxka 180 mg TeMo30I0MHUI.
Temoszonomuo Teva 250 mg mevpou kancynu: Besika xancyna ceabpxka 250 mg TeMo3010MH.

55


https://www.ema.europa.eu/en/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx

Jpyrure cbcTaBKy ca:

KallCYJIHO CBhIBPKHIMO:

JIaKTO3a, CHINIIEB AUOKCHI, KOJIOHIEH Oe3BO/ICH, HATPUEB HUILIECTEH TIIMKOJIAT THIT A, BUHEHA
KHCEJMHA, CTeaPHHOBA KHcenrHa (BK Touka 2 “Temozomomun Teva chappika JakTo3a”).

ChCTaB Ha KamcyJsara:

Temozonomuo Teva 5 mg mevpou kancyau: (6KIOUUMENHO NEYAMHOMO MACMUN0): KeTaTHH, THTAHOB
muokenn (E 171), mennak, nponuieHraukol, naaurokapMu (E 132) anyMuHUEB J1ak, KBIT jKele3eH
oxcun (E 172).

Temosonomud Teva 20 mg mewvpou Kancyau: (6KIOUUMENHO NEYAMHOMO MACMUILO0): KETATHH,
tutanoB quokcu (E 171), mennak, npornuieHrmukon, cbHeeT %kbiato FCF anymunnes nak (E 110).
Temoszonomud Teva 100 mg mevpou kancynu: (6KIOYUMENTHO NEYAMHOMO MACMULO)  JKEIATHH,
tutanoB auokcun (E 171), gepsen xene3ed okcun (E 172), memnak, mpOMMISHTIIHNKOI U KBIT
xeneseH okeun (E 172).

Temozonomuo Teva 140 mg mevpoue kancynu: (6KAH0OUUMENHO HEYAMHOMO MACMULO): KEeTIaTHH,
tutanoB auokcun (E 171), memnak, mponwieHrikolr, naaurokapmut (E 132) amymuHues nak.
Temoszonomuo Teva 180 mg mevpou kancyau: (BKIOUUMETHO NEYAMHOMO MACMUIO): YKEIIATHH,
tutanoB quokcu (E 171), mennak, mponuiIeHIIMKOI, YepBeH kene3eH okcun (E 172).

Temoszonomuo Teva 250 mg mevpou Kancyau: (BKIOUUMETHO NeYAMHOMO MACMUIO): KEITaTHH,
tutanoB auokcuA (E 171), menmnak, mponwieHrauko, ueper xenezeH okcun (E 172), amonues
xuapokcun (E 527).

Kak usraexna Temo3osomun Teva n kKakBo ChAbpiKa ONMAKOBKATA

Temozonomuo Teva 5 mg mewvpou kancyiu AMaT MaTOBOOEIH TSIO M Karladye ¢ JIBE UBUIU ChC 3€JICHO
MacTHIIO BbpXY KamadeTo 1 “T 5 mg” cbc 3eTeH0 MacTUiIo BBPXY TSIOTO. Besika karcyna e ¢
IBIDKHHA OKOJIO 16 mm.

Temozonomuo Teva 20 mg mevpou kancyiu UMaT MATOBOOGIH TSJIO U Karayde C JIBe UBUIH C
OpaH)XeBO MacTWIO BbpXy Kamauero u “T 20 mg” ¢ opaHKeBO MacCTHIIO BEPXY TI0TO. Besika karcyna
€ ¢ IBpJDKMHA 0KoJio 18 mm.

Temozonomuo Teva 100 mg mewvpou kancyiu AMAT MaTOBOOCIIM TSJIO M Karaye ¢ JBE UBUIU C PO30BO
MacTwio Bepxy kamadeto ¥ “T 100 mg” ¢ po30Bo MacTuiio BbpXY TsU10TO. Beska kamncyna e ¢
IBIDKHHA 0K0JIo 19,5 mm.

Temoszonomuo Teva 140 mg mevpou kancyau AMAT MaTOBOOETTH TSUIIO U Karade ¢ IBE UBHUIH ChC CHHBO
MacTwio BbpXy KamadeTo u “T 140 mg” cbC CHHBO MACTHIIO BBPXY TSJIOTO. Besika kancyna e ¢
NBIDKAHA OKOJIO 22 mm.

Temoszonomuo Teva 180 mg mewvpou kancyniu vMaT MaTOBOOEIIH TSJIO M Karaye ¢ JBE MBHIIU C YSPBCHO
MacTwio Bbpxy KamadeTo 1 “T 180 mg” ¢ uepBeHO MacTWIIO BEPXY TSUIOTO. Besika xarcyna e ¢
IBIKUHA OKOJIO 22 mm.

Temozonomuo Teva 250 mg mewvpou kancyiu AMaT MaTOBOOEIHN TSUIO M Karade ¢ JABE WBUIIM C YEPHO
MacTHIIO BbpXy kKarnaueTo u “T 250 mg” ¢ uepHO MacTUIIO BBPXY TSUIOTO. Besika kancyna e ¢ IbKuHa
0KOJI0 22 mm.

TBBpANTE KAICyJIN Ce JOCTaBAT B OyTHIIKU OT Ka)BO CTHKIIO, ChABpKAImK 5 nin 20 Karcyiu.
He Bcrnukm BuoBe OnakoBKH MOXe Aa ObJaT MycHAaTH B poaaxoa.

IIpuTe:kaTes HA pa3pellIeHHETO 32 yNOTpeda

TevaB.V.

Swensweg 5

2031GA Haarlem
Hunepnangus
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ITpoussogure
NerPharMa S.r.l.
Viale Pasteur, 10

20014 Nerviano (MI)
Hranus

Haupt Pharma Amareg GmbH
Donaustaufer Strafe 378
93055 Regensburg

T'epmanus

OTHOCHO MH(pOPMAIIUS 3a TOBA JIEKAPCTBO, MOJISI OOBPHETE Ce KbM MECTHUS MPEJICTABUTEIN Ha
[Mputexarens Ha pa3penIeHUETO 3a yrnoTpeoda.

Belgié/Belgique/Belgien

Teva Pharma Belgium N.V./S.A./AG

Tél/Tel: +32 38207373

Buarapus
Tesa ®apma EAJL
Ten: +359 24899585

Ceska republika

Teva Pharmaceuticals CR, s.r.o.

Tel: +420 251007111

Danmark
Teva Denmark A/S
TIf: +45 44985511

Deutschland
TEVA GmbH
Tel: +49 73140208

Eesti

UAB Teva Baltics Eesti filiaal

Tel: +372 6610801

EA\rada
TEVA HELLAS AE.
TnA: +30 2118805000

Espafia
Teva Pharma, S.L.U.
Tel: +34 913873280

France
Teva Santé
Tél: +33 155917800

Hrvatska
Pliva Hrvatska d.o.o.
Tel: + 385 13720000

Lietuva
UAB Teva Baltics
Tel: +370 52660203

Luxembourg/Luxemburg

Teva Pharma Belgium N.V./S.A./AG
Belgique/Belgien

Tel/Tel: +32 38207373

Magyarorszag
Teva Gybgyszergyar Zrt.
Tel: +36 12886400

Malta

Teva Pharmaceuticals Ireland
L-Irlanda

Tel: +44 2075407117

Nederland
Teva Nederland B.V.
Tel: +31 8000228400

Norge
Teva Norway AS
TIf: +47 66775590

Osterreich
ratiopharm Arzneimittel Vertriebs-GmbH
Tel: +43 1970070

Polska
Teva Pharmaceuticals Polska Sp. z 0.0.
Tel: +48 223459300

Portugal

Teva Pharma - Produtos Farmacéuticos,
Lda.

Tel: +351 214767550

Romania

Teva Pharmaceuticals S.R.L.
Tel: +40 212306524
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Ireland
Teva Pharmaceuticals Ireland
Tel: +44 2075407117

island
Teva Pharma Iceland ehf.
Simi: +354 5503300

Italia
Teva ltalia S.r.1.
Tel: +39 028917981

Kvmpog
TEVA HELLAS AE.
EX\dda
TnA: +30 2118805000

Latvija
UAB Teva Baltics filiale Latvija
Tel: +371 67323666

Slovenija
Pliva Ljubljana d.o.o.
Tel: +386 15890390

Slovenska republika
TEVA Pharmaceuticals Slovakia s.r.o.
Tel: +421 257267911

Suomi/Finland
Teva Finland Oy
Puh/Tel: +358 201805900

Sverige
Teva Sweden AB
Tel: +46 42121100

United Kingdom (Northern Ireland)
Teva Pharmaceuticals Ireland

Ireland

Tel: +44 2075407117

I[aTa Ha MOCJECAHO MmpepasrjaekaaHeHa JUCTOBKaATa

JApyru u3roununu Ha uHpopmanus

[onpobua nnpopmanus 3a TO3M MPOAYKT € MpeocTaBeHa Ha yeOcaiita Ha EBpornieiickara areHIus 1mo
nexapcrsarta http://www.ema.europa.eu

58



	КРАТКА ХАРАКТЕРИСТИКА НА ПРОДУКТА
	A. ПРОИЗВОДИТЕЛ(И), ОТГОВОРЕН(НИ) ЗА ОСВОБОЖДАВАНЕ НА ПАРТИДИ
	Б. УСЛОВИЯ ИЛИ ОГРАНИЧЕНИЯ ЗА ДОСТАВКА И УПОТРЕБА
	В. ДРУГИ УСЛОВИЯ И ИЗИСКВАНИЯ НА РАЗРЕШЕНИЕТО ЗА УПОТРЕБА
	Г. УСЛОВИЯ ИЛИ ОГРАНИЧЕНИЯ ПО ОТНОШЕНИЗА Е НА БЕЗОПАСНАТА И ЕФИКАСНА УПОТРЕБА НА ЛЕКАРСТВЕНИЯ ПРОДУКТ
	A. ДАННИ ВЪРХУ ОПАКОВКАТА
	Б. ЛИСТОВКА

