KPATKA XAPAKTEPVUCTUKA HA MPOAYKTA

1. ViMe Ha NEKADCTEEHNA MPORYKT HHHICTERCTED HA SRPAREONAZGALETO

TEMODAL 5 mg 8 TBbpAM Kancynu FIRGAGHGIE Hutd

pazpoLENG 25 ReTneda 2 i g g0 v (5. 00
2, KauecTEeH ¥ KOMNUYECTBEH CLCTaB y N7 cant
Bcsaka kancyna Temodal coabpxa 5 mg temozolomide., ﬁf?//ﬁ-/fzv of {%/Wﬁ‘/ .

3a noMollHNTe BellecTsa By 6.1.

3. flekapcrReHa dopMa

Tebpaa Kancysna, 6sna, HeNpo3spayHa, WamMnosaHa CsC CnelMbuUHO UBETHO, aMnosarLlo
MacTMno, KOETo & YHMKaNHO 3a BCAKa A030Ba KoHUeHTpauus. Temodal kancyny ot 5 mg
C& Hafn1calu coC 3eeH0 MacTUno. ‘

4. KnuHmiHT geHHm )
4.1 Noxazanus B
Temodal kancynu ca MHAMLMPaHY 3a fiedeHne Ha NauMeHTH C:
- HoBognarHoctuuMpaH  mynmugopmver  rAMobnacToM  eHOBPSeMEHHO C
nbyeTepanyATa ¢ rnociiegsallia NoAabLPKalla MOHOXYMMMOTEPaNNAS.
- ManuriHed [vMoM Kato MynTudgopMeH MobnactoM WM - aHannacTviueH
acTpoLmMTOM, PELMAYBMPaNY WM NPOrpeckpany cnea cTaHAapTHa Tepanus.

4.2 Do3vpoBKa ¥ HaYNH Ha MPUAoHeHUue .
Temodal Tpsbsa fa ce nipyMeMa caMo no npegmvcalie Ha fnekapy ¢ OnUT B JIeYeHWETO Ha

MOZBLYHY TYMOPMU.

[osvposia
BL2pacTiEN NaUeHTH C HOBORHarHOCTHIMpPaH MynTithopMeH rmuotnacrom

Temecdal <& HazHauvaBa B KOMGMHaLUWA C CQOKaNHa MBYETEPanMs
[epHoEpeMerHa dasa/ ¢ nowneaRaun A0 6 UuKkLIa MoHoTepanka ¢ Temodal.

EQHOBQEMEHHB ¢33a

Temodal ce Hazuauasa OpanHo B A03a OT 75 mg/m? gHeBHO 3a 42 AHY eAHOBPEMEHHO €
nwyeTepanusta (60 Gy pasnpegeneHy B 30 dpaxumm). Tasu go3a He NOANSKM Ha
penykuMg, HO HKAaTa 3a oTNaraHe whW fpeecBaHe Ha temozolomide ce npeuenssa
BCSIKa CSAMMUE, B 3aBUCHMMOCT OT KPUTEPWWTE 3a XeMaToNoruHa M HeXeMaToNorMyHa
TokcwuHocT. flozaTa Ha Temodal Moxxe Aa ObAe NpoabLIKEHa NPes Neproaa oT 42 AHK Ha
EAHOBPEMEHHO niedeHre (HO He noseue oT 49 AHN), ako BCUHKY OT CNeAHUTE YCnoBus ca
. u g “ 9
criaseny: abcomoreH HeyTpounes 6poit 1.5 x 107/, TpomboumTen 6poi >100 x 107/,




HEXEMATONOM4HA TOKCUYHOCT < cTeneH 1 (ocBeH 3a anoneuws, rageHe u nospobllaHe)
criopes oblyTe KpuTepM#A 3a TokchuHoct (CTC). Mo BpeME Ha fieueHWeTo, MbhHaTa
KpbBHA KapTuHa TpAbBa Aa ce uscnesBa BefHLK CeAMMYHO. JleyeHueTo ¢ Temodal
Tp6Ba Aa Ce OTNOXM WK MPEKPaTH Npes efHOBpeMeHHaTa da3a, criopes oToensizaHmTe
B Tabnuua 1 KpuTeprn 3a XeMaTosorMyHa 4 HEXeMaTONOrMUHA TOKCUUHOCT:

Tabmiua 1 OtnaraHe vnm npexparsisate Ha temozolomide Tepanus npu ib4eTepanmMaTa

ToxemyHocT TMZ nperscaate TMZ ripekpataBate
Bpolt Ha HeyTpotun 20,51u<1,5 x 10/ | <0.5 x 10°1

Bpoii Ha TpoMBoLMTY 210 1 <100 x 10%1 | <10 x 10%

CTC HexemaTonoruyHa | CTC Crenel 2 CTC Crenen 3 mnn 4
TOKCUYHOCT (ocBen 3a

anoneuys, rageHe 17

MOBDBLILAHE)

Jieuerine B eHoBpereHHaTa (asa ¢ TMZ MoXe 4a ce NPoasTkY Npy CepxUTe Yonosua:
Bpoit Ha neyTpedmny 21,5 x 10%1; Bpoit Ha TpoMBoLmT 2100 X 10%/1; CTC HexeMaToNnorMyHa TOKCUHHOCT

< Crenen 1 (ocseH 3a anonewws, rafieHe u nospbi@He)
TMZ = temozolomide; CTC = kpurepumn Ha TOKCUUHOCT

Daza Ha MOHOTEehana

Hemmpu cefmyum cnej  saBbpluBaHe Ha enHoBpeMenHaTa dasa ¢ Temodal #u
nsueTepanig, Temodal ce HasHauasa 3a A0 6 WKba MoHOTepanys. Jo3aTa Ha e 1
e 150 mg/m2 BEAHLIK IHEBHO 32 5 AHY, NocrieAsaHn oT 23 AHn He3 Tepanusi. [py Ken
2, po3ara ce nosMwaea Ac 200 mg/m?, aKo KPUTEPMUTE 33 HEXEMETONOMMYHE TOKCUYHOCT
3a unKken 1 ca crened < 2 (ocBeH 33 anoneuus, rafeHe w nospblliade), abcomoTeH
HeyTpodunen 6poit >1.5 x 10%/1 u 6poii TpomBoLmTH >100 X 10%/1. Axo posata e ce
MOBMWIA TIPW LMKBAT 2, TO TOBA He Tpsbea Aa Ce HanpaBy npU CISABALMTE LMKIN.
Bepguui nosvuweHa, Aosata octasa 200 mg/m? AtHesHo sa 5 AHN 33 BCeKM cneasaliy
LKA, OCBEH ako HE Ce PEervcTpypa TOKCUYHOCT. Pelykumst Ha Jio3aTa M npekpaTsBaHe
Ha JIeUeHNEeTo Mo BpeMe Ha QasaTta Ha MOHOTepanus, TpAbBa Aa GbAaT MPUAOKEHN
criopen Tabnvuy 2 v 3.

Mo Bpewme Ha neyeHMETO, MbfiHa KPLSHa KapTtuHa Tpsabsa Aa Ouae u3cnessaHa Ha 22-pu
Aen (21 puv criep mopsata fosa Temodal). fosata Ha Temodal Tpabea fga Gvae
peayuMpada 1Ny npexpateHa cnopen tabnua 3.

Tabnuua 2 Josupae Ha Temodal mpy MoHoTepanus

Huso Ha fosupaHe z},osa(mg/mzl,ae:—i) 3abenexka

-1 : 100 Hamanssaxe 3a npeawecTsala
TOXCUHHOCT ) 3

0 150 | flosa npe3 umksn 1

i 200 flo3a npe3 ymka 2 1 6 Npu oTeLeTBME
Ha TOKCUMHHOCT

Tabimua 3 Havanaeaxe Wi NPeKPaTABaHe Ha Ao3aTa Ha Temodal npyu MeHoTepanus



TOXCHYHOCT HamansieaHe TMZ po 1 | npekpaTtasade

HMBO Ha Ao3upade TMZ
Bpofi Ha HeyTpotyny <1,0 x 109 B:x. 6enesxwa b
Bpoli Ha TpoMBouyTH <50 x 10%/ Bxx. 6enexka b
CTC wHexematonoruyHa (ocBeH | CTC Crenied 3 CTC Crenien 4b
33 anoneums, rafeHe u
NOBpPBIUAHE)

a: TMZ nvBa Ha Ao3npaHe 2 npaacraseHy B Tabn.2
b: TZM pa ce ApekpaTy ako:
- HuBa Ha po3upane -1(100mg/ m?) pesynTaTiUTe Ca C HENpUEMINEa TOKCUUHOCT
- Crenen 3 HexeMaTonorMuHa ToxcwuxocT (ocBeH 3a anoneuys, rageHe M ROBPILGHE) ce
roBTapsa Cnes HaManaeaHe Ha [ozaTa
TMZ = temozolomide; CTC = KpMUTEpUM Ha TOKCUUHOCT

PeunanEnpam N MRerpecupan MalurHed rnuomM:

Bh3pactiy nauyeHTi:
MNMpy naumeHTM HenexyBaHy npeAu ToBa ¢ xuMMoTepanus, Temodal ce npunara

riepopanHo B Ao03a ot 200 mg/m?® BeAHBX AHEBHO 3a 5 AHn. LMKBnsT ce cbeTom ot 28
AHY, nocneasaxy ot 23 AHW npeKsCBaHe Ha Tepanmma (py naumeHTy, nekysaHy npean
TOBa C XyMMoTEpanys, HavandaTta p.osa e 150 mg/m BEAHLK AHEBHO, KaTO NPY BTOPMS
LMKbLA ce yBenv4asa Ha 200 mg/m? HEBHO 3a 5 AHMW, aKko HsMa NPoMeHu B KPBBHUA
TecT. (BUK T. 4.4)

ge!;a:

MNpu nauvieHTy Ha BL3PAcT 3 rof. M rnosede, Temodal ce npynara nepopasiHo B Aosa 200
mg/m? BeAHLIK AHEBHO 3a 5 AHN. LIMKebT ce cbeTou OT 28 AHK, NocnepBaty ot 23 AHu
npexeCBaHe Ha TepanvATa. [euata, nekysauu nNpeay ToBa ¢ XumuoTepanua Tpstsa Aa
fonyyaT Mpeau ToBa HauanHa fosa oT 150 mg/m® BemHBXK AHEBHO 33 5 MM, C
nosuiasaqe go 200 m_c;/xn'l2 BeAIHLXK AHEBHO 33 5 AHW Npy cneasalys HMKLR, ako HaMa
XeMaToJIor4YHa TOKCHIHOCT.

Ynorpeba npy NaumeHT ¢ YepHoapobHa uny 6LOpeyHa ancdyHKIng:
dapmakoxyHeTHKaTa Ha temozolomide e coriocTasvMa fnpW NaUMeNTVM C HOpManHa
yepHoapobHa yHKUMA ¥ NpY TakuBa C jleka WM yMepeHa yepHoapobua amcdyHKRUMA.
HsiMa aoCTBNHY AadHHK 38 NpuAokKeHre Ha Temodal My maupeHTH C TEXKa YepHoapoGHa
anchyHrums (Crened I no Child) wnw ¢ 6nbpeuda auchyHxuma. Ha Gasava Ha
chapMakiHETHYHMTE cBOMCTBa Ha temozolomide ce nipepnonara, 4e He € HeodXOAMMO
HaManasaHe Ha [03aTa nNpYM MauMeHTM ¢ TEXKa 4epHogpobdHa wnu ObbpeuHa
avcpynxs. Tpabea cbave ga ce BHMMaBa npu Aasade Ha Temodal Ha Taxusa
FauMeHTH.

VYinoTpeba npy BbIDaCTHN NauyeHTu:

Cropen faHHuTe o7 (apMakoXMHETHHHUR aHanus, KMbPLHCLT Ha, temozolomide He ce
FIOBAKMSBA OT BL3DECTTa. BbApexy Tora, Tpabsa Aa ce o05rpHe 0coBeHs BHMMAHME, KOraTo
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Temodal ce npwnara npy  no-Bb3pacTHM  naumeHT  (BX. 4.4  CneumanHu
MpOTUBOMNOKa3akna 1 NpeaynpexaeHus 3a ynotpeba).

Haumd Ha npunoxeHue
Temodal Tpabsa fa ce npunara Ha rnagHo.

Temodal kancynu Tpsbea Aa ce NOrMLLLAT LieNK ¢ Yalla BoAa U He TpsibBa Aa ce oTBapaT
vnu aveyat. pesnucadHaTta fo3a TpabBa ga Ce Npwuiara C W3MON3BaHe Ha KOMKOTO e
Bb3MOXHO MO-MaJIKQ Kancynm.

Mpean unu cnef NpwiokeHneTo Ha Temodal, Moxe Aa ce MPUNOKKM aHTMEMETWYHA
Tepanus. AKO HacTblM NOBPBILAHE CrieA NpunaraHe Ha Ao3aTta, ChiMa AeH He Tpsibsa Aa
ce npunara BTopa 403a.

4.3 NMpoTHBEoNOKasaHNT

Temodal e npoTMBOnoOKasaH npY NAUMEeHTH, KOMTO Ca WMany aHaMHesa 3a
CBPBLXYYBCTBUTENHOCT KbM HEFOBUTE CbCTasKM UM KbM Aakapbasnd (DTIC).

Termnodal e npoTMBONOKa3aH NpY NaLMeHTH ¢ TeXxa Muenocynpecs (Bx 4.4).

Temodal e npoTyBONOKasza+ Npy GpemerHN XeHu unu KbpMauxi (Bx 4.6.).

4.4 CneuynanHy NPOTUEONOKXAsaEHMS ¥ NMPeRynpeXaeHns 3a ynoTpeba

MNaumenTn, KOUTO ca rnonydasanu epHospeMeHHo Temodal ¥ nkuyeTepanna B MUACTHO
NpOYyYBaHe 3a NpoNoHTUPaH 42 AHY nepuop Ha NeveHue, ca Nnokasany 4acTuyeH pymcK 3a
Pa3BUTMETO Ha TIHEBMOUMCTUC KapuHuM nHeBMoHusl. OTTYK Ceasa, Ye e Heobxoauma
npounakrika 3a [IHeBMOLMCTHC KapuMHMM MHEBMOHMS 32 BCUYKY  NauMeHTw,
nony4asatiit egHoBpeMerHHo Temodal u nvdeTepanua B8 pexum ot 42 gun (Mmaxcnmym 49
AHWM) He3aBUCHMMO OT JIMMGOLUMUTHUS Opoi. AKQ Bb3HMKHE nvMdorneHus, MauMeHTuTe
TpsbBa Aa npoabikaT NpoduakTykaTa 4o perpecus Ha nuMdonenusTa Ao cTened < 1.

AHTMEMETUYHA Tepanus:
TapgeHe 1 noBpbluaHe MHOTO 4eCcTo ca CBbp3aHu ¢ Temodal, kaTo cnegHyTe NpaBMaa ca

yCTaHoBeHu:

HauvenTy ¢ HoBoaMarHocTuuvpad MyntudopMer rnvobnacroM:
- aHTHeMeTMYHa npoduiakTuka ce NpenopbLyBa Npeay HavanHaTta Josa Temodal
FipY @GHOBPEMEHHO NPpYEMaHe C TbHeTepanus.
- aHTMeMeTW4Ha NpoguAaKTiKa e CTPoro npernopvyiTe/iHa No speMe Ha dasarta

Ha MOHOTEDanuA.

[aumMenTy ¢ peumavBMpan i AROrpecMpan ManurHed FAMoM:
Naumenture, xouto ca umany Teskko (Crened 3 wiv 4) NOBpbLiaHe Npy npeguiuHuTe
sieyebuy UMKnM, MOXe Aa Ce HYKAAsT OT aHTUeMeTHUYHA Tepanus.

To3W nexapcrseH NPOAYKT ChAbPXKE JIAKTO03a, Mopaan KOeTo MalMeHTV ¢ pefsku
xXepeauTapHY 3abonaBaHus Ha ranakToseH MHToNepaHe, Lapp NakrasHa HenocTaTbh4HOCT
1 FOKO30-NaKTo3Ha Manabcopbuva He TpsdBa Aa NpreMaTt TO3W MepMKaMeHT.

HabopaTopHy napaMeTin:

Mpean npunaraHe, TpsOBa Aa Ce MOKpUST CleanuTe nadopatopHy xputepun: ABH
>1,5x10°%/] n 6poii Ha TpomGoumTuTe >100x10%/1. MNbima KPbBHA. kapTuHa Tpsadsa fa ce
u3ceARa Ha ged 22 (21 aHwW cnef mbpsBata A403a) Man Ao 48 vy, OT‘TO3i‘/[* feH 1 BCska
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ceammita, gokato ABH e Hag 1,5x10%/1 u GposT Ha TpoMBoumTTe Haaxsbpna 100x10°/1.
Axo ABH crniagHe #o <1,0x109/1 unr BposT Ha TpoMbouuTuTe e <50x10%/! no Bpeme Ha
KOMTO K Ja € OT UMKAUTe, cneasaumsaT kb Tpsabea aa 6bae HamaneH ¢ eaHo 03080
HuBo. fososuTe HuBa sBiunousaT 100 mg/m?, 150 mg/m* n 200 mg/mz. Hait-uyckara
nperopbysala A03MpoBka e 100 mg/m?,

Mprnoxenne Opy geua:
Hama xknunmyed onut ¢ ynotpebarta Ha Temodal npn fela Ha Bb3pact MNog 3 rofguHn,

OnuTeT € No-rofeMy Jeua € MHOro orpaHuyeH.

[MauvenTTE B HanpeaHana Bb3pacT {(>70 rogniiHa BL3PacT) U3rnexia, He ¢a ¢ NOBULLEH
PUCK OT HeyTporieHwss M TpombouuTOneHMa B CpaBHEHWE C Mo-MAaAMTe NauWeHTU.
CrnepoBatenHo Tpsbsa ga ce B3eMaT CneuManHy Mepku, ako Temodal ce npunara npu

nalyeHTy B HanpejHalia Bbapact.

Mbke:
Temozolomide Moe aa UMa FeHOTOKCUMUHN edekTi. CnefoBaTtenHo MBbXKeTe, fNeKyBaHu C

temozolomide ce cwBeTBaT Ja He craeaT OalM rnoHe 6 Mec. crief nedeHueTo W aa
MOTBbPCST CbBET 33 KOHCEpBAUWs Ha CeMEeHHa TEYHOCT TIPeAM JIeUeHWeTo, Topaaw
BBH3MOXHOCTTa 32 HeBb3BpaTMM UHMEpTURUTET OT TepanusaTa ¢ temozolomide.

4.5 JlexkapcTBEHM M APYrM ESaNMOpeicTBNS

Mpunoxenneto Ha Temodal ¢ panHuTyaMH He BOAM A0 MpoMsHa Ha CTeneHTa Ha
abcopbuusa Ha temozolomide wnn Metabonn3npaHeTo A0 MOHOMETUA TpuaseHoMMUAa30N
xapboxenamng (MTIC).

MpunoxeHueTo Ha Temodal ¢ XpaHa soau Ao 33% HamaneHue Ha Caa ¥ 9% HamaneHue
Ha AUC. Tbil KaTo He MOXXE fla Ce M3KIIOUM, Ye NpoMaHaTa Ha Chrax € KIMHWYHO 3HaumMa,
Temodal Tpsdea ga ce npueva Hes xpana.

Ha Gasata Ha rMonynauMoHHYA aHanu3 Ha QapMakoKMHeTMKaTa, HabniopasaHa B
npoy4BaHmsTa oOT (Gasa I, CbBMECTHOTO MPUIOKEHWe Ha  [EeKCAMETas0oH,
npoxnopnepasuH, gesnTonH, KapbamMasenuH, oHAaHCTepoH, Ha-peuenTopHi aHTaroHUCTH
vnu heHobapbuTan He NPoMeHsT WinpbHca Ha temozolomide. YcnopegHoTo npunioxeHne
Ha BafiNPOEBa KMCeMnHa € CBbP3aHo ¢ Manko, HO CTaTUCTUMECKHM 3Ha4YMMO HaManeHsne Ha
xnpbHea Ha temozolomide.

He ca nmpopexpaHu Npoy4yBaHMs 3a onpefensiHe Ha edexkTa Ha temozolomide BLPXY
MeTabonuzMa WM eNMMMHMPAHETO Ha /ApYrM NlekapcTBeHy npofykTv. Toil Kato
temozolomide He e csbp3aH € HepHoapobH1S MeTabomM3bM M Nokasea c/1abo cebp3BaHe
¢ 6enToUMTe, He ce ovakBa fAa nosnuae apMakoKMHETHKaTa Ha ApYry MeJWUKaMeHTH.
Ynotpebara Ha Temodal 8 KoMOMHaUMs ¢ ApYrM MMENOCYNPECHMBHM areHT MOXe Aa
yBenvuM BepoSTHOCTTa OT MUenocynpecus.

4.6 BpeMEeHHOCT ¥ KbpMEHE

BpemenHocT: HaAMa npoyusaHWa BLpXY OpemeHHy xeHu. [lpy  npegkIMHUYHNUTE
NpoyyBaHWs BbPXY [JTbX0OBE WU 3aliuy, npunoxeHuero Ha 150 mg/m2 nokasa
TepaToreHHoCT W/Win TOKCUMHOCT 3a deTyca. CriefosatenHo Temodal He Tpabsa ga ce
W3N0A3Ba Npy BpeMeHHN eHW. Axo Tpabsa fa ce peluw manpnaééi-xé'rb Tio; BpeMe Ha



OpeMeHHoCT, Tpabsa Aa Gbfie npeleHeH pycka 3a nnoga. XXewu B AeTepogHa BbL3pacT
Tpsabea Aga 6bhaT nocLeeTBaHK fia u3bsareaT 3abpemeHsiBate AoKaTo npuaMat Temodal.

KoupmeHe: He e usBectHo ganv temozolomide ce ekckpeTypa B kbpMmata. CnefoBatento

Temodal He Tpabsa ja ce

M3N0N3Ba NPpY KbPMEWW 2KeHM.

4,7 EdexTyH BLPXY CNocobHOCTTa 3a WwodnpaHe M PaboTa MaliHg
CrniocobHocTra 33 wioupaHe ¥ pabota € MawmHu MoXe fga bvAe HamaneHa npy
nauyeHTn, nekysaHu ¢ Temodal nopagu oTnagHanocT ¥ CLHMBOCT.

4.8 Hewmenany edewry

HosoaMarsocTMuMpan MyaTHdopMeH ranotnacTom

Tabnuua 4 npeactasd  HeXenaHW peakuiit np  nauMerT HOoBOAMAarHOoCTULMpPaR
MYJ'ITM(bOpMEH rnnobnacTom no BpeME Ha €AHOBpEMEHHA WM MOHOTepanns

Tabnvua 4: Temodal (TMZ) v nbyeTepanua:
Heouaksany HEXXENaHy peaxumi No BpeMe Ha eAHOBPEMEHHO NledeHne 1 MOHOTEParys
MHoro vecto (>1/10); vecro (>1/100, <1/10); psgko (>1/1000, <1/100)

CIOMS 111
TenecHa chcreMa ™Z + efHoBpeMeHHa | TMZ MoHoTepanus
JeMeTepanysa n=288 n=224
MNrchenigean M
MHKOHTaMUHALIM
YecTo: Opanuda kanauaoza, xepnec | OpanHa KaHauAao3a, HpeKLms
CUMITFIEKC, wuHderuus,
hapuHruT, paHesa ukHdexrms
Xepriec cuMnneKc, Xepriec
Papxo: 30CTep, rpunonofobHm
CUMIITOMY
Kpue ©n auMdHa
CUCTEME
Yecro: NeBxoneHus, nvMdonenus, | AHemus, debpunta
HeTPOreHus, HETPONEHUs, NeBKoneHus,
TpoMOoLMTONEHNS TpoMOoUMTONEHUA
Papko: AHemMus, hebpunHa | Numdonenns, rnetexum
HETPponexHus
EHACKPHHHS
CHUCTEMS
Panko: KulmHrong KutiHrous,
MeTabonuzbM M
XPaHATENHY
PasCTPoHCTRa e
Meoro yecro: Anopekeyst Axopeiena -
Yecro: Xunepravkemus, otcnabeade | OrcnabeaHe ™
o,

i
:
t

L
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Psaako: Xunokanuemusa, nosulieHue | XUNeprikeMus, HanbiHsasaHe
Ha ankanHata docdarasa,
HabAHsSIBaHe

[McHxryecKky

PE3CTPONCTRa

Yecro: TpeBoXHOCT,  eMoumMoHanHa | TPeBOXKHOCT, Aenpecus,
nabunHoct, 6escsHue eMOLMOHaNHa nabunHocr,

bescsHue
Papxo: AxaaTrpaHe, anartys, | XamounHatuy, aMHe3ns

MOBEASHYECKO pPasCTPOICTBO,
Aenpecyst, XaniouyHaumm

HepeHa cHcTeMa
M#oro yecro:
Uecro:

Panko:

nasoSonue

3aMasHoCT, acdazns,
HapyLleHo paBHoBECUE,
HapyLleHa KOHLeHTPaums,
ob6bpKBaHe, HaMarneHo
BHUMaHNeE, KOMBYNCHM,
HapyLeHa fameT,
HeBpoONaTs, napecresus,
CbHMABOCT, rOBOpPHO

pasCTPOKCTBO, TPeMop

ATakcns, KOFHUTMBHO
HapyLleHue, ancdasns,
eKcTpanupaMuaanto

Pa3CTPONCTBO, abHopmHa
HOXOAKa, Xemmnapesa,

XUNEpecTe3ns, XWNoectesus,
HEeBPOJIOMMUYHO PA3CTPOICTBO,
nepudepHa HeBporaTs,
ENMNENTUYEH CTaTyc

naeobonue, KOHBYNCUW

3amMasHoCT, achazus,
HapyLleHo paBHoBecue,
HapyLueHa KOHLEHTpauus,
obbpKrBaHe, Auchaszug,
Xemmnapesa, HapyuleHue Ha
MaMeTTa, HEeBPOAOrqHN
pascTpoiicTBa,  HeBponaTws,
nepugepHa HeBponaTus,
flapecresys, CbHMUBOCT,
rOBOPHO DA3CTPOICTBO,
TpemMop

ATaKkcus, abHopmHa
KoopguHauus, abHoprMya

rNMoXoaKa, XxeMunnerns,
HapyLieHa CceTuBHOCT

OuHK pascTpoicTBa
Yecto:

Panxo:

3aMblrfieHo B/idaHe

OuHa Oonka, XemwaHonwus,
HapyileH BW3YC, HaManeHa
OCTPOTa Ha BWXaaHe, AeeKT
Ha BU3YanHus NepuMeTbp

3amMbrneHo BiDKAaHE,
anrnonus, nedekt Ha
BU3YanHUs TepUMETbP

Ouna Oonka, cyxm oum,
HamaneHa ocTpoTa Ha
BWX¥NaHe

YuiHn ¢ nadupuHTH

Pa3CTPONCTER

YecTo: HapyweH cnyx Hapywen cniyx, WwyM B ywmre

Paaxo: YiuHa 6onka, xunepecreaus, | Tnyxora, yliHa bonka,
WyM B ylmTe, cpeaeH OTUT BEPTUFO .. 7 = 7w -

Kapanonoriims L.




pascTpoicTaa

Papgxo: Rannurayum
BacxkynapHn
pPasCTPoRCTEa
YecTo! Enema, noabenpeHa epema, | [lonbeapera epema,
KpbBOU3Nna xemoparuns, Abnboka BeHozHa
TpoMbOo3a,
Psaxo: XunepTeH3us, MO3bueH | Eaema, nepudepHa enema,
KDHBOU3NUB Benoapobra embonusa
AnxaTenHy, rPhLAHW
" MeguacTUHaIHN
PasCTPOHCTRa
YecTo: Katnuua, ancnHes Kawnwua, gMcrnes
Pagxo: MHeBMOHMS, WHDeKUMs Ha | TTHeBMORYS, CUHYUT,
FOPHUTE AMXaTERHU MbTUWa, | nHbekums Ha ropHuTe
Ha3asiHa KoHrecTys AVXaTenHn msrrwa, bpoHxmuT
FaCTPOMHTECTUHaNHN
pascrpoliicTea
MHoro 4ecTo: KoHcTunaums, rasieHe, | Koncrunaums, rajeHe,
noBpbilaHe noBpbLiaHe
Yecro: KopemHa ©6onka, Auapus, | Ouapus, avcnencyd,
Jcriencus, auctharus, | apMcdarig, cyxota B YCTata,
cTOMaTUT CTOMaTuT
Psaxo: lNoaysaHe Ha Kopema,
hekanqa MHKOHTUHERLMS,
racTpovHTECTUHHN
DPasCcTPOMCTBO, F@CTPOSHTEPUT,
xemopouam
Komxa ] KOMHNA
MPUASTHLIK
MHoro 4ecTo: Anoneums, odpus Anoneums, obpue
Yecro: HepmaTtur, cyxa koxka, | Cyxa Koxa, NpypuUTycC
epuTemMa, npypuTyc
Papko: PoTOMYBCTBUTENHOCT, Eputema, abropmMHa
abHopMHa nurMeHTaums, | AMrMeHTaumMs, UsnNoTaBaHe
NoLweHe Ha Koxata
MycxynHO~-CKENETHH
pazcTpoicTBa
YecTo: ApTpanris, MyckyiiHa | ApTpanris, CKENETHO-
cnaboct MyckynHa 6onka, Mmanrus
Myckynda cnabocr
Paaxo: FonxA B rbpba, ckenetHo- | bonum B repba, Mronatis
myckynHa ©Gonka, Muanrus,
MuonaTus
BPLopeyHN 1]
YPHHAPHH
pazcTpofcTEa al T T




YecTo: YecTo HOWHO YypuHupaHe, | Hesagbpxahe Ha YpuHa
He3afbpXaHe Ha ypuHa

Papko: Avsypug

PenpoRyKTHBHa

cucTeMa M MaMapHN

pascTpoicTEa

Panxo: MiMnNoTeHTHOCT AmeHopest, 6onkn B rbpanTe,
MeHoparis, BarMHaIH®

KPbBOU3NUBY, BarHUT

OGmK pascTpoiicTea

MHOro YecTo: Ymopa Ymopa

YecTo: Tpecka, ©Oonka, anepruyHa Tpecka, ©Oonka, anepruyHa
peaxyus, paAnaLMoHHo | pearums, pPaanaLnoHHO
yBpexaaHe, eaeMa Ha | yBpexaaHe, BKYCOBU
TWMLETO, BKycoBu | pascrpolicTea
pascTpoiCTBa

Papxo: Gnaw, ropeLum BBLitHW, | ACTEHUS, HapyweHa

HapyleHa KOHAMUMS, TPBIKK, | KOHANUAR, fonika, TPBIKA,
ouBeTABaHe Ha e3uKa, | 3bOHM HapyLueHUs, enema Ha

flapo3musl, XKaxza NMLETO, BKYCOBU
pa3CTpoiCcTBa
JzGopaTopHK
nOKaZATENH
YecTo!: MNosuuien ALAT Nosuwen ALAT
Panako: HapactsaHe Ha gamma GT,
noBuLLIEHN yepHOAPOOHU

eH3uMK, nosued AST

JiabopatopH pesynTaTi: Belse HabmofaBaHa MMERocynpechs (HeyTponeHua U
TpomBouMTONEHNS), KOATO € M3BECTEH f1030-0rpaH1uaBall ToKCUer chakTop 3a NoBeYeTo
LIMTOTOKCYYHU ares, sxnouvTento u Temodal. Korato NaBopaTopHITE OTKIOHEHNUS U
HeXenaHuTe CTpaHuyH peakunn Bsixa KOMBUHMPaHK npu efHOBpeMEHHaTa thaza U
moHotepanusita, npu 8 % oT naumeHTMTe 65Xa HabniofasaHn crenedu 3 W 4
HeyTpoduaH  abHOPMHOCTH, BIJHOYMTENHO HEYTPOreHUYHY  13ABN. Mpu 14% ot
nakmedT1Te, nonyvyasain Temodal, Gsxa HabntoaaBaHy CTEMeHN 3 n 4 TpoMBOUMTHY
aPHOPMHOCTH, BIMIOYUTENHO TPOMBOLMTOTIBHNHHN ViSSBH.

PeLMAWEAPAN 1K NPOrPecypan MaaurHeH ranom

Hail-uecTo cpetjaHuTe, CBbP3aHn C JIEHEHUETO HexxenaHy edekTy, Mpy KINHWHHUTE
yanuTBauus) Bsxa racTpoMHTECTUHANHUTE pascTpoiicTBa, B UYaCTHOCT rafiche (43%) 4
riospbitare (36%). Teau ecerTy 65xa 0BMKHOBEHO CTeneHN 1 vnm 2 (0 Ao 5 enn3oAa Ha
pospbllaHe 3a 24 yaca) M Osixa wiM caMoorpaHuHeHn WY KOHTponupaHu OT
CraHpapTHata aHTMeMeTyYHa Tepantia. YecToTaTa Ha TEXKKO rafieHe Y noBpbliaHe bele

4%.

Tagnuuz 5 Hexenauy ecdexty, ROKNAABAHA 0 BpEMe Ha KAMHMYHW NPOYHBaHnA 33
pelysAvBMpan vnv nporpecrpan ManurHeH ruom JESLE




Tabnvua 5: Hexxenanu peakuuy: peLvanBmupan wiv nporpecypan ManurHeH riimom
MHoro wecro (>1/10); yecto (>1/100, <1/10); He vecTo (>1/1000, <1/100)
paaxo (>1/10000, <1/1000); mHoro psako (<1/10000)

CIOMS IIT

WHheKLMK 1M MHKOHTaMNAHaL WM

Panko: OnopTioHNCTUYHNY MHAEKUMM, BKITIOYBALLM
NMHEBMOLMCTIC KapUHUM NMHEBMOHUS

Kp®B 1 myMdHa CHcTEMa

MHoro yecto: TpoMBOUMTONIEHWS,,  HEYTPONeHWs  WIKu
nmtoneHns (cteneH 3-4)

He uecTo: NanunTonenna,  NepxoneHwWs,  aHemMus '
(crenen 3-4)

MeTabonnssbM 17 XPaHHTEAHN

PasTPORCTRA

MHoOro yecro: AHopexeus

YecTo. OTvcnabeaHe

HepeHa cucTema

MHoro yecro: nasobonue

YecTo: CBHIMBOCT, 3aMasiHoOCT, Napecresus

ONXaTenHm, rRbLAHY 5}

MEAMACTUHAANHK PazCTPoRCTES

Yecro: Oucnyes

FacTpOMHTECTUHANHY PascCTPONCTEa

MHOro 4ecTo: [aneHe, NOBpbLLUEHE, KOHCTUIALMEA

Yecro: Anapua, abgoMmmi-anta 6osika, AMCnencus

Komka 1 KOWHK NMPROaTHbLAN

Yecro: O6pue, anoneumsi, NPYpUTycC

Moro psako: YpTukapusi, eK3aHTeM, epuUTpofepMus,
mynTudopMer epuTeM

O6WHM PasCTPORCTRE

MHoro yecro: YMopa

YecTo: Tpecka, acteHusi, ©Oonka,  TPbBMKYK,
HepasnonoXeHWe, BKYCOBO pas3CTpOHCTBO

MHoro paako: AnepryyHa peakuusl, BiUl. aHadwnakeus w
aHruoenem

Ja6opatopum pesyntati: Crenedn 3 u 4 TPoMOOUMTOMEHMS ¥ HEyTpONeHust ce
HabmosaBaxa pecnekmmeHo B 19% u 17% o7 nauuvedTute, JIEKYBaHW 3a ManwrHeH
rnvomM. TOBa [OBEAE 10 XOCTMTanusalUms u/um npekpartasaqe Ha Temodal pecrniektmsHo
npu 8% u 4%. Muenocynpecusta 6e npeasnamuMa (0BMKHOBEHO MPe3 MbpBMTE HAKONKO
uUMKbNa, Haf-Beue wMexxay aeH 21 w psien 28), kato BbCTaHoBABaHeTo Oe 6bp3o,
obukHoBedHo 3a 1-2 ceamuuy. Hsamalle gaHeM 33 KyMynaTMBH@ MWUENOTOKCMYHOCT.
Hanuumeto Ha TpoMOOLMTONEHMS MOXe Aa NMOBUIM PUCKA OT KbpBeHe 1 Hanu4MeTo Ha
HEYTPOMEHNS WY NIEBKONEHNA MOXE A8 NOBUIIM PUCKa OT MHMEKLYMS.

AHTWHeonacTMUHKUTE areHT 1 ocobeHo anuavpalMTe, Ce acoumMkpar C noTeHuManeH
PUCK  OT MWENoAMCINacTMueH CWHEDOM W BTOpWYHM  ManiirHéHn . 3abonasaHys,
BIUMOUMTENHO NieBKeMusl. MHoro pefxy cnyvaum Ha Mmenquyic;gnacmqe}%\cmmpom "
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BTOPYYHM  ManurHeHy 3abonsBaHus, BIIOYMTENHO MuenomaHa fesxemus, Osxa
JIOKNagsaHi NPY MauneHTy AeKyBaHW C PeXuMy, KouTo ca Biuriousanu Temodal.

4.9 MpenosMpane

Oozu oT 500, 750, 1 000 u 1 250 mag/m? (obiwa £o3a 3a LUMKBA Haf 5 aHK) 69Xa oLeHeH:
KAMHWYHO Mpy nauMeHTy. [osoorpaHvyasaliata TOKCMYHoCT Gelle XeMaTonorivHa i
Geltle AoKNaABaHa NpY BCAKA [03a, HO € BeposTHO Aa 6bie no-Texka npy no-BUcoKuTe
nozu. Mpeposupare oT 10 000 mg (oblia Ao3a 3a eauHUYeH UMKbSi, Hag 5 AHW) Gewe
NpeAnpueTe Mpu eAuH NauMeHT W 6sXa AOKNafABaHM KaTto CTpaHWdHn  ederTy
MaHUMTOMEHUA, NMUPEKCHs, MYNTHOpraHHa HEeROCTATBYHOCT W CMbPT. [loknaasaHW ca
rauMeHT, KouTo 6axa NpUeny nperopbyaHaTta A03a 3a rosBeye o1 5 AHK (A0 64 AHK) ChC
HEXeNaHW NEeKapcTBEHY B3auMOAENCTBYS, BIIIIOUBALL KOCTHOMO3L4UHA Cynpecns, ¢ Unu
6e3 uHMEKLMS, B HAKOM Cliydau TEXKa M MPOABMKMTENHE, W BOAela A0 CMBLPT. [lpu
cnyyail Ha npefo3mpaHe, e HeoBXoAMM XeMaTonornieH KOHTpos. AKo ca Heobxoanmu, ce
npeanpueMat AOMbSIHUTENHY 3APaBHU IPYKHA.

5. ®@apMaxkonoruyHNn AaHHK

5.1 PapMakoguHaMUYHK CEOUCTBR

dapMakoTeparnesTU4Ha rpyna: aHTMHeonnasMeHM cpepcrea: Apyri ankunupanin aresTy,
ATC ko LO1A X03

Temozolomide e TpMaseH, KoOUTO nMpeTbpnsisa Obp3a XuMU4Ha KOHBEpPCUs npu
chuanonornuto pH J0 akTMBHMA MeTaboNUT MOHOMETWI TPUA3EHOMMNAA30/ KapbokcaMny
(MTIC). UntoTokenyHoCcTTa Ha MTIC ce cunta, He ce Ab/UKY NpefuMHO Ha anxmnmpat—zero
Ha OP-To MACTO Ha ryaHuHa C JONBLAHWUTENHO ankuypaHe HacTbBallo Ha N’-Mo msacTO.
LIMTOTOKCUMYHUTE  fle3un, KOMTO ce pas3BMBaT MO-KbCHO Ce CYWTaT, 4Ye BIHOYBAT
abepaHTHO BL3CTaHOBSABaHE Ha METW/IOBUS OCTaTbK.

HomoguarHocrmynpan MyatudopMeH ranobnacrom

573 nauMenTa 6sixa paHaoMysMpaHu ga ronydasat wam temozolomide + nbueTepanus
(n=287) wnn caMo nbueTepanua (n=286). I‘Iau,memme ¢ temozolomide + nwuerepanus
nosyuasaxa epHospemeHHo temozolomide (75 mg/m?) BegHHK AHEBHO OT MbLPBUS A0
nocneauus AeH Ha nbYeTepaniista 3a 42 AHu (MakcuMym p,o 49 aHwn). Tosa beiue
nocrieasaHo oT MoHoTepanus ¢ temozolomide (150 ~ 260 mg/m } 1 g0 5 geH Ha Bceku
28 aHeBeH UMKBLA A0 6 UMKLAA, 3anouBaliky 4 ceaMUL Cnef Kpas Ha nbueTepanusTa.
MauMeHTMTE B KOHTPONHATA rpyna nofiyyaBaxa camo fibyerepanus. [podunakruka 3a
[MHEBMOLMCTUC Kapnhuy NHeBMOHUs Gelle nposefieHa Npu KoMbuHupaHaTa Tepanus C
temozolomide v nbueTepanus.

Temozolomide Gele HazHayeH KaTo canBuMDK Teparmsa BB dasa Ha HabniopeHue npu
161 naumenTa ot 282 (57%) B rpyrata Ha camMmoCTOSITENHA bdeTepanus 1 62 naumenTa
oT 277 (22%) B rpynata ¢ komMbuHalws Ha temozolomide v sibyeTepanms.

HR Ha obujata npexmnssemocr bewe 1.59 (95% CI 3a HR=1.33-1.91) ¢ noraputMmMyHa
cTened p < 0.0001 B nonsa Ha rpynata c temozolomide. OueHeHaTa BepOSATHOCT 33
NpPEKMBAEMOCT 2 rofuHu Y nosede (26% cpeuly 10%) e no-sucoka 3a fpymata C
temozolomide u nbuetepanus. pubaesHero Ha temozolomide KeM nbUeTEpanusTa,
nocieaBaHo oT MoHoTepanng c temozolomide B sleUeHWETO Ha HOBOZMArHOCTMLMpaH
MmynTudopMer TAMOBNAcToM AEeMOHCTPMpa CTaTWCTMYECKM 3HaumMMo rnosobpeHa obia
NpEeKMBAEMOCT, B CPaBHEHNE CbC caMocToATeNHa aneTepanmsq‘ (dmrypa 1)



ITT Peguii: Overa Surve)

HA 5% €4) = 1.5541.33 - 194}
Togsa8k p-vatus < 05

el iy

661 \
1 —%
041 \
031 '\ \ 3%
i
I {14
021 i ﬂfb—m-ﬁ%m—a
0 16%
i
Qq BT Only
it 148
&ﬁ"'u'll"'|-<| L T S B i S I BELA

0 4 8 12 1 it} ! B 14 B8
Tine fom rrdamiallon monkis)

4
o W
“ . I'\:
19 )
u:‘



durypa 1 Kannan-Maiep xpusa 3a obwa npexxmussaemoct (ITT nonynaums)

PesyntatiiTe OT M3NUTBAHETO He 6sXa eHOPOAHM B TMOArpynatTa Ha MauMeHTV ¢ oLl
cratyc {PS=2, n=70), KkuAeTO 0bliaTa npexwBaeMOCT W BPEMeTo A0 nporpecusi 6sxa
nopobHu B asete rpym. Obaye, B Task rpyna oT RAUMEHTM He Ce YCTaHOBM HEnpueMIinB

PUCK,

Peungrenpan uay Nporpecupan ManWrHeH ranomM
OaHHuTe 33 knuHWYHaTa e@MKacHOCT Mpy MauMeHTh ¢ myntudopMeH rnmnobnactoM
(dbyHxumonanen cratyc no Karnofsky (KPS) =70), nporpecupaly wnm peumameupatl ciej
orepaLma MnM nbueTepanis ce OCHOBABRAT Ha ABe KIMHMYHM MpoydBaHua, EaHoTo Belwe
HecwnocTaBsuo npoyysare BePxXy 138 nauuenty (29% bBsxa nonyvasanmu npegn Tosa
xuMuorepanys), a Apyroto Oewe paHAOMU3MPaHO pedepeHTHO  KOHTPONMpaHo
npoyusaHe Ha temozolomide u npoxapbasud npw obio 225 naumedHT™ (67% nekysauy
fpegu ToBa C XuMMMoTepanua Ha 6asata Ha HuTposypes). W npu ABete npoydusaHus
MbpBOHayanHata oTnpaBHa Touka Oeule npexuvsseMocT 6e3 nporpecuparHe (PFS),
ornpefeneHo 4pes SAMP  unu  HesponoruyHo BrowasaHe. [lpM  HecpaBHUTERHOTO
npoyuBaxe PFS 3a 6 mec. umaxa 19%, cpeaHaTa npexuveseMocT 6e3 nporpecupade Gelue
2,1 mec. M cpegHaTta oblla npexussiemocTt Gele 5,4 Mec. OBexTMBHOTO NoBMMsABaHe Ha
ocHoBaHKe Ha AMP Geule 8%.

Mpy pagHoOMM3MPaHOTO ripoyysaHe: 6-MeceyHata PFS Gelle 3HaUMTENHO no-ronsiMa npu
temozolomide, oT KonxoTo nipu npokapbasura (cboTBeTHO 21% cpeuwly 8%, chi-square
p=0.008) cbc cpegHa PFS cwotBeTHO 2,89 u 1,88 Meceua (norapurmmuda CreneH
p=0,0063). CpegHaTa npexmnsaemMocT detle 7,34 1 5,66 Mec. CbOTBETHO 3a temozolomide
u 3a npokapbasuHa (noraputMuuHa crened p=0,33). Ha Wwecrust Mecel, npoUeHTLT Ha
npexusenuTe nauneHTy Gele 3HaunTeHo No-BUCOK Npy rpynarta ¢ temozolomide (60%)
B CpaBHeHue ¢ npokapbasuHa (44%) (chi-square p=0,019). [llpy naumeHTUTE C
npegllectTsalya XxumMmuoTepanua Gelue oTueTeHo GnaronpusATHO MOBAUSIBAHE NpU Tesn ¢
KPS ot 80 unn nosede.

JanHuTe 3a BpeMeTO [0 BMOWABAHE Ha HEBpOOrMYHUA craTyc Osixa B nons3a Ha
temozolomide B8 cpasHeHwe ¢ npoxkapbasuia, KakTo W AaHHWTE 3a BpeMeTo Ao
BAOWaBaHe Ha (pyHrumoHanHua cratyc (KPS octaBau Hag 60 nnu Hamanseade ¢ noHe 30
Toqky). CpeiHusi CPOK Ha MmporpecupaHe Ao Te3u KpanHu TodkM Bapupate ot 0,7 Ao 2,1
Mec. noeede npu temozolomide B cpaBHeHwe ¢ npokapdazuHa (JlorapuTMmuHa creneH
p=<0,01 go 0,03).

Adannactuuba acTpoumMToMa
Criopeg MHOMOLEHTPOBO KAMHWMYHO npoydsade II ¢daza, ouedsBalo GesonacHocTTa U

ethuKacHoCTTa Ha OpanHoOTO NpunoxeHne Ha temozolomide, npu eveHKUETO Ha NaLMEHTH
€ aHannacTryHa acTpoumMToMa Ciel Mbpak peunans, 6-vmeceuHaTa CpeHa npexmBAeMocT
Gewe 46%. CpeaHata npexkupseMoct 6e3 nporpecpane bewe 5,4 meceuya., Obwata
cpepHa npekupsiemocT bewe 14,6 mMecena. Cnopep 0630pHOTO NpoyyuBaHe, YecToTata Ha
noafasawTe ce Ha reuverune e 35% (13CR u 43PR) oT nolnoxeHute Ha sieyeHue.
bonectta Sewe ycradHoBeHa npy 43 nayuenTta. LllecT MeceudaTta npexuesieMocT, 6e3
nposBa Ha CWMMIITOMY, 33 TOANOXKEeHata Ha Jieuehve rpyna, Gewe 44% cbhe cpeaHa
npexveaeMocT 4,6 Mecella, KOSTO e CPaBHMMO C pe3ynTature o7 npexussieMocT 6e3
nporpecupade. 3a u3bpaHaTa XMCToforM4Ha Monynauns, pesyATaTiTe §a'”equaca-:oc-r
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6axa NofaobHU. ToCTUrHATOTO OBEKTUBHO PaAMONOrMHHO NOBIUABaHE YUY TOAALPKALLNA
craryc 6e3 passuTve, Gelle MpsKo CBbp3aH CbC 3ana3seHo unu NoAobpeHo KauecTso Ha

HUBoTA.

5.2 ®apMakoKMHETHYHNH CBOMCTEa

PET-npoy4BaHusita Mpyt Xopa ¥ NpeprinHWYHKTE AaHHu npeanonarat, ye temozolomide
npeMuHaBa 6bp30 KPbBHO-IMKBOpHaTa Oapvepa W Ce ycraHoBABa B Lepedpo-
crwHandaTta TeyHocT (UCT). Hamuume B LICT Gelte ycTaHoBeHO Mpu eAMH NaLMEHT;
HmsaTa Ha temozolomide B LICT Ha ocHoBaHue Ha AUC bsaxa npubnusutenHo 30% ot
FIN33MEeHUTE, KOBTO Ce MPUNOoKPMBA C AaHHWTE OT eKcriepuMeHTute € XUBOTHU. Cnep
fiepopanto NPpUACKEHUE NPy Bb3pacTHY naumeHTn temozolomide ce abcopbupa Obp3o,
KaTo AOCTMra MUKOBM KOHUEHTpaumMu Ha 20-Ta MuHyTa Cred NpUNoXeHWeTo (CpeaHo
Mexay 0,5 n 1,5 u.). MnasMerusT My nonyxmsoT e npubnusurenHo 1,8 4. fnasmenure
KOHLIGHTpaLMM ce fMOBKLIaBaT B 3aBUCUMMOCT OT A03aTa. [aaMeHUAT KinpbHC, 0beMbT Ha
pasnpedeneHie 1 MONYXXMBOTLT Ca 3aBMCMMM OT Ao3ata. Temozolomide noxazsa cnabo
cBbpasade ¢ GenteyuTe (10% Ao 20%) v nopagn ToBa He Ce OYakea Aa B3aMMOBENCTBa
CbC CUNHO CBLP3BaLyMTE Ce C rnpoteuHuTe sewecTsa. Chel nepopanHo MpUoKeHye Ha
temnozolomide Mapimpan ¢ C* cpeaHaTa tekanta ekckpeuns Ha C* npes cnepsawmte 7
oHN cneg npunoxenneto e 0,8%, xoeto nokassa fbaHa abcopbuus. [NaBHUAT MbT Ha
envMuRMpaHe e 6ubpeunmnsT. Crien nepopanto NpunoxeHue npubnnautento 5% po 10%
OT /103aTa Ce M3NbYBa HenpoMeHeHa Npe3 ypuHata 3a 24 4., a 0CTaHanoTo ce U3Ab4Ba
Kato temozolomide kmcenuHa, S-amuHomMupason-4-kapbokcammg  (AIC)  wmu
HemaeHTUdULMpaH1 NomocHA MeTabonuTi.

AHanM3bT Ha NonNynauyoHHO-ocHOBaHaTa (rapMakokiHeTHka Ha temozolomide nokassa,
ue MMAa3MeHUsT KNMpBHC Ha temozolomide e HesasucuM oOT BB3pacTTa, GbOpeuHaTa
dYHKUMS ¥ TIOTIOHONYlieHeTo. B efgHo OTAENHO (apMaKOKMHETHMYHO rpoydBaHe
nnasMmeduTe GapMakoKMHETUUHW npoduiv Ha nauveHTMTe ¢ Jjleka A0 yMepeda
xernaranHa uepHoapobHa avchyHkums, 6saxa nofobHu Ha Tesu, HabnogaBaHu Mpu
naLMeHTit C HopManHa XenaTanHa AMchyHKHMA.

Temozolomide crionTaHHO ce xuaponusupa npy GU3MoNorMyHo pH MbpPBOHAYanHO Ao
aKTviBHMS MeTabonmt 3-metun-(Tpuasen-1-y)umupason-4-kapbokcamusy (MTIC). MTIC
CMOHTAHHO Ce XMAponMavpa Ao 5-aMuHo-uMupason-4-kapboxcammug (AIC) — m3secTeH
FIOCPEAHMK B OMOCMHTE3a Ha MYPHMHU 1 HYKITEMHOBM KUCENMHU — U A0 METWIXUAPA3NH,
KOMTO Ce cMsATa 33 akTuBeH ankunmpaly areHT. LinToTokenyrocTTa Ha MTIC ce cvsiTa, ue
npeauMHO Ce AbMXW Ha ankunupadeTo Ha AHK rnaBHo B 08w N7 nosuummTe Ha ryaHuHa.
Csbp3ato ¢ AUC Ha temozolomide, MeTaboausupadeto Ao MTIC n AIC e ~ 2.4% u 23%
cwoTBeTHO. In vivo t V2 Ha MTIC Gemwe nopobHa Ha ToBa Ha temozolomide — 1.8 Yaca.

AeuaTta mMaxa no-sucoka AUC oT Bb3pacTHuTe; MakcuManHaTa noHockma A03a (MTD) o1
1 000 mg/m? 32 umKsn obave Belle eAHaKBa IPY Aelata U Npy Bb3pacTHUTE.

5.3 MpenxnvHiYHY AaHHK 38 6e30nacHoCT
Bsixa NposefcHy eaHOUMINOBY (C 5-AHeBeH npweM, 23 AHn 6e3 nieyeHue), Tpu 1 tect-
UMKNOBY MPOYUBaHMst Ha TOKCMUHOCTTa fpW [UTbXoBe M KyueTa. [lpegumMcTseHnTe
APULIENHM OpraHM Ha TOKCMYHOCTTa 6siXa KOCTHMAT MO3bK, nuMdopeTvKynapHata
cHCTeMa, TeCTUCUTe, TaCTPOVHTECTVHANHUS TPaKT U NPy NO-BUCOKNTE-A03M, KOUTO Bsixa
netanxy 3a 60% po 100% OT m3cnheaBaHnTE MITbX0BE U KV‘-IETa‘,HEiAC'TbnM JereHepaums Ha
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peTvHaTa. loseyeTo ciiyyan Ha TOKCUYHOCT rokasaxa 06bpaTMMOCT, OCBEH HeXenaHuTe
edexTyt BbPXY MbXKKaTa PEnpoAyKTMBHa CUCTEeME K AereHepaumsita Ha petuHarTa. Toit
KaTO ofaye JO3WUTE, NPMHMHWAM AereHepauus Ha pervHaTa Osixa B AvanalsoHa Ha
nieTanHuTe 403W Y NpY KIMHWYHKUTE NPoYYBaHNS He Gellle HabnioaasaH riofobeH edexT,
Ta3y HaxoaKa He Ce CuWTa, Ye & OT KNMHUYHO 3HaYeHNe.

Temozolomide € eMEPUOTOKCHUEH, TepatoreHeH M reHOTOKCHMYEeH ankwuiupail afent.
Temozolomide e RO-TOKCMUEH 3a TALXOBETE W KydeTara, OTKOMKOTO 3a Xopata W
GTHMYHMTE 003 Ce NpuBIWKasaT A0 MUHMManHWTe neTailHu AO3W 3a KyHera w
nbxose. CBbp3aHuTe C [03aTa HaMaleHns Ha JieBKoUMTUTE ¥ TpoMBOUMUTUTE NBrNEeXAaT
yyBCTBUTENEH MoKazaTen 3a TOKCUYHOCT. Pa3nyuHy HeornasMu, BIUTIUYWTENHO KapUYHOM
Ha rbpfarTa, KepaToKaHTOM Ha Koxara u GazanuokneTbHer afieHoM Bsxa HabnmopaBaiu
ApY  WECT-LMIIIOBOTO MPOYYBaHe fpu nibXose, AOKATO npu Kyderata He Osxa
YCTAHOBEHU TYMOPY WY NPeKaHLEPO3HY NPOMEHN. Marnexaa, ye ribxoseTe ¢a 0cobeHo
YyBCTBMTENHM KbM OHKOFEHHUTE edext Ha temozolomide, kato mbpBUTE TyMOPU CE
nosIBSBAxa Ha 3-5 MEC. OT HAuasoTo Ha MPUITOXEHNETO. TO3K NaTeHTEH NEpPUoA € MHOIO
KbC ZI0pH 33 aAKWIMpaL, areHT.

Pe3yrnTatiTe OT XPOMO30MHUTE abepaLyoHHy TecTose C Ames/canMorena 1 nuMpoLnTH
ot uoBetlika neprcepHa kpus (JIHMK) noxasaxa nosoxuTeNeH MyTareHeH oTroBop.

6. GapMaueBTHUHE AaHHNA

6.1 CIMChHK Ha MOMOWHNTE BelECTBa

O6e3B0fHEHa NaKT03a, KoMoMAeH CUNMUMeB arxXMADWA, HAaTPUEB HUILECTEH FKKONaT,
Taprapat, creapar. ObBvBKaTa Ha Kancynata CbAbpxa KenatH, TMTaHWeB AMOKCAA,
HaTpves naypun cyndat v e Haneuyartaha ¢ chapMalleBTUHHO MACTAAC: 3eJICHNAT nedat
coAbpa wennax 3a GapMaueBTAuRM UENW, TIpONtieH rankon, aMOHUEB XuApoKcua,
TuTaHues auokens (E171), bAT Xene3eH oKeny (E172) v uHaurotus (E132).

6.2 OU3UKO-XHNMHUUHK HECHBMECTHMOCTH
He ca npunoXmmMn.

€.3 Cpox Ha roAHOCT
2 roauHn

6.4 ChneyMamHr YOIoBMA 38 ChXPaHEeHWE
[la ce coxpaHsiBa npy TemnepaTypa noa 30°C.

6.5 JaHHy 38 onaxKsBKaTa
Tun I xexnubapeHo OuBeTeHW CTbIeHM lMileHUa CbC 3gmmTeHn ot  pgeua

NOAMMIPOIVIEHOBY Kana4kyi CoAbpikaiv 5 u 20 xancynu

6.6 MpenopLKy Mpy yrnoTpeéa

He oreapsiite kancynute. Ako xancynata ce YBPCAH, n3bsrsaiiTe KoHTaKTa Ha
MPaxX006PazHOTO CHALMKMMO C KOXKATA MY NUraBuLinTE. AKO HaCTBNY KOHTaKT, U3MWATE
3acerHaToTo MACTO.

Crxpanssaite KanCyNMTe WSBhH AOCEra 1 NOTACAa Ha Aeua.

7. TipUTEXaTEN Ha PaspelueHueTo 3a ynoTpeba LT
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73, rue de Stalle
B-1180 Bruxelles
Belgium

8. PerncTpal4oHel HOMEP B Perincrbpa o Hi. 28 3MAXM
20000669/10.11.2000 r.

9. laTa Ha MbPEC paspelieHye 3a ynoTpeda Ha AeKapCTBeRns NPOAYKT
26.01.1999 r.

10. faTa Ha NOCNEAHs PSAaKUNS Ha TEKCTa L
07.2005 r. PN
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