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KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

1. UME HA NEKAPCTBEHMA NPOAYKT

XonoxcaH 500 mg npax 3a MHPYy3INOHEH pa3Ty AL HUTERHA ATER
Holoxan 500 mg powder for solution for infully HA no_"Em‘“

XonokcaH 1 g npax 3a nHdPy3MOHEH pa3TBoOp
Holoxan 1 g powder for solution for infusio

XonoxcaH 2 g npax 3a HHPY3IUOHEH PAITBOP| ;5 60 ,;7 / / g. p% F
Holoxan 2 g pOWdEI' for solutlo“ for |nfus|o ..............................................................

2. KAMECTBEH M KONINYECTBEH CbCTAB

1 ¢dnakoH Holoxan 500 mg, npax 3a uWHQY3NOHEH pa3TeBop, ¢bAbpxa 500 mg
npochamua (ifosfamide) kaTo aKTMBHO BEWECTBO.

1 ¢pnakoH Holoxan 1 g, npax 3a uH¢pY3WOHEeH pa3TBoOp CbabpxXa, 1 g wdochamug
(ifosfamide) KaToO aKTUBHO BeWw,eCTBo.

1 dnakoH Holoxan 2 g, npax 3a WHdY3MOHEH pa3TBOp, CbAbpXa 2 g udochamuna
(ifosfamide) KaToO akKTMBHO BeW,eCcTBO.

HAaMa noMoLWHW BellecTea.

3. NTEKAPCTBEHA ®OPMA
[Ipax 3a uHPy3norerd pasteop (powder for infusion)

4. KATUHUYHKN NAHHN

4.1. TepaneBTUYHM NOKa3aHNA

XonokcaH Tpabea Aa ce npunara oT NeKapru-oHKONO03MW.

TecTukynapHut TYyMopu

KoMbuHupaHa xuMuorepanua Ha Hanpeasanu tymopu e 11 go IV cragni cnopeg TNM

KnacnpukaumaTa (CEMUHOMM U HECEMWHOMU), NMPKU HE3aAO0BONUTENEH WAW NUNca Ha
OTrOBOP KbM MHWUWanNHaTa XnMuoTepanus.

OBapuaneHd KapUnHoMm

KomMbuHupaHa xummnoTtepanua Ha HanpeaHanu Tymopu (I1I v IV ctaauv no FIGO) cnen
Heycnex oT HUuuuanHata xumMmotTepanmsa, Bkaousalla nnarmnHa.

KapumHOM Ha WMAKATa HA MaTKara

MoHoTepanua Npu nauneHTn ¢ HanpeaHanu Tymopwy (III v IV craguii no FIGO) n npu
DELUNANBMN.

KapuymHom Ha repaara
[lannaTuBHa Tepanua Ha HanpeAHan pedpakTepeH KapuuMHOM Ha rbpAaTa Wunu npw
peLunanB.

HeapebrHoxknetbyeH 6porHxunaneH KapunHoM

MoHO- unnu KOoMBuHMpaHa XuMUoTEepanua npyu uHonepabuiHU MNKU MeTacTaTU4YHW
TYMOPM.

LpebHoknereyeH BpoHxuaneH KapumHom
KombunhnpaHa xvMuortepanus

MeKoTbKaHHn capKomy (BKN. OCTEOCapKOM n pabaoMuoCcapKoMm)

MoOHO- unn KOMBuHUpaHa xuMmnoTepanua Ha pabaoMMOCapKOM MKW OCTEOCapKOM cren
Heycnex Ha CTaHaapTHaTa Tepanua. MOHO- WK KOMﬁMHMEaT[& XHUMMOTEpanua Ha
APYrn MEKOTbKaHHW CapKOMK cnea Heycnex OoT onepart )

Capxom Ha fOuRrr

KoMbuHupaHa xuMmuoTepanuss cnen Heycnex H
NieueHwue,
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KapLUmnHOM Ha NnanKpeaca

MoHO- unu KoMbuHWpaHa XWMUOTEpaNUA Ha HanpegHanu TYMOpPW cnej Heycnex Ha
APYro neyeHue.

HexoaxxkunHosn aumepomm

KombuHupaHa Tepanua Ha HeXOMKKMHOBUM nNuMdoMM C BUCOKA CTeneH Ha
ManuUrHeHoCT Npu He3agoBoNuTeNeH WAKM NUnca Ha OTroBop KbM MWMHUMLMANHaTa
XxuMnotepanua. KomMbuHupaHa Tepanug Ha nauveHTyu C peunausmpawin TYMOpPMW.

bonecr ra XOQKKNH

KomM6uHupaHa XxuMuoTepanus cnes Heycnex OT MbpBOHA4YanNHO LMTOCTATUYHO
NeyeHue Ha peunanBupallun unu pedpaxkrTepHn NUMomMu.

4.2 NOSUPOBKA U HAYUH HA NPUNOXXEHME

BHMMaHuWe: KoHUeHTpauMsaTa Ha NpUroTBEHUA pa3TBoOp He TpsbBa fa HaaBuwasa 4%!
[lo3upoBxaTa BMHarn Tpabea Aa ce onpeaens UHAMBWAYANHO, KaTo ce oTynTa obwoTo
3A4PaBOC/IOBHO ChCTOSIHUE U Ce Npeuu3npa B 3aBUCUMOCT OT KpbBHaTa KapTUHa.

AKO He e NpeAnNUCaHo APYro NpenopbunuTenHUTE 403UPOBKU Ca cneaHuTe:!

@paxuuoHmnpaHo npunoxeHue 1.2-2.4 g/m?2 TenecHa noebpxHOCT (=30-60 mg/kg
TenecHo Terno) AHEBHO B NpoAb/MKEHWe Ha S
nocnenoBaTenHU AHW,

ToTanHaTta Ao3a 3a eAvH LMKbA e B pamkuTe 6-12 g/m° TenecHa noBbpxHocT (=150-
300 mg/kg TenecHo Terno). Mpunara ce nog ¢opMa Ha UHTPaBEHO3Ha KpaTKoTpawHa

MHPY3IUS 3a nepmoa ¢ npoabvmxutTenHoct ot 30 min 4o 2 Jaca, B 3aBMCAUMOCT OT
obema 3a UHPY3UA.

[Ipoab/mxknTenHa nHpy3nsa 5 g/m2 TenecHa noBbpxHOCT (125 mg/kg TenecHo
TEerno) Kato BWCOKa eAMHUYHa A03a, KOATOo
0BMKHOBEHO ce npunara KaTo 24-4yacoBa
HenpeKbcHaTa UHDY3NS.

ToTanHaTa Ao3a He TpAbBa Aa HaaBMwasa 8 g/m?2 TenecHa nosbpxHOCT (200 mg/kg
TeyleCHO Terno) 3a eavuH UMKb.
CpaBHeHO ¢ (PpakuMOHUPAHOTO NPUNOXEeHUEe, NPUIoXKEeHMEeTO Ha XONIOKCaH BbLB

BUCOKW €AMHWUYHM [03M MOXe Aa AoBene A0 TexXKa xemarto-, ypo-, Hedpo- n LUHC-
TOKCUYHOCT.

3abenexka:

MpenopbynTenHUTE 403K, NOCOYEHN NMO-rope, 0OUKHOBEHO CE MpunaraTt B Cny4van Ha
MOHOTepanuAa ¢ udocdamua. Korato ce wm3non3sa € Apyru uutocraTuuM KaTo
KoMbuHMpaHa xMMUoTepanua, Ac3aTa Tpabsa Aa ce aganTUpa KbM TepaneBTUUHUTE
CXeMW Ha NPUNOXEHOTO neyeHue,

[py KOMOMHWpaHe C Apyrn XMMMoTepaneBTUYHW NIEKAapCTBEHU NPOAYKTWU € NoAaobHa

TOKCUMYHOCT, MOXE A3 Ce HanoXwu HamanseBaHe Ha ao3aTta U/vMnu yabAXKasaHe Ha
MHTEPBANUTE MEXAy LMKIUTE.

Mopagn cBosiTa ypoTOKCUYHOCT, udochamma Tpsbea BuHarm aa ce KoMbuHupa C
mesna. Mesna He NosnusiBa APYruTe TOKCUYHM peakuum ¥ TepaneBTUYHUTE edeKTU
Ha wdocpammpa. B cnydanm Ha nosiBa HAa UMCTUT C MUKPO- UIU MAKPOCKONCKa
XeMaTtypua o BpeMe Ha nedeHneto ¢ wnopochamua, _Tepanusta TpabBa na ce
NpeycTaHOBU 40 HOpManMn3npaHe Ha CbCTOAHMETO. -

NpoAB/MKNTENIHOCT Ha NPHUAOIKEeHNne

TepaneBTUYHUTE UMKIIM Morat ga ce nos
[TpoAB/IKUTERHOCTTE Ha NPUIMOXEHUATa W/nnu
TepaneBTUMHUTE WHAMKALUWKM, CXeMaTta Ha

3-4 ceaMuULM
X 3aBUCAT OT
nua, obwoTo
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34paBOC/IOBHO CbCTOAAHME Ha nNauueHTa, nabopatopHUTE MYy noKasaTtenun «
BbCTaHOBABAHETO Ha KpbBHAaTa My KapTuUHa.

Crneynannn npenopouxu npy [O3NPaHeTo:

[lpyn geya n noapacrBalin

OcHoBaBa ceé Ha NpueTUs TepanesTUUYeH naaH, npernopbyBaT Ce A03UPOBKU, KAKTO
NpU Bb3PACTHMU.

[laumeHT B 0bLyo oTC/13beH0 CHLCTOSIHNE i NauneHTn B HanpeaHana Bb3pacr

O6uKHOBEHHO U360PBLT Ha A03UPOBKA NPU Ta3n rpyna nauveHtTn, Tpabsa Aa oTuUMTa,
NOBULLIEHATa YecToTa Ha BnowWaBaHe Ha JvepHogpobHaTta, 6bbpeyHaTa U CbpAeyHaTa
PyHKUMN, CbNBTCTBALUTE 3a60onaBaHUeA MNK NeKapcTBeHa Tepanns.

[lauuneHTy € rnoHuxeHa 6u6peyHa pyHKUMuS

N3anon3Baneto Ha wudochamng e npoTuBOonoOKasaHo nNpw NauueHTH € 6bbpedHa
HeaoCTaTbyHOCT. CNnefoBaTenHo, HaAMa npenopbyYuTeNHW A03U 3@ Tadn rpyna
NauMeHTU; BbNpeKu TOBa, A03upoBKaTa Tpabsa Aa ce HaManu A0 TaKuBa HUBE, 4e
ndochamma n metabonutnte My aa Morat aAa 6bvgaT otaeneHu npes 6v6peunTe,

[launeHT ¢ NoHMKEHA YepHOAPOOHa PyHKLUNS

Mpochammag ce metabonmampa ot MMKpo3oManHuTe eH3MMu B 4YepHua apob. opaav
(paKTa, ye HEMa KJIMHUYHU NPOYyYBaHWA NMPU NMauneHTU ¢ YEPHOAPOOHW HapyLUeHKns,
HAMa NpenopbKKU 3a A03UpaHe NPU Te3U NauneHTw.

YKa3aHue 3a HaManssBaHe Ha JO3UTe rnpy MUeRocynpecus
Bpoi Ha neekounTuTe/ Ul

Bpon Ha TpoMbouuTuTe/pl
> 4000 > 100 000
4000-2500 100 000 - 50 000 | 50% oT npensnaeHaTa 403a

< 2500 < 50 000 QOTnaraHe A0 HOpManu3upaHe Ha

CTOUHOCTUTE UK UHAVNBUAYASNHO
peweHune

Ho3npoBKa

100% oT npeaBuaeHaTa Ao3a

4.3. NMpoTueonokasaHuA
XonokcaH He Tpabsa Aa ce npunara B cneaHuTe ciydvam:
¢ CBPBX4YBCTBUTENHOCT KbM ndochamuna;

¢ TEeXKO NOTUCKaHEe Ha KOCTHO-MO3buyHata ¢yHkuma (ocobeHOo npu npeawecTBallo
UUTOCTAaTUYHO MIN NbYenevYeHne);

Bb3naneHve Ha NUKOYHUA Mexyp (UMCTUT);

HapyweHa 6b6peuHa PyHKUMA U/vMNKU CTeCHeHMA NO XoAa Ha YPUHAPHWUA TPakKT,
OCTPU UHGpEKLNU;

¢ OpeMeHHOCT n KbpMeHe (BX. TouKa 4.6. BpeMeHHOCT ¥ KbpPMEHe);

> & @

4.4 CneunanHun npeaynpexaeHva n npeana3Hm Mepku npun ynortpeba

Hapywiennn Ha kpuBra m ainMpHara cucrema / NacnengsaHnn

Ao HOopManuavpaHe Ha NokKasaTenute € HeobxoauMm peanoseH KOHTPOJS HA KpbBHaTa
KapTuHa. Tpabea ga Cce oyakBa CpaBHUTENHO TEXKa MMenocynpecusa nNpu NauneHTw,
NnpeaABapPUTENIHO MNOANOXEeHUM Ha XUMUMO- U/MNnM AbudeTepanus Unv nNpu nauymueHtTun ¢
yBpeaeHa 6bbpeuHa ¢yHkuuMs. 3aToBa Ce npenopbysa CTPOTO NpocnessBaHe Ha
KpbBHaTa KapTuUHa. bpoaT Ha bennte KpbBHM KNeTku (WBT |1Tp0M60uHTHTe (Pt) u
CTOMHOCTUTEe Ha xemornobuHa (Hb) TpsbBa na 6bnay Q}Sé/GHEMQHH\ﬁ npean BCeKU
UWMKbA Ha XuMuoTepanua ¢ udochamma U B UHTEPBE Lﬁ * MeXcly . OTHENHNTE LUMKNAK,
aKo € HeobxXoAMMO BCEKM AeH. OCBEH ako He e Kpait El hGﬁGMT Pdiochamug He
Tpsi6Ba fJa ce npunara npu MauveHTn ¢ 6poil HQA COERMTE.KPLBHA |1ETKN Mop
2.500/mMukponutsp. Mpu nosBa Ha Temneparypa nits-gepkonenn, Tpaésa
NPOoUNAKTUYHO Aa Cé MPUNOXaT aHTUONOTUUM N/nnn ¢
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Hapywennss Ha MMyHHaTa cucreMa

OcobeHo sHMUMaHWe Ce NpenopbyBa W NPV NauueHTM ¢ oTcnabeHa WMMyHHa 3awuTa
(Hanp. 3axapeH auabeT unn XpoOHUYHU YepHOAPOOHN unu 6BL6peuHn 3abonaBanHng).

flcmxnunn Hapywernns / Hapyuwennn Ha HepBHaTa cHCcTeMa

[MaumeHTn ¢ MO3bYHN MeTacrasm U/mnn uepebpanHu CUMNTOMKU NOANEXAT Ha peaoBeH
KOHTPOJ/l. PUCKBLT OT TOKCUMYHU edexkTn Ha undocpammna BBPXY LULHC UM3MCkBa
BHUMaTenHo HabnogeHne Ha nauueHta. B cnyuan Ha wdpochamma-uHayuupaHa
eHUedanonaT1a, NpMNaraHeTo Ha fieKapcTBeHWA nNpoayKT TpAbBa Aa ce nNpeycTaHoBWU
OKOH4YaTenHo.

PuckoBwn dakTopu 3a pa3BuTue Ha eHuedanonaTus ca HapyweHa 6bbpeuHa (PyHKUUS
(kpeaTHMH > 1.5 mg/dl), npeawecTtBawo nedyeHne ¢ HePPOTOKCUYHWU NeKapcTea
(Hanp. umcnnaTtmHa) 1 o6CTpyKUMUM Ha NMKoYHWUTE NbTuwa (Hanp. Tymopu B obnactra
Ha Ta3a). Apyru puckoBu cdakTopu 3a eHuedanonatma BKAKHYBAT BNoweHo obuo
34paBOCNOBHO CbCTOAHME, HanpefHana Bb3pacT, aNnKoxXoiHa 33aBUCUMOCT B
aHaMHe3aTa, NOHWXEHW HMBA Ha CepyMHus anbyMumH WM CEPyMHUA XuaporeH
KapboHaT, aunao3a v HapyleHne Ha YyepHoapobHaTa dyHKLMA.

NlekapcrTeeHU nNpoAyKTH, Bb3aeucTBawm BbpXy UHC (TakuMBa KaTO aHTUEMETULUM,
TPaHKBW/IAHTH, HApPKOTULM UNW aHTUXUCTaMUHK) Tpsabea Aa ce uinon3saTt ¢ ocobeHo
BHMMaHMe B cnyyaw Ha udocdamua-mHayuupada eHuedanonatua wnu Tpabsa Aa
6bae npeycraHoBeHa ynorpebaTta MM, ako TOBa € Bb3MOXHO.

Coupaeunn Hapywennna / Macnegsannn

CneunanHo BHWMMaHue ce WU3MCKBA NpPU NaUUEHTHU C rpeallecTBallk CbpAaeYHW
HapyweHusa. HeobxognMm e penoBeH KOHTpon Ha enekrtponutute. OcBeH TOBa MMa
AOKa3aTencreo, 4e KapaAUOTOKCUYHUAT edeKkT Ha ndochaMna MOXe Aa ce YCUNU MNpU

naumMeHTW C npegwecreawa noyetepanua B ob6nactra Ha CbpueTo U/UNKU aAKBaHTHA
TepanUsa ¢ aHTPALMUKIIUMHW.

CTOMalWIHO-YpEeBHN HapyLLUeHUSR
3a aa ce HaManun BepOATHOCTTA OT pa3BUTME Ha CTOMAaTUT, NpenopbYUTenHO e Aa ce
06bpHe BHMMaHWe Ha CTPUKTHATa XUrMeHa Ha ycTHaTa KyXuHa.

HaBpeme TpsabBa Aa ce AaaaT aHTMEMeTMUM ,3a Aa Ce HaManan 4yecrtotata U cTeneHTa
Ha raleHeTo N NOBPbLIAHETO.

Xennaro-6MsrnapHy HapyLIeHNA

NpunoXeHneTo Npu NaunedTn, KOUTO BEYe CTpajaT oOT yBpexaaHe Ha uepHusa apob
npeav Hadanoto Ha nedeHveTo, TpabBa 4a ce npeoueHw CNpAMO MHAMBUAYAHUTE
ocobeHocTW. lpenopbyBa ce CTporo HabnwaeHUe Ha Te3n NauneHTU (BX. CbLlo

"CneunanHn npenopbkKA nNpu A03MPaHETO”). ANKOXONHaTta 3aBMCUMOCT MOXE Aa
NOBULLKN PUCKA OT YBpEXAaHe Ha YepHusa Apob.

Hapywenuns Ha 606peynrTe M NMKOYHNTE NBTHIYA

Ynotpebarta rnipu naumeHTH, KOUMTO Beye CTpaadaT oOT yBpexaaHe Ha 6bbpeunTe npeau
Ha4yanotTo Ha neyeHueTo, TpabBa n[a ce npeoueHW CNPSMO UWUHAUBUAYANHUTE
ocobeHoCTU. lMpenopbyBa ce cTporo HabnioaeHme Ha Te3n nauueHTH (BX. Cblo
“CneynanHu NpenopbKy NpU A03MpaHeTo”).

[lo BpeMe Ha rne4eHMETC € HeobxoauMm peaAOBHO w3cneaBaHe Ha 6bOpeyHarta
PYHKUMA, YPUHATa U CeAUMEHTA.

[lpenopbyBa ce ga ce NpaBu aHanu3 Ha ypuHaTa npeau MNpuUNoXeHWEeTo Ha BCsAKa
Ao3a wudochamma. lMNpegn HavanoTo Ha TepanuAata, TPAGEa Aad. Ce MU3KIYaT WU

CbOTBETHO OTCTPaHAT HAPYLIEHUS B OTTUYAHE Ha yp ;@; u:tm )511' HHdJEI(LMM "
€NEKTPONUTHU HAPyLWEHWS. P

AKO nNo BpemMe Ha Tepanuma c wudochamng ce

MakKpoxeMaTypus, neveHmeTo TpsibBa Aa ce rnpey
CbCTOAHWMETO.
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[lo BpeMe Ha neyenueTo € udochamui, cneumanHo BHMMaHue Tpabea ga ce obvpHe
Ha OCUINypABaHETO Ha gocTaTb4Ha XuapaTtauus, peacBHO ApeHupaHe Ha NMUKOYHUSA

MexXyp W ynoTpebata Ha mesna (BX. Touka 4.2. [Oo3vpoBKa W HavMH Ha
NpUNOXeHNe),

OcoberHo B cnyyaih Ha npoAbnXuTenHa tTepanua ¢ npocdammg, Tpsabsea Aa ce ocurypu
afleKBaTHa AMype3a U peAoBeH KOHTPoN Ha H6ubpeuHaTa PyHKUUA, KaTO TOBA BAXWU C
ocobeHa cuna npu neyeHWeTo Ha aeua. B cnyyait Ha nosiBa Ha HedponaTua, MOXe Aa
ce OdJYakBa HeobpaTuMO yBpexpaHe Ha 6bbpeunTe, ako nedeHuWeTo ¢ Udochpamma
npoabXW. Hanara ce sHuMaTenHa npeyedHka Ha CbOTHOLWEHWETO NoN3a-puUck.
lpean3sno3upawmTe GakTopU 3a HEPPOTOKCUHHOCT BKJIIOUBAT FONEMU KYMYIAaTUBHMU
Ao3n ugpochamma (ocobeHo npu geua nop 3-rogullHa Bb3pPAcCT). 3aToBa npeauv
Ha4vaso0To, MO BpemMe U cnea nedvyenmeto TpsbBa Aa ce wvicneasaT v ouexsasBart
rnoMepynHaTa puntpaunsa n TybynaprHaTta eKcKkpeuus,

CneumManHo BHMMaHue ce W3UCKBA NPU NauueHTU cnell HedpekToMus, Npu Takuea C
HapyweHa 6vbpeuHa dyHKUMA © NpU nayueHTn, npeaBapUTENHO nNeKyBaHW C
HedpoTOKCUYHKM nekapcTea (Hanp. c uwucnnatuHa). Mpyv Tesu rpynu nauveHTr
yectotatTa WM MHTEH3MTETA Ha  MUENOTOKCUMYHOCTTA, HePPOTOKCUYHOCTTa W
LepebpanHaTa TOKCUYHOCT Ca MOBULLIEHM.

Hapyuwieunn Ha BbB3NPON3IBOANTENIHATA CcHCTeMa M rwpaara / BpoaeHw,
PaMMIIHN B FreHEeTHYHYN HapyLUIeHNs

Ndochamua nputexasa MyTareHeH NoTeHuuas U reHoToOKCuueH edekT. MbX, KOWTO
e 6vne nexkysaH ¢ ungdochamng, Tpsabsa Aa OHbae NOCbBETBAH 3a CbXpaHABaHe Ha
crnepMa npeayv Ha4vanoTto Ha neYvYeHneTo, a CbLluo U Ye He MoXe Aa ctaHe Gawa HUTOo
NO BpEME Ha neYeHUeTo, HATO A0 6 Meceua cnep NPUKAKNYBAHETO My,

O6wy HapyweHnn 1 epeKTn Ha MICTOTO Ha NPHNIIOIKEHHE

TbW KaTo uMmTOCTaTUUHMAT edeKT Ha wugocdamma ce nposiABa eaBa cnen
dKTUBMPAHETO MYy B 4YyepHuAa Apob, He cbliecTByBa PUCK OT yBpeXAaaHe Ha TbhKaHWuTe
cnep Cny4YavHO MapaBeHO3HO NPUIOXKEHUe Ha pa3TBopa Ha udochamuna. B cnyuam,
obaye, Ha eKcTpaBa3auus ce npenopb4Ba He3abaBHO Aa Ce nNpekpaTtn MHdy3uaTa, Aa
ce acnupupa ¢ Urna nonagHanMAT U3BbH KPbBOHOCHUA CbA MHPY3UOHEH pasTBoOp, Aa
Ce HanpaBW NPoOMUBKaA ¢ PU3NOAOrAYeH PA3TBOP W Aa ce MMODUNU3NPa KpanHWKa.

N3cnegsannn
TpnbBa Aa ce npoeepsBa peAOBHO HUBOTO Ha KPbBHaATa 3axap npu avabetvum, 3a 4a
Ceé KOpUrupa HaBpeMe aHTMAMabeTHaTa Tepanus. BMXTe CblWOo Taka M Todka 4.5.

BaanMoaencresne ¢ ApyrM nekapcTBeHW npoaAyktTm wn  apyrm ¢opmm  Ha
B3aMMOAenNCTBUeE.

4.5. BaauMmoaencrene C ApPYrM snexKapcrseHn npoayktu um apyrm dopmm Ha
B3aUMOaenCcTBHe

¢ MwuenoTokcmyHocCTTa Ce ycunea NMpu B3auMOAeWCTBME C APYMM UMTOCTaTULM WUNU
Cnepn abyeTepanua Ha nauuveHTuTe. EaAHOBpeMeHHOTO npunoxenune Ha g ochamma

W anonypuHoOn uanM XMAPOXNOpTHMa3uAa CblOo MOXe Aa AoBeAe A0 3acunsaHe Ha
MUenocynpecunTa.

¢+ [lopaan vMyHOCYnpecuBHOTO AencTBue Ha wudgocdamua, TpsbBa fa ce 0O4aksa
oTcnabeH oTroBop KbM OnpefeneHu BaKCUHU. MpU XMBU BaKCUHW CbLIECTBYBA
PUCK OT pa3BUTUe Ha NpPeaAU3BUKAHM OT BaKCUHUTE anbeKuuu ﬁﬁﬁﬁﬁ

¢ Mpu epHoBpeMeHHO npunaraHe ¢ BapdapuH MO e‘:\hm%:%,ﬁ
NOTUCKaHEe Ha KoarynauusaTa v yBe/lndeH pUCK oT '

¢ [lpyn npepwecTeawo WU eaHOBPEMEHHO
NEKApCTBEHW NPOAYKTH, KaTo Hanp. uucnnhatuv

unu amdpoTtepuunH b, mMoxe aa ce 3acunu Hedp
KaTo nocneacTeBue OT TOBA U X@MaTOTOKCUMYHOCTTA

T

rHe A0 CHUNIHO

POTOKCUUHW
; AUMKNOBUD

Tra docchamuag “
70 Q_qumTﬁ psamo LIHC.

o {f\ ?;',-gHJ-, E'I-ll".:ﬂ ;
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¢ B cnyyanm Ha ndochammna-nHayuupaHa eHuedanonatua tpadea aAa ce npunarart C
ocobeHo BHUMaHUe eKapCTBEHM npoaykTn, AeictBawnm Bbpxu LHC (Hanp.

aHTWeMeTuUW, TPaHKBWAAHTU, HapKOTULUXM UWNU AHTUXUCTaMMHKM), a akKo e
Bb3MOXHO Te Tpabea Aa ce crpar.

¢ JleueHneto ¢ wudochaMua MOXe na YCUNN XUNOMIMKEMUYHOTO AEWCTBME HA
cyndaHunnypevHnuTe nekapcrBeHn NpoayKTK.

¢ [laHHM oT in vitro eknepuMeHTW nMokasgaT, 4e OynponNnMoH OCHOBHO Ce
KaTabonusnpa NoCPeACTBOM MMKpPO3OManHaTa LUTOXPOM eH3WuMHa cuctema P450
[IB6 (CYP2B6). NMopaan toBa TpnbBa pa ce obbpHe ocobeHO BHUMaHwe NpW
eAHOBPEMEHHOTO NpunoXeHWe Ha O6ynponuvoH W neKapcTBeHM NPoAyKTW (KaTo
optdeHaapuH, uuknodochammng n nbochamua), KOUTo NOBAUABAT AENCTBMETO Ha
n3oeHsuma CYP2B6. B cnyyail na npeglwecrsallo Unv npuapyxasaulo neyeHue C
tbeHobapbwuTan, <¢eHuTonH, OeH3oamaszenuHW, nNpuMuAOH, kKapbamasenuH,
pupaMnuumMH UAn  XnopanxuapaTt CbLeCcTBYBA Bb3MOXHOCT OT MHAYKUMWA Ha

ybunksutapHute mMukposomantu CYP wu3oeH3umy, KOWTO Ca npeacTaseHun w B
uepHua apob.

¢ [peindpyTbT CbAbpXKa BEWECTBO, KOETO MOXE A3 AoBeae A0 MHXHMbupaHe Ha CYP
M30EH3UMUTE N C TOBa Aa Hamann MeTadbonntTHaTta akTmMBauuAa, a4 OTTYK M Aa
MOHWXKU edeKTUBHOCTTa Ha wudochamua. MNMopagn ToBa MNaUWMEHTH, NeKyBaHU C

npochamua, Tpabea na ulbArsaT KOHcyMauuaTa Ha rpeandpyT Unan CoK OT TO3W
nnoa.

¢ WNdochammna MoxXe Aa ycunm peakuumsTa Ha KoxaTta KbM obnbuBaHe (radiation
recall syndrome).

¢ [o aHanorna ¢ uuknodochammna, Tpabsa Aa ce wumaT nNpeasua cneaHuTe
B3auMOAENCTBMA. 3aCMNEHO JAeUCTBMe W TOKCUYMHOCT npu  eaAHOBpPEeMeHHO
npuaoXeHMe Ha  XNOpnpoMasuH, TPUAOATUPOHWH WUAKW  UHXMOUTOPKW  Ha
angexmanexuaporeHasata Kato aucyngpwupaMm  (Antabus); 3acunBaHe  Ha
MUOpenakcupawoTo AeUCTBUE HA CYKCaMETOHWYM.

4.6. BpeMeHHOCT U KbpMeHe
[No BpemMe na neveHneTo ¢ npochamug xenmte He Tpabsa na 3abpemeHnaBar.

EkcnepuMmeHTanHM NpoyvyBaHUs NpU XUBOTHM NOKa3BaT, Ye nedeHWeTo ¢ ugochamua
MOXe Aa MMa reHOTOKCHMuYeH e(ekT U MoXe Aa OKaxe HebnaronpuaTHO BIWAHWE
BbpXy pPa3BUTMETO Ha (deTyca nNpy npunoxeHwe Ha O6peMeHHU XeHWU. TIpU BUTanHU
UHOAMKAUMXM npe3 nNbpBuTEe TpU Meceua Ha 6pemeHHocTTa € Heobxoaumo
NpoBeXJAaHeTo Ha MeaMUUMHCKa KOHCyATauuA OTHOCHO HeobxXopumocTtra oOT
npeKbCBaHe Ha bpeMeHHocTTa. Cnea TpeTua Mecey Ha BpeMeHHOCTTa, ako TepanuaTta
He MOXe aa ce OTJIOXMU, XUMMMOoTEepanuatTa Moxe Aa 3anodHe cnea UHdopMUupaHe Ha
nauneHTKaTa 33 Mankusl, HO Bb3MOXEeH pUCK OT TepaToreHeHHUM edekTu W«
NOTeHUManNHWsa PUCK OT yBpexaaHe Ha nnoaa.

AKO ce Hanara fiedyeHue rnpu XXeHu ¢ aertepoaeH noteHuuan Te TpAGBa Aa u3nonsear
epekTBHa KOHTpauenuua no BpeMe Ha U A0 6 Meceua cnep redveHUeTo. AKo ce
npunara nockpamma No epeMe Ha 6peMeHHOCT UNKM ako nauyueHTKkaTta 3abpemMeHee No
BpeMe Ha neyeHune ¢ upochomua, Tpadbea aa cbobin 3a ToBa.

Hama gaHsn ganv udochammna npeMmHasa B MaWUYMHUTO MAAKO. Bce nak npoyuBaHUs
NMPU XUBOTHU NOKA3BaT Bb3MOXXHOCT 3a NposiBa Ha CEPUO3HU HeXeNaHW NeKapcrBseHu
peakumMmM n TyMopeH noteHuwan npv ynotpebata Ha udoc
Ce B3€eMe peuwieHwe, pann aa ce NpeKbCHe KbpPMEHEeTo
noa BHUMaHWe BaXHOCTTa Ha NevYeHUEeTo 3a MauKaTa.

4.7. EdexTu BbpXy cnocobHocTTa 3a wohpnpane n
Ndochammng noBnusaea B 3HaYMTENHA CTENeH cnocobHo
MAaWWHN AUPEKTHO, upe3 uHayuupane Ha eHuedano
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npean3svKsa rageHe v nospbllaHe — ocobeHo Npu egHoBpeMeHHO NpUNoXeHue C
neKapcreeHyu NpoaykTyu, aenucreawmv Ha UHC, wnv ankoxon.

4.8. HexxenaHv nekapcrBeHM peakumm

(lp nauneHT, npu Kouto wUdpochamMua ce npunara Kato MoHOTeparuA,
MUenocynpecusita U YpoTOKCMUYHOCTTa Ca ¢ A030/MMUATUpaLla CTeNMeH Ha npoABa.
Ynotpebata Ha YpOMNpoTekKTOp Kato mesna, 3acuieHata Xuapatauus W
ppakLUMOHMPAHETO Ha A03aTta MOraT 3HauYUTEeNHO Aa HAaManAT XxeMartypuara, o0CcobeHo
MaKpOCKONCKaTa XeMaTypusi, acouuupada ¢ xemoparuueH uuctut. [lpoaseHaTta
neskoneHuss oBMKHOBEHO e yMepeHa A0 cpeaHa. [Apyrute 3HauYMMU  HexXenaHw

peakunmn BKAKUBAT anoneuuns, rageHe, NospbLUaHe U TOKCUYHOCT cnpamMo LIHC.

CucremHO MHOro yecrTm HecTHn HeuecTH Peaxu MHOro peaxku
OpraHHa >1/10 >1/100- >1/1000 - >1/10 000 - >1/10 000,
nacnpmkaymnn <1/10 <1/100 <1/1000 BKN. eANHUYHW
cnyJvam
Mndexunmn n WHdexkumnn NMHEeEpMOHMA
nHdecTauum CEencuc
Heonnasmm - BTOpyUHK TyMOPH
ROGPOKaAYECTBEHN M KapuuHOM Ha
anoKayecrseHm YPVUHaPHUA TPakKT
(BK/I. KOCTM M
MrenoaAnCRNacTu-
noamnn)
yeH CHHAPOM
OcTpa nesko3a
HapyweHWUAa Ha Muenocynpecusn TpombounuToneHus AHEeMMA XeMoOAUTUYHO -
KPBBTa M MUMPHATA | negroneHus ypemunueH CUH4POM
CHCTEMa
HeyTponeHus AecuMuHUpaHa
WHTpaBaCKynapHa
Koarynauws
HapyuweHMA Ha Peakumn Ha AHannakKTHueH
MMYHHATa cUCTeMa CBPbXYYBCTBU- WOK
TENHOCT
HapyuweHuRa Ha HeobpaTnMw SIADH
eHAOKpUHHaTa ORYNAaUWUOHHH (CuwHapoM Ha
CUCTEMA CMYLWEHUA HeaAeKBaTHa
cexKpelua Ha
AHTUMAVYPETUY-
HUA XOPMOM)
HapyweHMa Ha MetabonutHa AHOpeKcun XnnoHatpueMma | XunoxKanuweMus
XpaHeHeTo
3aApbXKa HA
TEYHOCTH
EnekKrponuTeH
ancbanauc
NMcuXxXnuHmn XanwouuHaLumu
HApYLWEeHNns HdenpecusHa
ncuxo3a
MeHTauMA T L
Aesop u f}// ?MH-“}”? o
BeanoKOUCTRO (oo™
O6bpKBaHe
HapyweHuna Ha Evuedanonatus CbHNMBOCT Ma
HepBHaTa cMCTeMa | CrHnuBocT Pa3ceAHOCT VRAABK
JamManHoCT ONUHEBPONATHUA
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Hapywenus Ha 3aMbrneHo Busyanuu
ouMTE 3peHue Pa3TpOACTBA
Copaeunn ApPHUTMUA CupaeqeH apecT
HapyluueHua BeHTpMKynapHa MuokapaeH
apuTMnA HHDaPKT
CynpaBeHTPUKY-
napHa apuTMua
CuvpaeyHa
HEAQCTAThUYHOCT
CbAoBM HapylWeHHn KtpBeHe XUNOTOHWNA Tpomboembonna
PecnupaTopHu Benoapobun UHTEpCTUUMaNHEH
HapPYIICHNA HapyLleHWA NHEBMOHWT
Kawnuua UHTepCcTHUUManHa
avwanHe ¢purbpo3a
duxarenHa
HeJOCTaTbYHOCT
ToKCHuyeH
aneprudex
benoapobeH OToK
CTtoMalHO-uUpesnn (apeHe Awnapua CToMaTuT OCTbp NaHKpeaTHuT
HapyYWeHNnsa NMospewaxe 3anek ®eKanHa
WHKOHTUHEHLIWA
Xenoto-6unmapHn HapyweHna Ha
HapyuieHus yepHoapobHaTta
PyHKUKWSA
HapyweHunna Ha Anoneuua Q6pws TOKCUYHHN KOXHM
NOAKOMWHATA TLKAH
HapylleHWR Ha KpaMnu Paxutmn
MyCKy/ Mo = OcreoManaums
CKeneTHarTa B
CHCTEMA N abaomMmMonuaa
CheAWHHMTEeNHaTa
TeKaH
Hapywenns Ha Xemartypus XemMoparmyeH UHKOHTUHEHUMS FnoMepynHa CWUHAPOM Ha
OnOpeuure n MukpoxemaTypus | WWCTHT AU3ypus AUCHYHKLUMUA MDAHKOHU
NMUKOYHMTE IMb
T™Mila HedponaTtus Hapywena uecrota | TYOYnHa
TyBynapHa Ha ypUHUpaHe dUnAQ3a
ANCOYHKLIUA BL3ananeHue Ha MpoTeruHypuA
MakpoxemaTypua | NUKOYHUA mexyp Octpa 6L5peuHa
HEAOCTATLMHOCT
XpOoHWUYHA
6vbpeyna
HEeAOCTATHUNOCT
Hesaabpxade
HapyweHuna Ha YBpexaaHe Ha AMeHOopeA
BL3rpoussoauTen- CNEPMATOEHEIA- | MoHuKEHU HUB
HaTa cucreMma u Ta WEHCKN NONOB
repaure XOPMOHH
O6wm HapyweHuna n | Tpecka ACTeHWYEH MBPT
eheKTn Ha MACTOTO CUHAPOM

Ha NPWIOMXEHNR
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YMopa NPUNOXEHNE
Cnabocr
Hepa3anonoxeHue
Macnenpannwa Enesaumn Ha ST- dochaTypus
cerMeHTa
NoBuLIABAHE HA
yepHoApobHUTE
eH3IUMH
MNoBUuwaegaHe Ha
SGOT
MoBULLABAHE Ha
SGPT
NMNopyulapaHe Ha
gamma-GT
NoeuLaeaHe Ha
ALP
NMoBuwaBaHe Ha
eunnnpybuHa
HapausipaHuA, 3acnneHa peakumA
OTPpaBAHMA M OT AbdeTepanuAaTa
YCNOMHEHMSA B
pPe3ynTaTt Ha
MHTEePBEHLINH
Bpopenun, hammunHn AMUHOAUWAYPWUA
1 FTeHeTUHUYHM
HapyLlleHMN

Nupexyumnn un nupecrayunu / PecnuparopHy HapyLUeHNs
HeuecTo Ma cbhobilleHMs 3a NHEBMOHUM.

MHOro paaxKo MoOXe Aa ce passume UuHTepcTuuyuaneH NHEeBMOHUT WM XPOHWYHA
WHTepcTUuuManHa benoapobHa pubposa.

Pepkute 6enoapobHU HapyweHusi, CcbnpoBOoAEHW C KIAUHUYHU CUMOTOMK KaTo

Kalnuua, 3aTpyAHEeHO AulladHe, MHOro psako nporpecvpatr B AMXaTenHa
HEeAOCTAaTbUHOCT.

OnucaHn ca MHOMo peakn ciydam Ha TokcuueH aneprudeH 6enoapobeH OToK.

HeonnaamMn - [o6GpoOKavecTrBeHH, 3N0KaAYECTBEHM M Heonpegenenmn (Bin.
KHCTH M NTOSINNN)

Kakto obukHoBeHO npu neueHwe ¢ udochamma Makap ¥ HEYeCTo MMa PUCK OT
pa3zBuTMEe Ha BTOPUYHW TYMOPU WNW TEXHW nNpeawecTBeHNUW, KaT0 KbCHO
YCNOXHEHME. YBenuuaBa ce pPUCKBLT OT pa3BUTME Ha KapuuMHOM Ha MKUKOYHWTE
MbTULLA, KAKTO U OT pa3BUTHMETO Ha MuenoaucniacTmyeH CUHAPOM, Nporpecupauy Ao
OCTpa nesko3a. [lpoydyBaHWs C XUBOTHM NOKa3BaT, ye PUCKBT OT pa3BuTHE Ha

KapuuHOM Ha NUKOYHUA MexXyp MOXe aa 6bae 3HauyuTenHo HaMasieéH vpe3 CbOTBETHO
NpUNoXeHne Ha mesna.

Hapywexunn Ha xpwuBTa n numpprara cucrema / Nugpexynn n nughecrayunmn /
CoaoBn Hapywenmna [/ OO6wWmn HapyuweHna »n eq@exrs Ha MICTOTO Ha
npuaoKeHue

o o N -lb:"'“-.,__
MHOro 4yeCcto B 3aBUCMMOCT OT AO3aTa MOraT Aa ce n A1 '*amgqtm cTeneHu Ha
e, AT .
MUEnocynpecua. Ta e CcBbp3aHa rMNaBHO € JiEBKO |
TpoMOoOUUTONEHMA C NOBUWEH PUCK OT KbpBeHe. Jle

neyveHne C BUCOKU A031. AHeMUudaTa e pPAAKO YCno
HAKOJIKO KypcCa Ha fiedeHune,

K0AaBa MNpwv
‘PA3BHUBaA CNej




I
Baxter Oncology

Muenocynpecusata obukHoBeHO € obpaTuMa W nevYeHUeTo MOXEe A3 Ce npunara Ha
BCekn 3 Ao 4 cegmuum. Korato udocdamma ce npunara B kombuHauma ¢ Apyru
MWenocynpecuBHM areHTm e Heobxoaumo perynupaHe Ha Ao3ata. BvB Bpb3Ka C
HeyTponeHnaTa NauMeHTLT MOXE Aa cTaHe ¢debpuneH, ¢ pa3BuTue Ha nHdekunun, Npwu

NAUUEHTH C TEXKA MUENOCYNPECUN NMa BUCOK PUCK OT MHdeKuns, nporpecupawia ao
KUBOTO3ACTpPaLlaBall Cencuc.

CobllecTByBa BEPOATHOCT OT Bb3HUKBAHE Ha YUIOXKHEeHUst KaTo TpoMbembonuag,
ANCEMNHUPAHa WHTpaBackynapHa woarynauma (AWK) wnn xemonutu4yHo-ypeMmnueH

cuHapoM (XYC), kouTo mMoraT Aa 6bAaaT npeau3BUKaHU OT OCHOBHOTO 3aBonsBaHe, HO
M OT xmMMunoTepanmnaTa ¢ udochammua.

Hapywennss Ha nmyHHata cucrema / Cvbgosmu Hapywenmnn / Hapyuwienns Ha
KOX(aTa M NOLHONKHATA ThKaH

Paako ce HabnwogaBa peakuus Ha CBPbXYyBCTBUTENHOCT. HYeCTU KNMHUUYHU CUMNTOMMK
ca obpuB, Tpecka, XWNOTOHMA. MHOro psAAKo anepruyHuTe peaxkuuww Mmorat Aa
nporpecupart 4o aHapunakTuHeH LIOK,

Hapywenus Ha eHpoKkpuHHaTa cucrema / Hapywenwn Ha merabonmnsMa u
XpaHeHeTo

B peaku cinyyau e Habnwaasan SIADH cusapom (cMHAPOM Ha HeaaekBaTHa cekpeuvs

Ha aHTUANYPETUUHUA XOPMOH) C XUNOHaTPUEMUA U 3a4PDbXKKa Ha BoAa U CBbP3aHUTE
cMMOTOMU {(O6BLPKAHOCT U Kpamnu).

HapyuwieHnsa Ha MyCKY/IHO CKeNleTHara cucreMa M CbeAANHNTEeNHaTa ThKaH

B MHOro peaku cnyyam neyeHueTo ¢ XONOKCaH MoXe Aa € rnpuyMHa 3a passuTne Ha
pabaoMmmonusa,

ficxnyuun Hapywenus / HapyweHuns Ha HepBHaTa cMCcTeMa

MHoro u4ecto e HabnwpgasaHa eHuedanonarmn. Moxe aa ce pa3sue B NbpBUTE
HAKONKO Yaca A0 HAKONKO AHW cneg neveHueto ¢ ngochamua. EHuedanonatmara v
CBbP3aHUTE C Hes CMMNTOMM BMHArn ca obpaTUMM U MU3Ye3BaAT CMNOHTAHHO HAKOAKO
AHU cnea NocNeaHOTo NpuaoXeHue Ha ngochamma.

Hai-yecTo ONUCBaAHMAT CMMNTOM Ha eHuedanonatusaTa € CbHAUBOCT, KOATO YecCTo
nporpecvpa OT COMHONEHTHOCT B MHOro peaku chydam o kKoma. [pyrn Heyecrto
cpellaHn CUMMTOMWM Ca pPas3CeaHOCT, JgenpecuBHa TMNCUX03a, Ae30pueHTauus,
6€e3NOKOUCTBO, 3aMasHOCT, OOBPKAHOCT, XaJwuuvHauMM K paako uepebepaneH
CUHAPOM W HMHKOHTMHeHums (dekanHa u ypuHapHa). B MHOro peaku ciydau ca
onucaHu NpunaablM U KoMa ¢ paTaneH kKpai.

OnucaHn ca cnydaum Ha no-6bP30 U34Ye3BaHe Ha CUMNTOMUTE Cnen MNPUNOXKEHUE Ha
ME@TMNEeHCBO CUHBLO MPU NAUMEHTWU, pas3BwU/IM eHuedanonaTua cnen NpUuNoXXeHwe Ha
ndocdhammna. UMa u croblieHns, KOUTO He NOAKPENAT NPUNOXEHUETO Ha METUIEHOBO
CUHbO. 33aTOBa TNPUIOXKEHUETO Ha MeTUNEeHOBO CuHbO Tpabea Aa ce obcbau KaTo
onuua Ha nedyeHune camo Mpu Te3M NauMeHTH, KOUTO PpasBuMBaT MHOIMD TEXKHK

eHuedanonatum, cCBbp3aHM € MPUNOXeHMeTo Ha wWdocdamua, cnen aHanM3 Ha
CbOTHOLWEHWUETO PUCK-NON3a.

Paako ce cpewa nonmHesponaTus.

HapyweHnmna Ha oumnre
Paagko ca onucaHW CUMNTOMW Ha 3aMbliNlieHO BMXAGHE W Y30/IMpaHn cny4an Ha

HapywWeHUs B 3PEHUETO. = e S

,,f}}-.r - 1";‘: -"(/Er.-j S
Copaeunn Hapyuiennsn / N3cnenBanns & NN

o g\ T
Heuyecto ca onucaHWM cnyyan Ha apuTMmsa, Ka Beﬁmmﬁm jHR  Taka
CynpaBeHTPUKYNapHa apuTMus, eneBaununa Ha gemﬁma ¥ || CbpAeyHa
HeaOCTaTbUYHOCT He ce cpewaT 4yecto, ocobeHo cnea ' aﬁgﬁaiﬁ ro BUCOKW
Ao3n ugochamMma. B MHoro peakum cnyyaum aputMuuTe Borar aAa-f ecupaT Aaa

B i e __‘1.-'" l“
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¢daTaneH cbpAaeyeH apect. B MHoOro peaku cnydyam € onncaH MuokapaeH WUHGpapkT,
KOWTO HEe MOXe U3LAN0 Aa Ce CBbPXe ¢ neyeHueTo ¢ ndocdamug.

CromaiiHo ypesHu Hapyuwiesnn / Hapywenunna na Mmerabososma n xpaHeHero/
O6uin HapyuwieHnst H ePeKTH Ha MACTOTO Ha NPHIIOIKEHHNE

[apeHeTo U NOBPbLIAHETO C€ 4YeCTo cpelaHn A0303aBUCNMU HEXENaHU NeKapCTBEHU
peakUunn. YMepeHuTe A0 TexXkun gopmu ce cpewat rnpu 50% oT naumeHTUTE U MOrarT

Aa AOBeAaT A0 Texka aexuapatauua. AHOpeKCcuA, AnapuAa U 3aneKk He ce cpeulart
4eCTo, a CTOMAaTUTU U MYKO3UTU ce HabniopasaT pPaaKo.

B MHOro peakv cnydyan MOXe fia ce passume OCTbp NaHKpeaTur.

Xenaro-6mnnunapnn napywenns / Nacnegsanns

He 4ecto ce onuceBa HapyweHue Ha dJepHoapobHaTa yHKUMA, KOATO Ce
MaHuUpecTUpa C NoBULIABAHE CTOWHOCTUTE Ha 4YepHoAPOBHUTE eH3ummun kato SGOT,
SGPT, gamma-GT, ankanHa ¢octhaTtasza n/unm 6unmpybumH.

Hapyiuenus Ha KoX3carta M NOAKONHaTa TbKaH

AnoneunsaTa € MHOIMo 4ecTa HexenaHa peakuua. T8 e 3aBucuMma OT Ao03aTa U
NPOABIMKUTENHOCTTA Ha JIeYEHNETO U MOXe Aa ce cpeliHe npu 100% o1 nauneHTuTe,
HO MO NPpUHUMN TA e o6paTuMa.

B peakn cnydau mMoraTt Aa ce pasBUAT AepMaTtuTU, a B MHOIMO pellku caydau TOKCUYHWK
KOXHU peakunu.

WMa MHOTO peaku CbobleHMA 3a 3acuneHa KOoXHa peakuums OT NnbuyeTeparnuara
(radiation recall syndrome).

Hapywenns Ha O6bbpeynte M nuxkouHuTe nuvTviya / Hapyweunss Ha
MeTabonnaMa M XpaHeHero / Hapywienuss Ha MyCKYJIHO-CKenerHara cucremMa
M chegMHHuTenHarTa TeikaH / Bpogenun, paMuIHun M reHEeTHYHM HapyLIeHNNA

MukoueH Mexyp

XeMaTypuaTa cnej npuaoxeHuwe Ha wudochamu € MHOro 4Yecrto CpellaHo
N0303aB1NCUMO YCII0XKHEHME,

B 3aBUCUMOCT OT TeXecTTa Ha MUKPO- ¥ MakpoxeMaTypusa WU XeMoparundeH LUCTUT,
ce Hanara npekpaTsBaHe Ha Ne4yeHUeTo.

Apyrn KAWHUYHKU CMMNTOMKM Ca AU3YPUSA, HapylleHa YecToTa Ha ypuHupaHe U Apyrw
CUMNTOMW HA Bb3NaneHue Ha NMKOYHUA Mexyp.

bnOpeuw

Ugochamua npuunHasa HedpomnaTUs, KOATO 4YecTo Ce nposiBABa KaTto TybynHa v
PAAKO KaTo rnoMepynHa aunchyHkLMA. HYecTo KIMHUYHWTE NPosiBU Ha HedponaTUsa ca
HaManeHn CTOMHOCTU Ha KPEeaTUHWHOBUA KINMPBHC WM noBuweHne Ha BUN wn
CepyMHUA KPpeaTUHUH — 0BUKHOBEHO npexoaHMu.

B npoueca Ha npuaoxerue Ha udochamua TydbynHaTa OubpeuHa ancpyHKUUR pRAKO
e cbrpoBoaeHa C aMUHoauuaypua, dochatypua, TybynapHa aumaosa, NnpoTevHypys
n/Man enekTponunteH ancbanaHc.

AuuaosaTta, npuduHeHa ot udocdammna, e Yecto cpewaHa kKato MetabonuTHa
ayumao3a.

B MHOro peaku cnyyau, Ho 06MKHOBEHO Npu Aeua, NalMeHTUTe C XPOHUUHA Tyby/Ha
6b6peyHa AUChPYHKUMA MOraT Aa pasBUAT cMHapoM Ha da /I@GHV[ 'Fﬂznome ha posepe
0O PpaxuT, KaKTo KU A0 OcTeoManaumvsi Npyv  Bb3p {m&’ I'lndr,pecupaHeTo Ha
HepponaTuaTa B OCTpa UM XpoHW4YHaA 6HbvOpeyHa 8

KOMBUHauua ¢ Npuem Ha HEePPOTOKCUYUHKM NEeKapCcTBa €

B MHOIO peaku cnyvau e onucaHa XvnokasaneMmus. o
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Hapywennnn Ha BB3nNponssogntTenHara cucrema [/ Hapywennsa Ha
€eHAOKPHHHATa CHCTEMa

[lopaan MexaHM3Ma Ha AEUCTBME KaTo ankmnupaw, areHt, wugochamma uJecTo
NPUUUHABA HapylweHuss B CnepmoreHesaTa, psako HeobpaTuMu, KOUTO BOAAT A0
asocnepMus U/ nnn nepcucTnpalla onurocnepmus.

HeobpaTnMy HapylwieHMa Ha OBYNauUWATa, BOAELLM A0 aMeHOopea U NOHUXEHO HUMBO Ha
XEHCKUTE NOJIOBM XOPMOHM He Ce Cpellar 4ecTo.

Obiwym HapyweHHA N epeKTH Ha MACTOTO Ha NPHIIOKEHHE

MHoro uecto npu nevenue ¢ wmdochamua ce Habnwopasa debpunerteT, CBbP3aH C

HEYTPONEeHUA W MUHPEKUMM UM NOHAKOra peakuus Ha CBPBbXYYBCTBUTE/IHOCT C
HeEn3BeCTeH NPUHUHUTEN.

ACTEHUYHM CBCTOSIHUA KaTO yMopa, cnabocT, CbWO W HEPA3NONOXeHue ca u4ecTu

YCNOXHEHMA Npu naymeHT™ C KapuuvHomMu. MNoaobHO Ha Apyrute LUTOCTaTUUW,
npochammng Moxe aAa 3acunum Te3m CUMNTOMM.

Psako MoXe Aa Bb3HWUKHE peakunsa Ha MACTOTO Ha NPUIOXKEHNE.

4.9. NMpenpo3npane

T KaTO HE e U3BeCTeH aHTMAOT Ha ndocdhammi, NPUNOKEHNETO MY N3MCKBa BUHArK
NOBULLIEHO BHUMaHue. JleueHUeTo Ha CUMTOMUTE Ha npeao3upaHe TpaAbBa pa
BKJIlOYBa O6LOYCTAaHOBEHUTE MEpKW 3a noaabpXaHe CbLCTOAHUETO Ha NauueHTa B
nepmon Ha NposiBa Ha TOKCUMHU edeKTn.

Udochamma e in vitro avanusupyem. [Mopaaw TOBa NpU Npeao3vpaHe WK
MHTOKCUKaLKUA, Cny4YamHo WM CbC cymuuada uen, ce npenopbYBa BefgHara aa ce
npoBeae xemoauanusa. Mpu npenosvpaHe, oceeH Apyrure peakuuw, ce Habnwopasa wu
MUenocynpecna, Hawu-4ecto - JseBKoneHuA. TexectTa v NPOALJIKUTENHOCTTa Ha
MHUenocynpecuaTa e B 3aBUCMMOCT OT CTeneHTTa Ha npeno3npaHe. U3BbpluBa Ce
perynsipeH KOHTPON Ha KpbBHaTa KapTWHa W HabniogeHwe Ha nauueHTuTe. [1pw
pasBuTME Ha HeyTponeHMA ce npenopbysBa npodunakTuka Ha wuHdpekunutTe ¢
aAEKBaTHOTO WM nedyeHme C aHTubuotuum. lMpum nosBa Ha TpoMbouMTONEHUA Ce
OCUrypsiBa 3aMecTUTENHO JnedyeHne ¢ TpoMboLMUTHE Maca cnopea HyXxaute. 3a
nabarsaHe Ha ypPOTOKCUYHO CbCTOSHUE e abCcoNTHO 3aabKUTENHO M3NON3BAHETO Ha
YPONpoTeKTOpa mesna. N3non3saHeTO Ha METUNEHOBO CUMHLO MOXe fa ce 06Cbav B
cnyJdam Ha ndochamua-cerp3aHa eHuedanonaTua,

5. PAPMAKONOMMYHWN CBOUCTBA
5.1. PapmakoganHaMuHM CBOUCTBA

Udochamua e umTocTatuk OT rpynaTta Ha okcasadochopuHute, ATC koa: LO1AADG

XUMHYECKHU e CpoaeH C a30THUA UNPUT U e CUHTEeTUUYEeH aHanor Ha uMknodgocpamuaa.
In vitro udocpamug e HeaKTUBEH, a in Vivo ce akTueupa rmasHO OT MUKPO30MATHUTE
€H3uMK B uJepHUa apo6 A0 4-xunapokcuundochammia, KOWTO € B paBHOBecue C
TaBTOMepa ch angoudochammag. Angoundochamma ce pa3lnaga CNoHTAHHO A0
aKponenH U aakuanpawmsa Metabonut wzodochammna-unNput. YpOTOKCUUHUAT edekT
Ha ndochamuna ce aAbIKU Ha aKkponenHa.

LinToTOKCMUHOTO aencTteue Ha udpochamnuaa ce ocHoBasa Ha B3aUMOAEUCTBUETO Ha
Herosua ankuwnupaw, Metabonut ¢ [OHK. [MaBHOTO MACTO 3@ aTakyBaHe ca
docoamecTtepHuTe Bpb3ku Ha OHK. Mocneguua Ha anxunmpaHETo ca I'IDEI{'I:CBBHE Ha
BEPUIrNTE U KPBLCTOCAHO CcBBbp3BaHe Ha [HK. = :

B KneTbyHMA UMKLA Ce npeansBukea 3abaBaHe Ha NpeM
LINTOTOKCMYHOTO AEWUCTBUME HEe 3aBUCH OT ha3aTta Ha KeTb

KpbCcTOoCaHa pe3ancTeHTHOCT ce HabnaaBa npeauMHo
LUTOCTAaTUUM KaTo uuknodocdpammi, a cblwo Taka H
ankmnmpawn npoayktn. OT Aapyra CTpaHa ce oOKa
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PE3NCTEHTHUTE TYMOPU WK peuMamBu cneg Tepanusa ¢ uumknogochamua 4ecro
pearvpaT Ha nedeHue c udochamma.

5.2. PapMakOKMHETUYHU CBOMCTBA
Abcopbumns
Cnea WHTpaBeHO3HO npunoxedne ugochamua ce pasnpenens cnen HAKOAKO MUHYTW

B OpraHute KW TbKaHuTe. CoubllecTByYBa NUHEHHa 3aBUCUMMOCT Mexay Ao3aTta Ha
NPUNOXEHOTO NEKapCTBO U KOHLUEHTpaLusTa My B Ns1a3Mara.

Pa3npeneneqHue

Adochamma n HeroBute metabonNnTn ce pasnpoCcTpaHABAT B TANOTO MeX Ay TbKaHWUTe
W OpraHuTe, BKNIOUYUTENHO U B MO3bKa. Ob6embT Ha pa3npeaeneHue e 0.5-0.8 I/kag.
EnvMUHaUUOHHUAT NONyXuBoT Ha udochamma e Mexay 4 n 7 vaca.

HenpoMeHeHnaT udochammng Moxe aAa npeMuHe npe3 KpbBHO-MO3bYyHaTa 6Gapuepa.
Mpyr peuya ?METaﬁﬂﬂHTH Ha udochamma CblO ce OTKPUBAT B NUKBOpa, AOKATO FMpWU
Bb3pacTHU TOBa olle Ce ANCKyTUpa.

3a npeMMHaBaHeTo npe3 NfaueHTapHaTa 6apuepa u eKCcKpeumsTa ¢ MauunHOTO MNSKO
HAMa CUrypHun AadHeu. [lopaayn Aoxa3aHua TepaToreHeH edeKT Ha akKTUBHOTO
BEWECTBO MPU ONUTU C XUBOTHMU W NoaobueTto B CTPyKTypata C uuknodocpamua
MOXe Aa ce odakBa, ye ugpochamua CbuUlo NnpeMyMHaBa NnaueHTapHaTa bapuepa U ce
eKCKpeTupa C KkbpMara.

Upochamug ce cebp3ea okono 20% ¢ nnasMeHuTe NPpoTENHW,

MeTtaboniisem

HAKONKO MWUHYTWU Ccnea NocCTufnBaHe B opraHM3ma 3anodsa MeTabonusvpaHeTo Ha
npochamny,

Udbochammnpg ce xuapokcunupa A0 aktmeeH 4-xuapokcuudocdamua. MpouechT
OCHOBHO Cce Katanu3umpa oT umtoxpoM P450 u3ioeH3snmma CYP3A4. Ype3 peakuust Ha
oTBapsiHe Ha NPbLCTEHa, 4-xuapokcungpochammp ce TpaHchopMMpa B aKTUBEH
anpoudochamua. Cnen tosa anaondocdamna ce pasrpaxina A0 aKpPoONenH N akKTUBEH
n3ogocpopammna-mnput. OceeH ToBa ndocthamua ce aesakrtmeupa Ao 25 - 60% upes
AeanKnnmpaHe Ha XNopeTunHaTta 4acT Ha Monekynarta. To3un npouec ce npeanonara,
4Ye ce Katanusupa ot CYPZ2B6. KaTo anTepHaTUBEeH Npouec e Bb3MOXHO Aa npoTedye
OKuUcneHume Ha anaoudochamMmua Ao HeakTuBeH Kapbokcmudocchamma.

MeTabonm3ambT Ha wudocthamng ce xapakTepusupa € wWUpoOKa wWHAMBUAYAHA
BapuabunnHocr.

EnuMuHpaHe

EnMMuHuMpaHeTo ce ocbliecTesBa OCHOBHO upe3 O6bbpeunte. fpn GpakunoHMpaHo
npuaoxeHue Ha 1,6-2,4 g/m* TenecHa NOBbLPXHOCT AHEBHO B 3 NOCNEAOBATENHN AHMW,
B npoabnxeHne Ha 72 4aca ce ekckpetmpa 57% OT npunoXxeHata Ao3a Karto
MeTabonutn Ha npochammag unu B HENPOMEHEH BUA, a NpKW BUCOKA eAHOKpaTHa A03a
3,8-5 g/m? TenecHa noBbpxHocT - 80%. HemeTabonusmpaH ce oTAGNA B KOANYECTBO
15%, cwote. 53% npu ropenocoveHnTe J03M.

BuOpeuHmnaT kKnMpbvHC e 6-22 mi/min.

DPapMaKOKNHETHUKE NPpn CreyuanHu KIMHANYHK Cnyy4aun/nonynaymnm
Heua

Habniogasannte ¢apMakokuHeTMYHU cBoWcTBa Ha udochamMug. nNpu aeua He ce
Pa3nMuaBaT CbLWECTBEHO OT Te3u, KOUTO Cce HabnwaaBaT Npu Lapacwwhc NO-KPaTbK
€NUMUHAUNOHEH TMOMYXMBOT M CTeNneH Ha eNIMMUHNK Hg"“'

MeTabonuTuTe My npes 6L6peunTe ManNKo NO-BUCOKA.

flaumneHTy B HarpeaHana 8b3pact U NaUNeHTn ¢ HagqHopPM

[ipM nNaumeHTU B HanpegHana Bb3pacT W/ MAM Nauwn
ETMMUHBUNOHHUAT NOoNYXXMBOT Ha nocdamug e yabikeH.

TErNno

13
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brubpeurn yspexgaHus

HamMa cneuuanHo npoBegdeHn nNpoydsaHna nNpyu nauneHTM ¢ yBpeaeHa 6bbpedHa
pyHKUMA. Obade nopaan akTa, ye 6bLOEPEUYHUAT KIUPBHC Ha npochamug e HACBK, €
Manko sepoATHO cnabo yBpeneHaTta 6LO6pevHa YHKUMA Aa UMA HAKAKBO BAMAHUE
BbpxXy QapMakoKUHETUUHUTE CBOWCTBa Ha wudocdamua. B cnydyan Ha 6bbpeuHa
HEAOCTaTbYHOCT MOXE fAa Ce MNMOBMWKW HEBPOTOKCMYHOCTTa Ha udocpamui nopaawu

HapyLlweHoTO enuMmnHnpaHe npe3 6bubpeunTe. 3atoBa ce NpenopbyYBa HaMansaBaHe Ha
A03aTa NPy Tasu rpyna nauueHTu.

Heprogapobru yBpexaaHms

Upochamma ce metabonmsupa rnaBHo B depHun Apob. YBpeaeHaTta 4depHoApobHa
PyHKUMA MOXe aa 3abasn MeTabonuama My. YepHoapobHaTa HEAOCTaTbUHOCT U3LSANO
bnokvpa metabonusupaHeTo Ha udocchammua U NO Tasu NPUYNHE ENUMUHUPAHETO MY
Cce oCbllecTBsaABa OCHOBHO NoAa ¢popmMaTa Ha ndochamua.

5.3. MpeaAknMHNYHM AaHHM 33 6e30nacHOCT

OCTpa TOKCHUYHOCT

Cnea nHTpaneputoHeanHo npunoxerdve LDso-CTOMHOCTUTE NpU MULWLKKM ca mexay 520
n 760 mg/kg, a npn nnvxoee mexay 150 n 300 mg/kg. NOBTOPHOTO MHTPaBEHO3HO

npunoxeHne Ha go3m or 100 mg/kg v no-BucokM NpeansBUKBaAT CAMMNTGMU Ha
MHTOKCUKAUWA NPpw NTbXOBE.

XPOHNYHA TOKCHUYHOCT

HexenaHnte peakiuvu, cBbp3aHnu € KIIMHUYHU NPOYyUBaHKUA 38 XPOHMYHA TOKCUYHOCT,
NoKa3BaT yBpexAaaHe Ha NMMPHaTa U XeMonoeTu4yHaTa CucTeMa, CTOMalWHO-YpeBHUS
TPaKT, MTUKOYHUA Mexyp, 6bbpeuuTte, YepHun Apob uU roHaaure.,

MyTareHeH n KaHLeporeHeH noreruynar
Kato ankmnuvpawl nekapctBeH npoaykt  udocdamua  NpuHagnexm  KbM
FreHOTOKCUYHMTE CYOCTaHLUVK U NpUTeXxaBsa CbOTBETEH MyTareHeH noteHyuan.

[py NpoabAXUTENHU U3CNeaABaHUA BLPXY MAbXOBE U MUKW upochamMug NokKassa
KaHLleporeHHo AenCTBue.

PenpoAyKTmnBHa TOKCHYHOCT

Upochamnag nputexasa eMBPUOTOKCUUHO ¥  TepaToreHHo apewcteue. Tpn 3
XWBOTUHCKU BuAaa (MULWLKKU, NABXOBE W 3aUN) € YCTAHOBEHO, Ye TepaToreHeH eekT
HacTbNBa Npu 403U Mexay 3 U 7,5 mg/kg TenecHo Terno.

6. PAPMALEEBTUMHU JAHHM

6.1. Cnucek Ha NOMOLLHUTE BeLwlecTBa
HamMma

6.2. HecsBMEeCTUMOCTH
He e NpuioXunmMo.

6.3 Cpok Ha rogHoOCT
5 roanHu

6.4. CneynanHm ycnosus 3a CoXpaHeHue
Ha ce cbxpaHsisa noa 25°C!

XOoNnokcaH Aa He ce M3NON3Ba Cfief Jartata Ha U3TUYAHE Ha CpPoOKa Ha roAHOCT,
O3HaudeHa BbpXy onakoBkaTtal

i

[lpUroTBEHUAT pa3TBOp MOXE Aa Ce CbXpaHsiBa B XNaagWw/HUK :C:;ﬂL{QJHQ noseye OT
24 Yaca cneg NpuroTBaHeTo My! g - PR
Ha ce cbXpaHsiBa B 0puUrvuHazHaTa onakoBKa! ) ’ﬂ%% '
[la ce cbxpaHsBa Ha MACTO, HEAOCTbLMNHO 3a Aeua!

A >
6.5. laHHu 32 onakoBKkaTa \ St §
XonokcaH 500 mg, 1 g n 2 g ce npeanara B 2 ronemMmHm Héﬂh@{ﬂm{aﬁm y
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no 1 ¢donakoH
He BCUUKK BUAOBE ONaKOBKWU MoraT ga 6baaTt nycHaTtn B npoaaxba

6.6. Cneunannun npeanasHM MepKn Npm n3xeupnane/mn pabora

[1pn NnpuroTBsiHe Ha pa3TBopa Ha Xonokcax Tpsbsa ce cna3eaTt npasunarta 3a paboTa
C LUTOCTaTULM.

Hen3non3ssaHMAT NPoAayKT, OTNagbyHUTE MaTepunanym OT Hero U npasHute nakonHu
TpAbBa Aa Ce U3XBLPNAT B CbOTBETCTBUE C MECTHUTE U3NCKBaAHMUA.

[lpnroresiHe Ha pa3TBopa:

BHuMmaHue: KoHueHTpaunaTa Ha NpuroTeenns pasteop He Tpabea oa HaaBulLiasa 4%!
3a npurotBaHe Ha 4%-eH rotoB 3a ynoTpeba M3OTOHUUEH pasTeop , NpaxeT 3a
MHy3noHeH pasTeop TpsbBa fa ce pa3TBOpU BLB BOA2 33 WUHXEKUMU, KaKTo
cneasa:: Holoxan 500 mg B 13 ml; Holoxan 1 g 8 25 ml n Holoxan 2 g 8 50 ml.

CybcTaHumnaTa ce pasTBapsa NeCHO, ako cnefl npubaBsaHe Ha BOAATA 33 MHXEKLMK
(bnakoHUTE Ce pas3kKnaTAT eHeprudHo 3a %2-1 MuHyTa. AKO Cnes ToBa pa3TBapAHETOo
HEe € MbJIHO, NPenopUYBa CE Pa3TBOPH®T Aa Cé OCTaBM 3a HAKONKO MUHYTH.

3a UHTpaBeHOo3HA UHPY3UA Ce NpenopbyBa MNPUroTBEHUAT Pa3TBOP HA XONOKCaH Aa
ce paspean ¢ 5% rmokosa, 0.9% pa3TBOp Ha HaTpUeB Xaopua wNW pa3TBOp Ha
PuHrep. Morat aa ce uv3non3sat cneaHwuTe ykKa3anuma: PaspexaaHe Ao 250 ml 3a
nHdy3va 3a nepvos ot 30-60 MuHyTW M paspexpane no 500 mi 3a uHdyY3MA C
NPOABIKUTENHOCT OT 1 A0 2 Yaca. 3a npoabmkuTenHa 24-yacoea MHPY3US C BUCOKH
A03M XonokcaH ce npenopbysBa obwaTta aoza (Hanp. 5 g/m2) pa ce pa3speaun c 3
nuTpa 5% rnwoko3a n/unm 0.9% pastTeop Ha HAaTPUeEB XN0pPUA.

floka3zaHata XumMuuHa M PpU3nyHa CTabUNHOCT Ha NOAy4YeHMA pas3TBOpP, KaAKTO U Ha
pa3peaeHua pasTeop, e 48 uvaca npu 25°C.

OT M™MuKpobuonornyHa rneaHa ToO4YKa Ce npernopbYBa  TMPUrOTBEHUAT W/UNK
pa3peieHVAT pa3TBOp Aa Cce Uu3nonssatT He3abaBHO cCnen nNpUroTesHEeTo WM. B
cnydauTte, Korato HsMa fAa ce wu3nonssar BeadHara, TpsibBa ga ce cnassat
MHCTPYKLIMMTE OTHOCHC CPOKa Ha TroAHOCT WM yCNnoOBMATAE HA CbXpPaHEHMe, HO
CbXpPaHeHUeoTo M He Tpnbaa Aa npeswvliaBa 24 vaca npv 2°C-8°C.

7. IPUTEXATEN HA PA3PELLEHMETO 3A YNOTPEBA

BAXTER Oncology GmbH
KantstralBe 2, D-33790 Halle

[[epMaHKs
8. HOMEP(A) HA PA3PEWLEHMETO 3A YNOTPEBA
XonokcaH® 500 mg 9700324
Xonoxcan® 1 g 9700325
XonokcaH® 2 g 9700326

9. AATA HA NBPBOTO PA3PELWLABAHE/NOAHOBABAHE HA PA3SPELUEHMETO
3A YNNOTPEBA

HaTa Ha nocneaHo noagHoBABAHE:

XonokcaH® 500 mg 21.03.2003
Xonokcan®1 g 21.03.2003
XonokcaH® 2 g 21.03.2003

10. AATA HA AKTYANTUSUPAHE HA TEKCTA
07/ 2008r.




