[lepexniax ¥YKpaiHCbKO0I0 MOBOK, ABTEHTHY- Jlo Peectpaniiinoro mocsiaueHns
HICTH SIKOTO IMITBeP/KeHA YIIOBHOBAKECHOK
ocoboro 3asisuuka (bBypuesa L10O.), indopma- | Ne Bl y
il PO 32CTOCYBAHHSA JIKAPCHKOTO 3200y

KOPOTKA XAPAKTEPUCTHKA JIIKAPCBKOT' O 3ACOBY

1. HA3BA JIIKAPCBKOI'O 3ACOBY
KOCMETEH® JIIOBAK* 500 mikporpamiB, HOPOIIOK [UIS PO3YHHY s 1H €KIiH
2. SIKICHHM TA KIJIBKICHUM CKJIAJL

Kocmeren JlioBak MOCTA4aeThes Y BHIVIAAL JKOBTO-IOMApaH4YEBOro JHio]iai30BaHOrO MOPOIIKY Y
dmakonax, mo mictats 500 Mikporpamis JakTHHOMINIHY Ta 20 Mr MaHiTONMTy E421.

3. JIKAPCbKA ®OPMA

JliodinizoBanuii MOPOUIOK JUTS IPArOTYBAHHS POZUMHY UL 1H' €KIIIH.
4. KJIIHIYHI XAPAKTEPUCTHKH
4.1 TepaneBTHYHI MOKA3AHHSA

Kocmeren — MUTOTOKCHYHMN aHTHHEOIUIACTHYHUI aHTHOIOTHK 3 IMYHOCYIIPECUBHUMH BJIaCTHBOC-
TSAMH.

Kocmeren y ckmami komGiHoBaHoi XimioTeparii Ta/abo MyJbTHMOAQILHOIO PEKHMY JKyBaHHS
roKazaHuit Ul TikyBaHHS myxiunau Binemca, paGromiocapkomu aitedt, capkomu IOinra ta merac-
TATHYHOTO HECEMIHOMHOIO paKy cimM’ sSHHX 3a7103.

Kocmeren nokasanuii uist MoHOTeparmii abo B ck1aj i KOMOIHOBAHOTO XiMIOTEpaneBTUYHOrO PeXu-
My JUIst JIIKYBaHHs recraiiiinoi TpodobiacTuaHoi Heomnasii,

KocMereH sik KOMIIOHEHT perionapnoi nepdysii B komOinauii 3 MesnanaHoM moKasaHuil a7s JiKy-
BaHHSA MICHEBOTO peLHANBY a0 JIOKOPErioHapHHUX METacTa3iB MeJaHOMH.

4.2 JlozyBanust Ta crocid 3acTocyBaHHs
Tokcuuni peakuii, cnipuurHeri KocmereHoM, CHocTepiraloThes 9acto # MOXyTh OyTH TSKKHMH
(muB. posain 4.8 «Hebaxani edexktn»), mo B HaratboX BHITaaKaX 0OMeXye KiTbKiCTh Ipenapary,

sika Moe OyTH BBejeHa. OJIHAK TSHKKICTh TOKCHYHOCTI 3HAYHOIO MipOK0 Bapiloe # JHIIe YaCTKOBO
3aJIe)KHTh BiJl 3aCTOCOBAHOI /103H.
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,LIOTBXB&HHS!

Buympiuinvogenme 66e0enHs

Jlosypauus KocMereny pisHMTBCS 3a/1€XKHO BiJ EPEHOCHMOCTI Tpenapary MaiieHToM, po3Mipy Ta
PO3TAIYBAHHS HOBOYTBOPEHHS, @ TAKOXK BiJl 3aCTOCYBaHHs iHIMX (opm Teparii. Moxe BHHUKHYTH
HEOOXiIHICTh Y 3MEHIIEHH] 3BUYaiHOI 1031, AK IMPONOHYETHCS HIKYE, SKIIO OHOYACHO 3aCTOCO-
BYIOTb /I0JIATKOBY XiMioTeparito abo mpoMeHeBy Tepariio, abo * SKIIO IX 3aCTOCOBYBAIH paHille.

Jlosy Kocmereny po3paxoBylOTh Y MiKporpamax. IHTEHCHBHICTb J103H JUIS JIBOTHIKHEBOIO LHKIY
s fopociux abo jiTell He MOBUHHA repeBHLIyBaTH 15 mikporpamis Ha Kimorpam Ha 100y a6o
400-600 mixporpamis Ha KBaJApaTHHI MeTp MOBEPXHi Tija Ha 00y BHYTPILIHBOBEHHO MPOTATOM
m’sti 6. Po3paxyHOK JO3H U1 MAIIEHTIB 3 OKHPIHHAM a00 3HAYHUMH HaOpsKamy ClijL 3A1HCHIO-
BATH Ha OCHOBI IUIOMII MOBEPXHi Tijla, HAMAralOUKCh CIIBBIAHECTH J03YBaHHA 3 O€3KHPOBOIO Ma-
COIO Tina.

3 orsigy Ha BHILY YacTOTY TOKCHYHMX edektis KocMereHy B JiTeii MOJOAIIOro BiKy, lpenapar
CIIiJl 3aCTOCOBYBATH B JiiTell BikoM 10 12 MICAIIB TUIBKM Yy BHIIAJKaX, KOJIH KOPUCTb NEPEBUUILYE
PU3UKH.

MoTHBe 3aCTOCYBAaHHSA IIMPOKOTO CEKTPY MOHOTeparnil Ta kombiHoBaHol XimioTeparii 3 Kocme-
renoM y ckiajii. OCKijbKH XIMIOTEpAIIeBTHYHI PeKUMHU Oe3MepepBHO 3MIHIOIOTHCS, [A03YBAHHS Ta
BBEJICHHSI [1penapary ¢Jij 3/iiicHioBaTy mix Ge3rnocepe/iHivM HarIs10M Jlikapis, 3HalOMEX 3 cydac-
HOI OHKOJIOTIYHOIO MPAKTHKOKO Ta HOBHMH JOCSATHEHHAMH Teparii. B ocHOBY onncanux HHXK4E pe-
JKAMIB TIOKITA/IEHO OIS CYYacHol JIiTepaTypH, mpucBsueHol nutanHaM Tepanii Kocmerenom; Bei
BOHH p03p00JIeH] 3a CXEMOIO Ha LIHKIL.

Ilyxnuna Binbmca
PexxnmaMu repe0adeno BBeACHHs 45 MIKporpamiB Ha KijlorpaM BHYTPIIIHbOBEHHO B PI3HOMAHIT-
HUX KOMOIHAIISX Ta 32 cXeMaMH, 110 MAKOTh y CKIaji iHmi XiMioTepaneBTHYHI 3ac00H.

Paboomiocaproma
Pexxumamu riepei0aueHo BBeeHHS 15 MikporpamiB Ha KiorpaM BHYTPIIIHBOBEHHO Ha 00y Npo-
TArOM II'STH 116 y pi3HOMAHITHUX KOMOIHALIAX Ta 33 CXEMaMH, [0 MAIOTh Y CKIaji iHmi XiMioTe-
paneBTUYHI 3aCO0H.

Caprxoma IQinea
Pexxnvamu miepeabaueHo BBejeHHs 1,25 MinirpamiB Ha KB. M MOBEPXHi Tila BHYTPINTHEOBEHHO B
pi3HOMaHITHHX KOMOIHAIIfAX Ta 32 CXeMaMH, [0 MAFOTh y CKJIal i XimioTepanesTiiHi 3aco0u.

Kapyunoma cim "saHux 3anos
Beeaenns 1000 mikporpamis Ha KB. M IOBEPXHI Tijia BHYTPIIIHBOBEHHO B CK/a/li Pi3HOMAHITHHX
KoMOiHOBaHHX peXUMIB 3 HKI0(pochamizom, G1eoMilHHOM, BIHOIACTHHOM Ta LHUCIIIATHHOM,

l'ecmayitina mpoghobracmuuna neonnasis
Beesnenns 12 mikporpamis Ha Kijiorpam Ha 100y HPOTATOM I'STH Ji0 AK MOHOTeparii.

Baesenns 500 mikporpamis BHyTpimHboBeHHO B J(Hi 1 1 2 B ckiajai KOMOIHOBAHOIO PEKHMY 3 €TO-
I103HI0M, METOTpeKcaToM, (hOJIIHOBOIO KHCJIOTOK, BIHKPHCTHHOM, HKIohochamizom Ta muca-
THHOM.




Hayienmu nimnv020 6iKy: HaBe/ICHI BHIIE 3arajibHi MOJI0KEHHs CTOCYIOTHCS TAKOXK 1 JITHIX MarlieH-
TiB. Beenenns KocMmereny naiieaTam JITHBOTO BiKy MOYe CYNPOBOJDKYBATUCS MIJABHIIEHHM PH3H-
KOM Mi€eJiocyrpecii MOpiBHAHO 3 O1IBII MOJTOMMH NAlli€HTAMH.

Pecionapra nepghysis npu micyesux peyuoueax ma 10KOPeioHAPHUX MEMACMA3ax MeiaHoMu
CxeMu JI03yBaHHs Ta METOJMKA K TaKa Bapiloe B PI3HHX JOCIIIHHKIB, a TOMY OLIbII JeTalbHY
indopmario ci1ia mrykaTu B ony6:ikosaHiii niteparypi. B GinbimocTi BHNIAAKIB MPONOHYIOTHCA TaKi
JI03H:

Jlns HuKHIX KiHIiBOK a00 Ta3zy — 50 MikporpamiB Ha KiJlorpaM MacH Tijia.

JUiist BepxHiX KiHIIBOK — 35 MiKporpamiB Ha KiIorpam Macu Tijia.

MOJKIHBI peKOMEH/IALIT 1010 3aCTOCYBAHHS HIDKYHX 703 Y MALIEHTIB 3 0KUPIHHAM 200 B THX, XTO
paHilie oTpuMaB XiMioTepariio abo MpoMeHeBy Teparlilo.

Crocib 3acTocyBaHHS

BizHoB/IeHH T PO3YMH JAKTHHOMIIMHY MOXHA J10/1aBaTH 10 iHdy3iiHOro posuuny 5% AEKCTPO3H
It i’ €Kit abo HaTpiio XJIOpHIY /Ui 10’ €Ki, abo x Ge3rnocepe/lHbO B KaTeTep BUKOPHCTOBYBA-
HOT iH(Dy3iitHOT cucTeMHu.

Xoua BisHoBnenuit Kocmeren € XiMiuHo cTabijipHEM, Mpenapar He MICTHTh KOHCEPBAHTIB, a TOMY
MOITHBA BHIAJKOBA MiKpOOHA KOHTaMiHalis. BCio HEBHKOPHCTAHY YaCTHHY PO3UMHY CIIijl yTHII-
3yBaTH.

[ToBinoMIsIETHCA PO YAaCTKOBE 3aTPHMAHHS JAKTHHOMIIIHHY 3 BHYTPILIHBOBEHHHX PO3UMHIB MEM-
OpanruMu dinsTpamu 3 edipy LETION03H, 0 BUKOPHCTOBYIOTHCS B JICIKHX (LIBTpaxX CHCTEM U
BHYTPIIIHLOBEHHOTO BBE/ICHHSL.
Slkmo KocMeren BBOANTHLCS Ge3rocepe/iHbO y BeHy 6e3 BUKOPHCTAHHS iH(Y3iiHHOI cHcTeMH, il
3aCTOCOBYBATH «IBOTOJIKOBY» TexHiky. Ciiit BIIHOBHTH po3paxoBaHy 103y i Binibpatn ii 3 daxo-
Ha 3a JIOTIOMOI'OK OJIHIET CTEPHIIBHOT MOJIKK; Micis HbOro Ge3nocepe/iHE BBEJACHHS B BEHY CIIiJl BH-
KOHATH THILOIO CTEPHILHOIO TOJIKOIO.
[HCTpYKUIT 1IIO/10 BiAHOBJIEHHS JIIKAPCHKOTO 3aco0y Nepe/l BBEJIEHHAM HABEAEH] B po3/ijl 6.0.

4.3 IIporunokazaHus
[inepuyTinuBicThb 10 OyAb-IKOr0 KOMIIOHEHTY LbOTO IIpErapary.
3acmocysanns 6 nayicumie 3 simpsanolo icnoilo abo onepizysanvhum zepnecom. Skuo Kocmeren
BBOJIUTHLCS 1111 yac abo He3zabapoM IMicIs MepeHEeceHOro 3aXBOPIOBAaHHS Ha BITpsAHY Biciy abo ore-

pi3yBaJIbHUIL repriec, MOKe PO3BHHYTHCS TSKKE I'eHepalli3oBaHe 3aXBOPIOBAHHS, iHOJI 3 JIETATBHHM
HACIIIIKOM.
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4.4 OcobunBi 3acTepeskeHHsI TA 3aM00IKHI 32X0/1H /I BHKOPHCTAHHS

KocmereH citijt BBOAMTH TUIBKH I HATJISAIOM JIiKaps, SKHA Ma€ J0CBiA 3aCTOCYBAHHS MPOTHITYX-
JIMHHUX XiMiOTepaneBTHYHUX 3ac00iB. 3 oIy Ha TOKCHYHI BJIACTHBOCTI aKTHHOMIIMHY (HaIpH-
KJ1a/l, KOpO3iliHy aKTHBHICTh, KAHIIEPOTEHHICTh, MYTareHHICTh, TEPATOr€HHICTB), NEpea podOTOIO 3
IPenapaToM CJIijI 03HAKOMHUTHCS 31 Crielia/IbHAMK NIPOIEYPaMHE | HEYXHIIBHO iX JIOTPHMYBATHCS.

Kocmeren — BUCOKOTOKCUYHMWM npenapar, a Tomy po6oTa sK 3 MOPOIIKOM, TaK i 3 PO3UHHOM,
a Tako)K HOro BBEJCHHS, BUMAraroTh miasuiieHol obepexnocti. Ockinbku Kocmeren € Bkpai Kopo-
3ii{HO-aKTHBHHUM JUIS M SIKMX TKaHHH, BiH NPU3HAYEHHI /UTs BHYTPIIIHBOBEHHOr0 BBeeHHsA. Heob-
XiZIHO YHHKATH BIMXaHHS MOPOIIKY ab0 BUMApiB, a TAKOK KOHTAKTY [IPenapary 3i IIKIpoo Ta Ciu-
30BUMH 000J10HKaMH, 0co0IHBO ciu30BHMH oOojoHKamMH o4e. ITix gac pobotu 3 Kocmerenom
CJIiJ1 BHKOPHCTOBYBATH BIANOBiAHE 3axucHe o0iafHaHHA. Y pasi BUNAJKOBOTO MOTPANISHHS Mpe-
mapary C1i/i HeraifHo MpOMHMTH OKO BEIMKOK KUTBKICTIO BOJH, HOPMAJILHOIO COJIBOBOIO PO3UHHY
a60 130TOHIYHOTO COJILOBOTO IPUTAllifHOrO PO3YHHY MPOTArOM HE MEHII AK |5 XBHJIHMH, IICJIA 4Oro
3BEPHYTHCA 3a KOHCYJIbTALIEIO A0 oTayibMoIora. Y pasi BUNAJAKOBOro NOTPAILISHHA Npernapary Ha
IKIpY ypaXKeHY YaCTHHY CJIiJ{ HeraifHO MPOMHTH BEIHKOIO KiJIbKICTIO BOJU MPOTATOM HE MEHII fK
15 xBUIHH, 3HABIIM 3a0pyAHeHU oaar Ta B3yTTs. Cl1iJ HeraifHo 3BEpPHYTHCS 110 MEAHYHY JIONOMO-
ry. 3abpyaHeHui OJAT CIIiJl 3HUIUTH, a B3YTTA PETEJILHO OYHCTHTH Iepe/l MOBTOPHHM BHKOPHC-
TaHHAM (JHB. po3aia 6.6 «OcobnuBi 3an00ixkHI 3aX0IH JUIs YTHITI3aLi»).

SIk i Bci anTHHEOMTACTHYHI 3acobu, KocMeren € TOKCHYHHM MpenaparoMm, [0 BHMAarae 4acToro Ta
PETEILHOrO CIOCTEPEKEHHS 3a MAlliEHTOM LI0J0 MOXJIMBUX HeOaxkanux peakuii. I{i peakiii mo-
KYTh BpakaTH Oy/1b-sAKi TKAHHHM Tija, HAWYACTIIIe - FeMOMOETHYHY CHCTEMY, 1110 MPU3BOIUTD JI0
po3BUTKY Miesnocyrpecii. He Moxna 3abyBatn mpo iiMoBipHicTh anadinakToiHol peakmii.

Bkpaii BaJIMBO IOJHS OIIAAATH NMAllieHTa Ha NPEIMeT TOKCHYHHUX MOOIYHUX e(EeKTiB, AKIIO 3a-
CTOCOBYETBCS KOMOIHOBaHa Teparlis, OCKIJIBKH MOBHUI Kypc Teparii "ac Bil yacy MOraHo MnepeHo-
CHThCS. Y pasi pO3BHTKY CTOMATHTY, Jiapel ab0o BHPa)KEHOTO MPHTHIYECHHS remMonoe3y Ha (QoHI Te-
parii i mpenapaTy CiIi BiAMIHUTH, OKH TTAL[i€HT HE BIITHOBUTHCS.

Oxnio3uene 3ax60pro6anHs 6eH

OKIIIO3UBHE 3aXBOPIOBAHHs BeH (IEPEBAXKHO IMEYIHKOBUX) MOXKE 3YMOBHTH JICTAIBHUI HACIIJIOK,
0c00HBO B AiTel BikoM 10 48 micsui (aus. po3ain 4.8 «Hebaxani ehexth: waynko6o-kumkosui
mpakm»).

Kocmeeen i npomenesa mepanis

[ToBiOMISIETECS MPO MIIBHIICHY YaCTOTY HITYHKOBO-KHIIKOBOI TOKCHYHOCTI Ta MPHIHIUEHHs Yep-
BOHOI0 KICTKOBOIO MO3Ky Ha (hoHi komOiHOBaHOT Tepartil, 10 BKIo4ae B cede Kocmeren i mpome-
HeBy Tepaniro. Kpim Toro, Ha 370poBil wIKipi, a TAKOXK Ha CIM30BUX 00OJIOHKAX 1K Ta IIIOTKH,
MOYKe 3’SIBUTHCS PaHHS epuTema. MeHIa Bijl 3BUUaiiHOT J03a OIPOMIHEHHS, 3aCTOCOBaHa B KOMOI-
Hawii 3 KocMereHoM, CIpHYHHSAE epUTeMy i YTBOPEHHS BE3HKYJI, [0 MIBHIKO IPOrpecyroTh y CTa-
mii mirMenTauii Ta geckBamMaitil. 3aroeHns BiiOyBaeThCS Yepe3 YOTHPH-ILICTh THKHIB, piaiie — de-
pe3 asa-tpu micsii. [Tix BoauBom MoHoTepanii KocMereHoM MOXIMBA peakTHBALllS epUTEMH, IO
BHHHKJIA B Pe3yNIbTaTi NepeHeceHol paHille MpOMEeHeBol Tepariil, HaBiTh AKIIO MPOMEHeBa Teparis
npoBouiiacs H6arato MicsiB TOMy, it 0co0MMBO, SKINO iHTEpBaI MikK ABoMa (Gopmamu Teparii Ko-
potkuii. Take nmocuneHHs ehekTy onpomMiHEHHS CTAHOBHTH OCOOIUBY npobiieMy, SKIIO MPOMEHEBa
Teparnis 3adinae ciau30Bi 00070HKH. SIKIIO ONPOMIHEHHS CIPSIMOBaHE HA HOCOIJIOTKY, BHILE3ralaHe
TMO€EAHAHHA MOXKE CIIPUYMHHUTH TSKKE 3araleHHs CIM30BUX 000JIOHOK POTOBOI MOPOXKHHHH Ta I710-
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TKH. BupaxeHi peakiii MOK/IHBI, SKIIO BHKOPUCTOBYIOTBCS BUCOKI 71031 sik KocMereny, Tak i mpo-
MeHeBoi Tepartii, a60 SKIIO MAieHT 0CO6IMBO Yy TIUBHIA 10 TAKOTO KOMOIHOBAHOTO JIiKyBaHHS.
Oco6muBoi 06epeskHOCTI BUMarae 3actocysanns KocMmereHny mporarom JBoX MicsuiB IMicys OMpo-
MiHEHHs 3 METOI JiKyBaHHs MpaBoOiYHOl MyXMHH BinbMca, OCKIIBKH B TAKKX BHIMAJIKax CHOCTE-
piranucs renaromeraiis Ta nigsuiieHns pisHiB ACT.

Sk npasuito, KocMeren He CIijt 3aCTOCOBYBATH 0HOYACHO 3 IPOMEHEBOIO TEPAMIEKO JUIs JIiKYBAHHS
nyxJuH# Biemca, OKpiM BUNQJIKIB, KOJIH KOPUCTD [IEPEBAKYE PHIUKH,

[ToBiTOMIISETBCS TIPO MiJABHMINEHHS YacTOTH BTOPHHHHX TMEPBHHHHX IMYXJIHH (B TOMY YHCII JICHKO-
3y) micisi JIIKyBaHHS ONMPOMIHEGHHAM Ta AHTHHEONTACTHYHHMH 3aco0aMH, TakumH, sk KocmereH.
MyJIbTHMOATBHA Tepaltis 3yMOBITIOE MOTPely B PETEbHOMY TPHBATOMY CIIOCTEPEXKEHHI 3a nallie-
HTaMH 3 PaKoM, sIKI BHIKHIIH.

Jabopamopni ananisu

[ToBiOMISETHCA TIPO PI3HOMAHITHI BiAXHJICHHS BiJ HOPMH (PYyHKIIOHATBHHX MOKA3HUKIB HUPOK,
NMeyiHKM T4 YePBOHOTO KiCTKOBOTO MO3KY B MALL€HTIB 3 HOBOYTBOPEHHAMH, sAKi npuiivani Kocme-
rex. CJIi/1 4ACTO IIPOBOIMTH OLIHIOBaHHS (YHKLIT HUPOK, EUiHKH Ta YePBOHOTO KiCTKOBOIO MO3KY.

4.5 Bzaemopist 3 iIHMUMH JiKapcsKUMH 3aco6aMu Ta iHnTi Gpopmu B3aemoil
Uncrenni nani cBiquats, mo KocMmeren moteHuiioe ehpekTn petrenorepanii. iMosipHo, 110 mpa-
BUJIBHO i mpotuiexse: Kocmeren moxe OyTu 6ibin eheKTHBHHM y pasi OHOYACHOTO 3aCTOCY-

BaHHS TpoMeHeBoi Tepamii. J{uB. po3ain 4.4 «Kocmeren i mpoMeHeBa Tepartis».

KocMereH Moske BILTHBATH Ha pe3y/abTaTH O10JIOrYHUX aHAII31B 3 METOK BH3HAYEHHS PIBHIB aHTH-
OakTepialbHUX JIIKAPCHKUX 3aC00iB.

4.6 OepTHIbLHICTD, BATITHICTH TA JAKTALIA

JloBeieHO, 110 JAKTHHOMIIIMH TepaTOreHHUil y TBapuH, 1 HOro, 3a3puyai, He CITi/1 3aCTOCOBYBATH Y
BATITHUX JKIHOK.

KocmereH (TaKTHHOMILIMH) HE CJTiJ] 3aCTOCOBYBATH B JKIHOK, AKI FOYIOTh IPYUIO.

4.7 BuiauB Ha 31aTHICTh KePYBATH TPAHCHOPTHHMH 3aC00aMH TAa NPALIOBATH 3 MeXaHi3-
MavH

Jani BincyTni. Ciin BpaxoByBaTH MOXK/IHBI M00i4HI eeKTH — MiJBHIIEHY BTOM/IIOBAHICTh T4 ard-
Ti10 (nuB. po3ain 4.8 «Hebaxani epexty).

4.8 Hebaxani edexrn

Toxcuuni edekTH (3a BUHATKOM HyZOTH i OiroBaHHs), 3a3BHYall, HE BUABIAIOTH ceOe, MOKH HE MHU-
He JBi-4OTHPH JI06H Micis 3aKiHUeHHs KypCy Tepariil, Ta He JOCATalOTh MAKCHMYMY MOKH HE MHHE
1-2 Tmxkwi. TToBigomnsnocs mpo Bumankd cmepti. Oaxak noGiuni edextd B GiAbmOCTI BUMA/KIB
MHHAIOTH MICIIs MPUITHHEHHS Teparii 1 € TAKUMH:

Ingpexuyiiini ma ineasueni 3ax60p06aAHHA:
Cerncrc (B TOMY YHCIT HEHTPONIEHIYHUI CETICUC) 3 JIETATLHAM HACIi/IkoM, iH(peKilis, GapuHriT.
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Memadoniuni ma animenmapni posnaou:
AHOpeKcisl, TimoKabLieMis.

Po3nadu 3 6oKy op2anie OUXAHHA, 2PYOHOT KNIMKU ma cepedocminia;
[1HeBMOHIT.

Po3snaou 3 60Ky WLYHKO60-KUIMKO6020 MPAKIMY:

Hynota, G6mroBaunsi, 6iib y KHBOTI, Jiapes, yTBOPCHHS BHPA3sOK UUIYHKY Ta KHIICUHHKA, XEHIT,
nucdarisi, ezodarit, HPOKTH, BupaskoBuit cromartut. Hynoty Ta GoBaHHs, 110 3 SBISIOTECA PAHO
NPOTATOM MEPIIMX [STH TOMHH ITiCIA BBEICHHS [pernapary, MOXHa MOJIETIIATH, 3aCTOCYBABIIH
AHTHEMETHKH.

Po3naou 3 60Ky newinKu ma Hco6406UGIOHUX ULIAXIG:

[Te4iHKOBa TOKCHYHICTH MPOSBIAETLCS Y BHIJIS/l BIIXHIICHHS BIJ HOPMHU (pyHKIIOHATBHUX MOKa3-
HUKIB, ACIIATY, FeraToMeraii, renaTuTy Ta NeJiHKOBOl He/I0CTaTHOCTI (TIOBIIOMIIAETLCA PO BUIIA-
aku cmepti). OKITIO3UBHE 3aXBOPIOBAHHS IMEYiHKOBHX BEH, IO MOXE CYNPOBOXKYBATHCA MOPY-
[ICHHIM BHyTplmnbocynHHHoro 3rOpTAaHHsA KPOBi Ta MOJIOPraHHOI HEMOCTATHICTIO, CIOCTEpira-
jl0cs B MAlieHTiB, ki mpuitmann KocMereH y ckiajli XiMioTepaneBTHYHOIO PEXKHMY, IO BKIFOUAB Y
cebe pi3ni mikapeski 3aco6m (muB. po3ain 4.4 «OcobnuBi 3aCTEPEKEHHS Ta 3ano0iXHI 3aX0/H s
3acTocyBaHHs: OKIIIO3MBHE 3aXBOPIOBAHHSA BEHY).

Posznadu 3 60Ky Kpoei ma aimpamudnoi cucmemu:

AneMist (a% 10 anIacTHYHOT aHeMil), arpaHy/IoIATO3, JIeHKONeHis, TPOMOOLUTONCHIS, NaHIHTONe-
Hisl, pemxynoumoneum HEHTpOIeHis, dbeopmwa neitrporenis, CIi/{ 4acTO BUKOHYBaTH BH3HA-
YeHHS KifbKOCTi TPOMGOIHTIB Ta JEHKOUMTIB, 06 BYACHO BHABHTH CEPHO3HE NPHIHIUCHHS reMo-
foesy. SIKIIO CIOCTePiracThest 3HAUHE 3MEHIICHHS KiTBKOCT, CITi/l IIPU3YTHHATH JIKYBAHHS AaKTH-
HOMILMHOM 1 JIaTH BiTHOBUTHCS KiCTKOBOMY MO3KY. Hepisko BiIHOBJICHHS 3aliMa€ 10 TPHOX THK-
HiB.

Po3znaou 3 60Ry wiKipu ma niOwKIpHoi KIimKosuHu:

Anorienis, LLlhlpHHH BHUCHII, Mynbmcpopmna epuTeMa, aKHe, 3arOCTPEH s ePUTCMH abo mocusiIeHHs
nirmenTauii pasinre onpomineHoT mIKipH. Y HicasgpeecTpaliiHoMy rmepiojl TPAIUISIHCS BHIIA/KH
TOKCHUHOTO emifepmanbroro vexkpounizy (TEH) Ta cunapomy CriBenca-/lxoncoHa.

Po3znaou 3 60Ky 0nopHO-pyx06020 anapamy ma CROJY4HOT MKAHUHU:
Miasnris.

3azanvni po3naou ma peakuii 6 mMicui 66e0eHHA npenapamy:

Enigepmonis, eputema Ta HabOpsK, iHOMI BHpakeHi, CHOCTeplraans micis perionapuol nepdysii
KIiHIIBOK; MiZIBUIIIEHA BTOMJIIOBAHICTh, 3aTPHMKA POCTY, allaTis, 3araibHe He3uyxkaHHs. JlakTHHO-
MIllMH € BHHATKOBO KOPO3ilHO-aKTUBHMM. SIKIIO i1 4ac BHYTPILIHOBCHHOTO BBE/ICHHA BizOyBa-
€ThCA CKCTPaBasallis, PO3BUBAECTHCS THIKKE YPAKEHHS M AKAX TKAHHH. [TpuHa#iMHi B OTHOMY BHIIa-
JIKY 11€ TIPU3BEJO J10 GOpMYBaHHS KOHTPAKTYPH KIHIIBKH.

Kocmezen i perionapna nep@ysiuna mepaniﬂ
VCeKIaHeHHA METOIUKH nep(byau MOB’s3aHi, B MEPIIY Yepry, 3 KiIbKICTIO Mpenapary, 1o norpa-
MUB Y CHCTEMHHUH KpOoBOOOIr, 1 MOYKYTb IPOSBIATHCA Y BUTJIS/I IPUTHIMEHHSA Kponomopeml(ar mij-
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BUIICHHS CIPHAHSTIABOCTI 10 iHdeKil, BOMOKTYBaHHS TOKCHYHHMX MPOIYKTIB BHACTIIOK MaCHB-
HOT JIeCTpYKIlii TKAHWHH HOBOYTBOPEHHS, ITOTiPIICHHS 3arO€HHS PaH Ta YTBOPEHHs MOBEPXHEBHX
BHPA30K CIH30B0T 060s0oHKH HuUTyHKY. Jo iHmmX moGiunux edekTis Hatexarh HAOPSK KiHIIBKY,
ypakeHHS M SIKMX TKaHHH y AUTAHII nepdys3il Ta MOXKIHBHIT BeHO3HHI TpOMOO3.

4.9 Ilepeno3yBanus

V pasi nepe103yBanHs JiKyBaHHs JAKTHHOMIIMHOM CTijl Heraiino npuruuuTy. Hassua indopmaris
1010 TIepeI03yBaHHs B MOAHHHE o0MexkeHa. [IposiBH Iepe1o3yBanus CKIAJAIUCs 3 HyAOTH, Omio-
BAHHs, Jliapei, 3ananeHHs CIM30BUX 000IOHOK, B TOMY YHCII CTOMATUTY, YTBOPEHHS BUPA30K LIITY-
HKY Ta KHIICUHHKA, TSHKKMX PO3JIa/iB 3 OOKy MIKipH, B TOMY 4HC/i ekcoiauil MKipH, eK3aHTEMH,
JlecKBamarlii Ta eniziepMoItizy, BUPaKEHOro NPHTHIYeHHS KPOBOTBOPEHHSI, OKJIIO3HBHOTO 3aXBOPIO-
BAHHs BEH, rOCTPOl HUPKOBOT HEAOCTATHOCTI, CENCHCY (B TOMY HHCIi HEHTPONEHIYHOTO CENCHCy) 3
NeTanbHAM HacTizkoM (cMepts). JIikyBaHHs moBuHHE OYTH CHMITOMATHYHHM Ta IiATPHMYBAITb-
HUM. AHTHJIOT HE Bijommii. PeKoMeHIyeThesl 4acTo MepeBipaTH LUTCHICTH MIKIPH Ta CIH30BHX
000I0HOK, a TAKOK (YHKIIKO HUPOK, EYiHKH Ta YEPBOHOIO KICTKOBOTO MO3KY.

5. ®APMAKOJIOI'TYHI BJJACTUBOCTI

5.1 ®apmakoaHHAMIYHI BJACTHBOCTI

Mexanizm 0ii: KocMeren rampbmye mpofidepaitito KIiTHH, yTBOPIOIOUH CTablIbHUH KOMIUIEKC 3
JTHK rta srumsatoun Ha JIHK-3anexnuit cunres PHK.

SIK MpaBHIO, AKTHHOMILMHY MPUTHIYYIOTH IPaM-TIO3UTHBHI Ta rpav-HerathBHi Oaktepii Ta ek
rpuGu. OJHAK TOKCHYHI BJACTHBOCTI aKTHHOMILIMHIB (B TOMY 4HC/I IAKTHHOMIIIHHY), OB’ s13aHi 3
iX aHTHOAKTEPIATHLHO AKTHBHICTIO, MEPENIKODKAIOTh 1X BUKOPHCTAHHIO SIK aHTHOIOTHKIB JUTA -
KyBaHHS iHQEKUIHHIX XBOPOO.

OCKiJIbKM AKTHHOMIIHHH € [HTOTOKCHYHHMH, BOHH YHHATH aHTHHEOIUTACTHUHUH edeKT, mo OyIio
JIOBEJIEHO Ha MiIOCTIIHAX TBAPHHAX 3 PI3HOMAHITHHMH THIAMH IMIUIaHTATiB MyXJHH. [[HTOTOK-
CHYHA Jisl € MACTABOO VIS IX 3aCTOCYBAHHS 3 METOKO MAIaTUBHOTO JIIKYBaHHs JIESKUX THIIB 37105~
KICHHUX ITYXJTHH.

5.2 ®apmaKoKiHeTHYHI BJacTUBOCTI

Pe3yabTaTi JI0CII/DKEHHS 32 YYacTIO MALi€HTIB 31 3/7104KICHOKO MEIaHOMOIO MOKa3ajlH, MO AaKTH-
pomiuua (CH akruaOMinmHE D) MiHiManeHO MeTaboi3yeThes, KOHIEHTPYETECS B KIITHHAX 3 s/1pa-
MH i He poHHKae 4epe3 remaro-eHuedaniunmii 6ap’ep. [Ipubanusuo 30% 103 BUABIAIOTE Yy ceui
Ta Kajli 4epe3 THKACHb. TepMiHaibHUH 11epio/l HABBUBEICHHS 3 MIa3MH JUIS Pa/li0aKTHBHOTO Ma-
Tepiasy CTaHOBHUB MPHOIM3HO 36 FOIUH.

5.3 lokainivHi AaHi moa0 0e3nekn

MiskHapoHe ATeHTCTBO JOCII/UKSHHs PaKy BHPILIMIIO, IO JAKTUHOMIIIMH € MMO3HTHBHHM KaHIe-
POreHOM y TBapHH. Y MuIIel Ta IIypiB Micjs MiIUKipHOro abo BHYTPILIHBOOHYEPEBUHHOIO BBE-
JICHHS [IPENapaTy PO3BUBAIHCS MiCLEBI capKkoMH. Me3eHXiMalbHi TyX/IHHU CIIOCTEPIFAINCS Y CaM-
uis mypis F344, sxi orpuMyBami BHyTpimHb0o4epeBrHi i1’ exuii npenapary B 103i 50 Mikpo amiB
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Ha KiJlorpam jBa-I’aTh pasiB Ha TI/AeHb npoTsarom 18 Tmwxwis. [lepa myxumiHa 3'sBrnaca 4epes
23 THKHI.

JloBe/ieHO, MO AAKTHHOMIIIHH € MyTareHHHM y PSti JOCITIAHUX CHCTEM in Vilro Ta in vivo, B TOMY
queni juist pibpobacTis Ta neiikouutis mouny ta kuitue HELA. Y mumeit Ta mypis criocrepira-
muest notkopkeHHs JIHK Ta nutoreneTndHi eQexTH.

[opywenns chepmunvrocmi

[HdopMmaris Ipo aneKBaTHi J0C/i/DKeH s (epTHILHOCTI BIICYTHS, OJHAK IOBiIOMIIAETHCA PO Mijl-
BUILEHHS YaCTOTH Oe3IUTi U ic/s TiKyBaHHS iHITMMY aHTHHEOTIACTHYHUMH 3ac00aMH.

Tepamozennicmeo
JloBeeno, mo KocMereH CHpHUYMHSB BaJd PO3BUTKY Ta eMOPiOTOKCHYHICT y UIypiB, KPOTIB Ta
XOM'SIKiB, IKHM BBOJH/IH TIperapat y jgo3ax 50-100 mikporpamiB Ha Kijorpam BHYTpPILIHEOBEHHO
(1110 B TPH-CIM pa3iB MepeBHIIYE PEKOMEHIOBAHY TIOCHKY 103Y).

6. PAPMAIIEBTUYHI XAPAKTEPUCTHKH

6.1 Ilepesik OMOMIZKAHX Pe4OBHH
Mamnirt E421.

6.2 HecymicHicTh

BHKOPHCTAHHSA BOJM, IO MICTHTh KOHcepBaHTH (OeH3uioBuil cnupt abo napabeHn), i BIJTHOB-
nennst Kocmereny jutst in” €xiiil Ipu3BOAMTH A0 YTBOPEHHS MPELHMIIITATY.

6.3 Tepmin npuaaTHocTi
36 MicsiB.

6.4 Ocob.uBi 3am00izkHi 3aX01H A5 30epiranus
3Gepiratu 3a Temmeparypu Hmkue Bia 25 °C. He samopoxysaru. 36epirati ¢pakoH y KapTOHHIMH
KopoO11i, 100 3aXHCTHTH BiJj CBITIIA.

6.5 Tun Ta BMicT HePBHHHOT YIIAKOBKH
CxustHmii hmakon, o Mictuts S00 MikporpamiB gakTuHOMIIMHY 3 20 MI MaHITY.

6.6 OcobsmBi 3an100izkHI 3aX010 IS YTIII3aLiT Ta iHIIE MOBO/YKEHHS 3 NPeNapaTom
Bionoenenns ma 66eoenns

KocMereH BiZHOBIIOOTh, JoAaoun y duakon 1,1 vt Boaw juis in’exuiit (€sp. Papm.) 6e3 KoHCep-
BanTiB. [l i’ ¢kuil B mrpun Hadupawots 1,0 ma Bl,uHOBJIeHoro PO3YHHY, 110 Mlcmmme 500 mik-

%/W ?&,ﬁf/é’ééu /&, Y 7ZA, ¢&~)’?¢J /}“q »
VE a?ﬁ//e/ Lo EAFELpte O
QD et ’%) b G220 Iz

S 7




porpamis sakTHHOMiuHY. CITil BAKOPUCTOBYBATH TiMBKH BOY JUS iH'€KIIiH, 1O BIANOBIAAE CTaH-
napram €pponeiicskoi dapmakonei (10 He MiCTATH KOHCEPBAHTIB). [HIII piHy uist i1’ €Ki MO-
JKYTb CIPHYIMHATH Hpelumnitaniio. KocMereH ¢ OTIAHYTH Ha MPE/IMET HASBHOCTI TBEPAKX HaCTOK
Ta 3MiHH KOIBOPY, HACKIIBKH MOJKIINBO. BifHOBICHHH PO3YHH IPO30PHIA, 30JI0TABOI0 KOJILOPY.

JIocmipKeHH s, MO TPOBOIMJIMCA 3 BAKOPHCTAHHSM JaKTHHOMILHMHY, J1i0(ini30BaHOr0 MOPOMIKY
Jutst 16’ €Ki, ToKa3amy, Mo JiKapehkuit 3aci, posseaeHni 10 konuenTpanii 10 Mxr/mi abo Buine
y Bozii s in’exuiit, 0,9% posunsi HATpito XIOpHAY Ta 5% PO3UHHI JICKCTPO3H, B iHDY3iHHHX KOH-
Teiinepax 31 ckia aGo TIBX, sanumraetses ctabinpium npotsrom 10 roaun 3a ymoBu 30epiranms
npu KiMHatHii Temnepatypi. KiibkicTs Ai104901 peHOBHHH B JIIKAapchKOMy 3aco0i, pO3BEJCHOMY JIO
KOHIIeHTpamii Hikve, Hix 10 mkr/mi, wo 36epiraBcs npH KiMHaTHIH Temmeparypi, Oyia 3Ha4HO
MeHI010. ToMy peKOMEeH/IyeThCs BAKOPHCTOBYBATH TLIbKH JIIKapChKHil 3acib, po3Be/ieHUH 10 KOH-
nentpaii nonax 10 MKr/mi, mo 36epirases He 6inbir sk 10 ro/MA Mpu KiMHATHIHA TeMIeparypi.

Ocobiauee noeo0ceHns

JlocITiUKeH s Ha TBApHHAX MOKA3AIH, 110 IAKTHHOMILHH € KOPO3iHHO-aKTHBHMM JUIS LIKipH, CIIPU-
YHHSE TIOPA3HEHHS 0Yei Ta CIM30BHUX 000I0HOK AMXATbHUX IUISAXIB, @ TAKOXK € BHCOKOTOKCHYHAM
y pasi norparuisiHas epes pot. KpiM 1b0ro, 0BEJAEHO, 1O MPEenapaT € KaHUEePOreHHHM, MyTareH-
HEM, eMOPIOTOKCHYHHM i TepaTOreHHHM. 3 OTJIsAy Ha TOKCHYHI BIACTHBOCTI MPEMapary, peKOMeH-
JIYETHCS IOTPUMYBATHCS BiANOBIAHUX 3aMO01KHAX 3aXO/iB, B TOMY YHCIIi KOPHCTYBAHHS BIANOBIJI-
HUM 3aXMCHMM 00JIa/IHaHHAM, ITiJ Yac NpUroTyBaHHs po3unHy KocMereHy Juis mapeHTEpajbHOro
BBesienns. CIIijl YHHKATH BIMXaHHs MOPOLIKY abo BHMApiB Ta MOTPAIUISHHS MPErapary Ha MIKipy
9H CTU30BI 000TOHKH, 0COBIMBO C/IHM30Bi 000JIOHKH OKa. PeKOMEHIyeThCA MPOBOIUTH MPUTOTY-
BAHHs PO3YMHIB iH’€KI[IHHUX aHTHHEOIIACTHYHUIA 3acobiB y Gokcei Giomoriunoro 3axucry II kimacy
3 JTaMiHAPHHM MOTOKOM TOBiTps. [lepcoHarn, sKuil BUKOHYE NMPHIOTYBaHHSA PO3YMHIB Ipenaparis
LbOTO KJI4CY, MOBMHEH OAATaTH XiMIYHO PE3UCTEHTHI, HCPOHHKHI PYKABHYKH, 3aXHCHI OKYJAPH,
BepxHiil oar Ta Gaxinu. JlogaTkoBHil BEpXHiH OIAT CIlijl 00MpaTH 3a/€KHO Bl 3aBIaHHs, 0 BH-
KOHYEThCS (HATPHUKIIAN, HAPYKABHUKH, BapTyX, 3aXHCHI PyKaBHIli, OJHOPA3OBHH KOCTIOM), 1100
YHUKHYTH MOTPAIUISHHA JiKapChKUX 3aC00iB HA TOBEPXHIO MIKIPH Ta BAMXAHHS BUIAPIB Ta MOPOMI-
Ky. 3HiMaroun fMOBIpHO 3a0pyAHEHHH OJIAr, CITiZl IOTPUMYBATHCS BIUIOBIIHUX METO/IHK.

Ony6:iKoBaHO YMCIEHH] MOCIOHUKY 3 TUTAHb HAIEKHOTO TOBODKEHHSA Ta yTHIIi3allii aHTHHEOTIa-
CTHYHHX JIKAPCHKUX 3ac00iB; CIiJ] 03HAHOMHTHCS 3 HHMH.

Jaxoou y pazi 6unaOK060c0 KOHIMUAKMLY

V pasi BHIIAZKOBOrO MOTPAIUISHHS [IPENapary i/l HeraifHo MPOMHUTH OKO BEIHKOKO KIIBKICTIO BO-
Jt1, HOPMAILHOTO COMBOBOTO PO3YMHY ab0 130TOHIYHOTO COJILOBOTO IPUTALifHOrO PO3UHHY HPOTH-
rOM HE MEHII 5K 15 XBHIJIMH, MiC/Is YOro 3BEpPHYTHCS 3a KOHCYJIbTALielo 10 opTamsmonora. Y pasi
BHII4IKOBOTO MOTPAIIAHHS Mpenapary Ha WIKipy ypaXKeHy 4acTHHY CJTi/i HeralHO MPOMHTH BEIH-
KOIO KiJBKICTIO BOJM IPOTATOM HE MEHII SK 15 XBWIJIMH, 3HABIIM 3a0pyAHCHHH OIAr Ta B3YTTA.
Cnin HeraiiHO 3BEpHYTHCS 110 MEIHYHY jAomnomory. 3a0pyaHeHHH OAr CIII 3HHIUMTH, @ B3YTTS
PETENbHO OYHCTHTH Tepesl MOBTOPHUM BHKOPHCTAHHSM (IMB. poszin 6.6 «OcolimmBi 3anobiki
3aX0/1H JUIS 3aCTOCYBAHHS»).

OGepeskHicTh B mporieci BBeien s Kocmereny 103BoIsie 3HH3HTH HMOBIPHICTh NEpHBEHO3HOT iHi-
neTpanii (auB. posainu 4.4 «OcobuBi 3acTepexkeHHs Ta 3aM00DKHI 3aX0H U 3aCTOCYBAHHS» Ta
4.8 «Hebaxani eextu»). 1o TOro »x, TaKUM YHHOM MOMKIHBO 3HH3UTH i‘iMOBipHiCTb TaKUX Miclle-
BHX peakiliif, siKk KPOIMUB SIHKA Ta YTBOPEHHS epmema‘rosmnx emyr. Y pasi BHyTpuquoaeHHoro
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BBefieHHs KocMereHy MosKe TpanmuTHcs ekcTpaBasallis, 0 CYIpPOBOIKYETLCS abo HE CYTPOBOIKY-
€ThCS BIMMYTTAM NEYiHHS Ta MOKOJIIOBAHHSA, HABITH AKINO KPOB J00pe MOBEpTAEThCs, KoM il acri-
pyIOTh uepe3 iHy3iiiHy ronky. Y pasi nossu Oyap-SKHX O3HaK 4H CHMIITOMIB eKCTpaBasailii
in’exnio abo iHQy3io ¢i1ij HeraHo NMPUITMHUTH i MOHOBUTH B iHUIY BeHy. 3a HAIBHOCTI IMiJ03pH
Ha eKCTpaBasallio Moxke OyTH KOPHCHUM TNPHKJIaIaHHs b0y A0 MicLsA BBEACHHA Ha 15 XBUJIHH 3
nepepsamMi 4 pazu Ha JeHb NpoTarom 3 jHiB. [lepesaru MiciieBoro BBeIcHHs Mpenapary 0CTaTOuHO
HE BCTAHOBJICHI. 3 OIVIAy Ha NMPOTPEecyOHuHii XapakTep peakiii eKcTpaBasallii, peKOMEHIyEThCs
peTesibHE CIIOCTEPEKSHHs Ta KOHCYJIbTALis [JIACTHYHOTO Xipypra. YTBOPEHHs ITyXHPIB, BHPa30K
Ta/abo cTifikui 617k € MOKA3aHHAMM U1 XipypriqHoi onepauii mHPOKOTO BHCIUSHHS 3 MO/IAIBIIO
Mepecako0 PO3LICIICHOTO TPAHCIIJIAHTATY IIKiPH.

6.7. Kareropis Biamycky
3a penenrtom.

7. BJJACHUK PEECTPALIMHOIO MOCBIIYEHHSI
Opdan IOpon CAPJI
Immy6uts Jle Vincon
70 asento ['enepaina e I'omns
92800 Ilyto, ®panitis

8. HOMEP(H1) PEECTPAILIIMHOT O IMOCBIIYEHHSI
PL 15266/0018

9. JIATA IEPIIOI PEECTPALII/IIEPEPEE€CTPALIIT
Jlara octanuboi nepepeectpauii: 12.07.2006 poky

10. JIATA IIEPETJISALY TEKCTY

Bepecens 2013 poky
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4.1

4.2

SUMMARY OF PRODUCT CHARACTERISTICS

NAME OF THE MEDICINAL PRODUCT

COSMEGEN™ LYOVAC* 500 micrograms powder for solution for injection

QUALITATIVE AND QUANTITATIVE COMPOSITION

‘Cosmegen’ Lyovac is supplied as a yellow-orange, lyophilised powder, in a vial
containing 500 micrograms dactinomycin with 20 mg mannitol E421.
PHARMACEUTICAL FORM

Lyophilised powder for solution for injection.

CLINICAL PARTICULARS
Therapeutic indications
‘Cosmegen’ is a cytotoxic, antineoplastic antibiotic with immunosuppressant properties.

‘Cosmegen’, as part of a combination chemotherapy and/or multi-modality treatment
regimen, is indicated for the treatment of Wilms’ tumor, childhood rhabdomyosarcoma,
Ewing’s sarcoma, and metastatic nonseminomatous testicular cancer.

‘Cosmegen’ is indicated as a single agent, or as part of a combination chemotherapy
regimen, for the treatment of gestational trophoblastic neoplasia.

‘Cosmegen’, as a component of regional perfusion in combination with melphalan, is
indicated for the treatment of locally recurrent or locoregionally metastatic melanoma.

Posology and method of administration

Toxic reactions due to ‘Cosmegen’ are frequent and may be severe (see 4.8 ‘Undesirable
effects’), thus limiting the amount that may be administered in many cases. However, the
severity of toxicity varies markedly and is only partly dependent on the dosage used.

Posology

Intravenous use
The dosage of ‘Cosmegen’ will vary with the tolerance of the patient, the size and
location of the neoplasm, and the use of other forms of therapy. It may be necessary to
reduce the usual dosage suggested below when additional chemotherapy or radiation
therapy is used concurrently or has been employed previously.

Py

The dosage of ‘Cosmegen’ is calculated in micrograms. The dose intensity per-two-week
cycle for adults or children should not exceed 15 micrograms per kg per day or 400-600
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micrograms per square meter of body surface daily, intravenously, for five days.
Calculation of the dosage for obese or oedematous patients should be on the basis of
surface area in an effort to relate dosage to lean body mass.

As there is a greater frequency of toxic effects of ‘Cosmegen’ in infants, ‘Cosmegen’
should only be given to infants under the age of 12 months, when the benefit outweighs
the risk.

A wide variety of single agent and combination chemotherapy regimens with *Cosmegen’
may be employed. Because chemotherapeutic regimens are constantly changing, dosing
and administration should be performed under the direct supervision of physicians
familiar with current oncologic practices and new advances in therapy. The following
suggested regimens are based upon a review of current literature concerning therapy with
‘Cosmegen’ and are on a per-cycle basis.

Wilms's Tumor
Regimens of 45 micrograms per kg intravenously administered in various combinations
and schedules with other chemotherapeutic agents.

Rhabdomyosarcoma
Regimens of 15 micrograms per kg intravenously daily for five days administered in
various combinations and schedules with other chemotherapeutic agents.

Ewing's Sarcoma
Regimens of 1.25 milligrams per m* intravenously administered in various combinations
and schedules with other chemotherapeutic agents.

Testicular carcinoma
1,000 micrograms per m® intravenously on Day 1 as part of a combination regimen with
cyclophosphamide, bleomycin, vinblastine, and cisplatin.

Gestational trophoblastic neoplasia
12 micrograms per kg intravenously daily for five days as a single agent.

500 micrograms intravenously on Days 1 and 2 as part of a combination regimen with
etoposide, methotrexate, folinic acid, vincristine, cyclophosphamide and cisplatin.

Elderly patients: The general considerations already outlined also apply to elderly
patients. Administration of ‘Cosmegen’ to elderly patients may be associated with an
increased risk of myelosuppression compared to younger patients.

Regional perfusion in locally recurrent and locoregionally metastatic melanoma

The dosage schedules and the technique itself vary from one investigator to another, and
the published literature should, therefore, be consulted for details. In general the
following doses are suggested:

For a lower extremity or pelvis - 50 micrograms per kg bodyweight.
For an upper extremity - 35 micrograms per kg bodyweight.
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4.3

4.4

It may be advisable to use lower doses in obese patients, or when previous chemotherapy
or radiation therapy has been employed.

Method of administration

When reconstituted, the solution of dactinomycin can be added to an infusion solution of
5% dextrose injection or sodium chloride injection, either directly or into the tubing of a
running intravenous infusion.

Although reconstituted ‘Cosmegen’ is chemically stable, the product does not contain a
preservative and accidental microbial contamination might result. Any unused portion of
the solution should be discarded.

Partial removal of dactinomycin from intravenous solutions by cellulose ester membrane
filters used in some intravenous in-line filters has been reported.

If ‘Cosmegen’ is to be injected directly into the vein without the use of an infusion, the
‘two-needle’ technique should be used. The calculated dose should be reconstituted and
withdrawn from the vial with one sterile needle; direct injection into the vein should then
be performed with another sterile needle.

For instructions on reconstitution of the medicinal product before administration, see
section 6.6,

Contra-indications
Hypersensitivity to any component of this product.
Use in patients with varicella or herpes zoster.

If ‘Cosmegen’ is given at or about the time of infection with chickenpox or herpes zoster,
a severe generalised disease, which may be fatal can occur.

Special warnings and precautions for use

‘Cosmegen’ should be administered only under the supervision of a physician who is
experienced in the use of a cancer chemotherapeutic agent. Due to the toxic properties of
dactinomycin (e.g. corrosivity, carcinogenicity, mutagenicity, teratogenicity). Special
handling procedures should be reviewed prior to handling and followed diligently.

‘Cosmegen’ is HIGHLY TOXIC and both powder and solution must be handled and
administered with care. Since ‘Cosmegen’ is extremely corrosive to soft tissues, it is
intended for intravenous use. Inhalation of dust or vapours and contact with skin or
mucous membranes, especially those of the eyes, must be avoided. Appropriate
protective equipment should be worn when handling *Cosmegen’. Should accidental eye
contact occur, copious irrigation for at least 15 minutes with water, normal saline or a
balanced salt ophthalmic irrigating solution should be instituted immediately, followed by
prompt ophthalmic consultation. Should accidental skin contact occur, the affected part
must be irrigated immediately with copious amounts of water forat least 15 minutes
while removing contaminated clothing and shoes. Medical attention should be sought
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immediately. Contaminated clothing should be destroyed and shoes cleaned thoroughly
before reuse (see 6.6 ‘Instructions for use/handling’).

If extravasation occurs during intravenous use, severe damage to soft tissue may occur
(see 6.6 ‘Instructions for use/handling’).

‘Cosmegen’, like all antineoplastic agents, is a toxic drug, and very careful and frequent
observation of the patient for adverse reactions is necessary. These reactions may involve
any tissue of the body, most commonly the haematopoietic system resulting in
myelosuppression. The possibility of an anaphylactoid reaction should be borne in mind.

It is extremely important to observe the patient daily for toxic side effects when combined
therapy is employed, since a full course of therapy is occasionally not tolerated. If
stomatitis, diarrhoea or severe haematopoietic depression appear during therapy, these
drugs should be discontinued until the patient has recovered.

Veno-occlusive disease
Veno-occlusive disease (primarily hepatic) may result in fatality, particularly in children
younger than 48 months (see 4.8 ‘Undesirable effects: Gastro-intestinal’).

‘Cosmegen’ and radiation therapy

An increased incidence of gastrointestinal toxicity and marrow suppression has been
reported with combination therapy incorporating ‘Cosmegen’ and radiation. Moreover,
the normal skin, as well as the buccal and pharyngeal mucosa, may show early erythema.
A smaller than usual radiation dose administered in combination with ‘Cosmegen’” causes
erythema and vesiculation, which progress more rapidly through the stages of tanning and
desquamation. Healing may occur in four to six weeks rather than two to three months.
Erythema from previous radiation therapy may be reactivated by ‘Cosmegen’ alone, even
when radiotherapy was administered many months earlier, and especially when the
interval between the two forms of therapy is brief. This potentiation of radiation effect
represents a special problem when the radiotherapy involves the mucous membrane.
When irradiation is directed toward the nasopharynx, the combination may produce
severe oropharyngeal mucositis. Severe reactions may ensue if high doses of both
*Cosmegen’ and radiation therapy are used or if the patient is particularly sensitive to
such combined therapy.

Particular caution is necessary when administering ‘Cosmegen’ within two months of
irradiation for the treatment of right-sided Wilm’s tumor, since hepatomegaly and
elevated AST levels have been noted.

In general, ‘Cosmegen’ should not be concomitantly administered with radiotherapy in
the treatment of Wilm’s tumor unless the benefit outweighs the risk.

Reports indicate an increased incidence of secondary primary tumours (including
leukaemia) following treatment with radiation and antineoplastic agents, such as

‘Cosmegen’. Multi-modal therapy creates the need for careful, long-term observation of
cancer survivors.

S~
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4.5

4.6

4.7

4.8

Laboratory tests

A variety of abnormalities of renal, hepatic and bone-marrow function have been reported
in patients with neoplastic disease receiving ‘Cosmegen’. Renal, hepatic and bone-
marrow functions should be assessed frequently.

Interaction with other medicinal products and other forms of interaction
Much evidence suggests that ‘Cosmegen’ potentiates the effects of X-ray therapy. The
converse also appears likely: that ‘Cosmegen’ may be more effective when radiation

therapy is given concurrently. See 4.4 **Cosmegen and radiation therapy’

‘Cosmegen’ may interfere with bio-assay procedures for the determination of
antibacterial drug levels.

Fertility, pregnancy and lactation

Dactinomycin has been shown to be teratogenic in animals and should not normally be
given to pregnant women.

‘Cosmegen’, dactinomycin should not be administered to mothers who are breast-feeding.
Effects on ability to drive and use machines

There are no data available. The potential side effects, fatigue and lethargy, should be
taken into account (see 4.8 ‘Undesirable effects’).

Undesirable effects

Toxic effects (except nausea and vomiting) do not usually become apparent until two to
four days after a course of therapy is stopped, and may not peak until one to two weeks
have elapsed. Deaths have been reported. However, side effects are usually reversible on
discontinuing therapy, they include the following:

Infections and infestations:
Sepsis (including neutropenic sepsis)with fatal outcome, infection, pharyngitis

Metabolism and nutrition disorders:
Anorexia, hypocalcemia.

Respiratory, thoracic and mediastinal disorders:
Pneumonitis.

Gastrointestinal disorders:

Nausea, vomiting, abdominal pain, diarrhoea, gastro-intestinal ulceration, cheilitis,
dysphagia, esophagitis, proctitis, ulcerative stomatitis.. Nausea and vomiting, which
occur early during the first few hours after administration, may be alleviated by the
administration of anti-emetics.

Hepatobiliary disorders% i 2/;/ }@%/ ﬁd/?c'ﬂ ¢ 2
o gic T Y
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4.9

5.1

Liver toxicity including liver function test abnormalities, ascites, hepatomegaly, hepatitis,
and hepatic failure with reports of death. Hepatic veno-occlusive disease, which may be
associated with intravascular clotting disorder and multi-organ failure, has been reported
in patients receiving ‘Cosmegen’ as part of a multidrug chemotherapy regimen (see 4.4
‘Special warnings and precautions for use: Veno-occlusive disease’).

Blood and lymphatic system disorders:

Anaemia (even to the point of aplastic anaemia), agranulocytosis, leucopenia,
thrombocytopenia, pancytopenia, reticulocytopenia, neutropenia, febrile neutropenia.
Platelet and white blood-cell counts should be performed frequently to detect severe
haemopoietic depression. If either count shows a marked decrease, dactinomycin should
be withheld to allow marrow recovery. This often takes up to three weeks.

Skin and subcutaneous tissue disorders:

Alopecia, skin eruptions, erythema multiforme, acne, flare-up of erythema or increased
pigmentation of previously irradiated skin. Toxic Epidermal Necrolysis (TEN) and
Stevens Johnson Syndrome (SJS) have been observed from postmarketing experience.

Musculoskeletal and connective tissue disorders:
Myalgia

General disorders and administrative site conditions:

Epidermolysis, erythema, and oedema, at times severe, have been reported with regional
limb perfusion, fatigue, fever, growth retardation, lethargy, malaysia. Dactinomycin is
extremely corrosive. If extravasation occurs during intravenous use, severe damage to
soft tissues will occur. In at least one instance, this has led to contracture of the arms.

‘Cosmegen " and regional-perfusion therapy

Complications of the perfusion technique are related mainly to the amount of drug that
escapes into the systemic circulation and may consist of haemopoietic depression,
increased susceptibility of infection, absorption of toxic products from massive
destruction of neoplastic tissue, impaired wound healing and superficial ulceration of the
gastric mucosa. Other side effects may include oedema of the extremity involved,
damage to the soft tissues of the perfused area, and potentially venous thrombosis.

Overdose

In the event of overdosage, dactinomycin therapy should be withdrawn immediately.
Limited information is available on overdosage in humans. Manifestations of overdose
have included nausea, vomiting, diarrhoea, mucositis including stomatitis, gastro-
intestinal ulceration, severe skin disorders including skin exfoliation, exanthema,
desquamation and epidermolysis, severe haemopoietic depression, veno-occlusive
disease, acute renal failure, sepsis (including neutropenic sepsis) with fatal outcome and
death. Treatment should be symptomatic and supportive. There is no known antidote. It
is advisable to check skin and mucous membrane integrity as well as renal, hepatic and
bone-marrow functions frequently.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties
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6.1

6.2

Mode of action: “Cosmegen’ inhibits the proliferation of cells by forming a stable
complex with DNA and interfering with DNA-dependent RNA synthesis.

Generally, the actinomycins exert an inhibitory effect on Gram-positive and Gram-
negative bacteria and on some fungi. However, the toxic properties of the actinomycins
(including dactinomycin) in relation to antibacterial activity are such as to preclude their
use as antibiotics in the treatment of infectious diseases.

Because the actinomycins are cytotoxic, they have an antineoplastic effect which has
been demonstrated in experimental animals with various types of tumour implant. This
cytotoxic action is the basis for their use in the palliative treatment of certain types of
cancer.

Pharmacokinetic properties

Results of a study in patients with malignant melanoma indicate that dactinomycin (*H
actinomycin D) is minimally metabolised, is concentrated in nucleated cells and does not
penetrate the blood brain barrier. Approximately 30% of the dose was recovered in urine
and faeces in one week. The terminal plasma half-life for radioactivity was
approximately 36 hours.

Preclinical safety data

The international Agency on Research on Cancer has judged that dactinomycin is a
positive carcinogen in animals. Local sarcomas were produced in mice and rats after
repeated subcutaneous or intraperitoneal injection. Mesenchymal tumours occurred in
male F344 rats given intraperitoneal injections of 50 micrograms per kg, two to five times
per week for 18 weeks. The first tumour appeared at 23 weeks.

Dactinomycin has been shown to be mutagenic in a number of test systems in vitro and in
vivo, including human fibroblasts and leucocytes, and HELA cells. DNA damage and
cytogenetic effects have been demonstrated in the mouse and the rat.

Impairment of fertility
Adequate fertility studies have not been reported, although, an increased incidence of
infertility following treatment with other antineoplastic agents has been reported.

Teratogenicity

*Cosmegen’ has been shown to cause malformations and embryotoxicity in the rat, rabbit
and hamster when given in doses of 50-100 micrograms per kg intravenously (three to
seven times the maximum recommended human dose).

PHARMACEUTICAL PARTICULARS
List of excipients

Mannitol E421 —
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6.3

6.4

6.6

Use of water containing preservatives (benzyl alcohol or parabens) to reconstitute
‘Cosmegen’ for injection results in the formation of a precipitate.

Shelf life

The shelf-life is 36 months.
Special precautions for storage

Store below 25°C. Do not freeze. Keep the vial in the outer carton in order to protect
from light.

Nature and contents of container

Glass vials containing 500 micrograms dactinomycin with 20 mg mannitol.
Special precautions for disposal and other handling

Reconstitution and administration

‘Cosmegen is reconstituted by adding 1.1 ml of water for Injections Ph Eur without
preservative to the vial. For injection, 1.0 ml of the reconstituted solution, which will
contain 500 micrograms of dactinomycin, is withdrawn into the syringe. Only Water for
Injections Ph Eur (which does not contain preservatives) should be used. Other injection
fluids may cause precipitation. ‘Cosmegen’ should be inspected for particulate matter
and discoloration, whenever possible, The reconstituted solution is clear and gold-
coloured.

Studies conducted on dactinomycin lyophilized powder for injection demonstrate that
drug product diluted at concentrations of 10 meg/mL or higher in WFI, 0.9% saline and
5% dextrose in glass or PVC infusion containers are stable for up to 10 hours when stored
at ambient room temperature. Drug product diluted to concentrations lower than 10

mcg/mL and stored at ambient room temperature showed significantly lower recoveries.
Therefore. only drug product diluted at concentrations greater than 10 mcg/mL and stored

for not more than 10 hours at ambient room temperature are recommended for
administration.

Special Handling

Animal studies have shown dactinomycin to be corrosive to skin, irritating to the eyes
and mucous membranes of the respiratory tract and highly toxic by the oral route. It has
also been shown to be carcinogenic, mutagenic, embryotoxic and teratogenic. Due to the
drug’s toxic properties, appropriate precautions including the use of appropriate safety
equipment are recommended for the preparation of ‘Cosmegen’ for parenteral
administration.  Inhalation of dust or vapours and contact with skin or mucous
membranes, especially those of the eyes must be avoided. It is recommended that the
preparation of injectable antineoplastic drugs should be performed in a Class II laminar
flow biological safety cabinet. Personnel preparing drugs of this class should wear
chemical resistant, impervious gloves, safety goggles, outer garments, and shoe covers.
Additional body garments should be used based upon the task being performed (e.g.
sleevelets, apron, gauntlets, disposable suits) to avoid exposed skin surfaces and

7
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8.

10.

inhalation of vapours and dust. Appropriate techniques should be used to remove
potentially contaminated clothing.

Several guidelines for proper handling and disposal of antineoplastic drugs have been
published and should be considered.

Accidental contact measures

Should accidental eye contact occur, copious irrigation for at least 15 minutes with water,
normal saline or a balanced salt ophthalmic irrigating solution should be instituted
immediately, followed by prompt ophthalmic consultation. Should accidental skin
contact occur, the affected part must be irrigated immediately with copious amounts of
water for at least 15 minutes while removing contaminated clothing and shoes. Medical
attention should be sought immediately. Contaminated clothing should be destroyed and
shoes cleaned thoroughly before reuse (see 4.4 ‘Special warnings and precautions for
use’).

Care in the administration of ‘Cosmegen’ will reduce the chance of perivenous
infiltration (See 4.4 ‘Special warnings and precautions for use’ and 4.8 ‘Undesirable
effects’). It may also decrease the chance of local reactions such as urticaria and
erythematous streaking. On intravenous administration of ‘Cosmegen’, extravasation
may occur with or without an accompanying burning or stinging sensation, even if blood
returns well on aspiration of the infusion needle. If any signs or symptoms of
extravasation have occurred, the injection or infusion should be terminated and restarted
in another vein. If extravasation is suspected, intermittent application of ice to the site for
15 minutes 4 times daily for 3 days may be useful. The benefit of local administration of
drugs has not been clearly established. Because of the progressive nature of extravasation
reactions, close observation and plastic surgery consultation is recommended. Blistering,
ulceration and/or persistent pain are indications for wide excision surgery, followed by
split-thickness skin grafting.
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Jlo peecTpaniiiHOro MOCBiA4YeHHS

Ne BiJl

IHOOPMAILILS
PO 3aCTOCYBAHHS JIIKAPCHKOTO 3a¢00Y

KOCMET'EH® JITOBAK
500 MKr, NOpPOIMIOK ISt PO3YHHY /I iH' €Ki

(larkTuHOMIHH)

* Byzb nacka, yBaKHO IIPOYHTANTE IFO IHCTPYKIiIO, EpII Hi’K OYaTH 3aCTOCOBYBATH JIIKH

* Bona j1ae BaM BaXJTUBY iH(OpPMALiIO ITPO JKH

« SIkio BM XoyeTe 3HaTH Gijblie, a00 He 3HAETE MIOCh, 3BEPHITHCS 10 Jikaps abo papmarnesTa
» 30Gepiraiire 1O IHCTPYKLiIO, JOKH BH HE OTPHMAETE JIIKH

* Skmo Gyab-akui 3 noGiuHuX e(eKTiB crae cepifo3HuM abo SKIIO BH NMOMITHIN SKich MOOiYHI
edexTH, He BKa3aHi B Wil iHCTPYKILii, Oy/b Jacka, MOBIIOMTE IIPO IIe CBOTO JIiKapsi.

Indopmanis B 1iit iHCTPYKILI:

1. lllo take KOCMETI'EH JIIOBAK i 1:15 40ro BiH 32¢TOCOBY€ThCS
- [Ilo y Bamomy npenapari Ta sk BOHO npauoc?

- Yomy Bam norpidHo 3acTOCOBYBATH Ii JiKH?

2. Mepm uixk 3acrocoryratin KOCMEI'EH JITOBAK
- Ko cutig 3actocoByBaTH 1ei npenapar?

- Ilepm Hix 3acTOCOBYBATH L JIIKH

- BikuBaHHS iHIIHX JIKIB

3. Sk 3acrocoByBatu KOCMEI'EH JIIOBAK

- SIk Bam 3acTocoByBaTH npenapar?

4. Mosxausi nodiuni egpextu

5. 51k 36epiraru KOCMEI'EH JIIOBAK

6. lonarkosa indopmanis

1. o Take KOCMEI'EH JIIOBAK i i1 4oro BiH 3aCTOCOBYE€ThHCH

- 1o y Bamomy npenapari Ta K BOHO npauoe?

Hassa Bamoro nikapcskoro 3aco0y - eeaenns KOCMEI'EH JIIOBAK, a o THBHHM iHIpesi-

€HTOM € JAKTHHOMII[HMH.
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JIaKTHHOMILIMH HAJIEXKHUTH 10 IPYIH JIKIiB, [0 HA3UBAIOTHCS AHTHOI0THKAMH.
Bin npaioe, 3anodirarodu po3MHOKECHHIO KIITHH, OCOOJIMBO aHOMAJIBHUX KIIITHH, AKi MOB'sA3aHi 3
JESIKUMH TUIIAMH PaKy.

Bin Takox 3anobirae po3aMHOKEHHIO HOPMATBHUX KJIITHH, SKI IIBHIKO PO3MHOKYIOThCA.

Yomy Bam nmoTpidHo 3acToCOBYBATH Wi JTiKH?
Baw sikap npusnauns KOCMETEH Bam, ToMy 1m0 y Bac Moke OyTH OJ(HE 3 TAKHX 3aXBOPHOBAHb,
PO SIKi Balll Jiikap MaB MOSCHUTH BaM:
e [lyxnunHa BinsMca (THII paKy HHPKH, IKHH 3a3BH4ai BAHUKAE y JITCH)
e PaGaomiocapkoMa (piaKicHHN pak M's31B)
¢ Capkoma HOinra (THI paKy KiCTOK)
e Pak s€uka i MaTKu
e Menanoma (THIT paKky LIKIpH).
KOCMET'EH Tako MO’e 3acTOCOBYBAaTHCs TIPH JIIKyBaHHI IHIIHX BHJIB paky. Bam sikap moxe

MpH3HAvaTH NMpoMeHeBy Teparito, a Takoxk KOCMEI'EH.

2. IMepm nizxk 3actocoyBatn KOCMEI'EH JIIOBAK
- Koam eqtin 3acTocoByBaTh neii npenapar?
Bawm ne cnin 3acrocoBysaty KOCMEI'EH, axmo:
* y Bac ajepris Ha JakTHHOMILMH abo Oyap-sakuii inrpeaiear KOCMEI'EHY
e y Bac BiTpsiHa Bicna abo onepizyBajibHUI reprec
® BH BBAXAeTe, L0 BU MOKeTE OyTH BariTHUMH
® BY [JIAHYETE 3aBariTHITH
® BH IOJYETE IPYIIIO.

SIKIo B BBayKaeTe, 110 6)"}1&-2}(1{1“1 3 [IHX CTAHIB CTOCYETBCA Bac, MOBIJIOMTE IIpo 1€ CBOro nilcaps.

- llepm Hizk 3acTOoCOBYBATH Wi JIIKH
€ # inma indopmaris moxo KOCMEI'EHY, npo siky Bu noBHHHI 3HaTH. BoHa HaBesieHa Jai, o6

MOkHa 0yJ10 IpUALIATH 11 0cOOIMBY yBary 3a noTpedu.

Po3bpuskyearna abo po3niueanna
KOCMEI'EH naxzBuuaifHO IIKUTHBHE /Ul M'SKUX TKAHHH, TAKHX SK MIKipa, 1 Oyab-aKHi BHTIK Ha
LIKIipy NpH3BEAE A0 MOUIKO/DKEHHS M'SKHX TKaHWH. Byxp-siki possmBaHHs abo po3OpH3KyBaHHS
KOCMET'EHY Heo0xiaHO 3pa3y 3MHTH BEIHMKOIO KUIBKICTIO BOIH aﬁdlCOHbOI;HM- O3YHHOM (COJI0-
Ha BOJ1a).

Cunipt 3BepHYTHCS 10 MEIHUHOTO CHelialicTa HeraiHo.




Paoiauinna mepanin
Slkmo By npuitmaere KOCMET'EH 3 mpomeHeBoiO Tepami€ro, Balll JiKap Ma€ YBaXKHO CTEKHTH 3a

BaMH, OCKUIbKH € I1iIBUILICHA MOXJIMBICTD JCAKUX IHIINX M0OIYHHX e(eKTiB.

Hupku, newinka, Kicmkosuit Mo30K

KOCMEI'EH Moe BUKIMKaTH Mpo0IeMH 3 HIPKaMH, IEYiHKOI0 a0 KiCTKOBUM MO3koM. Lle Moxke
MPH3BECTH 10 3MEHIIEHHs KiIJIBKOCTI €pUTPOLUTIB, JICHKOIMTIB Ta TpoMOBouuTiB. CUMIITOME aHeMil
BKJIIOYAIOTH BTOMY, TOJIOBHI 00, 3aQMIIKy IiJ 4ac TpeHYBaHHS, 3anmamMopodeHHs Ta Oui-
AicTb. MeHIa KiJbKicTh JIEKOLUTIB MOKe YCKIaaHUTH 60poThOY 3 iH(DeKuiaMH.

CHMNITOMH 3HMKEHHS! KUTBKOCTI TPOMOOLMTIB BK/IIOHAIOTH CHHSIKH ab0 MOJOBIKEHHS 4acy 3yIu-

HEHHS KpOBOTEUI, SKIIO Y Bac € po3pi3. Baur gikap MOBHHEH 4acTo OLIHIOBATH Li (HYHKILT.

Bowcusannsa inmux nixie
3aBxau NOBIAOMIISHTE CBOro Jiikaps abo (apmanenra, KO BU NpHiiMaete Oyab-aKi iHII JIIKH,
OCKLIBKM BUKOPHCTAHHS JACSKHX JIKapChbKUX 3ac001B MOKe OyTH LIKiUIHBUM.

e OnpomineHHs: Bu MOBHHHI MOBIAOMHTH CBOTO JIKaps, SKIIO BM OTPUMAIH IIPOMEHEBY Te-
pamiio B 6yab-sakuii yac. [cHye nesika iH(popMallist Ipo Te, IO PIAKO 1HII MyXJIHHH MOXKYTb
BHHHUKATH I1iCJIA JIKYBaHHS OMPOMiHHEHAM Ta jikamu, Takumu sk KOCMET'EH.

e Antubakrepiaibai Jiku: KOCMEI'EH moske 3MiHHTH pe3yinbTaTd TECTiB, SKi MPOBOAATHCS
JUTA BUMIPIOBAHHS PiBHS aHTHOAKTEPIaIbHUX JTKIB.

Bazimmnicms ma ecpyone 6uz0006y6aHnA

SIKmo BH BariTHi, AyMaeTe, 1110 MOKeTe OyTH BariTHUMH, ado IUIAHYETE 3aBariTHITH, HEraifHO MOBI-
JIOMTE CBOTO JHiKapsi.

SIkio Bu rogyere rpyulto, Bam He ciaij 3actocopyBati KOCMEI'EH.

Kepmysannsn ma ekcniyamauia mauiun

KOCMET'EH moske BHKIHKATH [MOPYIICHHS Y Bark y jeskux oxel. [lepexkonalitecs, 1o BH He

BiJl‘-l)fBaCTe e nepea TuM, K KEpMYBaTH ado CKCIITYaTyBaTH MAalllHHH.

3. Sk 3acrocoyBatn KOCMEI'EH JITOBAK

- SIk Bam 3acTocoByBaTH npenapar?

Bawm 6yne Beenena in'exuis KOCMEI'EHY nikapem ao mezacecTpolo, sika Mae JOCBiJ JiKyBaHHS
paKy.

KinbkicTe BBe/ieHb, SKi BaM MOTPiOHI, 3aI€KUTh BiJl BAIIOrO CTaHy, BALIOL peégﬁ:?a-nixﬂ, Oyab-

SKMX MOXKIIMBUX NOOIYHMX e(eKTiB Ta TOro, 4¥ OTPHUMY€ETE BY OJHOHYACHO iHINE

KYBaHHS.
Bam mosxe 6ytu Beaennit KOCMEIEH sk in'exuis (uB. Hukue) abo pasohf/3 iHIMAM pO3UHHOM
sk iH(y3is ("kpanenbHUIS") y Bally BEHY.

He cnin 3acTocoByBaTH BHYTpPILIHBO.



[enye nBa cnocoGu Beesennss KOCMETEHY:

y BeHY

Ge3nocepeIHBO Y Miclie, YpaKeHe PakoM.

Jlo3yBaHHS 11 KOKHOTO METOJIY BIAPI3HAETHCS.

Y mux BHMajKax Ball Jlikap 00UMCIUTH HEOOXI/IHI 1031 Ta MOKaXKe BaM, CKIJIbKM 4acy MOKe TpHBa-

TH Balle JiKyBaHHs. Bam jikap BU3HaYHTh PaBUIBHY 103y Ta TPHBAIICTB JIIKyBaHHS B 3aJICKHOCTI

BIJI THITY paKy.

Hosysannn

Tunosi 1031 /151 BBeAeHHS B BeHY:

He Ginbie 15 MKr/kr Macu Tijza BpooBx S ai6 y zopociux Ta aireit, abo

400-600 mikporpamiB Ha KBaapaTHUH METp MOBEPXHi Tija 1110100H Br1o10BXK 5 1i0.

Tunosi no3u pist BBegernnsi KOCMEIEHY Ge3nocepeanbo B AUISIHKY paKy:

JU1s Hir abo tasy - S0 MKI/Kr MacH Tina.

Jns pyk 35 mMikporpam Ha K MacH Tija.

Barmm nikap mopasuTh Bam 1Ipo METO/ Ta KiJIBKICTh 1H'€KILIH Ta KypciB, sKi BaM noTpiOHi.

Axugo 6u nponycmunu 003y abo ésenu 3anadmo dazamo

Bama BianoBiap Ha JTiky Ta Bawm cTaH Oy/ae KOHTPOIIOBATHCS BAIIHM JIiKapeM, KUl BU3HAYUTH, UM

noTpiOHI 3MiHH y BAlIOMY JIIKyBaHHi.

ko BU neperutytany abo cTypOoBaHi KUTBKICTIO OTpUMaHuX 703 abo Jaymacre, 110 BaMm, MOKIIH-

BO, OyJ10 HajaHo 3adaraTo JIKiB, HeraifHo 3BEPHITHCA 10 CBOTO JliKaps.

4. Moxaugi nodiuni edpexrn

Sk i Bei mikapewki 3acobu, KOCMEIEH moxe Bukiaukatu mobiudi edektd y AeSKUX NallieH-

TiB. [Ipore 1i noGiuni epexTn, sk mpaBuIo, OYIyTh 3BOPOTHHMH IIICIIs TOTO, SIK JIIKYBAHHS TPHITH-

HHUTEBCH.

3BepHinCﬂ TCpMiHOBO 3a MEJAHYHOO JOIMOMOr 00, AKIIO Y Bac:

cepito3na OaxTepianbHa iHpeKuis kposi abo B opraHizMi (cerncuc, BKIIOYAOYH HEHTPOIEHi-
YHHH Cercuc), o MOXKe NMpU3BecTH A0 cMepTi. CHMITOMH BK/TIOYAalOTh 03HOO, rapsuuit i
XOJIOZIHUH, panToBa rapsuka, aiapes. Ha panniii crazii nmauwient Oyae terumid, 3i 30epexe-
HOIO KOHIIEHTPALIEIO yBaru i He BHIIAAaTHMe rorano. OQHaK CTaH MOJKe MIBHJIKO IOTip-
IIYBATUCH, | MOXKE HACTYIIUTH CMEPTh

1my3upi Ta/abo BUCHIL, SKi 3'€IHYIOTBCA, TOKPHBAIOYH BEIHKY YaCTHHY Tila, MO MPH3BOIHUTD

JI0 CepHO3HOro 3NIyIyBaHHS IIKIpH, CUMIITOMIB TPHUIIONOAIOHOrO XapakTepy, MIiCIs 4YOoro

3'SIBISETHCA OOMIOYNI YepBOHMH a0 MyprypOBHil BUCHII, IKHil MOIIMPIOETECH, 1

———

pe3y/bTaTi 40ro BUHHKAE HEKPO3 BEPXHBOTO IIAPY MIKIpH, HOTO 3IyIIEHHS 1 B

HaOpsiky 00MYYs abo sA3UKa, KPOIMMBHHILL, OLIb Y WIKipi, SKi MOXKYTH CynplBoKyBaTHCh

4

rapA4Kor0., 03H060M, Oonsimu B M'sI3aX Ta 3arajlbHUM TTOraHUM CﬁMOﬁO



® DIBHOMIPHO PO3MO/IiJIeHi YepBOHI MUISAMH i BHCHIT [IEPIIl 33 BCE HA PYKax i HOrax

Heraiino 3pepuiThes 10 Jikaps, IKmo y Bac:

e [podiieMH 3 MEYiHKOIO (Taki SK NMe4iHKOBAa HEAOCTATHICTh, IENMATHUT (3alaje€HHs MEUiHKH,

BUKJIHKAHE BipycoM), XBopoOiiBa 301IbIIeHA TEYiHKa, 3aTPUMKA Pi/IHHH)

® 3HIKCHHS KUIBKOCTI €PHTPOLUTIB, 10 MOXKE CIPHUMHHUTH BTOMY (IO MOJKe OYTH THKKOIO)

® 3HWKEHHS KUIBKOCTI JISHKOIMTIB, 1110 MOJe 3p00UTH Bac OiNbII CXHILHUMH J10 iH(EeKIi

® 3HMKEHHs PiBHA TPOMOOLMTIB, 1110 MOKe MiABHIUTH CXHIBHICTD 10 KPOBOTEY.

[nuri noGiuni edexTn MOKYTh BKIHOUaTH (0cOGIHBO B mepiii Kiibka ro/uH micys mpuiiomy KOC-

METEHY):
e biioBaHHS
¢ Hynora (morane camornouyTrs)

e [loraHe 3arajibHe CaMOIIQUyTTH

Kpim Hyaotu Ta GmoBanHs, mobiuni edektn, 3a3BHUail, He MOYMHAIOTHCA, JOKH HE MHHE Kijbka

JIHIB [1iCJIst IPUNUHEHHS JIIKYBaHHS, i BOHH MOXYTb IIPOJIOBXKYBATHCS 1-2 THIKHI MIC/IS [BOTO.

[nmmi MosxuBi mo6iuHi edekTH HABeACHO HIIKYE.
3aranbui no6iuHi eeKTH MOKYTh BKITFOUATH:

e iHdekuil

® polieMH 3 HUPKaMHu

® rapsiuka

® CHOBUIBHEHHS 3POCTAHHS

®  3anajeHHs NPAMOI KHIIKH

e npobiaeMH GepTHIIBHOCTI

e Oinn y m'azax

® BTOMA, [TOraHe 3arajibHe CaMOIIOUyTTsI
[ToGiuni edexTH 3 GOKY JIereHb:

® 3anajJeHHs JereHb

[Tobiuni edexts 3 60Ky POTOBOT HOPOKHHHHE:

® yTpy/JHEHE KOBTAaHHS, ypaxkeHHs poTta abo ropna, BUpa3Kky abo paHKH, TPILLHHKA I'y0

® cnasM pyk abo Hir i MOKOJIOBaHHs HABKOJIO POTa i rOJIOCOBUX 3B'SM30K (4epe3 HU3BKHIl pi-

BEHb KaJIbIIiI0 B KPOBi)
[ToGiuni edexTs 3 GOKY NITYHKY TA KHIIEYHHKA:
® BHUpa3KH HUIYHKY, 0011 B 5KMBOTI, Jiapes
® BTpara aneTHTy -

®  3analeHHs NpPsSMOl KHIIKH

[ToGiuna edextn 3 oKy MIKIpH Ta M'SIKHX TKAHHH:

e Oyab-siKe MOMaJaHHs Ha MIKipy MpU3Bese 10 MOIIKOKEHHS M'SK aHUH



my3upi abo MOYEPBOHIHHS IKIpH

BHCHII Ha IIKipi

BYTPH

3anaJeHHs BUCHITY

MOTEMHBIHHS LIKIPH, KA paHille Mi/yiaBajiack OIpOMiHEHHIO

BTpaTta BOJioccH

Axmo Bu npuiimaete KOCMETDEH Oe3nocepeannbo y AiISIHKY ypaskeHHSI pAKOM

MMOMKOKEHHA Il[KlpH Ta M'SKHX TKaHHH MOXE BHHHKHYTH BHACJIIZIOK BHTIKAHHS npenapa-

Ty. [To6iuni edexTH BiJ BUTIKAHHS:

TPOMOOYTBOPEHHS

MOLIKO/DKEHHS M'SIKHX TKAHHH

iHdexuii

npoGiIeMH 3 3arOEHHAM paH

my3upi abo NOYepBOHIHHA HIKipH

HaOpsAK ypaXkeHOT JiITHKH

Y PLAKHX i TSOKKHX BHIAAKAX MOXe BiAOYyTHCS CKOPOYEHHS M'SI31B ypa)eHO! pyKH 1 YTBOPH-

THCH KOPCTKa KOHTpPaKTypa

Bynp-siki Hacmiaku po3nupaHHs abo po30puskyBanHs KOCMEI'EHY neobxiano 3pa3y 3MHTH Be-

JTMKOIO KUTBKICTIO BOJIK 200 COIBOBUM PO3YHHOM (COJIOHA BOJA).

Ichye nesika iHdopMartist mpo Te, 110 PIAKO iHII MYyXJIUHH MOKYTh BUHUKATH IMiCJIsl JTIKyBaHHS PEH-

TreHiBCbKHMHU IIpOMeHsaMu Ta jikamu, Takumi sk KOCMETEH.

Bam nikap Oyje yBaXKHO i 4acTO CTEKHTH 3@ BallIOIO PeaKLi€lo Ha JIKYBaHHS, ane SKIIO Y Bac BU-

HHKIH OyAb-sKi 3 HaBeAeHHX BHIe edeKTiB, 30KpeMa, rapsiuka abo kpoporteda, abo y Bac € sKich

1HII1 He3BHYAHI CHMIITOMH, BIUYTTS YH 10OOIOBAHHS, BaM CJIiJl IOFOBOPUTH 31 CBOIM JHiKapeMm.

5. Sk 306epiraTh Jgikn

Tpumaiite Ky B HEJOCTYITHOMY JUTA AiTeH Micui

30epiraTu 3a Temiepatypu HuK4ge Big 25 °C

He 3amopoxyiite

Tpumaiite dnakonu y 30BHIMIHINA yIakosI, 1106 3aXHCTATH BiJ CBIiT/Ia

Binpasy yrunisyiite BiAKpUTHHA HEBHKOPHUCTAHHM ITPOIYKT.

[Tam'siTaiire, T~

KOCMEI'EH He cnify BBOAWTH MICA 3aKiHYSHHS TEPMiHY NPHAATHOCTI, 10 YiTKO NMO3Haye-
HO Ha yNaKoBILi

KOCMEI'EH npusnavenwuii Tineku s Bac. HIKOJIU ne paBaiite npeggpar Oyap-komy iH-
oMY

BiH MO’e HaHECTH LIKOY iHIIHM, HABiTh AKIIO IX CHMITOMH O/{HAKOBI 3 BalllMMH. IS
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6. lonarkosa ingopmanis
[Ilo mictare KOCMEI'EH

e AKTHBHHM iHrpeaienToM € gakruHominuu. Koxen dmakon mictuts 500 mikporpam (0,5 mr)

JIAKTHHOMIIIMHY B SKOCTi aKTUBHOI PEHYOBHHH.

e [HIIKUM iHIPeIiCHTOM € MaHIT
BwmicT ynakoBkH
KOCMET'EH nocTasisieTbes y BUIIISAL Bijl 5KOBTOTO /10 OPAHkKEBOT'O MOPOIIKY y CKISHOMY (irako-
ui. Koxxen ¢mnakon wmictuts 500 MikporpamiB akTHHOMIIHHY. BoHa TakoX MIiCTHTH MaHiT
E421, Tlpenapar Mae BHIJIS [PO30POi 30JI0THCTOI PiZMHK, IO YTBOPIOETbCS y pe3ysbTaTi Joja-

BaHHS CTEPUIILHOT BOJAM 0 MOPOLIKY Y (iakoHi.

BiacHuk peccrpauiiiHoro nocBigyeHus

BiiacHuK peecTpauiifHOro OCBiI4eHHS

Opdan-IOpon Capn, ®panis, Immy6s Jle Vincon — 70, aBento 'enepaina Jle Nomma — 92800 I1y-
10, ®pannis (Orphan Europe SARL, Immeuble Le Wilson, 70 Avenue du Général de Gaulle,
92800 Puteaux - France).

Bupoounk

KOCMEI'EH BupoGusieTbest komnanieto Anvak ®apma Cepsices Jlimiten, Ciroit Inpactpien Ec-
teiit, Kpeiirason, Ko. Apmar, BT63 SUA, Benuka Bpuranis (Almac Pharma Services Limited.,
Seagoe Industrial Estate, Craigavon, Co. Armagh, BT63 5UA, United King-
dom)

Abo
Opdan IOpon CAPJI, Exo Pisep ITapxk, 30 pro ac ITvorun’e, F-92000 Hanrep, ®panmia (Orphan
Europe SARL, Eco River Parc, 30 rue des Peupliers, F-92000 Nanterre, France)

Abo

Opdan FOpon CAPJL, Immy6as "Jle Vincorn”, 70 aBento ['enepaia ae I'omns, F-92800 Ilyto, @pan-
i (Orphan Europe SARL, Immeuble "Le Wilson"”, 70 avenue du Général de Gaulle, F-92800
Puteaux, France).
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Cosmegen® Lyovac Injection
500 mcg Powder for Solution for Injection
(Dactinomycin)

* Please read this leaflet carefully before you start to receive your medicine
* |t gives you important information about the medicine

* If you want to know more, or are not sure about anything, ask your doctor
or pharmacist

* Keep this leaflet until you have finished receiving your medicine

o |f any of the side effects get serious, or if you notice any side effects not
listed in this leaflet, please tell your doctor.

Information in this leaflet:

1. What Cosmegen Lyovac Injection is and what it is used for
- What is in your medicine and how does it work?
- Why do you need to be given this medicine?

2. Before you take Cosmegen Lyovac Injection
- When should this medicine not be used?

- Before you take this medicine
- Taking other medicines

3. How to take Cosmegen Lyovac Injection
- How will your medicine be given?

4, Possible side effects
5. How to store Cosmegen Lyovac Injection
6. Further Information

1. What Cosmegen Lyovac Injection is and what it is used for
What is in your medicine and how does it work?

The name of your medicine is Cosmegen Lyovac injection and its active
ingredient is dactinomycin,

Dactinomycin belongs to a group of medicines called antibiotics.

It works by preventing the reproduction of cells, especially abnormal cells which
are associated with some types of cancer.

It also prevents reproduction of normal cells that muitiply quickly.

Why do you need to be given this medicine?

Your doctor has prescribed Cosmegen for you because you may suffer from
one of the following conditions which your doctor should have explained to you;
* Wilms' tumour (@ type of kidney cancer which usually occurs in children)

® Rhabdomyosarcoma (a rare cancer of the muscle)

* Ewing's sarcoma (a type of bone cancer)

e cancer of the testis and uterus

* melanoma (a type of skin cancer).

Cosmegen may also be used in the treatment of other cancers.
Your doctor may prescribe radiotherapy as well as Cosmegen.

2. Before you take Cosmegen Lyovac Injection

When should this medicine not be used?

You should not be given Cosmegen injection if;

* you are allergic to dactinomycin or any of the ingredients in
Cosmegen injection

= you have chickenpox or shingles

* you are, or think you may be, pregnant

® you are planning to become pregnant

* you are breast feeding.

If you think any of these apply to you, tell your doctor.

Before you take this medicine
There are other things regarding Cosmegen which you should know about.
These are given below so that special care can be taken where needed.

Splashes or spills

Cosmegen is extremely harmful to soft tissue such as skin, and any leakage on
to the skin will cause soft-tissue damage. Any spills or splashes of Cosmegen
must be washed off immediately with lots of water or saline (salt water).

3pasok opurinajuy iHeTpyruil

Jo Peccrpaniiinoro ITocsiggenus
Ne BiJ p-

Medical attention should be sought immediately.

Radiation therapy

If you are receiving Cosmegen with radiation therapy your doctor will have to
keep a close watch on you as there is an increased possibility of some other
side effects.

Kidney, liver, bone marrow

Cosmegen may cause kidney, liver or bone marrow problems. This can

result in a lower number of red and white blood cells and a lower number of
platelets. Symptoms of lower red blood cells include tiredness, headaches,
being short of breath when exercising, dizziness and looking pale. A lower
number of white blood cells may make it harder for you to fight off infections.
Symptoms of lower platelet counts include excessive bruising or a harder time
to stop bleeding if you have a cut. Your doctor should assess these functions
frequently.

Taking other medicines

Always tell your doctor or pharmacist if you are taking any other medicines,

because using some medicines together can be harmful,

* X-ray: You should tell your doctor if you received X-ray treatment
at any time. There is some information that, rarely, other tumours may
occur following treatment with X-rays and medicines like Cosmegen.

e Antibacterial medicines: Cosmegen may alter the results of tests that are
done to measure the levels of antibacterial medicines.

Pregnancy and breast feeding

If you are pregnant, think you might be pregnant or are planning to become

pregnant, tell your doctor immediately.

If you are breast feeding, you should not be given Cosmegen injection.

Driving and operating machines

Cosmegen can cause some people fo feel less alert. Make sure you are not

affected before you drive or operate machinery.

3. How to take Cosmegen Lyovac Injection

How will your medicine be given?
You will be given your Cosmegen injection by a doctor or nurse who is
experignced in the use of cancer treatments.

The number of injections you need will depend upon your condition, your
response to the medicine, any possible side effects, and whether you are
having other treatments at the same time.

You may be given Cosmegen either as an injection (see below) or mixed with
another solution as an infusion (a ‘drip’) into your vein,
It must not be taken by mouth.

There are two ways of giving Cosmegen injection;
* nto a vein
* directly into the site of the cancer.

The dosage is different for each method.

In these cases your doctor will calculate the doses required and will tell you
how long your treatment might take. Your doctor will determine the correct
dose and duration of the treatment depending on your type of cancer.

Dosage
Typical doses for injection into a vein:

* Not more than 15 micrograms per kg of body weight for 5 days in adults
and children, or

* 400-600 micrograms per square metre of body.surface daily, for 5 days.
Typical doses for giving Cosmegen directly into the site of the cancer:
* For the legs or pelvis, 50 micrograms per kg bodyweight.

e For the arms, 35 micrograms per kg bodyweight.

Your doctor will advise you of the method and nur
COUrSes you require.

of Injections and



If you miss a dose or are given too much
Your response to the medicine and your condition will be monitored by your
doctor, who will determine if changes to your treatment are needed.

If you are confused or concerned about the number of doses you have
received, or think you may have been given too much medicineg, talk to your
doctor immediately.

4. Possible side effects
As with all medicines, Cosmegen may cause side effects in some patients. However,
these side effects are usually reversible once your treatment has stopped.

Seek urgent medical attention if you experience:
* serious bacterial infection in the bloodstream or body tissues (sepsis
including neutropenic sepsis), which can lead to death. Symptoms include
shivering, hot and cold, a sudden chill, diarrhoea. At the early stage the
patient will be warm and alert and not look unwell. However, they can
deteriorate rapidly and death can follow

 Dlisters and/or a rash that join together to cover a large portion of the body
resulting in severe pegling of the skin, flu-like symptoms, followed by a
painful red or purplish rash that spreads and blisters, eventually causing the
top layer of skin to die, peel, and shed

* facial or tongue swelling, hives, skin pain that may be accompanied by
fever, chills, aching muscles and generally fegling unwell

* evenly distributed red patches and rash primarily on the arms and legs

See your doctor immediately if you experience:
* liver problems (such as liver failure, hepatitis (irritated liver caused by a
virus), a painful enlarged liver, fluid retention)

* a lowering of the red blood cells which can cause tiredness (which may be
severe)

* a lowering of white blood cells which can make you more prone to Infections
* alowering of platelets which can make you more prone to bleeding

Other side effects may include (especially in the first few hours after receiving
Cosmegen):

* \omiting

* Nausea (feeling ill

» Generally feeling unwell

Apart from nausea and vomiting, side effects do not usually start until a few
days after your treatment has stopped and may continue for one to two weeks
afterwards.

Other possible side effects are listed below.

General side effects may include:

* infections

* Kidney problems

 fever

* slowing down of growth

* inflammation of the rectum

= fertility problems

* muscle pain

® firedness, feeling generally unwell

Side effects of the Lungs:
* inflammation of the lungs

Side effects of the Mouth:

* (ifficulty swallowing, sore mouth or throat, mouth ulcers or sores,
cracked lips

* spasm of the hands or feet and tingling around the mouth and vocal cords
(due to low calcium levels in the blood)

Side effects on the stomach and intestine (gut):
* stomach ulcers, pains in stomach, diarrhoea

* loss of appetite

« inflammation of the rectum

Side effects on the skin and soft tissues:

® any leakage on the skin will cause soft tissue damage

* Dlistering or reddening of the skin

skin rashes

acne

flare up of rashes

increased darkness in skin which has previously been exposed to
radiation treatment

* hair loss

If you are receiving Cosmegen directly into the site of the cancer
damage to the skin and soft tissues may occur from leaks. The side effects
from leaks are:

* hlood clots

* damage to soft tissue

e infections

 problems with wound healing

* blistering or reddening of the skin

* swelling of affected area

* in rare and severe cases, an affected arm can pull inwards and become stiff
contracture)

Any spills or splashes of Cosmegen must be washed off immediately with lots

of water or saline (salt water).

There Is some information that, rarely, other tumours may occur following
treatment with X-rays and medicines like Cosmegen.

Your doctor will monitor you carefully and frequently for your response to
treatment, but if you experience any of the above effects, especially fever or
bleeding, or you have any other unusual symptoms or feelings or concems,
you should talk to your doctor.

5. How to store your medicine

= Keep your medicine out of the reach and sight of children

= Do not store above 25°C

* Do not freeze

» Keep the vial in the outer carton in order to protect from light
= Discard open unused product immediately.

REMEMBER,

» Cosmegen should not be given after the expiry date, which is clearly
marked on the pack

* Cosmegen is for YOU only. NEVER give it to anyone else

e |t may harm others, even if their symptoms are the same as yours,

6. Further Information

What Cosmegen contains
* The active Ingredient is dactinomycin. Each vial contains 500 micrograms
(0.5 mg) of dactinomycin as the active substance.

¢ The other ingredient is mannitol

Contents of the pack

Cosmegen is supplied as a yellow-orange powder in a glass vial. Each vial
contains 500 micrograms of dactinomycin. It also contains mannitol E421, It
Is made up into a clear, gold-coloured liguid by adding sterile water to the
powder in the vial,

Marketing Authorisation Holder

The Marketing Authorisation Is held by Orphan Europe SARL, Immeuble Le Wilson,
70 avenue du Général de Gaulle, 32800 Puteaux - France.

Manufacturer

Cosmegen is made by Aimac Pharma Services Limited,

Seagoe Industrial Estate, Craigavon, Co. Armagh, BT63 SUA, UK.

Or

Orphan Europe SARL, Eco River Parc, 30 rue des Peupliers,
F-92000 Nanterre, France

Or

Orphan Europe SARL, Immeuble « Le Wilson »,
70 avenue du General de Gaulle, F-92800 Puteaux, France
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