Ilepexnan YkpaiHCbKOI0 MOBOIO, ABTEHTHY- o PeecTpaniiiHoro nmocigyenns
HICTh SIKOT0 MiITBEP/A’KEHA YIIOBHOBAKEHOIO
ocodor 3ansunka (bypuesa LIO.), indpopma- | Ne BiJ
ii Mpo 3aCTOCYBAHHA JIIKAPCHKOr0 32C00y

KOPOTKA XAPAKTEPUCTHKA JIIKAPCBKOI'O 3ACOBY

1. HA3BA JIIKAPCBKOI'O 3ACOBY
KOCMETI'EH® JIIOBAK* 500 mikporpamis, MOPOLIOK /s PO3UHHY [UIs 1H’ €KIIIH
2. SIKICHUM TA KIJIBKICHUM CKJIAJL

Kocmeren JlioBak MOCTA4aeThCs y BHUIVIAAL XKOBTO-IIOMApPaHUEBOro JiO(IIi30BAHOIO MOPOIIKY Y
(pnakonax, mo mictsth 500 Mikporpamis gakTHHOMINMHY Ta 20 Mr maHiToy E421.

3. JIKAPCbKA ®OPMA

JliohinizoBaHu# MOPOIIOK YISl IPUTOTYBAHHs POUMHY JUIS iH’ €KIIIH.
4. KJITHIYHI XAPAKTEPUCTHUKHU
4.1 TepaneBTHYHI MOKA3aHHA

KocMeren — MUTOTOKCHYHMN aHTHHEOIUTACTHYHHN aHTHOIOTHK 3 IMyHOCYIIPECMBHMMU BJIaCTHBOC-
TAMHU.

Kocmeren y cknaai komGiHoBaHOi XimioTeparii Ta/abo MyJTBTHMOJAILHOTO DEXHMY JIIKYBaHHS
ToKa3aHuil Ul JTiKyBaHHs MyXJauHu Binemca, pabromiocapkoMu aiteit, capkomu IOinra ta merac-
TATHYHOTO HECEMIHOMHOI'O paKy CiM’sIHHX 3a103.

Kocmeren mokaszanmii st MOHOTeparril abo B CKiIaai KOMOIHOBAHOTO XiMiOTEPaNleBTHYHOIO PEXKHU-
My JUIsl JIIKYBAHHS recTaiiiinol TpodobracTudHo] Heomasii.

KocMereH sik KOMIIOHEHT perioHapHoi mepdysii B koMGiHamii 3 MendaaaHoM MOKa3aHMH [Is JIKy-
BaHHS MICIIEBOTO PEIHIUBY ab0 JIOKOPErioHAPHUX METACTa31B MEJAHOMH.

4.2 lo3yBaHHs Ta c1ocid 3acTocyBaHHS
Tokcuuni peakuii, cpuunHeHi KocMereHOM, CIOCTepIiraloThesl 9acTo # MOXKYTh OyTH TSKKUMHU
(nuB. posnin 4.8 «Hebaxani edext»), Mo B GaraTb0X BUMAIKaX 0OMeXye KilbKICTh IIpenapary,

saKa Moxe OyTH BBeneHa. OHaK TSHKKICTh TOKCHYHOCTI 3HAYHOIO MipOXO Bapiroe H JIMIIE YacTKOBO
3aJICKUTh BiJ] 3aCTOCOBAHOI J03U.
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EO3YB&HHH

Buympiuinvogenne 66e0eHHs.

JlosyBanHs KocMereHy pisHUTBCS 3aJIeXHO BiJ IIEPEHOCHMOCTI Mpenapary MarieHToM, po3Mipy Ta
pO3TaITyBaHHS HOBOYTBOPEHHS, & TAKOX BiJ 3aCTOCYBaHHS iHIIMX (popM Tepartii. Moxke BUHUKHYTH
HEOOXiHICTh y 3MEHIICHH] 3BUYaiHOI 1031, SK IIPONOHYETHCSA HIKYE, SKIIO OJHOYACHO 3aCTOCO-
BYIOTB JI0JIATKOBY XiMioTeparito abo mpoMeHeBy Tepartio, abo i sSKIIO X 3aCTOCOBYBaJIM PaHiLIe.

Jlosy Kocmereny po3paxoByroTh y Mikporpamax. [HTEHCHBHICTB 103M JUIS JIBOTHXKHEBOI'O LKLY
JIs gopocaux aGo JiTell He MOBHHHA MEPEBUILYBAaTH 15 Mikporpamis Ha Kimorpam Ha 100y abo
400-600 MixporpamiB Ha KBaJpaTHHI METp MOBEPXHi Tija Ha J00y BHYTPIIIHBOBEHHO MPOTATOM
1’ TH 1i6. PO3paxyHOK J03M I MAII€HTIB 3 0KUPIHHAM ab0 3HAYHHMHU HAOPSAKAMHU CJIijl 3iHCHIO-
BATH HA OCHOBI ILIOMII MOBEPXHI TiJla, HAMArarOYUCh CIIiBBIIHECTH J03yBaHHS 3 GE3)KHUPOBOIO Ma-
COIO Tifa.

3 orsidy Ha BHILY YacTOTy ToKcHUHHX edektiB KocMereHy B JiTeif MOJOAIIOro BiKy, mpemnapat
CIIiJl 3aCTOCOBYBATH B JIiTe#l BiKOM 10 12 MICAIIB TUIBKH y BHIIQJKaX, KOJU KOPUCTb NEPEBUILYE
PH3UKH.

MoXITHBe 3aCTOCYBAaHHS IMMPOKOTO CIEKTPY MOHOTepail Ta kombiHoBaHoi XiMioTepamii 3 Kocme-
resoM y ckiaai. Ockiiibku XiMioTepareBTHYHI PeXKUMH O€3MEPEPBHO 3MIHIOIOTBCS, A03yBaHHS Ta
BBEJICHHs IIperapaTy CJif 3AiHCHIOBAaTH mix Oe3mocepenHiM HarIaI0M JIiKapiB, 3HaHOMHX 3 cydac-
HOT OHKOJIOTIYHOIO IIPAKTHKOIO Ta HOBMMH JIOCATHEHHAMH Tepamii. B 0CHOBY omucaHuX HIXKYE pe-
JKUMIB [OKIANEHO OIVIS Cy4acHoI JliTepaTypH, IIPUCBSYeHOI MUTaHHAM Teparii Kocmerenom; Bei
BOHHU pO3p00JIeHI 3a CXEMOKO Ha LHKIL

Ilyxnuna Binvmca
Pexxumamu nepeifadyeHo BBeJEHHS 45 MIKporpamiB Ha KilorpaM BHYTPIITHHOBEHHO B Pi3HOMAHIT-
HUX KOMOIHAIAX Ta 3a CXEMaMH, 10 MalOTh Y CKJIai iHIIi XiMioTepaneBTHYHI 3aCO0H.

Paboomiocaprkoma
Pexumamu nependadeHo BBeAEHHs 15 MIKporpaMiB Ha Kijorpam BHYTPiIHBOBEHHO Ha 100y mpo-
TArOM II'SITH Ai6 Y pi3HOMAHITHUX KOMOIHAIIAX TA 32 CXEMaMH, 10 MAIOTh y CKIa/i iHmi XiMioTe-
pareBTHYHI 3ac0o0H.

Capkoma FOinea
Pexxumamu nepebadeno BBeaeHHs 1,25 MminirpamiB Ha KB. M MOBEPXHi Tiia BHYTPIIIHLOBEHHO B
pi3HOMAHITHHX KOMOIHAIISAX Ta 3@ CXeMaMH, [0 MAIOTh y CKJIaji iHIi XiMioTepaneBTHYHI 3aC00H.

Kapyunoma cim’anux 3a103
Beenenns 1000 mikporpamis Ha KB. M IIOBEPXHI Tijla BHYTpIIIHBOBEHHO B CKJIa/i Pi3HOMaHITHHX
KOMOIHOBaHHX PEXKUMIB 3 HHKI0(ochHamigom, O1eoMilTMHOM, BIHOIACTHHOM Ta HHUCIIATHHOM.

I'ecmayivna mpogobracmuyna Heonnasis
Benenns 12 mikporpamis Ha Kijlorpam Ha 00y IPOTATOM II'SITH Ii0 SK MOHOTEpamii.

Beenenns 500 mikporpamis BHyTpimHb0BeHHO B J{Hi 1 i 2 B cKiTaai KOMOIHOBAHOIO PEKHUMY 3 €TO-
IT03M/I0M, METOTPEKCATOM, (DOJTIHOBOIO KHCIOTOK, BIHKPHCTHHOM, LHUKJIO(QOchamMinoM Ta Huca-

TUHOM.
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Iayienmu nimnvo2o 6ixy: HaBeJIeH] BUINE 3araibHi IIOJI0XKEHHS CTOCYIOTCS TAKOXK 1 JIITHIX MallieH-
TiB. BBetenns KocMereny naiienTam JITHBOTO BiKy MOYXe CYNIPOBOJKYBATHCS ITiJIBHIIEHAM PH3H-
KOM MI€JIOCYTIpecii MOPIBHSHO 3 O1IbII MOJIOIMMH Talli€HTAMH.

Pecionapna nepghysis npu micyesux peyuousax ma 10K0pe2ioHapHux Memacmasax MeiaHomu
Cxemu 103yBaHHs Ta METOJMKA K Taka BapilO€ B PI3HUX JOCTIIHHKIB, a TOMY OLIBII JCTAbHY
indopmariro ¢ mykaTu B omy6IikoBaHiil iTepaTypi. B 6inbiocTi BUIAKIB IPOMOHYIOTHCA TaKi
JI03U:

JUtst HUKHIX KiHIIIBOK abo Tazy — S0 MikporpaMiB Ha KiJJorpam MacH Tija.

JIist BepXHiX KiHIIIBOK — 35 MiKporpamiB Ha KiJlorpaM MacH Tija.

Mo/HBI peKOMeH AT MO0 3aCTOCYBaHHS HIDKYHX /103 Y MAIi€HTIB 3 0XKUPIHHAM a00 B THX, XTO
paHile oTpuMaB XiMioTepario abo IPOMEHEBY TepaIliio.

Crocib 3acTocyBaHHs

BigHoBeHu po3unH NaKTHHOMIIMHY MOYXKHA J0/aBaTu J10 iHdy3iiiHOro po3unny 5% JEKCTPO3H
JUTA iH’€KIif ab0 HATpiro XJIOpHIY JUI 1H €KIiH, abo x Oe3mocepeIHbO B KaTeTep BUKOPUCTOBYBA-
HOI iH(Y31lHOT cucTeMH.
Xoua BigHOBIeHui KocMmeren € XiMigHO cTabiIbHUAM, MMperapaT He MICTUTH KOHCEPBAHTIB, a TOMY
MO’K/IMBA BHIIAKOBA MiKpoOHA KOHTaMiHalis. BClo HEBUKOPHUCTAHY YaCTHHY PO3UHMHY CIIiJI YTHIIi-
3yBaTH.
[ToBiOMIISIETECS IIPO YACTKOBE 3aTPUMAaHHS JAKTHHOMIIMHY 3 BHYTPIIIHBOBEHHUX PO3UMHIB MEM-
OpanuMH (igsTpamu 3 edipy HETON03H, 0 BUKOPHCTOBYIOTHCS B JASSIKHX (DIIbTpax CHCTEM JJis
BHYTPIITHLOBEHHOT'O BBEJICHHSI.
Slkmo KocMmeren BBOAUTHCS Oe3MOCEpEeIHBO Y BeHY 0e3 BUKOpUCTaHHS iHQY31HHOI cucTeMH, CIIi
3aCTOCOBYBATH «JIBOIOJIKOBY» TexHiKy. CIiil BIIHOBUTH po3paxoBaHy 103y i Bigi6patu ii 3 puaxo-
Ha 3a JOMOMOTOK OJHI€T CTEPHILHOT MOJIKH; MIC/sT IHOr0 Ge3M0ocepe/iHe BBEICHHS B BEHY CJIijl BH-
KOHATH 1HIIOKO CTEPUIIHHOIO T'OJIKOIO.
[HCTPYKILiT 11010 BiJIHOBJIEHHS JIIKapChKOIo 3aco0y IIEpe/l BBEIEHHIM HaBEAEHI B po3/iji 6.6.

4.3 [Iporunoka3zaHHsA
[inepuyTauBicTh 10 Oy/Ab-SKOr0 KOMIIOHEHTY 1{bOI'0 IIpenapary.
3acmocysanns 6 nayienmie 3 gimpsnoio gicnoio abo onepisysanvhum cepnecom. Sxkmo Kocmeren
BBOJUTLCS 1111 yac abo He3abapoM IIiCIIsl IIEPEHECEHOr0 3aXBOPIOBAHHS Ha BITPsHY Biciy abo ore-

pi3yBaJIbHHUN repriec, MOKe PO3BHHYTHCS TSDKKE I'eHEpali3oBaHe 3aXBOPIOBAHHS, 1HO/I 3 JIETAIbHUM
HACJIIIKOM.
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4.4 OcobsnBi 3acTepesReHHs TA 3aM001KHI 3aX0/1H 111 BUKOPHUCTAHHSA

KocmereH citiJi BBOAUTH TiJIbKH ITiJ] HAIJIAAOM JIiKaps, SKUH Mae JTOCBil 3aCTOCYBAaHHS IPOTHITYX-
JIMHHUX XIMIOTEpaneBTHYHUX 3ac00iB. 3 OIJIsily Ha TOKCHYHI BJIACTHBOCTI aKTHHOMIIMHY (HaIpH-
KJIaJl, KOPO3iiHy aKTHBHICTh, KQHIIEPOTCHHICTh, MyTar€HHICTh, TEPATOTrCHHICTB), IEpe] POOOTOIO 3
IIperapaToM CJIiJi O3HAHOMHTHUCS 31 CIeIliaTbHUMU IPOIeTypaMH 1 HEYXUIIBHO 1X JOTPHMYBATHCS.

Kocmeren — BUCOKOTOKCHUYHMM npenapat, a ToMy poGoTa SIK 3 TTOPOITKOM, TaK i 3 pO3UHHOM,
a TaKOX MOTo BBEJIEHHS, BUMAararoTh miABHUIIeHOT o0epexHocTi. Ockinpku KocMmereH € BKpai Kopo-
31HO-aKTUBHKUM [T M’SIKMX TKaHWH, BiH IPH3HAYCHHUHN ISl BHYTPIIIHFOBEHHOrO BBECHH:. Heob-
XiJJHO YHHKATH BIMXAHHS [TOPOIIKY ab0 BUIApIB, a TAKOX KOHTAKTY IIperapary 31 IIKipoo Ta Clu-
30BHMH 000JIOHKaMH, 0COOJIMBO CM30BUMH oOojioHKamu odvei. Ilig gac pobotm 3 Kocmerenom
CITiZI BHKOPHCTOBYBATH BIiAMOBiAHE 3aXxucHe 00JagHaHHA. Y pa3i BUNAAKOBOIO MOTPAIUIAHHS IIpe-
mapary CJiJ{ HeraifHO MPOMHTH OKO BEJIMKOKO KiNBKICTIO BOAH, HOPMAJIBHOTO COJBOBOIO PO3UYHHY
ab0 130TOHIYHOrO COJIBOBOTO IPUTAIIHHOIO PO3UHHY MPOTATOM HE MEHII K 15 XBHJIMH, IICIA 4Or0O
3BEPHYTHUCS 3a KOHCYJIbTALIE0 A0 o TasibmoJiora. Y pasi BUIaAKOBOIO NOTPAIJIIHHSA Npenapary Ha
HIKipy ypa)kKeHy YacCTHHY CJIiJ{ HEralHO IPOMHUTH BEIHKOIO KiJTBbKICTIO BOJIH IPOTATOM HE MEHII AK
15 xBHIHH, 3HABIIH 3a0pyAHEHUH ofsr Ta B3yTTs. CiliJl HeraifHO 3BEpHYTHCS 0 MEHYHY JOIIOMO-
ry. 3a0pyJHEHUN OJAT CIIiJ 3HHUIIUTHU, a B3YTTS PETEIbHO OYUCTUTH IE€pe] IOBTOPHAM BHKOPHC-
TaHHSM (IHB. po3ait 6.6 «OcoOnuBi 3am00KHI 3aX01H [UIT yTHIII3aMii»).

SIk 1 BCi anTHHEOITaCTHYHI 3aco0u, KocMereH € TOKCHYHMM IpenapaToM, 10 BUMara€e 4acToro ta
PETENILHOrO CIIOCTEPEKEHHS 3a MAIlieHTOM II0J0 MOXKIUBUX HeOakaHux peaxuiit. Lli peaxuii mo-
KYTb BpakaTH Oy/Ib-sKi TKAHWHHU TiJIa, HAHYACTIlIe - FEMONOETHYHY CHCTEMY, 0 NPU3BOAUTE JI0
po3BUTKY Miestocytipecii. He MoskHa 3a0yBaty mpo #MOBipHICTE aHadiTakToinHOI peakii.

Bxpaii Ba/IMBO LIOJHS OIJIAAATH MAIli€HTa Ha MPeIMET TOKCHYHHUX MOOIYHUX e(eKTiB, AKIIO 3a-
CTOCOBYETHCS KOMOIHOBaHA Tepaltisi, OCKIJIbKH IMOBHUHM Kypc Tepallii Jac Bijl yacy IOraHO IEPEHO-
cuThCst. Y pasi pO3BUTKY CTOMATHTY, JAiapei abo BHPaXEHOT0 NMPUTHIYEHHS reMornoe3y Ha (oHi Te-
parmii 1 mpermaparu CJIij| BiIMiHUTH, [IOKH MAI[iEHT HE BiTHOBUTHCSL.

OKno3usHe 3ax60PIHOBAHHS 6eH

OKJII03UBHE 3aXBOPIOBAHHS BeH (IIEPEBaKHO [EYiHKOBHUX) MOJXKE 3yMOBHTH JICTAJIbHUN HACTIJIOK,
0c00IMBO B AiTei BikoM 0 48 micsuiB (auB. po3ain 4.8 «HebaxaHi eheKTu: u1yHk060-KuUKo8Ul
mpaxKm»).

Kocmeeen i npomenesa mepanis

[ToBiZOMIISIETBCS TTPO MABHUINEHY YaCTOTY IUTYHKOBO-KHIIKOBOT TOKCHYHOCTI Ta MPUTHIYEHHS Yep-
BOHOT'O KiCTKOBOTO MO3Ky Ha (oHi KoMOiHOBaHOI Tepartii, 10 BKIro4dae B cede Kocmeren i mpome-
HeBy Tepamito. KpiM Toro, Ha 310pOBi#l IIKipi, a TAaKOXX Ha CIU30BHUX OOOJIOHKAX IMIK Ta IVIOTKH,
MOJKe 3’IBUTHCS paHHsS epuTeMa. MeHIIa Bijl 3BUYaiHOT /10328 OIPOMIHEHHSI, 3aCTOCOBaHA B KOMOI-
Hauii 3 Kocmerenom, cipuynHse eputeMy H yTBOPEHHS BE3HUKYJI, IO MIBUAKO IPOrPecyrOTh y CTa-
Jii mirMeHTanii Ta geckBaMariii. 3aroeHHs BiIOyBa€ThCs Yepe3 YOTUPH-IIICTh THUXKHIB, piamie — de-
pe3 nBa-Tpu Micsii. [1ig BmuBoM MoHOTepanii KocMereHoM MOK/IMBa PeakTUBALlisl EPUTEMH, 110
BHHUKJIa B pe3y/IbTaTi IIEPEHECEHO! paHillle MPOMEHEBOI Teparil, HaBiTh SKIIO IPOMEHEBa Teparlis
IIPOBOIMIIACS OaraTo MICAIIB TOMY, i 0COOIMBO, SKIIO IHTEPBAJI MK JABOMa GopMamu Teparii Ko-
poTkwii. Take MoCUIeHHs eQeKTy ONMPOMiHEHHS CTAHOBUTH OCOOIMBY MpoOieMy, SIKIIO MPOMEHEBa
Tepartist 3a4inae ciu30Bi 000I0HKH. SIKIIO OIIPOMIHEHHS CIIPSIMOBAaHE Ha HOCOTJIOTKY, BUILE3ralaHe
HOETHAHHS MOYXKE CIPUYMHHUTH TSKKE 3alalIeHHs CIIM30BUX 000JIOHOK POTOBOI MOPOKHUHHM Ta IJI0-
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TKU. BupakeHi peakiiii MOJKJIMBI, SKIIIO BUKOPUCTOBYIOTECS BUCOKI 1031 sk KocMereny, Tax 1 mpo-
MeHeBol Teparii, a00 AKIIO MALi€HT 0COOIMBO 4y TIHBHIL 10 TAKOTO KOMOIHOBAHOTO JIIKYBaHHS.
Oco6muBoi 06epeKHOCTI BUMarae 3actocyBanus KocMereHy mpoTsroM JBOX MicsIiB Micis OIpPo-
MiHEHHs 3 METOIO JiKyBaHHs MpaBoOivYHOI myX/uHU BigbMca, OCKIIBKH B TAKUX BUIAJKaX CIOCTE-
piranucs renaromeranis ta nigsuineHHs piBHiB ACT.

Sk npaBuo, KocMereH He ClIijl 3aCTOCOBYBATH OJHOYACHO 3 IPOMEHEBOKO TEPAIIEIO IS JIKYBaHH:
IyXJIMHA BijibMca, OKpiM BHIA/IKiB, KOJIH KOPHCTD NEPEBAXKYE PH3UKH.

TToBiZOMIISIETBCS TIPO TIiBHINEHHS YACTOTH BTOPHHHUX MEPBUHHHX ITyXJIHMH (B TOMY 4HCIIl JICHKO-
3y) Iic/s JIiKYBaHHS OTPOMIHEHHSM Ta aHTHHEOILTACTHYHHMH 3aco0aMHM, TakuMH, sk KocMereH.
MyJIbTHMOIIbHA Tepallis 3yMOBIIOE OTpedy B PETEIBHOMY TPHBATOMY CIOCTEPEXKEHHI 3a mallie-
HTaMH 3 PaKoM, SIKi BUYKHIIH.

JlabopamopHi ananisu

[ToBiZOMIIAETBCA TPO PI3HOMAHITHI BiAXHJICHHS BiJ HOPMH ()yHKITIOHQJIBHHX MOKa3HUKIB HHPOK,
TEYiHKH Ta YePBOHOTO KiCTKOBOTO MO3KY B MALI€HTIB 3 HOBOYTBOPEHHAMH, sKi npuitmanu Kocme-
red. CJ1iJl 4acTO MPOBOIMTH OLIHIOBAHHS (GYHKI[iT HUPOK, IEUiHKU Ta YEPBOHOTO KiCTKOBOIO MO3KY.

4.5 B3aemoist 3 iHIuMH JikapcsKuMH 3aco0amu Ta inmi popmu B3aemonii
Uncnenni gani cBimgarh, mo KocMeren motenniooe edexty peHtreHorepanii. MiMosipro, 1o mpa-
BUJIBHO i mportmiexHe: KocMeren Mosxe OyTH OiTbII e)eKTHBHUM y pasi OJHOYACHOTO 3acToCy-

BaHHs poMeHeBoi Teparii. J[us. posxin 4.4 «KocMereH i mpomMeHeBa Tepartis.

KocMereH Moke BIUTHBATH Ha pe3y/IbTaTH 0i0J0rYHUX aHAI3IB 3 METO BU3HAYEHHS PIBHIB aHTH-
OakTepialbHUX JIIKapChKUX 3aCO0iB.

4.6 ®epTHIBLHICTH, BATITHICTD TA JAKTALIsA

JIoBe/IeHO, 110 JAKTHHOMIIIMH TepaTOreHHUH y TBApHH, i HOro, 3a3BUYal, He CIIiJ 3aCTOCOBYBATH Yy
BariTHUX JKIHOK.

KocMmereH (MakTHHOMIIMH) HE CJIiJI 32CTOCOBYBATH B JKiHOK, K1 FOJIYIOTb IPYUIIO.

4.7 BuiinB Ha 31aTHICTh KepyBAaTH TPAHCHOPTHHMH 3aC00aMH Ta NPAlIOBATH 3 MeXaHi3-
MaMH

Jani BincyTni. Crtig BpaxoByBaTH MOXIIHBI MOGIYHI eeKTH — MiIBUIIEHY BTOMJIIOBAHICTH Ta ara-
Tiro (nuB. po3ain 4.8 «Hebaxani edhextuy).

4.8 Heb6axaHni epexrn

TokcuuHi epexTy (3a BUHATKOM HYAOTH i OIIOBaHHS), 3a3BHYail, HE BUABIAIOTH ce0€, MOKH HE MHU-
He JBi-4OTHPH JI00H MMic/s 3aKiHYeHHs Kypcy Teparlii, Ta He JOCAraloTh MAaKCUMyMy IIOKH HE MUHE
1-2 twxni. [ToBigomnsutocst mpo Bunagku cmepti. OxHak mo6iuni epexTd B GiNBIIOCTI BUMAIKiB
MHHAIOTh ITiCJIs IPUTTHEHHS Teparlii 1 € TaKUMHU:

Inghexuiiini ma inea3uemi 3ax60POBAHHA:
Cericuc (B TOMY UHCIIi HEHTPONIEHIYHUIH CETICUC) 3 JICTATBHIM HACIIIKOM, iH(eKIIis, hapuHTiT.
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Memaboniuni ma animenmapui po3naou:
AHOpeKcis, TimoKaJIbIieMis.

Po3nadu 3 60Ky 0p2anié OUXAHHA, 2PYOHOI KIIMKU Ma cepedoCHiniA:
[THEBMOHIT.

Po3naou 3 60Ky uiyHKO60-KUMK06020 MPAKN1Y:

Hynota, 6moBanss, Giab y XKHBOTI, Jiapes, yTBOPCHHs BHPA30K IMUTyHKY Ta KHIICUHHUKA, Xeimir,
mucdarisi, esodarir, IIpOKTI/IT BHpa3KoBuit cromarut. HynoTy Ta GaioBaHHs, M0 3'SBIISIOTECA PaHO
IIPOTATOM TIEpIIMX I1'SITH TOAHH TIiC/A BBEIEHHS MPEmapary, MOXHA MOJICIIIHTH, 3aCTOCYBABIIH
AQHTUEMETHKU.

Po3nadu 3 60Ky newinKu ma H#co6406UGIOHUX WLIAXIE:

[TeuiHKOBa TOKCHYHICTH TPOSABIAETHCA Y BHIVISI BIAXHUJICHHS BiJ HOpMH (GYHKI[IOHAIBHUX [OKAa3-
HUKIB, ACIIATY, reNaToOMETalil, TelaTUTy Ta [e4iHKOBOI HEJIOCTATHOCTI (IOBIIOMIIAETECS PO BHIIA-
nxu cMepti). OKIIO3UBHE 3aXBOPIOBAHHs IEYIHKOBUX BEH, IO MOXE CYNPOBOKYBATHCA MOpY-
IIEHHSM BHyTleIHLOC}’lII/IHHOFO 3rOPTAHHs KPOBi Ta MOJIOPraHHOK HEIOCTATHICTIO, CIOCTepira-
JIocsl B ALi€HTIB, sKi mpuitMamu KocMmereH y ckiaji XiMiOTEpaneBTHYHOTO PEXHUMY, [0 BKIIIOYAB Y
cebe pisHi mikapewki 3aco6n (wmB. po3in 4.4 «OcobmuBi 3aCTEPEKECHHA Ta 3armo0iKHI 3aX0u JUls
3acTocyBaHHs: OKIIFO3UBHE 3aXBOPIOBAHHS BEHY).

Posnadu 3 60Ky Kposi ma nimpamuytoi cucmemu:

AmHeMis (2 10 alIacTUYHOI aHeMii), arpaHyJIONHTO3, JIEHKOICHIS, TPOMOOIIMTOIICHIS, IIAHLUTOTIE-
Hifl, pemxynoumonemﬂ HEUTPOIICHI, cpe6pHm>Ha Heitrporenist. CIiJ{ 4aCTO BUKOHYBAaTH BH3HA-
YeHHS KIIBKOCTI TPOMOOIMTIB T JEHKOUHTIB, 00 BYACHO BUSBUTH CCPHO3HE NPUTHIYECHHS TeMO-
moesy. SIKIIO CIIOCTEPIraeThes 3HAYHE 3MEHIICHHs KiTbKOCTI, CIIL| IPH3YTHHUTH JKyBaHHS JaKTH-
HOMIIIMHOM i /IaTH BiTHOBHTHCS KiCTKOBOMY MO3Ky. Hepinko BiJHOBJCHHS 3aiiMae 10 TPhOX THXK-
HiB.

Po3naou 3 60Ky wiKipu ma niOWKipHoi K1imKosunu:

Asornenis, nnclpmm BUCHIIL, MyanH(popMHa epuTeMa, aKHE, 3arOCTPEHHs ePUTCMH a00 MOCHIICHHA
rmirMeHTanii pasime ompomineroi mkipu. Y micispeecTpaiifHOMy mepioJi TparsuIuCs BUIIAJIKHU
TOKCHYHOTO errifepmanbHoro Hekpodisy (TEH) Ta cunapomy Crisenca-JlkoHCOHA.

Po3naou 3 60Ky 0nopHo-pyx06020 anapamy ma CROAYYHOI MKAHUHU:
Miauris.

3azanvni poznaou ma peakuii 6 micui 66e0eHHA npenapamy:

EHIIICpMOHB eputeMa Ta HaOpAK, iHOZI BHP@XEHi, CroCTepirammes micis perioHapHol nepdysii
KiHIIBOK; TIi/(BUIIIEHA BTOMIIOBAHICTh, 3aTPMMKa POCTY, alaris, 3araibHe He3aykaHHS. JlakTuHo-
MIIFH € BUHATKOBO KOPO3iMHO-aKTHBHMM. SIKIIO MiA Yac BHYTPIIIHBOBEHHOTO BBE/CHHS BiIOyBa-
€TBCS EKCTPABa3allisi, PO3BUBAETHCA TSDKKE YPAKCHHS M AKHX TKaHUH. [IpuHAiMHI B O/HOMY BHIIa-
JIKY IIe TIPU3BeNIo 10 (popMyBaHHS KOHTPAKTYPH KiHIIBKH.

Kocmezen i perionapna nep@y3siuna mepaniﬂ
YcKIagHEHHS METOIUKH nepq)ysu TI0B’sI3aHi, B MEPIIY 4epry, 3 KiIbKICTIO npernapary, 1o MoTpa-
IIUB Y CHCTEMHHUI KPOBOOOIT, i MOXYTb TIPOSABNIATHCA y BHIJISIAL IPUTHIHEHHS KpoaorBopeH mijJ-
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BUILEHHS CHpI/IﬁHHTJ‘IPIBOCTi 710 indeKIil, BCMOKTYBAHHS TOKCHIHHX IPOIYKTIB BHACTIAOK MacHB-
HOI JIeCTpyKIlii TKAHMHH HOBOYTBOPEHHS, MOTIPLIEHHS 3arO€HHS PaH Ta yTBOPEHHS IOBCPXHEBHX
BHPA30K CIU30BOI 000JOHKH HLTYHKY. Jo iHmux mobiuanx edekTiB HalexaTh HAOPSK KiHIIBKH,
ypaKeHHs M’SKHX TKAHUH y AiTsHII nepdys3ii Ta MOMKIHBHH BEHO3HUH TPOMOO3.

4.9 llepenozyBanus

Y pasi nepeso3yBaHHs JIiKyBaHHS JAKTHHOMIIHOM CITiJl HeraiHo npunuHuTy. HasBHa indopmaris
LOJ0 MEpEIO3YBAHHS B MOAHHY o0MexkeHa. [IposiBH epeflo3yBaHHs CKIAATUCS 3 HyAOTH, Omio-
BaHHs, Jiapei, 3amaeHHs CIM30BUX 000IOHOK, B TOMY YHCJI CTOMATHTY, YTBOPCHHS BHPa3OK ILTy-
HKY Ta KHAIICYHMKA, THKKUX PO3NaiB 3 GOKy MKIpH, B TOMY 4HC ekcdomiauii mKipy, eK3aHTeMH,
JlecKBaMallii Ta eIilepMoJTi3y, BAPAKEHOro IMPUTHiYeHH KPOBOTBOPEHHS, OKJIFO3UBHOTO 3aXBOPIO-
BaHHS BEH, FOCTPOI HUPKOBOI HEAOCTATHOCTI, CEIICHCY (B TOMY YHCITi HEHTPOIEHIIHOTO CENCHCY) 3
JNeTaIBHUM HAcTimKoM (cMepTs). JIiKyBaHHS MOBHHHE OyTH CHMITOMATHYHMM Ta IIiTPHMYBalIb-
HAM. AHTHIOT HE BiJJOMHil. PeKOMEHIyEThCS YacTO MEepeBIPATH MiNICHICTH IMIKIPH Ta CIIM30BUX
060JIOHOK, a TAKOXK (YHKIIIFO HUPOK, IEYiHKH Ta YEPBOHOTO KiCTKOBOTO MO3KY.

5. ®APMAKOJIOI'TYHI BJJACTHBOCTI
5.1 ®apmakoIUHAMIYHI BJIACTHBOCTI

Mexanizm 0ii: KocMereH ranpmye mpodidepariiio KIiTHH, YTBOPIOIOYH CTaOlIbHUH KOMIUIEKC 3
JTHK Tta BrmmBaroun Ha JJHK-3anexuwuit cunres PHK.

SIk mpaBUIIO, aKTHHOMILUHH HpHFquy}OTB rpaM-TI03UTHBHI Ta rpav- -HeraTuBHi Oakrtepil Ta JesKi
rpu6u. OJIHAK TOKCHYHI BIACTHBOCTI aKTHHOMIIMHIB (B TOMY YHMCIIi JAKTHHOMILIHHY), TOB ’s3aHi 3
ix aHTHOAKTEPiAIBHOI0 AKTHBHICTIO, MEPEIIKO/DKAOTh IX BHKOPHCTAHHIO SIK aHTHOIOTHKIB JUIA Ji-
KyBaHHS iHQEKIIHHIX XBOPOO.

OCKiJIbKH aKTHHOMILMHHA € [UTOTOKCHYHUMH, BOHH YHMHATH aHTHHEOIIACTHYHUH edekT, 1o OyIio
JIOBEJIEHO HA IMUTOCIIIHAX TBAPHHAX 3 Pi3HOMAHITHEME THIIAMH iMILTAHTATiB MyXjuH. [[ATOTOK-
CHYHA JIisl € MiICTABOO JUTS X 3aCTOCYBAHHS 3 METOI [AIIaTHBHOTO JIKYBaHHS JEAKHX THIIB 371051
KICHUX ITyXJIUH.

5.2 ®apMaKOKiHETHYHI BJACTHBOCTI

Pe3yabTaTé JOCITI/DKEHHS 3@ YYacTIO MAIi€HTIB 31 3JI0KICHOK MEIaHOMOIO MOKa3alu, MO JaKTH-
sominme (CH axrunOoMinuH D) MiHIMaIbHO MeTaboMi3yeThCs, KOHIIEHTPYETECS B KIITHHAX 3 sApa-
MU i He IPOHHKae yepe3 remMaro-eHnedanidauit 6ap’ep. [IpuGnusro 30% 1031 BUABISIOTH y cevi
Ta Kajli yepe3 THKIeHb. TepMiHaIbHUI [epiojl HAMliBBUBEICHHS 3 TLIA3MH U Pa/Il0aKTHBHOTO Ma-
Tepialy CTAaHOBHUB MPUOIU3HO 36 TOHH.

5.3 JlokJiniuHi JaHi mo0 0e3mexu

MixkHapo/iHe ATE€HTCTBO JOCIIUKEHHS PaKy BHPIIIHIIO, IO JaKTHHOMILMH € [O3UTHBHHM KaHIE-
pOreHOM y TBapHH. Y MuIei Ta IIypiB Micias MiZIKipHOro abo BHYTPIIHHOOYCPEBUHHOIO BBE-
JICHHS IIPETapaTy pO3BHBATHCA MicieBi capkomMu. Me3eHXiMalIbHI MyX/IHHH CHOCTepiraanz y cam-
1iB mrypis F344, sxi oTpumyBanu BgyTplmHLooqepeBHm in’exuii npenapary B 103i 50 Mikporpamis
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Ha KLIOrpaM IBa-I’sTh pas3iB Ha ToKIEHb npoTsiroM 18 Tmwxkwis. [lepiua myxivHa 3°BUIACA Yepe3
23 THXHI.

JIoBe/IeHO, 10 JAKTUHOMII[MH € MyTareHHUM y PsAAi ZOCTIAHHX CHCTEM in Vilro Ta in vivo, B TOMY
queni s GiGpo6ractis Ta neiikonutis Moamun ta kiitna HELA. Y mumeit Ta nrypis crocrepira-
nucs nomkopkeHHs JIHK Ta nuroreneTH4HI €QeKTH.

Ilopywenns hepmunorocmi

[HhopMaris Ipo afeKBaTHi T0CIiKeH s (epPTUIBHOCTI BIACYTHS, OAHAK TIOBIiTOMJISETHCS PO M-
BUILEHHS YaCTOTH O3S Mics JIIKyBaHHS iHIIUMU aHTHHEOITACTHYHHMHE 3ac00aMu.

Tepamocennicmo
JloBeaeHo, mo KocMereH CHpHYHHSAB BaId PO3BUTKY Ta eMOPIOTOKCHUHICTH y IIypiB, KPOJIB Ta
XOM’SIKiB, SIKUM BBOJMIM Tpemapar y go3ax 50-100 mikporpamiB Ha Kijorpam BHYTPIIIHBOBEHHO
(110 B TPU-CIM pa3iB MEPEBHUIILYE PEKOMEHIOBAHY JTIOACHKY 103Y).

6. PAPMAINIEBTUYHI XAPAKTEPUCTUKHA

6.1 Ilepestik NOMOMIKHHX PeYOBHH
Mamnit E421.

6.2 HecymicHicTb

BHKOpPHCTaHHSA BOJM, IO MICTHTH KOHCepBaHTH (OeH3MI0BUH criupT abo mapaOeHn), JUis BiJTHOB-
nennst KocMereny /uis iH’ €Ki pU3BOIUTE 0 YTBOPEHHA MPEIMITITATY.

6.3 TepMiH nNpUAATHOCTI
36 MicsIliB.
6.4 Oco6suBi 3am006izkHi 3aX01H /15 30epiranus

36epiratu 3a Temmeparypu Hikde Big 25 °C. He 3amopoxyatu. 36epiratu (iakoH y KapTOHHIH
KOpoO1i, 06 3aXUCTHTH Bij CBITIIA.

6.5 Tun Ta BMicT NepBHHHOI YNIAKOBKH
CxistHH#T (i1aKkoH, o MicTUTb 500 MiKporpamiB JakTHHOMIIUHY 3 20 MI' MaHITY.
6.6 Oco6mBi 3am00izKHi 3aX0QH AJI9 YTHII3AUIT Ta iHIIE TOBOKEHHS 3 NIPenapaTom

Bionoenenns ma 66eoenns
KocMereH BiTHOBIIOIOTH, JoAarodu y duakon 1,1 mu Boaum s in’exiit (€sp. ®apwm.) 6e3 KoHcep-
BaHTiB. Jys 10’ gKIlii B IIITPHIT Ha6HpaIOTI> 1,0 MJT BIIHOBJIEHOTO PO3YUHY, IO MquHTnMe 500 mik-
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porpamiB rakTuHOMirmHy. CJlil BAKOPHCTOBYBATH TIMbKM BOAY JUIS iH’€KIIiH, IO BIALIOBIAAE CTAH-
napram €poneiichkoi dapmakornei (IO He MICTUTH KOHCEPBAHTIB). [HIINI pifmHy uTs 1K €KLiH MO-
KyTb CIPUYHHATH OpelumiTanifo. KocMereH ciijf OrIsHYTH Ha MPE/IMET HASBHOCTI TBEPAUX YaCTOK
Ta 3MiHH KOJILOPY, HACKLTBKH MOJKIIMBO. BiTHOB/IEHHH PO3YHH IIPO30PH, 3010TaBOI0O KOJILOPY.

JIoci/uKeH s, O TPOBOJMIACS 3 BUKOPHCTAHHSAM JAKTUHOMILHUHY, J10(i1i30BaHOr0 MOPOLIKY
Ut iH’ €Ki, oKa3aty, 1o JiKapchKui 3aci6, po3BeneHnil 10 KoHeHTpamii 10 Mxr/mi abo Buie
y Bozi jutst in’exmiit, 0,9% po3umHi HATpito XJI0puAy Ta 5% pO3dHHi IEKCTPO3H, B iH(DY3IHHHX KOH-
Telinepax 3i ckina aGo IIBX, sanumraetses ctabinpuum mpotsrom 10 roaus 3a yMoBH 30epiraHus
npH KiMHaTHi# Temneparypi. KilbKicTb 04901 peH4OBHUHH B JIIKapChKOMY 3aco0i, pO3BEACHOMY 10
KOHIEHTpaIii Hikde, HX 10 MKr/mu, 1o 36epiraBest Ipu KiMHATHiH Temmeparypi, Oyia 3Ha4HO
MeHII010. ToMy peKOMEeHIyeThCsl BAKOPUCTOBYBATH TUTBKH JIiKapChKuii 3aci0, po3BeICHUH 10 KOH-
neHTpauii monax 10 MKr/mi, mo 36epirases He 6itbin sk 10 rOMMH IpH KiMHATHIN TemrepaTypi.

Ocobnuse nogooicenHs

JIOCITi/UKeHHS Ha TBApPHHAX MOKA3aJIH, 10 JAKTHHOMIL[UH € KOPO3ifHO-aKTUBHAM JUIs LIKIiPH, CIIPH-
YHAE MOPA3HEHHs OYel Ta CIIU30BHX 00O0JIIOHOK JUXATBHUX HUISXiB, & TAKOXK € BHCOKOTOKCHYHHM
y pasi notparuistHas yepe3 poT. KpiM Iboro, 10BeIEHO, 1O MpenapaT € KaHUEPOreHHUM, MyTareH-
HIM, eMOPIOTOKCHYHUM 1 TEpaTOTeHHHM. 3 OISy Ha TOKCHYHI BJIACTHBOCTI Iperapary, peKoMeH-
IYETCS AOTPHMYBATHCS BiIMOBIMHHX 3am0G1KHUX 3aX0/iB, B TOMY YHC/Ii KOPHCTYBAHHS BiAIOBI-
HUM 3aXMCHHUM OOJIa[HaHHAM, IIiJ{ 4ac MPUrOTYBaHHs po3uuHy KocMereHy Ui mapeHTEpabHOIO
BBejienHs. CIIiJl YHHKATH BIMXAHHS OPOLIKY abo BHIIApiB Ta MOTPAIUISHHS MPEMapary Ha LIKIpy
4y cU30Bi 000JOHKH, OCOOIMBO CIM30BI 00OJOHKH OKa. PEKOMEHIYETHCS MPOBOAUTH MPUTOTY-
BaHHS PO3UMHIB iH’€KIiMHUX aHTHHEOIUIACTHYHHUI 3acobiB y Gokci Giomoriunoro 3axucty II Kacy
3 JTaMiHAPHAM MOTOKOM IIOBiTps. IlepcoHan, KMl BUKOHYE IIPMTOTYBAaHHS PO3UMHIB npenapanB
L(bOTO KJIACy, IOBMHEH OJATATH XiMiYHO PE3UCTEHTHI, HENPOHUKHI PYKABUYKH, 3aXUCHI OKYIISPH,
BepXHiil ofar Ta Gaxinu. J[0faTKOBUH BEPXHil OJAT CJIiJl 00MpaTH 3aJI€XKHO BlJ| 3aBJaHHS, 110 BHU-
KOHYEThCs (HAIPHKIIAj, HAPYKABHUKH, (apTyX, 3aXHCHI PyKaBHIli, OJHOPa30BHH KOCTIOM), 100
VHUKHYTH NOTPAIUIAHHS JTiKApCHKUX 3aC00IB Ha MOBEPXHIO MIKipH Ta BIMXaHHS BUIAPIB Ta MOPOLI-
Ky. 3HiMaroun HMOBipHO 3a0pyAHEHH OJIAT, CIILI IOTPHMYBATUCS BifNOBIHUX METOMIHK.

Omny6:TiKoBaHO YHCIIEHH] TTOCIOHUKY 3 MUTAHD HAICKHOTO TIOBOUKEHHS Ta YTUITi3auil aHTHHEOIIa-
CTHYHHUX JIIKAPCHKHUX 3aC00iB; CJI1J1 03HAHOMHMTHUCS 3 HUMH.

Jaxoou y pasi 6una0K060e0 KOHMAKMY

Y pasi BHIAIKOBOro MOTPAIUISHHS IIPENapaTy CJIijl HeraifHo MPOMHTH OKO BETHKOK KiIBKICTIO BO-
M, HOPMAIBLHOTO COJILOBOTO PO3UMHY ab0 130TOHIYHOTO COTBLOBOTO ipUTallifHOrO PO3UHHY MPOTS-
rOM He MEHII K 15 XBHJIMH, IicJIS 900 3BEPHYTHCS 3a KOHCYJIbTALielo 10 odTansmornora. Y pasi
BUIIaJIKOBOTO TIOTPATUISHHS Mpernapary Ha LWIKipy ypaxkeHy YacTHHY CIIiJi HEraiHO IPOMHTH BEIH-
KOIO KIJBKiCTIO BOJM HPOTATOM HE MEHIN sIK 15 XBHJIMH, 3HSBIIM 3a0pyJHEHHH OMAT Ta B3YTTS.
Crix HeraifHO 3BEpHYTHCS 110 MEIWYHY JOTOMOry. 3a0pyJIHEHMH OIAT CIIJI 3HUIUMTH, & B3YTTs
PETENBHO OYMCTHTH ITIepesl MOBTOPHEM BUKOPUCTAHHSAM (IHB. po3ain 6.6 «OcobmnuBi 3anodikHi
3aXO0/1 JUIsl 3aCTOCYBAHHS»).

OGepeskHicTh B Tporteci BBeeHHs KocMereHy 7103BOJIs€ 3HU3UTH HMOBIPHICTB NepUBEHO3HOT iH}I-
neTpanii (nuB. posainu 4.4 «OcobuBi 3acTepeneHHs Ta 3aM00KHI 3aX0/M [l 3aCTOCYBAHHS» Ta
4.8 «Hebaxani epextu»). J1o TOro x, TakuM YHHOM MOKJITMBO 3HU3UTH ﬁMOBipHiCTb TaKUX MicCIle-
BUX pEaKIlilf, AK KPOIHUB’SHKA Ta YTBOPCHHsS €PUTEMATO3HUX CMyr. Y pasi BHYTPIHIHBOBCHHOFO
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BBeJeHHsI KocMereHy MosKe TpamuTHCs eKCTpaBasallis, [0 CyNpPOBOIKYEThCs ab0 He CYIPOBOIKY-
€ThCSA BIIYYTTAM MEYiHHS Ta MOKOJIIOBAHHS, HABITh SKIIO KPOB A00pe MOBEPTAETHCS, KOJH i acti-
pYIOTh 4epe3 iHQy3iiiHy ronky. Y pasi mosBu Oyjb-sSKHX O3HaK UM CHMIITOMIB eKCTpaBasallii
in’exiito abo iHdyY3ito CIIij] HEraHO NMPUIIHHUTH ¥ TOHOBHUTH B 1HITY BEHY. 3a HasBHOCTI MiJ03pH
Ha eKCTpaBa3allilo MOXe OyTH KOPHCHHM MPHKJIaJaHHs JIbOLY 0 MicLA BBEJACHH:A Ha 15 XBUIMH 3
nepepBamu 4 pasu Ha JICHb IpOTAroM 3 JHiB. [lepeBaru MiciieBoro BBEJGHHS MpeNapaTy oCTaTo4HO
HE BCTAHOBJICHI. 3 OISy Ha IMPOTPECYIOUH XapakTep peakiifi eKcTpaBaszallil, peKOMEHIyEThCS
peTelIbHE CIIOCTEPEKEHHS Ta KOHCYJIBTAllls [UIACTHYHOIO Xipypra. Y TBOPEHHsS IMyXHpiB, BUPa30K
Ta/abo CcTifikui Gi1b € TMOKa3aHHAMH I XIpypridHoi oneparii NIHpoKOro BUCIUYCHHS 3 MOJAIBLION0

NepecaiKO0 pO3UICINICHOTI'O TpaHCIIAaHTaTy HIKlpPI

6.7. Kareropis Bianmycky
3a penenTom.

7. BJACHHUK PEECTPALINHOI'O MOCBIIYEHHSI
Opdan FOpon CAPJI
Immy6iip Jle Vincon
70 aBento ['enepana ae "o
92800 ITyto, ®panmis

8. HOMEP(H) PEECTPAIIIMHOI'O MOCBIITYEHHS
PL 15266/0018

9. JATA MEPIIOI PEECTPALII/IIEPEPE€CTPALIT
Jlara ocrannboi mepepeectpamnii: 12.07.2006 poky

10. IATA IEPETJIAAY TEKCTY

Bepecenb 2013 poky

e
e //5[ W oL, /022 e Are

// _ZFZ/ TS

L

,/4’/,44“:{ /f/%/’é&é/? W/y%ﬂ’ﬂa -l
Sh s PILEAE ?Zé’ﬂ%//‘{@ ) @

/ 42//?/,2

/0.



Cosmegen GB -SPC September 13 - Version 2

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. T

i

The dosage of ‘Cosmegen’ is calculated in mlcrograms The dose mten51ty er-two-week
cycle for adults or children should not exceed 15 micrograms per kg per y 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 fg;:‘ét",féést 15 minutes
while removing contaminated clothing and shoes. Medical attention should be sought

- Page 3 0of 10
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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.

G o f ‘,%é/é\'iﬁ//?’ |
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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: , o :
177
o A
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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

T W
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5.2

5.3

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
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6.3

6.4

6.5

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
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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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o peecTpaniiiHOr0 MOCBiAYEHHA

Ne BiJ

IHOOPMAILIA
NP0 3aCTOCYBAHHS JIIKAPCHKOI0 3ac00y

KOCMEI'EH® JIIOBAK
500 MKT, MOPOIIOK /ISl PO3YHHY s iH' €Ki

(lakTHHOMIIUH)

* By b acka, yBaXKHO IIPOYMTANTE IO IHCTPYKIIiFO, EPII HiXK OYaTH 3aCTOCOBYBATH JIIKH

* Bona j1ae BaM BaXJIMBY 1H(POPMALIIO PO JIKH

« SIK10 BM X04eTe 3HATH Olblne, a0 He 3HAETE [IOCh, 3BEPHITHCS 110 Jikaps ado dhapmanesTa
* 30epiraiite 110 IHCTPYKIIifO, TOKH BU HE OTPUMAETE JIKH

o ko Oyab-aKkuii 3 moGiYHHX e]eKTiB crac cepio3HuM abo SKINO BU MOMITUIM sKich MOOIYHI
edexTH, He BKa3aHi B i iHCTPYKIii, OyIb JacKa, IIOBIJOMTE IIPO 1LIe CBOIO JIKaps.

[HpOopMarttis B 1iit iHCTPYKILii:

1. lllo Take KOCMEI'EH JIIOBAK i 11s1 40ro BiH 3aCTOCOBY€ThCS
- ll{o y Bamomy npenapati Ta Ik BOHO Npamioe?

- Yomy BaM moTpidHO 3aCTOCOBYBATH Wi JIiKH?

2. Mepm misk 3acrocoryeatn KOCMEI'EH JITOBAK
- Kosmm corig 3acrocoByBaTH neit npenapar?

- Ilepm HiX 3acTOCOBYBATH Wi JIIKH

- BxxuBaHHS iHIINX JTiKIB

3. sIk 3actocopyBaTn KOCMEI'EH JIIOBAK

- SIx Bam 3acToCOBYBaTH npenapar?

4. Moxausi nobivni epexTH

5. SIk 36epiratu KOCMEI'EH JITOBAK

6. lonaTkoBa ingopmanis

1. Illo rake KOCMET'EH JIIOBAK i 1511 40ro BiH 32CTOCOBY€TbCS

- lllo y Bamomy npenapari Ta IK BOHO npauoe?

Hassa Bammoro nikapcekoro 3aco0y - Beenenass KOCMEI'EH JIIOBAK, a #io (TUBHUM iHIpe/i-

€HTOM € JaKTUHOMIITUH.
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JIaK THHOMILIMH HAJIE)KHUTD JI0 TPYIIH JIKIB, 1[0 HA3UBAIOTHCS aHTUOIOTHKAMH.
Bin mpamoe, 3ano0iraroud po3MHOKEHHIO KIITHH, 0COOIMBO aHOMAJIBHUX KIIITHH, SKi MOB'A3aHi 3
JNESIKUMHU TUIIAMH PaKy.

Bin Takox 3amobirae po3MHOKEHHIO HOPMATbHUX KJIITHH, SIKi IIBUAKO PO3MHOKYIOTBCS.

Yomy BamM noTpidHO 3aCTOCOBYBATH I1i JIiKH?
Bamr stikap npusznaune KOCMET'EH Bam, Tomy 110 y Bac Moke OyTH OJ(HE 3 TaKHX 3aXBOPIOBaHb,
TIPO sIKi Balll Jikap MaB MOSICHUTH BaM:
o [lyxymnHa BigpMca (THIT paKy HUPKH, SIKHH 3a3BHYal BUHUKAE y AiTeH)
e PaGnomiocapkoma (piKiCHHUH pak M'si3iB)
e Capxoma lOinra (Tun paxky KicTok)
e Pak sieuka i MaTKu
e Menanoma (THII paKy IIKipH).
KOCMET'EH Ttakox Moe 3aCTOCOBYBATHCS HpH JIKyBaHHI iHIIMX BUAIB paky. Bamr mikap moxe

IpU3HAYaTH MpOMEeHeBy Teparito, a Takoxxk KOCMEI'EH.

2. lepm nizk 3acrocoByBatn KOCMEI'EH JIIOBAK
- Koutu ciiix 3acrocoByBaTH 1eii npenapar?
Bam ne ciin 3actocoByBatu KOCMEI'EH, sxmo:
ey Bac ajepris Ha JakTHHOMIIMH abo Oyab-skuii inrpeaiear KOCMEI'EHY
e y Bac BiTpsiHa Bicma abo onepizyBajbHUMH reprec
® BH BBAXKAETE, LI[0 BU MOKeTe OyTH BariTHUMHU
® BH [UIaHYETE 3aBariTHITH
® BHU FOJly€TE IPYALIO.

Slkmmo Bu BBaXXa€Te, 110 6YIIB-SIKI/II71 3 IHUX CTaHIB CTOCYETBHCS Bac, HOBiI[OMTC opo e CBOro IIiKapﬂ.

- Ilepm Hik 3acTOCOBYBATH Wi JIKH
€ it imma indopmanis moxo KOCMETEHY, npo siky Bu noBuHHI 3HaTH. BoHa HaBeneHa Jaii, o6

MOXHa 0yJI0 IPUAUIATH 1 0COOIUBY yBary 3a nHoTpedH.

Po36puskyeannsa abo po3nueanna
KOCMETI'EH naa3Bu4aifHO IIKI[UTMBHH /ISt M'SKUX TKaHWUH, TAaKUX sIK IIKipa, 1 Oyab-sIKuil BUTIK Ha
WIKipy NpU3BEJe O MOLIKO/DKEHHS M'SKUX TKAHWH. Byzab-siki posimBaHHs_abo pO3OpH3KyBaHHS
KOCMET'EHY Heo06xi1HO 3pa3y 3MHTH BEJIUKOIO KIJBKICTIO BOIH a60;~é0H50;HM» 03YHHOM (COJI0-
Ha BOJIa). |

Cuizx 3BepHYTHCS 10 MEIUYHOTO CIEIiajlicTa HeraiHo.




Padiayinna mepania
Sxmo Bu nmpuitMaete KOCMET'EH 3 nmpoMeHeBOO Tepami€ro, Ball JTiKap Ma€ YBaXKHO CTEKUTH 3a

BaMH, OCKUTBKH € I11IBUIICHA MOXJIUBICTD AESIKHUX IHIIUX MOOIYHUX €(EKTIB.

Hupku, neuinka, Kicmkoeuii M030K

KOCMEI'EH Moxe BUKIHKATH POOJIeMH 3 HUPKaMH, IIEYiHKOI0 abo KicTKOBUM MO3KoM. Lle Moxe
IPU3BECTU 10 3MEHIICHHS KUIBKOCTI €PUTPOIHUTIB, JICHKOIUTIB Ta TpoMOOIUTIB. CHUMIITOMH aHEeMii
BKJIIOYAIOTh BTOMY, TOJIOBHI 0OJi, 3aJUIIKy IiJ dYac TpeHyBaHHs, 3alaMOpPOYeHHs Ta Oui-
JicTh. MeHIa KiIbKICTh JIEKOLUTIB MOKE YCKJIAQIHUTH OOpPOTHOY 3 iHDEKITisIMA.

CyMITOMM 3HMXKEHHS KUIBKOCTI TPOMOOIMTIB BKITIOYAIOTH CHHSKM a00 MOJOBXKEHHS 4Yacy 3yIH-

HEHHS KpPOBOTeUi, SIKIIO Y Bac € po3pi3. Bamr ikap MOBHHEH 4acTo OIIHIOBATH Il QyHKIIIT.

Borcusanna inuiux nikie
3aBXIM TOBIIOMJIANTE CBOrO Jikaps abo ¢apMmaneBTa, SKIIO BH DpuiiMacre Oyab-sKi iHIO JIKH,
OCKIIbKY BUKOPHCTAHHSI JESIKHUX JIIKapChKUX 3ac00iB MOXKe OYTH HIKiUTUBHM.

e OmnpoMiHeHHs: Bu MOBHHHI TOBIIOMUTH CBOTO JIKaps, SIKIIO BU OTPUMAIH [IPOMEHEBY Te-
parito B Oyab-skuit yac. [CHye nesika iHpopMarliis mpo Te, [0 PiAKO 1HIII MyXJIUHH MOXKYTb
BUHUKATH ITiCJIs JIIKyBaHHS OMPOMiHHEHM Ta Jikamu, Takumu sk KOCMEI'EH.

e Antubaxrepianbii jiku: KOCMET'EH Moxe 3MIHUTH pe3yibTaTH TECTIB, SKi MPOBOAATHCS
JUISL BUMIPIOBaHHS PiBHSI aHTUOAKTEPiaTbHUX JIIKIB.

Bazimnicme ma cpyone 6u20008y6anna

SIKIIO BY BariTHi, JyMaeTe, 10 MOXKETe OyTH BariTHUMH, a00 IUIaHYETE 3aBariTHITH, HETAHHO TOBI-
JTOMT€ CBOTO JIiKaps.

S0 BU rogyere rpyulto, BaM He ciif 3acrocoByBat KOCMET'EH.

Kepmysanna ma excniyamayia mauiun

KOCMEI'EH Moske BUKIMKATH MMOPYIIECHHS y Baru y JAesaKux jroaei. [lepexonaiitecs, mo BU He

BiI[quaGTe e nepe TuM, sIK KEpMyBaTHu abo CKCIIITyaTyBaTH MalllMHH.

3. SIk 3acrocoyBatn KOCMEI'EH JIIOBAK

- SIx BaM 3acTOoCOBYBaTH npenapar?

Bam Oyne BBenena in'exuisst KOCMEIEHY nikapem a6o meacecTporo, sika Ma€ JOCBiI JIiIKyBaHHS
paxy.

KinpkicTe BBeeHb, sIKi BaM MOTPiOHI, 3a]€XKUTh BiJl BAIIOTO CTAaHY, BAIOl ’p\é‘awkﬁi‘i:mﬁ‘a\nim, Oynb-

SKUX MOXJIUBUX MMOOIYHUX ePEKTIB Ta TOTO, YH OTPUMYETE BH OJTHOYACHO IHIIE

KyBaHHS.
Bam moxe Oytu BBenennit KOCMEIEH sk in'exuis (auB. HmK4Ye) aGo pa3 /3. 1HINAM PO3UMHOM
sk iHQy3is ("kpaneapHUIS") y Bally BeHy. /

He crnix 3acTocoByBaTH BHYTPILIHEO.
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[cnye nBa cioco6u BBenennss KOCMEI'EHY:

y BeHY

Oe3nmocepeIHbO Y MiCIle, ypakeHEe paKoM.

Jlo3yBaHHS JUIsl KOXKHOTO METO/Y BiPi3HSAETHCSL.

VY nux BUNaJKax Ball Jiikap OO4HCIUTh HEOOXiIHI J03H Ta MMOKaKe BaM, CKIJIBKH 4acy MOKe TPHBa-

TH Balle JiKyBaHHs. Bamr jqikap BU3HAUKMTh MPaBUJIbHY 03y Ta TPHBATICTD JTIKYBAHHS B 3aJICKHOCTI

B/l TUITY paKy.

Ho3yeanns

Tunosi 1034 1J151 BBEAEHHSI B BEHY:

He 6impure 15 MKr/kr Macu Tijla BOpoJoBX S 1i6 y nopociux ta aiteit, abo

400-600 mikporpamiB Ha KBaJpaTHHI METp IMOBEPXHi Tija 11101004 BIIOAOBXK 5 1i0.

Tunosi no3u nist BBegennsi KOCMEI'EHY 6Ge3nocepeanbo B AUISIHKY paKy:

Jls Hir abo tasy - 50 MKI/Kr MacH Tina.

Jlns pyk 35 Mikporpam Ha Kr' MacH TiJa.

Bam nikap nopaauts Bam mpo METO/I Ta KiJIbKICTh iH'€KIIiN Ta KypCiB, sIKi BaM HOTpPiOHI.

Axuwio eu nponycmunu 003y abo ééenu 3anaomo dazamo

Bama BiamoBis Ha JIiky Ta Baml ctaH Oy/ie KOHTPOJTIOBATUCS BAIllUM JTiKapeM, SKUH BU3HAYUTH, YK

NOTPiOHI 3MiHM Y BalllOMy JTiIKyBaHHI.

SIkmo Bu neperutyTaian abo cTypOoBaHi KUIBKICTIO OTPUMaHUX /103 a00 JTyMaeTe, 10 BaM, MOXKIIH-

BO, OyJ10 HajjaHO 3a0araro JIKiB, HETalfHO 3BEPHITHCS 10 CBOTO JIiKaps.

4. MozxiuBi nodivni epexTH

Sx 1 Bei nikapeski 3acobu, KOCMETEH Moxe Bukiukatu moOiyHi edeKTH y IesKuX MallieH-

TiB. [IpoTe 1i mo6iuni edextu, sk mpaBuiIo, OyIyTh 3BOPOTHHUMH ITICIIS TOTO, SIK JIIKYBAHHS ITPUITH-

HUTBCAH.

3BepHiTBCH TCpMiHOBO 3a MEAUYHOKO JOTIOMOT 010, AKIIO ¥ Bac:

cepiio3Ha OakTepianabHa IH(EKIis KpoBi a00 B opraHizMi (Cercuc, BKIIOYAIOUYH HEHTPOIIEHI-
YHUH CEICHC), 110 MOXKE MPU3BECTU 0 cMepTi. CUMITOMHU BKJIIOYAIOTH 03HOO, rapsuuit i
XOJIOJIHUH, panToBa rapsd4ka, giapes. Ha panniit cranii namient Oyne Termi, 3i 30epexe-
HOIO KOHLIEHTpPALI€I0 yBaru i He BUTIAAaTUME rmoraHo. OQHAK cTaH MOXKE IIBUIKO IOTip-
LIyBATHUCS, 1 MOXKE HACTYIIUTH CMEPTH

my3upi Ta/abo BUCHIL, SIKi 3'€ITHYIOTHCS, TTOKPHBAIOYH BEJIUKY YaCTHHY TiJia, [0 MPU3BOIUTH

JI0 CEpHO3HOTO 3JIYL[YyBaHHS IIKIpH, CUMIITOMIB TPHIIONOAIOHOTO XapakTepy, ITCIsl YOro

i My

3'SBIAETECS OOJIOUMIT YepBOHKIT a00 MypPILypOBUIl BUCHIL, SIKHH MOIINPIOETECS, |

pe3yJIbTaTi 4Oro BUHUKAE HEKPO3 BEPXHBOTO APy WIKIPH, HOTO 3IyIIEHHS 1 Bi

O/’KYBAaTHChH

4

Habpsiku o6uyus abo s3uKa, KPOMUBHHULS, OLIb y IIKipi, AKi MOXKYTH Cym

rapsiukoro, 03H000M, 00JIIMU B M'si3aX Ta 3arajibHUM [TOTaHUM éaMoﬁoHy ’



® DPiBHOMIipPHO PO3MOIIEH] YepBOHI IUISIMHU 1 BUCHII IIEPII 38 BCE HA PyKax i HOrax
HeraiiHo 3BepHiTBLCS 10 JIiKaps, AIKIIO Y Bac:
e poOJieMH 3 MEYiHKOIO (Taki SK MEeYiHKOBa HEJOCTATHICTh, TE€MATHUT (3allajeHHs MEYiHKH,
BHKJIMKAaHE BipycoM), XBopoOutiBa 301/IbIeHa MeYiHKa, 3aTPUMKa Pi/IHHH )
® 3HIKEHHS KUIBKOCTI €pHTPOLHUTIB, 10 MOXKE CIIPUYUHUTH BTOMY (IO MOKE OYTH TSHKKOIO)
® 3HIDKEHHS KUIBKOCTI JISHKOIMTIB, IO MOXE 3pOOKTH Bac OLIBII CXUIBHUMH J0 iH(eKIiit
® 3HMKEHHS PiBHS TPOMOOIMTIB, IO MOJKE ITiIBUIINUTH CXHUIBHICTD 10 KPOBOTEY.
[ moGivuHi eeKTH MOXKyTh BKIFOYATH (OCOOIHBO B Mepiri Kijbka rojuH micis mpuiiomy KOC-
MEI'EHY):
e biroBaHHSA
e Hynora (rmorane caMonovyTrst)
e [lorane 3arajibHe caMOIIOYYTTs
Kpim Hynotu Ta OmoBanHs, moGivHi edeKTH, 3a3BHYall, HE MOYMHAIOTHCA, JOKH HE MHHE KilbKa
JHIB T¢I IPUITUHEHHS JTIKYBaHHsI, | BOHH MOKYTh [TPOIOBXKYBATHCS 1-2 THIKHI Iic/Is [BOTO.
[H111 MOXUTUBI TOO1YHI eeKTH HaBEeIEHO HUIKYE.
3araapHi mo6ivHI e)eKTH MOKYTh BKJTFOUATH:
e iHdekmil
e 1poGieMu 3 HUPKaMH
® rapsuka
® CIOBIJIBHEHHS 3POCTAaHHS
®  3anaJeHHs MPSIMOT KUIIKH
e 1poOieMu GepTHIILHOCTI
e Oimp y M'sa3ax
® BTOMA, [IOTaHE 3arajibHe CaMOIIOYYTTsI
[To6iuHi edexTH 3 GOKY JIereHsn:
® 3anaJeHHS JIETCHb
[To6i4ni edexTr 3 60Ky POTOBOI MOPOKHUHHE:
® yTPYyJHEHE KOBTaHHS, yPaXCHHs poTa abo ropna, BUpa3ku abo paHKH, TPIIIUHHU Ty0
e cnasM pyk abo Hir i NOKOJIOBaHHs HABKOJIO POTa i TOJIOCOBUX 3B'S30K (4epe3 HU3BKUI pi-
BEHb KaJIBIIIO B KPOBI)

[ToGiuni eexTr 3 HOKY HITYHKY TAa KHIIEYHHKA!

® BUPAa3KH LUTYHKY, OOJIi B )KUBOTI, Jiapes S
® BTpaTa aneTUTY -
® 3anajeHHs NPSIMOI KUIIKA
[ToGivyHa edexTu 3 60Ky MIKipH Ta M'AIKHX TKAHHH:
e Oynb-siKe IONAaHHs Ha IIKipy IPU3Be/ie 10 MOMIKODKEHHS M'SK AHUH



my3upi a6o MOYEPBOHIHHS HIKipH

BUCHII Ha IIKipi

BYTPH

3arajieHHs BUCHITY

MOTEMHBIHHS LIKIPH, SKa paHille Mi/i1aBajiach OIPOMiHEHHIO

BTpaTa BOJIOCCH

SAxmo Bu npuiimaere KOCMEI'EH 6e3nocepennno y QiIsIHKY ypasKeHHsSI pAKOM

NOLIKO/DKEHHS IIKIpH Ta M'AKMX TKaHHH MOXE BHHHKHYTH BHACJIJIOK BHTIKaHHS Mpernapa-

Ty. [IoGi4Hi edexTH BiX BUTIKAHHS:

TPOMOOYTBOPEHHS

MOMIKOKEHHS M'SIKUX TKQHHH

iHbekmii

poOJIeMH 3 3arOEHHAM paH

my3upi ab0 NOYEPBOHIHHSA IIKIpH

HaOPSIK YpaXXeHOI iISTHKH

y PLAKUX 1 TSDKKHX BHITaZKaX MOKe BIIOYTHCS CKOPOUEHHS M'SI31B YPa)KEHOI PyKH 1 yTBOPH-

THUCS )KOPCTKa KOHTPaKTypa

Byne-sixi Hacminku posnuBaHHs abo po36puskyBanus KOCMEI'EHY HeoOxigHO 3pa3dy 3MHUTH Be-

JIUKOIO KIJIBKICTIO BOAH a00 COJTLOBHM PO3YHHOM (COJIOHA BOJIA).

IcHye nesika iHdopmalis Ipo Te, U0 PiIAKO 1HIN MyXJIMHU MOKYTh BUHUKATH ITiCIIS JTIKYBaHHS PEH-

TreHIBCHKUMH NMPOMEHsIMH Ta Jiikamu, TakuMu sk KOCMET'EH.

Bam sikap Oyzse yBajKHO i 4acTO CTEKHTH 3a BAIlIOIO PEaKIli€lo Ha JIKyBaHHS, ajie SKIIO y Bac BU-

HUIKJIH Oyab-sIKl 3 HaBeJeHHX BHINE eeKTiB, 30KkpeMa, rapsuka abo kpoBoreda, abo y Bac € fKiCh

1HIIII He3BUYAKHI CUMITTOMH, BITUYTTs YU MMOOOIOBAHHS, BaM CJIi/I TOTOBOPHTH 31 CBOIM JIiKapeMm.

5. Sk 30epiraTu Jiku

Tpumaiite niku B HEAOCTYITHOMY IS AiTeH Micii

36epiratu 3a TeMiepatypu Huxue Big 25 °C

He 3amopoxyiite

Tpumatite ¢akoHH y 30BHINIHIA yIaKoBIli, 1100 3aXUCTHTHU BiJ CBIiTIIA

Binpasy yrunizyiite BIAKpUTHN HEBHKOPUCTAHUHN IIPOIYKT.

ITam'siTaiire, T~

KOCMEI'EH He cri BBOIUTH TIiC/s 3aKiHYSHHS TEPMiHY MPUAATHOCTI, TII0 YiTKO MO3HAYe-

HO Ha yIaKOBIi
KOCMEI'EH npusnauenuit tineku i Bac. HIKOJIN ve naBaiite npey.

oMY



6. lonaTkoBa indopmanis
o mictut KOCMETI'EH

e AKTUBHAM iHrpeaicHToM € naktuHomiiuH. Kosken daakon mictuts 500 mikporpam (0,5 mr)

JAKTUHOMIIMHY B SIKOCTI aKTUBHOI PEHYOBHHH.

e [HIIMM IHTPEIEHTOM € MaHIT
BMict ynakoBku
KOCMET'EH nocTaBis€Thest y BUIUIS BiJ 5KOBTOTO 710 OPAH)KEBOTO TTOPOIIKY Y CKISHOMY (hj1aKo-
ui. Koxxen ¢umakon wicture 500 mikporpamiB jgakTHHOMINMHY. BoHa TakoX MICTHUTh MaHIT
E421. IIpenapar Mae BHIJIA [PO30POi 30JI0THCTOI PiMHH, IO YTBOPIOETHCS y Pe3ysbTaTi Jo1a-

BaHHS CTEPUJIHHOI BOJM J0 MMOPOLIKY Y (1akoHi.

BiacHuk peecrpauniiiHoro nocsigdeHHs

BilacHuK peecTpaliifHOro ocBiT4eHHs

Opodan-IOpon Capi, ®pannis, Immy6ns Jle Yincon — 70, aBento 'enepana Jle Nomrsa — 92800 ITy-
10, ®pannis  (Orphan Europe SARL, Immeuble Le Wilson, 70 Avenue du Général de Gaulle,
92800 Puteaux - France).

Bupoouuk

KOCMEI'EH Bupobnsietbes kommaniero Anmvak ®@apma Cepsices Jlimiten, Ciro#t Inpactpien Ec-
teiit, Kpeitrason, Ko. Apmar, BT63 5UA, Benuka Bpuranis (Almac Pharma Services Limited,
Seagoe Industrial Estate, Craigavon, Co. Armagh, BT63 S5UA, United King-
dom)

Abo

Opgan IOpon CAPJI, Exo Pisep ITapk, 30 pro ac ITsorur’e, F-92000 Hanrtep, ®@pannia (Orphan
Europe SARL, Eco River Parc, 30 rue des Peupliers, F-92000 Nanterre, France)

AGo0

Opdan FOporr CAPJI, Immy6as "Jle Yincon”, 70 aBento ['enepaina e o, F-92800 [Tyro, ®pan-
miss (Orphan Europe SARL, Immeuble "Le Wilson", 70 avenue du Général de Gaulle, F-92800
Puteaux, France).
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JiKapchKOro 3acody

Cosmegen® Lyovac Injection
500 mcg Powder for Solution for Injection
(Dactinomycin)

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

* |f 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

e If 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 multiply 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 (a 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).

3pa3ok opurinaJy iHCTpyKuil

Jo Peecrpaniiinoro IlocBinuenns
Ne Bix 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.

e 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 to 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
experienced 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:
e into a vein
e 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:

o 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.

o For the arms, 35 microg;a'ms per kg bodyweight.

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

of injéctions 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 medicine, 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

e blisters and/or a rash that join together to cover a large portion of the body
resulting in severe peeling 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

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

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

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

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

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

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

e \omiting

e Nausea (feeling il

® 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:

e infections

® Kidney problems

o fever

e slowing down of growth

e inflammation of the rectum

o fertility problems

e muscle pain

e tiredness, feeling generally unwell

Side effects of the Lungs:
e inflammation of the lungs

Side effects of the Mouth:

e difficulty 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):
e stomach ulcers, pains in stomach, diarrhoea

e |0ss of appetite

e inflammation of the rectum

Side effects on the skin and soft tissues:

* any leakage on the skin will cause soft tissue damage

e Dilistering or reddening of the skin

® skin rashes

® acne

e flare up of rashes

e 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:

 blood clots

¢ damage to soft tissue

infections

problems with wound healing

blistering or reddening of the skin

swelling of affected area

e 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 concerns,

you should talk to your doctor.

5. How to store your medicine

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

* Do not store above 25°C

e Do not freeze

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

REMEMBER,

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

o 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
e 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 liquid 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, 92800 Puteaux - France.

Manufacturer
Cosmegen is made by Aimac Pharma Services Limited,
Seagoe Industrial Estate, Craigavon, Co. Armagh, BT63 5UA, 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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