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MEJIDA
(MELPHA)

NOPOMOK sl in’exkniii mo 50 mr

dD1aKOoH 3 HOPOIIKOM Ta (MIAKOH 3 PO3YHHHUKOM 110 10 M1 y koMOi-ynaxoBIi.




MEJI®A 50 MI'

(Mendanan ans in’exmii)

1 HA3BA JIKAPCBKOI'O 3ACOBY

Mendanany rigpoxnopua S0 MI MOPOMOK M iH’ €KL
2 IKICHMH TA KIIBKICHUA CKJIAJL

KoxHuii ofgHOpa3oBui (rakoH MicTuTs MeldalaHy rifpoXIopus ekpisajgeHTHO 50 Mr Mendanany
Ta MOBIOH.

1100 MOBHOTO MEPENKY IOTOMDXHMX pedoBUH, AuB. Po3gin 6.1 Iepenik MONMOMDKHUX PEYOBUH
3 DPAPMAIIEBTUYHA ®OPMA

MEJIDA and in’exuiii - CTepUIbHUMN, aniporeHHuU#, 1iodini3oBaHHUN TOPOIIOK.

4 KJTHIYHI OCOBJHUBOCTI

4.1 TEPAIIEBTUYHI IIOKA3AHHA

Jlikapcekuii 3aci6 MEJIQA nnsa iH’ekuifi mokasaHuii Wi JTiKyBaHHA Nali€HTiB 3 MHOKUHHOIO
Mi€JIOMOIO, IKMM HE 3aCTOCOBHA MepopalbHa Tepallis.

42 JO3AIMETO/J 3ACTOCYBAHHA

Jo3a: Jlikapcexuit 3aci6 MEJIDA g iH’eKiiff po3yMHAETBCA i3 3aCTOCYBAHHAM CTEPUIIBHOIO
PO3UMHHUKA, IO J0JACTHCS.

Jlikapcekuii 3aci6 MEJI®A nana iw’ekniif 3acTocOBYETHCA BHYTpilIHbOBeHHO. CTraHgapTHa
BHYTPILIHEOBEHHA /1032 CTaHOBUTH 16 mr/m”. Jlikapchkuii 3aci6 3aCTOCOBYIOTECA Y BUTISIL 2 —
20 XBUJIMHHOI o1HOpa30Boi iHQy3ii. MEJI®A 3acTOCOBYEThCA 3 IHTEPBAJIOM B 2 TIDKHI U1 4 103,
nanmi, micas aJeKBaTHOIO BiJHOBJIEHHS INCJHsI TOKCHYHOCTI, 3aCTOCOBYEThCA 3 IHTEPBAJIOM B
4 Twxui. HasBHi AaHi cBif4aTe mpo Te, IO NPUOIM3HO Bif TPETHHH A0 IOJOBHHH IALIEHTIB 3
MHO>KMHHOIO Mi€JIOMOXO IEMOHCTPYIOTh CIPHATIUBY BiANOBiAb Ha JNikapchkui 3acib. Jlocsin
NepopaNBHOTO 3aCTOCYBaHHS MejdanaHy CBIIYUTE IPO Te, MO CIiX MPOBOJUTH NOBTOPHI KypCH,
OCKiJIGKM TIOJIIMIIEHHSA MOXK€ TPHBATH IMOBLIBHO MPOTAroM 6araThoX MicALiB, 1 MaKCHMaJIbHA
KOPUCTH MO)Xe OyTHM BTpadeHa, SKINO JIKYBaHHA NpMIMHMTH nepemdacHo. Crifi posrisiHYTH
MO>UIMBICTh KOPHI'YBAHHA HO3M Ha OCHOBI KiJIBKOCTI KPOB’SHHX TiNlellb Ha HaMHIDKYiH TOuLi Ta B
JIeHb JIIKyBaHHI.

IMaunieHTH 3 HHPKOBOIO HEOCTATHICTIO

[lanienTn 3 mopymieHHsM OYHKIii HHUPOK, xoya KIipeHC MendanaHy Bapiloe, y INali€HTIB 3
nopyieHHsM (GyHKUii HUPOK 3HIDKGHMH. J[JI mali€eHTiB i3 MOMIpHOIO Ta TSDKKOK HHUPKOBOIO
HEAOCTATHICTIO CJIi/l PO3TIAHYTH MOXIIMBICTH 3HMXEHHA 103M 10 50 %, a mojansine I03yBaHHs
BU3HAYATH BiJIOBIIHO IO CTYIEHs reMaToIOTi4HOT cyIipecii.

3ano6ixkHi 3aX0AH NPH 3aCTOCYBAHHI

Sk i 3 IHIIAMHM TOKCHMUHMMM CHONYKaMM, cJifi OyTM OOepeKHUMH IpH BHKODHCTaHHI

Ta,
npurotysBansi posyuHy MEJI®A. Crnix 03HaHOMHUTHCA 3 BiANOBIIHUMH iHch‘jé%‘fhiﬂMﬁ?"’fﬁ%ngoE




MOBOKEHHA 3 LMTOTOKCHYHUMU CIOJykamd. MOXYTh BUHMKATH peakiil INKipu acoliioBaHi 3
BUIIAJKOBUM KOHTAKTOM 3 IperapaToM. PekoMeHAyeThCs BUKOPHCTOBYBAaTH OJHOPA30Bl JIATEKCHI
a6o TIBX pykaBuuku, MacKy, 3aXHCHi OKYJISIpM Ta ofHOpa3oBHH daptyx. fAxmo poszuuH MEJIOA
IOTpPANuB Ha MIKipy abo CIU30BY 0GOJIOHKY, CJIil HEraiHO PETENBHO IPOMUTH LIKipy abo CIU30BY
XOJIOZHOKO BOJIOIO 3 MHJIOM. Y TaKMX BHIaJKaX JAOLUIEHO 3BEPHYTUCA 33 MEAWYHOIO AOMOMOIOI0.

INpu noTparuisiHHi po34MHy B oui ix morpibno HEI AMHO TpOMHTH OYHHM PO3UMHOM HATPIifO
XJIOpUAy 1 ofpasy 3BEpHYTHCS O Jikaps. SIKIIO pO3YMH HATPilO XJIOPHMAY BIACYTHiHM, MOXXHa
BHKOPHCTATU BENUKUI 00°€M BOOH.

Bynb-iKe NPOJUTTA NKAPCHKOro 3aco0y CIil HerafiHo ycyHyTH (IIEPCOHAJIOM y BiIIIOBIHOMY
3aXUCHOMY OJf3i), BHTHPAIOYM BOJOTHMH OJHOPA30BUMU TMAllEpOBUMU PpPYHUIHUKAMH, SIKi
NOMIINAIOTh ¥ MIIIOK IS YTHIH3anii BiIX0/IiB BUCOKOTrO pU3HUKy. 3abpyaHeHi TOBEPXHI HEOOXifAHO
HPOMHTH BEJIUKOKO KiIBKICTIO BOJH.

Iliaroroeka a0 3acrocyBaHHs/CTabinbHICTD:
ITigroroeka go 3acrocyBaHHs/CTabiNbHICTE:

1. Jlikapcekuii 3aci6 MEJI®A mma im’exuili motpi6Ho posummatu [IPU KIMHATHIA
TEMIIEPATVPI y cnoci6 mBuakxoro BeeneHus 10 M po3dMHHUKA Ge3MocepeHBO Y (iakoH 3
niohini30BaHUM IMOPOUIKOM i3 3aCTOCYBaHHAM CTEPHJIBHOI ronkH (21 xamibpy abo 6inbme) i
mnpuia. Oppasy MOYHWHATH CHIBHO CTPYNIYBaTH ¢akoH (OpHOIM3HO HMPOTATOM 5 XBHIHMH) JO
OTpUMaHHs Ipo30oporo pozuuHy. Lle 3abe3neunts HagBHICTH 5 MI/MJ po3umHy Mendanana 3 pH
npubnusHo 6.5. I1IBuake foJaBaHHA PO3YMHHHUKA, B OJHOPA30Bil KITBKOCTI I HACTYIHUM CHIIBHHM
300BTYBaHHAM BaKJIMBO JJIT OTPUMaHHS PO3UMHY HANEXKHOT IKOCTI.

2. Bigpasy posumnsiire BCIO 103y, o Tpeba 3acrocyBaty, B 0.9% iH’exuii HaTpito XJa0puay Ao
KOHIIEHTpauil He Oinpme Hixk 0.45 Mr/mi.

3. BUKOpHCTOBYBAaTH PO3UHHEHH IpenapaT IpOTAroM MiHiMyM 15 XBHIHH.

4. Yac mnpoltecy BBeHNEHHSI JiKapchbkoro 3aco0y HeMmae nepeBumyBaTH 60 XBHIMH micis
posumHenns. Jlikapchkuil 3aci® A mapeHTepaabHOTO 3aCTOCYBAaHHA Bi3yallbHO IEPEBIPATH MO0
HagBHOCTI creipdiunoro 3abpynHeHHs 1 3HeGapBiIeHHA Iepefi 3aCTOCYBaHHAM KOXKHOIO pasy,
SKIIO CTaH PO3YMHY i KOHTeHHEepY Iie HO3BONATUMYTE. B pasi BHHMKHEHHs 9OTocCh i3 IIEPEiueHoro
BUIIE, HE 3aCTOCOBYBATH IieH MiKapchKuii 3aci6.

Yac Mizk po3yHHEeHHSIM/po3BeeHHAM i 3acTocyBaHHAM MEJI®HU mae OyTn MiHIMaJILHEM TaK
K po3uuHeHi i po3segeni posunnu MEJI®H Hecrabinpni. Uepes meHme Hix 30 XBuiuH, B
posudneHoMy 3acobi ikcyerbcs noximHe Mendanamy nuTpary Bia peaknii MEJIOU i3
CTEpHUIBHUM PO3YHHHUKOM. [IpH momanbmoMy po3duHEHHi B (iziosioriyHoMy posumHi, 6ina 1%
3asBIICHOT KOHLEHTpalii MedanaHy rixponizyerscs KoxHi 10 XBHIHH.

30epiranust roToBOro po34yuHy npu Temmeparypi 5°C Moxke 3ymoBuTH npermmitauio. HE
3BEPIIATU F'OTOBUHM PO3UMH B XOJOIUILHUKY. MEJI®A He MicTATh aHTHMiKpOGHUX
pedosnH. Jlikapcekuii 3aci6 3acTOCOBYIOTBCA OJHOpA3OBO JUId OJHOro mamieHTa. Beck
HEBMKOPHCTaHHH po34MH ciaif yrwiizyBatu (mus. m. 6.6 CIHELIAJIbHI 3ACTEPEXKEHHA 110

VTUJIBALIL).
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4.3 ITIPOTUIIOKA3AHHI

MEJI®A He 3aCTOCOBYEThCS Y MALIEHTIB 3 XBOpPOOaMH, IO AEMOHCTPYIOTH PE3UCTEHTHICTH IO
AKTUBHOTO IHTpeJlieHTa JiKapchkoro 3aco0y. Y MAallieHTiB 3 MposBaMHU TilNepuyyTIMBOCTI 1O
MedanaHy Leit nikapchbkui 3acib HE 3aCTOCOBYETHCA.

4.4 OCOBJINBI 3ACTEPEXEHHS I 3AITIOBIZKHI 3AXOJH JJIA 3ACTOCYBAHHA

Busnadeni 3acrepexeHHs

Jo3y ans 3acrocyBaHHs MeJdanaHy riapoxyiopHay ciigl migoupaTh 3 o0epexHicTio, mijx
HarJsiioM Jikaps 3 gocsizom 3acrocyBannsa HUTOTOKCHYHHX 3acobis.

IMyHizanis BaKI[AHAMM, IO MICTATH XHMBI MIKpOOpPIaHi3M{, MOXeE MNPHU3BOJUTH 10 1HGEKUIHHUX
YCKJIaJHEeHb B IMYHOCKOMIIPOMEHTOBAHIX XBOPHX, TOMY ITPOBE/ICHHs iMyHIi3allii IIMMH BaKLKHAMH

HE PeKOMEHITYETHCSL.
[Ipur"ideHHs KiCTKOBOTO MO3KY 3 HAaCTYIIMM PO3BHTKOM iHdekui#f Ta KpoBoTed € OCHOBHHM

noGiunum edexrom. Tak sk MendanaHy TiAPOXJNOPUM € MOTYKHHM Mi€IOCYIIPECOPOM, BaXKJIHUBO
NPUALIATA yBary MOHITOPWHTY KapTHHH KpOBi HiJl 4Yac Ta Micid JIKyBaHHA JiA 3ano0iraHHs
MOXJIMBOCTI HaaMipHOI Miejocynpecii i pH3UKy HE3BOPOTHOI amjasii KicTKOBOrO MO3Ky. Tomy,
CIiJi TIPOBOJMTH HACTYIHI TECTH Ha IOYATKy NPOBENEHHsS Tepamii i mepeA KOXXHMM HaCTyNHHM
3aCTOCYBaHHAM Mendaliady TiIpoXJIOpHAy: MiApaXyHOK KIIBKOCTI TPOMOOIMTIB, IeMOriodiH,
BU3HAYEHHs KiJNBKOCTI KJIITHH KpoBi i ix mudepeniiany. TpombonuroneHisa i/abo neixonenis €
NOKa3HUKAMM /IS MIPUOMHEHHS MOAAbIIol Tepamnii A0 BiAHOBIEHHA AOCTaTHBOI KiJIBKOCTI KIITHH
kpoBi. Yacre mpoBeNeHHS TECTYBaHHSA Ha KiNBKICTh KIITHH KPOBi BaXKIMBO MNJ1 BU3HAYEHHS
OIITMMAJILHOI J03H 1 3amobiranHs po3BUTKY TOKcH4HOCTi. Ciij] 3BakaTy Ha Iinbip 4034 Ha OCHOBI
KITBKOCTI KIITHH KpoBi i AHA 3acrocyBaHHiA. Jlus. posain 4.2 CIIOCIb 3ACTOCYBAHHS TA

TTO3WL.

KinekicTs KIITHH KpOBI MOXKE NPOIOBXYBATH 3HMXKYBATUCH ITICIA IPUIIMHEHHS JIiKyBaHH:, TOMY
Opu IIEepUIMX O3HAKaX HaJMIPHOTO 3HIKEHHS KITBKOCTI JIEHKOLUTIB abo TpOMOOHMTIB Tepamiio
Clifi TUMYacoBO MpUIUHUTHA. KOHTpONbOBaHI BUIPOOYBaHHS IOPiBHAHHS BHYTPIIIHBOBEHHOTO i
NepopaNbHOrO  3aCTOCYBaHHA — MendallaHy  IOKasyloTh  Oinblly  iMyHOCympecilo  Iipu
BHYTPIIIHHOBEHHOMY BBE€JIEHHI mpenapary. 3 OOEpEKHICTIO CIifi 3aCTOCOBYBAaTH MeldalaHy
TiZIpOXJOpUA DAaUi€HTaM, fKi HEaBHO NPOHIUIM Kypc IpoMeHeBoi Tepamii abo ximioTepamii, y
3B’A3KY 3 MiABUIIECHHAM TOKCHYHOTO BIUIMBY Ha KiCTKOBHIf MO3OK.

Peakuii rimepuyTiauBOCTi BKIIOYarouy aHadinaxciro, Mo MalOTh Micle MpUGIN3HO Y 2% MaLieHTiB,
0pM BHYTpilIHbOBeHHOMY BBejeHHi. [ue. posgin 4.8 IIOBIYHI E®EKTH (HEBAXAHI
E®EKTH). Taki peakuii 3a3Bu4aii MaroTh Miclie MicI1 MHOXXHHHHUX KypcCiB JiKyBaHHA. JIiKyBaHHS
cumnroMaTtuure. [HQy3il cnijg HeraliHO 3yNMHSTH, 3 HAaCTYIHHUM 3aCTOCYBaHHAM pO3LIMPIOBAdiB
00’eMy, IpecOpHHUX 3aco6iB, KOPTHKOCTEPOiniB a0 aHTWUTiCTaMiHHUX IpeNapaTiB 3a pillleHHAM
gikaps. B pa3i BUHHKHEHHs Tilep4yTJIMBOCTI, BHYTpIIUHEOBEHHHMH abo mepopaibHuil Menaduiad
IIOBTOPHO HE 3aCTOCOBYIOTH, TaK SK 3BITH IOJI0 PEAKII INepYyTIMBOCTI.

Ix’exutil Menadnany rigpoXJOpya 3yMOBIIOIOTE YIIKOKEHHA M’ AKMX TKAHUH HAaBKOJIO Cy[JUH NPH
eKcTpaBasallil npenapary, TOMY NpenapaT He BBOIATH NpsAMO y NepAdepHyHy BEHy. Y BCiX

BHIIAJKaX 3aCTOCYBAHHA iw’ €KI_III/I Mena(bnaﬂy Fl,I[pOXJ'IOpI/I,Hy JJBL XlMlOTepaHII J'I],Kﬂpl:@ C'J‘[l,ll
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3acTocyBaHHs IPH HUPKOBIiH HEAOCTATHOCTI

Kripenc mendanany mMoxe 3MEHINYBaTUCh y HAlli€HTIB 3 HUPKOBOIO HENOCTATHICTIO, a TAKOXK 3
YPEMIYHOIO CYIIPECi€r0 KiCTKOBOTO MO3Ky. ToMy Moxe OyTH HeoOXilHe 3HWKeHHs 103 (auB. 4.2
JTO3A 1 CIIOCIb 3ACTOCYBAHHII), i 3a TakuMM DIalliEHTaM# CJiJ yBaXHO CIOCTEpiraT.
Bimomo, mo B omHOMY BHIpPOOYBaHHI CHOCTEPIrajoch MiABUINEHHS PIBHS Cynpecili KiCTKOBOro
MO3KY y HAIlieHTIB 3 pIBHAMHU a30Ty ceuoBuHH (BUN) >30 mr/mm (>10.71 mmonw/n). 3HmKeHHs
no3u Mendanany Ha 50% npu BHYTpPIIIHHOBEHHOMY BBEIEHHI 3HMDKYBAJi0 MOXUIMBICTH PO3BHTKY
cepio3HOT cynpecii KicTKOBOro MO3KY Ha KiHIIEBOMY eTalli JOCIiPKEHHS.

3acTocyBaHHA y 0Ci0 MOXHJIOrO BiKY

Jocei KITHIYHOTO 3acTOCYBaHHA MenadiaHy He BUABUB PI3HUIN y BiANOBIIIX MiX DalliEeHTAMU
MOXHJIOrO i MOJIOAIIOro BiKy. 3arajoM, BUOip HO3U JJIA DallieHTa IMOXMJIOro BIiKYy CIifi poGHuTH 3
00epexHIiCTIO, 3BaXal0uy Ha OiNbIMy YacTOTy 3HIKEHHsS MEYiHKOBOi, HMPKOBOI abo cepueBoi
GbyHKIIIT, CyIyTHI XBOpo6u ab0 3acTOCyBaHHs iHINUX JIIKApCHKUX 3aCO0iB.

3acrocyBaHHd B negiaTpii
Besneka i epeKTUBHICTE y IiTel HE BCTAHOBJICHA.
Bnune Ha J1aGopaTopHi aHAII3H

IlepioguyHO cCNif BU3HAYaTW KiNBKICTh KITHH KpoBi 3 audepeHIianaMu IpH 3aCTOCYBaHHI
nixapcekoro 3acoby MEJI®A. Crnix pobuTh npuHaiiMHI O/lHE BHU3HAYEHHS INPH 3aCTOCYBaHHi
KOXHOI 103U mpemnapaty. CIiJl YBaXHO CIOCTEpiraTd 3a MAallieHTaMH OO0 HACHiAKIB cymnpecii
KiCTKOBOI'O MO3KY, III0 BKJIIOYA€E cepiio3Hi iH(EKIiT, KpOBOTEYY i CUMIITOMaTHYHY aHEMIlO.

4.5 B3AEMOJIS 3 IHINMHUMH JIKAPCHBKAMH 3ACOBAMM TA IHIOI ®OPMH
B3A€EMOIN

ITukaocriopuH:

HupkoBa HenocCTaTHiCTH OmMMcaHa B MAlliEHTIB Micsl TpaHCIUIaHTauii KiCTKOBOTO MO3KY, fKi
OTPUMYBAJIA BHCOKi JI03M BHYTpIlIHBOBEHHOro MendanaHy 1 SKUM Hajali NpU3HAYaIH
[UKJIOCTIOPUH 3 METOIO MPOQITaKTHKY PeaKilil BIATOPrHEHHs TPAHCIUIAHTATA.

MucnaaTun/Kapmycrun:

[ucrutaTiH MOXKe BILTHBAaTH Ha KiHETHUKY Mendanasy iHIYKYHOYH HAPKOBY AHCGYHKILIO i 3roJoM
3MiHIOOYH KiipeHe Mendanany. In’exuii MendanaHy Takox MOXYTh 3HHKYBATH IOPIr JIETEHEBOT
TOKCHUYHOCTI IIIOJI0 KAPMYCTHUHY.

HaaiagukcoBa KHCI0TA:

OpHoYacHe NpU3HAYCHHS BUCOKHX BHYTPIIIHHOBEHHHX 03 MelipallaHy Ta HajliJUKCOBOI KUCJIOTH
MO>Ke MaTH CMEepPTeNbHI HACTIIKY y JiTe# B pe3yabTaTi reMOparidyHoro eHTepPoOKOIITY.

BaknuHu:

IMyHOCKOMIPOMEHTOBAHUM XBOPHM HE PEKOMEH/YETLCA 3aCTOCYBAaHHA BaKIMH, IO MiCTATE;
mikpoopranizmMu us. 4.4 OCOBJIMBI 3ACTEPEXEHHS I 3ATIOBDKHI 3AXQ£U
3ACTOCYBAHHAL. i/ '.é-'/
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4.6 PEPTUJILHICTD, BAI'TTHICTD I JIAKTAIIIA
Bniane Ha pepTHIBLHICTE

Mendanan BUKIMKAE cynpecito QyHKILIT A€YHUKIB y KIHOK 3 IEPEIMEHONAy3010, IO NPU3BOHUTE
OO aMmeHopel y 3Ha4yHOi KiNbKOCTi mamieHTOK. IloBifoMIAnock Npo 0o6OPOTHY i HEOOOPOTHY
TECTUKYJAPHY CyNpecilo.

BigcyTHi mocnigu Ha GepTUIBHICTh y TBapHuH. Jociiay Ha TBapuHAX BUSIBHIM HEIaTHMBHUH BIUINB
MendanaHy Ha criepMaTorene3. He BHKIIIOYEHO, O MedaaaH MOXe CIPUYUHATH THMYacoBy abo
IOCTiHHY Oe3MIiHiCTh Y YOJIOBIKiB.

3acTocyBaHHS NPH BariTHOCTI

3 oAy Ha MyTareHHi BJIaCTHUBOCTI Ta CTPYKTYpHY NOAIGHICTE O BIIOMHUX T€paTOreHHHUX 3aco0iB,
IIJIKOM MOJKJIMBO, 110 MedanaH Moxke OyTH IPHYMHOK BPOJDKEHUX NedeKTiB y AiTed nalieHTiB,
AKi OTpHUMYBaJIH IIpernapart. 3acTocyBaHHA MendaslaHy MOXKe IIKOAUTH IIIOAY Y BariTHHUX JKiHOK.

SIk i mpH 3acTOCYBaHHI IHIMMX LUTOCTATHKIB, IPH JIKyBaHHI Oyab-KOro 3 MapTHEPiB MeldanaHoM
HOTPiOHO 3aCTOCOBYBATH a/IeKBaTHI KOHTPALIENTHBHI 3aCO0H.

[pemapat He cilif 3aCTOCOBYBATH IIiJ 4ac BariTHOCTI, 0COGJIMBO MPOTArOM MEPIIOro TPHUMECTPY, 3a
BUHATKOM THX BUIIAJKIB, KOJH JiKyBaHHA abCOJIOTHO HEOOXiaHe (IKIIO KOPUCTH JUIA Marepi ssBHO
HePEBHUIIYE MOXIUBUM PU3HK A IUIoAa). Xoua afieKBaTHI JOCIiIN Ha TBapUHAX HE IIPOBOJHIIHCH
3 MendaiaHOM U1 BHYTPIIHROBEHHOIO BBEICHHA, MendajaH [ IEepoOpalbHOro 1
BHYTPIIIHEOBEHHOTO 3aCTOCYBaHHS IIPOJEMOHCIPYBaB TepPAaTOTeHHICTh i €MOpIOreHHiCTh B
HOCTi/KeHHsAX Ha TBapuHax. OxHa 1o3a 5 mr/xr IP (30 Mr/M® ) Ha 6 a60 9 IeHb BariTHOCTI y IIypiB
Gyma eMbpioneTalbHOIO 1 TepaTOreHHOIO, a onHa no3a 30 mr/kr IP (18 Mr/M%) Gyi1a TepaToreHHOK
Ha 6 geHp. [lopok PpO3BHTKY IHcHsd 3acTOCyBaHHA MendalaHy BKIIOYAaB 3MIHHM MO3KY
(Hemopo3BHHEHICTh, Jedopmarid, MeHiHronene i eHuedamonene) i owed (aHodranbmisa i
MikpodTanbMo3), SMEHIIEHH HIKHBOT INEJIENH i XBOCTa, a TaK0X, ex30Mbano3 (IlyNnKoBY IpHXKa).

B mocmipkeHHi oBTOpHOT 103K eMOPIOTOKCHYHOCTI Y mypiB, (0.33, 1 i 3 MI/KI/OeHb nepopabHO
Ha 7-17 mui BariTHOCTI; 3aramomM jgo3: 22, 66 i 198 Mr/M> IepopaIbHO, BiAMOBIAHO; MOP. KIIHIYHY
no3y 16mr/mM> BB), Bci n03u 6ynu MaTepHOTOKCHYHI (3HMXEHHs HAaGOpy Baru, i CMEPTHICTb NpH
BHCOKHX [103aX). BHyTpimmHb0yTpoOHI CMepTi, 3MEHIIEHHH IUTiJ | Bara JMTUHYATH 1 Habip Baru Tina
3a Mepioj Jakrauil crocTepiranvch B TIpylax 3acTOCYBaHHS CEpelHiX i BHCOKHMX 03 aJe
BYDKMBAHHS 34 JTaKTalifiHWI mepio]] 3HUXKYBaNoCh MpHU BCiX Mo3ax. MendanaH npoaeMOoHCTpyBaB
3HIOKEHHS CTYIEHS OKOCTeHiHHSA IpW >1 Mr/Kr/nedHs i 301MBIIEHHSA BUNAJKIB aHOMaliil pebep i
HOPYIIEHHA PO3BUTKY (3aTPUMKy NPOpi3aHHA pi3liB, 3HAYHO pi3HA MOBEAIiHKA HA BOJI) IIpH
3aCTOCYBaHHI BUCOKUX JI03.

BijgcyTHi mociiy Ha TBapUHAX MO0 BUBYEHHS Ipe- i IOCTHATAIbHUX e(eKTiB MesdanaHa.
3acrocyBanHs y nepioa sakramii.

BincyTtHs iHdopmaltis moo NOTpaIuITHHA TiKapchKOro 3aco0y B IpyJHE MOJIOKO .
XKinky, sxi oTpuMyYIOTH MendanaHy riIpoXIOpya He IIOBUHHI TOAYBaTH I'PyAOIO.
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4.7 BIUIUB HA 3JATHICTH KEPYBATH ABTOTPAHCIIOPTOM I KOPUCTYBATHUCH
MEXAHI3MAMMU

BingcyTHi mocimikeHHs IMOAO BIUIMBY HA 3JATHICTH NpalOBaTH I KOPUCTYBAaTHUCh MEXaHi3MaMH.
[Ipore, € BipoTiAHICTH, MO HAABHICTH AJKOTOJIIO B JAHOMY JIKapCHKOMY 34061 MOXe€ MOripLUINTH
3JATHICTh KEpyBaTH aBTOTPAHCTIOPTOM i MeXaHi3MaMH.

4.8 IIOBIYHI EOEKTHU (HEBA’KAHI EQ@EKTH)

Hacrynua indopmanis mono moOidHuxX edekTiB OTpUMaHa Ha OCHOBi JAaHHMX 3aCTOCYBAaHHS K
NepopasbHOi, TaK 1 BHYTPIIIHEOBEHHOI GopM MendanaHy 5K JiKapchKoro 3acody, B pisHHX 03aX
JUIS JIIKYBAHHS IIHPOKOTO CIIEKTPY 3JI0AKICHUX HOBOYTBOPEHb.

I'emaTonoriuni: Haiimommpenimumyu noGidHUMH edexTtaMyu € cyrnpecis KiCTKOBOIO MO3KY, IO
BUKJIMKAE JIEHKOIEH 0, TPOMOOLMTONEH IO 1 aHeMiro. SHIKEHHS KiNbKOCTi 61IMX KPOB’AHUX TileUb
i TpoMOOLIMTIB 3a3BHYail BUHHKAE HO 2 — 3 TIDKAEHB MiCid Kypey JiKyBaHHA 3 iX BiAHOBJICHHSIM Ha
4 — 5 TIKIEHE TI0 3aKiHYeHHI Kypcey JiKyBaHHs. [1oBizoMIsiocs Ipo HE060pOTHY BTpaTy QYHKITIH
KicTKOBOro MO3Ky. Takox, TMOBIIOMISUIOCE TMIpO TrOCTpY Jiedikemilo (AuMB. IMAPO3JLT
«KaHIEPOTCHHICTHY).

IllnynkoBo-kumkoBi: IIITyHKOBO-KHIIKOBI po3/mamy, Taki fK HynOTa, OMoOBOTa i Alapes myxe
yacTi. B BHCOKHX 103aX MelndanaHy NOIIMPEHUHA CTOMATHT 1 piliie Npy 3aCTOCYBaHHI B 3BUUAHIX
Jo3ax. Bunmagku jaiapei, OMIOBOTH i CTOMATUTY € TOKCMYHMMH, IO BeAYTh JO OOMEXEHHS NO3M
JIKapCHKOTO 3acofy y TMAali€HTiB 3 BHCOKUMHU Jo3aMH MenadiaHy i BHYTPiIHBOBEHHOTO
BBEJCHHA B acomialii 3i 30epeXeHHsM reMONOeTHMHUX CcTOoBOypoBuX KiiTuH. Ilomepenne
3aCTOCYBaHHS muKIodochaMminy 3HUKYE CEpHO3HICTH MIIYHKOBO-KHIIKOBUX  IOPYIIEHb
BUKJIMKAaHUX MenadaaHoM B BUCOKHX J03aX. PEKOMEHZIOBAHO 3BEPHYTUCH A0 MyOiKalliii CTOCOBHO
Jerayei JaHoro 3acTocyBaHHsA. YacTo MarOTh Miclie BUpa3ky poToBOT NOpo>kHUHU. [ToBimoMusnocs
PO reNaTOTOKCHYHICTh, BKIFOYHO 3 BEHOOK/IO31HHUMH 3aXBOPIOBAHHAMM.

TinepuyrauBicts: [ToBigomanocs nmpo rocTpi peakuii rinepyyTIMBOCTI BKIIOYHO 3 aHadinakciero
y 2,4% 3 425 mauieHTiB, y SKUX 3aCTOCOBYBaBCs 1HEKLiHHMI MendanaH s JiKyBaHHA MIEIOMH
(mue. posmin  «CIIELJAJIBHI 3ACTEPEXEHHA 1 3AIIOBDKHI 3AXOIM JJIA
3ACTOCYBAHHI»). Taki peakuii cylpoBOKYBaJUCh KPOIIUB’ SHKOKO, CBEpOIXKEM, BUCUIIOM Ha
IKipi, HabpsAKaMH, a B AESIKUX MALli€HTIB Taxikapaielo, OpOHXOCIIa3MOM, 3aJUIIKOIO i TiIIOTEH3ier0.
Taki mamieHTH Mald BiAIOBiZF Ha AHTHTICTAMiHHY i KOPTHKOCTEpOinHy Tepamito. B Bumaaxax
OB PeaKiliif rinepyyTIUBOCTI HA BHYTPIIIHEOBEHHE ab0o IepopajbHe 3aCTOCYBaHHS MendanaHy
CNil MPUOMHUTH Bynu mooauHOKi MOBIAOMIIEHHS IO 3YNHHKY Ceplid y 3B’A3Ky 3 NOIIOHMMHU
aJlepriyHuMHM peaKilisiMu.

Pizue: IlosimoMasiock mpo iHmi MoGiuHi peakuii, fKi BKIIOYAIOTH TiEpUyTIMBICTB, MIKipHi
BUpA3KM B MICIIAX BBEICHHSA iH €KIiH, 3piAka, HEKpo3 IIKIpH, IO BUMAarac Nnepecaiky LIKipy,
MaKyJIOaIyJi-03Hi BUCHIL, CBEpOiXK, BaCKYJIT, ajlepriuHi peakuii i iHTepcTULiaNbHUIl THEBMOHIT.
YacTo, cyd’€KTHBHE Ta CKOPOMUHYYE BIAUYyTTS Tella Ta/abo mapecresis.

IToBigomianoce npo posnany 3 60Ky MEdiHKU BiZ BiIXuNeHb y TabopaTOpHUX NOKa3HUKaX QYHKIIT
NEYiHKM JO KJIIHIYHMX TPOSIBiB, TAKMX SK TIENaTUT Ta S>KOBTAHMUA. [loBiAOMiBLIOCE MpO

- 2 A BTe, £
BEHOOKJIIO3UBHY XBOpoOy acoLliioBaHy 3 LIMMHU BUMAKAMHU.
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Manu Micue NOBiIOMJICHHS MPO iHTEPCTUIIOHANBHUN NMHEBMOHIT i gibpo3 nerewi. Takox, Manu
Miclle MOBiZOMIEHHS Ipo JeTanbHUH (ibpo3 JereHiB i reMONITHYHY aHeMilo Micid Kypcy
niKyBaHHs MeldaaHoM.

YacTo Mae Miclle ajonelis Ipy BHCOKHX J103aX MelidaliaHy, IO NOIIUPEHA TaKOX 1 IIpU 3BUYaMHUX
no3ax.

TuMyacoBe 3HauHe IIIBUIICHHS CEYOBHHU B KPOBi CIIOCTEPIraoch Ha paHHIX CTaAiAX JiKyBaHHS y
NALIEHTIB 3 HUPKOBOIO HEOCTATHICTIO, XBOPUX Ha Mi€oMy.

Yacto cmocTepiranucs M’a3oBa aTpodis, M’szosuii  ¢ibpos, Mianris, nigBMINEHHS piBHS
kpeatmHpochokiHasy, IO CYNPOBOIKYBaNucsA i3071bOBaHOK Mepdysi€lo KIHIIBOK, TaKOX,
noBigoMJsiiocss mpo cuHipoM Mixdacuiiinoro npocropy. Hemae indopmauii mopo wacroTu
BUIIAJKIB HEKPO3y M’A3iB i pabaomionisy.

IToBimOMJIEHHS IIOAO MiNO3PIOBAHMX MOOIYHMX peakliid miciaa peecTpanii JiKapcrkoro 3acoby €
BakiBMM. Ile mae 3MOry NOCTIiiHO criocTepiraTH 3a CHiBBiAHONICHHAM KOPUCTh/PU3HK IIpenapary.
MenuuHUX TpalliBHUKIB MPOCATH IOBIIOMIATH @po MiAO3pIoBaHi mobigHiI peakuii depes
HALIOHAJIFHY CHCTEMY MOBiIOMIIEHB http://www.tga.gov.auw/reporting-problems.

4.9 ITIEPEJO3YBAHHA

Cumnromu i o3uakm: IloBigomnanock mpo mnepero3yBaHHS 3 JIETAIBHUM BHIAIKOM.
[Nepeno3yBaHH:A, BKIIOYHO 3 f03aMH 10 290 MI/M® IPH3BOJATH IO HACTYIHHX CHMIITOMIB: CHIIBHA
HyJOTa i 61I0BOTa, BTpaTa CBiJOMOCTI, CYJIOMH, Napaiid M’13iB i XxoniHOMiIMeTHYHi epekTu. Taxox
MOXIHBE YpPaXeHHsA CIN30BOI OOGOJNOHKM HUTYHKOBO-KHIIKOBOTO TpakTy. locTpmil Mykoswr,
CTOMATHUT, KOJIT, MPOHOC i KPOBOTEYA IITYHKOBO-KHIIKOBOTO TPAKTy MOXYTh BUHUMKATH IIPH J03aX
(>100 mr/M%). 3pocTaHHs PiBHS MEYiHKOBMX (PEPMEHTIB i BEHOOKIIO3UBHA XBOPOOA BUHUMKAIOTH
Heuyacto. CrocTepirajach CyTIT€Ba TilOHATpi€Mis, BHUKIMKaHa acoLiHOBaHMM HeaJeKBAaTHUM
BUIEHHAM aHTHIiypeTHaHoro ropMony (ADH). HewacTo 3BiTyBajoOCh OO0 HEPPOTOKCUYHOCTI i
pecipaTopHOro JUCTPEC-CUHAPOMY Y JOPOCIHX Malli€HTIB.

JlixyBauusi: OCHOBHHM TOKCHYHMM €(EKTOM € CyIpecis KiCTKOBOTO MO3KY IO IPHU3BOJUTH A0
neiikomnedii, TpoMbonuToneHii i aHemii. I'emaTonoriudi MOKa3HUKHA MalOTh YBa)KHO MOHITOPUTHCA
IPOTATOM MiHIMYM 4 THXXHIB INiCIIA NepeNo3yBaHHs i 1o mosBy o3HaK oxyxaHHi. HekoHTponboBani
JOCIKEHHs. TPUITYCKAIOTh, IO TPAHCIUTAHTALis KiCTKOBOrO MO3KYy a00 (akTopiB pocTy KpoBi
(TobTO, dinrpacTUMy) 34aTHE CKOPOTUTH MEPioJ MAHIUTONEHI]. 3aranpHi HiATPUMYIOUi 3aX0XH pa3oM
3 BiAnoBiAHEMH TpaHCQy3isMu KpoBi Ta TpomGouuTiB 1 NpH3HAYeHHA aHTHiHGEKHiHHHX 3acobiB B
croci6, Ko Jikap BBaxae 3a HeoOxiaHe. I{eli npenapaT He BUBOJUTHCA 3 IUIa3MH 3HAYHOIO MipOIO
3a JIOIIOMOrOX0 reMojianizy uu reMonepdysii. [lemiarpudHuii namieHT MepexXuB Mepeo3yBaHHS B
254 Mr/mM* 32 IOTIOMOTOXO CTAHJAPTHOTO TiATPHMYIOUOTO JiKyBAHH.

11Jo6 oTpumaru iHpopMaLio Hpo JiKyBaHH:A Ilepelo3yBaHHsd, 3BepHiThCA 10 LleHTpy indopmauil

IIpO OTPY€EHHS 3a HOMepoM 131126 (ABcTpanmis).

5. DPAPMAKOJIOI'TIHI BJIACTHBOCTI

5.1 PAPMAKOJIUHAMIYHI BJIACTUBOCTI
Mexani3m ail

[IuTOTOKCHYHHH i anKinyro4uii 3aci6
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Mendanan € OiQyHKIIOHANEHOO aNKiyl0OYOX0 aHTHHEOIIACTUYHOIO CIIONYKOIO 3 JesTKUMHM
iMyHOCYNPECUBHUMM BJIACTUBOCTAMM. Y TBOPEHHA INPOMIXHUX CHOIYK BYIJIEIFO 3 KOXHOI i3 IBOX
Gic-2-XJIOpPETWIIBHUX Ipyn 3abe3neyye ankilyBaHHSA ILUIAXOM KOBAJIEHTHOTO 3B’SA3YBaHHA 3
7-azoroM ryaHiny B JIHK, mnepexpecHe 3B’s3yBaHHA JABoX JaHIporie monexynu JHK, 1mo
IPH3BOAUTE JO TOPYMIEHHs pelutikanii KIMTHH. Sk 1 iHmi 61 yHKIIOHANBH] alKilylO4i areHTH, BiH
AKTUBHUH MPOTH MyXJIMHHUX KITHH, IO 3HaXOAATHCA B CTaHi CHOKOKO, 1 THUX, IIO HIBHAKO
TUATHCA.

KniniyHi BHIpOOOBYBaHHA

PanpomizoBaHe JOCHiIKEHHS TMOPIBHIOBAIO IPEJHI30H IUIOC BHYTPIIIHBOBEHHUH MelndanaH 3
NpeaHi30HOM IUTIOC IepopalibHUi Mendanad npy NiKyBaHHI MienoMH. SIK 0OroBOPIOETECS HMXKYE,
3arajbHi MMOKA3HUKHM BiIOBiAi Ha 22-My THXKHI OyiH TOpPIBHIOBAHMMH; OJHAK 4Yepe3 3MIHU B
Ju3aiini  TOCHIIKEHHA HEMOXJIMBO 3pOOUTH BHCHOBKM INOAO BiJHOCHOI AaKTHUBHOCTI JBOX
npernapatip micns 22 TvxHA. O6UABI Ipylu OTpUMYBaJIM IEPOPANbHUN NPEeAHI30H, OYHHAIOYH 3
0,8 Mr/kr Ha 106y, [03y 3MEHIIyBaJd mHpoTsroM 6 THxHiB. Jo3u Mendanany B KoxHi#M rpymi
cTtaHoBHIM: 1 rpyma nepopansHuil npuiiom Mmendanany 0,15 Mr/kr Ha AeHb npoTaroM 7 IHIiB, a
rotiM 0,05 MI/Kr Ha JieHb, KOMU abCONMIOTHUI BMICT JIEHKOLUTIB MOYKHAB 3pocTatd. ['pymna 2, mo
3aCTOCOBYBANA iH’€KLiiHuit Mendanan 16 Mr/M> oIMH pa3 KOXHi 2 THXHI X 4 (IOHaJ 6 THOKHIB) 3
HOJANBIIOI TaKoI X J030I0 KOokHI 4 Twxkai. Jlo3u mendanana migbupaivck BiINOBiXHO [0
HACTYIHUX KpUTEpiiB:

TABJUIA 1: KPUTEPII IIABOPY 03 B PAHJOMI3OBAHY KJIITHIYHOMY
BUITPOBOBYBAHHI

JIeHKOIUTIH/MM® TpombonuTn Bincotox noBHoi 1031
>4000 >100,000 100

>3000 >75,000 75

>2000 >50,000 50

<2000 <50,000 0

107 mauientiB Oynu paHAOMi30BaHi 0 TPYyNH NepopaibHOro npuiiomy Meidanany Ta 203 nmaiieara
JIO TPYIIM BHYTPIIIHBOBEHHOT'O 3aCTOCYBaHHA Meldanany. binpine nanienTie Mamm knacudikaiito
HU3bKOTO pu3uky (58% nporu 44%) i Bucoke HaBaHTaXEHHA MyXIMHH (51% npotu 34%) npu
NIepopaJbHOMY 3aCTOCYBaHHI HOpIBHAHO 3 BHYTPilIHEOBEHHMM BBeleHHAM (P<(0,04). Yacrora
BiJTIOBicit Ha 22-My THOKHI HaBeJeHa B HACTYIHIH TabnuIi:

Tabauns 2: Pipui Binnosigei Ha 22 THXKHI

ITouaTkoBi OuinroBani naienty | Kinbkicts P

JOCITI JKSHHS pecoHAEHTIB (%)

[epopansHuii 100 44 (44%)

Melndanal P>0.2
BHyTpimHpoBeHHMH | 195 74 (38%)

Mendanad

Uepes 3Mminu B JAW3aliHi MPOTOKONY Micid 22 TWXKHA HEMOXIIMBO IOPIBHATH IHINI MapaMeTpu
e(eKTHBHOCTI, TaKi K TPUBAJIICTh BIJTOBI/i Ta BI>KUBAHHA. P ;

I'octpa mienotoxcuuHicTs (efikormtu <1000 i/abo TpombouuT <25 000} Gymmm noumpeHl B
rpymi 3 iH’eKHidHMM 3acTocyBaHHAM MendanaHa (2 i
3actocyBaHHsIM Mendanana (11%).
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Byno nomiyeHo 3B’S30K MiX HNOPYIIEHOK HUPKOBOKO (GYHKIIEN i Mi€NOCYIpEciero; BiANOBIIHO,
NOMpaBka [0 MPOTOKONy BuMarae 50% CKOpOYeHHs o3 Mendanany A BHYTPIIIHLOBEHHOTO
BBENIEHHS, SIKIO a30T B cedopuHi 6yB >30 mr/gn (>10.71Mmmons/m). PiBens Baxkkoi neiikorenii B
rpyni 3 BHYTPIIUHBOBEHHHMM BBEJCHHSAM Yy Nali€HTIB 3 a30TOM Ce4OBMHHU Oinbme 30 wmr/mi
(>10.71 mMonw/n) 3umxyBaeces 3 50% (8/16) no 11% (3/28) (P = 0.01) micns 3MiHU IPOTOKOIY.

Ho 3Minu po3yeanHs cnoctepiranocs 10% (8/77) neranpHUX BUIIAAKIB, NMOB’S3aHUX 3 MPUHOMOM
npernapary, y Tpyli 3 BHYTPIIHHOBEHHHMM BBeAeHHAM. Ilicns 3MiHM [O3yBaHHA L 4YacToTa
craHoruia 3% (3/108). Lle moxHa nopiBHATH i3 3aranbHOI0 yactoTolo 1% (1/100) neranbuux
BUIIA/IKIB, OB’ SI3aHUX 3 HAPKOTUKAMH, Y POTORBiH pymi.

Jlo BHECEHHS MOMpPaBOK B Ho3yBaHHA, Oyno 10% (8/77) Bunanakie cMepTeil BiJl 3aCTOCYBaHHs JIKiB
B pyui BB. Ilicns nonpaBku mo3yBaHHS, X BUNaakiB ctano 3% (3/108). Lle nopissHO 3 3aranoM
1% (1/100) xinpKicTiO BUMIAIKIB OB’ sI3aHUX 3 IPUHOMOM IIpeniapary B epopaibHiit Gpopmi.

5.2 DPAPMAKOKIHETHYHI BJIACTUBOCTI
Ab6copbuis

dapmakoKiHeTHKa MendallaHy 3 BHYTPIIIHEOBEHHUM BBEJCHHAM NOKJIAJHO BHBUEHA Y NOPOCIHX
pauieHTiB. Ilicns iH’eKuil, KOHIEHTpaLlisA JiKapCchKOro 3acoby B IUIasMi IIBUAKO 3HKDKYBalach B
OiexcnoHeHIiaIbHUI croci® 3 HamiBBHBeAeHHAM y ¢asi po3mojiny i kiHueilt ¢asi BuBemeHHA
npu6au3Ho 10 Ta 75 XBUIMH BiAnoBigHo. OLHKY CEPEeIHBOT0 3aralbHOro KIipeHCY BiIpi3HAIOTHCS
B PI3HMX JIOCTi/DKEHHAX, aje CHOCTEpiraJuch THIOBi MOKA3HUKU HMpUOMU3HO Bix 7 m0 9 MIVXB/KT
(250 1o 325 Mi/xe Ha M?). OJIHe TOCIIOKEHHS IPOIEMOHCTPYBAO, O IPU IIOBTOPHOMY BBEICHHI
no3u 0,5 MI/Kr KOxHi 6 THXHIB KIIipeHC MeldaaHy 3HU3MBCA 3 8,1 MII/XB/KT IiCIIA NEPIIOro Kypcy
JIO0 5,5 MI/XB/KT HicId TPETBOrO Kypcy, ajle He 3HWKYBABCS JOCTAaTHBO HiCNA TPETHOTO KypCy.
Cepenns (£SD) mixoBa KOHIIEHTpallis MendalaHy B IUIa3Mi y Dalll€HTIB 3 MI€JIOMOX MpH
3aCTOCYBaHHI BHYTpIIIHEOBEHHOro Meadamany B gosax 10 a6o 20 mr/m® 6yma 1,2 + 04 i
2,8 £ 1,9 MKr/mi1, BiAIIOBiTHO.

Po3nmoain

CrauionapHuit 06’eM posnoniny Menganany aopieHioe 0,5 /kr. Huspkuil piBeHb IPOHUKHEHHS B
CIIMHHOMO3KOBY piIiHy. Menbanas noMipHo 3B’ s3yeThes 3 GikaMu mIa3Mu KpoBi, y Mexax Big 60% 1o
90%. TomoBHuM O6inkoM 3B’S3yBaHHA € CHpPOBaTKoBuil amebymin, 20 % mnpemapaTy 3B’s3YeThCS 3
a-aruporokonporeinom.  [Ipubmuzno 30% nikapcbkoro 3aco0y (KOBaJIEHTHO) HEoOOPOTHO
3B’A3y10ThCA 3 OiNkaMu miasMu. B3aemois 3 iMyHorio0yniHaMu HE3HAYHA.

MetaGo.rizm

Mendanan  MetabonizyeThcsi B~ OCHOBHOMY  IISIXOM  XIMi4HOTO  Tifipomizy 70
MoHoriipokcumendanay i aurizpoxcumendanany. OKpiM IMX NPOAYKTIB TiApOIi3y, >KOTHOrO
MeTaboJIiTy Mendanany B OAeH He BUSBIEHO.

BuBenenHa

Mendanan BuBoauTsCs i3 nuiasmu. Yactka HupkoBoi eniMiHanil y kiipenci Mem]JanaHy € HU3bKUM,
npoTe B OZHOMY 3 JOCHIIKEHb BiAMI4aloCh ITiJBHINEHHS KiIBKOCTI Bnr;ram PO3BHUTKY BaXKKOT
nefikorneHii y malieHTiB 3 MiJBUINEHUM DIBHEM CE4OBHHHU B KpOBI mc,rm [ 10 T‘I.EE_P_EJB TIPOBE/ICHAA

x & f Fira

Teparii. /
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5.3 JOKJIIHIYHI JAHI 3 BE3IIEKH
I'EHOTOKCHYHICTb

V manieHTiB, siki 3aCTOCOBYBamM MelndanaH crocTepiraluchk XpoMocoMHi abepauii. Mendanan
30aTeH CIOPUYUHATH MOIIKODKEHHS XPOMATHJ 1 XpOMOCOM B NIMQOLMTaX IIOJUHH IpH
34CTOCYBAHHI B OJHOpa3oBii 1031 20 Mr Ipu BHYTpIIHEOBEHHOMY BBeHEHHI (~10.6Mr/m>,
TMOPIBHAHO 3 TEPANEBTHYHOIO 03010 16 Mr/M°) Ta B IUITHHAX CIMHHOTO MO3KY IIypa IpH
OJTHOpPa30Bifl BHYTpilUHEOM’ 430BiH 11031 6 Mr/M%. Mendanas TakoxX JeMOHCTPYBAaB MYyTATCHHHIA
edeKT Ha cTaTeBi KITUHYN MUl B 103i 17,1-21,9 Mr/m>.

KAHIOEPOI'EHHICTB

*TIoBiOMISIIOCS PO BHIAAKA BTOPHHHUX 3J0SIKICHUX HOBOYTBOPEHb, BKIIOYAIOYH TOCTPY
HeniMbouuTapHy JieiikeMilo, MiemonponidepaTHBHUN CHHAPOMOM 1 KapIMHOMY Yy IaILli€HTIB
XBOpHUX Ha pak, IO JIKYyBaBCs i3 3aCTOCYBaHHAM ajKiyrouHx 3aco6iB (BKIIOUHO 3 MendanaHoM).
Jleski MallieHTH TAKOX OTPHUMYBAJM iHINI XiMioTepaleBTHYHI 3acobu abo MpoOMeHEBY Teparlito.
To4HO OLIHHTH pPHU3UK BHHUKHEHHS Mi€NnonponipepaTHBHOTO CHHApPOMY abo KaplUHOMH
HEMOXUIMBO. SIK HOBiZmoMIsoch, MejidanaH, BKIIOYHO 3 iHITUMH aJIKIIYIOUUMM 3aco0aMu MOXe
OyTH NeifikeMOreHHIM. € 3BiTH LIOA0 BUHUKHEHHS rocTpoi JielkeMil micns nikyBaHHA MendalaHoM
TaKUX  3aXBOPIOBaHb, fAK aMiloifo3, 3JI0AKICHA MeEJIaHOMa, MHOXHUHHA  MENaHOMa,
MaKporiao0yIiHeMis, CHHAPOM XOJIONOBOIO AarfIOTHHIHY I paKy sedHMKIB. OmnyOmikoBaHi 3BiTH
o0 JelikeMii y MaIlieHTiB, sSKi 3acTocoBYBaiM MendanaH (Ta iHII aJKUIyo4di 3acO0M) B SAKMX
BBOXKAETHCS, INO pHU3UK JICHKEMOreHe3y 3pocTae 3a pPaxyHOK Oe3NlepepBHOCTI JIKyBaHHA
KyMYJATHBHUMH JIO3aMHU.

TopiBHAHHS TALIEHTIB 3 PaKOM SE€YHHKIB, SKi OTPUMYBaIX aJKUIyIoui 3aco0H 3 THMH, XTO HE
IPOJAEMOHCTPYBAB Te, II0 3aCTOCYBaHHA ANKiIyOUMX 3ac00iB, BKIIOYHO 3 MeldajaHOM, 3HAUHO
i IBHULYE PO3BUTOK IOCTPO]1 JICHKEMIi.

IMoreHmiiHa KOpHUCTE Bin Tepamii MendanaHy rifpoxXJIopuAaoM Mae po3rVIAAATHCh IHIUBIAYaJlbHO
NPOTH MOXJIMBOTO PU3UKY BUHUKHEHHS BTOPUHHOI 3N0SKICHOCTI.

Hessaxkaroun Ha Te, IO HalleXXHi i JOOpe KOHTPOJBOBaHI NOCHI/DKEHHS KaHIIEPOreHHOCTI Ha
TBApHHAX HE MPOBOAMIUCH, JOCHIIPKEHHS HAa TBApUHAX YiTKO CBiA4aTh IPO KaHLEPOTeHHICTh
Mmendanany. Bayrpimupouepesunne (IP) BRemenHa mendanany mypam (5,4 abo 10,8 Mr/m’) Ta
mummaM (2,25 a6o 4,5 Mr/M>) TpH pa3H Ha THXIEHb IPOTATOM 6 MiCAIIB 3 HACTYIHUM 12-MicaqHuM
CIIOCTEPEXKESHHAM TIICIs BBEICHHAM JO03U BUKIUKAJIO MEPUTOHEANBHY CApKOMY Y INYpiB, IMyXJIHHUA
nereHs i Jimpocapkomu (camiy) B mumeil. 3611pIIMIack KiABKICTh BUIAJKIB IYXJHUH JIET€Hb Y
MUIIeH B ABOX iHINWX JOCHIIPKeHHAX (3aranbHa mo3a: 144 Mr/m> JlepMalibHa, BBeJeHa Y BHUTILAAI
10 in’exnifi mpotsirom 10 TmwxHiB; 3,2-51 Mr/M* BHYTDIUIHBOYEPEBHHHO Y BATLAN 12 i’ exuiit
NPOTATOM 4 TIOKHIB) THM YacoM sSK B OJHOMY 3 LUX AOCHI/DKEHb (A€pMalbHOMY), 301JIbIINIACE
3aXBOPIOBAHICTh Ha IIKipHi MaminoMHu, X04a i B He3Ha4Hi# Mipi*.

6 DPAPMAIIEBTHYHA IHOOPMAIIA
6.1 IIEPEJIIK JOIIOMDKHUX PEYOBHH

Harpiro miutpat
[TponineHrIikonb
Etanon

0%



Bopna msa ig’exuii go 10 mo.

6.2 HECYMICHICTb

MEJI®A nna iv’exuii mecymicHa 3 iHQY31MHUMH pO3YMHAMM, MO MICTATh OEKCTPO3y |
pexoMmeHayeThes 3acrocyByBatu JIVIIE 0,9 % po3uuH xjopuay HaTpio.

6.3 TEPMIH 35EPIT'AHHS

B Ascrpainii, indgopMmaris momo TepMiHiB 36epiraHHd Moxe OyTu 3HaliieHa Ha MyOIIYHOMY
nepeniky ABbcrpaniiicekoro Peectpy Tepanetuunmnx 3aco6is (ARTG). Tepmin mnpumaTHOCTI
3a3HAYEHO Ha YIaKOBI.

6.4 CIIEIIIAJBbHI 3AIIOBI’KHI 3AXO/JHU JJIA 3S5EPIIAHHS
36epiraty mpy Temnepartypi Hmwkue 25°C.

3axuimarty Bij aii ceitia.
6.5 MATEPIAJI I BMICT KOHTEMHEPA

MEJI®A g iH’eKIiff NOCTA4acThCs Y KAPTOHHHMX YINAKOBKaX 3 OJHOPa3oBHM (IakoHOM i3
IpO30poro CkJia, Io MIicTUTh miodinizoBaHui Mendanady TiIpOXJOpHI eKBiBaleHTHO 50 Mr
mendanany ta 3 ogHuMm ¢raxoHoM 10 M i3 Hpo30poro Ckia 3i CTEPUILHUM PO3IYMHHHKOM.
AUSTR: 287038

6.6 OCOBJIMBI 3ACTEPEXXEHHS 1O YTHAJIIBAIII

MEJI®A mia ig’ekuidi cmig yTdmisyBaTH y cmoci6, BigmoBimgHuid X0 YTHII3aLii TOKCHYHMX
XIMIYHHX PEYOBHH, HANPUKIaJ, CIIATIOBaHHs 332 BUCOKUX TEMIIEPATyp.

6.7 ®I3UKO-XIMIYHI BJACTHBOCTI

Mendanany rigpoxnopuz, Takox BinoMmuit 1k L-deninanagiHosuit inpur, QpeninanadinoBui inpur,
L-PAM a6o L- capkonmisun € mnoximuum deHinaraHiHy asotucroro imputy. Mendanany
rigpoxnopun € 6idyHKIIOHATBHAM aNKiTyIOYHM 3aC000M, IO MPOSABIIAE AKTUBHICTD MPOTH AESIKUX
HEOIUIaCTUYHMX  3aXBOpIOBaHb JMOJuHM. Ximiuna dopmyna — 4-[6ic (2-xmoperun)
amiHo]-L-deninananin. MonexynsapHa ¢opmyna CisHigClN;O,*HCl 3 MOIEKyNIApHOI Baroro
341,67.

Mendanan € akTuBHAM L-i30MepoM CIOMyKH, o Blepie Oyaa cuaTe3oBana B 1953 p. Mendanan
NPaKTAYHO HEPO3YMHHMIA Yy BOJ i BITBHO PO3YMHSETECSA B METAHOJII, PO3YMHHKM B KOHLIEHTPOBAHIH
CONSIHIN KUCTIOTI. T
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IncTpykniss npo 3acTocyBaHHSl JIIKapChKOIo 3aco0y, BHKJIAJeHA MOBOIO
opurisagy (MOBOI, BIIMIHHOIO Bil AepaaBHOI), KOPOTKA XapaKTepPHCTHKA
JiKapcbKOro 3acoly, BHKJaJAeHA MOBOIO OpHriHajgy (MOBOW, BiIMiHHOIO Bij
JAep;KaBHOI), 3aTBepIsKeHAa BiANOBIIHO X0 HOPMATHBHHX BHMOI KpaiHu
3aseHHKa/BupoOHNKa 3rigHO 3 pe3y/IbTaTaMH KJIIHIYHHX BHIPOOYBaHb

Emxyp ®@apmacsrotikaic JIta, Ingis

3asiBHUK, KpaiHa: Emcure Pharmaceuticals Ltd, India

Bunof . Emkyp ®apmacsrotikasc Jimiten, Ingist
aiHa: . S8 .
HPODHHIS, Kp Emcure Pharmaceuticals Limited, India

MEJI®A
(MELPHA)

HOPOIIOK 1A iH’eknii mo 50 Mr

P1aK0H 3 HOPOIIKOM Ta (JIaKOH 3 PO3YHHHHUKOM 10 10 MJ1 y KoMOi-ynaxkoBui.
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Product Information:
Melpha 50 mg powder for injection with djluent vial

1 Name of the medicine

Melphalan hydrochloride 50mg powder for injection

2 Qualitative and quantitative composition

Each single- use vial contains melphalan hydrochloride equivalent to 50 mg melphalan and
povidone.

For the full list of excipients, see Section 6.1 List of excipients
3 Pharmaceutical form

MELPHA for Injection is supplied as a sterile, no pyrogenic, freeze-dried powder

4  Clinical particulars
4.1 Therapeutic indications

MELPHA . Injection is indicated for the treatment of patients with multiple myeloma for whom oral
therapy is not appropriate.

4.2 Dose and method of administration

Dosage:
MELPHA for Injection is reconstituted using the sterile diluent provided

MELPHA for Injection is administered intravenously. The usual IV dose is 16 mg/m*. The drug is
admimistered as a single infusion over 15 to 20 minutes. MELPHA is administered at 2-week
intervals for four doses, then, after adequate recovery from toxicity, at 4-week intervals. Available
evidence suggests about one third to one half of the patients with multiple myeloma show a
favourable response to the drug. Experience with oral melphalan suggests that repeated courses
should be given since improvement may continue slowly over many months, and the maximum
benefit may be missed if treatment is abandoned prematurely. Dose adjustment on the basis of
blood cell counts at the nadir and day of treatment should be considered.

Patients with renal impairment

Melphalan clearance, though variable, is decreased in patients with renal impairment. Dosage

reduction of up to 50% should be considered in patients with moderate to severe renal impairment
and subsequent dosage determined according to the degree of haematological supprc:;sion.ki"- _
& m-‘b
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Administration Precautions:

As with other toxic compounds, caution should be exercised in handling and preparing the solution
of MELPHA.. Appropriate guidelines for the handling of cytotoxic compounds should be consulted.
Skin reactions associated with accidental exposure may occur. The use of disposable latex or PVC
gloves, facemask, protective goggles and a disposable apron is recommended. If the solution of
MELPHA contacts the skin or mucosa, immediately wash the skin or mucosa thoroughly with soap
and cold water. In such instances it may be prudent to seek medical advice.

In case of contact with eyes, IMMEDIATE irrigation with sodium chloride eyewash should be
carried out and medical attention sought without delay. If sodium chloride solution is not available,
large volumes of water may be used.

Any spillage should be dealt with immediately (by personnel wearing suitable protective clothing),
by mopping with damp, disposable paper towels which are placed in a high-risk waste disposal bag.
Contaminated surfaces should be washed with copious quantities of water.

Preparation for Administration/Stability:
Preparation for Administration/Stability:

1. MELPHA for Injection must be reconstituted AT ROOM TEMPERATURE by rapidly injecting
10 mL of the supplied diluent directly into the vial of lyophilised powder using a sterile needle (21
gauge or larger needle gauge) and syringe. Immediately shake vial vigorously (for approximately 5
minutes) until a clear solution is obtained. This provides a 5-mg/mL solution of melphalan and has
a pH of approxunalely 6.5. Rapid addition of the diluent, as a single quantlty, followed by
immediate vigorous shaking is important for proper dissolution.

2. Immediately dilute the dose to be administered in 0.9% Sodium Chloride Injection to a
concentration not greater than 0.45 mg/mlL.

3. Administer the diluted product over a minimum of 15 minutes.

4. Complete administration within 60 minutes of reconstitution. Parenteral drug products should be
visually inspected for particulate matter and discolouration prior to administration Whencver
solution and container permit. If either occurs, do not use this product.

The time between reconstitution/dilution and administration of MELPHA should be kept to a
minimum because reconstituted and diluted solutions of MELPHA are unstable. Over as short
a time as 30 minutes, a citrate derivative of melphalan has been détected in reconstituted material
from the reaction of MELPHA with Sterile Diluent for MELPHA. Upon further dJIuhon with
saline, nearly 1% label strength of melphalan hydrolyses every 10 minutes. d
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A precipitate forms if the reconstituted solution is stored at 5°C. DO NOT REFRIGERATE THE
RECONSTITUTED PRODUCT. MELPHA Injection contains no antimicrobial agent. It is for
single use in one patient only. Any unused solution should be discarded (see 6.6 SPECIAL

PRECAUTIONS FOR DISPOSAL).

4.3 Contraindications

MELPHA should not be used in patients whose disease has demonstrated prior resistance to this
agent. Patients who have demonstrated hypersensitivity to melphalan should not be given the drug.

4.4 Special warnings and precautions for use

Identified precautions

Melphalan hydrochloride should be administered in carefully adjusted dosage under the
direction of physicians experienced in the use of cytotoxic agents.

Immunisation using a live organism vaccine has the potential to cause infection in
immunocompromised hosts. Therefore, immunisations with live organism vaccines are not
recommended.

Severe bone marrow suppression with resulting infection or bleeding may occur. Since melphalan
hydrochloride is a potent myelosuppressive agent, it is essential that careful attention should be paid
to the monitoring of blood counts to avoid the possibility of excessive myelosuppression and the
risk of irreversible bone marrow aplasia. Therefore, the following tests should be performed at the
start of therapy and prior to each subsequent dose of melphalan hydrochloride: platelet count,
haemoglobin, white blood cell count, and differential. Thrombocytopenia and/or leucopoenia are
indications to withhold further therapy until the blood counts have sufficiently recovered. Frequent
blood counts are essential to determine optimal dosage and to avoid toxicity. Dose adjustment on
the basis of blood counts at the nadir and day of treatment should be considered. See 4.2 DOSE
AND METHOD OF ADMINISTRATION.

Blood counts may continue to fall after treatment is stopped, so at the first sign of an abnormally
large fall in leucocyte or platelet counts, treatment should be temporarily interrupted. Controlled
trials comparing intravenous (IV) to oral melphalan have shown more myelosuppression with the
IV formulation. Melphalan hydrochloride should be used with extreme caution in patients whose
bone marrow reserve may have been compromised by prior irradiation or chemotherapy or whose
marrow function is recovering from previous cytotoxic therapy.

Hypersensitivity reactions including anaphylaxis have occurred in approximately 2% of patients
who received the IV formulation. See 4.8 ADVERSE EFFECTS (UNDES]RABLE EFFECTS)
Thcse reactions usually occur after mu]hple courses of treatment Treatment is sympto atic. The
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pressor agents, corticosteroids, or antihistamines at the discretion of the physician. If a
hypersensitivity reaction occurs, IV or oral melphalan should not be readministered since
hypersensitivity reactions have also been reported with oral inelphalan.

Melphalan hydrochloride may cause local tissue damage should extravasation occur, and
consequently it should not be administered by direct injection into a peripheral vein.

In all instances where the use of melphalan hydrochloride Injection is considered for chemotherapy,
the physician must evaluate the need and usefulness of the drug against the risk of adverse events.

Use in renal impairment

Melphalan clearance may be reduced in patients with renal impairment, who may also have uraemic
bone marrow suppression. Dosage reduction may therefore be necessary (see 4.2 DOSE AND
METHOD OF ADMINISTRATION), and these patients should be closely observed. In one trial,
increased bone marrow suppression was observed in patients with BUN levels 230 mg/Dl (=10.71
mmol/L). A 50% reduction in the IV melphalan dose decreased the incidence of severe bone marrow
suppression in the latter portion of this study.

Use in the elderly

Clinical experience with melphalan has not identified differences in responses between the elderly and
younger patients. In general, dose selection for an elderly patient should be cautious, reflecting the
greater frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease or other

drug therapy.
Paediatric use

Safety and efficacy in children have not been established.

Effects on laboratory tests

Periodic complete blood counts with differentials should be performed during the course of
treatment with MELPHA. At least one determination should be obtained prior to each dose.
Patients should be observed closely for consequences of bone marrow suppression, which include
severe infections, bleeding, and symptomatic anaemia.

4.5 Interactions with other medicines and other forms of interactions

Cyclosporin:

Impaired renal function has been described in bone marrow transplant patients who were
conditioned with high-dose intravenous melphalan and who subsequently received cyclospotin to
prevent graft-versus-host disease.

Cisplatin/Carmustine:

Cisplatin may affect melphalan kinetics by inducing renal dysfunction and subsequently altering
melphalan clearance. IV melphalan may also reduce the threshold for Carmustine lung toxicity.

Nalidixic acid: "
v v o LY
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When nalidixic acid and IV melphalan are given simultaneously, the incidence of severe
haemorrhagic necrotic enterocolitis has been reported to increase in paediatric patients.

Vaccines:

Vaccinations with live organism vaccines are not recommended in immunocompromised
individuals. See 4.4 SPECIAL WARNINGS AND PRECAUTIONS FOR USE.

4.6 Fertility, pregnancy and lactation
Effects on fertility

Melphalan causes suppression of ovarian function in premenopausal women, resulting in
amenorrhoea in a significant number of patients. Reversible and irreversible testicular suppression
have also been reported.

No fertility studies have been conducted in animals. However, there is evidence from some animal
studies that melphalan can have an adverse effect on spermatogenesis. Therefore, it is possible that
melphalan may cause temporary or permanent sterility in male patients.

Use in pregnancy

In view of its mutagenic properties and structural similarity to known teratogenic compounds, it is
possible that melphalan could cause congenital defects in the offspring of patients treated with the
drug.

Melphalan may cause foetal harm when administered to a pregnant woman.

As with all cytotoxic chemotherapy, adequate contraceptive precautions should be practised when
either partner is receiving melphalan hydrochloride.

The use of melphalan hydrochloride should be avoided whenever possible during pregnancy,
particularly during the first trimester. In any individual case the potential hazard to the foetus must
be balanced against the expected benefit to the mother.

Although adequate animal studies have not been conducted with [V melphalan, oral and IV
melphalan has been shown to be teratogenic and embryogenic in animal studies. A single dose of 5
mg/kg IP (30 mg/m2) given on day 6 or day 9 of gestation in the rat was embryolethal and
teratogenic, and a single dose of 3 mg/kg IP (18 mg/m2) was teratogenic when administered on
day 6. Malformations resulting from melphalan administration included alterations of the brain
(underdevelopment, deformation, meningocele and encephalocele) and eye (anophthalmia and
microphthalmos), reduction of the mandible and tail, as well as exomphaly (umbilical hernia).

L g ,@
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In a repeat-dose embryotoxicity study in rats, (0.33, 1 and 3 mg/kg/day PO on gestation days 7-17;
total doses: 22, 66 and 198 mg/m2 PO, respectively; cf. clinical dose of 16 mg/m2 IV), all doses
were maternotoxic (reduced weight gain, and mortality occurred at the high dose). Intrauterine
deaths, reduced foetal and pup weights and pup weight gain over the lactation period were seen in
the mid and high dose groups but pup survival over the lactation period was reduced at all doses.
Melphalan showed a reduction in ossification at >1 mg/kg/day and an increased incidence of rib
anomalies and impairment of pup development (delayed eruption of incisors, significantly different
open-field behaviour) at the high dose.

No animal studies have been conducted to investigate the peri- and post-natal effects of melphalan.

Use in lactation.

It is not known whether this drug is excreted in human milk. Mothers receiving melphalan
hydrochloride should not breast-feed.

4.7 Effects on ability to drive and use machines

No studies have been conducted on the effects on the viability and the ability to operate machines.
However, the possibility will have to be taken into consideration, that the alcohol quantity in these
pharmaceutical medicinal product can impair the competency to drive and the ability to operate
machines

4.8 Adverse effects (Undesirable effects)

The following information on adverse reactions is based on data from both oral and IV
administration of melphalan as a single agent, using several different dose schedules for treatment
of a wide variety of malignancies.

Haematologic:

The most common side effect is bone marrow suppression, leading to leucopenia,
thrombocytopenia and anaemia. White blood cell count and platelet count nadirs usually occur 2 to
3 weeks after treatment, with recovery in 4 to 5 weeks after treatment. Irreversible bone marrow
failure has been reported. Acute leukaemia has also been reported (See Carcinogenicity).

Gastrointestinal:

Gastrointestinal disturbances such as nausea, vomiting and diarthoea are very common. At high
doses of melphalan, stomatitis is very common and rare at conventional doses. The incidence of
diarrhoea, vomiting and stomatitis becomes the dose limiting toxicity in patients given high i.v.
doses of melphalan in association with heamopoietic stem cell rescue. Cyclophosphamide pre-
treatment appears to reduce the severity of gastrointestinal damage induced by high-dose melphalan
and the literature should be consulted for details. Oral ulceration occurs infrequently. Hepatig
tommty including veno-occlusive disease, has been reported. 4
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Hypersensitivity:

Acute hypersensitivity reactions including anaphylaxis were reported in 2.4% of 425 patients
receiving melphalan for Injection for myeloma (see 4.4 SPECIAL WARNINGS AND
PRECAUTIONS FOR USE). These reactions were characterised by urticaria, pruritus, skin rashes,
oedema, and in some patients, tachycardia, bronchospasm, dyspnoea, and hypotension. These
patients appeared to respond to antihistamine and corticosteroid therapy. If a hypersensitivity
reaction occurs, IV or oral melphalan should not be readministered since hypersensitivity reactions
have also been reported with oral melphalan. Cardiac arrest has also been reported rarely in
association with such events.

Miscellaneous:

Other reported adverse reactions include skin hypersensitivity, skin ulceration at injection site, skin
necrosis rarely requiring skin grafting, maculopapular rashes, pruritus, vasculitis, allergic reaction,
and interstitial pneumonitis. A subjective and transient sensation of warmth and/or tingling is very
common.

Hepatic disorders ranging from abnormal liver function tests to clinical manifestations such as
hepatitis and jaundice have been reported. Veno-occlusive disease has been reported in association
with these cases.

There have been case reports of interstitial pneumonitis and pulmonary fibrosis. There have also
been case reports of fatal pulmonary fibrosis and haemolytic anaemia occurring after melphalan
treatment.

Alopecia is very common at high doses and common at conventional doses.

Temporary significant elevation of the blood urea has been seen in the early stages of melphalan
therapy in myeloma patients with renal damage.

Muscular atrophy, muscle fibrosis, myalgia and increases in blood creatine phosphokinase are very
commonly observed following isolated limb perfusion, while compartment syndrome is commonly
observed. The incidence of muscle necrosis and rhabdomyolysis are not known in this setting

Reporting suspected adverse reactions after registration of the medicinal product is important. It
allows continued monitoring of the benefit-risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions  at

http://www.iea. cov.auw/reportine-problems.
x
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49 Overdose

Symptoms and Signs:

Overdoses resulting in death have been reported. Overdoses, including doses up to 290 mg/m?,
have produced the following symptoms: severe nausea and vomiting, decreased consciousness,
convulsions, muscular paralysis, and cholinomimetic effects. Damage to the gastrointestinal lining
may also ensue. Severe mucositis, stomatitis, colitis, diarthoea, and haemorrhage of the
gastrointestinal tract occur at high doses (>100 mg/m?). Elevations in liver enzymes and veno-
occlusive disease occur infrequently. Significant hyponatremia caused by an associated
inappropriate secretion of antidiuretic hormone (ADH) syndrome has been observed.
Nephrotoxicity and adult respiratory distress syndrome have been reported rarely.

Treatment:

The principal toxic effect is bone marrow suppression, leading to leucopenia, thrombocytopenia
and anaemia. Haematologic parameters should be closely followed for at least 4 weeks following
overdosage until there is evidence of recovery. An uncontrolled study suggests that administration
of autologous bone marrow or haematopoietic growth factors (ie. filgrastim) may shorten the period
of pancytopenia. General supportive measures together with appropriate blood and platelet
transfusions and antibiotics should be instituted as deemed necessary by the physician. This drug is
riot removed from plasma to any significant degree by haemodialysis or haemoperfusion. A
paediatric patient survived a 254-mg/m? overdose treated with standard supportive care.

For information on the management of overdose, contact the Poison Information Centre on 131126
(Australia).

5 Pharmacological properties
5.1 Pharmacodynamic properties

Mechanism of action

Cytotoxic and alkylating agent

Melphalan is a bifunctional alkylating agent. Formation of carbonium intermediates from each of
the two his- 2-chloroethyl groups enables alkylation through covalent binding with the 7- nitrogen
of guanine on DNA, cross-linking two DNA strands and thereby preventing cell replication. Like
other bifunctional alkylating agents, it is active against both resting and rapidly dividing tumour
cells.

Clinical trials

A randomised trial compared prednisone plus IV melphalan to prednisone plus oral melphalan in
the treatment of myeloma. As discussed below, overall response rales at week 22 were ﬁﬁé le;
- T d aad 4 .‘{‘“‘;— ;_1-,_,‘
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however, because of changes in trial design, conclusions as to the relative activity of the two
formulations after week 22 are impossible to make.

Both arms received oral prednisone starting at 0.8 mg/kg per day with doses tapered over 6 weeks.
Melphalan doses in each arm were:

Arm 1 Oral melphalan 0.15 mg/kg per day x 7 followed by 0.05 mg/kg per day when WBC began
to rise.

Arm 2 IV melphalan 16 mg/m2 once every 2 weeks x 4 (over 6 weeks) followed by the same dose

every 4 weeks.
Doses of melphalan were adjusted according to the following criteria:

TABLE 1: CRITERIA FOR DOSAGE ADJUSTMENT IN A RANDOMISED CLINICAL
TRIAL

WBC/mm Platelets Percent of Full
>4000 >100,000 100
>3000 >75,000 75
>2000 >50,000 50
<2000 <50,000 0

One hundred and seven patients were randomised to the oral melphalan arm and 203 patients to
the TV melphalan arm. More patients had a poor-risk classification (58% versus 44%) and high
tumour load (51% versus 34%) on the oral compared to the IV arm (P<0.04). Response rates at

week 22 are shown in the following table:
Table 2: Response Rates at Week 22

Evaluable Responders
Initial A Patients n (%) F
¥ 0
Oral melphalan 100 44 (44%) P02
TV melphalan 195 74 (38%)

Because of changes in protocol design after week 22, other efficacy parameters such as response
duration and survival cannot be compared.

Severe myelotoxicity (WBC <1000 and/or platelets <25,000) was more common in the IV
melphalan arm (28%) than in the oral melphalan arm (11%).

An association was noted between poor renal function and myelosuppression; consequently, an

amendment to the protocol required a 50% reduction in IV melphalan dose if the BUN >30
mg/D1 (=10.71 mmol/L). The rate of severe leucopenia i in the IV arm in the patients w1th !E@er
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30 mg/D! (210.71 mmol/L) decreased from 50% (8/16) before protocol amendment to 11% (3/28)
(P = 0.01) after the amendment.

Before the dosing amendment, there was a 10% (8/77) incidence of drug-related death in the IV
arm. After the dosing amendment, this incidence was 3% (3/108). This compares to an overall 1%
(1/100) incidence of drug-related death in the oral arm.

5.2 Pharmacokinetic properties

Absorption

The pharmacokinetics of melphalan after IV administration has been extensively studied in adult
patients. Following injection, drug plasma concentrations declined rapidly in a biexponential
manner with distribution phase and terminal elimination phase half-lives of approximately 10 and
75 minutes, respectively. Estimates of average total body clearance varied among studies, but
typical values of approximately 7 to 9 mL/min per kg (250 to 325 ml/min per m2) were observed.
One study has reported that on repeat dosing of 0.5 mg/kg every 6 weeks, the clearance of
melphalan decreased from 8.1 mL/min per kg after the first course, to 5.5 mL/min per kg after the
third course, but did not decrease appreciably after the third course. Mean (£SD) peak melphalan
plasma concentrations in myeloma patients given IV melphalan at doses of 10 or 20 mg/m2 were
1.2 + 0.4 and 2.8 £ 1.9 pg/mL, respectively.

Distribution

The steady-state volume of distribution of melphalan is 0.5 L/kg. Penetration into cerebrospinal
fluid (CSF) is low. The extent of melphalan binding to plasma proteins ranges from 60% to 90%.
Serum albumin is the major binding protein, while al-acid glycoprotein appears to account for
about 20% of the plasma protein binding. Approximately 30% of the drug is (covalently)
irreversibly bound to plasma proteins. Interactions with immunoglobulins have been found to be
negligible.

Metabolism

Melphalan is metabolised primarily by chemical hydrolysis to monohydroxymelphalan and
dihydroxymelphalan. Aside from these hydrolysis products, no other melphalan metabolites have
been observed in humans.

Excretion

Melphalan is eliminated from plasma. Although the contribution of renal elimination to melphalan
clearance appears to be low, one study noted an increase in the occurrence of severe leucopoenia in
patients with elevated blood urea nitrogen (BUN) after 10 weeks of therapy.
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5.3 Preclinical safety data
Genotoxicity

Chromosome aberrations have been observed in patients being treated with Melphalan. Melphalan
has been shown to cause chromatid and chromosome damage in human lymphocytes at a single
dose of 20 mg 1V (~10.6 mg/m2, comparable to a therapeutic dose of 16 mg/m2) and in rat bone
marrow cells at a single intramuscular dose of 6 mg/m2. Melphalan also showed mutagenic effects
on germ cells in male mice at 17.1-21.9 mg/m2

Carcinogenicity

"Secondary malignancies, including acute nonlymphocytic leukaemia, myeloproliferative
syndrome, and carcinoma, have been reported in patients with cancer treated with alkylating
agents (including melphalan). Some patients also received other chemotherapeutic agents or
radiation therapy. Precise quantitation of the risk of myeloproliferative syndrome, or carcinoma is
not possible. Melphalan, in common with other alkylating agents, has been reported to be
leukaemogenic. There have been reports of acute leukaemia occurring after melphalan treatment
for diseases such as amyloid, malignant melanoma, multiple myeloma, macroglobulinaemia, cold
agglutinin syndrome and ovarian cancer. Published reports of leukaemia in patients who have
received melphalan (and other alkylating agents) suggest that the risk of leukaemogenesis
increases with chronicity of treatment and with cumulative dose.

A comparison of patients with ovarian cancer who received alkylating agents with those who did
not showed that the use of alkylating agents, including melphalan, significantly increased the
incidence of acute leukaemia.

The potential benefits from melphalan hydrochloride therapy must be weighed on an individual
basis against the possible risk of the induction of a second malignancy.

Although adequate and well-controlled carcinogenicity studies have not been conducted in
animals, there is clear evidence from animal studies that melphalan is carcinogenic. Intraperitoneal

(IP) administration of melphalan in rats (5.4 or 10.8 mg_/mz) and mice (2.25 or4.5 mg/mz) three
times per week for 6 months followed by a 12 months post-dose observation produced peritoneal
sarcoma in rats, and lung tumors and lymphosarcomas (males) in mice. Lung tumours were also

increased in two other studies in mice (total dose: 144 mg/m2 dermal given as 10 injections over a

period of 10 weeks; 3.2-51 mg/m2 IP given as 12 injections over a period of 4 weeks) while in
one of these studies (dermal), skin papillomas were increased although non-significantly"
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6 Pharmaceutical particulars
6.1 List of excipients

Sodium citrate dihydrate

Propylene glycol

Ethanol

Water for injection to a total of 10 mL

6.2 Incompatibilities
MELPHA Injection is not compatible with infusion solutions containing dextrose and it is

recommended that ONLY Sodium Chloride Intravenous Infusion 0.9% w/w be used

6.3 Shelf life

In Australia, information on the shelf life can be found on the public summary of the Australian
Register of Therapeutic Goods (ARTG). The expiry date can be found on the packaging.

6.4 Special precautions for storage
Store below 25°C.

Protect from light

6.5 Nature and contents of container

MELPHA for Injection is supplied in a carton containing one single-use clear glass vial of freeze-
dried melphalan hydrochloride equivalent to 50 mg melphalan and one 10-mL clear glass vial of
sterile diluent. AUSTR: 287038

6.6 Special precautions for disposal

MELPHA Injection solution should be disposed in a manner appropriate for toxic chemicals, for
example, high-temperature incineration.

6.7 Physicochemical properties

Melphalan hydrochloride, also known as L-phenylalanine mustard, phenylalanine mustard, L-
PAM, or L-sarcolysin, is a phenylalanine derivative of nitrogen mustard. Melphalan hydrochloride
is a bifunctional alkylating agent that is active against selected human neoplastic diseases. It is
known chemically as 4-[bis (2-chloroethyl) amino]-L-phenylalanine. The molecular formula
isC13H)s Cl2N202.HCI and the molecular weight is 341.67.

*
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Melphalan is the active L-isomer of the compound and was first synthesised in 1953. Melphalan is
practically insoluble in water and freely soluble in Methanol, soluble in Conc. HCl.

Chemical structure

The structural formula is:

_/":.:; P ’COI'JH
{

C'"\vl’\“,/'l"\uwf nH
1 He

Tl

e

CAS number
CAS: 3223-07-2

7 Medicine schedule (Poisons Standard)

S4 — Prescription only medicine

8 Sponsor

Emcure Pharmaceuticals Pty Ltd.

Distributed by:

Luminarie Pty Ltd

Level 5 Nexus Building

4 Columbia Court, Baulkham Hills NSW 2153 Australia

Email: info@luminaric.com.au

8 Date of first approval
15-3-2018

9 Date of revision

16-07-2019
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MELPHA

1 NAME OF THE MEDICINE
Melphalan hydrochloride 5amg powder for injection

2 QUALITATIVE AND QUANTITATIVE

COMPOSITION
Each elngle- use vlal contains melphalan
to 50 mg melphialan and
povndune.

For the full list of excipients, see Section 6.1 List of
excipients

3 PHARMACEUTICAL FORM
MELPHA for [njection is supplied as a sterile, no
pyrogenic, freeze-dried powder

4 CLINICAL PARTICULARS

4.1 THERAPEUTIC INDICATIONS

MELPHA I[njection is indicatad for the trealment of
palients with multiple myefoma for whom oral therapy
Is notappropriate

4.2 DOSE AND METHOD OF ADMINISTRATION

Dosage:

MELPHA fer Injection is reconstituted using the sterile
diluent provided

MELPHA for Injection |s administered Intravenously.
The wsual IV dose Is 16 mgim’. The drug is
administered as a single Infuslon over 15 to 20
minules. MELPHAIs administered al 2-week inlervals
for four doses, then, after adequate recovery from

followed by immediale vigorous shaking is imporiant
for proper dissofution.

2. Immediately dilute the dose to be administered in
0.8% Sodium Chloride Injeclion to a concentralion not
grealerthan 0.45mg/mL.

3. Adminisler the diluted producl over 8 minimum of
15minutes.

4. Complele adminisiration within 60 minutes of

reconstilution. Parenteral drug products should be
wsually mspecled for pam:ulale matter and

, or antihi ines at the di ion of
the physician, If o twity raaction oceurs, IV
urualmelphalun shiolld nol be readministered since
yparsensiivily reactions have also been reporied
wilh oral melphalan,

Melphalan hydromlonde may cause local tissue
hould exlr occur, and
consequenlly it should not be administered by direcl
injectioninto a peripheral vein,
In all instances where the use of melphalan
hydrochloride Injection is considered for
chemotherapy, the physician must evaluate the need
and usefulness of the drug against the risk of adverse
events.

eilher parineris receiving melphalan hydrochloride,

The use of melphalan hydrochloride should be
avoided whenever possible during pregnancy,
particularly during the first Irimester. [n any individual
case (he polential hazard lo the foelus mus! be
balanced againstthe expecled benefilto the molher.

Allhough sdequate animal studies have not been
conducled wilh IV melphalan, oral and IV melphalan
has been shown lo be leralogenic and embryogenic
in animal sludies. A single dose of 5 ma/kg IP (30
mg/m2) given on day 6 or day 9 of gestation in the rat
was embryolethal and leratugenlc and a single dose
of 3 mglkg IP (18 mgim’) was teralogenlc when

on day 6. resulting from
Use In renal impainnent brai included - m L
Melphalan clearance may be reduced in patients with = d'" 1 ‘ nd h d
renal impalmenl, whu may also have uraemu: bcne i 2 E)‘elhe ible and ?:il

. Dosage r

marrow  supp
be (see 4.2 DOSE AND

solution and conlamer pervml. If either occurs, do not
use this product.

The time between reconstitution/dilution and
admlnls!n!lon of MELPHA should be kept to a
d and dlluted
solutlons of MELPHA are unstable. Over as shorta
lime as 30 minules, a citrale derivative of melphalan
has been delected in reconstituted malerial from the
reaction of MELPHA wilh Slerile Diluent for MELPHA.
Upon further duluuon with saline, nearly 1'/. fabel
sﬂenglh of every

Ap i forms if the solution is
stored at 5°C. DO NOT REFRIGERATE THE
RECONSTITUTED PRODUCT. MELPHA Injection
conlains no antimierobial agent. It is for single use in
one pallent only. Any unused solutlon should be
discarded (see 6.6 SPECIAL PRECAUTIONS FOR
DISPOSAL).

4.3 CONTRAINDICATIONS

MELPHA should nol be used in patients whose
disease has demonstrated prior resistance o this
agent. Pahenls who have demonsiraled

tondelty, 81 4-week intorvals. Available ds
suggerts aboul one third to ona hall of the patlents
b Wil o i ble retp I
the drug. with oral

thal repeated courses should be given since
improvemenl may continue slowly over many
months, and the maximum benefit may be missed if
treatment is abandoned prematurely. Dose
adjustment on tha banis of biood cll wurun al the

y to should nol be given the
drug.
4.4 SPECIAL WARNINGS AND PRECAUTIONS
RUSE

Idunﬂﬁ:d precautions

jde should be
in carefully ad]uned dosage under the direction
of

METHOD OF ADMINI’STRATION) and lhese
pauenls should be closely observad In one (nal

bone marrow supp was ob din
patients with BUN levels 230 mg)DI {210.71 mmolfL).
A 50% reduction in the IV h

aswell as exomphaly (umbilical hernia).

In a repeat-dose embryoloxicity study in rals, (0.33, 1
and 3 mg/kg/day PO on geslalion days 7-17; lolal
doses: 22, 66 and 198 mg/m’ PO, respeclively; cf.
dclinical dose of 15 mg/m2 V), all doses were
d weight gain, and mortality

the incldence of severe bone marrow suppression In
the latter portion of this study.

UselInthe elderly
with

occurred at the high dose). Intrauterine deaths,
reduced foetal and pup welghls and pup weight gain
over the lactallon period were saen In the mid and
high dose groups but pup survival over (he laclalion

Clinical exp: [phalan has not i penodwas reduced atall doses. Melphalan showed a
differences in responses between the elderly and in il ion at >1 and an
younger patients. in general, dose selection for an i of rib ies and i

eldary patient should be caulious, reflecting the
greater frequency of decreased hepatic, renal, or
cardiac function, and of concomitant disease or olher
drugtherapy.

Paediatric use
Safety and efficacy in children have nol been
eslablished.

Effects on laboratory tests
Periodic complete blood counls with differenlials
should be performed during Lhe course of treatment
with MELPHA. Al least one determination should be
oblained prior 10 each dose. Palients should be
obsarved dosely for consequences of bone marmow
suppression, which include sevare i

of pup developmeri (delayed eruption of incisors,
significantly different open-field behaviour) atthe high
dose,

Mo apimal studies have been conducted 1o
Investigate lhe per- and posl-nalal effects of
melphalan.

Uselnlactation.

Itis not known whelher this drug is excreted in hurnan
milk. Mothers i
should not breast-fead.

4.7 EFFECTS ON ABILITY TO DRIVE AND USE
MACHINES

bleading, and symptomatic anaemia.

45INTERACTIONS WITH OTHER MEDICINES
AND OTHER FORMS OF INTERACTIONS

Cyclasporing
Impaired rens funcfion has been described in bone

dosage delermined according to the degree of
haematological suppression.

Administration Precautlons:

As wilh other toxic compounds, caulion should be

exercised in handling and preparing the solution of

MELPHA. Approprisie guideiines lor the handling of

gytelovie compaunds ahnuld ha conaulted, Sin
with

Severe bone marmow suppression wilth resullmg

nadirand day of should b experienced in Lhe use of cytotoxic 3 i
N agents, marrow transplant patients who were conditioned
Patients with renal impairment N with high-dose intravenous melphalan and who
Melphalan clearance, thatigh varfable, is d 4 using a live vaccine has the received cy in 1o prevent graft-
in patisnts with ronalimpaimment. Dosage reduction of polential to cause infection in immunoc disease,
up lo 50% should be considered In patients with hosts. Therefore, i with live Ci !
ren al are not Cisplatin may affect melphalan kinelics by inducing

renal dysfunction and subsequently aliering
Iptiatnn may also reduce

infection or bleeding tmay occur, Since

Is a potent 1 agent, It
is essential thal careful attention should be paid to Lhe
moniloring of blood counts 1o avoid the possibility of
excessive myelosuppression and the risk of
imeversible bone marrow aplasia. Therefore, lhe
g tests should be performed at the start of

may.
occur. The use of disposable [atex or PVC gloves,

Iharapy and prior lo each subseguent dose of
| hydrochloride: platelel counl

facemask, protective goggles anda apron

Is recommended, If the solulion of MELPHA contacls

the skin or mucosa, immedialely wash the skin or

mucena thorotghly wilh soap and cold mt.ar Ir| such
itmay be prudent t

In case of conlacl with eyes, IMMEDIATE imrigation
wilh sodium chloride syewash should be carried out
and medical atlertion sought without defay. If sodium
chloride solution is not available, large volumes of
watermay be usad.

Any spiiage should be dealt with immediately (by
personnel wesring suitable protective clothing), by
mopping with damp, disposable paper lowels which
are placed i 8 high-risk waste disposal bag,
Contaminated surfaces should be washed with
copious quantities of water.

F for A
for A

the threshold for Carmusline lung Loxicity.

Nalidixlc acid:

When nalidixdc aad and IV melphalan are given
ly, the of severe
necrolic i

repodedlolncreasempaedlalﬂcpallents

Vacclnes:

Vactinalions wﬂh live organism vacclnes are nol

has been

haemoglobin, white blood cell count, and di
Thromb and/ar ia are
indications. lo wnhhold further therapy unlil the blood
counls have sufliciently recovered, Frequent blood
counts are essantial to determine optimal dosage and
to avaid toxicity. Dose adjusiment on the basis of

Seed 4 SPECIAL WARNINGS AND PRECAUTIONS
FORUSE.

4.6 FERTILITY, PREGNANCY AND LACTATION

Effects on fertility
causas suppl of ovarian function In

blood counts at the nadir and day of should
be considered. See 4.2 DOSE AND METHOD OF
ADMINISTRATION.

Blood counls may continue to fafl after treatment Is
stopped, 20 at the first sign of an abngrmaly large fell
in leucocyte or platelel counts, treatment should be
temporarily Interrupled. Controlled trials comparing
intravenous (V) to oral melphalan have shown more

ion with the IV ion. Melphal

premencpausal women, resulting In nmenorrhoea In

the effocts on the
viability and the ability to operate machines, However,
the posslbllity will have to be taken into consideration,
thal the alcohol quaniity in thesa pharmaceulical
medldnal product can impair the competency to drive
and the ability to operale machines

4.8 ADVERSE EFFECTS (UNDESIRABLE
EFFECTS)

The follewing information on adverse reactions is
based on data from bath oral and 1Y sdministration of
melphalan as a single agent, using several different
dose schedules for treatrment of a wide variety of
mallgnancies.

Haematologic:

The most common side effecl Is bone
marrow suppression, leading to leucopenis,
thrombocylopenia and anaemia, White blood cell
count and plalelel count nadirs usually oceur 2 1o 3
weeks after treatmenl, wilh recovery in 4 to 5 weeks
after treatment. Imeversible bone mamow failure has
been reported. Acute leukaemia has also been
reported (See Carcinogenicity).

Gastrolntestinal:

G = i disturbances such ss nausea,
vomiling and diarhoea are very common. Al high
dotes of melphalan, slomatitis is very common and
rare al conventional doses. The incidence of

a significanl number of pallenls and
ireversible teslicular suppression have also been
reported.

No rem'lily studies have been conducled in animals.
However, there Is evidence from some animal studies
that melphalan can have an adverse effect on
is. Therefore, it is possible that

hydrochloride should be used wilh exireme caution in
patlents whose bone marrow reserve may have been

ised by prior i or py or
whose marrow function is recovering from previous

1. MELPHA for Injection must be i AT
ROOM TEMPERATURE by rapidly injecting 10 mL of
the supplied diuent directly into the wal of lyophilised
powder using & sterlfe noeclo (21 gauge o larger
needle gouge} and syringo. Immediatefy shaka vis|
vigorously (for spproximately 5 minutes) untit = dear
solufion s chtained, This provides o 5-mg/ml solution
of melphalan 2nd has a pH of approximalely 6.5.
Rapid zddition of the diluent, as & single quanlity,

Continued al top of next column

I it i Including
have occurred in approximately 2% of palients who
received the IV formulalion. See 4.8 ADVERSE
EFFECTS (UNDESIRABLE EFFECTS). These
reaclions usually occur afler multiple courses of
Treatment is ic. The infusion
should be terminated Immedialely, followed by the
adminlstration of volume expanders, pressor agents,

Conlinued at top of next column

melphalan may cause temporary or

vomlung and the dose
firmiling loxm!y in pallents given high Lv. doses of
with ielic stem cell

rescue. Cydophosphamlde pre-irealment appears to
reduce ihe severlty of gastrointeslinal damage
Induced by high-dose melphalan and lLhe literalure
should be consulted for delals. Oral ulceration occurs
infrequently. Hepalic toxicity, including veno-
ocdusive diseass, has beenreporied

sterilltyinmale pallents,
Use in pregnancy

Hyper
Acute hypersensilivity reactions including
anaphylaxis were reporied in 2.4% of 425 patients
for Injection for myeloma (see

In view of ils i jes and

similarity to known laratogenlc compounds, it is
possible thet meiphalan could cause congenital
defects in the offspring of palients treated with the
drug
Melphalan may cause foetal harm

4.4 SPECIAL WARNINGS AND PRECAUTIONS
FOR USE). These reactions were characterised by
urlicaria, prurilus, skxn rashes, oedama and in some

palients, and
hypolensmn Thase pauenls appeared lo respond to
therapy. If a

loapregnant woman,

As wilh all
conlraceplive precaullons should be praclised when

Conlinued at top of next column

hypersensitivity reaclmn uccurs IV or oral melphalan
should not be
reactions have also been reported with oral
melphalan. Cardlac amesl has also been reported
rarelyin associalion wilh such evenls,
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Miscellaneous: however, because of changes in Uial design, dihydroxymelphalan. Aside from lhese hydrolysis 6.5 NATURE AND CONTENTS OF CONTAINER :
Oitier reported advorse reotfiens ncude  skin conclusions as to the relalive aclivily of the two products, no other melphalan melabolites have been MELPHA for Injeclion is supplied in a carton
hypersensifivity, 2kin eleeration ot injaction site, siin formulations after week 22 are Impossible to make. observedin humans. conlaining one single-use clear glass vial of freeze-
necroziz rarcly requiring skin grafiing, maculopapuiar Both amms received oral prednisone slarting at 0.8 Excretion dried melphalan hydrochloride equivalent lo 50 mg
rashes, pr-;r!lug. vas:u!m= allzrglc reaction. and mg/kg per day with doses lapered over § weeks. melphalan and one 10-mL dear glass vial of sterile
} urd dransien! Melphatan dosesin each amwere: Meiphalaqlis s"m:::':ld fr‘om plasma Allhough e diluent-AUST R 267038
oni T f1lfig e very commen Am 1 Oralmelphalan 0.15 mg/kg perdayx 7followed  clearance appears lo be fow, one sludy noted an 6.6 SPECIAL PRECAUTIONS FOR DISPOSAL
Hepalic disorders ranging from abnommal liver by 0.05mg/kg per day when WBC began lorise. increase in the occurrence of severe leucopoenia in MELPHA Injection solution should be disposed in a
function lesls lo clinical manifestations such as Arm 2 IV melphelan 16 mg/m2 once every 2 weeks x 4 palients with elevaled blood urea nitrogen (BUN) afler manner appropriale for toxic chemicals, for example,
hepatilis and jaundice have baen reported. Viano- (over 6 weeks) followed by the same dose every 4 10 weeks of therapy. high-temperalure incineration.
occhuive diseasn has been reporded in association LT 5.3 PRECLINICAL SAFETY DATA 6.7 PHYSICOCHEMICAL PROPERTIES
with these cases. Doses af were adjusled ing lo the Melphalan hydrochloride, also known as L-
There have been case reporis of intersitial following criteria: GENOTOXICITY mus|ard i mus!ard L-
ani fibrosis. There have also TABLE 1: CRITERIA FOR DOSAGE ADJUSTMENT Chromosome aberrations have been observed in PAM, orL- of
been case repurls of fatal pulmonary fibresis and INARANDOMISED CLINICAL TRIAL palients being treated w’thglphalan Mglphala" has nitrogen muslard Melphalan hydrochloride is a
lylic anaemia after l S been shown lo cause agent that is active against
treatment WBC/mm Platelets | percent of Full Dose damage In human lymphocytes al a slngle dose of selecled human neoplastic diseases, il Is known
Alopeda is very common sl high doses and common = EFIM 100 20 mg IV (~10.6 mg’m toa as 4-[bis (2-chloroethyl) amino}-L-
al conventional doses. 23000 =75,000 i dose of 16 mg/m’) and in rat bone marow cells al a phenylalamna The molecular formula isC,H,
. anificant elevation of the blood urea has 2000 50,000 50 single inlramuscular dose of 6 mg/m™. Melphalan also CIN;0, HCl and the molecular weights 341.67.
emporary significant e evation of the blood ure showed mutagenic eflects on germ cells in male mic P " ;
been seen in the early stages of melphalan therapyin <2000 <50,000 9 7.4 Ll g A Melphalan is the active L-isomer of the compound
i al17.1-21.9mg/m and was (irst synthesised in 1853. Meiphalan is
myeloma patients wilh renal damage. ) . N . irst synihe - !
One hundred and seven palients were 1o C: Il practically insoluble in water and freely soluble in
IM;S:SI:; ,ﬁlﬁﬁgﬁ'qzzﬁnd:pmﬁihnmlgi \z:: the oral melphatan arm and 203 patients lo the IV U d i i II di : acute Methanol, soluble in Conc. HCI.
W o melphalan arm. More pallents had a poor-risk nanlymphocyllc Ieukaemla. myeloproliferalive
communlyubserved(ullomng isolaled |Ime 589 44%) and high tumour foad syndrome, and carcinoma, have been reported in Chemilcal structure
while is G2 {51% versus 34%) on the oral compared lo the IV am palients with cancer trealed wilh alkylaling agents The struciural formulals:
The incidence of muscle necrosis and {P<0.04). Response rates al week 22 are shown in (including melphalan). Some patients also recetved
thabdomyolysis are not known in this setting Lhe following table: other chemotherapeutic agents or radiation therapy. £
Reporting sus ecled adverse reactions afler Precise fon of the risk of Bl
eporting b thp I product is important Table 2: Response Rates at Weok 22 d or is nol possible. Melphalan, - '
allows continued monitoring of the benefil-risk Evaluable | Responders P in common with other alkylating agenls, has been a
balanca of the medicinal producl, Heallhcare Patisnts n{%) "p"':;d l°f be Ie(ukalem,t:gsmg. = h|ave b::" CAS number
n'esslonals are asked lo rej any SUSpeded [ 1 repol of acute leukasmia occurring after
gtrivevse athit: port ;: (;;:} P02 melphalan lreatment for diseases such as amyloid, CAS: 3223-07-2
s e EDIC| 5S¢
Because of changes in protocol design after week 22, cold and gl S S (P.OISONS SIANDARD)
4.9 OVERDOSE other efiicacy parameters such as response duralion ovarian -noe': Published reports of leukaemia in 54 — Prescription only medicina
P and survival cannot be compared, patienls who have received melphalan (and other
(S))\(’r:rs(t:sr::'ant:'iggn?ﬁ death have béan repad. P alkylating agents) suggest that the risk of 8 SPONSOR
& By = Severe myelotoxiclty (WBC <1000 and/or platelets [l wilh of
Overdoses, Including doses up to 280 mg/m’, have <25,000) was more common in the IV Sndwith ive dose. o4 . Australia
produced the following symptoms: severe nausea (28;‘)““" inthe oralmelphalan arm (11%). . B Emcure F Pty Ltd.
and vomiling, decreased consciousness, A comparison of patients with ovarian cancer who Distributed by: Luminarie Pty Ltd
it i inomimeli ion was noled between poor renal received alkylaling agents with those who did not Baulkham Hills NSW 2153
effects. Damage to the gastrointestinal lining may 'U"C"O" and myelosuppression; consequently. an showed that the use of alkylaling agents, Including info@luminarie.com.au
also ensue. Severe mucosills, slomalitis, colitis, amendment to the protocol required a 50% Iphal ignif i the indi of
i of the g intesti in IV melphalan dose if the BUN was 230 mg/Di  acute leukaemia. g:;‘nz‘:t':"glsmhmr.
tract oceur at high doses (>100 mg/m?). Elevations in (210.71mmolL). The rate of severe leucopenialnthe 1 L :
o e potential benefits from melphelan
liver enzymes and veno-ooduslve' disease ocour IV armin the patients with BUN over 30 mg/DI (210.71 hydvocl:ﬂcride therapy must be weighedpun o I;‘S’S:::’r‘;fa’:“;:‘;::‘r:‘;am
I o? used by an mmdl!.) de"rs:f;"’;"ygg)* ((:/15)0"3!“;"3?";[? individual basis agains| the possible risk of the Auckland, 2012', New Zealand
= 0. L] . Iy
'.L°"’L""T (AffH) s?d""ﬂmﬁ has bele,, D:se',\,,d amendment. T:ilidmn ofasecond malls::::y . info@luminarie.com.au
adult respiralo stress ] q L
s;.%r::n:’,‘::v:b::ﬂ reparied mreql;. o = Before the dosing amendment, there was a 10% turdies have nat b in 9 DATE OF FIRST APPROVAL
(8777) incldence of drug-related death in the IV arm, animals, there is claar evidence from animal siudies 45-3-2018
Treatmenl: . After the dosing amendment, this incidence was 3% that mefphalan i carcinogenic. Intraperitoneal (1P}
The principal tis bone ppr (3/108). Thrs compares 1o an overall 1% (1/100) adnmtinisiration of melphalan in rats (54 or 10.2 10 DATE OF REVISION
leading to e 3:‘1 in the oral amm. mg/m’) and mice (2.25 er 4.5 mg/m’) thros imes per ET01
0 k for 6 followed by ths post- -
closely followed for at least 4 weeks following 5.2 PHARMACOKINETIC PROPERTIES b b LS L
age until there is of recovery, An i rals, and lung lWmers and lymphosarcomas {males)
study that AL of The ph of after IV in mice. Lung tumours were also increased in two
autologous bone marrow of growth i has been studied in adutt  olherstudies in mice (total dose: 144 mg/m’ dermal
factors (ie. filgraslim) may shorten the period of { drug plasma given as 10 injections over a period of 10 weeks;
pancytopenia, General supporlive measures uoncenlmﬂons dedined rapidly in a blexponential 3,2-51 mg/m” IP given as 12 injections over a period
togother W|:|ndapp(opnaleShI;I:I:dbeapd . plalel:s( manner with distribution phese and terminal of 4 weeks) while in one of these studies (dermal),
se halfdives of ly 10 and skin papdlomas were increased although non-
E:;’;‘:& remmws:;ys;); "l‘: g:r::;\r:n;hr:f greuggre':":; 75 minules, respectively. Eslimales of average total significantly”
fusion, e ey T oot e o (Ebes & PHARMACEUTICAL PARTICULARS
d e 254-mglm2 averdose treated with P perkg
s::i"a‘rsdusnv;rﬁve s 325 mL/min per m2) were obsarved. One siudy has 6.1 LIST OF EXCIPIENTS
contact the Poison Information Centre on 131126 a1 ml_lmmperkg alterlhe first course, to 5.5 mL/min PW‘""QIYWI
(Australia). per kg after the third course, bul did not decrease
appreciably afler the third course. Mun (2SD) pesk Wnlerforln]edlon toatotal of 1OmL.
5 PHARMACOLOGICAL PROPERTIES Iphalan plasma 6.2
5.1 PHARMACODYNAMIC PROPERTIES palients given IV melphalan at dosas nf 10 or 20 MELPHA Injection Is not compatible with Infusion
mg/m2 were 1.2 + 0.4 and 2.8 + 1.9 ugimL, saliitions contalning destrose and it s recommended
Mschanismjcfiaction respectively. that ONLY ‘Sodium Chlorido Intravanous nfusion
Cytotoxic and alkylating agent Distribution 0.8% whw be used
is a bifunctional 2 ing agenl. The steady-state volume of distribution of melphalan 6.3 SHELF LIFE
Formation of carbonium intermediates from each of is 0.5 Likg. Penetration inlo cerebrospinal fluld (CSF) in Australia, informalion on the shelf life can be found
lhe two bis- 2-chloroethyl groups enables alkylation is low. The extent of melphalan binding lo plasma on the public summary of the Australian Regisler of
through covalent binding with the 7- nitrogen of proteins ranges from 60% to B0%. Serum albumin is Therapeutic Goods (ARTG). The expiry date can be
g]ua"llr’\e on DNAE‘U'“SHIITK'"Q :wo"DNA SL':’:"dS tah"d the major binding protsin, while a1-acid gl foundonth 5
ereby prevenling cell replication. ‘e other appears ta accounl for about 20% of ‘the plasma 3
bifundlional alkylating agents, itis active against both protein binding. Approximately 30% of the drug Is GASPE:HALF'RECAUT'ONS FOR STORAGE g
resting and rapidly dividing lumour cells. (covalently) ireversibly bound to plasma proleins. g:‘;{m‘;ﬁz"‘f g
Clinlcaltrials Interaclions with immunoglobulins have been found 2
A i d p i plus IV 1o be negligible. 8
to i plus oral in the boll in
As di below, overall Melphalan is metabolised primarily by chemical Continued at top of next column
response rales at week 22 were comparable; hydrolysls to monohydroxymelphalan and
Emeure Pharmaceuticals Pry Lid
Continued al lop of next column Conlinued at iop of next column
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