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Tabaerku BKpPHTI IJIIBKOBOIO 000JIOHKOI0 110 2 MI

Jlo peecTpaniiHOro NOCBiA4EHHA
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Bin JF /O AOXO

Ilepexiaa ykpaiHChKOI0 MOBOIO, aBTEHTHYHICTh SIKOT0
NiATBEP/I’KEeHA YIIOBHOBAKEHOK 0C00010, IHCTPYKIUIL PO
3aCTOCYBaHHS JIIKApCHKOro 3aco0y, ado ingopmauii npo

3aCTOCYBaHHHA JIIKapCbKOro 3aco0y,

3aCBiYEHHMH i AMUCOM YITOBHOBa)XE€HOT OCOOH, 1110 BUCTYIIA€ BiJ iIMEHI
3asaBHUKA
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rMOCY/NIb®AH (GLOSULFAN)
BYCY/Ib®AH Tabnetku 2 mr (®.CLLUA)

Hazea npenapary
3aranbHONpHHHATa Hazea abo MHH
BYCYNb®AH tabnerku 2 mr (®. CLUA)
Toproea Hasea NMOCY/Ib®AH

Cknap
KoxHa TabneTka BKpUTa NAIBKOBO 060NOHKOIO, MICTUTD:
Bycynbdany 2 mr ($. CLUA)

Onwmc

DisuyHi BnacTusocTi (HanpuKnag, Konip, po3mip, popma, mapKyBarHa abo BiaGUTOK, NOKPUTTA)
Kpyrni Tabnetku 6inoro KoNbopy, BKPUTI NNiBKOBOK 060N0HKOID.

XimiyHa Ha3ea

4-( meTaHcynbdoHinokeu) ByrunmeraHcynbdoHar

MoneKynapHa maca

246.302

EmnipuyHa/cTpykTypHa dopmyna:

C6"14%6%2

dapmakoguHamika/PapmakokiHeTHKa

DAPMAKOOMHAMIKA

BycynedaH (1,4-6ytangion aumeraHcynbdowHat) - GidyHKujoHanbHMIA ankinyloumit areHT. BeamacTbea, WO 38'A3yBaHHA 3 AHK
Bigirpae nesHy ponb y cnocobi #oro pji; AWryaHinosi AepuBaTM i30NI0K0TLCA, ane MIMKCMYroBe 3WWUBaHHA HE OCTaTOYHO
npoAemMoHcTposaHo. OCHoBa ANA OAHO3HAYHO CENEKTMBHOrO BNMBY BycynbdaHy Ha rpaHyNoLMTONOES 40 KiHUA He 3'fAcoBaHa. Xo4a
He nikyBanbHuit [NIOCY/Ib®AH aywe edekTMBHWIA Yy 3HWKEHHI 3aranbHOi Macu rpPaHY/NOUMTIB, NONErWEHHI CHMNTOMIB
3aXBOPIOBAHHA Ta moninweHHi KniHiYHOro crany nauieHta. [JoseaeHo, wo NOCY/IbdAH Kpalle onpoMiHEeHHA CeNesiHKW, AKWO
CYAWTH NPO Yac BMXKWUBAHHA Ta NIATPMMAHHA PIBHA remornobiHy, | HacTINbKKW XK ePEKTUBHUIA ANA KOHTPOIO PO3MIPY CENe3iHKM.

SGAPMAKOKIHETHKA
BcmoKTyBaHHA:
BiogoctynHicte nepopansbHoro GycynbpaHy AeMOHCTPYE BEAWKI BHYTPIWHLO iHAMBIAYaNbHI Bapiaujl, Wo KoNMBAOTLCA Big 47% A0
103% (cepeaHii nokasHuK - 68%) y aopocaux.

fOoseaero, wo naowa nia kpusoto (AUC) Ta nikosi nnasmosi KoHUeHTpauii (Cmax) Bycynedany niHiliHo 3anexwui sig, aoau. MNiens
BBE/IEHHA PAa30BOI NepopantHoOi A03m 2 Mr Bycynbdany AUC Ta Cmax BycynbdaHy craHosmnu 125 + 17 HaHorpam/roa/mnTa 28 + 5
HaHorpam/mn BignosiaHo. MNosigoMNAN0CA NPO 3aTPMMKY MiXK BBEAEHHAM BycynbdaHy Ta BUABNEHHAM Y nnasmi ao 2 roa,
Po3nogin:

Ak nosigomnaeTbeA, obeAr posnoginy bycynbdany ctaHoBUTL 0,64 + 0,12 n/kr y Aopocnumx.

HewopaeHo 6yno poseaeHo, wo BycynbdaH y BEAHKMX A03aX HAAXOAMTL Y CNMHHOMO3KOBY piauHy (CMP) y KOHUEHTpauinx,
NOPIBHAHHMWX i3 KOHUEHTPAUiAMM, BUABNEHMMM Yy NNasMmi KpOBI, i3 cepeaHim nokasHukom CrP: nnasma 1,3: 1. Po3nopain cnuHu:
BycynbdaH y nnasmi kposi ctaHoeus 1,1: 1.

Mosigomnanoca, wWo piseHs BycynbdaHy, AKMiA € 3BOPOTHO NOB'A3aHMM 3 GinKamu NNa3mu, € He3HauYHUM abo npubnusHo 55%.
Mosigomnanoca, WO HE3BOPOTHE 3B'A3YBAHHA NpenapaTy 3 KAITMHAMK KPOBi Ta BinKamu naasmu KPOBi CTaHOBMTL BignosigHo 47%
Ta 32%.

Mertaboniam:

Mertabonism bycynbdaHy nepepbayae peakuilo 3 rayTaTioHom, Aka BiaGyBaeTbea 4Yepes neyiHKy | onocepeaKOBYETLCA TAYTATIOH-S-
TpaHcdepazoio. Ceyosi merabonith Bycynbdany bynu BusHaueHi ak 3-riapokcucynbdonan, 1-okcupg TetparigpotiodeH Ta cynedonan
y NauieHTi8, AKI OTPUMYBanu BUCOKY Ao3y BycynbdaHy. lywe mano BycynbhaHy BUBOAMTLCA 3 CeUelo B He3MiHeHOMY BUrNsa.
BuBegeHHs:

CepegHiii nepioa HaniesuBeaeHHA BycynbdaHy cTaHOBUTL Big 2,3 A0 2,8 roa. Lopocni nauieHTM NpPoaeMOHCTPYBANM KAIPEeHC
bycynedaHy 2,4-2,6 mn/xs/kr. MoBigoMnanocs, Wo nepios HaniBBMBEAEHHA BycynbdaHy smeHWYETbCA NPU NOBTOPHOMY ,u.oayaanm,
WO A03BONAE NPUNYCTUTH, WO BycynbdaH noteHujiiiHo 36inbwye BnacHuii metabonism. Aywe mano (sig {
BHUBOAUTLCA 3 CeYew B Heawueuomy Blo'll”.nﬂp,l




MNoxasaHHA
BycynbdaH NoKasaHWid, AK NiAroToBYe NiKYBaHHA Nepej TPaHCNNaHTaUiel remonoeTHYHOl NPOreHiTOPHOI KNITUHM Y NaLieHTIB, KoNu
KombiHauis BUCOKKUX 003 BycynbdaHy Ta uMKnohochamisy BBaKAETCA HAMKPaLLMM AOCTYMHUM BapiaHTOM.

BycynbdaH noKasaHuWi ANA NaniaTMBHOrO NiKyBaHHA XPOHIYHOI Gas3n XPOHIYHOro rpaHyNOLMTAPHOrO NeiKo3y. Takow ebeKTUBHMUIA
npY NpoAYyKYyBaHHi TpUBanoi pemicii npu noniumTemii, 0co6aMBO Y BUNAAKaX i3 BUPAKEHUM TPOMBOLNTO30M. KOPUCHMIA B OKpemux
BMNaaKax eceHuianbHoi TpomboumTtemii Ta mienodibposy.

PexomeHgoBaHa go3a

FNOCY/Ib®AH noBUHEH NPU3Ha4aTUCA TiNbKK Nikapem-daxiBLEem, AKKUIA MaE A0CBIA NiKyBaHHA npobaeMm 3 kpos'io.

FNOCY/Ib®AH HeobxiaHO 3aBxAM NPUIAMaTH BIANOBIAHO A0 pekoMeHAalil nikapa. BaaWBo npuiimaTv npenapar y sianosigHwii
yac. Ha eTMKeTL yNakoBKM BKa3aHO, CKiNbKKU TabNeTOK NPUIAMaTH | AK 4aCTO iX NPUAMAaTH. AKWO Ha ETUKETL He HanucaHo abo AKWO
BW He BNeBHEHI, 3BepHITLCA A0 NiKapa, MeacecTpu Yu dapmauesta. KosTatu TabaeTku cig WinMmu, 3anuBatoum CKARHKOK BOAW.
TabneTtku He namatv, posmuHaTh abo skysatu. [losysanns MNIOCY/Ib®AH 3anexwuTs Big BianosigHoi npobnemu 3 kpos'io abo paky
Kposi. JliKap TaKOX MOMXe 3MIHUTU A03Y Nif YaC NiKYBAHHA, 3aN€XHO Bif, NOKa3aHb NaujeHTa. AKWO NPUIAMaTH BEANKY 403y
FNOCY/Ib®AHY, nikap TakoX MOXe NPU3HAYUTH iHWKMIA NiKapcoKuid 3acib, Aknit HasuBaeTbea BeHsogiasenit. BiH 4ONOMOMNE YHUKATH
nNpUCTYNiB.

CraHaapTHa nepla A03a CTaHOBMTL A0 4 Mr, WO A3ETLCA AK Pa3oBa 403a. MoTim Nikap BU3HAYaE PO3MIP HACTYNHMX 403, BUXOAAYM 3
8arv nauiexTa. 3a3suyaii nikysaHHA Tpueae Big 12 ao 20 TkHIB. Moxe ByTn Ginblue OAHOTO KypCy NiKyBaHHA. [leAKUM IOAAM
AoBoAuTLCA npuimatu MNTIOCY/Ib®AH npotarom AoBroro nepiogy Yacy. AKWO HeobxiagHO NpMHMaTH et 3acib A0BrocTpoKOBO,
CTaHAapPTHa A03a CTaHOBMTL BiA 0,5 Mr 40 2 Mr WoaHA. AKWO 4033 MEHLLE 2 M WOAHA, NiKap MOMEe NonpocuTH NPUIAMaTH TabaeTKu
nuwe B nesHi AHi. HeobxiaHO peTenbHO AOTPMMYBATMCA BKas3iBOK NikapA. XpOHIMHMIA MIENOiaHMIA neiiko3 y AiTel 3ycTpivaeTbea
PiAKO, | Hemae pekomeHa0BaHOT 403K TNOCY/IbPAHY.

MpotunoxasaHHA

FNOCY/Ib®AH He cnig 3acTocoByBaTW naujeHTam, xsopo6a AKMX NoKasana CTikictb Ao Bycynbdany. [NTOCY/NIb®AH He chig aasaTy
nauieHTam, AKi paile mManu peakuito rinepyyTansocti 4o Bycynbdany abo 6yab-AKOro iHWOro KOMMOHeHTa npenapary.

MonepepxeHHA Ta 3anobiXHi 3axoau

Haii6iNbw NOCAIAOBHOK TOKCUYHICTIO, NOB'A33HOI0 3 A03010, € NPUTHIYEHHA KICTKOBOrG MO3Ky. Lle MOXe NpOSBASTUCA aHemicio,
neiKoneHielo, TpombouuToneHielo abo 6Gyab-akoio ix kombiHaujieln. O608'A3KOBO NALEHTM MalOThb HEraiHO MOBIAOMAATM npo
PO3BMTOK IMXOMAHKM, aHriHK, O3HaK Micuesol iHekuii, kpoBoTeyi 3 ByAb-AKOI AinAHKK ab0 CUMNTOMIB, LG CBiaYaTL npo aHeMmilo.
ByAb-AKMIA 3 UMX 3HAYEHb MOXKE BXA3yBaTM Ha TOKCWYHICTL BycynbdaHy; OAHAK BOHW TaKOX MOXYTb BKa3yBaTW Ha nepeTBopeHHA
3axBOploBaHHA B roctpy «BnactuuHy» dopmy. Ockinbku, BycynbdaH MOMe MaTtu BRAus i3 3aTPUMKOIO, BaWAMBO TMMYacoBO
BIAMIHKMTW NlikKM NpPY MEpWWX O3HaKax aHOPMaNLHOrO BEAMKOrO abo BUKNIOYHO LIBUAKOFO nagiHHa Byab-AKOro 3 yTBOpEHWx
€NeMeHTIB KpoBi. [lauieHTam HIKONAM HEe MOXKHA [03BONATW NpUAMaTH npenapat 6e3 peTenbHOro MeAUYHOro Harnsgy.
MosigomnAnoca NPoO CyAOMM Y NaUiENTIB, AKi OTpUMyBanu BycynbdaH. Ak i byab-akuii NOTEHUiAHO eninenToreHHuii npenapar, cnig
AOTpuUMyBaTUCA 06epexHOCTi Npu NpusHayeHHi BycynbdaHy nauieHTam 3 aHamHe3om CYAAOMHOro po3nagy, TpaBmow ronosu abo
NPUAOMOM IHWMX MNOTEHUIWHO eninenToreHHUX npenapatis. [feaki A[0CAIAHWUKM 3acrocoByBand npodinaktuuHy Tepaniio
NPOTUCYAOMHUMM NPenapaTamu.

B3aemogpjn 3 iHWUMKM NiKapcbKUMK 3acobamu
BakuuHauia KMBUMM OpraHiamamu He pekomeHAoBaHa ocobam 3 ocnabrienum imyHiTetom (aus. «MonepegeHHA Ta 3anobimHi
3axoau»).

Aif IHWKUX LWMTOTOKCKKIB, L0 BUKNUKAKOTL NEreHeBY TOKCUYHICTL, MOXe 6yT1 agMTUBHOIO.

Mpuitom GeHiToiHy NauieHTamu, AKi OTPUMYIOTE BUCOKY A03Y BycynbdaHy, MOXKe Npu3secTH A0 3HMMEHHA MIENOBNATUBHOIO edekrTy.
MNoBifAOMAANOCA, WO Yy NAUIEHTIB, AKI OTPUMYBaNU BUCOKY A03y BycynbpaHy 3 0aHOYACHUM nNpuiHoMoM iTpaKkoHa3ony, KnipeHc
BycynbgaHy 3HnyBaBca npubausHo Ha 20% npu BiANOBIAHOMY NigBULLEHHI PiBHA Bycynbdany B nna3mi Kposi. Mosigomnanocs, wwe
METPOHIAa30. 36inbliye 3aNMWKOBWIA piseHb Bycynbdany npubausHo Ha 80%. ®nyKOHa30N He BNAMBAB Ha KAipeHc Bycynbdany.
Omke, NoBIAOMNAETLCA, WO BMCOKI A03M BycynbdaHy B noeaHaHHi 3 iTpakoHasonom abo METpoHiaasonom acouiloloTbCa 3
NiABULLIEHUM PU3MKOM TOKCUYHOCTI BycynbdaHy (auB. «MonepemeHHa Ta 3ano6ixkHi 3axoam »).

Y naujeHTiB, AKi OTpUMyBanu BUCOKy Ao3y BycynbdaHy Ta uuknopocdamiay, konn nepwa fo3a uMknodocdamiay yna BiaknageHa
Ha > 24 roAuHU MNiCNA OCTaHHLOI A03M BycynbdaHy, CNOCTEPIraNocA 3HWKEHHA BUNAAKIE NEYIHKOBOI BEHOOKNIO3II Ta iHWMX
TOKCUYHOCTEN, NOB'A3AHNX 3 PEXUMOM,

DepTunbHicTs, BariTHicTb Ta nakTauia

BariTHicTb:

Ak iy BUNaaKy 3 yCi€l UMTOTOKCUYHOK XimioTepanielo, cnia nopaauTv apeksaTtHi 3acobu KOHTpauens
npuiimace bycynboaH. :
33 MOMAMBOCTI, CAif, YHMKATKM 3acTocyBaHHA BycynbdaHy nig uyac saritHocTti. Y AOCNiAKeHHAX

NPU3BOAME A0 NOPYLEHHA GEPTUALHOCTI Y NOTOMCTBA. Y KOMHOMY OKpEeMOMY BUNaAKy oyiKyBaHa k
MOBUHHA OYTH 3BaXKEHA LWOAD MOXIMBOrO PU3UKY ANA NNOAY.



MNoBiAOMAANOCA NPO AEKiNbKa BUNaAKiB BPOAXKEHUX MOpylleHb, AKi He 060B'A3KOBO BIAHOCATLCA A0 BycynbgaHy, a BNAUB Ha
TPETEOMY TPMMECTPI MOXKe 6yTW NOB'A3aHWIA 3 NOPYLWEHHAM BHYTPIWHLO MAaTKOBOro 3pocTaHHA. OfHaK 3ahikcoBaHO Takox 6arato
BMNAAKiB HADOAXKEHHA HOPMaNbHUX AiTel nicas Bnansy Bycynbdany BHYTPILWHLOYTPO6HO, HaBiTL NPOTATOM NEPLIOro TPUMECTpPY.
Nakrauyia:

Hesiaomo, un oupoautuca Gycynudan abo Woro metaGoniT B rpyaHe MONOKO NIOAMHW. Matepi, aki npuiimaiots GycynsdaH, He
NOBMHHI roAYBaTHA rpyAbMM CBOIX AiTei.

He6awaHwuii Bnaue: Nobiuni Al

Oywe vacro ( 6inbwe 1 3 10 noaen)

3HUMKEHHA KiNbKOCTI KNITKUH KpOBi Ta TpombBouuTis,

noraxHe camono4yTTa (Hyaora), 61108aHHs, Aiapes Ta BUPa3KKU y POTi - NPH BUCOKKUX A03ax MNOCY/IbOAHY,

NOXOoBTiHHA binkie oueit abo WKipK (3KOBTAHMUA) Ta YpPaXKeHHA NeYiHKK - NPy BUCOKKMX A03ax [NTIOCY/Ib®AHY.

Y KIHOK MOXKE NPUNUHUTACA MEHCTPyaulin, pepTUabHICTe Moxe 6yTH nopylueHa, a MeHonay3a MoXe NOYaTUCA PaHO - NP BUCOKMX
noszax INNMOCYNbDAHY.

Y AiBYaTOK NOYATOK CTAaTEBOrO A03PIBAHHA MOXKE 3aTArHYTUCA ab0 3yNUHWUTUCA.

Y xnonu4ukis i 4oN0BIKIB yTBOPEHHA CNEPMaTO30IAIB MOMKE 3aTATHYTUCA, 3MEHLWWTUCA 360 3YNUHWUTHCA, @8 AEYKA MOMYTb IMEHLWNTUCA
B po3mipax.

3ananeHHA nereHb 6e3 o3Hak iHderwil (Tak 3BaHMIH CHHAPOM NHEBMOHIT) - NPK BUCOKMX A03ax TNIOCY/TbOAHY.

Bigomi cumnTomu nepeso3yBaHHA Ta 0CO6NMBOCTI IXHLOO NiKyBaHHA:

CnocTepiraeTbCA WAYHKOBO-KMLIKOBA TOKCHYHICTb 3 MYKO3UTOM, HyAOTOlo, 6nIOBOTOI0 Ta Ajapeeio, akwo [IOCY/Ib®AH
3aCTOCOBYBATH PasOM 3 TPAHCNNAHTALEID KICTKOBOrO MO3KY.

AHTHAOT A0 BycynbgaHy HesiaoMMiA. OCHOBHMMM TOKCMYHMMU edEeKTaMW € Aenpecia KiCTKOBOTO MO3KY Ta MaHUMTONEHIA.
emaTonoriyHui CTaTyc Cnif, PEeTeNbHO KOHTPONKBATM Ta NpU HEOBXIAHOCTI BXKMBATM IHTEHCMBHMX NIATPUMYIOUMX 3aXOAiB.
BuKAMKaHHA 6/110BOTH 360 NPOMMBAHHA LWIYHKA 3 NOAANBLWKM NPUIAOMOM aKTUBOBaHOrO Byriana GyAyTh NoKasaHi, AKWO npenapar
Gyno npuitHATO HewoaaBHo. [liania MOXe pO3rNsaarTuca Npu NiKyBaHHI Nepeao3yBaHHA, OCKIAbKM € 1 38iT npo ycniwHWiA gianis
bycynbdany.

Ao3ysaHHsA, popma BUNycKy Ta IHCTPYKUIT Wwoao 36epiranua:

Tabnetku BUNYCKAIOTLCA B 403yBaHHi 2 Mr. Tabnetku 6inoro konwopy, Kpyrnoi ¢popmu, 3 06ox cropiH 6e3 eigbuTkis MOKPUTUX
nAigkoBoi 060/10HKOI0. BaicTep no 10 TabneTok Ta 10 6nicTepis & ynakosui INTOCY/Ib®AH.

MpumiTia: Yci cTMAi yNakoBKK MOMKYTb He NpOAaBaTUCA.

36epiratu npu Temnepatypi Hukye 30 °C. 36epiraTi B 3axuULIEHOMY Bia cBiTha micui. 36epirati B HeAOCTYNHOMY ANA AiTel.

YBaXKHO NPOYMTANTE IHCTPYKLUIIO-BKNAAWLL.

HA3BA TA AOPECA BUPOBHWUKA/BNTACHUKA MPO PEECTPALYIKO NIKAPCbKOIO 3ACOBY

BupobneHo B IHaji:

Komnauia NTOBE/TA ®APMA MsT. /lTA.

357, Anci Ad.Ai.Ci, CAYIH,
CYPAT - 394 230, LUTAT I'YAXAPAT, IHAIA

www.globelapharma.com




Ir'1oCYJb®AH

TabseTkH BKPHTI IUIIBKOBOIO 000JIOHKOK0 1O 2 MTI

Jlo peecrpauiiinoro mocsiguenns

Ne L/A /75 3&; /cfy/ Yy

Bin 6 70 oo

Indopmanis npo 3acTocyBaHHs JIKapCbLKOro 3acody,
3aTBEpPAKeHa 3ri/IHO 3 HOPMATHBHHMH BUMOIraMH KpaiHHU
3agBHuKka/BupoOHuka abo KpaiHu, peryJisiTOpHUH OpraH

SIKOI KePYEThbCH BHCOKHMH CTAHAAPTAMH SIKOCTI, 110

BLANIOBIAAKOTH CTAaHAApPTaM, pekoMeHaoBanuM BOO3,

3aCBiT4EHA MIiJMMCOM YIIOBHOBA)XEHOT 0COOM, IO BUCTYIAE Bijx imeHi
3asgBHUKA.

3aasunk: [JIOBEJIA ®APMA IIBT. JIT/., Ina {p
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GLOSULFAN

BUSULFAN TABLETS USP 2 MG

Product Name

Generic Name or INN
BUSULFAN TABLETS USP 2 MG
Brand Name GLOSULFAN

Name and Strength of the active Ingredient s)
Each film coated tablet contains
BUSULFANUSP ... . 2ME

Product Description

Physical Properties (e.g color, size, shape, marking or imprint, coating)

AWhite colour round shaped film coated Tablets.

~Chemical Name

4-{methanesulfonyloxy)butyl methanesulfonate

Molecular weight

246.302

Empirical / Structural formula:

6"14%'2

nhammdwamksfmﬂn-mumﬂu PHARMACODYNAMICS

Busulfan (1,4-b dial di [fonate) is a bifunctional alkylating agent. Binding to DNA is believed
to play a role in its mode of action and di-guanyl derivaties have been isolated but interstrand crosslinking
has not been conclusively demonstrated, The basis for the uniquely selective effect of busulfan on
granulocytopoliesis is not fully understood. Although not curative, GLOSULFAN is very effective in reducing
the total granulocyte mass, relieving the symptoms of diseage and improving the clinical state of the patient.
GLOSULFAN has been shown to be superior to splenic irradiation when judged by survival times and
maintenance of haemoglobin levels and is as effective in controlling spleen size.

PHARMACOKINETICS

Absorption:

The bicavailability of oral Busulfan shows large intra-individual variations ranging from 47% to 103% (mean
68%) in adults.

The area under the curve (AUC) and peak plasma concentrations (Cmax) of Busulfan have been shown to be
linearly dose Following administration of a single 2 mg oral dose of Busulfan, the AUC and Cmax
of Busulfan were 125417 nanograms.h/ml and 2845 nanograms/mi respectively. A lag time between
Busulfan administration and detection in the plasma of up to 2 h has been reported.

Distribution:

Busulfan is reported to have avolume of distribution of 0.64+0.12 L/kg in adults.

Busulfan given in high doses has recently been shown to enter the cerebrospinal fluid (CSF) in
concentrations comparable to those found in plasma, with a mean CSF:plasma ration of 1.3:1. The
saliva:plasma distribution of Busulfan was 1.1:1,

The level of busulfan bound reversibly to plasma proteins has been variably reported to be insignificant or
approximately 55%. Irreversible binding of drug to blood cells and plasma proteins has been reported to be
47% and 32%, respectively.

Metabalism:

Busulfan metabolism involves a reaction with glutathione, which occurs via the liver and is mediated by
glutathione-S-transferase. The urinary metabolites of busulfan have been identified as 3-

hydrexysulpholane, h 1-oxide and sulpholane, in patients treated with high-dose
Busulfan Very little busulfane is excreted unchanged in the urine.
Elimination:

Busulfan has a mean elimination half life of between 2.3 and 2.8 h. Adult patients have demonstrated a
clearance of busulfan of
2.4 to 2.6 mifmin/kg. The elimination half life of busulfan has been reported to decrease upon repeat dosing
suggesting that busuifan potentially increases its own metabolism. Very little (1 to 2%) busulfan is excreted
unchanged in the urine,

Indication

Buslphan is indicated as conditioning treatment prior to h pmeﬂibor cell transplantation in
patients when the combination of high dose b and cyclophasphamide is ¢ d the best
available option.

Busiphan is indicated for the palliative treatment of the chronic ph f chronic g locytic lewk ia

Also effective in producing prolonged remission in polycythaemia vera, particularly in cases with marked
thrombocytosis. Usefulin selected cases of essential thrombocythaemia and myelofibrosis.

Recommended Dose

GLOSULFAN should only be given to you by a specialist doctor who is experienced in treating blood
problems.

Always take GLOSULFAN exactly asyour doctor has told you. Itis important to take your medicine at the right
times. The label on your pack will tell you how many tablets to take and how often to take them. If the label
doesn't say or if you are not sure, ask your doctor, nurse or pharmacist. - Swallow your tablets whole with a
glass of water.

Do not break, crush or chew the tablets, The dose of GLOSULFAN depends on your blood problem or blood
cancer. Your doctor may also change your dose during your treatment, depending on your needs

If you take a high-dose of GLOSULFAN, your doctor may also prescribe another medicine called a
benzodiazepine, This will help to stop you having a fit.

The usual first dose is up to 4 mg, given as a single dose, Your doctor will then decide on the size of the next
doses, based on your weight. The treatment is narmally a course which lasts for 12 to 20 weeks. You may
hawve more than one course of treatment. Some people have to take GLOSULFAN long term. If you have to
take it long term, the usual dose is 0.5 mg to 2 mg each day. If your dose is less than 2 mg each day, your
doctor might ask you to take tablets only on certain days. Follow your doctor's instructions.

carefully. Chronic myeloid leukaemia is rare in children and there is no recommended dose of
GLOSULFAN Contraindications

GLOSULFAN should not be used in patients whose disease has demonstrated resistance to busulfan.
GLOSULFAN should not be given to patients who have previously suffered a hypersensitivity reaction to the
busulfan or any other component of the preparation.

Warnings and Precautions

Ihe most consitent, dose-related toxicity is bone marrow suppression, This may be mantfest by anemld,
leukopenia, thrombocytopenia, or any combination of these. It is imperative that patients be instructed to
raport promptly the developmant of fever, sore throat, signs of lncal infertion, hleeding from any site, ar
symptoms suggestive of anemia. Any one of these findings may indicate busulfan toxicity; however, they
may also indicate transformation of the disease to an acute “blastic® form. Since busulfan may have a
delayed effect, it is impartant to withdraw the medication temporarily at the first sign of an abnormally large
or exceptionally rapid fall in any of the formed elements of the blood. Patients should never be allowed to
take the drug without close medn:alsuozrvlsmn Seizures have been reported in patients receiving busulfan.
As with any p tiall ic drug, stion should be exercised when administering busulfan to
patients with a history ol‘selzure disorder, head trauma, or receiving other potentially eplieptogenic drugs.
Some i hawve used prophylactic antic Isant therapy in this setting.

Interactions with Other medicaments
Vaccinations with live i i
‘Warnings and Precautions).

The effects of other cytotoxics producing pulmonary toxicity may be additive

The administration of phenytoin to patients receiving high-dose Busulfan may result in a decrease in the
myeloblative effect.

In patients receiving high-dose Busulfan it has been reported that co-administration of itraconazole
decreases clearance of Busulfan by approximately 20% with corresponding increases in plasma Busulfan
levels. Metronidazole has been reported to increase trough levels of Busulfan by approximately 80%.
Fluconazele had no effect on Busulfan clearance. Conseguently, high- dose Busulfan in combination with
ltraconazole or metronidazole is reported to be associated with an increased risk of Busulfan toxicity (see
‘Warnings and Precautions).

A reduced incidence of hepatic veno-ccclusive disease and other regimen-related toxicities have been
observed in patients treated with high-dose Busulfan and cyclophosphamide when the first dose of
cyclophosphamide has been daiaw.'d for > 24 hours after the last dose of busulfan.

Fertility, Pregnancy and L

As with all cytotoxic chematherapy, idequate contraceptive precautions should be advised when either
partner is receiving Busulfan.

The use of Busulfan shauld be avaided during pregnancy whenever possible. In animal studies {see section
5.3 Preclinical Safety Data) it has the potential for teratogenic effects, whilst expasure during the latter half
of pregnancy resulted in impairment of fertility in offspring. In every individual case the expected benefit of
treatment ta the mother must be weighed against the possible risk to the foetus.

A few cases of congenital abnormalities, not necessarily attributable to busulfan, have been reported and
third trimestar exposure may be associated with impaired intra-uterine growth. However, there have also
been many reported cases of apparently normal children born after exposure to Busulfan in utero, even
during the first trimester.

Lactation:

It is mot known whether Busulfan or its metabolites are excreted in human breast milk. Mothers receiving
Busulfan should not breast-feed their infants

are not recor d in i 3 vised individuals (see

Undesirable Effects: Adverse reactions

Very common (affects more than 1in 10 people)

adropin the number of blood cells and platelets

feeling sick {nausea), being sick {vomiting), diarrhoea and mouth ulcers - with high doses of GLOSULFAN
yellowing of the whites of the eyes or skin {jaundice) and liver damage - with high doses of GLOSULFAN

in women, periods may stop, fertility may be affected and the menopause may start early - with high doses
of GLOSULFAN

in girls, the start of puberty may be delayed or prevented

in boys and men, sperm production may be delayed, reduced or stopped and your testicles may reduce in
size

inflammation of the lung with no sign of infection - called pneumonia syndrome = with high doses of
GLOSULFAN.

Overdose and Treatment

Gastrointestinal toxicity with mucositis, nausea, vomiting, and diarrhea has been observed when
GLOSULFAN was used in association with bone marrow transplantation.

There is no known antidote to busulfan. The principal toxic effects are bone marrow dapression and
pancytopenia. The hematologic status should be closely monitored and vigorous supportive measures
instituted if necessary. Induction of vemiting or gastric lavage followed by administration of charcoal would
be indicated if ingestion were recent. Dialysis may be considered in the management of overdose as there is
1 report of successful dialysis of busulfan,

Dosage Forms, Packaging & Storage

The tablets are available in single strengths of 2 mg. The tablets are white color, round shaped, both side
plain, film coated Blister pack of 10 tablets per blister and 10 blister per pack of GLOSULFAN.

Note: All Pack style may not be marketed.

Store below 30° C. Protect from light. Keep this medicine out of reach and sight of children. Read the pack
insert carefully
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ca}lobcla‘ Pharma Pvt. Ltd.
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