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rNOCY/NIb®AH (GLOSULFAN)
BYCY/Ib®AH tabnetku 2 mr (®.CLUA)

Hazea npenapary
3aranbHONPUIAHATA Hazea abo MHH
BEYCY/Ib®AH tabnetku 2 mr (®. CLUA)
Toprosa Hazea MMOCY/Ib®AH

Cknap
KorHa Tabnetka BKPUTa NNIBKOBOK 060N0HKOIO, MICTUTh:
Bycynbdany 2 mr (. CLLA)

Onuc

@i3uuHi BracTuBOCTI (HanpuKnag, KoAip, po3mip, popma, MapKyBaHHA abo BiAGUTOK, NOKPUTTA)
Kpyrni tabnetku 6inoro Konbopy, BKPUTI NNiBKOBOK 06010HKOH.

XimiuHa Ha3ea

4-( meTaHcynb$OHINOKCH) ByTUAMETAHCY b OHAT

MonexkynapHa maca

246.302

EmnipuuHa/cTpykTypHa dopmyna:

%6"14%6°2

dapmakoguHamika/PapmaKokiHeTHka

PAPMAKOOUHAMIKA

Bycynedan (1,4-6ytangion aumertaHcynbdoHat) - GidyHKLIOHANBHUIA ANKiNylOuMi areHT. BeawaceTbea, WO 38'AsyBaHHA 3 [JHK
Bidirpae nesHy ponb y cnocobi Woro Aji; AWryaHiNOBI AEpMBaTH I30/1I0I0TbCA, ane MiIKCMYroBe 3LUMBAHHA HE OCTaTOYHO
npoAemMoHcTposaHo. OCHOBA ANA 0AHO3HAYHO CENEKTUBHOO BNUBY BycynbdaHy Ha rpaHyoLMTONoes 40 KiHUA He 3'acoBaHa. Xoua
He JfikyBanbHuii TNIOCY/Ib®AH ayxe edekTMBHMA Y 3HMMEHHI 3aranbHOl Macu rpaHynoLMTIB, NONErUEHHI CMMATOMIB
3aXBOPIOBAHHA Ta NOAINWeHHi KAiHIYHOro cTaHy nauieHTa. flosegeHo, wo MMOCYNIb®AH Kpalwe ONPOMIHEHHA CenesiHKK, AKLWOo
CYAUTH NPO Yac BUXMMBAHHKA Ta NIATPUMAHHA PIBHA remornobiny, i HACTINIbKKM K eEKTUBHMIA ANA KOHTPOIKO PO3MIPY CENEe3iHKM.

G®APMAKOKIHETMKA
BcmoKkTyBaHHA:
BiogocTynHicts nepopanbHoro 6ycynbdaHy AeMOHCTPYE BEWKI BHYTPILIHLO iIHAMBIAYaNbHI Bapialii, Wo KONUBaOTLCA Big 47% [0
103% (cepepiHiit NoKasHUK - 68%) y AOPOCAMX.

foeeneHo, wo naowa nig kpusoto (AUC) Ta nikosi nnasmosi koHueHTpauii (Cmax) Bycynbdany niHiliHo 3anesxHi sia aoau. Micas
BBEAEHHA Pa3oBoi nepopanbHoi fosun 2 mr bycynsdaHy AUC ta Cmax BycynbdaHy craHosuam 125 + 17 HaHorpam/rog/mn 1a 28 £ 5
HaHorpam/mn BianosigHo. MoBIZOMAANOCA NPO 3aTPUMKY MiK BBEAEHHAM BycynbdaHy Ta BUABNEHHAM Yy Naasmi 4o 2 rog.
Po3nogin:

Ak noBigomnAeTbLeA, obear posnoainy bycynsbaHy ctaHoBUTb 0,64 + 0,12 n/kry gopocaux.

HewogasHo 6yno gosegeHo, wo BycynbdaH y BEAMKWX 403aX HAAXOAWUTb Yy CNUHHCOMO3KOBY pignHy (CMP) y KoHueHTpauiax,
NOPIBHAHHWX i3 KOHUEHTPaLiAMKM, BUABAEHUMM Y NNasmi Kposi, i3 cepegHim nokasHukom CMP: nnasma 1,3: 1. PO3NOAIN CAMHMU:
BycynbdaH y nnasmi kposi ctaHoeus 1,1: 1.

Mosigomnanocs, wWo piseHb BycynbgaHy, AKMIA € 3BOPOTHO NOB'A3AHUM 3 6iKaMK NNa3Mu, € He3HaYHMM abo npubaunsHo 55%.
Mosigomnanoca, Wo He3BOPOTHE 3B'A3YBaHHA NPenapaty 3 KAITMHaMW KPOBi Ta 6inkamu naasmm KPOBi CTAHOBUTL BiANOBIAHO 47%
Ta 32%.

Mertabonizm:

Mertabonism BycynbdaHy nepeabayae peakuilo 3 ryTaTioHom, Aka BiabysaeTben yepes NeYiHKy | ONocepeaKoBYETLCA TNYTaTIOH-S-
TpaHcdepasoio. Cevosi metabonitn Bycynbdany 6yau BusHaueHi ak 3-riapokcucynbpona, 1-okcup TetparigpotiodeH Ta cynbdonan
y NAUIEHTIB, AKi OTPMMYBANW BUCOKY 03y BycynbdaHy. [lyke mano BycynbdaHy BUBOAUTLCA 3 CeYelo B He3MiHeHoMY BUrARAI.
BusepeHHA:

CepegHiit nepios HaniseuBeaeHHA BycynbdaHy cTaHoBMTL Big 2,3 A0 2,8 roa. lopocAi nauieHTM NPOAEMOHCTPYBaNM KJipeHc
BycynbbaHy 2,4-2,6 mn/xs/kr. Mosigomnsnocs, wo nepiog, HaniesmseseHHA BycynbdaHy 3MEHWYETLCA NPU NOBTOPHOMY ,n,asyBaHHl
Wo A03BONAE NPUNYCTUTH, WO Bycynbdan noteHuiiHo 36inbluye Bnackwii metaboniam. fyxe mano (Big 1 no 296
BUBOAMTLCA 3 CEUel0 B HE3MIHEeHOMY BUrnaaj. ¢ @Q‘E




MokasanHA
BycynbdaH nokasaHmid, AK NiAroToBYe NiKyBaHHA Nepej, TPaHCMIaHTaLiE0 remonoeTUYHOT NPOreHiTOPHOT KAITMHM Y NaLieHTIB, Konw

KombiHaLia BUCOKMX 403 Bycynbpany Ta umknodocdaminy BBaXaeTbCa HaMKPALLMM AOCTYNHUM BapiaHTOM.

BycynbdaH nokasaHwi ANA NaniaTMBHOTO NiKYBaHHA XPOHIYHOT Gasi XPOHIYHOTO rPaHYNIOLWMTAPHOrO Neiko3y. Takow epeKTUBHMUIA
npv NPOAYKYBaHHI TPMBanoi pemicii npu noniuuTemii, ocobnmso y BunagKax i3 BUPaKEHUM TPOMEBOLMTO30M. KOPUCHWIA B OKpemumx
BMNaaKax eceHuianbHol TpombouuTemii Ta mienodibposy.

PekomeHpaoBaHa f03a
IMOCY/Ib®AH nosuHeH NpU3HAYaTUCA TiNbKK NikapeM-¢paxisLem, AKUA MaE A0CBIA NiKyBaHHA Npo6aem 3 Kpos'io.

FNOCYNb®AH HeobxiaHO 3aBXAM NPUIAMaTK BIANOBIAHO A0 PEKOMEHAAUIN nikapa. BawnuMeo npuitmaTi npenapart y sianosiaHui
4ac. Ha eTUKEeTL YNaKoBKM BKa3aHO, CKiNbKY TabNeToK NpUiMaTH i Ak 4acto ix NnpMiiMaTh. AKLLO Ha ETUKETL He HanucaHo abo AKWO
BW He BNEBHEHI, 3BEPHITLCA A0 NiKapa, MeacecTpy Yu dapmauesTa. KoBTatTv TabAeTKU CAif LiIMMK, 3aNWBaIOYM CKAAHKOK BOAM.
TabneTku He namatu, posmuHaTh abo wysaTu. [lo3ysaHHsa [IOCY/IbOAH sanexuTb Big BignoBigHOI Nnpobaemu 3 Kpog'to abo paky
KpoBi. Jlikap TaKOX MOXe 3MIHUTM [03y Nif 4Yac NiKyBaHHA, 3a/1eXHO Bif, NOKa3aHb NalieHTa. AKWO NPUIAMATKH BENWKY 403y
FNOCYNb®AHY, nikap TaKoX MOXKe NPU3HAYUTH iHWKIA NiKapcbKuit 3aci6, AKMIA Ha3uBaETbeA BeHsoaiaseniH. BiH aonomoe yHUKaTh
NPUCTYNiB.

CraHgapTHa nepla 403a CTaHOBMTbL A0 4 M, LU0 AA€ETLCA AK Pa3oBa 403a. [0TiM Nikap BU3HauaE Po3mip HaCTYMHUX 403, BUXOAAUM 3
Baru naujieHTa. 3a3Buu4aii NikyBaHHA TpuBae Bia 12 A0 20 TwkHIB. Moxe ByTu Binblue oAHOro Kypcy NiKyBaHHA. [eAKUM Nioaam
QA0BOAUTLCA NpuiimaTtu MNOCY/Ib®AH npotarom gosroro nepiogy uacy. AKWO HeobXigHO NpUMaTH Lei 3acié JOBrocTpoKoBo,
CTaHAaPTHA [1033 CTaHOBUTL Big 0,5 Mr 40 2 Mr WOAHA. AKLLO 4033 MEHLE 2 MT LWWOAHA, NIKap MOXE NONPOCUTH NPUHMAaTH TabneTku
nvwe B neBHi AHI. HeobxiAHO peTenbHO AOTPUMYBATMCA BKa3iBOK Nikaps. XPOHIYHMIA MIENOiAHWH neiikos y aiTeid sycTpivaeTbea
piaKo, i Hemae pekomeHA0BaHOT 403K TNTOCY/IbPAHY.

lNMpoTunokasaHHA

FNOCYNIb®AH He cnig 3acTocoByBaTW naujeHTam, xsopoba AKMX NoKa3ana cTiikictb Ao BycynsdaHy. IMTOCY/Ib®AH He cnig aasaTv
NauieHTam, ki paHiwe manu peakuiio rinepuyTausocti Ao Bycynbdany abo 6yab-AKOro iHWOro KOMNOHeHTa Npenapary.

NonepepenHn Ta 3anobixHi 3axoau

Haitbinbl nocnif0BHOK TOKCUYHICTIO, MOB'A33HOI0 3 403010, € NPUTHIYEHHA KICTKOBOrO MO3Ky. Lle moXKe NpoABNATUCA aHeMmiEl,
neiikonexieo, TpombouuToneHiclo abo bByab-akol ix KombiHauiclo. O608'A3KOBO NALJEHTM MalOTb HEraHo noBigOMAATH Npo
PO3BUTOK JIMXOMaHKH, aHTiHK, 03HaK MicLesol iHdekuji, KpoBoTeui 3 Byab-AKOI AinAHKK abo cMMNTOMIB, LG CBiAYaTb MPO aHeMmilo.
ByAb-AKMIA 3 LMX 3HAYEHb MOXKE BXa3yBaTW Ha TOKCUYHICTb BycynbgaHy; OfHaK BOHW TaKOX MO3KYTb BKa3yBaTW Ha NEpPeTBOPEHHA
3aXBOPIOBAHHA B rocTpy «BnactuuHy» dopmy. Ockinbku, BycynbdaH MOXKE MaTv BMAMB i3 3aTPUMKOIO, BaX{/IMBO TUMYACOBO
BIOAMIHMTU 7KW NPWU NEpLUIMX O3HAKax AHOPMAaNbHOTO BEAWKOTO ab0 BWK/IOYHO WBMAKOrO NagiHHA 6yab-AKOro 3 yTBOpEHWX
enemMeHTis KpoBi. [aujeHTam HIKOMM He MOMHA [AO03BONATM MpWUIAMaTH npenapaT 6e3 peTeNbHOro MEAMYHOro Harnaay.
[MoBiAOMNANOCA NPO CYAOMM Y NALEHTIB, AKI OTpMMyBanu BycynbdaH. AK i 6yab-AKMIA NOTEHUIRHO eninenToreHHui npenapar, ciig
A0TpumyBaTUCA 06epexHOCTI Npu NpusHayeHHi BycynbgaHy nauieHTam 3 aHaMHE30M CyAOMHOro po3napy, TPaBMOIO ronosu abo
NPUAOMOM  [HWKMX MOTEHUINHO eninenToreHHMX npenapatis. fesaxki AOCAIOHMKM 3actocosyBany npodinakTuyHy Tepanito
NPOTUCYAOMHUMU NpenapaTamu.

B3aemopin 3 iHWKUMHK NiKapcbKMmK 3acobamm
BaKuMHaLlA KMBUMM OpraHismamu He pekomeHpoBaHa ocobam 3 ocnabrieHum iMyHiTeTom (aus. «MonepesyeHHs Ta 3anoBixHI
3axoam»).

LA IHWKX LUMTOTOKCKKIB, L0 BUKNMKAIOTL IEreHeBY TOKCUYHICTb, MOMeE ByTH aAMUTUBHOIO.

Mpuitom deHITOTHY NauieHTamMm, AKi OTPUMYIOTb BUCOKY [03y BycynbdaHny, MOXe NPU3BECTM 40 3HUKEHHA MIENOBNATMBHOTO edexry.
MOBIAOMNANOCA, WO Y NALJEHTIB, AKI OTPUMYBAAM BUCOKY A03y BycynbgaHy 3 OAHOYACHUM npuiiomom iTpakoHasony, KnipeHc
BycynbdaHy 3HWKyBasca npubansHO Ha 20% Npu BiANOBIAHOMY NiABULLEHH PiBHA Bycynbdany B nnasmi kposi. NMosigomnanocs, we
METPOHiAa30n 36inbluye 3a1UWKOBUIA piBeHb BycynbdaHy npubnusHo Ha 80%. DAYKOHA30N He BNAMBAB Ha KnipeHc BycynbdaHy.
OmKe, NOBIAOMNAETLCA, WO BMUCOKI A03M BycynbdaHy B noegHaHHi 3 iTpakoHazonom abo METPOHIAA3010M acouiloloTbCA 3
NiABULLEHUM PU3UKOM TOKCHYHOCTI BycynbdaHy (auB. «MonepesxerHa Ta 3anobixHi 3axoau»).

Y naujenTie, AKi 0OTPUMYyBanK BUCOKY A03y BycynbdaHy Ta umMknogocdamiay, Konm nepwa gosa umknodocdamigy byna sigknaseHa
Ha > 24 roAuHW nicns OCTaHHLOI A03M BycynbdaHy, CNOCTEpiraNnocA 3HUMEHHA BMNAAKIB NEYiHKOBOI BEHOOKMIO3I Ta iHWMX
TOKCHYHOCTEMH, NOB'A3aHMX 3 PEXUMOM.
®epTUNBHICTb, BariTHICTL Ta nakTauia

BariTHicTb: ;

Ak i y BUNaAKy 3 YCi€l LMTOTOKCMYHOI XimioTepaniew, chig nopaguTX agekeaTtHi 3acobu KoHTpaue AREOAOR W3 a1aTHE IS
npuiimae bycynbdaH. -

3a MOXMBOCTI, CNif, YHUKATHM 3acTOCyBaHHA BycynbdaHy nig yac BaritHocti. Y [OCNIAMEHHAX { 5.3
DoKniHiyKi paHi wopo besneyHocti) BiH Mae NOTeHUiMHWI TepaToreHHuit edekT, a BNAMB nig 4 HOCTI
NPU3BOAMB A0 MOPYLWEHHA GEepTUALHOCTI Y NOTOMCTBA. Y KOXHOMY OKPEMOMY BUNaAKy OuYiKyBaHa K Tep.‘

NOBMHHA BYTH 3BaXEHA LOAD MOMIUBOrO PU3UKY ANA NNoAY.



MoBigoMNANOCA NPO [eKiNbKa BUNAAKIB BPOMKEHUX MOPYLUEHb, AKi HEe 0B0B'A3KOBO BIAHOCATLCA A0 BycynbdaHy, a BnauMe Ha
TPETLOMY TPUMECTPI MoKe BYTH NOB'A3aHWIA 3 NOPYLIEHHAM BHYTPILWHLO MaTKOBOro 3pocTaHHA. OHaK 3adikcoBaHO Takox GaraTo
BWNaAKIB HAPOMKEHHA HOPMaNbHUX AiTelt nicas Bnausy BycynbdaHy BHYTPIlWHLOYTPOBHO, HaBiTL MPOTATOM NEPLIOro TpUMecCTpy.
Nakrauin:

Hesigomo, un Buooautuca Bycynudan abo Woro metaboniT B rpyaHe MONOKO NIOAMHW. Matepi, aki npuitmaiors Gycynbdan, He
NOBWHHI ro4yBaTH rpyabMM CBOIX AiTeH.

HebaxaHuit Bnnus: Nobiuni gii

[Oywe vacro ( binbwe 1 3 10 noaen)

3HMMKEHHA KiNbKOCTI KNITUH KpoBi Ta TpOMBoUMTIB,

noraHe camonoyyTTa (HyaoTa), 6noBaHHA, Ajapes Ta BUPasKM y pPOTi - NPY BUCOKUX A03ax [NTOCYIb®AHY,

NOMOBTIHHA 6inKie o4eit a6o WKipK (}KOBTAHWLA) Ta YParKEHHA NEYiHKM - NPU BUCOKMX A03ax [NIOCY/IbOAHY.

Y KIHOK MOXE NPUNUHUTACA MEHCTPYaLLf, GepTUNLHICTL MOXe ByTH NopylueHa, a MeHOoNay3a MoXe NOYaTUCA PaHO - NPU BUCOKMUX
Ao3ax NNMOCY/IbPAHY.

Y AIBYATOK NOYATOK CTAaTEBOro A03pIBAHHA MOMKE 3aTATHYTUCA ab0 3YMUHUTUCA.

¥ xnon4ukis i Y0N10BIKIB YTBOPEHHA CNEPMaTO30i4iB MOXE 3aTATHYTUCA, 3MEHILMTUCA 360 3YNUHUTUCA, 8 AEUKA MOXKYTb 3MEHLLMTUCA
B pOo3mipax.

3ananeHHa nerexb 6e3 03Hak iHdeKU|T (Tak 3BaHUI CUHAPOM NHEBMOHIi) - NPU BUCOKMX A03ax [NTOCY/IbDAHY.

Biaomi cumnToMuM nepefo3yBaHHA Ta 0COBAMBOCTI IXHBOrO NiKyBaHHA:

CnocTepiraeTbcA  LINYHKOBO-KMLWIKOBA TOKCHMYHICTE 3 MYKO3UTOM, HyaoTow, 6/Mi0BOTOI0 Ta Aiapecto, Axkwo [NTOCYNb®AH
33CTOCOBYBATH PA30M 3 TPAHCN/IAHTALLIEIO KICTKOBOrO MO3KY.

AHTMAOT A0 BycynbdaHy HeBiAOMMA. OCHOBHUMM TOKCMYHMMM edEKTaMM € Jenpecia KiCTKOBOrO MO3KY Ta MaHUMTOMEHIA.
FematonoriyHuii CTaTyc cnif, peTtenbHO KOHTPOMIOBaTM Ta NpU HeoBXiAHOCTI BMKMBATU IHTEHCHMBHMX NiATPUMYIOUMX 33X0AiB.
BukNnKaHHA 6110B0TM a60 NPOMMBAHHA WAYHKA 3 NOAANbLLIMM NPUIAOMOM aKTMBOBaHOro Byrins ByayTb NOKa3aHi, AKWO npenapart
Byno npuitHATO HewoaasHo. [iania Moe po3rNALATUCA NpM NiKyBaHHI Nepeo3yBaHHA, OCKINbKM € 1 38iT npo ycniwHWi gjanis
Bycynbdany.

[Ao3yBaHHA, popma BUNYCKY Ta IHCTPYKUIT woao 36epiranHa:

TabneTku BUNYCKalOTLCA B A03yBaHHi 2 mr. Tabnetku 6inoro konbopy, Kpyrnoi ¢opmu, 3 o6ox cTopiH 6e3 siabuTkis NOKPUTUX
nniskosow obonoxKotw. Bnictep no 10 TabneTok Ta 10 6nictepis B ynakosui [NTOCY/TbOAH.

MpumiTKa: Yci cTUNi ynakoBKU MOXKYTb HE NPOAaBaTUCA.

36epirat npu Temnepatypi Huxuye 30 °C. 36epirath B 3axuULLEHOMY Big CBiTAa Micui. 36epirati 8 HeAOCTYNHOMY AnA AiTeil.

YBaXHO NpoYMUTaTE IHCTPYKLjO-BKNaaMLL.

HA3BA TA AAPECA BUPOEHUKA/BNACHHUKA MPO PEECTPALLIIO NIKAPCbKOIO 3ACOBY

Bupo6neHo B IHgii:
KomnaHxia [NTOBEJTA ®APMA MMB.T. /I1A4.
357, Axnci A Ai.Ci., CAYIH,

CYPAT - 394 230, LUTAT I'YAMAPAT, IHAIA

www.globelapharma.com




I'IOCYJIb®AH

TabjeTkH BKPHTI NIIBKOBOIO 000JJOHKOIO 1O 2 MTI

o peecTpanifinoro nocsigdeHHs

Ne /A //5’3{*{/ ez jo

Bin 76 7O oo

Indgopmanisa npo 3acTocyBaHHH JIKAPCHKOro 3acoly,
3aTBEPAKEeHA 3Ii/IH0 3 HOPMAaTHBHHUMH BUMOI'aMH KpaiHu
3aaBHuka/BupoOHuKka ado Kpainu, peryJsiTOpHUH opraH

SIKOI Kepy€ThCH BHCOKHMH CTAHAAPTaMH SKOCTI, 110

BIANOBIAAKOTHL CTaHJapTaM, pekomMenaoBanum BOO3,

3aCBIYEHA MiANKMCOM YIOBHOBR)XEHOI 0COOH, IO BHUCTYIMA€E BiJ iMeHi
3asBHHKA.

3anpmnnk: TJIOBEJA ®APMA TIBT. JIT/L,, Inxith | -
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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. 2mg

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

Pharmacodynamics / Pharmacokinetics PHARMACODYNAMICS

Busulfan (1,4-butanedicl dimethanesulfonate) 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
granulocytopolesis is not fully understood. Although not curative, GLOSULFAN is very effective in reducing
the total granulocyte mass, relieving the symptoms of disease andimproving 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 bioavailability 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 shownto be
linearly dose dependent. 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/ml 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 a volume 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.

Metabolism:

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-
hydroxysulpholane, tetrahydrothiophene 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 10 2.6 ml/min/kg. The elimination halflife of busulfan has been reported to decrease upon repeat dosing
suggesting that busulfan potentially increases its own metabolism. Very little (1 to 2%) busulfan is excreted
unchangedinthe urine.

Indication

Buslphan is indicated as conditioning treatment prior to haematopoietic progenitor cell transplantation in
patients when the combination of high dose busuifan and cyclophosphamide is considered the best
available option.

Buslphanis indicated for the palliative treatment of the chronic phase of chronic granulocytic leukaemia.
Also effective in producing prolonged remission in polycythaemia vera, particularly in cases with marked
thrombocytosis. Useful in 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 as your doctor has told you. It isimportant 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
daoses, based on your weight. The treatment is normally a course which lasts for 12 to 20 weeks. You may
have 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.Centraindications

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 mast consistent, dose-related toxicity Is bone marrow suppression. This may be manifest by anemia,
leukopenia, thrombaocytopenia, or any combination of these. It isimperative that patients be instructed to
rapart promptly the development of fever, sore throat, signs of Incal infectian, hleeding frnm any site, nr
symptoms suggestive of anemia. Any ene 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 medical supervision. Seizures have beenreported in patients receiving busulfan.
As with any potentially epileptogenic drug, caution should be exercised when administering busulfan to
patients with a history of seizure disarder, head trauma, or receiving other potentially epileptogenic drugs.
Some investigators have used prophylacticanticonvulsant therapy in this setting.

Interactions with Other medicaments

Vaccinations with live organism vaccines are not recommended in immunocompromised individuals (see
Warnings and Precautions).

The effects of other cytotoxics producing pulmanary 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%.
Fluconazole had no effect on Busulfan clearance. Cansequently, high- dose Busulfan in combination with
itraconazale or metronidazole is reported to be associated with an increased risk of Busulfan toxicity (see
‘Warnings and Precautions).

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

Fertility, Pregnancy and Lactation Pregnancy:

As with all cytotoxic chemotherapy, adequate contraceptive precautions should be advised when either
partneris receiving Busulfan.

The use of Busulfan should be avoided during pregnancy whenever possible. In animal studies (see section
5.3 Preclinical Safety Data) it has the potential for teratogenic effects, whilst exposure during the latter half
of pregnancy resulted in impairment of fertility in offspring. In every individual case the expected benefit of
treatment to 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 trimester 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 not known whether Busulfan or its metabolites are excreted in human breast milk. Mothers receiving
Busulfan should not breast-feed theirinfants.

Undesirable Effects: Adverse reactions

Very common (affects more than 1in 10 people)

adropinthe 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

ingirls, 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 antidete to busulfan. The principal toxic effects are bone marrow depression and
pancytopenia. The hematologic status should be closely monitored and vigorous supportive measures
instituted if necessary. Induction of vomiting 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 perblister 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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P Manufactured in India by :
"Globela' Pharma Pvt. Ltd.

357, G.LD.C,, Sachin, Surat - 394 230,
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