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Olipudase Alfa is a recombinant human sphingomyelin phosphodiesterase analog corresponding to amino acids 14 —
583 of human sphingomyelin phosphodiesterase. Olipudase Alfa is produced in Chinese hamster ovary cells, which

is a glycoprotein (molecular weight: ca. 76,000)-consisting of 570 amino acid residues.
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DIQMTQSPSS LSASVGDRVT ITQKASRNIE RQLAWYQOKP GQAPELLIYQ
ASRKESGVPD RFSGSRYGTD FTLTISSLQP EDIATYY&QQ YSDPPLTEGG
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKEHK VYA&EVTHQG
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B FiXa-H &
QVQLVESGGG LVQPGGSLRL SQAASGFTFS YYDIQWVRQA PGKGLEWVSS
ISPSGQRSTYY RREVKGRFTI .SRDNSKNTLY LOMNSLRAED TAVYY&ARRT
GREYGGGWXF DYWGQGTLVT VSSASTKGPS VFPLAPCSRS TSESTAALGQ
LVKDYFPEPV TVSWNSGALT SGVHTFPAVL QSSGLYSLSS VVIVPSSSLG
TQTYTCNVﬁH KPSNTKVDKR VESKYGPPCP PCPAPEFLGG PSVFLFPPKP
KDTLMISﬁfP EVTQVVVDVS QEDPEVQFNW YVDGVEVHNA KTXKPREEQYN
STYRVVSVLT VLHQDWLNGK EYKéKVSNKG LPSSIEKTIS KAKGQPREPD
VYTLPPSQKE MTEKNQV3LT LVKGEFYPSDI AVEWESNGQP ENNYKTTPPV
LDSDGSFEiY SKLTVDKSRW QEGNVFSCSV MHEALHNRYT QKSLSLSP
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QVOQLVQSGSE LKKPGASVKV SFKASGYTFT DNNMDWVRQA PGQGLEWMGD
INTRSGGSIY NEEFQDRVIM TVDKSTDTAY MELSSLRSED TATYHCARRK
SYGYYLDEWG EGTLVTVSSA STKGPSVEPL APCSRSTSES TAALGCLVKD
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY

__E&NVDEK?SN TKVDKRVESK YGPPCPPCPA PEFLGGPSVF LFPPKPKDTL
MISRTPEVTC VVVDVSQEDP EVQFNWYVDG VEVENAKTKP REEQYNSTYR
VVSVLTVLHQ QWLNGKEYKé KVSNKGLPSS IEKTISKAKG QPREPQVYTL
PPSOEEMTKN QVSLTCLVKG FYPSDIAVEW ESNGQPENNY KTTPPVLDSD
GSFFLYSKLT VDKSEWQEGN VFSHSVMHEA LHNEYTQESL SLSP
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TIVXTE, BEFRBEIE METEBRIEE ) 70 —FARKTHY, T Mt B ik
B X BT (FIXa) ARG~ 2t FEEEE X BF (FX) FEOBBERTEE, £ h71L—a
U— 27 8RO b IgG4 DEFEI LS. i FiXa-H $40 202, 231, 299, 359, 412, 438 & 448 ZEH D
7R BBEEIITNEN GIn, Pro, Tyr, Lys, Lys, Arg & Pro lCB#R&h, CHRED Gly & Lys i3bpE &
NTWS. F7z, FLFX-H $D 198, 227, 295, 408, 438 & 444 BB DT I/ BBEIZTZNTH G,

Pro, Tyr, Lys, Glu & ProiCEBRENTEY, CHIMED Gly & Lys iZBEEER TS, I X<,
Fx A= ANLR TR LV EEIND. 2I VXT3, M8EDT I BEENLARSH
FIXaH$ (480 1K, 44807 I/ BERENLLZIHFX-HE ) | ARV 24 BOT7 I /BB
ENDRDLE ) 2ATHRENIEZ VB (5T : 9 148,000) TH5.

Emicizumab is a recombinant bispecific humanized monoclonal antibody composed of complementarity-determining
regions derived from rat anti-human blood coagulation factor IXa (FIXa) antibody and mouse anti-human blood
coagulation factor X (FX) antibody, human framework regions and human IgG4 constant regions. In the anti-FIXa H-
chain, the amino acid residues at position 202, 231, 299, 359, 412, 438 and 448 are substituted by Gln, Pro, Tyr, Lys,
Lys, Arg and Pro, respectively, and Gly and Lys at the C-terminal are deleted. In the anti-FX H-chain, the amino acid
residues at position 198, 227, 295, 408, 438 and 444 are substituted by Gln, Pro, Tyr, Lys, Glu and Pro, respectively,
and Gly and Lys at the C-terminal are deleted. Emicizumab is produced in Chinese hamster ovary cells. Emicizumab
is a glycoprotein (molecular weight: ca. 148,000) composed of an anti-FIXa H-chain (y4-chain) consisting of 448
amino acid residues, an anti-FX H-chain (y4-chain) consisting of 444 amino acid residues and 2 L-chains {x-chains)

consisting of 214 amino acid residues each.
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1-Cyclopropyl-6-fluoro-4-oxo-7-piperazin-1-yl)-1,4-dihydroquinoline-3-carboxylic acid hemiheptahydrate
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{(1R)-3-Methyl-1 -[(2S)-3-phenyl-2-(pyrazine-2—carboxamido)propanamidO]butyl.} boronic acid monohydrate
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