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: Olipudase Alfa (Genetical Recombination)
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Olipudase Alfa is a recombinant human sphingomyelin phosphodiesterase analog corresponding to amino ac_ids 14—
583 of human sphingomyelih phosphodiesterase. Olipudase Alfa is prdduced in Chinese hamster ovary cells, which

is a glycoprotein (molecular weight: ca. 76,000)-corisisﬁng of 570 amino acid residues. -
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: Emicizumab (Genetical Recombination)
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DIQMTQSPSS LSASVGDRVT ITQKASRNIE RQLAWYQQKP GQAPELLIYQ
ASRKESGVPD RFSGSRYGTD FTLTISSLQP EDIATYY&QQ YSDPPLTFGG
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVQLLNNFY PREAKVQWKV
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYA&EVTHQG
LSSPVTKSFN RGEC

Pt FIXa-H 8
QVQLVESGGG LVQPGGSLRL SqAASGFTFS YYDIQWVRQA PGKGLEWVSS
ISPSGQRSTYY RREVKGRFTI SRDNSKNTLY LOMNSLRAED TAVYY&ARRT
GREYGGGWYF DYWGQGTLVT VSSASTKGPS VFPLAPCSRS TSESTAALGQ
LVKDYFPEPV TVSWNSGALT SGVHTFPAVL QSSGLYSLSS VVTVPSSSLG
TQTYTCNVbH KPSNTKVDKR VESKYGPPCE PCPAPEFLGG PSVFLFPPKP
KDTLMISﬁ%P EVTQVVVDVS QEDPEVQFNW YVDGVEVHNA KTKPREEQYN
STYRVVSVLT VLHQDWLNGK EYK&KVSNKG LPSSIEKTIS KAKGQPREPQ
VYTLPPSQEE MTKNQVSLT LVKGFYPSDI AVEWESNGQP ENNYKTTPPV
LDSDGSFEiY SKLTVDKSRW QEGNVESCSV MHEALHNRYT QKSLSLSP

L FX-H $

QVQLVQSGSE LKKPGASVKV SEKASGYTFT DNNMDWVRQA PGQGLEWMGD
INTRSGGSIY NEEFQDRVIM TVDKSTDTAY MELSSLRSED TATYHCARRK
SYGYYLDEWG EGTLVTIVSSA STKGPSVFPL APCSRSTSES TAALGCLVKD
YFPEPVTVSW NSGALTSGVH TFPAVLOSSG LYSLSSVVTV PSSSLGTQTY

-—E&NVDHKPSN TKVDKRVESK YGPPCPPCPA PEFLGGPSVF LFPPKPKDTL
MISRTPEVT? VVVDVSQEDP EVQEFNWYVDG VEVENAKTKP REEQYNSTYR
VVSVLTVLHQ DWLNGKEYK& KVSNKGLPSS IEKTISKAKG QPREPQVYTL
PPSQEEMTKN QVSLTCLVKG FYPSDIAVEW ESNGQPENNY KTTPPVLDSD
GSFFLYSKLT VDKSRWQEGN VFSESVMHEA LHNHYTQESL SLSP
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B IX BT (FIXa) AERT~ Y 25 MKERSE X BT (FX) AEOBSERERS, £ F7L—A
U— 78RO b IgGs OFEFEEN /25, HiFiXa-H $HD 202, 231, 299, 359, 412, 438 & 448 FRO
7 I BBREZTNRENGIn, Pro, Tyr, Lys, Lys, Arg & Pro iKBIREH, ChD Gly & Lys Bk &
RTWB. Ek, HFXH O 198, 227, 295, 408, 438 & 444 BE DT I/ BAKIIENTh G,

Pro, Tyr, Lys, Glu & Pro iKBH SN TRHY, CHKEBO Gly & Lys iz &sh T3, =3I X<,
F A =— AN LAZ—JIEMRICL VEEENS. IV, MSHEOT I ) BERENLRBH
FIXa-H8 (y480) 1K, 44 BO7 I/ BEENLRAAFX-HEE (M) 1 ARU214 @07 I/ BRE
EDDRDLE 8D 2K THEBRINDIES N7 E (HFE :55148,000) TH5.

Emicizumab is a recombinant bispecific humanized monoclonal antibody composed of comp]eméntzirity-determining
' régions derived from rat anti-human blood coagulation factor [Xa (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 Gin, 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 GlIn, Pro, Tyr, Lys, Glu and Pro, respectively,
and Gly and Lys at the C-terminal are deleted. Emicizumab is produced in Chinese harhster 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 (k-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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4-(4-{[2-(4-Chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylmethyl} piperazin-1-yl)-
N-[(3-nitro-4-{[(oxan-4-yl)methylJamino } phenyl)sulfonyl}-2-[(1 H-pyrrolo[2,3-b]pyridin-5 -yloxy]benzamide
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{(1R)—3—Methyl—1—[(23)—3—phenyl-2-(pyrazine-2-carboxamido)propanamido]buty]}boronic acid monohydrate
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