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JAN (3% 4) : Olipudase Alfa (Genetical Recombination)
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Olipudase Alfa is a recombinant human sphingomyelin phosphodi‘esteraSe analog correspondirig to amino acids 14—
583 of human sphmgomyelm phosphodiesterase. Olipudase Alfa is produced in Chinese hamster ovary cells, which

is a glycoprotein (molecular weight: ca. 76 OOO) consxstmg of 570 amino acid residues.
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DIQMTQSPSS LSASVGDRVT iTqKASRNIE RQLAWYQQKP GQAPELLIYQ
ASRKESGVPD RFSGSRYGTD FTLTISSLQP EDIATYY&QQ YSDPPLTFGG
GTKVEIKRTV4 ARPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV -
DNALQSGNSQ  ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYAéBVTHQG
LSSPVTKSFN RGEC

HL FIXa-H 8 ‘ ,
QVQLVESGGG ~ LVQPGGSLRL SCAASGFTFS YYDIQWVRQA PGKGLEWVSS
ISPSGQSTYY RREVKGRFTI SRDNSKNTLY LQMNSLRAED TAVYY&ARRT
GREYGGGWYF = DYWGQGTLVT VSSASTKGPS VFPLAPCSRS TSESTAALGG
LVKDYFPEPV TVSWNSGALT SGVHTFPAVL QSSGLYSLSS VVTVPSSSLG
-TQTYTéNvﬁﬂ KPSNTKVDKR VESKYGPPCE PCPAPEFLGG PSVFLEPPKP
KDTLMISRTP EVTQVVVDVS QEDPEVQFNW- YVDGVEVHENA KTKPREEQYN
STYRVVSVLT VLHQDWLNGK EYKéKszKG LPSSIEKTIS KAKGQPREPQ
VYTLPPSQKE ~MTKNQVSLT . LVKGFYPSDI AVEWESNGQP ENNYKTTPPV
LDSDGSE?@Y SKLTVDKSRW ' QEGNVEFSCSV MHEALHNRYT QKSLSLSP

PLFX-H#

’QVQLVQSGSE LKKPGASVKV SCKASGYTFT DNNMDWVRQA PGQGLEWMGD
INTRSGGSIY NEEFQDRVIM TVDKSTDTAY MELSSLRSED TATYHCARRK
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- U7 BRTE b gGA DFEFERN GRS, B FIXa-H 0> 202, 231, 299, 359, 412, 438 & 448%50)
7 1 BEEITENEN Gin, Pro, Tyr, Lys, Lys, Arg & Pro I[ZEB#Eh, CERED Gly & Lys B &
NTWD. £, FUFX-H D 198, 227, 295, 408, 438 & 444 FZHDOT I ) BRI ;t%n%n Gln,
Pro, Tyr, Lys, Glu & Pro iCBHREITHEY, CHED Gly & Lys iZfpE & 3. =3 ‘/277l‘l
FxA :—X/\Axé?—ﬁﬁ%%#ﬂw@k; WEASND. TIVATIL, M8EOT I ) BERENLRDH
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Emicizumab is a recombinant bispecific humanized monoclonal antibody composed of complementarity-determining
" regions derived from rat anti-human blood coagulation factor [Xa (FIXé) 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 aﬁd Lys at the C-terminal are deleted. In the 'anti-‘FX H—chain, the amino acid
residues at pbsition 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 harﬁster ovary cells. Emicizurhab
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 aci.d residues-and 2 L-chains (x-chains)

consisting of 214 amino acid residues each.
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1-Cyclopropyl'~6—ﬂuoro—4—oxé—7—(pipe_razin-l—yl)—l ,4—dihydr0quinolihe—3—carboxylic acid hemiheptahydrate
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4-(4-{[2-(4-Chlorophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl} piperazin-1-yl)-
N-[(3-nitro-4-{[(oxan-4-yl)methyl]amino} phenyl)sulfonyl]—Z—[( 1H-pyrrolo[2,3 -b]pyridin-S -yloxy]benzamide
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{(1R)-3-Methyl-1-[(25)-3-phenyl-2~(pyrazine-2-carboxamido)propanamido]butyl} boronic acid monohydrate
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