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

is a glycoprotein (molecular weight: ca. 76,000)~coﬁsisﬁng of 570 amino acid residues. -
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DIQMTQSPSS  LSASVGDRVT ITQKASRNIE RQLAWYQQKP GQAPELLIYQ
ASRKESGVPD RFSGSRYGTD FTLTISSLQP EDIATYY&QQ YSDPPLTEGG
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVgLLNNFY PREAKVQWKYV -
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKEK VYA&EVTHQG
LSSPVTKSFN RGEC

$1 FIXa-H 84

QVQLVESGGG‘ LVQPGGSLRL SQAASGFTFS YYDIQWVRQA PGKGLEWVSS
ISPSGQSTYY  RREVKGRFTI SRDNSKNTLY LQOMNSLRAED TAVYY&ARRT
GREYGGGWYF . DYWGQGTLVT VSSASTKGPS VFPLAPCSRS TSESTAALGQ
LVKDYFPEPV TVSWNSGALT SGVHTFPAVL QSSGLYSLSS VVIVPSSSLG
TQTYTCNVéH KPSNTKVDKR VESKYGPPCE PCPAPEFLGG PSVFLFPPKP
KDTLMISﬁ%f EVTQVVVDVS QEDPEVQFNWv YVDGVEVHNA KTKPREEQYN
:STYRVVSViT VLHQDWLNGK EYK&KVSNKG LPSSIEKTIS KAKGQPREPQ
VYTLPPSQgE MTKNQVSLT LVKGFYPSDI AVEWESNGQP ENNYKTTPPV
EDSDGSF?@Y SKLTVDKSRW QEGNVFSCSV MHEALHNRYT QKSLSLSP

P FX-H 81

OVOLVQSGSE  LKKPGASVKV SFKASGYTFT DNNMDWVRQA PGQOGLEWMGD
INTRSGGSIY NEEFQDRVIM TVDKSTDTAY MELSSLRSED TATYHCARRK
SYGYYLDEWG EGTLVTVSSA STKGPSVFPL APCSRSTSES TAALGQLVKD
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY

_—E&NVDHKPSN TKVDKRVESK YGPPCPPCPA PEFLGGPSVF LFPPKPKDTL
MESRTPEVTQ -VVVDVSQEDP EVQFNWYVDG VEVENAKTKP REEQYNSTYR
»VVSVLTVLHQ DWLNGKEYK& KVSNKGLPSS IEKTISKAKG QPREPQVYTL
"PPSQEEMTKEN OQVSLTCLVKG FYPSDIAVEW ESNGQPENNY KTTPPVLDSD
GSFFLYSKLT VDKSRWQEGN VFSESVMHEA LHNHYTQESL SLSP
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TIVATNL, BETHEHEIE METERRET ) 7 o—FAREKTHY, T Mt MEEEMKE
B X BF (FIXa) fiAk~v 25t MKERSE X B+ (FX) HUROBSHERERS, e 7 L—4A
V=7 BRVE k 1gG4 DEFEEH» 525, Hi FiXa-H HD 202, 231, 299, 359, 412, 438 L 448 FBHD
7 3 ) BBEIZERER G, Pro, Tyr, Lys, Lys, Arg & Pro iCiBH#Sh, CHIBD Gly & Lys ixfgE &
NTWB. 7z, HIEX-H SO 198, 227, 295, 408, 438 & 444 BEHOT I ) BAREIT TN T Ghn,

Pro, Tyr, Lys, Glu & Pro KEBHShTHBY, CHRED Gly & Lys R &h TV 5. =IVXwT,
F oA =—ANLAZ—JIRMIIC L VEESND. TIVATTE, M8 DT I BRE, DR BH
FiXa-H 8 (1480 174, 444 HOT I/ BBRESPLRIMFXHE (148) | ARV 24 BOT I ) B
ENbiR5LE (8 2K THRENIES LRI E GrTE  #148000) Th5.

Emicizumab is a recombinant bispecific humanized monoclonal antibody composed of complementarity-determining
" regions derived from rat anti-human blood coagulation factor [Xa (FIXa) antibody and mouse anti-human blood
cbagulation 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 substitu;[ed by Gln, Pro, Tyr, Lys,
Lyé, 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 hafnster ovary cells. Emicizumab
is a glycoprotein (molecular weight: ca. 148,000) composed of an anti-FIXa H-chain (y4-chain) consisting .o'f 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-y})-1,4-dihydroquinoline-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-nitro4-{ [(oxan—4'—yl)methyl]amino}phenyl)sulfonyl]-2-[(1H-pyrrolo[2,3 -b]pyridin-5-yl)oxyJbenzamide
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{(1R)-3-Methyl-1 -[(28)-3-phenyl-2-(pyrazine-2-carboxamido)propanamido]butyl} boronic acid monohydrate
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