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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 prdduced in Chinese hamster ovary cells, which

is a glycoprotein (molecular weight: ca. 76,000)-coﬁsisting of 570 amino acid residues. -
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DIQMTQSPSS LSASVGDRVT ITCKASRNIE RQLAWYQQKP GQAPELLIYQ
ASRKESGVPD RFSGSRYGTD FTLTISSLQP EDIATYYCOQ YSDPPLTFGG
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVQLLNNFYV PREAKVQWKY
DNALOSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG
LSSPVTKSFN RGEC ' '

Pt FIXa-H 8
QVQLVESGGG ~LVQPGGSLRL SCAASGFTFS YYDIQWVROA PGKGLEWVSS
ISPSGQSTYY RREVKGRFTI SRDNSKNTLY LOMNSLRAED TAVYYCARRT
'GREYGGGWYF = DYWGQGTLVT VSSASTKGPS VFPLAPCSRS TSESTAALGC
LVKDYFPEPYV ~TVSWNSGALT SGVHTFPAVL QSSGLYSLSS VVTIVPSSSLG
-TQTYT&NV?H KPSNTKVDKR VESKYGPPCP PCPAPEFLGG PSVFLFPPKP
KDTLMISRTP EVICVVVDVS QEDPEVQFNW YVDGVEVENA KTKPREEQYN
STYRVVSVLT VLHQDWLNGK EYKCKVSNKG LPSSIEKTIS KAKGQPREPQ
VYTLPPSQKE MTKNQVSLTC LVKGFYPSDI AVEWESNGQP  ENNYKTTPPV
LDSDGSFFLY SKLTVDKSRW QEGNVFSCSV MHEALHNRYT QKSLSLSP

PLFX-H $4

QVQLVQSGSE ~LKKPGASVKV SCKASGYTFT DNNMDWVRQA PGQGLEWMGD
INTRSGGSTY NEEFQDRVIM TVDKSTDTAY MELSSLRSED TATYHCARRK
SYGYYLDEWG EGTLVTVSSA STKGPSVFPL APCSRSTSES TAALGGLVKD
YFPEPVTVSW NSGALTSGVHE TFPAVLOSSG LYSLSSVVIV PSSSLGTQTY

T TUNVDHKPSN TKVDKRVESK YGPPCPPCPA PEFLGGPSVF LFPPKPKDTL
MISRTPEVIC VVVDVSQEDP EVQFNWYVDG VEVENAKTKP REEQYNSTYR
VVSVLTVLHQ DWLNGKEYKC KVSNKGLPSS IEKTISKAKG QPREPQVYTL
' PPSQEEMTKN QVSLTCLVKG FYPSDIAVEW ESNGQPENNY KTTPPVLDSD
GSFFLYSKLT VDKSRWQEGN VEFSCSVMHEA LHNHYTQESL SLSP

Fi FIXa-H 8 Q1, HLFX-H Q1 : AWM = 7 ¥ I E8 ; Bl FIXa-H 4 N300, Hi FX-H $4 N296 : $ESEs
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L 8% C214 — H{ FIXa-H 84 C137, L €4 C214 — $i FX-H 84 C133, #i FIXa-H §4 C229 — Hi FX-H 84 C225, #i
FIXa-H $4 C232 - FLFX-HE C228 : PRV 7 4 FEEE '
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L FX-H $ : C2164H3334N5720690S 18
B FIXa-H 4 : Cr04H3386N5880679S 15
L 4 : Cio33Hi61aN282033956

Ty X, BEFERIE METEBRIEE ) 7 o—F AR THY, v MiE MEERmLTE
B IX BF (FIXa) HERG~Y bt MUKEES X BT (FX) HEOEBERESR, € h7Lr—a
U — 78RRt b 1gG4 DEBEH S22 5. HiFiXa-H 8D 202, 231, 299, 359, 412, 438 & 448 FB D
7 3 BRI ThTh Gln, Pro, Tyr, Lys, Lys, Arg & Pro IZB¥a S, CHRIED Gly & Lys iXfrE &
NTW5. Efe, FLFX-HHHD 198, 227, 295, 408, 438 L 444 FEB DT /@ﬁ%i»"cﬂ%’h Gln,
Pro, Tyr, Lys, Glu & Pro iICEBHRENTHY, CHRMO Gly & Lys HEpEREh T 5. IV X<7,
Frf Z—XALRY—FRMIUC LV EESND. TI VXL, USEDT I ) BEREY LA BH
FiXa-H& (484 14, 44 BO7 I/ BBEISRLAFXHYE 1) 1 ARV 24 EOT I BB
Enbi2d Ll «8) 2K THBRENDEX U V7E (5FE :$148000) THB.

Emicizumab is a recombinant bispecific humanized monoclonal antibody composed of éomplementarity-detennining
' regions 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 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 Glin, 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 (moleculér weight: ca. 148,000) composed of an anti-FIXa H-chain (y4-chain) consisting bof 448
amino acid residues, an anti-FX H-chain (y4-chain) consisting of 444 amino acid residues and 2 L-chains (i-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-ylJmethyl} piperazin-1-yl)-
N-[(3-nitro-4-{ [(oxan-4-yl)methyl]amino} phenyl)sulfonyl]-Z-[( 1H-pyrrolo[2,3-b]pyridin-5-yl)oxy]benzamide
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{(1R)-3-Methyl-1-[(2S)-3-phenyl-2-(pyrazine-2-carboxamido)propanamido]butyl} boronic acid monohydrate
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