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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 sphingomyeiih phosphediesterase. Olipudase Alfa is produced in Chinese hamster ovary cells, which

is a glycoprotein (molecular weight: ca. 76,000)-corisisting of 570 amino acid residues. -
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DIQMTQSPSS LSASVGDRVT ITCKASRNIE RQLAWYQQKP GQAPELLIYQ
ASRKESGVPD RFSGSRYGTD FTLTISSLQP EDIATYYCQQ YSDPPLTFGG
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG
LSSPVTKSFN RGEC

i FIXa-H 84

| QVQLVESGGG LVQPGGSLRL SCAASGFTFS YYDIQWVROA PGKGLEWVSS
ISPSGQSTYY RREVKGRFTI SRDNSKNTLY LOQMNSLRAED TAVYYCARRT
GREYGGGWYF DYWGQGTLVT VSSASTKGPS VFPLAPCSRS TSESTAALGG
LVKDYFPEPV ~TVSHWNSGALT SGVHTFPAVL QSSGLYSLSS VVTVPSSSLG

| TQTYT&N?#H KPSNTKVDKR VESKYGPPCE PCPAPEFLGG PSVFLFPPKP
KDTLMTSETP EVTCVVVDVS QEDPEVQOFNW YVDGVEVEHNA KTKPREEQYN
STYRVVSVLT . VLHODWLNGK EYKCKVSNKG LPSSIEKTIS KAKGQPREPQ
VYTLPPSQKE MTKNQVSLTG LVKGFYPSDI AVEWESNGQP ENNYKTTPPV
LDSDGSFELY SKLTVDKSRW QEGNVFSCSV MHEALHNRYT QKSLSLSP

70 FX-H 8

QVOLVQSGSE ~LKKPGASVKV SCKASGYTFT DNNMDWVRQA BGQGLEWMGD
INTRSGGSIY NEEFQDRVIM TVDKSTDTAY MELSSLRSED TATYHCARRK
SYGYYLDEWG EGTLVIVSSA STKGPSVFPL APCSRSTSES TAALGGLVKD
YFPEPVIVSW NSGALTSGVH TFPAVLOSSG LYSLSSVVTV PSSSLGTQTY

" TUNVDHKPSN TKVDKRVESK YGPPCPPCPA PEFLGGPSVF LFPPKPKDTL
HISRTPEVTQ VVVDVSQEDP EVQFNWYVDG VEVHNAKTKP - REEQYNSTYR
VVSVLTVLHQ DWLNGKEYKC KVSNKGLPSS IEKTISKAKG QPREPQVYTL
PPSQEEMTKN QVSLTCLVKG FYPSDIAVEW ESNGQPENNY KTTPPVLDSD
GSFFLYSKLT VDKSRWQEGN VESCSVMHEA LHNHYTQESL SLSP
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L 84 C214 — $it FIXa-H 48 C137, L EH C214 ~ $1 FX-H $ C133, #1 FIXa-H $1 C229 — $i FX-H #§ C225, &
FIXa-H 8§ C232 — FLFX-H#$1 C228 : ANV T 4 FESR '
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xIVXw7iE, BETFARIE METERRET ) 7 u—FAREKTHY, 7 Mt MNEERhKE
B IX AT (FIXa) HER U~ T 25t FMuBEERS X BF (FX) REOBERESR, & 7 br—a
72 KR OE b IgGa OEFEN B2 5. B FIXa-H 840 202, 231, 299, 359, 412, 438 & 448 FR D
F 2 BERETENTR GIn, Pro, Tyr, Lys, Lys, Arg & ProlZB#i&Sh, CRKUED Gly & Lys {3k X
nTWw5. £, FUFX-HS$HD 198, 227, 295, 408, 438 & 444 ZBHDT = /ﬁ%ﬁ%i&%i’p’fﬂ Gin,

Pro, Tyr, Lys, Glu & Pro ICBHR ST D, CEREED Gly & Lys 3EER TS, I XA+wT7,
Fx A 2= AN LRAT—IRMAIEIC L VELEEZND. I VXT1, M8BEOT7 IV BRENLLRDH
FiXa-H${ (y488) | &, 444 @07 I /BEENLRIMFX-HS (14 8) | AR 214807 2V BE
Erbid L k8D 2ATRREINIPEF L RIE (5FF - 50 148,000) THB.

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-F[Xa 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 Gln, Prb, Tyr, Lys, Glu and Pro, respectively,
and Gly and Lys at the C-terminal are deleted. Emicizumab is produced in Chinese h’arﬁster ovary cells. Emicizumab
is a glycoprotein (molecular weight: ca. 148,000) composed of ar{ 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

[N SO



BEE S 28-2-B2
JAN (BAEAR) _EbFIFIA
JAN (Z& 4) : Venetoclax

\\/
/ N02 .

. H30 Q o} NH--

/ \

CasHsoCIN7O-8

I

4-(4-{[2-(4-7 M B T 2 2N AA-D A F ALY T BT P -2 VA VAT ERT -:/“y_l_,(‘;p)_N_[(y,,;'
FRA{[(FF Y d-A MNAFNT L V7 2 2 ANRZV)2-(1H-E 2 2 [2,3-h)E Y P54 Ayt
RV XTI F ‘

4-(4-{[2-(4-Chlorophenyl)-4,4-dimethylcyciohex-1-en-1-ylmethyl} piperazin-1-yl)-
N-[(3-nitro-4-{[(oxan-4-yD)methyl]amino} phenyl)sulfonyl]-2-[{ 1 H-pyrrolo[2,3-b]pyridin-5-yl)oxy]benzamide
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{(1R)-3-Methyl-1-[(25)-3-phenyl-2-(pyrazine-2-carboxamido)propanamido]buty}} boronic acid monohydrate
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