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Olipudase Alfa is a recombinant human sphingomyelin phosphodiesterase analog corresponding to amino acids 14 —
583 of human sphingomyeliﬁ phosphodiesterase. Olipudase Alfa is produced in Chinese hamster ovary cells, which

is a glycoprotein {molecular weight: ca. 76,000)-coﬁ5isting of 570 amino acid residues.
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DIQMTQS5PSS LSASVGDRVT ITqKASRNIE ROLAWYQQKP  GQAPELLIYQ
ASRKESGVPD RFSGSRYGTD FTLTISSLQP EDIATYY&QQ YSDPPLTFGG
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVGLLNNFY PREAKVQWKY
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK ‘VYAéEVTHQG
LSSPVTKSFN RGEC

i FIXa-H 84
QVOLVESGGG  LVQPGGSLRL SCAASGFTES YYDIQWVRQAR PGKGLEWVSS
ISPSGQSTYY RREVKGRFTI SRDNSKNTLY LOMNSLRAED TAVYY&ARRz
GREYGGGWYF = DYWGQGTLVT VSSASTKGPS VFPLAPCSRS TSESTAALGL
LVKDYFPEPV TVSWNSGALT SGVHTFPAVL QSSGLYSLSS VVTVPSSSLG
TQTYTéNvﬁH KPSNTKVDKR VESKYGPPCP PCPAPEFLGG PSVELFPPKP
KDTLMISRTF EVICVVVDVS QEDPEVQFNW YVDGVEVHNA KTKPREEQYN
STYRVVSVLT VLHQDWLNGK EYKCKVSNKG LPSSIEKTIS KAKGQPREPQ
VYTLPPSQKE MTKNQVSLT LVKGFYPSDI  AVEWESNGQP  ENNYKTTPPV
LDSDGSF?@Y SKLTVDKSRW QEGNVFSCSV MHEALHNRYT QKSLSLSP

FLFX-H 8

QVQLVQSGSE  LKKPGASVKV SCKASGYTFT DNNMDWVRQA PGQGLEWMGD
INTRSGGSTY NEEFQDRVIM TVDKSTDTAY MELSSLRSED TATYHCARRK
SYGYYLDEWG EGTLVIVSSA STKGPSVFPL APCSRSTSES TAALGGLVKD
YFPEPVTVSW NSGALTSGVE TFPAVLQSSG LYSLSSVVTY PSSSLGTQT?

_TtNVDHKPSN TKVDKRVESK YGPEBCPPCPA PEE’LGGPSVF LFPPKPKDTL
MISRTPEVTC ~VVVDVSQEDP EVQFNWYVDG VEVHNAKTKP REEQYNSTYR
VVSVLTVLHQ DWLNGRKEYRC KVSNEGLPSS ~ TEKTTSKAKG QPREPQVYTL
PPSQEEMTKN QVSLT{LVKG FYPSDIAVEW FRSNGQPENNY KTTPPVLDSD
GSFFLYSKLT VDKSRWQEGN VESASVMEEA LENHYTQESI, SLSP
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TIvAT, BETEMRLE METEBRIET ) 2 o —FARETHY, 7y Mit MNEER DTS
B IX JF (FiXa) ffERCU AL MgEES X B+ (FX) FUEoRfitREss, e r7—i
T BETE b 1gG4 OEERNBI2A,. FLFIXa-H $0 202, 231, 299, 359, 412, 438 & 448 BB D
7 I BRI EALE N Gln, Pro, Tyr, Lys, Lys, Arg & Pro ilB¥A &L, CERUED Gly & Lys iXbrk X
TS, iz, FLFX-HEED 198, 227, 205, 408, 438 & 444 B H DT T 7 BRIEEHEN Ghn,

Pro, Tyr, Lys, Glu EPro WEBINTEY, CHREOGl & LysiIBEENRTWS, =2 v X<7H,
Fopf ==X NARY —JREMIIC LV EEESNS. I VAT, M3EOT I BERENLALH
FiXaH$ (4 80 14 44 @07 I/ BERENLLLFFX-HE () | AR 214 B07 I ) BE
EPLA L () 2K TEBRENEGEY 2 (TR #148,000) TH 5.

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 fran.zework 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 Gin, 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 {molecular weight: ca. 148,000) composed of an anti-FIXa H-chain (y4-chain) consisting of 4438
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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I-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-t -en-1-yl}methy!} piperazin-i-yl)-
N-[(3-nitro-4-{[(oxan-4-yl)methyl]amino} phenyl)sulfonyl]-2-[(1 H-pyrrolo[2,3-b]pyridin-5-ylJoxy[benzamide
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{(1R)-3-Methyl-1 -[(28)-3-phenyl-2-(pyrazine-2-carboxamido)propanamido]butyl } boronic acid monohydrate
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