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5-[(2,4-Diaminopyrimidin-5-yl)oxy}-2-methoxy-4-(propan-2-ybenzene- 1 -sulfonamide monocitrate
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T I UBENRUVANT 4 FiEE
Bt VEGF-A-L $4

PGK

DIQLTQSPSS LSASVGDRVT ITQSASQDIS NYLNWYQOKP GEAPKVLIYF
TSSLHSGVES REFSGSGSGETD FTETISSLOP EDFATYY&QQ YSTVPWTFGO
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVQLLNNFY PREAKVCOWKV
DNALOSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKEK VYA&EVTHQG
LSSPVTKSEN RGEC
i Ang2-L 8 :
SYVLTQPPSV SVAPGQTARI T?GGNNIGSK SVHWYQOKFPG QAPVLVVYDD
SDRPSGIPER FSGSNSGNTA TLTISRVEAG DEADYY&QVW DSSSDHWVEG
GGTKLTVLSS ASTKGPSVFEP LAPSSKSTSG GTAALGCLVE DYFPEPVTVS
WNSGALTSGY HTFPAVLOSS GLYSLSSVVT VPSSSLGTQT YICRVNHKPS
NTKVDEKVEP KSC
HL VEGF-A-H

EVQLVESGGG LNVQPGGSLRL SQAASGYDFT HYGMNWVRQA PGKGLEWVGW
INTYTGEPTY AADFKRRFTE SLDTSKSTAY LOMNSLRAED TAVYY&AKYP
YYYGTSHWYEF DVWGQGTLVT VSSASTKGPS VFPLAPSSKS TSGGTAALGQ
LVKDYFPEPV TVSWNSGALT SGVHETFPAVL QSSGLYSLSS VVTVPSESLG
TOQTYICNVNH KPSNTKVDEKK VEPKSCDKTH TCPPCPAPEA AGGPSVFLFP
PKPKDTLMAS RTPEVT?VVV DVSHEDPEVK FNWYVDGVEV HNAKTKPREE -
QYNSTYRVVS VLTVLAQDWL NGKEYK&KVS NKALGAPIEX TISKAKGQPR
EPQVYTLPPC RDELTKNQVS LWCLVKGFYP SDIAVEWESN GOPENNYXTT
PPVLDSDGSF FLYSKLTVDK SRWQQOGNVFS  CSVMHEALHN AYTQKSLSLS_‘



Hi Ang2-H 8

QVQLVQSGAE VEKPGASVEV S?KASGYTFT GYYMHWVROA PGOGLEWMGW
INPNSGGTNY AQKFQGRVTM TRDTSISTAY MELSRLRSDD TAVYY&ARSP
NPYYYDSSGY YYPGAFDIWG OGTMVTVSSA SVAAPSVEIF PPSDEQLESG
TASVV?LLNN FYPREAKVQOW KVDNALQSGN SQESVTEQDS KDSTYSLSST
LTLSKARYEK HKVYA&EVTH QGLSSPVTKS FNRGECDKTH TCPPCPAPEA
AGGPSVFLFEFP PKPKDTLMAS RTPEVT?VVV DVSHEDPEVK FﬂWYVDGVEV
HENAKTKPREE QYNSTYRVVS VLTVLAQDWL NGKEYK&KVS NKALGAPIEK
TISKAKGQPR EFQVCTLFFES RDELTKNQVS LSCAVKGFYP SDIAVEWESN
GQPENNYKTT PPVLDSDGSF FLVSKLTVDK SRWOQGNVES CSVMHEALHN
AYTOQKSLSLS PGK

T Ang2-H 81 Q1 : 4509 0 704 2 Bk ; 31 VEGF-A-H 81 N303, #T Ang2-H 8 N313 : BigHESA
H1 VEGF-A-H 44 K453, ¥ Ang2-H #1 K463 : oM 7T ut o

i VEGF-A-L 8% C214 - Hi VEGF-A-H # C226, i Ang2-L 8 C213 - $i Ang2-H # C236,

HL VEGF-A-H 8 C232 - #L Ang2-H $4 C242, $i VEGF-A-H ${ C235 - T Ang2-H ${ C245,

HL VEGF-A-H 4 C360 — #T Ang2-H #4 C365 : ¥ ANT 1 NEA

EhEHOEEHES
GlcNAc-Man F“f

Galg ¢ Man-GlcNAc-GIcNAc
GlcNAc-Man 7

B

Ces0sHovsN17240200184s (& 2737 Hi 5y, AARE)
H1 VEGF-A-H #  CosoHs30sNsz10677516

L Ang2-H $  CaeaHasesNoosO 707510

1 VEGF-A-L 81 CroasHisosNarsOs3s8s

H1 Ang2-L 1  CorsHi518N26403198s
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EF A (VEGF-A) HifE R Mtk 7 U3 RF 0 2 (Ang2) HUROBMEERTE, v 7 L—24y
— 27 R TRITHL Ang2-L 8D CL FAA & HEOD CHl FAAL VBB EREE b 1gGl OEFERM SR
7. H1 VEGF-A-H 8™ 240, 241, 259, 316, 335, 360, 372 RUV441 BH O 7 I JBBEIZITHFH Ala,
Ala, Ala, Ala, Gly, Cys, Trp BT Ala iCBH STV A, 1 Ang2-H $#1D 250, 251, 269, 326, 345, 365,
382, 384, 423 RUN4S1 FHOT L/ BBREAILENEI Ala, Ala, Ala, Ala, Gly, Cys, Ser, Ala, Val &
G Al EBBRIHTWD, 77U vTi, FrA=—A hAd—JREMac L vEEENE. 77
7L, AS3AOT I BB LR A VEGR-A-HS (y18) 14, 2407 I JBEENS 255
VEGF-A-L # (x$8) 178, 463 DT I JEBEEN LR AH Ang2 H# (1« 8) 1 ARU 2B #0737
BERREED 572 B0 Ang2-L 8 Oy 8) 1 A THRENDES 378 (HFEL 149,000) THD.

Faricimab is a recombinant bispecific humanized monoclonal antibody composed of complementarity-determining
regions derived from mouse anti-human vascular endothelial growth factor A (VEGF-A) antibody and human anti-
human angiopoietin 2 (Ang2), framework regions and human IgG1t constant regions in which the anti-Ang2, CL
domain in L-chain and CH1 domain in H-chain are exchanged each other. In the ahti—VEGF—A—H—chain, the amino
acid residues at position 240, 241, 259, 316, 335, 360, 372 and 441 are substituted by Ala, Ala, Ala, Ala; Gly, Cys, Trp
and Ala, respectively. In the anti-Ang2-H-chain, the amino acid residues at position 250, 251, 269, 326, 345, 365, 382,
384, 423 and 451 are substituted by Ala, Ala, Ala, Ala, Gly, Cys, Ser, Ala, Val and Ala, respectively, Faricimab is
produced in Chinese hamster ovary cells. Faricimab is a glycoprotein (molecular weight: ca. 149,000) composed of an
anti-VEGF-A-H-chain (y1-chain) consisting of 453 amino acid residues, an anti-VEGEF-A-L-chain (k-chain) consisting
of 214 amino acid residues, an anti-Ang2-H-chain (yl-x-chain) consisting of 463 amino acid residues and an anti-

Ang2-L-chain (A-y-chain) consisting of 213 amino acid residues each.
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N-[4-(Chlorodifluoromethoxy)phenyl]-6-{(3 R)-3-hydroxypyrrelidin-1-yi]-5-(1 H-pyrazol-3-yl)pyridine-

3-carboxamide monohydrochloride
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FANT A=Y TAZ7ETNI Ny F—E TAT7 7 EHUER (GFE - # 124,000) T
by, TATayF—Y TAT7REEEh, BEEOE 5~ RO N-TEFN S A T I EERSH
57 b7 3 K357 b U T A ¥ TENQ-AF Y 2-(2-{4-({0-(6-0-FK AT S -o-D-= 2 S BT ) V)
(1-2)-0-0-D-% > J ¥F ) L Nef16)-0-a-D-% 2 ) BT J L N~(1-6)-0-[0-(6-0-F AR / -0-D-+ o ) ¥
Z ) N (1-2)-0-0-D-< 2 S BT N1 PD-T BT AR INTE A e KT U=
NV R FINA 2V B-L-arabino-2-~7 Y B2,6-7 o UEBRICEEMICER ST S

Avalglucosidase alfa is a glycoengineered alglucosidase alfa analog (molecular weight: ca. 124,000). which is
oxidized and its average of 5-9 N-acetylneuraminic acid portions are chemically modified to 5-acetamido-
3,5, 7-trideoxy-7-[(E)-(2-0x0-2-{ 2-[4-{{ O-(6-O-phosphono-a-D-mannopyranosyl)-{ 1 —2}-O-g-D-mannopyranosyl-
{1—6)-Q-a-D-mannopyranosyl-(1—6)-0-[2-(6-O-phosphono-a-D-mannopyranosyl)-(1—2)-0-a-
D-mannopyranosyl-(1—3)]-p-D-mannopyranosyl} oxy)butanoylJhydrazinyl}ethoxy)imino]-p-L-arabino-

2—heptu10—2,6—pyranosylonic acid groups.
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(4R)-4-(2-Chloro-2,2-difluorcethyl}-1-{ [2-(methoxymethyl)-6-(trifluoromethylyimidazo|2,1-5][ 1,3 4 Jthiadiazol-5-
yllmethyl} pyrrolidin-2-one
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H#  CureHszs0Ns5800682517
L8  Ciossliss6N276034156

Ay XL, BETHEEZE MEE ) Z2o—FARETHY, v RHE MIBRFREA e
— (TFPI) OFBAHMEREM, b F7 L—AV—7HRUE b 1pG4 DEFHF 620, HE29FRBOT 2
S BETREEDS Pro B ENTWD. 2 v Aw T, FyA =— X ARAY Bl XV EEEND.
ayAwTrE, A EOT I BERENGRS HE (4 ) 2 AR 209 AOT 3 ) BEEN LD L
B (cff) 2 AR THERSNDEY V7 TR §9149,000) THD.



Concizumab is a recombinant humanized monoclonal antibody composed of complementarity-determining regions
derived from mouse anti-human tissue factor pathway inhibitor {TFPI) monoclonal antibody, human framework
regions and lman IgG4 constant regions, whose amino acid residue at position 229 in the H-chain is substitated by
Pro. Concizumab is produced in Chinese hamster ovary cells. Concizumab is a glycoprotein (molecular weight: ca.
149,000) composed of 2 H-chains (y4-chains) consisting of 448 amino acid residués each and 2 L-chains (k-chains)

consisting of 219 amino acid residues each.
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FEVA=7E, BEFEEZ e Mo, 7 a—F
AMEERTHY, v Rk b ¥ —n A F23]
ZREE 7 u—F VR OMBERTEE, v T
Ve AT 7RO b 1gG DEERN SRS,
H#® 135, 137, 141, 142, 223, 268, 355 * 419
HEHOT X/ BRI LT T4 Ser, Lys; Gly,
Gly, Ser, Gln, Gh & G iZE#EXhTEY, CXE
WO Gly & Lys HEREZhTnw2. xEV X<w7
b, FeAg :H:f/\laxﬁ'hﬁﬁ%%ﬁﬁiﬂﬂam: DEAX
N, FEV AT, 45 072 BEEND
B H#E (2 ) 2 AR 214 @7 I ) BEEL
B2 L (k) 2R THREShDEEY V0B
(578 - 45 147,000) THB.

Nemolizumab is a recombinant humanized monoclenal
antibody composed of complementarity-determining
regions derived from mouse anti-human interleukin-31
receptor antibody, human framework regions and human
1g(G2 constant regions. In the H-chain, amino acid
residues at position 135, 137, 141, 142, 223, 268, 355 and
| 419 are substituted by Ser, Lys, Gly, Gly, Ser, Gln, Gln
and Ghy, respectively, and Gly and Lys at the C-terminus

are deleted. Nemolizumab is produced in Chinese
hamster ovary cells. Nemolizumab is a glycoprotein
(molecular weight: ca. 147,000} composed of 2 H-chains
(v2-chains) consisting of 445 amino acid residues each
and 2 L-chains (k-chains) consisting of 214 amino acid

residues each.
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FEY X7, BEFERz e MeT Zo—F
METHY, v UAFE M 7 —u A F231
REET /7 n—F AR OEMERER, v T
L— AT — 78RO MegGOEFHR»: LS. H
#0134, 136, 140, 141, 222, 267, 354L418%F R
DT I KT FhENSer, Lys, Gly, Gly,
Ser, Gln, Gn& Gt BRI TEY, CRROGY
ELysiERREREER TS, REYA=TL, FyA
S RANAARZ PRI SV EA SRS, RE
U AT, MSEOT D ) BIRENBR AH (12
) 2R ORIAECT I JBRENSRDLEH (k
B 2R TRERSNLPEF A7 HE (BTFE B
147,000) T#H 5.

Nemolizumab is a recombinant humanized monoclonal
antibody composed of complementarity-determining
regions derived from mouse anti-human interleukin-31
receptor antibody, human framework regions and human
1g(32 constant regions. In the H-chain, amino acid
residues at position 134, 136, 140, 141, 222, 267, 354 and
418 are substituted by Ser, Lys, Gly, Gly, Ser, Gln, GIn

and Glu, respectively, and Gly and Lys at the C-terminus
are delefed. Nemoliznmab is produced in Chinese
hamster ovary cells. Nemolizumab is a glycoprotein
(molecular weight: ca. 147,000) composed of 2 I-chains
(y2-chains) consisting of 445 amino acid residues each
and 2 L-chains (x-chains) consisting of 214 amino acid

residues each.
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