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5-[(2,4-Diaminopyrimidin-5-yl)oxy]-2-methoxy-4-(propan-2-yl)benzene- 1 -sulfonamide monocitrate
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PGK

% VEGF-A-L #
DIQLTQSPESS LSASVGDRVT IT?SASQDIS NYLRWYQQKP GKAPKVLIYFEF
TSSLHSGVPS RFSGSGSGETD FTLTISSLOP EDFATYY&QQ YSTVPWTFGQ
GTKVEIKRTV AAPSVIFIFPP SDEQLKSGTA SVV?LLNNFY PREARVQWRY
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYAéEVTHQG
LSSPVTKSFN RGEC

#1 Ang2-L 84
SYVLTQPPSV SVAPGQTARI T?GGNNIGSK SVHWYQQKPG QAPVLVVYDD
SDRPSGIPER FSGSNSGNTA TLTISRVEAG DEADYY&QVW DSSSDHWVEG
GGTKLTVLSS ASTKGPESVFP LAPSSKSTSG GTAALGELVK DYFPEPVTVS
WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VESSSLGTQT YICNVNHKES
NTKVDKKVEPD KsC

$1 VEGF-A-H $
EVOLVESGGG LVQPGGSLRL S?AASGYDFT HYGMNWVRQA PGKGLEWVGH
INTYTGEPTY AADFKRRFTE SLOTSKSTAY LOMNSLRAED TAVYYéAKYP
YYYGTSHWYF DVWGEQGTLVT VSSASTKGPS VFPLAPSSKS TSGGTAALG?
LVKDYFPEFV TVSWNSGALT SGVHTFPAVL QS5GLYSLSS VVTVPSESSLG

o

TOTYICNVNH KPSNTKVDKK VEPKSCDXTH TCPPCPAPEA AGGPSVFLFP
PKPKDTLMAS RTPEVT?VVV DVSHEDPEVK FNWYVDGVEV HNAKTKPREE
OYNSTYRVVS VLTVLAQDWL NGKEYK&KVS NKALGAPIEK TZSKAKGQPR
EFQVYTLPPC REELTKNQVS LWCLVKGEFYP SDIAVEWESN GOPENNYKTT
PPVLD$DGSF FLYSKLTVDK SRWOQGNVES CSVMHEALHN AYTCKSLSLS




Hi Ang2-H §8

OVOLVQSGAE VKKPGASVKV S?KASGYTFT GYYMHWVROA PGOGLEWMGW
INPNSGGTNY AQKFQGRVTM TRDTSISTAY MELSRLRSDD TAVYY&ARSP
NPYY¥Y¥YDSS5GY YYPGAFDIWG QGTMVTVSSA SVAAPSVFIF PPSDEQLKSG
TASVV?LLNN FYPREARKVOW KVDNALQSGN SQESVTEQDS KDSTYSLSST
LTLSKADYEK HKVYA&EVTH QGLSSPVTKS FNRGECDEKTH TCPPCPAPEA
AGGPSVFLFP PKPKDTLMAS RTPEVTqVVV DVSHEDPEVK FNWYVDGVEV
HNAKTKPREE QYNSTYRVVS VLTVLAQDWL NGKEYK&KVS NKALGAPIEK
TISKAKGQPR EPQVCTLPPS RDELTKNQVS LSCAVKGFYP SDIAVEWESN
GQPENNYKTT ﬁPVLDSDGSF FLVSKLTVDK SRWOQGNVES CSVMHEALEN
AYTQKSLSLS PGK

7l Ang2-H 86 Q1 : oM 72 3 B8 Hi VEGF-A-H 85 N303, #i Ang2-H 84 N313 : BSEHEA
£ VEGF-A-H 84 K453, Fi Ang2-H 8§ K463 : fipm7 vk s

$T VEGF-A-L 8 C214 — $i VEGF-A-H $H C226, #1 Ang2-L #4 C213 — #i Ang2-H 4 €236,

FL VEGF-A-H $4 €232 — ¥ Ang2-H 64 C242, ¥ VEGF-A-H 88 C235 — H1 Ang2-H #4 C245,

Ft VEGF-A-H 8 C360 — ¥t Ang2-H $H C365 : VAN T 4 VS
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GlcNAc-Man \ Fuf

Galg 4 Man-GleNAc-GlcNAc
GleNAc-Man #

CososHoosaN 172402001845 (7 237 EER Gy, AKRE)
P1. VEGF-A-H 84  Cz30H3303N5610677816

i Ang2-l 8 CaoeaHasssNeosO707819

1 VEGF-A-L #8  CuossHis93N373033885

Bl Ang2-L 8 CoroHis1sN26403198s



7y Vw7, BEFERLE METEREMTE ) 2 o—FARETH Y, v ARE FREREIEE
¥ A (VEGF-A) HifER Ut Mk R 7 PR 2 (Ang2) FUACHEBERER, & 7 L—AT
— 7 A ONTHT Ang2-L 85D CL FAA & HEHD CHl FAA UARHBENTE b Gl OEFENL A
5. il VEGF-A-H $#9 240, 241, 259, 316, 335, 360, 372 R 441 FHOT I /BEEEERLER Ala,
Ala, Ala, Ala, Gly, Cys, Trp BIURAla IZBH# SN TV 5, 1 Ang2-H 8§D 250, 251, 269, 326, 345, 365,
382, 384, 423 RUR4S1FHOT I BRI LN Ala, Ala, Ala, Ala, Gly, Cys, Ser, Ala, Val }
AL TEBRINTWS., 27 v, Fyrf=—IANbAZ—0EMRICLYELZNS. 77
e i, 453 0T I BBRENL LD VEGE-A-HE (180 14, 24 o7 3 JBERENLRLHH
VEGF-A-L 8 (c8) 1K, 46307 I /BERENGR A5 Ang2-H # (Y1« 80) 1 KRV 23 D7 2/
BEFREED B2 00 Ang2-L 81 Oy 88) | R TSN DHF L0 E (T84 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 IgG1 constant regions in which the anti-Ang2, CL
domain in L-chain and CH1 domain in H-chain are exchanged each other. In the anti-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-VEGF-A-L-chain (k-chain) consisting
of 214 amine acid residues, an anti-Ang2-II-chain (y1-k-chain) consisting of 463 amino acid residues and an anti-

Ang2-L-chain (A-v-chain) consisting of 213 amino acid residues each.
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N-[4-(Chlorodifluoromethoxy)phenyl}-6-[(3R)-3-hydroxypyrrolidin- 1 -y1]-5-(1 H-pyrazol-3-yl)pyridine-

3-carboxamide monohydrochloride
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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-u-D-mannopyranosyl)-(1—2)-O-o-D-mannopyranosyl-
(1—6)-0-a-D-mannopyranosyl-(1—6)-0-[0-(6-O-phosphono-a-D-mannopyranosyl)-(1—-2)-0-a-
D-mannopyranosyl-(1—3)]-B-D-mannopyranosyl} oxy)butanoyllhydrazinyl} ethoxy)imino] -p-L-arabino-

2-heptulo-2,6-pyranosylonic acid groups.
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(4R)-4-(2-Chloro-2,2-difluoroethyl)-1-{[2-(methoxymethyl)-6-(triflucromethyl)imidazo[2,1-b][ 1,3,4]thiadiazol-5-
ylmethyl}pyrrolidin-2-one
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LLIYLVSILD
QTFGGGTEVE
VOWKVDNALQ
VTHOQGLSSPV

HéH

EVQLVESGGG
ISRSGSYSYF
GYDEGDAMDS

LSVTPGQPAS
SGVPDRFSGS
ITKRTVAAPSV
SGNSQESVTE
TKSFNRGEC

LVKPGGSLRL
PDSVQGRETI
WGQGTEVTVS

IS?KSSQSLL

ESDGKTYLNW

YLOKPGQSPQ

GSGTDFTLKI
FIFPPSDEQL
ODSKDSTYSL

S?AASGFTFS

SRVEABEDVGV
KSGTASVVCL
SSTLTLSKAD

NYAMSWVRQT

1
YYCLOATHEFE
INNFYPREAK
YEKHKVYACHE

PEXKRLEWVAT

SRDNAENSLY
SASTKGESVE

LOMNSLRAED
PLAPCSRSTS

L)
TAVYYCARLG
ESTAALG?LV

[EEE?PEPVTV
TYTCNVDHKP
TLMISRTPEV
YRVVSVLTVL
TLPPSQEEMT
SDGSFFLYSR

SWNSGALTSG
SNTKVDKRVE
TCVVVDVSQLE
EQDWLNGKEY
KNQVSLTCLV
LTVDKSRWQE

VHTFPAVLQS
SKYGPPCPPC
DPEVQFNWYV
KCKVSNKGLP
KGEYPSDIAV
GNVESCSVMH

SGLYSLSSVV
PAPEFLGGPS
DGVEVHNAKT
SSIEKTISKA
EWESNGQPEN
EALHNHYTQK

H#H N298 : ¥ERES  HE K448 - B 7 ek vy

LEe5C219-HECI35, HEHC227-HE C27, HEHC30-H B C230 : YANT 4 RS

T FEHOHEEH S

(B1-4)GIcNAG(B1-2)Man(a1-6) \
Man(p1-4)GlcNAc(p1-4)GIcNAC
(B1-4)GIcNAc(B1-2)Man(w1-3)/

Galo_z

TVPSSSLGTK
VFLEFPKPKD
KPREEQFNST
KGOPREPOVY
NYKTTPPVLD
SLSLSLGK

Fuc(e.1-6)

Ceas2H10004N171202046846 (7 /73 7 HER 4y, 4 A8H)
HEH  CarrsHizoNss00652817
L8  CiossHie46N2760341S6

A7, BETHEBRLE Met/ Za—-F bR Thy, v 2 e MIREFREA e ey
— {TFPI) ORBFHMRET, v P 7 L—5T— 7ML b 1gG4 OEFHENLG2Y, H#E229FHOT 2
JBBEER Po BB Ih TS, 20 v X7, Fy A4 o— X LA 5 - L W EEERS.
a7, M8EOT I BEENLLRSZHSE ) 2 XRC 20807 I JBEENLRLL
B (k84 2ARTHRINAEZ V328 (TR #149,000) 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 human [gG4 constant regions, whose amino acid residue at position 229 in the H-chain is substituted 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 amine acid residues each and 2 L-chains (k-chains)

consisting of 219 amino acid residues each.
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Y Xe7i, BEFMELE MeE s za—T
MR THY, w7 AL b ¥ —1 A F 131
TREE 7 a—FAREOMBERERT, v b7
V— AT — 2B b 1gG2 OEFEN SRS,
H44m 135, 137, 141, 142, 223, 268, 335 & 419
FHOT I EEREIIFNEL Ser, Lys, Gly,
Gly, Ser, Gln, Gln & GlulZ@¥IhTEY, CK
B Gly & Lys HREEZRTWS., ZEY A<
i3, FrA =X hRY PRI LD EES
o, X2V A<71E, M5 EOT I BEEND
7HHE (&) 2ARKRC 214 o7 2 ) BEE)»
s L8 () 2 ATHR S AR Y VA2 ]
(53F8 : §9147,000) TH 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
1gG2 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 Glu, 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
(y2-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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JAN (3 4) : Nemolizumab (Genetical
Recombination)

(H8)

FEY) A7, BaTHLe MeE/ 2n—F
NMUETHY, v T AL A F—u A F 131
ZREE ) 7 v —AFkOfEMtERER, b
L— AT —Z ROt PgGOERKEN 25, H
00134, 136, 140, 141, 222, 267, 354 418%H
DT I BRI ENESer, Lys, Gly, Gly,
Ser, Gln, Gn:GhiZEBRINTEY, CREDGl
ElystifpEREahTwa, eV X270, Fv A
Z—RNAA S BRI Y EASND . BT
Y X7k, 445@07 I BERENLRDHE (12
) 2ARURIMADT I/ BEENLZ2LLE (k
) 2R THREShAES 08 (TR W
147,000) Th5.

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
IgG2 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, Gin, Gin

and Glu, 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
(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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