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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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$1 VEGF-A-L 8 - -
DIQLTQSFPSS LSASVGDRVT ITQSASQDIS NYLNWYQQKP GKAPKVLIYF

1
TSSLHSGVPS RFSGSGSGTD FTLTISSLOP EDFATYYCQO YSTVPWTEGQ

GTRKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVEEFNNFY " PREAKVQWEKV
: 1
DNALQSGNSG ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHOQG

LSSPVTKSEFN RGEC

$1 Ang2-L #8 .
SYVLTQPPSV SVAPGQTART TQGGNNIGSK SVHWYQQKPG . QAPVLVVYDD

X ]
SDRPSGIPER FSGSNSGNTA TLTISRVEAG DEADYYCQVW DSSSDHWVEG

GGTKLTVLSS ASTKGPSVFP LAPSSKSTSG GTAALGELVK DYFPEPVTVS
WNSGALTSGV HTFPAVLQOSS GLYSLSSVVT VPSSSLGTQT = YICNVNHKPS

NTKVDKKVEP  KSC

1L VEGF-A-H 84
EVQLVESGGEG LVQOPGGSLRL S?AASGYDFT HYGMNWVRQOA PGKGLEWVGHW

. ]
INTYTGEPTY AADFERRETF SLDTSKSTAY LOMNSLRAED TAVYYCAKYP

YYYGTSHEWYF DVWGQGTLVT VSSASTKGPS VEPLAFS55KS TSGGTAALGF

LVKDYFPEPV TVSWNSGALT SGVHTFFAVL QSSGLYSLSS VVTVPSSSLG

— _
TQTYICNVNH KPSNTKVDRK VEPKSCDKTH TCPPCPAPEA AGGPSVFLFP

PKPKDTLMAS RTPEVT?VVV DVSHEDPEVK FNWYVDGVEV HNAKTKPREE
1
QYNSTYRVVS VLTVLAQDWL NGKEYKCEVS NKALGAPIEK TISKAKGQOPR

EPQVYTLPPC RDELTKNQVS LWCLVKGEYP SDTAVEWESN GOPENNYKTT
PPVLDSDGSF FLYSKLTVDK SRWQOGNVFS CSVMEEALHN AYTQKSLSLS

PGK



i Ang2-H 84

QVOLVOSGAE ~ VRKPGASVKV ~ SCKASGYTFT ~ GYYMHWVRQA  PGOGLEWMGH
INPNSGGTNY  AQKFQGRVTM  TRDTSISTAY MELSRLRSDD  TAVYYCARSP
NPYYYDSSGY  YYPGAFDIWG  QGIMVTVSSA  SVAAPSVFTF  PPSDEQLKSG
TASVVCLINN ~ FYPREBKVQW  KVDNALOSGN  SQESVTEQDS  KDSTYSLSST
LTLSKADYEK  HKVYACEVTH  QGLSSPVTKS. FNRGECDKTH  TCPPCPAPEA
AGGPSVFLFP  PKPKDTLMAS ~ RTPEVTCVVV ~ DVSHEDPEVK  FNWYVDGVEV
HNAKTKPREE  QYNSTYRVVS  VLTVLAQDWL  NGKEYKCKVS  NKALGAPIEK
TISKAKGQPR  EPQVCTLPPS  RDELTKNQVS  LSCAVKGFYP  SDIAVEWESN
GOPENNYKTT. PPVLDSDGSF  FLVSKLTVDK  SRWQQGNVFS  CSVMHEALHN
" AYTQKSLSLS  PGK - ' '

i Ang2-H §5 Q1 : ¥4 = A% I VB ; Hi VEGF-A-H $ N303, #T Ang2-H & N313
$U VEGF-A-H $4 K453, $T Ang2-H $§ K463 : Sty ek vy

H1 VEGF-A-L $ C214 — #1 VEGF-A-H #i C226, i Ang2-L 81 C213 — #1 Ang2-H 44 C236,
P VEGF-A-H $4 C232 — #T Ang2-H $4 C242, #i VEGF-A-H 48 C235— Hi Ang2-H 84 C245,
P VEGF-A-H $4 C360 — 7 Ang2-H 86 C365 : VANV RS
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77 Ve /iy, BEFERLE MEZERRIEE) S u—FARETH Y, v U REE NLEP
EF A (VEGF-A) HilbRUE Mk h 7Y U HE=TF L 2 (Ang2) HifkOMBHERES, £ b7 L—AD
— 7 ERAF TN Ang2-L 85D CL RAA & HEED CHI FAA VBT RENTZE b oGl OEETNE 7
5. it VEGF-A-H 84D 240, 241, 259, 316, 335, 360, 372 R 441 FE D7 I /BEEITFhFN Ala,
Ala, Ala, Ala, Gly, Cys, Trp KU} Ala IZBH & TV 5. $i Ang2-H ${0 250, 251, 269, 326, 345, 365,
382, 384, 423 RUMAS1I FHOT I BRI T ER Ala, Ala, Ala, Ala, Gly, Cys, Ser, Ala, Val X%
T AL ITBBRENTWS., 77V <7, FrA=—ANbAF—REMRICLVELESRE. 77
e, AS3EOT I BREN G55 VEGF-A-H# (y1 88) 1K, 21407 I /LN L 55
VEGF-A-L# () 14, 463 @07 I/ BBENLZR5H Ang2 HE (1«80 1 ARV213 @07 3/
BN LR BH Ang2-L 8 Oy ) 1 ATHRENBRES V0B (HTFEH 149,000) Th 5.

Faricimab is a recombinant bispecific hur.nanized 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 1gG1 constant regions in which the anti-Ang2, CL
domain in L-chain and CHI 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, respective]jr. 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 (x-chain) consisting
of 214 amino acid residues, an anti-Ang2-H-chain tyl-rc—chain) consisting of 463 amino acid residues and an anti-

Ang2-1 -chain (A-y-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-oxo-2-{2-[4-({O~(6-O-phosphono—a—D—mannopyranosyl)-(1—»2)-O-a—D—mannopyrz;nosyl-
(1—>6)-O-a.—b-mannopyranosyl-(1—»6)-0—[0-(6—O-ph0sphono~a-D-mann0pyra‘nosy1)~(1—->2)—O-a— ‘
D-mannopyranosyl-(1—3)]-B-D-mannopyranosyl}oxy)butanoyllhydrazinyl}ethoxy)imino]-pB-L-arabino-

2-heptulo-2,6-pyranosylonic acid groups.
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(4R)-4-(2-Chloro-2,2-difluoroethyl)-1-{ [2—(meti10xymethyl)-6-(tn'ﬂuor0rnethyl)imidazo[Z,l—b] [1,3,4]thiadiazol-5-
yljmethyl}pyrrolidin-2-one :
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DGVEVHNAKT
SSIEKTISKA
EWESNGQPEN
EALHNHYTQK

H 44 N298 : BESHES ; HEH K448 : Bi7mks v o

LE{C219-HEHC135, HEH C227-HH C227, HHHC230-HEH C230 : YAV T 1 FiED

TR O ERE

(B1-4)GIcNAC(B1-2)Man(a1-6) N |
Man(p1-4)GlcNAc(B1-4)GlcNAc

Galo_z

(B1-4)GIcNAG(B1-2)Man(o1-3) ~

TVPSSSLGTK
VELFPPKPKD
KPREEQFNST
KGQPREPQVY
NYKTTPPVLD
SLSLSLGK

Fuc(o1-6)

Coasatl10004N17120204684s (Z /37 BERSy, 4 A84)
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L Cios3His46N276034156

YR TiE, BETREBLE MEE 2 n—F AR ThY, v AHE MARRTREA e ey
— (TFPI) ODABBIEIRGERS, & h 7 L— AT — 2R F IgGd OREMBH LAY, HE29FEADT I
JEBEER Pro KBRENTWD. ar X7, Fyrd =o—ANaRF IR L VEESND.
2y UK Tk, M ADT I BEENSA2S HE (4 8) 2 KARU219EOT I/ MERENLRS L
B () 2ARTHRESNDHES 7B (T8 19 149,000) ThB.



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

consisting of 219 amino acid residues each.

¥ OJAN Jﬂ&i»cra-r%"iﬁﬁs;t\ £EZL LTEHLE L,



TRk 304E 7 A 3 BERAEIEHEFE 0703 5 4 BEEFHEER - AEFLEREELAEETERRBEMNOE

PR 2

gﬁ%

. E
(Bl*& 2)
BBEES 294-B14
JAN (H&4) AT Y Av7 (@isTHE#zL)
JAN (¥ 4) : Nemolizumab (Genetical
Reconibinat'io.n)
(&)

ATY AT, BB MEeE) Fo—F
AMAETHY, wURE b4 ¥ —af %3]
RAEE ) 7 a—F R OBEIERES, v h
L—AT—Z78EUE b 1gG2 DEFIHERD.

H #4135, 137, 141, 142, 223, 268, 355 L 419
%E@?.i J BRI L EERL Ser, Lys, Gly,
Gly, Ser, Gln, Gln & Glu lIzE#EhTEH, CXK
RO Gly & Lys ikBrEIR TS, REY w7
1, FaA =Rk RS — SRR & D BEE S
N5, REY AwTWE, 45 BOT I BEREND
2HHE 28) 2AKRU214EOT 2 BEREs
HRBLE k) 2R CHREShWIEY 328
(4F& : 147,000 TH5B.

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 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 prodliccd 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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FEV AT, BaFHEBRZE MEE) 7 0—F
NFFETHY, SUARE M rF—ua A ¥ 31
RBWTE /7 u—FAREROBMERER, v
L— AT IR U MeG2OEEMN 525, H
#0134, 136, 140, 141, 222, 267, 354> 418%E
DT X ) BERET T ENSer, Lys, Gly, Gly,

Ser, Gln, Gin&GIZBRENTRY, CREHDGly

ELyslEBREZINTHWA., REVX=TE, Fv A
== ANLAS PRI LV EEEND. e
U R, 45E07 I BERNLREAHE (12
§) 2ARRURM4EOT I JBEEEP LD (k
) 2R THRIhAEZ L 2E (TR
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
1g(G2 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 deleted. Nemolizuniab 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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