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5—[(2,4-Diaminopyrimidin-5-yI)oxy]-2-inethoxy-4-(propan—2-yl)benzené—1-sulfonamide monocitrate
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JAN (BAAZ) : 77 Vw7 (BETFHARR)
JAN (3 4) : Faricimab (Genetical Recombination)

73 BEFIRUTANT 4 RS

1L VEGF-A-L :
DIQLTQSPSS ~ LSASVGDRVT ~ ITCSASQDIS  NYLNWYQQKP  GKAPKVLIYF
TSSLHSGVPS RFSGSGSETD FTLTISSLQP EDFATYY&QQ YSTVPWTFEGQ
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVV?LLNNFY PREAKVQWEKV
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK .VYA&EVTHQG
LSSPVTKSFN  RGEC

Pt Ang2-L 84 _ _ .
SYVLTQEPSV SVAPGQTARI T?GGNNIGSK SVHWYQQKPG QAPVLVVYDD
SDRPSGIPER . FSGSNSGNTA TLTISRVEAG DEADYY&QVW DSSSDHWVEG
GGTKLTVLSS ASTKGESVER LAPSSKSTSG GTAALGELVK DYFPEPVTVS
WNSGALTSGV ~ HTFPAVLQSS ~ GLYSLSSVVT ~ VPSSSLGTQT  YICNVNHKPS
NTKVDKKVEP KS5C

Hi VEGF-A-H 84 .
EVQLVESGGG LVQPGGSLRL S?AASGYDFT HYGMNWVRQA PGKGLEWVGW
INTYTGEPTY AADFKRRFTF SLDTSKSTAY LQMNSLRAED TAVYYéAKYP
YYYGTSHWYF DVWGQRGTLVT VSSASTKGPS VFPLAPSSKS TSGGTAALGQ
LVKDYFPEPV TVSWNSGALT SGVHTFPAVL OSSGLYSLSS . VVTVPSSSLG
TQTYICNVNH KPSNTKVDKK VEPKSCDKTH TCPPCPAPEA AGGPSVELEP
PKPKbTLMAS RTPEVTFvVV ’ DVSHéDPEVK FNWYVDGVEV HNAKTKPREE
QYNSTYRVVS VLTVLAQDWL NGKEYK&KVS NKALGAPIEK TISKAKGQPR
 EPQVYTLPEC RDELTKNQVS LRCLVKGEFYP SDIAVEWESN GQPENNYKTT

FLYSKLTVDK  SRWQQGNVES AYTQKSLSLS

PPVLDSDGSF

PGK

CSVMHEALHN



% Ang2-H 84

FL Ang2-H S Q1 : FpayHIe 2 /& I Bk ; i VEGF-A-H ${N303, #1 Ang2-H $IN313 : S ;

“VKKPGASVKV

QVOLVQSGAE

INPNSGGTNY AQKFQGRVTM
NPYYYDSSGY = YYPGAFDIWG
TASVVCLLNN FYPREAKVQW
LTLSKADYEK  HKVYACEVTH
AGGPSVFLFP  PKPKDTLMAS
HNAKTKPREE  QYNSTYRVVS
TISKAKGQPR  EPQVCTLEPS
GQPENNYKTT“ PPVLDSDGSF
AYTOKSLSLS  PGK

GYYMHWVRQA

SRWOQQGNVFEFS

#. VEGF-A-H 84 K453, $T Ang2-H 88 K463 : 07 at vy ,
i VEGF-A-L §4 C214 — ¥ VEGF-A-H 4 C226, $i Ang2-L 4 C213 — $i Ang2-H 4 C236,
i VEGF-A-H $4 C232 — #1 Ang2-H $4 C242, i VEGF-A-H £ C235 — $i Ang2-H 8 C245,
Hi VEGF-A-H § C360 — 3T Ang2-H 4 C365 : VAN T 1 P&
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CesosHooeaN172402001S4s (& 2737 ElSy, 4748H)

7 VEGF-A-H 1 CasoHae3Ns10677516

P Ang2-H 8 CaasaHz46sNeosO707819
1 VEGF-A-L #  CipasH1593N2730334Ss
P Ang2-L 80 CorsHis518N264031985

 SCKASGYTFT PGOGLEWMGH
~ TRDTSISTAY MELSRLRSDD  TAVYYCARSP
OGTMVTVSSA  SVAAPSVFIF  PPSDEQLKSG
KVDNALQSGN  SQESVIEQDS _ KDSTYSLSST
QGLSSPVTKS  FNRGECDKTH  TCPPCPAPEA
RTPEVICVVV  DVSHEDPEVK. ~ENWYVDGVEV
VLTVLAQDWL NGKE;K&KVS NKALGAPIEK
RDELTKNQVS ~ LSCAVKGFYP  SDIAVEWESN
FLVSKLTVDK CSVMHEALHN



77 Ve, BETHESRIE MEZEFRET) 7 o—F AR THY, < v AR SR
EF A (VEGF-A) fifkR 't Mk F7 v P4 EnF 2 (Ang2) HifEOIBMIEREL, & h7 L —AU
— 7 ERETNTHE Ang2-L 5D CL FAA & HED CHL FAA V58S hiz b b [5Gl OREE» b7
%. $i VEGF-A-H #40 240, 241, 259, 316, 335, 360, 372 B 441 BRDOT 3 J BEEEILENTh Ala,
Ala, Ala, Ala, Gly, Cys, Trp RO Al KEHBRENTV 3, %'iAﬁgZ-H #Ho 250, 251, 269, 326, 345, 365,
382, 384, 423 RUN4S1 BB QT I/ BREIIENEN Ala, Ala, Ala, Ala, Gly, Cys, Ser, Ala, Val &
W Ala KBBRERTWS, 77 VLT, Fof=—Rnbxy—SARMARICE 0 EEShS. 77 )
YT, 45307 IV BBRENLRAH VEGF-AH# (140) 14, 214 @07 I/ BRBRENS 2L
VEGF-A-L8$H (c ) 1A, 463 EO7 I/ BIRENPL RS Ang2-H 8 (vl $) 1 ARV 213 HOT I/
BRREN H2 55 A2 L84 Oy 8 1 A THRSN DS L7 B (HFR 149,000) ThHA.

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 CH] domain in, H-chain aré 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, 3635, 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 (x-chain) consisting
of 214 amino acid residués, an anti-Ang2-H-chain (yl-k-chain) consisting of 463 amino acid residues and an anti-

Anpg2-1-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 g]ycoengineéred 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—trideo;zy—‘?-[(E)—(2—0x0-2- {2-[4-({0-(6-O-phosphono-o-D-mannopyranosyl)-(1—2)-0-a-D-mannopyranosyl-
(l—.>6)—O~a~D-mannopyranosy1—(1—46)-0-[0-(6—O—phosphono-a-D-mannopyr‘anosyI)—_(1—>2)-0-d.-
D-mannopyran(-)syl-(1—>3)]-]3-D-mann0pyranosy1}oxy)butanoyl] hydrazinyl}ethoxy)imino]-B-L-arabino-

2-heptulo-2,6-pyranosylonic acid groups.
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(R)A4-(2-7 B 122V 7 A F u = FA)1-{[2-(F FFTAFM)6-(FY TNAFRAFMA LS
V2LIB[134]F T PT S =S5 AN AFA R B P r2-F

(4R)-4-(2-Chloro-2,2-difluoroethyl)-1-{ [2-(methoxymetﬁy])-6-(ﬁiﬂuoromeﬂ1yl)iinidazo [2,1-b][1,3,4]thiadiazol-5-
yl]‘methyl}pyrfplidin-z-one \ '
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LLIYLVSILD
QTEFGGGTKVE
VOWKVDNALQ
VTHQGLSSPV

H#H

EVQLVESGGG
ISRSGSYSYFE
GYDEGDAMDS

LSVTPGQPAS
SGVPDRFSGS
IKRTVAAPSV
SGNSQESVTE
TKSFNRGEC

LVKPGGSLRL
PDSVQGRETI
WGOGTTVTVS

IS?KSSQSLL

ESDGKTYLNW YILQKPGQSPQ

GSCTDFTLKI
FIFPPSDEQL
ODSKDSTYSL

S?AASGFTFS

SRVEREDVGY YYCLOATHEP

KSGTASVVCL LNNFYPREAK
l—'—"_l

SSTLTLSKAD YEKHKVYACE

NYAMSWVRQT PEKRLEWVAT

SRDNAKNSLY
SASTKGPSVE

Ll
LOMNSLRAED TAVYYCARLG
PLAPCSRSTS ESTAALGQLV

EEEEPEPVTV
TYTCNVDHKP
TLMISRTPEV
YRVVSVLTVL
TLEPSQEEMT

SWNSGALTSG
SNTKVDKRVE
TCVVVDVSQE

VHTFPAVLQS
SKYGPPCPPC
DPEVQENWYV

HODWLNGKEY KCKVSNKGLP

SGLYSLSSVV TVESSSLGTK
PAPEFLGGPS VFLEFPPKPKD
DGVEVHNAKT KPREEQFNST
SSIEKTISKA KGQPREPQVY
EWESNGQPEN NYKTTPPVLD

KNQVSLTCLV KGEYPSDIAV
—

SDGSFFLYSR LTVDKSRWQE GNVESCSVMH EALHNHYTQK SLSLSLGK

H 84 N298 : FEEH#EA s HEH K448 : Bipiyrak s vy ,
L C219-HEH CI135, HEE C227-HE €227, HEHC30-—HEHC230 : PANT 4 FiFE

ERBESE OB NS
Fuc(a1-6)
(B1-4)GIcNAc(B1-2)Man(a1-6) \_ .
Man{B1-4)GlcNAc{B1-4)GlcNAc
(B1-4)GlcNAc(B1-2)Man(a1-3)/

Gal0_2
Coas2H10000N171202046845 (F 22737 BHR4Y, 4 AREH)
. H&$  CansHasoNss00682517
L%  CiossHiessN276034186

oV R TE, METFRBLE MEE 2 a—FARBTHY, vIARE MBGETERS Ve LS
— (TFPD) OABMIMERER, & F7L—ba U — 28RO | [g64 OERHHL2Y, HE229FEHDT 3
JBEREN PoICBRENTNS. a vV AwTi, Fr4 =—AN b2 —JIRMRIC LY B En 5.
AV VAT, MSEADT L BREN LR HE (480 2 ARV 29 EOT I/ BBRENILRS L
$W () 2R THERSNDHEY /7 H (3T : #1149,000) TH5.



Concizumab is a recombinant humanized monoclonal antibod& composed c;f complementarity-determining regions
derived from mouse anti-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 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 residues each and 2 L-chains (x-chains)

consisting of 219 amino acid residues each.
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JAN (3% 4) : Nemolizumab (Genetical
Recombination)
(mg)

) AeTNE, BEFERXE MEE 7 a—F
NAKETHYD, vURHE b F—n A F3]
REME ) 7 a—FAGEOEMIERER, &7
V=AU =2 8RO b 1gG2 DEFEN RS,
H > 135, 137, 141, 142, 223, 268, 355 L 419
FEEOT I BERERXETNEN Ser, Lys, Gly,
Gly, Ser, Gln, Gln & Glu iKE#ERTHY, CK
D Gly & Lys IFBRESNTWS, REV X7
i, Fr A =—ANALRY — SRR LY B &
ha., REY X713, 45F0O7 I JBEEND
RBEHHE 28) 2AROC 214 B OT I ) BRE)
BB L# k8) 2R THRIhAEY V2]
(53F& : $9147,000) Th5.

Nemolizumab is a recombinant humanized monoclonal
antibody composed of complementarity-determining
regions derived from mouse anti-human interleukin-‘31
receptor antibody, ﬁuman framework regions and human
1gG2 corstant regions. In the H-chain, amino acid
residues at position 135, 137, 141, 142, 223, 268, 355 and
419 al;e substituted by Ser, Lys, Gly, Gly, 'Sér, Gln, Gln
and Glu, respectively, and Gly and Lys at the C-terminus

are deleted. Nemolizumab is produced in Chinese
hamster ovary cells. Nerﬁolizumab is a glycoprotein
(molecular weight: ca. 147,000) composed of 2 H-chaing
{y2-chains) consisting of 445 amino acid residues each

and 2 L-chains (k-chainsg) consisting of 214 amino acid

residues each.
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BB 294Bl14
JAN (AAAR) : k2Y Xv7 (BETHEL)
JAN (3 4) : Nemolizumab (Genetical

Recombination)

(%)

FEY AL, BETARLE MET) 7 a—F
MEETHY, v TARE b v E—uAf F13]
ZRET /7 —FTNVEERORBERES, v 7
L—AT—ZHETE MR EFSE»ER2S. H
$D134, 136, 140, 141, 222, 267, 354> 418%H
D7 I BEEREThENhSer, Lys, Gly, Gly,
Ser, Gln, GIn&GulZB¥shTEY, CEMDGly
LLystIfREIN TS, REV AT, Fv4
=—RANLARY—IREHMEI L EAE SRS, XT
) Xe 7L, MSEDT I BERENLRSHY (12
) 2ARURIMADT I /BERENSRALE (k
) 2ATHRREINZEZ 0 (HTFE B
147,000) T&HD.

Nemolizumab is a recombinant humanized monoclonal
antibody corﬁposeél of complementarity-determining
regions derived from mouse anti-human interleukin—3i
receptor a\ntibody, 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, 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 ‘acidlresidues cach
and 2 L-chains (x-chains) consisting of 214 amino acid

residues each. -
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