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PGK

#t VEGF-A-L 84
DIQLTQSPSS LSASVGDRVT IT?SASQDIS NYLNWYQQKP GKAPKVLIYF
TSSLHSGVPS REFSGSGSGTD FTLTISSLQP EDFAf;;EQQ YSTVPWTEFGQ
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVV?LLNNFY PREAKVQWKV
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VQXEEVTHQG
LSSPVTKSFN RGEC

T Ang2-L 84
SYVLTQPPSV SVAPGQTARI T?GGNNIGSK SVHWYQQKPG QAPVLVVYDD
SDRPSGIPER FSGSNSGNTA TLTISRVEAG DEADYY&QVW DSSSDHWVEG
GGTKLTVLSS ASTKGPSVFP LAPSSKSTSG GTAALGQLVK DYFPEPVTVS
WNSGALTSGV - HTFPAVLQSS GLYSLSSVVT VPSSSLGTQT YICNVNHK?
NTKVDKKVEP KsC

#1 VEGF-A-H 84
EVQLVESGGG LVQPGGSLRL S?AASGYDFT HYGMNWVRQA PGKGLEWVGW
INTYTGEPTY AADFKRRFTF SLDTSKSTAY LOMNSLRAED TAVYY&AKYP
YYYGTSHWYF DVWGQGTLVT VSSASTKGPS VFPLAPSSKS TSGGTAALGQ
LVKDYFPEPV TVSWNSGALT SGVHTFPAVL QSSGLYSLSS VVTVPSSSLG
TQTYICNVNH KPSNTKVDKK VEPKSCDKTH TCPPCPAPEA AGGPSVFLFEP -
PKPKDTLMAS RTPEVT?VVV DVSHEDPEVK FNWYVDGVEV HNAKTKPREE
QYNSTYRVVS VLTVLAQDWL NGKEYKEKVS NKALGAPIEK TISKAKGQPR
EPQVYTLPPC RDELTKNQVS LWCLVKGFYP SDIAVEWESN GQPENNYKTT
PPVLDSDGSF FLYSKLTVDK SRWQQGNVFE'S CSVMHEALHN AYTQKSLSLS



Ht Ang2-H ¢4

QVQLVQSGAE VKKPGASVKV S?KASGYTFT GYYMHWVRQA PGQGLEWMGW
INPNSGGTNY AQKFQGRVTM TRDTSISTAY MELSRLRSDD TAVYYéARSP
NPYYYDSSGY YYPGAFDIWG QGTMVTVSSA SVAAPSVFIF PPSDEQLKSG
TASVV?LLNN FYPREAKVQW KVDNALQSGN SQESVTEQDS KDSTYSLSST
LTLSKADYEK HKVYAéEVTH QGLSSPVTKS FNRGECDKTH TCPPCPAPEA
AGGPSVFLFP PKPKDTLMAS RTPEVTqVVV k DVSHEDPEVK FNWYVDGVEV
HNAKTKPREE QYNSTYRVVS VLTVLAQDWL NGKEYKéKVS NKALGAPIEK
TISKAKGQPR EPQVCTLPPS RDELTKNQVS LSCAVKGFYP SDIAVEWESN
GQPENNYKTT PPVLDSDGSF FLVSKLTVDK SRWQQGNVFES CéVMHEALHN
AYTQKSLSLS PGK

¥ Ang2-H 84 Q1 : TR 1 77L& X L8 ; Hi VEGF-A-H 84 N303, #i Ang2-H $4N313 : FEHHEE
$T VEGF-A-H 84 K453, #i Ang2-H 84 K463 : By 7uk 7

H1 VEGF-A-L 4 C214 — $i VEGF-A-H 84 C226, #i Ang2-L $4 C213 — T Ang2-H ${ C236,

1 VEGF-A-H #4 €232 — $T Ang2-H $4 C242, #1 VEGF-A-H #4 C235 - 5i Ang2-H #{ C245,

H1 VEGF-A-H 4 C360 — $i Ang2-H 4 C365 : YANT 1 FiEE

FESOHEES
GIlcNAc-Man \ Fuf

Galy 4 Man-GIcNAc-GIcNAc
GIcNAc-Man /

CososHo962N 172402001845 (F 2737 EHR Gy, 448H)
HL VEGF-A-H ${ C2230H3303N5810677816

Hi Ang2-H 85 Cre2H3468N6060707S19

HL VEGF-A-L #{ CiossH1s503N2730338Ss.

Pt Ang2-L 88 Cor9H1518N2640319S5



T7r Ve, BRTHERIE MEZEFREET 7 ue—F ARk THY, v v AHE BRI
B+ A (VEGF-A) HifkR O btk F 7o VA RTF 2 2 (Ang2) FiEOHBEBIERER, E b7 1L—Ay
— 7 B ONTHT Ang2-L 84D CL FAA & HEHD CHI K% *Vﬁiﬁ#ﬁiént E b 1gGl DEFEERI D 72
%. Pi VEGF-A-H 81D 240, 241, 259, 316, 335, 360, 372 RO 441 ZFEE DT I ) BEEEIIZNFR Ala,
Ala, Ala, Ala, Gly, Cys, Trp RN Ala IZB# SN TV 5. 5 Ang2-H 850 250, 251, 269, 326, 345, 365,
382, 384, 423 RUN451 BEOT I/ BEREIT TN T Ala, Ala, Ala, Ala, Gly, Cys, Ser, Ala, Val &
T Al TEBREINLTWS. 77 V273, FrA=—ANLXF—IEMRICLVEELESNRS. 77
T, 453 EOT I ) BERENDRSM VEGF-A-HS (1) | A&, 2UBO7 I JBEENS A5
VEGF-A-L${ (8 1 &, 463 D7 I /) BEENLRDH Ang2-HH (y1« ) | KRU2B3HOT I/
BRRREN D72 D5 Ang2-L 88 (v $H) 1| KTHEBRINDFEY 7 E (5 TEX 149,000) TH 5.

Faricimab is a recombinant bispecific humanized monoclonal antibody composed of complementarity-determining
regions derived from mouse anti-human vascular endothelial growth fa;ctor 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 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 (x-chain) consisting
of 214 amino acid residues, an anti-Ang2-H-chain (y1-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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C20H1sCIF2N503 « HCl

N-[4(Z mua v 7dua it hFI)T = =/V]-6-[(3R)-3-t KB %L PR Y Dl MS(E-E T 3
AMEY Pr3-ANEXRLT IR —iERE

N-[4-(Chlorodifluoromethoxy)phenyl]-6-[(3R)-3-hydroxypyrrolidin-1 -yl]-5-(1 H-pyrazol-3-yl)pyridine-

3-carboxamide monohydrochloride
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TANI Ny F—F TATZFRTAITAaLE—F TL77EENER (HTE 0 124,0000 T
HY, TATNavF—¥ TA7rBREEh, BHOVES~IEDONTEFN /AT I VBERES R
57 b7 2 F-357-F VT4 XV-7-(E)-2-F % Y -2-{2-[4-({0-(6-O- KA K / -a-D-w > ) ¥F J L )-
(1-2)-0-0-D-< > ) ¥ F J ¥ -(1—6)-0-0-D-< > ) EF } 3/ )-(1-6)-0-[0(6-0-F AR / -a-D-= > ) ¥
5 ) Y N(1=2)-0-0-D-F > ) EF ) L N(1=3)BD-7 v /) BT ) SANFFRINTH )L M]E K5 D=
My R F A 2 ) |B-L-arabino2-~7"Y 1-2,6-¥'F ) v u VEBBEITALERICEBR I N TS,

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 c~hemically modified to 5-acetamido-
3,5,7-trideoxy-7-[(E)-(2-0x0-2-{2-[4-({ O-(6-O-phosphono-o-D-mannopyranosyl)-(1 —2)-O-a-D-mannopyranosyl-
(1—6)-0-a-D-mannopyranosyl-(1—6)-0O-[O-(6-O-phosphono-a-D-mannopyranosyl)-(1—2)-0-a-
D-mannopyranosyl-(l—>3)]-B-D-mannopyfanosyl}oxy)butanoyl]hydrazinyl}ethoxy)imino]-B-L-arabino-

2-heptulo-2,6-pyranosylonic acid groups.
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C14H14CIF5N40,S

(4Ry4-2-7 v 22-U 7 NF T F)-1-{[2-(X FF TR FI)L)-6-( K Y IAFEAFA)L I E
V2B 3A41F T VT = NS5-A VAT A ER Y D r2-F

(4R)-4-(2-Chloro-2,2-diﬂuoroethyl)— 1-{[2-(methoxymethyl)-6-(trifluoromethyl)imidazo[2,1-b][1,3,4]thiadiazol-5-
yllmethyl} pyrrolidin-2-one ’
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L&A

DIVMTQTPLS
LLIYLVSILD
QTFGGGTKVE
VOQWKVDNALQ
VTHQGLSSPV

HEH

- EVQLVESGGG
ISRSGSYSYF
GYDEGDAMDS

LSVTPGQPAS
SGVPDRFE'SGS
IKRTVAAPSV
SGNSQESVTE
TKSFNRGEC

LVKPGGSLRIL
PDSVQGRFTI
WGOGTTVTVS

IS?KSSQSLL

ESDGKTYLNW

YLOKPGQSPQ

GSGTDFTLKI
FIFPPSDEQL
QDSKDSTYSL

SQAASGFTFS

SRVEAEDVGV
KSGTASVVCL
SSTLTLSKAD

NYAMSWVRQT

YYCLOATHFP
LNNFYPREAK
YEKHKVYACE

PEKRLEWVAT

SRDNAKNSLY
SASTKGPSVF

LOMNSLRAED
PLAPCSRSTS

TAVYYCARLG
ESTAALG?LV

IEEE?PEPVTV
TYTCNVDHKP
TLMISRTPEV
YRVVSVLTVL
TLPPSQEEMT
SDGSFFLYSR

SWNSGALTSG
SNTKVDKRVE
TCVVVDVSQE
HODWLNGKEY
KNQVSLTCLV
LTVDKSRWOE

VHTFPAVLQS
SKYGPPCPPC
DPEVQEFNWYV
KCKVSNKGLP
KGFYPSDIAV
GNVEFSCSVMH

SGLYSLSSVV
PAPEFLGGPS
DGVEVHNAKT
SSIEKTISKA
EWESNGQPEN
EALHNHYTQK

H 84 N298 : BESHRES ; HEH K448 : S uky v 7

L#{ C219-H$H C135, HEH C227-HE C227, HEH C230-H  C230 : A7 4 FHES

ERBEHROHEERE

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

Galo_z

(B1-4)GIcNAc(p1-2)Man(a1-3)/

TVPSSSLGTK
VFLFPPKPKD
KPREEQFNST
KGQPREPQVY
NYKTTPPVLD
SLSLSLGK

Fuc(a1-6) -

Ce462H10004N 171202046846 (F > 73T By, 4 AEH)
HEH  Cai7sH3360Ns800682517
LE{ CiossHi646N276034186

arvAwT7iE, BETFEELE MEE/ e —F AR THD, v U AHE MABEFRE A e S
— (TFPI) OFEMMHRER, £ F7L—ATU—27HFKRUE | 1gG4 OFEH L2, HE229FRBA DT I
JBEEN PollBREINTNS. oV VAT, Fr A =—IANALRXF—IRMRIC IV EEENS.

aryI A7, A8 EOT I VBERENLRSHE (48 2 KRV 219EOT I VBREENLRD L
B (x8H) 2AKTHRENDIELZ L VE (HTE $149,0000 ThH5.



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 IgG4 constant‘regi‘ons, 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 (k-chains)

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

XEY AT, BETEBZE MEE/ 7 u2—F
NMAETHY, vV RHE M v E—aAf %31
RBEEET ) 7 a—F AR ORMEERERS, B T
L— AU —78E e b IgG2 DEEENSRB.
HE4o 135, 137, 141, 142, 223, 268, 355 & 419
BROT I ) BEREIXZENZEN Ser, Lys, Gly,
Gly, Ser, Gln, Gln & Gu IZE# XN TEY, CEK
WO Gly & Lys iIfRESh T3, XY Xw7
%, FyA=—ANb2Z—JRBEHMRRIZ LY EEX
had, XV X7, M5EOT I BEEND
25HE (28) 2AKRO2M4 EOT I 7 BERED
725 L (k$H) 2 A TRHRERShIEFY LV E
(4rF& : $9147,000) 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 135, 137, 141, 142, 223, 268, 355 and
419 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 (k-chains) consisting of 214 amino acid

residues each.
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BEFES 29-4-Bl4
JAN (RA4%)  XEV X7 (BiaFHEZL)
JAN (3% 4) : Nemolizumab (Genetical
Recombination)
(%)

XEY X=TL, BeTEBLE Mee/ Fu—F
MEETHY, v URFE MV F—a A F231
REEE ) 7 m—F VHUROREHERER, v b7
L—AU—2 8ROt MgG2DEREHMN L2 5. H
$40134, 136, 140, 141, 222, 267, 354 L 418%H
D7 X ) BEREIIENENSer, Lys, Gly, Gly,
Ser, Gln, Gln:GIZB#INTEY, CHRIEODGly
ELysiIBREIN TS, XV XTI, F¥A
Z—=RANLRZ—IIRMIBIZ L VEESND. XF
Y X<, M45sBOT I BEENLRIHHE (2
#) 2RARURIMECT 2 ) BEENLZRDLHE (k
) 2R TR Sh2REZ 78 (FE N
147,000) TH 3.

Nemolizumab is a recombinant humanized monoclonal
antibody composed of complementarity-determining
regions derived from moﬁse 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, 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 (x-chains) consisting of 214 amino acid

residues each.
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