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Simoctocog Alfa is a recombinant human blood coagulation factor VIII analog corresponding to amino acid residues
1-756 and 1,649-2,332 of human blood coagulation factor VIII. Simoctocog Alfa is produced in human embryonic
kidney cells. Simoctocog Alfa is a glycoprotein (molecular weight: ca. 170,000) composed of an H-chain consisting of

756 amino acid residues and an L-chain consisting of 684 amino acid residues.



X iy

JAN (HAA%)
JAN (& %)

301-5-B14

T2 BRI KRN AV T 4 RiES

DIOMTQSPSS

ASETESGVPS

FGGGTKVEIK

WKVDNALQSG

HOGLSSPVTK

QVQLVESGGG

ATFTGSGAEY

AGYDYPTHAM

LSASVGDRVT

RESGSGSGTD

RTVAAPSVFI

NSQESVTEQD

SEFNRGEC

LVOPGRSLRL

KAEWAKGRVT

HYWGQGTLVT

AN =T (BIaFEER)
: Crovalimab (Genetical Recombination)

IT?RASQGIS

SSLAWYQQKP

FTLTISSLQP
FPPSDEQLKS

SKDSTYSLSS

S?AASGFTVH

I
EDFATYYCQN

GTASVV?LLN

GKAPKLLIYG

TKVGSSYGNT

NEYPREAKVQ

TLTLSKADYE

SSYYMAWVRQ

I
KHKVYACEVT

APGKGLEWVG

ISKDTSKNQV

VSSASTKGPS

VLTMTNMDPV

VEFPLAPSSKS

|
DTATYYCASD

TSGGTAALG%

LVKDYFPEPV

TQTYICNVNH

PKPKDTLMIS

QYNSTYRVVS

EPQVYTLPPS

PPVLDSDGSF

TVSWNSGALT
KPSNTKVDKK

RTPEVT?VVV

SGVHTFPAVL

VEPKSCDKTH

DVSHEDPEVK

VLTVLHQODWL

REEMTKNQVS

FLYSKLTVDK

|
NGKEYKCKVS

LTCLVKGFYP

SRWOQGNVE'S

H# QL : e e 7 L2 3 g H#4 N303 : BEdHAE S
L4 C217-H $4 C226, H &4 C232-H &4 C232, H 4 C235-H$4C235 : Y A7 ¢ REES

F 7R BESH OHETE R I

GIlcNAc-Man \

Ga|0‘1

Fu?

Man-GIcNAc-GIcNAc

GlcNAc-Man 7

QOSSGLYSLSS

TCPPCPAPEL

FNWYVDGVEV

NKGLPSSIEK

SDIAVEWESN

CSVLHEALHA

VVTVPSSSLG

RRGPKVFELEP

HNAKTKPREE

TISKAKGQPR

GOPENNYKTT

HYTRKELSLS



Co430H0974N 172602026546 (5 > /N7 B4y, 4 AEH)
H#4  Cai99H3404Ns830672S17
L#4 Cio16H1587N275034156
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RICHEL, ZOMiTe b I1gGLICHET 5. HEHD 241, 242, 245, 333, 336, 337, 434, 440, 444 }
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PRI LD D720 L (k8H) 2 R TR SN DHEY /378 (4rF & : £ 148,000) THh 5.

Crovalimab is a recombinant anti-human complement C5 monoclonal antibody, the complementarity-determining
regions of which are derived from rabbit antibody and other regions are derived from human IgG1. In the H-chain,
the amino acid residues at positions 241, 242, 245, 333, 336, 337, 434, 440, 444 and 446 are substituted by Arg, Arg,
Lys, Gly, Ser, Ser, Leu, Ala, Arg and Glu, respectively, and Gly and Lys at the C-terminus are deleted. Crovalimab is
produced in Chinese hamster ovary cells. Crovalimab is a glycoprotein (molecular weight: ca. 148,000) composed of
2 H-chains (y1-chains) consisting of 451 amino acid residues each and 2 L-chains (k-chains) consisting of 217 amino

acid residues each.
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FFV~71, Bz iie MNER K~/ 7 7 —Yan=—fli#HKR+ (GM-CSF) £/ 7 r—J /L
PUAT, & b IgGLICHKT S, #FV~71%, b MNEEEEISFEMIC L EEASNS. AF ) <73,
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W S obEs 7 (435 5 145,000) THD.

Otilimab is a recombinant anti-human granulocyte-macrophage colony-stimulating factor (GM-CSF) monoclonal
antibody derived from human IgG1. Otilimab is produced in human embryonic retinoblast cells. Otilimab is a
glycoprotein (molecular weight: ca. 145,000) composed of 2 H-chains (yl-chains) consisting of 447 amino acid

residues each and 2 L-chains (A-chains) consisting of 210 amino acid residues each.
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Y NI T7AT TAT7iE, b RHiE FPD-LLE/ 7 m—F bR RO~ TGF-B 1T B52 BR O
G RAAL DR DB TR BERES 78 (T8 K 1770000 THDH. B I T7RT 7
N7 7L, Fx A =—ANLAZ =B LV EASND. BT 727 TOT7 7%, 216 HO
TR BBIERENG D AB2 R ON607T HOT X RO D BEH 2 Kb s, 20 ASHITHE
KNPD-LLPUAD L8 WEH) 76720, 7220 BE#HO 1~449 % H, 450~471 % H KN 472~607 FH
%, ThEndie b PD-LLHiiAD HEH (y1 85), Vo —K Ot b TGF-p I B FAOMuI KA A
MBI 5.

Bintrafusp Alfa is a recombinant fusion glycoprotein (molecular weight: ca. 177,000) composed of human anti-human
PD-L1 monoclonal antibody and extracellular domain of the human TGF-$ type II receptor. Bintrafusp Alfa is
produced in Chinese hamster ovary cells. Bintrafusp Alfa is composed of 2 A-chains consisting of 216 amino acid
residues each and 2 B-chains consisting of 607 amino acid residues each. The A-chain is the L-chain (A-chain) of the
anti-human PD-L1 antibody, and the amino acid residues at positions 1-449, 450-471, and 472-607 in the B-chains
are composed of the H-chain (y1-chain) of the anti-human PD-L1 antibody, a linker, and extracellular domain of the

human TGF-B type II receptor, respectively.
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IV~ TN, B ZtE R PD-1 € 7 a—FVHURT, B b IgG4 IZHkE L, H$HoD 225 &
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NH7en L () 2 AR THRESNDHEY V78 (4 F& : £ 147,000) Th 5.

Cemiplimab is a recombinant anti-human PD-1 monoclonal antibody derived from human 1gG4, whose amino acid
residue at position 225 is substituted by Pro in the H-chain. Cemiplimab is produced in Chinese hamster ovary cells.
Cemiplimab is a glycoprotein (molecular weight: ca. 147,000) composed of 2 H-chains (y4-chains) consisting of 444
amino acid residues each and 2 L-chains (k-chains) consisting of 214 amino acid residues each.
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Thr X O Glu IZ@EH SN TS, =~ TE, Ty A =—ANARAX—JIIRIC LV EESINS.
= E= T, 56 HOT I EEEEN G D HEE (Y1 85) 2 AR 214 H O 7 I /7 RN B 5 L
B () 2 AR TRERRSNDBEX v X7 (4r 18 : 59 149,000) TH 5.

Nirsevimab is a recombinant anti-human respiratory syncytial virus (RSV) F protein monoclonal antibody derived
from human IgG1. In the H-chain, amino acid residues at positions 261, 263 and 265 are substituted by Tyr, Thr and
Glu, respectively. Nirsevimab is produced in Chinese hamster ovary cells. Nirsevimab is a glycoprotein (molecular
weight: ca. 149,000) composed of 2 H-chains (y1-chains) consisting of 456 amino acid residues each and 2 L-chains

(x-chains) consisting of 214 amino acid residues each.
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\4

2 EERCA R N AV T ¢ REES

1 EGFR-H %4

QVQLVESGGG VVQPGRSLRL SCAASGFTFS TYGMHWVRQA PGKGLEWVAV
|
IWDDGSYKYY GDSVKGRFTI SRDNSKNTLY LOMNSLRAED TAVYY&ARDG
TITMVRGVMKD YEFDYWGQGTL VIVSSASTKG PSVFPLAPSS KSTSGGTAAL
GCLVKDYFPE PVTVSWNSGA LTSGVHTFPA VLOSSGLYSL SSVVTVPSSS
LGTQTYICNV NHKPSNTKVD KRVEPKSCDK THTCPPCPAP ELLGGPSVFL
FPPKPKDTLM ISRTPEVTCV VVDVSHEDPE VKENWYVDGV EVHNAKTKPR
| |
EEQYNSTYRV VSVLTVLHQD WLNGKEYKCK VSNKALPAPI EKTISKAKGQ
PREPQVYTLP PSREEMTKNQ VSLTCLVKGFEF YPSDIAVEWE SNGQPENNYK
l |

TTPPVLDSDG SFLLYSKLTV DKSRWQQGNV FSCSVMHEAL HNHYTQKSLS
LSPGK

HL MET-H 84

QVQLVQSGAE VKKPGASVKV SCETSGYTFT SYGISWVRQA PGHGLEWMGW

|
ISAYNGYTNY AQKLQOGRVTM TTDTSTSTAY MELRSLRSDD TAVYY&ARDL
|
RGTNYFDYWG QGTLVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY
TCNVNHKPSN TKVDKRVEPK SCDKTHTCPP CPAPELLGGP SVFLFPPKPK
DTLMISRTPE VTCVVVDVSH EDPEVKEFNWY VDGVEVHNAK TKPREEQYNS
: |
TYRVVSVLTV LHODWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV
YTLPPSREEM TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL
| |
DSDGSFFLYS RLTVDKSRWQ QGNVFESCSVM HEALHNHYTOQ KSLSLSPGK



1L EGFR-L 44

ATQLTQSPSS
ASSLESGVPS
GTKVEIKRTV
DNALQSGNSQ

LSSPVTKSEN

L MET-L 84

DIOMTQSPSS
ASSLLSGVPS
GTRLEIKRTV
DNALQSGNSQ

LSSPVTKSEN

LSASVGDRVT

REFSGSESGTD

AAPSVFEIFPP

ESVTEQDSKD

RGEC

VSASVGDRVT

RESGSGSGTD

AAPSVFEFIFPP

ESVTEQDSKD

RGEC

ITCRASQDIS SALVWYQQKP GKAPKLLIYD
| I
FTLTISSLQP EDFATYYCQQ FNSYPLTFEGG
SDEQLKSGTA SVVCLLNNEY PREAKVQWKV
| I
STYSLSSTLT LSKADYEKHK VYACEVTHQG
ITCRASQGIS NWLAWEQHKP GKAPKLLIYA
| I
FTLTISSLQP EDFATYYCQQ ANSFPITFEFGQ
SDEQLKSGTA SVVCLLNNEY PREAKVQWKV
| I
STYSLSSTLT LSKADYEKHK VYACEVTHQG

PLEGFR-H#{ Q1, FLMET-H 84 Q1 : #imiiv e /2 I Uik ;
F1 EGFR-H 4 N305, #i MET-H 4 N299 : B85S

L EGFR-H #H K455, L MET-H #4 K449 :

WS Tats T

T EGFR-H #4 C228 — #L EGFR-L #4 C214, #Hi MET-H %4 C222 — Hi MET-L #4 C214,

L EGFR-H #H C234 — HT MET-H 4 C228, #L EGFR-H #{ C237 — $T MET-H $4 C231 :

TR BESH OHEEAE I

GIlcNAc-Man \
Man-GIcNAc-GIcNAc
GleNAc-Man 7

Co472H1001aN1730020238a6 (¥ /X7 EER 5y, 4 AREH)

1 EGFR-H #4
T MET-H 84
HT EGFR-L #4
PLMET-L #4

C2229H3450N5960679S18
C2195H3388N5860678517
C1024H1503N2710337S5
C1024H1501N2770329S6

TANT 4 RER



TINETE, b b EEERERTZEA (EGFR) KOt hAFMAHEEN 725K (MET) 1Zx3 2%
BIA A X B B IgGl “HEHRFRMTE ) 7 o —F PR TH Y, HLEGFR-H 84D 413 % H, & 1Y, $t MET-
HEHD 411 FBOT I 7 RFEEIL, i Leu KONAQICEB SN TWD., TINVE<TE, 7ayv
JACBES S B OIR WA E AT AT v £ =— A NAAX —JIEMEIC LV EASND. TINV A~
%, 455 MHOT 2 BRFERN S 72 55T EGFR-H 85 (y1 81) 1K, 449 D7 2/ fefk Lo 72 551 MET-H
Byl 8 1A, 214 D7 2 BRFREEN DR D P EGFR-L 84 (« 84) 1 AKX 214 DT I 7 Wik ien
LR HHUMET-L 85 (v 8H) 1 ARTHERK S DHEX X7 (OrF & @ £ 148,000) TH 5.

Amivantamab is a recombinant bispecific human IgG1 monoclonal antibody against human epidermal growth factor
receptor (EGFR) and human hepatocyte growth factor receptor (MET) whose amino acid residues at positions 413 in
the anti-EGFR-H-chain and 411 in the anti-MET-H-chain are substituted by Leu and Arg, respectively. Amivantamab
is produced in Chinese hamster ovary cells that express antibody with low-fucosylated glycans. Amivantamab is a
glycoprotein (molecular weight: ca. 148,000) composed of an anti-EGFR-H-chain (y1-chain) consisting of 455 amino
acid residues, an anti-MET-H-chain (yl-chain) consisting of 449 amino acid residues, an anti-EGFR-L-chain (k-
chain) consisting of 214 amino acid residues and an anti-MET-L-chain (x-chain) consisting of 214 amino acid residues

each.
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