18

0331001

JAN

0622

22
18 31
JAN
0418 1 4 4
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Bk 303-5-B3

JAN (HAA4)
JAN (B %)

a2~ 7 (Bin R z)
: Epcoritamab (Genetical Recombination)

T2 BRI RN AV T ¢ REES

$i CD3e-H 84
EVKLVESGGG

IRSKYNNYAT
HGNFGNSYVS
GCLVKDYFPE
LGTQTYICNV
FPPKPKDTLM
EEQYNSTYRV
PREPQVYTLP
TTPPVLDSDG
LSPG

$i CD3e-L 84
QAVVTQEPSF

GGTNKRAPGV
GGGTKLTVLG
WKADSSPVKA
EGSTVEKTVA

$1 CD20-H 84
EVQLVESGGG

ISWNSGTIGY
QYGNYYYGMD
VKDYFPEPVT

LVOPGGSLRL S?AASGFTFN TYAMNWVROA

PGKGLEWVAR

YYADSVKDRE TISRDDSKSS LYLOMNNLKT
WEAYWGQOGTL VTVSSASTKG PSVEPLAPSS
PVTVSWNSGA LTSGVHTFPA VLQSSGLYSL
NHKPSNTKVD KRVEPKSCDK THTCPPCPAP

ISRTPEVTQV VVAVSHEDPE VKENWYVDGV

VSVLTVLHQD WLNGKEYKCK VSNKALPAPI

PSREEMTKNQ VSLTQLVKGF YPSDIAVEWE

SFLLYSKLTV DKSRWQOGNV FSCSVMHEAL

SVSPGGTVTL TQRSSTGAVT TSNYANWVQQ

PARFSGSLIG DKAALTITGA QADDESIYF&
QPKAAPSVTL FPPSSEELQA NKATLVCLIS
GVETTTPSKQ SNNKYAASSY LSLTPEQWKS
PTECS

LVOPDRSLRL S?AASGFTFH DYAMHWVRQA

EDTAMYY&VR
KSTSGGTAAL
SSVVTVPSSS
EFEGGPSVFL
EVHNAKTKPR
EKTISKAKGQ
SNGOPENNYK
HNHYTOQKSLS

TPGQAFRGLI
ALWYSNLWVE
DEYPGAVTVA
HRSYSCQVTH

PGKGLEWVST

ADSVKGRFTI SRDNAKNSLY LOMNSLRAED
VWGOGTTVTV SSASTKGPSV FPLAPSSKST
VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV

|
TALYYCAKDI
SGGTAALGCL
VIVPSSSLGT

QTYI&NVNHK
KPKDTLMISR
YNSTYRVVSV
POQVYTLPPSR
PVLDSDGSFEFF
G

PSNTKVDKRV EPKSCDKTHT CPPCPAPEFE
TPEVTCVVVA VSHEDPEVKF NWYVDGVEVH
LTVLHODWLN GKEYKCKVSN KALPAPIEKT

EEMTKNQVSL TQLVKGFYPS DIAVEWESNG
LYSRLTVDKS RWQOGNVESC SVMHEALHNH

GGPSVFLEPP
NAKTKPREEQ
ISKAKGQPRE
QPENNYKTTP
YTOQKSLSLSP

B 1

50

100
150
200
250
300
350
400
450
454

50

100
150
200
215

50

100
150
200
250
300
350
400
450
451



$i CD20-L #4

EIVLTOSPAT LSLSPGERAT LS?RASQSVS SYLAWYQQKP GQAPRLLIYD 50

ASNRATGIPA RFSGSGSGTD FTLTISSLEP EDFAVYY&QQ RSNWPITFGQ 100
GTRLEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYA&EVTHQG 200
LSSPVTKSEFN RGEC 214

L CD3e-L #1 Q1 : Fi/rAIE 1 7L Z I % ; it CD3e-H $4 N305, 1 CD20-H #4 N302 : g &
P CD3e-H 4 C228 1 CD3e-L #4 C214, #i CD20-H £4 C225— T CD20-L £ C214,
P CD3e-H 4 C234—#i CD20-H £ C231, #T CD3e-H # C237— 1 CD20-H #{C234 : Y A )L 7 1 RiEd

TS O HE TS
GIcNAc—Man\ Fuc|
(Gal-)g.2 Man—-GIcNAc-GIcNAc
GlcNAc-Man 4

Coa71Ho973N1735020108a4 (& /37 EER Sy, 4 A8H)
$11 CD3e-H #{  C2231H3431N5050680S17
$11 CD3e-L #{  Cio02H1554N 268031955
$11 CD20-H #{  C2207H3392N5000678S17
$11 CD20-L #4  C1031H1604N 282033355

72l Z~7%, CD3e $H& T CD20 (Zxt3 2 Bn Lz “HERRMEE ) 7 u—F AFURTH Y, i
CD3e $HHUAD AIEERIZ~ 7 AFURIZ, ZOMiiTe b 1gGL ICHK L, $L CD20 Hifkitt b 1gGl IZH kT
%. PLCD3e-HEHD 4 SO 7 I/ Wik ks @ (L242F, L243E, D273A, F413L) &h, C R K455
BrESN TS, F72, HLCD0-HEHD 4 SO 7 2/ Fefgkhnv i@ (L239F, L240E, D270A, K414R) &
, CRID K452 IIfrESN WD, =7 a U X~71%, CHOMIICX Y EASND. =T a) <7
%, 454 DT I EEFEIL/N G2 58T CD3e-H 85 (y1 84) 14K, 215 D7 I/ ek b 72 55T CD3e-L
BLOOVEH) 1A, 451 DT 2 BRFR N 572 5 H CD20-H 85 (y1 81) 1 AL 215 DT 2 Beigin s
72551 CD20-L 85 (x $H) 1 R THER S LD BEX v/ 78 (431859 149,000) ThH 5.

Epcoritamab is a recombinant bispecific monoclonal antibody against CD3¢ chain and CD20, which is composed of
anti-CD3¢ chain antibody whose variable regions are derived from mouse antibody and other regions are derived from
human 1gG1, and anti-CD20 antibody derived from human IgG1. In the anti-CD3g-H-chain, the amino acid residues
are substituted at 4 positions (L242F, L243E, D273A, F413L), and K455 at the C-terminus is deleted. In the anti-
CD20-H-chain, the amino acid residues are substituted at 4 positions (L239F, L240E, D270A, K414R), and K452 at
the C-terminus is deleted. Epcoritamab is produced in CHO cells. Epcoritamab is a glycoprotein (molecular weight:
ca. 149,000) composed of an anti-CD3g-H-chain (y1-chain) consisting of 454 amino acid residues, an anti-CD3g-L-
chain (A-chain) consisting of 215 amino acid residues, an anti-CD20-H-chain (y1-chain) consisting of 451 amino acid

residues, and an anti-CD20-L-chain (k-chain) consisting of 215 amino acid residues.



ek 5 303-5-B4
JAN (AA%) X ANVT TF =T a7 i
JAN (3& 44) : Tasurgratinib Succinate

O/CHs

_ o) _

0] H

NH >/N
“CH
o) N 3 CO,H
’\@\ ) HOZC/\/ 2
N Y
HO > X o)

(C32H37Ns0s)2 * (C4HeO4)3

5-[2-({4-[1-2-& RuF T oF/ERY Db A MR AT 2 )VEY Db VEFT-6-(2- A b
FUTRFU)N-AF)L-IH-A » R—JL-1- VAR F VT IR BAF ans @i

5-[2-({4-[1-(2-Hydroxyethyl)piperidin-4-yl]benzoyl}amino)pyridin-4-yl]oxy-6-(2-methoxyethoxy)-N-methyl-

1H-indole-1-carboxamide sesquisuccinate



BHékds  303-6-B2
JAN (HAR%) AR T =7
JAN (3% 4) : Ivosidenib

n
-

C2sH22CIF3NgO3

(25)-N-{(18)-1-2-7 1m0 7 = = )L)2-[(33-Y 7 NA a7 a7 F N7 2 ) 2-FF Y =FN}-1-4-> 7 ) ¥
U2 AN)N-(5-TNFa ) Pr3-AN)S5-AF R P2 LRF 7T IR

(28)-N-{(1S5)-1-(2-Chlorophenyl)-2-[(3,3-difluorocyclobutyl)amino]-2-oxoethyl} -1-(4-cyanopyridin-2-yl)-
N-(5-fluoropyridin-3-yl)-5-oxopyrrolidine-2-carboxamide



ek 303-6-B4

JAN (HAA4)
JAN (B %)

VA il
GSDLGKKLLE
KIVEVLLKAG
IFGKTPADIA
DLGKKLLEAA
VEVLLKAGAD
GKTPADIAAD
GKKLLOAARA
VLLKAGADVN
TPLHVAALYG
LOKAAGSPTP
LKAGADVNAK
LHLAAWIGHL
NAGADVNAQD
TTPTPTPTGS
VAAHQGHLET
GADVNAKDHA
AARAGHQDIA

AARAGQDDEV
ADVNAKDFAG
ADAGHEDIAE
RAGQDDEVRE
VNAKDFAGKT
AGHEDIAEVL
GOLDEVRELL
AKDVWGRTPL
HLEIVEVLLK
TPTTPTPTPT
DREGKTPLHV
EIVEVLLKAG
KSGKTPADLA
DLGKKLLQAA
VEVLLKAGAD
GATPLHAAAL
EVLOKAA

C3730H6063N 106701166

TUVERAE, TRV I MEEERT OB IR Z X R HTH Y, 1~1263F H K TU149~
QM4FHOT X VAT M7 VT I CHEGT DT oF U U B — R RAA 1, 297~455% H, 478
~636F H, KU659~817FH DT I/ MRFEHIISARS-CoV-2D AL 7 2 U NI EDENEN R/ H o B
N—=T1fEARTHToF YV IV E— N RAAL U THD. =Y ERT, 8ITOT X ) BRSNS 725 ¥

VNTETHD.

Ensovibep is a recombinant protein containing ankyrin repeats, whose amino acid residues at positions 1-126 and 149-
274 are ankyrin repeat domains binding to human serum albumin, and amino acid residues at positions 297-455, 478-
636, and 659-817 are ankyrin repeat domains binding to different epitopes of SARS-CoV-2 spike protein. Ensovibep

RELLKAGADV
KTPLHLAANE
VLOKAAGSPT
LLKAGADVNA
PLHLAANEGH
QKAAGSPTPT
KAGADVNAKD
HLAAWQGHLE
AGADVNAQDK
TPTPTPTGSD
AAQEGHLEIV
ADVNAKDVSG
ARAGHQDIAE
RAGQLDEVRE
VNAKDVWGRT
SGHLEIVEVL

is a protein consists of 817 amino acid residues.

Y ERY GEis R Z)

: Ensovibep (Genetical Recombination)

NAKDYFSHTP
GHLEIVEVLL
PTPTTPTPTP
KDYFSHTPLH
LETIVEVLLKA
PTTPTPTPTT
REGITPLHLA
IVEVLLKAGA
SGKTPADLAA
LGKKLLQOAAR
EVLLKAGADV
ATPLHAAALH
VLOKAAGSPT
LLKAGADVNA
PLHLAAWRGH
LKAGADVNAQ

% JAN LA OTE®RIZ, 2B L L THELELE,

LHLAARNGHL
KAGADVNAQD
TTPTPTPTGS
LAARNGHLKT
GADVNAQDIF
PTPTPTGSDL
AQHGHLEIVE
DVNAKDLAGA
RAGHQDIAEV
AGQLDEVREL
NAKDVWGRTP
GHLEIVEVLL
PTPTTPTPTP
KDQEGITPLH
LEIVEVLLKA
DKSGKTPADL

50

100
150
200
250
300
350
400
450
500
550
600
650
700
750
800
817
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ek 5 303-3-B9
JAN (HA%) _r7kexarsv
JAN (3% 44) : Pegcetacoplan

NI Z AT T A AIPEGILATF R (4rF & :K943,500)
ThV, MIRCITHAT 22RDFE—DEERTF R
2N, CRY > 7 I RDe7 I /A LTHRY =
FrorYa— (& :K39,600) DMy Ei
FUIREA L TWD. RXTF RESIRISEO T I/ FEik
MR s, ALFAITL T O THD.

0,0 -t A[(S2,812- 7 B {N-T & F )L-L-A Y 1 A I )L~
L-2 AT A Z)b-L-NY JL-1- 2 F)b-L- ks U 7 R 7 ¢ JL-
L-Z VA 2 =L T AV F)-L- R P T 4 v
U -L-T7 T = -L-E AF V-7 VX = )b-L-3 A
TA SN AL-A L F = L2-[2-2-7 X = R F V)T b
N7 ETF-L-U 2T X RP)-NEB- LR = LR Y =
FL 7)) a—)

Pegcetacoplan is a PEGylated peptide (molecular weight:
ca. 43,500) in which two identical synthetic peptides that
bind to complement C3 are bound to each terminal of
polyethylene glycol (molecular weight: ca. 39,600) via &-
amino group of C-terminal lysine amide. The peptide
moiety consists of 15 amino acid residues. Chemical name
is as follows:
0,0’-Bis[(S?,5%-cyclo{N-acetyl-L-isoleucyl-L-cysteinyl-L-
valyl-1-methyl-L-tryptophyl-L-glutaminyl-L-a.-aspartyl-L-
tryptophylglycyl-L-alanyl-L-histidyl-L-arginyl-L-cysteinyl-
L-threonyl-2-[2-(2-aminoethoxy)ethoxy]acetyl-L-
lysinamide})-N&<2-carbonyl]polyethylene glycol

(B 2)

BokF 5 303-3-B9
JAN (HARAL)  _T7kexarsT7 v
JAN (3% %) : Pegcetacoplan

NI 2 AT T AIPECILATF R (5 F & :K943,500)
Th Y, MRCITHEET 22RDFE—DELTF R
N, CRIY > T2 RDe-7T 2 ) HENHLTHRY =
FLo 7 a—n (Grf5: £39,600) OmiEICEIL
FIREE L TWD. T F RESIFIEO T 2 BRik
Kb n. ALFAITLLTO®EY TS,

0,0°-E A[(S2,512-3 7 B {N-7 & F/b-L-A Y 1A )L~
L-2 AT A = )b-L-NY JL-1- A F)b-L- kN U 7 K7 ¢ JL-
L-ZIVH I = )-L-q-T A2V F)-L- N T N T 4 L7
U -l-7 T = )b-L-E AF VL-L-T b X = )b-L-3 A
TA ZNAL-A L F = 2-2-2-7 X/ = hF V)T b
N7 EFN-L-U T I RPY-NB- LR = VAR Y =
FL o7 a—)L

Pegcetacoplan is a PEGylated peptide (molecular weight:
ca. 43,500) in which two identical synthetic peptides that
bind to complement C3 are bound to each terminal of
polyethylene glycol (molecular weight: ca. 39,600) via -
amino group of C-terminal lysine amide. The peptide
moiety consists of 15 amino acid residues. Chemical name
is as follows:
0,0’-Bis[(S?%,5*-cyclo{N-acetyl-L-isoleucyl-L-cysteinyl-L-
valyl-1-methyl-L-tryptophyl-L-glutaminyl-L-a.-aspartyl-L-
tryptophylglycyl-L-alanyl-L-histidyl-L-arginyl-L-cysteinyl-
L-threonyl-2-[2-(2-aminoethoxy)ethoxy]acetyl-L-
lysinamide})-N&15-carbonyl]polyethylene glycol

(TR H)



