PSR SK SR 3 1126 35 1 75
A Fn 7 4 11 H 26 H

FAERF AT (R) & OB

5 S B PR
(& B " B )

Rt D —fRAIA PRI DN T

SR OWTIE, TERGO—ROAFFOTALNC ST CERL 18 423 A 31 A3
LFH 0331001 BIEATBE EER S FEBRM) IHICL VBV E-TNDEZHT
T S, BAEICET BEELO—MOLTH CLT TJAN L1 9,) 1220 T, %
FICBIRO LBV EDOT, @THO . S FEUMRES RS L5 L < IS
BN ET

(ZH)

[AARESS — R4 T —H ~X—Z | https://jpdb. nihs. go. jp/jan/
GIROIERD 9 B, JAN IS O EHT OFEMIT. Ui%7T —F N—ADFRTHIT D

ZLrLELTWET,)
U=z

"25.11. 26

BT



https://jpdb.nihs.go.jp/jan/

IS
(B1F2) INN ﬂiikéhtuuﬁﬂﬁ*z# Téziuugﬂxéﬁ%ﬁ*
(CERk 18 4 3 H 31 A AFAEIE 0331001 524574 EHRA N REEE R @I RTRHIEER2)

e T 306-4-B8
JAN (AA%) :mf~_Xr v~ ity GREFHEMZ)
JAN (3£ #4) : Lonapegsomatropin (Genetical Recombination)
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FPTIPLSRLF DNAMLRAHRL HQLAFDTYQE FEEAYIPKEQ KYSFLQONPQT 50

SLCFSESIPT PSNREETQQOK SNLELLRISL LLIQSWLEPV QFLRSVEANS 100
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LVYGASDSNV YDLLKDLEEG IQTLMGRLED GSPRTGQIFK QTYSKFDTNS 150
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nlZ210~240TH3
158 (~50%)
K 38,70,140,145 (~10% each)
41,168,172 (<5% each)

NB-({5-[bis(6-{[1-{3-[(3-{2,3-bis[w-methoxypoly(oxyethylene)-a-yl]propoxy}propyl)amino]-
3-oxopropyl}-2,5-dioxopyrrolidin-3-yl]sulfanyl}hexyl)amino]-1-[4-({[3-
(dimethylamino)propyl](methyl)carbamoyl}oxy)phenyl]-5-oxopentyl}oxy)carbonyl-Lys

Co9oH1528N2620300S7 (& > 737 R 47)

nlFXr Y ha vk, BEHEREZE NERLVEVERKATHY, 4 KOA NV HRIZF LT



Um—/b (BFtOFH5 5 K 40,000) 2UIWTAIREZR Y > —Z2r L THREG LTS (F72 PEG fE A H
A7 Lys 5L . v _T7 Y~ b DZ o™V EEGIE, Escherichiacoli (IZX D FEAEIND. v )T
Ve ha ek, 91 07T I EBEERIEN G H PEGILY VNV (& : §963,0000 THD.

Lonapegsomatropin is a recombinant human growth hormone analogue, to which four methoxy polyethylene glycol
polymers (total average molecular weight of the polymers: ca. 40,000) are bound via a cleavable linker (major
pegylation sites: Lys residues). The protein moiety of Lonapegsomatropin is produced in Escherichia coli.

Lonapegsomatropin is a pegylated protein (molecular weight: ca. 63,000) consisting of 191 amino acid residues.
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#1 CD20-H 4

QVQLVQSGAE VKKPGSSVKV SCKASGYAF'S YSWINWVRQA PGQGLEWMGR
L
|
IFPGDGDTDY NGKFKGRVTI TADKSTSTAY MELSSLRSED TAVYYCARNV
FDGYWLVYWG QGTLVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVED
|
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY
TICNVNHKPSN TKVDEKVEPK SCDKTHTCPP CPAPEAAGGP SVFLFPPKPK
DTLMISRTPE VTCVVVDVSH EDPEVKFEFNWY VDGVEVHNAK TKPREEQYNS
| |

TYRVVSVLTV LHODWLNGKE YKCKVSNKAL GAPIEKTISK AKGQPREPQV
CTLPPSRDEL TKNQVSLSCA VKGEFYPSDIA VEWESNGQPE NNYKTTPPVL
DSDGSFEFFLVS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPGK
1 CD20-L 84

DIVMTQTPLS LPVTPGEPAS ISCRSSKSLL HSNGITYLYW YLOKPGQSPQ

| |
LLIYQOMSNLV SGVPDRFSGS GSGTDFTLKI SRVEAEDVGV YYCAQNLELP
YTFGGGTKVE IKRTVAAPSV FIFPPSDRKL KSGTASVVCL LNNEFYPREAK
l

VOQWKVDNALQ SGNSQESVTE QODSKDSTYSL SSTLTLSKAD YEKHKVYA&E
VTHQGLSSPV TKSFNRGEC
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HL CD20/CD3s-H #4

QVQLVQSGAE VKKPGSSVKV SCKASGYAFS YSWINWVRQA PGQGLEWMGR 50
l

IFPGDGDTDY NGKFKGRVTI TADKSTSTAY MELSSLRSED TAVYYéARNV 100
FDGYWLVYWG QOGTLVTVSSA STKGPSVFPL APSSKSTSGG TAALG%LVED 150
YFPEPVTVSW NSGALTSGVH TEFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
TICNVNHKPSN TKVDEKVEPK SCDGGGGSGG GGSQAVVTQE PSLTVSPGGT 250
VTLTFGSSTG AVTTSNYANW VOEKPGQAFR GLIGGTNKRA PGTPARFSGS 300
LLGGKAALTL SGAQPEDEAE YYéALWYSNL WVFGGGTKLT VLSSASTKGP 350
SVEFPLAPSSK STSGGTAALG CLVKDYFPEP VTVSWNSGAL TSGVHTFEFPAV 400
LQSSGLYSLS SVVTVPSSSL GTQTYICNVN HKPSNTKVDK KVEPKSCDKT 450
HTCPPCPAPE AAGGPSVFLF PPKPKDTLMI SRTPEVT%VV VDVSHEDPEV 500
KFNWYVDGVE VHNAKTKPRE EQYNSTYRVV SVLTVLHQDW LNGKEYK%KV 550
SNKALGAPIE KTISKAKGQP REPQVYTLPP CRDELTEKNQV SLW?LVKGFY 600
PSDIAVEWES NGQPENNYKT TPPVLDSDGS FFLYSKLTVD KSRWQQGNVE 650
SCSVMHEALH NHYTQKSLSL SPGK 674
BT CD3e-L #4

EVQLLESGGG LVQPGGSLRL S?AASGFTFS TYAMNWVRQA PGKGLEWVSR 50
IRSKYNNYAT YYADSVKGRF TISRDDSKNT LYLQOMNSLRA EDTAVYYéVR 100
HGNFGNSYVS WEAYWGQGTL VTVSSASVAA PSVFIFPPSD EQLKSGTASV 150
V?LLNNFYPR EAKVQWKVDN ALQSGNSQES VTEQDSKDST YSLSSTLTLS 200
KADYEKHKVY AéEVTHQGLS SPVTKSFNRG EC 232

HT CD20-H #{ Q1, $T CD20/CD3e-H #5 Q1 : #i/rrie' m 7 v & I Ui

HT CD20-H ${ N299, #i CD20/CD3¢-H $4 N524 : FEeHFE &

HT CD20-H $4 K449, $1 CD20/CD3e-H 4 K674 : #imnmi7rntkty v 7

HT CD20-H $4 C222 — $T CD20-L #4 C219, $T CD20/CD3e-H £4 C222 — #t CD20-L #4 C219, #L CD20/CD3e-
H 84 C447 — $L CD3e-L $4 C232, #1 CD20-H #{ C228 — #it CD20/CD3¢-H #{ C453, #t CD20-H #{ C231 - #iL
CD20/CD3e-H #H C456, #t CD20-H #{ C351 — T CD20/CD3e-H $5 C581 : ¥ AL 7 ¢ FiE&
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Cs632H13326N220602701Sss (Z 737 5y, 4 AR8H)
PL CD20-H $5  Ca177H3356N5750674S 16

H1 CD20-L #{ Cios2H1661N2810336S7

HT CD20/CD3e-H #1  C3198H4934Nzag0008S21

f1 CD3e-L 5 Ci133H1726N3080357S7

yu—7 ¢4 ~<7(%, CD20 KT CD3e $HIZxtd 5@ a#H 2 =l “ERRMEE ) 7 o —F AHULTH
YV, H1CD20/CD3e-H #HD 1~119 7% H, 120~217 %A, 218~223 & H, 224~233 %&H, 234~342%H,
343~344 &K H, 345~674 FHIL, T NP1 CD20-H #{> VH, CHI, &> YDO—, U H—, Hi CD3e-
L8k VL, U —, HL CD3e-H $H{OEFENUIANY L, $t CD3e-L $HD 1~125F H, 126~232 F H T,
ZHZPt CD3e-H 850> VH, $1 CD3e-L $4D CL I[ZHH Y T % . FHO PRI E T IE~ ¥ A HURICHEk L,
ZOMITE b IgGl IZHKT 5. H1CD20-H D 9 DD 7 3/ feFEH: (K149E, K215E, L236A, L237A,
P331G, Y351C, T368S, L370A, Y409V) , $T CD20-L 8D 2 >0 7 I / ikks (E128R, Q129K) M UL
CD20/CD3e-H 50> 7 >D 7 X / ikl (K149E, K215E, L461A, L462A, P556G, SS81C, TS93W) 723%
NENEBRLINTWDS., Fa—7 4 XZ~71%, CHOMIBIZEVELEESND. Fa—7 4 Z~<T1%, 449 {#
DT 2 EREEN G580 CD20-H 85 (y1 85) 1A, 219 07 2/ BEFEHE) 572 551 CD20-L 85 (« 85)
2R, 674EDT X /BRI 572 551 CD20/CD3e-H $5 (y1 $4) 1 RN 232 {HDO T 2 ) Wi N 570D
L CD3e-L 5 1 R CHERR SNV AMES /X7 (431 2 £ 197,000) ThH VD, HLCD20/CD3e-H $H DL CD3e
AT e O CD3e-L SO EHHRIL, ThEN LA« SICHK T 5.

Glofitamab is a recombinant trivalent bispecific monoclonal antibody against CD20 and CD3e chain, in which amino
acid residues of anti-CD20/CD3¢ H-chain at positions 1 — 119, 120 —217, 218 — 223,224 — 233, 234 — 342, 343 — 344
and 345 — 674 correspond to VH, CH1, a part of hinge of anti-CD20 H-chain, linker, VL of anti-CD3g L-chain, linker



and constant regions of anti-CD3& H-chain, respectively, and amino acid residues of anti-CD3¢ L-chain at positions of
1 — 125 and 126 — 232 correspond to VH of anti-CD3¢ H-chain and CL of anti-CD3¢ L-chain, respectively. The
complementarity-determining regions of each chain are derived from mouse antibodies and other regions are derived
from human IgG1. In the anti-CD20 H-chain, the amino acid residues are substituted at 9 positions (K149E, K215E,
L236A, L237A, P331G, Y351C, T368S, L370A, Y409V), and in the anti-CD20 L-chain, the amino acid residues are
substituted at 2 positions (E128R, Q129K), and in the anti-CD20/CD3¢ H-chain, the amino acid residues are substituted
at 7 positions (K149E, K215E, L461A, L462A, P556G, S581C, T593W). Glofitamab is produced in CHO cells.
Glofitamab is a glycoprotein (molecular weight: ca. 197,000) composed of an anti-CD20 H-chain (y1-chain) consisting
of 449 amino acid residues, two anti-CD20 L-chains (k-chains) consisting of 219 amino acid residues each, an anti-
CD20/CD3e H-chain (y1-chain) consisting of 674 amino acid residues, and an anti-CD3¢ L-chain consisting of 232
amino acid residues, in which anti-CD3g variable region of anti-CD20/CD3¢ H-chain and constant region of anti-CD3g

L-chain are derived from A-chain and k-chain, respectively.
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