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JAN (J€ #44) : Lonapegsomatropin (Genetical Recombination)
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FPTIPLSRLF DNAMLRAHRL HQLAFDTYQE FEEAYIPKEQ KYSFLONPQT 50

SLCFSESIPT PSNREETQQOK SNLELLRISL LLIQSWLEPV QFLRSVFANS 100

LVYGASDSNV YDLLKDLEEG IQTLMGRLED GSPRTGQIFK QTYSKFDTNS 150
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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
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U a—)v (Gt 1 £ 40,0000 2ZUIWTA[REZ2 U B —Z I L TREA LTV D (F72 PEG A
AL LysF&HL) . v X7V~ havroX XY EHSE, Escherichiacoli iIZX VW FEASND. v~
Ve bhu vk, 19107 2 BRI S25 PEGALY VR E (5FH £ 63,0000 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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$i CD20-H 84
QOVQLVQSGAE VKKPGSSVKV SCKASGYAFS YSWINWVROQA PGOGLEWMGR 50
|
|
IFPGDGDTDY NGKFKGRVTI TADKSTSTAY MELSSLRSED TAVYYCARNV 100
FDGYWLVYWG OGTLVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVED 150
|
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
TCNVNHKPSN TKVDEKVEPK SCDKTHTCPP CPAPEAAGGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKEFNWY VDGVEVHNAK TKPREEQYNS 300
| |
TYRVVSVLTV LHODWLNGKE YKCKVSNKAL GAPIEKTISK AKGQPREPQV 350
CTLPPSRDEL TKNQVSLSCA VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
| |

DSDGSFFLVS KLTVDKSRWQ QOGNVESCSVM HEALHNHYTQ KSLSLSPGK 449
i CD20-L 84

DIVMTQTPLS LPVTPGEPAS ISCRSSKSLL HSNGITYLYW YLOKPGQSPO 50

| |
LLIYQOMSNLV SGVPDRFSGS GSGTDFTLKI SRVEAEDVGV YYCAQNLELP 100
YTFGGGTKVE IKRTVAAPSV FIFPPSDRKL KSGTASVVCL LNNFYPREAK 150
|

VOWKVDNALQ SGNSQESVTE ODSKDSTYSL SSTLTLSKAD YEKHKVYA&E 200
VTHQGLSSPV TKSFNRGEC 219



$i CD20/CD3g-H %4

QOVQLVQSGAE VKKPGSSVKV SCKASGYAFS YSWINWVROQA PGOGLEWMGR 50
|
IFPGDGDTDY NGKFKGRVTI TADKSTSTAY MELSSLRSED TAVYY&ARNV 100
FDGYWLVYWG OGTLVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVED 150
|
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
TICNVNHKPSN TKVDEKVEPK SCDGGGGSGG GGSQAVVTQE PSLTVSPGGT 250
VTLTCGSSTG AVTTSNYANW VOEKPGQAFR GLIGGTNKRA PGTPARFSGS 300
| |

LLGGKAALTL SGAQPEDEAE YYCALWYSNL WVEFGGGTKLT VLSSASTKGP 350
SVFPLAPSSK STSGGTAALG CLVKDYFPEP VIVSWNSGAL TSGVHTFPAV 400
LOSSGLYSLS SVVTVPSSSL GTQTYICNVN HKPSNTKVDK KVEPKSCDKT 450
HTCPPCPAPE AAGGPSVFLFE PPKPKDTLMI SRTPEVT?VV VDVSHEDPEV 500
KFNWYVDGVE VHNAKTKPRE EQYNSTYRVV SVLTVLHQDW LNGKEYK&KV 550
SNKALGAPIE KTISKAKGQP REPQVYTLPP CRDELTKNQV SLWCLVKGFEY 600
PSDIAVEWES NGQPENNYKT TPPVLDSDGS FFLYSKLTVD KSRWQOGNVEF 650
SCSVMHEALH NHYTQKSLSL SPGK 674
$1 CD3e-L 84

EVOLLESGGG LVQPGGSLRL SCAASGFTFS TYAMNWVRQA PGKGLEWVSR 50

|
TIRSKYNNYAT YYADSVKGRF TISRDDSKNT LYLOMNSLRA EDTAVYYCVR 100
HGNFGNSYVS WFAYWGQGTL VTVSSASVAA PSVFIFPPSD EQLKSGTASV 150
VCLLNNFYPR EAKVQWKVDN ALQSGNSQES VTEQDSKDST YSLSSTLTLS 200
| I
KADYEKHKVY ACEVTHQGLS SPVTKSFEFNRG EC 232

P CD20-H ¢4 Q1, #1 CD20/CD3e-H $4 Q1 : #/ypie’ n 7 v 2 3 g

PL CD20-H £ N299, #i CD20/CD3e-H £5 N524 : BieH#E &

P CD20-H $4 K449, $T CD20/CD3s-H §4 K674 : fi/yri 7 a7

HL CD20-H #4 C222 — Hi CD20-L 4 C219, #i CD20/CD3e-H #4 C222 — $T CD20-L #4 C219, #i CD20/CD3e-
H $H C447 — $T CD3e-L #4 C232, 1 CD20-H #4 C228 — #t CD20/CD3e-H £4 C453, #i CD20-H #4 C231 — #t
CD20/CD3¢-H £4 C456, T CD20-H # C351 — $T CD20/CD3¢e-H £4 C581 : ¥ A /L7 1 NfEG
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$1CD20
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Cas32H13326N 220602701858 (# > 77 E 5y, 4 AR8H)
P CD20-H #1  Ca177H3356N5780674S16

$1 CD20-L #1  Cios2H1661N2810336S7

$1 CD20/CD3e-H 1  Ca198H4934N84gO008S21

$1 CD3e-L #{ Ci133H1726N3080357S7

rnu—7 4 4<7%, CD20 KUY CD3e $HICKIT DB n ez =i “HfrEMEET ) 7 0 —F AHiRThH
D, P CD20/CD3e-H 5D 1~119 & H, 120~217 FH, 218~223 K H, 224~233 % H, 234~342 % H,
343~344 K H, 345~674 F B, TN ZNHL CD20-H $4D VH, CH1, B YO —¥, U —, $i CD3e-
L8k VL, U > —, $T CD3e-H $ADEFEICHY L, T CD3e-L 0> 1~125 3% H, 126~232 &K H (3,
ZIENHL CD3e-H $5D VH, $T CD3e-L $5D CL IZH Y T~ 5. B EADOFAMIERETIT~ 7 AFURIZHK L,
DML b IgGL IZHKT 5. HL CD20-H #5009 >D 7 X / fgiktk (K149E, K215E, L236A, L237A,
P331G, Y351C, T368S, L370A, Y409V) , ¥ CD20-L 85m 2 >0 7 X /g5 (E128R, Q129K) KUt
CD20/CD3e-H #D 7 >D 7 I / etk (K149E, K215E, L461A, L462A, P556G, S581C, T593W) 73%
NENERINTWD., Frn—7 4 2~71%, CHOMIIZEVEASND. Fa—7 4 Z~<71%, 449 {#
DT 2 FEFEIEIN D2 D50 CD20-H 81 (y1 845) 1K, 219 A7 X 7 Wik iEn 572 551 CD20-L #5 (x £4)
2K, 6TAMEHDT X/ BRFEIED S 72 551 CD20/CD3e-H $4 (y1 $5) 1 AKX 22 DT 2 J WL L D
PLCD3e-L $H 1 A CHERR SN A MEX v /378 (431 : £ 197,000) TH Y, HL CD20/CD3e-H 5D HL CD3e
RIS ER R O CD3e-L $HOOEHEBIL, T AL N $HIcHkT 5.

Glofitamab is a recombinant trivalent bispecific monoclonal antibody against CD20 and CD3g 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, CHL1, a part of hinge of anti-CD20 H-chain, linker, VL of anti-CD3¢ L-chain, linker



and constant regions of anti-CD3e 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-CD3e 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 (x-chains) consisting of 219 amino acid residues each, an anti-
CD20/CD3¢ H-chain (y1-chain) consisting of 674 amino acid residues, and an anti-CD3g L-chain consisting of 232
amino acid residues, in which anti-CD3e¢ variable region of anti-CD20/CD3¢ H-chain and constant region of anti-CD3¢

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