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VA2-21-266-1 MAb1-ADLE-A287C_1306C 4
VAZ2-20-949-1 MAb1-ADLE 40
VAZ2-20-256-1 MAb1-DE-DQ-R292C V3020 46
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2. B4R 1961 £-IXEE LT Fe FAA 8T 5 mAb OBEEM
mAbl
ADE+/- | 1gGl_ADE 1gG1_ADE lgG1_ADE |gG1_ADE tgG1_ADE 1gG1_ADE lgG1_ADE 1gG1
DQ +/- al0] DQ bQ - - - - -
DSB | R292C_V302C | L242C K334C - R292C_V302C | L242C_K334C | A287C_L306C - -
SwaF | VA2-21-262-1 | VA2-21-261-1 | VAZ-21-266-1 | VA2-21-260-1 | VA2-21-259-1 | VA2-21-264-1 |VA2-19-943-1 |VA2-20-950-1
ZEAERE i a4 61 58 42 46 65
HIEC >0 %
P Fc 65 (74) 64 {75) 50(73) 69 66 (75) 51(73) 51.{66) 71
1P Fab 82 83 82 83 83 82 83 a2
Tagg 73 72 75 73 73 74 72 73
maAbl
ADILE ¢/- | I1gG1_ADLE | IgG1 ADLE | IgGI_ADLE | I1gG1_ADLE | 1gG1_ADLE | IgG1 ADLE | IgG1_ADLE lgG1
DO+ DQ ble] bQ - - - - -
DSB | R292C_V302C | L242¢_K334C - R292C_V302C | L242C_K334C | A287C_L30C - -
73w | VA2-20-853-1 | VA2-20-054-1 | VA2-20-952-1 | VA2-21-268-1 | VA2-21-267-11 VA2-21-265-1 | VA2-20-049-1|VA2-20-950-1
ALERAG 7 41 45 65
BT 58 54 29 60 5
P Fc 64 62 47 (66) 67 64{75) 50 (73) 50 (65) 71
IP Fab 82 a3 82 82 83 82 83 82
Tagg 74 73 74 73 72 75 72 73
mAbl
DE +/- IgG1_DE IgG1_DE IgG1_DE IgG1_DE tgG1_DE lgG1_DE lgG1_DE 1861
G +/- pQ pQ s} . - - - -
DSE | R292C_V302C | 1242C K334C - R292C_V302C | L242C_K334C | A287C_L306C - -
Ay TF | VA2-20-956-1 | VA2-20-957-1 |VAZ-20-955-1] VA2-21-270-1 | VA2-21-269-1} VAZ-21-263-1 | VA2-20-951-1|VAZ-20-950-1
PEVEBRI
2 58 59 41 47 65
B 59 55 4
IP Fe 66 65 49 (65) 69 67 52 (74) 53 (66) 71
IP Fab 82 83 a2 82 83 32 82 82
Tagg 73 73 73 73 73 75 74 73
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T™1 (°C)

mAb2-R292C/N/302C

73.0

mAb2 wt (¥18R)

71.9

mAb2-DE-R292C/N/302C

67.9

mAb2-DE
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mADT +/- ADE +- DG +/- DSB
ADE +/ | 1gG1 ADE | IgG1_ADE | 1gG1 ADE | 1gG1_ADE | IgGI.ADE | 1gG1_ADE | IgG1
DQ +- BQ bQ bQ : . 3 -
DSB |R292C V302C|L242C K334 ] R202C V302C|1242C K334C . .
$9F |VA221262-1 |VA2-21-261-1 VA2:21-266-1| VA2-21-260-1 | VA2-21-250-1 [VA2-19.943-1 | Vo 22D
FACS =& B4 4 EC50 (nM)7 w2 1. n=3
EFAE | 0622005 | 0502007 | 061004 | 060£0.14 | 060012 | 0.55£009 ]0.63%0.11
AZT4 | 1601022 | 145024 | 1524020 | 1474019 | 1514016 | 1.38+010 [1.49:0.13
HILnE
mAb1 +- ADLE +/- DQ +/- DSB
ADLE +L | 1961 ADLE | IgG1 ADLE | 1gG1 ADLE | IgG1 ADLE | IgG1_ADLE 19G1
DQ - ba bQ : . : -
DSB [R292C_V302C | L242C_K334C | R292C_V302C | L242C_K334C . N
NoF | VA220.953.1 | VA220-954-1 | VA2-21-268-1 | VA2-21-267-1 | VA2-20-049.1 [VA2-20-950-1
FACS (-4 5. B ~D#a EC50 ("M)7 v 1. n=3
E R 0625006 | 062+007 | 060£014 | 063011
7’:;%&”’ 1544016 | 150£020 | 1484021 | 1.49£0.13
FACS =¥ 5. BUR~DREE EC50 (n)7 v A 2. n=1
E AR 0.84 0.85 0.65 072
A=74FNh 5 167 136 139
R
mAbT ¥ DE +£ DQ 4+~ DSB
BE +- ig31 DE 1961 DE lgG1_DE lgG1_DE loG1 DE l9G1
DQ +- DQ DQ - : ] -
DSB [ R292C_V302C | L242C K334C | RI9IC_V302C | L242C_K334C - -
9T | VA2.20.056-1 | VA2-20-957-1 | VA221-270-1 | VA2-21-269-1 | VA2-20-951-1| VA2-20-950-1
FACS I—& 5. RR~DE EC50 nM)7 w4 1. n=3
E MR 0642009 | 062008 | 0632011 | 0.63011
j’:é%w“ 155+028 | 149019 | 150£019 | 1.49:013
FACS -k 5. IB~ORS EC50 (nM)7 w4 2. n=1
E MR 0.86 0.75 0.79 0.72
h=04FN 478 162 1.45 139
R
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$ 10: FACS £ & U SPR IZ & YBIE L7z FoyRilla V158 £ LU F158 ~D#E S
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mAb1 +/~ ADE  +/- DQ +/- DSB
ADE +/- IgG1_ADE 1gG1_ADE lgG1_ADE loG1_ADE 1gG1_ADE lgGt_ADE lgG1
DQ +/- DQ DQ DQ - - - -
DSB R202C_V302C| L242C K334C - R292C_V302C | L242C K334C - -
A F | VAZ-21-262-1 | VAZ-21-261-1 [VAZ-21-266-1 | VAZ-21-260-1 | VA2-21-250-1 iVA2-19-843-1 [ VA2-20-850-1
FACS I & %, FogRIHA ~DEEE(ECS0 nMYF wiz-f 1. n=3
V158 103 714 441 12+ 4 5+2 31 186 + 70
F158 171 19+£3 1344 19+ 1 184 9+1 1064 + 70
SPRIZ& %, FcgRHA ~DESKD nMY P w424 1. n=3
Vi58 214+ 25 191+ 18 155+ 5 172 + 18 162+ 4 107+4 1623 + 1563
F158 202+ 71 211 £ 47 183+ 14 211+ 16 193+ 14 1506 3870 + 397
mAb1 + ADLE +/-DQ +/- DSB
ADLE +/-| lgG1_ADLE IgG1_ADLE IgG1_ADLE lgG1_ADLE 1gG1_ADLE lgGt ADLE IgG1
DQY +/- DQ DQ RQ - - - -
DSB | R292C V302C | L242C K334C - R292C V302C | L242C K334C - -
IVwF | VAZ-20-953-1 | VA2-20-854-1 [VAZ2-20-052-1] VA2-21-268-1 VA2-21-267-1 | VAZ-20-949-1 | VA2-20-950-1
FACS ISk 4, FogRIA ~D#HEEECE0 nM)7 w424 1, n=3
V158 1243 552 3*3&-}71* 18670
F158 2543 1144 el gg}m 1064 £70
FACS 1245, FegRINA ~DEES(ECS0 nM)y7 w1 2, n=1
V158 26 9 5 244
168 52 13 7 744
SPRIZ & 4. FogRHIA ~DHES KD nM)7 v24 1, n=3
V158 88+ 4 258+5 161 £ 21 7744 1623 £ 153
F158 10817 296 £ 16 148 + 23 04+ 3 3870 £ 397
SPRIz& 4, FogRIBA ~MEES KD M7 424 2, n=3
Vi58 564 33+1 28%4 22%2 386 + 20
F158 70+ 18 49+ 2 38+2 46 + 27 1331 £ 111
mAbt +/- DE +/- DQ +/- DSB
DE +/- taGi_DE igG1_DE lgGt_DE 1gG1_DE lgG1_DE lgG1 _DE lgG1
PQ +/- DQ DQ DQ - - - -
DSB R292C V302C | L242C K334C - R292C V302C | L242C K334C - -
JAwF | VA2-20-956-1 | VAZ-20-857-1 |VA2-20-855-1| VAZ-21-270-1 VA2-21-260-1 | VAZ2-20-851-1 | VA2-20-850-1
FACS IZ &L &, FogRIA ~DHES(ECS0 M7 vEA 1, n=3
V158 41 241 241 186 £ 70
F158 11%1 24 +12 11+3 1064 £ 70
FACS (o3, FogRHIA ~DIE&(ECE0 )MYF w1 2, n=1
V158 7 3 4 244
F158 20 27 18 744
SPRIZ&D. FegRIIA ~DEEE KD nW)Y 7 w1 1, n=3
V158 B0+5 101 £ 26 109 £ 27 57+5 1623 + 153
F158 142 £ 11 88 + 27 297 £43 141 £ 8 3870 + 397
SPRIC&L . FegRIA ~DEESKD nMy7 vt 2, n=3
V158 2912 18 %1 1941 1741 386+ 29
F158 50+ 1 72+ 6 58 + 4 48 + 11 1331 % 111
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# 11: FACS $ LU SPRIZ & VMl L= FeyRlla H131 LU R131 ~DHES

10

20

mAbt +/-ADE +/- DQ +/- DSB
ADE +/- | IgG1_ADE IgG1_ADE lgGt_ADE lgG1_ADE laG1_ADE lgG1_ADE lgG1
DQ +/- DQ BQ DG - - - -
DSB | R292C_V302C [ L242C K334C - R292C_V302C | L242C_K334C - -
INuF | VAZ21-262-1 | VAR-21-2681-1 | VA2-21-266-1 | VA2-21-260-1 | VA2-21-259-1 | VAZ2-19-843-1 {VA2-20-050-1
FACS [k 5. FegRIA ~DFEEE(ECS0 nM)7 w4 1. n=3
H131 101 £33 68 + 27 14+t2 92 + 12 102+ 34 20%2 341 +64
R131 45+ 21 152 + 56 i85 43 +£12 142 + 19 2011 303+ 27
mAab1 +/- ADLE +/-DQ +/- DSB
ADLE +/- lgG1 _ADLE lgG1_ADLE IgG1_ADLE lgG1
DQ} +/- - - - -
DSB R292C_V3a02C 1.242C_K334C - -
INyF VA2-21-268-1 VAZ2-21-267-1 VA2-20-949-1 VAZ-20-950-1
FACS IZd 5., FegRIA ~DIEEECS0 nM)7 w4 1, n=3
H131 156+ 28 145+ 85 7012 341 £ 64
R131 144 £ 19 428+ 170 85+ 14 303+ 27
mAb1+/-DE +/-DQ +/- DSB
DE +/- 19G1_DE loG1_DE lgG1_DE laG1
DQ +/- - - - -
DSB R292C V302C L242C K334C - -
IV F VA2-21-270-1 VAZ2-21-269-1 VA2-20-851-1 WVA2-20-950-1
FcgRIA FACSIZ& %, FogRIA ~MEESECSO M7 w1 1. n=38
H131 337 £ 142 318+ 55 106 £ 29 341+64
R131 254+ 6 316+8 188 + 44 30327
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E12: FACS B&L U SPRIZK YHRIE LTz huFcRn ~D#E S

JP 2024-522092 A 2024.6.11

mAb1 +/- ADE  +/- DQ +/- DSB
ADE +/- | IgG1_ADE lgG1_ADE | IgG1_ADE laG1_ADE IgG1_ADE IgG1_ADE tgG1
DQ +/- oQ DQ DG - - - -
DSB | R292C_V302C | L.242C K334C - R292C_V302C | L242C_K334C - -
INYF | VA2-21-262-1 | VAZ-21-261-1 |VA2-21-266-1| VA2-21-260-1 | VA2-21-250-1 | VA2-19-943-1 | VA2-20-950-1
SPRIZ& &, huFcRn ~D#E& (KD a7 w4 1. n=3
108+3 | 161219 | 21722 | 1310221 | 829+129 | 1040155 | 1210 81
mAbt +- ADLE +/- DQ +/- DSB
ADLE +/- | 1gG1_ADLE | IgG1_ADLE [ IgG1_ADLE | IgG1_ADLE laG1_ADLE IgG1_ADLE lgG1
DQ +/- DQ DQ DR - - - -
DSB  |R292C V302C |L.242C_K334C - R202C V302G | L242C_K334C - -
RvF | VAZ20-053-1 | VA2-20-054-1 [VA2-20-952-1] VAZ-21-268-1 | VA2-21-267-1 | VA2-20-949-1 [VA2-20-950-1
SPRIZ&kB. huFcRn ~OEEE KD nM)7 vt 1, n=3
| [193x15 | 1130£111 | 965+£126 | 993+153 | 1210481
SPRIZ& A, huFcRn ~D#E (KD nM)7 w44 2, n=3
18411 | 15620 | 196+27 | | | 811:28 | 941130
mAbt +/- DE +/- DQ +/- DSB
DE +/- lgG1_DE lgG1_DE igG1_DE lgG1_DE igG1_DE lgG1_DE lgG1
DQ +/- DQ DQ DQ - - - -
DSB |R292C_V302C| L242C_K334C - R292C_V302C | L242C_K334C - -
N F | VAZ-20-956-1 | VA2-20-957-1 |VAZ-20-955-1| VA2-21-270-1 | VA2-21-269-1 | VA2-20-951-1| VA2-20-950-1
SPR (2 B, huFcRn ~M#ES(KD M) 7 w24 1. n=3
| [ 199+6 | 664£271 | 798+88 | 996104 | 121081
SPR IZ 4 &, huFcRn ~OFES(KD nM)7 w4 2, n=3
23441 | 16015 | 249+41 | | | 76189 | 941130
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mAb2 /A1) T

WT

R292C_V302C

_DE

DE

R292C_V302C

Fotd

huFcgRIlia-\V158
~DIEE(SPR),
KD(M})

3.97E-07

5.24E-07

1.33E-08

1.83E-08
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% 14: pH6.0 T FcRn ~DFEEHAYE

WT _DE
mAb2 (1gG1) | WT X1HR R292C _V302C -PE R292C_V302C
7yutA
huFcRn ~®@
& (SPRYKD | 103.23 £ 530.64 111.58:!:551.15 83.83 £ 506.15 | 50.61 £ 509.15
(nM)
cyFecRn ~M
#E&(SPRYKD | 313.41 £ 35.52 | 324.54 +120.97 | 349.73 £ 70.81 325.91 £ 39.44
(nM)
moFcRn ~®
#ES(SPRYKD | 146.64 £ 21.77 147.51 £ 59.87 142.08 £ 40.41 | 142.00 £ 21.06
(nM)
0ooooaon
0000000000000 000000000000000000000000000
0000000000000 000000000000000000000000000
0000000000000 00000000000000000000
O0O0o0O0o
00000
F* 15: pH7.4 TO FcRn ~DEHREHATE
WT _DE
mAb2 (1gGT) WT IR Ro92C V3020 |- R292C_V302C
Ny F
huFcRn ~D#E&
(SPRIEFIKERNE | 0.06+0.83 -0.03+£095 0.28+0.18 0.08+£1.06
(RU)
cyFcRn ~D#EE
(SPR;EFERERZE |032+0.68 0.20+0.77 036074 0.20+0.83
(RU)
moFcRn ~D#E&
(SPRYFEHIRRENZ | 0.87+0.95 066+1.14 0.54+ 0.9 0.58 £0.19
(RU)
0ooooaon
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% 16:&  CD16a ~M mAb3 & & U mAb4 f&/85 A —4

. huCD16a (V158)~® | huCD16a (F158)~®

ik % KD [nM] 424 KD [nM]

mAb3 WT 705 £ 214 1265 + 287

mAb3-DE 66 + 25 67.2+ 11

mAb3-ADE 113 £ 40 875+6

mAb3-DE-DSB (R292C/V/302C) 110 113

mAb3-ADE-DSB (R292C/V302C) 165 121

mAb4 618 £ 59 1376 + 456

mAb4-DE 87 £ 48 63.5

mAb4-ADE 116 + 37 86.9

mAb4-DE-DSB (R292C/V302C) 87 80.4 + 9

mAb4-ADE-DSB (R292C/V302C) 155 114
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# 17: mAb1+/-ADLE, DE. #F7=(& ADE+/-DSB(L242C_K334C + L < [& R292C_V302C)
[ZRB89 % CDC &1 IC50 {E

FEEMENE | mAbl
1gG1 iso ADLE ADLE iso DE | DE DE iso ADE | ADE ADE WT %8
ADLE | 1242¢_ | R R292C_ | L242C_ R292C_ | L242C_
K334C | 292¢C_ V302C | K334C V302C | K334C
V302C
NyF VA2- | VA2- VA2- VA2- VA2- VA2- VA2- VA2-21- | VA2-21- | VA2-20-
20- 21- 21- 20- 21-270- | 21-269- | 19-943- | 260-1 259-2 950-1,
0332 | 2671 | 2681 11171 |1 1 1
1C50 {(nM} | NA NA NA 3,03 1,89 3,11 3,49 3,33 4,13 2,10
1c50 NA NA NA [263; §[1,75; |[256; |[312; |I[306; |[3,62; [1,88;
[95%C1] 3,49} 2,04] 3,771 3,92] 3,61] 4,71] 2,34]
IC50CV% | NA NA NA 6,59 3,66 8,94 5,43 4,07 6,25 5,08
Fz( k| NA NA NA 79,56 | 88,63 | 7293 68,29 70,16 59,99 87,19
v SR b
A%

NA: D4 w5 a0 73B5nd
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% 18: mAb1+/-ADLE. DE., E7=i ADE--DQ+/-R292C_V302C IZl§ % CDC &%

IC50 {&

RN mAbl

Bk

1gG1 iso ADLE | ADLE iso DE DE DE iso ADE | ADE WT R
ADIE | DQ DQ_R292 DQ DQ_R292 | ADE | DQ DQ_R292

C_v302C C_v302C C_v302C

o 1 VA2- | VA2- | VA2-20- VA2-20- | VA2- vA2-20- | vAa2- | vAz- | va2-21- | VA2-20-
20- 20- 953-1 1137-1 | 20- 956-1** 19- 21- 2621 950-1
034.2 | 9521 955.1* 943-1 | 266-1

1C50 NA NA NA 3,12 2,84 3,87 3,17 | na NA 2,01

[GaL)]

IC50 NA NA NA 2,72; | [231; | [293; [2,82; | NA NA [1,78;

[95%cC1) 3,58) 3,49] 5,12} 3,57] 2,27]

IC50 NA NA NA 6,38 10,17 | 13,56 558 | NA NA 5,85

V%

4 | NA NA NA 87,47 87,60 | 44,51 80,22 | NA NA 88,32

(Fo

=R B

£)%

BPURBIDIBDI T A TOHR T4 VT4 THN BN
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% 19: mAb1+/-ADLE. DE. F7=I% ADE-+DQ+/-L242C_K334C (B89 % CDC j{f%
IC50 {i&
GlEs mAbl
I
igG1 iso ADLE | ADLE | ADLE isoDE | DE DE iso ADE | ADE ADE WT
‘ DQ DQ 1242 pQ bQ_L242 pQ DQ_L242 | 8
C_K334C C_K334C C_K334C
sRwF | VAZ-20- | vAa2e | VA2-20- | vA2- vA2- | VAZ-20- | vAz-19- | VA2- | VA2-21- | VA2-
034.2 20- 954-1 20- 20- 957-1* 943-1** | 21- 261-1 20-950-
952-1 1117-1 | 955-1* 266-1 1
IC50 NA NA NA 2,65 | 562 5,25 2,46 NA NA 2,44
(nv1)
IC50 NA NA NA 234; |318; | [312; 2,19; NA NA [2,14;
{95%CI 3,01] 9,95] | 8,85] 2,76 2,79]
]
IC50 NA NA NA 5,98 28,57 | 26,06 5,18 NA NA 6,46
V%
FLE | NA NA NA 89,47 29,77 | 25,36 82,94 NA NA 76,02
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3 20: mAb1+/-ADLE, DE. #7-IX ADE+/-DSB(L242C_K334C 4 L < [3 R292C_V302C)
=389 % ADCC Ff£ 1C50 {E

ES
R

mAb1l

IgG1

ise
ADLE

ADLE

ADLE

iso DE

L1242C_
K334C

R292C_
V302¢C

DE

DE

iso ADE

R292C_
V302C

1242C_
K334C

ADE

ADE

W R

R292C_
v302C

1242C_
K334

VAZ-
20-
034.2

VA2-21-

267-1

VA2-21-
268-1

VA2-20-
1117-1

VA2-21-
270-1

VA2-21-
269-1

943-1

VA2-19-

VA2-21-
260-1

VA2-21-
259-2

VA2-20-
950-1

1€50
{nM)

2,51E-
04

4,08E-
04

4,86E-04

4,51E-04

3,56E-04

4,01E-04

1,67E-
04

5,41E-04

5,45E-04

1,76E-02

150
[95%C1
1

[1,65E
-0d;
3,84E-
04]

[2,66E-
04;
6,27E-
{4}

[2,92E-04;
8,07E-04)

(2,59E-04;
7,86E-04]

[2,41E-08;
5,27E-04]

[2,65E-04;
6,07E-04]

[1,09E-
04;
2,56E-
04}

[2,77E-
04;
1,06E-03)

[3,51E-
04;
8,48E-
04]

[1,19€-
02;
2,60E-
002]

iC50
V%

20,91

19,91

24,01

25,10

19,01

19,61

20,58

30,43

21,72

19,16

FH
(b

7B AR
kA%

48,18

43,52

47,05

53,71

45,51

48,73

44,70

45,26

47,63

51,23
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5= 21: mAb1+/-ADLE, DE. Ef-Ii ADE-/+DQ+/-R292C_V302C [ZB§9 5 ADCC jift

IC50 {E
"R | mAbl
IgG1 iso ADLE ADLE ADLE iso DE DE DE iso ADE ADE ADE wT
DQ R292C_ DQ R292C_ DQ R292¢_ | XA
v302C v302C Vv302C
Sw VA2-20- VA2-20- VA2-20- VA2-20- VA2-20- VA2-20- VA2-19- VA2- VA2-21- | VAZ-20-
034.2 952-1 953-1 1117-1 955-1 956-1 943-1 21- 262-1 950-1
266-1
1C50 (nM) 8,11E-05 1,03E-04 1,71E-04 1,08E-04 9,01E-05 | 1,16E-04 1,13E-04 1,44E- 2,97E- 1,60E-02
04 04
IC50 {4,83-05; [6,58E- [1,06E- [6,54E- [6,52E- [7,21E- {8,21E- [9,12E- | [2,11E- [9,58E-
[25%CI] 1,36E-04] | 05; 04; Q05; 05 05; 05; 05; 04; 03;
1,63E-04] 2,75E-04] 1,79E-04]} 1,25E- 1,86E-04) 1,54E- 2,28E- 4,17E- 2,67E-
04} 04] 04] 04] 02]
IC50 CV % 25,05 21,98 23,54 24,30 15,94 23,37 15,54 19,86 16,74 24,61
Fa A 46,26 43,43 42,02 43,22 45,12 41,80 42,15 42,10 39,71 46,07
(o
R 5%
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% 22: mAb1+/-ADLE, DE. #7-(d ADE-+DQ+/-DSB L242C_K334C [CB89 %
ADCC &1 IC50 {E

FIZEAER | mAbl
IgG1 iso ADLE | ADLE ADLE iso DE DE DE iso ADE | ADE ADE WT
DQ 1242C_ DQ L242C_ DQ L2a2c_ | xR
K334C K334¢ K334C
SRy VAZ20- | VA2-20- | VA2-20- | VA2-20- | VAZ2-20- | vA2-20- | vA2-19- | VA2- | VA2-21- | VA2-
034.2 952-1 954.1 1117-1 9551 | 9572 943-1 21- 2611 | 20
266-1 950-1
IC50 (1M} | 811E-05 | 1,03E-04 | 1,54E-04 | 1,086-04 | 9,016- | 1,54E-04 | 1,13E-04 | 1,49E- | 1,62 | 1,60E-
05 04 04 02
IC50 [4,83-05; | [6,58E- [1,00%- [6,54E- [6,52E- | [1,08E- [8,21E- | o126 | [1,076- | [9,58E
[es%Cl] | 1,36E-04] | 05;1,636- | 04; 05; 05 ; 04; 05; 05; 04; -03;
04] 2,376-04] | 1,796-04] | 1,256- | 2,20E-04] | 1,54E- 2,286 | 246E- | 2,67E-
04} 04 04) 04] 02]
IC50 CV % | 25,05 21,98 20,60 24,30 15,94 17,45 15,54 19,86 | 19,53 24,61
FH 46,26 43,43 46,62 43,22 45,12 | 44,93 42,15 42,10 | 39,20 46,07
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5% 23: Tg32 T I A CHRBLEELSMEO PK /AT A —82 DEH(TFEH(CV%))
co AUC CL Vss t1/2z
mAbT L& (ug/mL) | (B*ug/mL) | (mL/B/kg) | (mL/kg) (B)
ADLE-DQ 22.9 426 235 97.3 3
ADLE-DQ-L242C/K334C 19.0 219 4.59 119 19
ADLE-DQ-R292C/V302C 18.1 244 4.49 136 23
DE-DQ 15.5 60.3 16.9 180 9
DE-DQ-L242C/K334C 13.5 150 6.89 152 16
DE-DQ-R292C/V302C 14.7 157 6.51 145 16
WT 19.7 127 7.88 163 16
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5% 24: Tg32 Y IRACRBLERLSRED PK /35 A — 2 OER(TFE(CVY%))
co AUC CL Vss ti2z
mAb1 {EE4 (giml) | (A*ug/ml) | (mU/B/kg) | (mikg) | (B)
ADE 20.9 98.8 105 135 10
ADE_L242C_K334C 175 125 8.86 180 15
ADE_R292C_ V302C 14.3 129 7.82 156 14
ADLE 17.9 51.9 19.3 137 6
ADLE 1242C_K334C 14.2 127 7.89 157 14
ADLE R292C_V302C 18 1 186 5.39 114 15
DE 16.7 535 18.7 132 5
DE_1942C_K334C 130 108 9.29 243 19
DE R292C_V302C 14.2 95.9 105 188 13
WT 19.7 127 7.88 163 16
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3 25: Tg32 TR THREBR LI-R% 5 mAb3 FitAD PK /15 A — 2 DEH(FH(CVY%))

Co AUC CL \/ss t1/2z
ik {ug/mL) (B*ug/mL) |{mL/BH/kg) (mL/kg) (B)
mAb3 66.8 491 515 99.9 14.1
mAb3-ADE 72.0 (18) 181 (15) 14.0 (17) 85.3(18) 4.8
mAb3-ADE-DSB
(R292CA/302C) 59.0 (4) 392 (8) 6.41 (9) 121 (8) 13.7
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1. With regard o any nuclectide and/or amine acid sequence disclosed in the internaticnal application, the international search was
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a forming part of the international application as filed:
[[] inthe torm of an Annex G/ST.251ex! file.

I:' on paper or in the form of an image file.

b. turnished together with the international application under PCT Rule 1 3ter. 1{a] for the pumoses of international search
only in the farm of an Annex G/ST.25 text file.

c. furnished subsequent io the international filing date for the purposes of international search only:

in the form of an Annax C/ST.25 taxi fila {(Rule 13ter.1(a)).

I:' on paper or in the form of an image file (Rule 13ter.1(b) and Adminisirative Instructions, Section 713).
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This international search report has not been astablished in respect of certain claims under Article 17(2){a) for the following reasons:

1. D Claims Nos.:

because they relate 1o subject matter not required to be searched by this Authority, namely:

2 l:‘ Claims Nos.:

hecause they relate to parts of the international application that do not comply with the prescribed reguirements to such
an extent thai ne meaningful inlernational search can be carried oul, specifically:

3. D Claims Nos.:

hecause they are dependent claims and are nol drafted in accordance with the second and third sentences of Rule 6.4{a).

Box No. lll Observations where unlity of Invention Is lacking (Continuation of Item 3 of 1irst sheet)

This International Searching Authority found multiple inventions in this internalional application, as follows:

sea additional sheet

1. As all required additional search fees were timely paid by the applicent, this internafional search report covers all searchable
claims.

2. l:‘ As all sgarchable claims could be searched without effert justifying an additional tees, this Authority did not invite payment of
additional fees.

3. As only some of the required additional search fees were timely paid by the applicani, this infemational search report covers
only those claims for which lees were paid, specifically claims Nos.:

4. D No required additional search fees were timely paid by the applicant. Gonsequertly, 1his international search repart is
resticled to the invention first mentioned in the claims;; itis covered by daims Nos.:

Remark on Protest The addifional search fees were accompanied by the applicant's protesi and, where applicable, the
payment of a protest fee.
The addiiional search iees were accompanied by the applicant's protesi but the applicable protest
fee was not paid within the time limit specified in the invitation.

Ij No pretest accompanied the payment of additional search fees.

Form PCTASA/210 (confinuation of first sheet (2)) {April 2005)

10

20

30

40

50



(95) JP 2024-522092 A 2024.6.11

International Application No. PCT/IB2°22 /055019

FURTHER INFORMATION CONTINVED FROM PCTASA/ 210

This Internaticnal Searching Authcority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-139(partially)

igolated effector-compatent polypeptide compriging a
glycosylated Fc domain comprising m first heavy chain and m
second heavy chain, wherein at least one heavy chain
comprises an engineered intrachain disulfide bond mediated
by a pair of cysteines (C) that substitute for: (i) a
leucine (L) at amino acid peosition 242 and a lysine {K) at
amino acid position 334;... wherein the glycosylatad Fec
domain is capable of interacting with an antibody ecffectoxr
moleculs; and wherein the effector-competent polypeptide has
enhanced thermal stability compared tc¢ an effector-competent
peolypeptide having a glycesylated Fc domain capable of
interacting with an antibody effector molecule that does not
comprise the engineered intrachain disulfide bond, as well
ag derived products and (medical uses thereof];

2, claims: 1-139(partially)

isclated effector-competent polypeptide comprieing a
glycosylated Fc domain comprising a first heavy chain and a
sacond heavy chain, wherein at least one heavy chain
comprises an engineered intrachain disulfide bond mediated
by a pair of cysteines (C) that substitute for:. . . (iii)
an arginina (R) at amine acid position 292 and a valine (V)
at aminc acid posgition 302; ..., wherein tha glycosylated Fc
domain is capable of interacting with an antibody effector
molecule; and wherein the effector-competent polypeptide has
enhanced thermal stability compared to an effector-competent
polypeptide having a glyeesylated Fe demain capable of
interacting with an antibody effector molecule that does not
comprise the engineered intrachain disulfide bond, as well
as derived products and (medical uses thereocf).
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