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Clone 1D | Mouse | preliminary | Immunization APRR Binding | % Receptor
iD isotype ID | scheme {prime- | {ELISA, Bus) Blocking
boost} Human Mouse | Human Mouse
APRIL APRIL APRIL APRIL
31-001 B-001-R | 1gGl {H-H-H-H} 0.75% 408 82.0 <10
01002 B-001-R | igBl {H-H-H-H) 0.94 1.67 §1.4 <10
(31-018 B-001-R | 1gGl {H-H-H-H) 0.74 0.08 94.4 <16
01-035 B-001-R {H-H-H-H) 0.46 (.08 62.7 <10
(31-037 B-001-R | Gl {H-H-H-H) 0.58 0.12 93.8 <10
01-056 8-001-R {H-H-H-H) 1.43 0.64 83.5 <10
(31-05% 8-001-R | 1gG1 {H-H-H-H} 0.87 0,13 92.7 <10
31-062 3-001-R {H-H-H-H} 2482 0.19 £2.3 <10
(1-063 B-001-R {H-H-H-H) 215 0.58 51.3 <10
01-064 8-001-R | {gG1 {H-H-H-H} 212 0.71 12.8 <10
(1077 B-001-R | Gl {H-H-H-H) 1.08 0.08 164 <10
31078 B-001-R {i-H-H-H} 0.33 0.07 12.1 <10
01-081 B-001-R | igG2b {H-H-H-H) 1.55 0.28 93.9 <10
(31-086 B-001-R ¢ gGlb {H-H-H-H} 1.88 0.67 70,7 <10
31-089 8-001-R | lgG1 {H-H-H-H) 1.06 .15 894.6 <10
{1-093 8-001-R {H-H-H-H) 0.49 0.08 14.5 <18
01-047 8-001-R {H-H-H-H] 2.43 1.30 13.1 <10
(1-09% 8-001-R {H-H-H-H) 2.45 0.47 12.1 <10
81-10¢0 8-001-R {H-H-H-H} 2.20 0.27 16.2 <10
01-101 B-001-R | igG2b {H-H-H-H) 112 0.37 50.1 <10
81-102 8-001-R {iH-H-H-H} 1.87 (.70 22.5 <10
(1-103 8-001-R {H-H-H-H) 243 2.02 14.9 <10
01-104 B-001-R | 1gGl {H-H-H-H) 1.86 2.33 206 <10
01-105 B-001-R | igG2h {H-H-H-H) 1.34 (.51 79.3 14.7
(31-107 B-001-R {H-H-H-H) 220 (.30 46.6 <16
01-10% 8-001-R | lgGl {H-H-H-H) 1.14 0.13 834 <10
{1-110 8-001-R {H-H-H-H) 1.34 0.13 143 <1{
01-111 | B-00LR |igG2a | (-HHH 1250 | 131 | 130 | <10
01-114 8-001-R | 1gG1 {H-H-H-H) 1.26 $.14 92.0 <10
31-115 B8-001-R | {gGla {H-H-H-H} 1.66 .22 717 <10
(1-117 8-001-R | Gl {H-H-H-H) 0.89 084 93.4 <10
01-118 B3-001-R {H-H-H-H) 1.55% 0.85 893.6 <10
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Clone D | Mouse | preliminary | Immunization APRIL Binding | % Receptor
iD isotype I | scheme {prime- | {ELISA, Ayl Blacking
boost} Human | Mouse | Human | Mouse
APRIL APRIL APRIL APRIL

01-119 B-001-R | igG2a {H-H-H-H} 1.17 0.43 894.5 <10
01-120 B-O01-R 18523 {H-H-H-H} 1.98 0.26 746 <10
01-121 B-001-R | igG2a {H-H-H-H} 2.02 0.31 381 <10
(41-123 B-001-R {H-H-H-H} 0.75 0.12 11.7 <if
01-124 B-001-R | lgGl {H-H-H-8} 153 0.21 a4.8 <10
01-125 B-001-R | 1gGla ‘H H H H} 1.97 0.15 14.6 <1{
01-126 8-001-R -H} 1.93 0.22 14.8 <10
01-128 B-001-R ‘H H H ~H) 1.65 0.19 21.8 <10
01-133 B-001-R | 1gGl {H-H-H-H} 2.25 0.37 204 <10
01-135 B-001-R | 1gG3 {H-H-H-H} 2.39 0.74 57.5 <10
01-136 B-001-R ¢ 1gG2b {H-H-H-H} 2.42 0.40 18.1 15.9
01-137 B-001-R {H-H-H-~H} 2.16 0.19 12.8 <10
{1-140 B-001-R ‘H H H E—i) 1.96 0,26 743 <if
01-143 B-DO1-R | 1gG2b ~H} 233 0.34 <i0 54.9
(1144 8-001-R | gh2a lH H H H} 2.36 0,52 <1 123
01-147 3-001-R H} 1.57 0.49 74.3 <10
(1-148 B-O01-R | 1gG1 ’H H H H) 2.38 0.78 94.2 <1{
01-152 B-001-R | 1gGl {H-H-H-H} 237 .38 82,5 <10
(1-153 B-001-R {H-H-H-H) 1.29 0.21 928 <10
01-154 B-O01-R | Gl {H-H-H-K} 2.52 0,70 8 <10
02-00% B-002-L | g {M-M--H-8) .04 {.06 86.4 18.2
02-0311 B-002-L | gGl {M-M-R-H-M) 0.21 0.07 15.1 <18
02-016 B-00Z-L | igM {M-M-M-H-M) 0.08 0.18 18.8 263
02-024 B-O02-L  igM {M-M-M-H-M) 164 0,06 231 <1f
02-029 B-002-L | igM {M-M-M-H-M} 1.88 0.06 12.5 <10
(2-033 B-002-L | igM {M-M-M-H-7) 2.40 0.22 258 29.1
02-045 B-002-L | igM {M-M-M-H-M) 230 0.09 32.0 <10
(32069 B-002-L | igM {M-M-B-H-0M) 1.47 1.60 <i{} 171
02-075 B8-002-L | 1gGl {M-M-RA-H-A 0.06 0.78 52 30.2
(32-085 B-002-L | 1gG2a {M-M-0-H-M) 2.49 0.11 <1l 268
02-111 B-003-0 | Gl {H-H-H-M-R} 2.98 217 80.1 67.6
02-115 B-003-0 | igM {H-H-H-M-H) 0.07 0.39 251 40.0

FIG. 1B
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Binding Receptor Blocking

{approximate ECs) | {approximate iCs)
Clone 1D | ng/ml ng/mi

Human | Mousse Human | Mouse

APRIL APRIL APRI APRIL
01002 | 101 46.6 4.2 »10000
01-019 | 16 >10000 | 25.2 -
01062 | 518 314.8 36.3
01-081 22 e 13 -
01-105 | 16 >10000 | 512 »10000
01-115 | 50 - 62 -
01-117 233 2203 23.4 -
01-119 |31 3474 28 -
01-135 113 »10000 | 315 -
01-144 | 100 »>10000 | »10000 |
02-111 | 35 706 932 2530
0201 10.4 = 204 -
1313 158 - 69.5 -
Apry-1-1 | - 70.5 ~ 15.1
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inhibition of APRIL mediated NF kB Activation
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Ab EC., (ng/mbL)  EC,,{nM) R?

2218 12.64 0.085 1.00
2419 16.62 0.112 1.00
2621 14.31 0.097 0.99
2822 71.33 0.482 (.89
3125 281.5 1.902 0.99
3530 58.05 0.392 1.00
3525 53.45 (.361 1.00
1313 18.24 0.123 0.99
0201 1182 0.799 0.99
Aprily-5 968.9 6.547 0.99
Apry-1-1 - - (.39

FIG. 6
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inhibition of TACI-F¢ Binding
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inhibition of BCMA-F¢ Binding

2218
3530
3525
2419
2621
2922
3125
3327
0201
1313
Aprily-5

A450

0.01 0.1 1 10 100
[Ab], pg/mL

FIG. 8

e B O QP> 00C €& » BE 8



WO 2017/091683 PCT/US2016/063518
10/43
TAC-Fc BCMA-Fc
Ab ICs (M) R? % inhibition IC; (nM) R® % inhibition
2218 0.74 1.00 o1 (.22 100 1060
3530 495 1.00 81 (.68 099 35
3525 405 1.00 &8 (.85 0989 48
2419 0.74 1.00 59 .22 1.00 160
2621 1.00 099 79 -- 010 O
2922 31.64 1.00 97 21.96 1.00 97
3125 112.97 1.00 52 -~ 0.99 <10
3327 3.16 1.00 8% 2.35 1.00 99
0201 2.85 1.00 98 3.14 1.00 99
1313 0.95 1.00 96 (.55 082 69
Aprily-5  NA 054 O - 039 O

FIG. 9
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Antibody 1D ICs0 (PM) R?
2218 5.0 0.994
2419 8.7 0.995
1313 6.1 0.986
3530 48.9 0.997
3631 16.6 0.998
3732 7.2 0.997
3833 17.5 0.995
3934 10.1 0.989
4035 5.1 0.994
4237 126 0.996
4338 9.2 0.993
4540 12.9 0.997

FlG. 17
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TAL-F¢ BCMA-Fc
Ab gy (n) R?  %inhibition [Cso (nM) R? % Inhibition
3833 2.25 1.00 72 2.70 1.00 96
4540 1.01 0.93 65 (.66 1.00 a8
4G35 0.44 1.00 106 0.18 1.00 99
4237 0.90 1.00 95 0.56 1.00 93
2419 144 1.00 97 0.27 1.00 100
2218 0.98 (.89 40 .31 1.00 a9
3530 2.80 .99 &9 0.48 (.99 37
3631 0.27 (.98 63 0.48 1.00 100
3732 - - - .22 1.00 100
3934 243 (.99 26 .21 1.00 a8
4338 0.71 .99 97 0.07 1.00 99
1313 1.55 (.90 69 1.29 1.00 98

FIG. 20
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Antibody ID | ECgq (pM)

4035 1.06
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