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Figure 4
Figure 4A. Positive modulator
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Figure 4B. Positive modulator with significant agonism
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Figure 4C. Non-modulator
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Figure 4D. Agonist Abs
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Figure 4E. Negative modulator
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Figure 6

Figure 6A. Positive modulator with very low agonism
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Figure 6C. Agonist Abs
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Figure 6D. 83-7
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Fioure 7
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. agonist of agonist of | agonist of cross eross
Agonism Antibody | human INSR human mouse reactive to reactive io
class i by pIRS-I INSR by mouse INSR | mouse INSR
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Figure 7 (cont’d)
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Figure 8
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Figure 9
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Figure 10
Blood Glucose Levels in DIO Mice Treated with Partial Agonist Anti-INSR Antibodies
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Figure 12
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Figure 13
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Figure 14
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Figure 15
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Figure 16

Plasma glucose
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Figure 16 (Cont’d)
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Figure 16 (Cont’d)
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Figure 18 (cont’d)
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Figure 19
Fasting blood glucose

T T ] T T 1 00 )
o [~ = =] <) o,

E B B § B %, Yo,
b4 &@ '
{p/Bw) ssoanis %

«qv

HbA1c

29/82



Figure 2¢
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Figure 20 (Cont’d)
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Biood glucose (mg/dL)

Figure 21
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Figure 23
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Figure 24
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Figure 28
Fasting blood glucose
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Plasma Triglycerides

Figure 29
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Figure 29 cont’d
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Figure 32
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Figure 36
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Figure 37
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Figure 38

A AbO77 titration
+= ECIO insutin

HumaniNgR-B +AR0T77 &ins
KGUSEINSR-8 +AR077 &ins

HumaniNSR-8 +ABGTT only
MouselNSR-§ +ab077 only

LI

-~ HumaniNGR-B +LH B EC30 ins
=w - MOUSEINSR-8 +KLH & EC39 ins

<+=  HumaniNSR-8 only
~e= MoUSEINSR-8 unly

804 04 1 10 100
Antibody {ugfmd.)

AbD738 titration

+~ EC30 insudin HumaniNSR-B +ABGT7E & ins

-
g MOUSEINGR-8 440078 & ins
-
gl

HumaniNgR-8 +AROTH onty
MouseiNSR-8 +Ab078 only

=~ HumzaniNGH-8 +ant-KLE & EC30Ins
4 »=+ MpuseiNSR-B +ant-kiH & EC30 ins

4 ~=  HumaniNIR-B anfy
e el - MOUSeINSR-H onty

.01 . G‘! . 1 40
Antibody {ug/ml}

AbOSS titration

+i- ECT0 insulin HumaniNGR-8 +ARDBS & ins

MousaiMSR-6 +ARGES & ing

=

o]

«
F]

:

-
-
- HumaniNSR-8 +4b085 only
-~ WMDUSEINGR-B +£A30BSONY

—3
on
B

== HumanINSR-8 +ant-KLH & EC30 ins

50+ ~w o« MousalhlSR-8 +ant-KLH & BEC3T ins

-~ HUmaniNSiR-8 oniy
e WOUSEINSR-8 only

Relative %pAKT pSard73

o4 4 1o 100
Antibody (ugfml)

48/82



Relative YopAKT pSerd73
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Figure 39
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Relative %AKT pSerd73

Ab080 titration

Figure 40
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Relative %AKT pSerd73
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Relative %AKT pSerd73

Figure 42
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Figure 44
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% Unbound insulin

Figure 45
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Figure 46
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Relative %AKT pSerd73

Figure 51
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Figure 53
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Table 3

Clone No. Antibedy No. Light Chain Heavy Chain
SEQID NO: | SEQID NO:
XPA.D15.172 20 151
XPA015.173 AbORY 18 169
XPAL15.174 16 170
XPA.015.175 AbGLS 1 160
XPA.015.176 AbO8S 2 153
XPA.015.177 3 159
| XPA.015.178 Ab0R9 ‘ 4 154
XPA 015179 ) 5 161
XPAQ015.181 AbQ10* é 163
XPA015.182 7 164
XPADIS. 183 Ab020 8 155
APA0L5.184 9 162
 XPA.015.185 AbGO3 1G 157
XPA.015.186 11 165
XPA.015.187 12 166
XPA.015,188 AbDOS 13 156
XPA 015,189 14 152
XPA.015.190 Ab0O2 15 167
RPA015.101 i6 168
XPA.015.192 17 158
XPA.015.006 Ab021 74 288
XPA.015.007 AbO28 52 221
XPA.015.009 Ab022 46 289
XPA.015.013 AbOGS 43 17%
XPA.015.017 AbO17 - 45 216
XPA.015.019 72 280
XPA.015.020 44 215
XPA.015.02] Ab023 73 193
XPADIS.022 Ab024 71 192
XPA.(15.023 AbQ25 : 70 171
XPA.015.026 Ab026 75 194
XPA.015.033 47 217
XPA.015,036 Ab030 50 220
XPA.015.037 Ah031 48 218
XPA.015.042 AbO27 49 219
KPA.015.043 6 201
XPA.015.047 Ab036 51 180
XPA.DL5.048 Ab(37 77 195
XPA.015.059 AbD28 79 191
XPA.015.062 78 292
XPA.015.064 20 196
I XPADI5.065 Ab038 83 183
XPAD15.066 AbO04 57 223
XPA.015.068 AbO13 81 172
XPAO15.074 Ab0O39 53 222
XPA015.075 Ab00S 35 181
XPAQ15.077 Ah040 84 187
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Tahle 3

XPA.G15.080 58 224
XPA015.081 82 173
XPA.015.082 Ab041 56 186
XPA.015.085 AbO11 54 283
XPA.015.086 AbD42 85 184
XPA.015.088 86 187
XPA.0G15.003 AbO32 21 177
XPA.015.004 Abd43 23 178
XPA.015.096 22 198
XPA.015.099 59 294
XPA.015.100 26 183
XPA,015.102 AbG44 60 176
XPA.(G15.105 57 189
XPA.G15.106 24 185
XPA.015.110 148 200
XPA015.111 Ab045 62 225
XPA.015.115 AbD46 61 182
XPA.015.120 149 190
XPA.015.121 Ab047 | 28 202
XPAD15.122 J 29 263
XPA.015.124 27 201
XPA 015125 31 205
XPA,015.127 30 204
XPA, 015,133 32 206
XPA.015.135 33 207
XPA.015.138 Ab0OO1 35 209
XPA.D15.139 AbO18 34 208
XPA.015.140 39 212
XPA.015.141 37 295
XPA.015.142 63 266
XPA.015.143 36 210
XPA015.144 AbD33 65 267
XPA 015.145 38 211
XPA.015.146 64 208
XPA.015.154 66 259
XPA.015.155 68 300
XPA.015.158 Abll4 57 301
XPA015.159 Ab(15 40 174
XPA.015.163 150 189
XPA.015.165 AbQ40 49 362
XPA.015.167 41 213
XPA.015.169 AB034 42 214
XPA.O15.171 AbDI6 151 175
XPA.015.193 ADbGS0 87 226
XPA.015,194 AbOSI 38 227
XPA.015.185 Ab052 84 228
XPA015.196 AbO53 50 229 (303)
XPA.015.197 Ab>4 91 230
XPA.015.198 Ab(S55 92 231
XPA.L15.199 AbL56 83 232
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Tabie 3

XPA.015.200 Ab0S7 o4 233
XPA.015.201 95 —

XPA.015.202 ADbO58 96 234
XPA015.203 97 235
XPA.015.204 AB03D 98 236
XPA.015.205 99 237
XPA.015.206 100 238
XPA.015.207 Ab060 101 239
XPA.015.208 102 240
XPA.015.209 Ab061 103 241
XPAD15.210 ' —— 242
XPA.015.211 Ab062 104 243
XPA.015.212 AbUE3 103 244
XPAQ15213 AbOs4 106 245
XPA 015214 Ab065 107 246
XPAL15215 Ab066 108 247
XPA.015.216 Ab067 109 248
XPA.015217 AbD6E 110 249
XPA0I5.218 111 250
XPA.015.219 Ab086 112 251
XPA.015.220 113 252
XPA.015.221 114 253
XPA015.222 AbOGY 115 254
XPA.015.223 116 255
XPA.015.224 117 250
XPA.015.225 118 257
XPA.015.226 AbDT 119 258
XPA015.227 Ab071 120 259
XPA015.228 AbD72 121 260
XPA.L15.229 AbG73 122 261

XPA.015.230 ADb074 123 262
XPA.015.231 124 263
XPA.015.232 AbO75 125 264
XPA.015.233 126 265
XPA.015.234 127 266
XPA 015235 128 267
XPA.015.236 129 268
XPA015.237 130 269
XPA.015.238 131 270
XPA015.239 132 271
XPA.015.240 --- 272
XPA.015.241 Ab076 133 273
XPA.015.242 134 274
XPA.015.243 AbO77 135 273
XPA.015.244 AbO78 136 276
XPA.015.245 Ab079 137 277
XPA.015.246 ABQRO 138 278
XPA.015.247 AbQR1 139 279
XPA.015.248 AbDS2 140 280
XPA015.249 AbDg3 141 281
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Table 3

XPA.15.250 Ab084 142 282
APA.015272 143 283
XPA.015.275 AbDBS i44 284
XPA.015.282 145 - 285
XPA.D15.284 146 286
XPA.015.293 147 287
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