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Figure 10B
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Figure 25
Fluorogenic Assay (1 nM TF/2 nM Vlla/8 nM TFPI)
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SCP, ARC19499: 100% FVIII

—4&— Control

—O—100% FVIIV5 nM ARC19499 —X%—100% FVII/10 nM ARC19499 - & - No TFPI

——100% FVII/I1 nM ARC19499 —2A—100% FVIIV2"2 nM ARC19499

Thrombin (nM)

Thrombin (nM)

400 A
350 A
300 A
250 A
200 A
150 -
100 A

50 A

400 -

350 -

300 -

Time (min)

Figure 34
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Figure 81
TF-ACT in whole blood from normal subjects
[ARC19499] #2MN) #6 (N) #7 (N)
(nM) (seconds) (seconds) (seconds)
700 311
350 317 287 277
175 278 295 293
88 319 305 258
44 267
0 353 342 311
TF-ACT in whole blood from hemophilia B subjects
[ARC19499] #4 (B) #9 (B)
(nM) (seconds) (seconds)
350 438 522
175 435 457/510
88 323 420
44 460 510
0 528 580
TF-ACT in whole blood from hemophilia A subjects
[ARC19499] #1 (A) #3 (A) #5 (A) #8 (A) #10 (A) #11 (A) #12 (A)
(nM) (seconds) | (seconds) | (seconds) | (seconds) | (seconds) | (seconds) (seconds)
3115 264
1558 313
1400 455 299
800 256
700 551/500 489 416 634 281
350 444 434 483 418 347 295
175 457 392 453 456 491 291
88 468 464 456 306
44 477
0 578 651 540 642 527 783 328
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Figure 82
Dilute PT in plasma from normal subjects
[ARC19499] #2MN) #6 (N) #7T(N)
(nM) (seconds) (seconds) (seconds)
500 179 185 174
125 183 225 168
32 181 242 170
8 191 246 176
2 294 274 265
0 >360 >360 >360
Dilute PT in plasma from hemophilia B subjects
[ARC19499] #4 (B) #9 (B)
(nM) (seconds) (seconds)
500 215 185
125 227 189
32 225 192
8 241 210
2 >360 >360
0 >360 >360
Dilute PT in plasma from hemophilia A subjects
[ARC19499] | #1(A) #3 (A) #5 (A) #8 (A) #10 (A) #11(A) | #12(A)
(nM) (seconds) | (seconds) | (seconds) | (seconds) | (seconds) | (seconds) | (seconds)
500 163 162 162 156 154 162 >360
125 167 164 163 157 156 168 >360
32 171 168 164 163 157 171 >360
8 185 193 175 192 163 195 >360
2 >360 >360 >360 >360 169 >360 >360
0 >360 >360 >360 >360 169 >360 >360
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Figure 83
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Figure 84

—a— hemophilia patients FVIII.C <1%
—v— hemophilia patients FVIII.C 1-5%
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Figure 88
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Figure 89
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Figure 91
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Figure 92
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Figure 142

% mU—dU, mU>dT substitution tolerated

. mG —->dG substitution not tolerated
‘]I[’ mU->dU substitution tolerated,

dC3mC, dC>fC substitution tolerated
. dC—mC, dC—fC substitution not tolerated

mi->dN substitution tolerated

mU-3dU, mU-3dT substitution not tolerated;

mU->dT substitution not tolerated
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