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Figure 3C
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Figure 7C
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Figure 9
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Figure 14
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Figure 16
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Figure 17
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Figure 18
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Figure 21
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Figure 22
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Figure 23
# Test Article | Dose Measurements
Group | mice Conc Perfusion
(nM) rate
mL/min
] 5 No aptamer | O 3 Heart rate, rhythm, left
ventricular pressure
3 Irrelevant 1500 3 Heart rate, rhythm, left
3 aptamer at ventricular pressure
50X molar
ratio
4 3 ARCI186 at | 30 3 Heart rate, rhythm, lef
molar ventricular pressure
equivalence
5 5 ARC186 at | 300 3 Heart rate, rhythm, left
10X molar ventricular pressure
ratio
6 4 ARCI186 at | 1500 3 Heart rate, rhythm, left
50X molar ventricular pressure
ratio
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Figure 25
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Figure 26
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Figure 27
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Figure 28
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Figure 29
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Figure 30
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Figure 31

Animal [Treatment Irrelevant C3b C5b-9
1-001 (1/26) None neg Pos pos
1-002 (1-26) [None neg Pos pos
1-001 None . neg Pos pos
1-002 [None neg Pos pos
1-003 None neg Pos pos
3-001 Irrelevant aptamer 50X molar neg Pos pos
3-002 [rrelevant aptamer 50X molar ‘I;leg Pos pos
3-003 Irrelevant aptamer 50X molar |ncg Pos pos

-001 C35 aptamer molar equivalence ]neg, Pos pos

-002 C5 aptamer molar equivalence neg " |Pos pos
4-003 CS5 aptamer molar equivalence neg Pos pos
5-001 CS5 aptamer 10X molar equivalence neg Pos neg
5-002 C5 aptamer 10X molar equivalence neg Pos neg
5-003 C5 aptamer 10X molar cquivalence neg Pos Jneg
5-004 C5 aptamer 10X molar equivalence Jneg Pos |neg
5-005 CS5 aptamer 10X molar equivalence |neg Pos Jneg
6-001 CS aptamer 50X molar equivalence lneg Pos Jngg
6-002 CS aptamer 50X molar equivalence neg IPos 4|neg
6-003 ) C5 aptamer 50X molar equivalence neg IPas |neg
6-004 CS5 aptamer 50X molar equivalence neg Pos Txeg
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Figure 32
Animal { Compound Sow_n_a Molar ratio | Increased EDP E«ilgte (YorNoj | Time tofailure |
1-001 ARCE58 Human 0 ¥ Y 4 min 30 seo
1002 ARC658 Human 0 Y Y 4 min38 sec
1.003_ | ARC658 | MHuman 0 Y ¥ 3min20sec
1-004 ARC658 Human 1] Y Y 12min 24 sec
1-005 ARCE58 Human 0 ¥ N Na
1006 ARC658 Human 0 Y Y 8 min 30 sec
12-001 ARCE58 Human 05 hd Y 7 min22 sec
12-002 | ARCES8 Human 0.5 Y Y 7 min 30 sec
1a-003 ARCESS Human 05 Y Y 8mini3sec
2-001 ARCE58 Human 1 N N NA
2-002 ARC658 Human 1 N N NA
2:003 ARCE58 Human 1 N N NA
2-004 ARCS58 Human 1 N N NA
3-001 ARCE58 Human 3 N N NA
3-002 ARC658 Human 3 N N NA
3-003 ARCE58 Human 3 N N NA
§.001 ARC658 Primate 1] Y Y 2min30 sec
6-002 ARCES8 Primate 0 Y hd 2min47 seo
6-003 ARCE58 Primate 1] ¥ Y 3min30sec
6-004 ARCE58 Primate '] Y b 1min 28 sec
62-001 | ARCES8 Primate 3 Y Y Smin2sec
£3-002 ARCS58 Pilmate 3 ¥ b 4 min30sec
63-003 | ARCeES58 Primate 3 Y Y 3min43s500
62-004 | ARCE58 | Primate 3 hd hs 8min0 see
7-001 ARC658 Primate 10 Y N NA
7-002 ARCE58 Primate 10 Y N NA
7-093 ARCES8 Primate 10 ¥ ¥ 9mini5seo
7-004 ARCE58 Primate 1o Y N NA
9-00% ARCE58 Primate 20 Y hd 12 min 50 sec
11001 ARCE58 Prmate 30 Y N NA
1-002 ARCES8 Primate 30 A4 Y 10 min 0 seo
1-003 ARCE58 Primate 30 Y N NA
13-001 ARCES8 Primate 60 N o NA
13-002 | ARCE58 | Pdmate 50 N N NA
13-003 | ARC6S8 Primate 50 N N NA
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Figure 34
Number Dosage Dose .
g:?:ger of . Test Article Levc-,lg Volume g:;:f’en iici:lx;g(l:ion
Animals (mg/kg) |(mL/kg)
t= pre-dose,
, 3 ARC657 0 | :,’;‘]‘:;’e““s 05, 1,2,4,8.
20 kDa PEG on Day 1 :15, 24,32,48
I's
t= pre-dose,
) 3 ARC658 0 1 L’;‘]':S"e““s 05, 12,48,
30 kDa PEG 16, 24, 32, 48
on Day 1 hrs
t= pre-dose,
; 5 ARCI187 0 . {”:’t]’:;’em“s 05, 1.2.4. 8,
40 kDa PEG on Day 1 k]|6, 24,32,48
rs
Figure 35
PK of Anti-C5 Aptamer -PEG Conjugates In Sprague-Dawley Rat
Aptamer ARC657 ARC658 ARC187
PEG Group | 20 kDa 30 kDa 40 kDa
MEAN | STDEV | MEAN | STDEV | MEAN | STDEV
Cp Cp Cp Cp Cp Cp
time (hrs) @M) uM) (uM) () (HM) (uM)
0 0.00 0.00 0.00 0.00 0.00 0.00
0.5 12.77 2.67 2.97 0.62 6.52 1.77
1 13.38 2.08 4.09 1.44 7.94 1.08
2 6.63 1.87 3.40 0.66 6.57 1.56
4 2.38 0.87 2.22 0.39 4.56 0.54
8 0.72 0.18 2.87 1.84 1.53 0.57
12 0.31 0.03 0.60 0.09 1.45 0.17
24 <LLOQ | <LLOQ | 047 0.17 0.73 0.03
32 <LLOQ | <LLOQ | <LLOQ | <LLOQ | 0.49 0.01
48 <LLOQ | <LLOQ | <LLOQ | <LLOQ | 0.27 0.02
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Figure 36

Plasma PK profile of ARCE57 (20K), ARC658 (30K), ARC187 (40K PEG)
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rat 10 v 20kD 169.97 (458 2.05 0.36 65
rat 10 v 30kD 52.00 497 7.40 0.34 220
rat 10 v 40kD 100.85 (886 15.00 0.19 188
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Figure 38A
Group No. Animals Test Dose Dose Sample Collection
No. Article (mg/kg) | (mL/kg) | Route
1 33F ARCI187 10 4 v t=pre-dose, 0.5, 1, 2, 4,
8, 16, 24, 32, 48, 72 hrs
2 33F ARCI1905 10 4 v t=pre-dose, 0.5, 1, 2, 4,
8, 16, 24, 32, 48, 72 hrs
Figure 38B

PK03002-020: C5 Nektar (ARC167) v. NOF (ARC 1905} in CD -1 mice
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Figure 38C
Noncompartmental PK analysis (NCA)
Attribute Unit ARC1905 ARC187
Cmax aM 12 10
AUC0-= pM-hr 88 89
MRT0-co hr 11 11
CL mL/min-kg 0.15 0.15
Vss ml/kg 95 96
K10 1/hr 0.151 0.121
11/2 (K10) hr 5 6
Figure 39
Aptamer Pre lhr 3hr 6hr
ARC657 No Yes Yes Yes
ARC658 No Yes Yes Yes
ARC187 No Yes Yes Yes
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Figure 40
Number Dosage Dose .
SL‘::EH of Test Article Level Volume gzsf?in Sample Collection
Animals (mg/kg) |(mlikg) &
= pre-dose, 1, 5,
10, 15, and 30
1 ) ARC657 30 3 :::’tlr::cnous minutes and at 1,
20 kDa PEG Day 1 2,4, 6, 8, 12, 24,
on Lay 48, 72, 96, and
192 hrs
t= pre-dose, 1, 5,
10, 15, and 30
) \ ARC658 20 \ puraVenous I minutes and at 1,
30 kDa PEG Day 1 2,4,6,8, 12, 24,
on Lay 48, 72, 96, and
192 hrs
t= pre-dose, 1, S,
10, 15, and 30
3 ) ARC187 30 3 :::) tll:lsvenous minutes and at 1,
40 kDa PEG Day 1 2, 4,68, 12, 24,
onbay 48, 72, 96, and
192 hrs
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Figure 41
PK of Anti-C5 Aptamer -PEG Conjugates in Cynomolgus Macaque
Aptamer ARC657 ARC658 ARC187
PEG Group 20 kDa 30 kDa 40 kDa
MEAN MEAN MEAN
time (hrs) Cp (0M) Cp (VD Cp (uVMD)
0 0.00 0.00 0.00
0.08 16.41 21.99 18.00
0.25 16.64 22.67 17.26
0.5 19.38 26.16 24.17
] 19.36 27.08 21.79
4 7.73 14.16 21.69
8 2.03 6.02 16.68
12 1.10 3.04 13.11
24 0.36 0.95 7.24
48 0.15 0.42 2.30
72 0.07 0.25 0.96
96 0.03 0.23 0.54
192 0.01 0.04 0.14
Figure 42
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primate |30 v 40kD 316 6752
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Figure 43
Figure 43a [sC5b-9] vs time Figure 43b [sC5b-9] vs [aptamer]
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Figure 44
Number Dosage |Dose .
g:;::l?er of Test Article |Level Volume II:ZSli:‘:en g‘::l!;:::ion
Animals (mg/kg) |(mL/kg) 8
t= pre-dose, 5,
10, 15, and 30
; 4 ARC658 30 3 l‘)‘:)‘f:g""“"“* minutes and at
30 kDa PEG Day | 1,2, 4,6,8, 12,
onDay 24, 48, 72, 96,
144 and 192 hrs
t= pre-dose, 5,
10, 15, and 30
2 4 ARC187 10 3 :’r:’tlx:svenous minutes and at
40 kDa PEG Dav 1 1,2,4,6,8, 12,
on Day 24, 48, 72, 96,
144 and 192 hrs
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Figure 45
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Figure 46
Spegies
primate 519 3059 2.35 30.45 |0.16 213
primate 609 8061 4.48  [53.13  ]0.06 168
Figure 47 Figure 48
S
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Figure 49
Dosage Dose Dose .
S;' Ar\rll?ﬁ(;fl‘s ATI_;(S:; e Level Conc. Volume RDc (ggfn l;a:t'rlzgty
) (mg/kg) (mg/mL) | . (mL/kg)
1 3 ARCI187 1 mg/kg IV bolus 0.1 mL/kg, IV bolus| IV bolus
and 10 and and 48 hour Dav 8
0.0013 mg/kg/min 0.1872 mL/kg/day, | infusion on y
IV infusion IV infusion Day1
Figure 50
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Figure 52
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Figure 53
Mol. Mol. Total (oligo)
Aptamer (?rlifn; Wt. Wt tiz () tiz (B) Dose for 1.5
P | (oligo) | (totar) | P (ar) UM (g)
ARC187 40 kDa 12,703 | 52,703 4.48 53.13 0.40
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Figure 54
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Figure 55
ACT (seconds)
treatment Donor 17 Donor 2° Donor 3°
baseline 133+ 30 145+ 12 138x1
+ heparin 842 £ 95 519% 16 450 £ 15
+ heparin & ARC187 nd 618 55 492 + 28
+ heparin & protamine 160 + 11 155+6 159+ 9
+ heparin, protamine & ARC187 2005 172 1 169 =8

5 U/mL heparin; °4 U/mL heparin; nd, not determined
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Figure 56
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Figure 57
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Figure 58
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Figure 59A

0 100 A
7]
=
o
E 75
o i
=
K]

50
§
=
)
T 254
£
\Q
° 0+

0.1 1 10 100 1000 10°
[ARC1905] nM

Figure 59B
Sernm Species ARC1905 ARC127
r ICso (nM) ICsp (nM)
0.349 >10,000
Human
£0.0898 NA
3.69 >10,000
Cynomolgus Monkey
+0.603 NA
2700 ~10,000
Rat
+470 NA




WO 2007/103549 PCT/US2007/006020
55/60

Figure 60
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Figure 62
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Figure 63
Aptamer ICso (M) " 1Cs M) IC;5 (M)
Human 196 442 1090
*13.9 +23.2 +*198.0
Cynomolgus Macaque 536 1810 6900
+54.7 +405.8 +2600
cyno/human ratio 2.73 4.1 6.4 .

+0.339 +0.94 +2.65
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Figure 64
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Figure 65
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Figure 66
Domor ICso(MM)  ICso(mM)  ICss (M)
Mean
of 5 119 268 694
donors
SD 28.6 39.2 240.9
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Figure 67
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