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Figure S1. Stability of various NAPs in neutral and acidified human plasma over 7 days (part 1 of 3).



100

Neutral plasma

Acidified plasma

100

o

i |

-
o
o

o

100

% residual full length NAP

100 1

100

0 1
o

0S5 ™
w ¢
00} & ¢
Q1 ¢
oGl © !
~ ¢

Incubation time

00¢

REP 2157

REP 2158

REP 2159

REP 2160

REP 2161

REP 2162

Figure S2. Stability of various NAPs in neutral and acidified human plasma over 7 days (part 2 of 3).
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Figure S3. Stability of various NAPs in neutral and acidified human plasma over 7 days (part 3 of 3).
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Figure S4. Body weight changes in cynomolgus monkeys over 26 weeks in the presence of various doses of
REP 2139 (A) and REP 2165 (B) administered weekly by intravenous infusion. Mean and standard deviation
are plotted separately for and females. Weight trends significantly different (p < 0.05, as determined by one-
way ANOVA) from the 0 mg/kg control are indicated with an asterisk.
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Figure S5. Liver function changes in cynomolgus monkeys at the end of 26 weeks of various doses of REP
2139 (A) and REP 2165 (B) administered weekly by intravenous infusion. Mean and standard deviation of ALT
(diamonds), AST (open circles), GGT (triangles), albumin (squares) and total bilirubin (closed circles) are
plotted separately for males and females. Trends significantly different (p < 0.05, as determined by one-way
ANOVA) from the 0 mg/kg control are indicated with an asterisk.



A 50 - 240
Males (n=5)
40 L 200
-
o 160 3
E 30 1 5
H 120 g
=z 20 1 £
2 E L 80 g
10 3 | 40 ©
0 . . . . . 0
50 1 - 240
Females (n=5) T
40 4 F 200 _
2
I 160 5
5 30 1 b g
£ | fr03
= 20 - £
2 L 80 ?
10 [ 0 ©
0 + . . . . . 0
0 5 10 15 20 25 30
Dose (mg/kg)
B = - 240
Males (n=5)

40 4 200 -
o L 160 3
3 30 1 5
H 120 g
= 20 - £
2 L 80 ?

10 [ 0 ©

0 + . . . . . 0

50 1 - 240
Females (n=5)

40 | L 200
-
I L 160 3
5 30 1 * g
;E, 120 g
z 20 1 * £
a L 80 ‘g
10 L 40 o

0+ . . . . . 0

0 5 10 15 20 25 30
Dose (mg/kg)

Figure S6. Kidney function changes in cynomolgus monkeys at the end of 26 weeks of various doses of REP
2139 (A) and REP 2165 (B) administered weekly by intravenous infusion. Mean and standard deviation of BUN
(diamonds) and creatinine (closed circles) are plotted separately for males and females. Trends significantly
different (p < 0.05, as determined by one-way ANOVA) from the 0 mg/kg control are indicated with an asterisk.
BUN and creatinine increases in females at 27 mg/kg (whether significant or not) were considered clinically
relevant.
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Figure S7. Serum calcium changes in cynomolgus monkeys at the end of 26 weeks of various doses of REP
2139 (A) and REP 2165 (B) administered weekly by intravenous infusion. Mean and standard deviation are
plotted separately for males and females.
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Figure S8. Hematological changes in cynomolgus monkeys at the end of 26 weeks of various doses of REP
2139 (A) and REP 2165 (B) administered weekly by intravenous infusion. Mean and standard deviation of RBC
(diamonds), WBC (triangles), hemoglobin (squares), and platelets (circles) are plotted separately for males and
females. Trends significantly different (p < 0.05, as determined by one-way ANOVA) from the 0 mg/kg control
are indicated with an asterisk. Alterations in RBC and platelets at the 27mg/kg dose were not considered
adverse.



