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Triphosphate Accumulation in Mouse Qrgans
After 300 mgikg PO Dosing with BIDD.01831

300 mgfg-Splean
300 mghg-Brain
300 mghag-Liver
300 rrgfg-Heant
J00 mgfg-lung

Tissus Cone {nmolig)

Frevprvepreeprrepy
¢ 2 4 B 8 12 15 20 24
Tme after doss {hr}

FIG. 6

4/15



%% Initiad foot sive O

189

i8¢0

120

110

00

Davs postinfection
- @~ No drog-Mock i N0 drug-CHIKY
sl T 005 092-CHIKV e 1 iy dose-CHIKY

FIG.7

5/15



CHIKY copies by real-time PCR
after treatment with EIDD-1931

3.0E+83
2 SE+03
2.0B+05 |
1LSE+03 p=0.002 p=0.007
1.0E+03 -
5.0E+04 ‘
0.0E+00
No drug - No drug- Low dose- High dose-
Muock CHIKV CHIKV CHIKV
FIG. 8
100 -
&
80+ :
: :
g 60“ é-l addd
7Y t
!
40 :
Oy
20 &
t xik¥%k
®—| Kk
c ] L é’ L] L) L]
0 4 12 16 20 24 28

-~ Placebo

Day of death
-e- EIDD-01931, 500 bid
-e- EIDD-01931, 500 qd
-e- EIDD-01931, 200 bid

FIG.9

6/15




Percent survival

100

.

60+ L
- EIDD-01931, -2 h-5 dpi *** -—-
404 -& EIDD-01931,6 h-5 dpi e
- EIDD-01931, 1-6 dpi * i L
50) ® EIDD-01931,27 dpi * G-E E.:l
-~ EIDD-01931, 3-8 dpi i
-©- Vehicle i
C i I . EN

L L] I I L] L) L) N L] L] . |
1 3 57 9 11131517 19 21 23 25 27
Days post-virus infection

FIG. 10

7/15



SRRy
ARy

RSN

S

L7,

%
%
7
7
Z:
Z
Z:
Z:
Z:
7
‘7z
Z
Z
Z
7
Z:
Z
Z
%

AT

AR R RN

RN .

FIG. 11

FIG. 12

8/15



€1 "D

1€61-aaia L08z-aaia 008z-aail 9//z-aail 8682Z-aqI3
HO OH HO OH

\ IOOI
- R H/H HO OH O
D’ D’ T s D’ <
oo NOLon o po OJX/ _,._AMV—!O

\ NZHeIOH
0--g J\Ju /__\/ )

NH I

9/15



18

G

EIDDZR88

£ 7R £I00R-2800 EfDD-2801  BIDO-1933 {Fedh 81001931

—

AUC, (h-nmol/mL)

,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,

B I

{Fastud)

FIG. 14

Conax {nmol/mi)

H T
002776 FIDD-3850 £300-2801 FIDDR-1933 {(Fed) FIDDR-1Q31
{Fastad)

7

—

FIG. 15

10/15



ACalfomia/G7/2008 (HINT

shed virus titer in nasal lavage

fever

=
3

KE! g
E ymald
o 1{}% | 40~
O 18%4
ég 10 : 5
g 107
2 g0 : 3
- B 2 3 1 2 ) 3
time posi infection [days] time post infection [davs]
~e - propiwlactic (NHC-2801:100 migday)
w4 2N therapeutic (NBC-2804 100 mgkg)
------------- 24-hour therapeutic (MHC-2801 100 mgkg)
~= yehids
FIG. 16
e AWs0OBSINGTIZ00 (HINZ)
shied virus titer in nasal lavags o faver 10° virus Hter in nasal furhinates
= 105 g B
£ & g
(9;: o % 40 ‘é{
£ g o
& 102 $3 - =
i, P
Hime past infeciion {davs}

12-hour therapewtic (INHC-2801. 100 mgky;
24 howr therapeutic (NEC-2801: 100 mafha)
- 24-how therapeutic (NHC-2801: 20 mo'kg}
vehicle

FIG. 17

11/15



Survival (%)

100

80+

60+

& % .......................
i ® - @ Vehicle Control
3} B N —
3 L 20 mg/kg, BID
W 60 mg/kg, BID
s 200 mglkg, BID
&~ 600 mg/kg, BID
N
L] L] L]

Survival {%)

FIG. 18

A dede

108

Ty
3 N
80+ P
3 3
| N
NIRRT
’ ] Sy
. N N N
584 § N A
§ N
AN
N
N
404 N
i B
Al

el
»
E

%%

> 8 h, Conirol
@ Sh
S Fdh
N\~ 48h
Y P $

i
=
o s
™3
>

16 12 14

o
2
W

FIG. 19

12/15



5dpi Lung Titer

| e |
10°% ——
o 105_
I, 8
S 104 & N
E Jo@T
w103 o9
g o
102
g OO ---
S 101_
10%1— —
N <
QO o0 O . N
P P P <
Q W
PP
S
& (OO
6@@&%@&%
O
) K ‘)QQ

limit of detection

*P< 0.05 by One Way ANOVA and
Kruskall-Wallace Multiple Comparison Test

FIG. 20

13/15



Therapeutic EIDD 2801 with
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