WO 2015/003122 PCT/US2014/045389

1/42
OVeticte 8.Abl4 Bhiwtfoimine Bvehicle 6Ab14 SMetiormive
A 160mgky $00mphy B 100my/kg soamyky
160 1
144
160 4
" 12
nd
2;-, 109 g ®
= 3
: w 2w
g 2
2 g
]
3 L
3 449
2 2
0
4 : Iy
day-2 befote clamp day-t before clamp day of clamp hefore tredtmernd after reatment
C BVehicle B Ab14 Whksttormine D avahicle @ Ab14 S Metiorming
1obmgkg Sedmgkg 100mgikg 800mgriy
30
140 4
120 4
%
% 100 4
« 3
& .
é £ 80
Q b
T g B0
2
o0
§ 40 4
)
20 4
betore treatment after treatment -

Figure 1: Blood glucose and plasma insulin levels before and after treatment.
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Figure 2: Glucose infusion rate evolution during clamp procedure.
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Figure 3: Measured glucose flux.
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Figure 4: In vivo tissues specific glucose utilization.
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FIG. 5. Body weight follow-up during the diet
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FIG. 6.

Body weight gain follow-up during the diet period
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FIG. 7. Body weight follow-up
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FIG. 8A. Food intake follow-up before surgery
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FIG.

8B. Cumulative Food Intake
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FIG. 9. Fasting Blood Glucose
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FIG. 10

. Fasting Plasma Insulin
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FIG. 11. Plasma insulin and C peptide during clamp procedure
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FIG. 12. HOMA-IR.
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FIG. 13. Hyper-insulinemic clamp.
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FIG. 14. Glucose infusion rate after two weeks of treatment
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FIG. 15. Glucose fluxes after 15 days of treatment during clamp procedure with
SmU/kg/min insulin
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FIG. 16. Glucose fluxes after 15 days of treatment during clamp procedure with

15mU/kg/min insulin
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FIG. 17. Mean toxicokinetic profiles of an anti-CGRP antibody (Ab6) following
I.v. bolus injection into male Sprague-Dawley rats
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FIG. 18

PCT/US2014/045389

o Vehicle (ZDF lean rats)

WmAb14 20 mg/kg/wk

met

aAb14 20 mg/kg/wk + met

®Vehicle

BAb14 60 mg/kg/wk
pioglitazone

BAb14 60 mg/kg/wk + met

A B
1400 - g
&
1200 E
« 1000 A é
< )
5 80.0 §
® S
60.0 1
40.0 4
200 4
0.0
C D
350 4 350
300 300
E 250 = 250
El =
T 0 £ 20
= )
2 150 1 % 150
-]
_,% 100 100
-
50 50
]




days of treatment

WO 2015/003122 PCT/US2014/045389
20/42
FIG. 19A
A —\/ehicle (ZDF lean rats) -+ Vehicle
-==~Ab14 20 mg/kg/wk - % Ab14 60 mg/kg/wk
-2~ met —s—pioglitazone
—+ - Ab14 20 mg/kg/wk + met — - Ab14 60 mg/kg/wk + met
500 - 848
$5% Y
ss5 &
C " P
55 P
:?_,, 3 $
g . 4 [ A T
H PRt SN B e
555 $$
; ss 98Oy
e 4
OGTT
(day 26)
overnight fasting
290 ¥ L] 1] L] ¥ L] I
0 4 8 12 is 20 24 28




WO 2015/003122 PCT/US2014/045389

21/42
FIG. 19B
200 1 sss T
180 - )w o
858
160 /;/
$338

140 - -
] P /3/
= 120 3% P -~
® 385 F
= 100 - - o $3
5 F $ 3
3 80
i
8 60 -

40 -

20 A (day 26)

o overnight fasting

0 4 8 12 16 20 24 28

days of treatment




PCT/US2014/045389

WO 2015/003122
22/42
FIG. 20A
A —+—\/ehicle (ZDF lean rats) =+ Vehicle
~=~Ab14 20 mg/kg/wk ~-» Abl14 60 mg/kg/wk
- &~ met —e—pioglitazone

—+ -Ab14 20 mg/kg/wk + met - - Ab14 60 mg/kg/wk + met

e
ps

45 |
B 40 -
]
>
< 35 o
]
@
£ 30 -
E
b3
Q 25 1 3358
K] 553

20 ‘-33(5 $?;S - : 35%
15 4 T

OGTT (day 26)
overnight fasting

10 4

0 4 8 12 16 20 24 28

days of treatment




PCT/US2014/045389

WO 2015/003122

23/42
FIG. 20B

8 8
@ @

1200 -
1000 +

(3e4/3) axjeryul pooy aanepnwund

g

200 A

over treatment period




PCT/US2014/045389

WO 2015/003122

24/42

FIGS. 21A-B
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FIGS. 21C-D
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FIG. 23
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FIG. 24
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FIG. 26A
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FIG. 27B
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FIG. 28
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FIG. 29
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