WO 2013/158618 PCT/US2013/036742
1/6

insulin Charge Distribution

m}f"&\\
Ton
HOR £ ¢ 74

- Cirie Acid
EDTA

& Cotionic residues on insulin are ¢lustered

« Multivalent anions may neutrolize {mask}
the charge

FiG. ¥

SUBSTITUTE SHEET (RULE 26)



WO 2013/158618

PCT/US2013/036742

2/6

insulin {imuU/sL)
b3
%

40
o/ / Treatment
i o - -
/4 ess BIOD-123
204 4
é;{if w0 BIOD-125
104 & OO0 HUMALQG
i g
> 10 20 30 40 S0 80
Minutes post-dose
FiG, &
Treatment

eew BIQD~123
so0 BIOD <185 |
DO HUMALDGG

i 1 S
: - ey
¥ ¥ i 1 ¥ ¥ R ¥ ¥ 3 H ¥ ¥
o3 &0 18 180 240 300 380 420 4RO
3Q 2Q 1850 210 2T0 330 390 450

Minutes post-dose

FiG. 3

SUBSTITUTE SHEET (RULE 26)



WO 2013/158618 PCT/US2013/036742

3/6
8 -
Treatment
> e BIOD- 123
? BRIOD- 125
& - HUMALOG

Rimg/kg/mind

=
o 80 120 18O 240 300 360 420 480
Minutes post-dose
FIE 4
g — ,
Treatment

7 e BIO D123

| — B0 T - 125

64 e T s, —— HUMALOG

GiR {mg/kg /min)
oy EN

3 N T % 3 E L § LA RN S A §'i < LA g R R B L R
: ; 20 E 180 E 30 | 270 ! 330 ! 388G E 430
{2 80 120 180 240 300 3sh 420 48O

Minutes post-dose
FiG &

SUBSTITUTE SHEET (RULE 26)



WO 2013/158618

PCT/US2013/036742
4/6

Mean Baseline subtracted glucose and insulin
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Mean Baseline Subtracted Insulin and Glucose
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Mean Baseline Subiraoted insulin and Glucoss
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