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Reaction cc1B pH=5.0
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Reaction cc2B pH=5.2
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Reaction cc2B B pH=5.2
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IN-105 in Oral Liquid Formulation [820]
Formulation Contains 3.0% Caprate
Oral dose 0.25 mg/kg
Arterial Plasma Glucose, Glucose Infusion Rate, and Arterial Plasma Insulin
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IN-105 in Oral Liquid Formulation [820]
Formulation Contains 3.0% Caprate
Oral dose 0.25 mg/kyg
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Tablet Formulation [856]
Formulation Contains 143 mg Caprate and 140 mg Laurate per Tablet
Oral dose 0.25 mg/kg

- Arterial Plasma Glucose, Glucose Infusion Rate, and Arterial Plasma Insulin

Zn Ins-105
Lot # 0501271
Tablet [856]

Oral Tablet Oral Tablet
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Tablet Formulation [856]
Formulation Contains ~140 mg/ 140mg Caprate and Luarate per Tablet
Oral dose 0.25 mg/kg
Area Under Curve for Arterial Plasma Insulin and Glucose Infusion Rate

Zn Ins-105
Lot # 0501271
Tablet [856]
Na Caprate 143 mg
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Solid Dosage Form (Tablets) Formulation [854]
Formulation Contains 58 mg Caprate and 57 mg Laurate per Tablet
Oral dose 0.25 mg/kg
Arterial Plasma Glucose, Glucose Infusion Rate, and Arterial Plasma insulin

Zn Ins-105

Lot # 0501271 Oral Tablet Oral Tablet
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Arterial plasma insulin levels after dosing of prototype tablets of ZN IN-
105 (6mg or 0.25mg/kg dose) and comparison with SQ* and inhale*
dosing of regular insulin

~ w36 units/kg Subcutaneous Ins {n=6)

—&— 1 mg Inhaled Ins (n=3)

—~(— Sodium Caprate 150mg/tab (n=3)

Sodium Caprate 286mg/tab (n=3)

—~» Sodium Caprate 140mg and Sodium Laurate 140mgitab (n=3)

100 —

ARTERIAL
PLASMA
INSULIN
( pU/mI)

TIME ( Min)

* Historic data from the same dog model

Figure 34




WO 2006/614673 PCT/US2005/025644

35/42

Glucose infusion rate (GIR) after dosing of prototype tablets of ZN IN-105 (6mg or
0.25mg/kg dose) and comparison with SQ* and inhale* dosing of regular insulin
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Arterial plasma insulin levels after dosing of selected prototype tablets of ZN IN-
105 and comparison with SQ* and inhale* dosing of regular insulin, formulation
Contains 150 mg and 280 mg Caprate per Tablet
Oral dose 0.25 ma/kg
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Glucose infusion rate (GIR) after dosing of selected prototype 3

tablets of ZN IN-105 and comparison with SQ* and inhale* dosing |

of regular insulin, Formulation Contains 150 mg and 280 mg
Caprate per Tablet, Oral dose 0.25 mg/kg
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Tablet Formulation [860]
Formulation Contains 286 mg Caprate per Tablet
Oral dose 0.25 mg/kg
Arterial Plasma Glucose, Glucose Infusion Rate, Arterial Plasma
Insulin and C-peptide Levels

Zn Ins-105
Lot # 050127L Oral Tablet Oral Tablet

Tablet [860] Na Caprate 286 mg ¥ Na Caprate 286 mg
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Tablet Formulation [860]
Formulation Contains 286 mg Caprate per Tablet
Oral dose 0.25 mg/kg
Area Under Curve for Arterial Plasma Insulin and Glucose Infusion Rate

Zn Ins-105
Lot # 050127L
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Tablet Formulations [862)/[859]
Formulation Contains 150 mg Caprate per Tablet
Oral dose 0.25 mg/kg

Arterial Plasma Glucose, Glucose Infusion Rate, Arterial Plasma

Insulin and C-Peptide Levels

Zn Ins-105
Lot # 050127L Oral Tablet Oral Tablet

Tablets [859+862] ¥Na Caprate~150 mg¥ Na Caprate~150 mg
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Tablet Formulation [862] and [859]
Formulation Contains ~150 mg Caprate per Tablet
Oral dose 0.25 mg/kg
Area Under Curve for Arterial Plasma Insulin and Glucose Infusion Rate

Zn Ins-105
Lot # 0501271
Tablets [859+862]
Na Caprate ~150 mg

AUC
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INFUSION 600 -
RATE

30 - 200 200 - 320
"~ Minutes Minutes

Figure 41




WO 2006/014673 PCTAUS2005/025644

42142

Tablet Formulation [856]
Formulation Contains ~140 mg/ 140mg Caprate and Luarate per Tablet
Oral dose 0.25 mg/kg
Area Under Curve for Arterial Plasma Insulin and Glucose infusion Rate

Zn Ins-105
Lot # 050127L
Tablet [856]
Na Caprate 143 mg
8000 - Na Laurate 140 mg
AUC
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