[DRAWINGS]
[FIG. 1]

“L0 [ Normal chow, Vehicle

AMLN, Vehicle
I Efpeglenatide 3.9 nmol/kg, Q2D (6 mgiweek in human)
I Efpeglenatide 8.1 nmol/kg, Q2D (14 mg/week in human)
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[FIG. 2]

Dose-Resp R p (Subcutaneous Injection Every 168 hours)
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[FIG. 3a]
[Efpeglenatide] : Titration simulation
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[FIG. 3b]

Obese simulation (Total)
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[FIG. 4]

—— Case 1 Median Prediction
= Case 2 Median Predicton
= Case 4 Median Prediction
@D Case 1 95% Prediction interval
Case 2 95% Prediction interval
@D Case 4 35% Prediction Interval

3)10mg QW (2+4-week intervals, Slow Tiration)
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[FIG. 5a]

Cumulative Probability of Nausea/vomiting
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Cumulative Probability of Nausea and vomiting
during Efpeglenatide 2 mg every week

Cumulative Probability of Nausea/\VVomiting at 4 week (median and 95% Pl) = 0.246 (0.109-0.593) 95% Prediction Interval
Cumulative Probability of Nausea/Vomiting at 8 week (median and 95% P1) = 0.284 {0.134-0.625) —— Median Prediction
Cumulative Probability of Nausea/Vomiting at 18 week (median and 95% Pl) = 0.352 (0.179-0.676)

Cumulative Probability of Nausea/Vomiting at 30 week (median and 85% PI) = 0.423 (0.224-0.726)
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[FIG. 5b]

Cumulative Probability of Nausea/vomiting
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Cumulative Probability of Nausea and vomiting
during Efpeglenatide 4 mg every week

95% Prediction Interval

Cumulative Probability of Nausea/Vomiting at 4 week (median and 95% P1) = 0.415 (0.188-0.828)
=== Median Prediction

Cumulalive Probability of Nausea/NVomiting at B week (median and 95% PI) = 0.452 (0.218-0.841)
Cumulative Probability of Nausea/Vomiting at 18 week (median and 95% P1) = 0.515 (0.271-0.864)
Cumulative Probability of Nausea/Nomiting at 30 week (median and 95% PI) = 0.578 (0.324-0.887)
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[FIG. 5¢]

Cumulalive Probability of Nausea/vomiting
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Cumulative Probability of Nausea and vomiting
during Efpeglenatide 6 mg every week

Cumulative Probability of Nausea/Vomiting at 4 week (median and 95% PI1) = 0.543 (0.258-0.916) 95% Prediction Interval
Cumulative Probability of Nausea/Momiting at 8 week (median and 95% Pl) = 0.575 (0.29-0.924) = Median Prediction
Cumulative Probability of Nausea/Vomiting at 18 week (median and 85% Pl) = 0.627 (0.344-0.935)

Cumulative Probability of Nausea/Vomiling at 30 week (median and 95% P1) = 0.678 (0.398-0.946)
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[FIG. 5d]

Cumulative Probability of Nausea/vomiting
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Cumulative Probability of Nausea and vomiting
during Efpeglenatide 10 mg every week

Cumulative Probability of Na ing at 4 week and 95% PI) =0.706 (0.375-0.973) 95% Prediction Interval
Cumulative Probability of Nausea/Vomiting at 8 week (median and 95% PI) = 0.728 (0.405-0.976) —— Median Prediction
Cumutative Probability of Nausea/\Vomiting at 18 week (median and 95% Pl) = 0,763 (0.454-0,98)

Cumulative Probability of Nausea/Vomiting at 30 week (median and 95% PI) = 0.797 (0.503-0.983)
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[FIG. 6]
Cumulative Probability of Nausea and vomiting
during Efpeglenatide 2, 2, 4, 4, 6, 6, 6, 6, 8, 8, 8, 8 mg every week, then 10 mg every week

1o Cumuiative Probability of Nausea/vomiting at 4 week (median and 5% P1) = 0.173 (0.083-0 567) 05% Prediction Interval
Cumutative Probability of Nausealvomiting al 8 week (median and 95% P1) = 0,234 (0.128-0.606) = Median Prediction
pg | Cumuatwe Probability of Nausealvomitng at 12 week (median and 95% PI) = 0258 (0.147-0.621)

Cumulative Probability of Nauseaivomiing at 38 week (median and 95% PI) = 0,303 (0. 1850 845)
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[FIG. 7]

RPN RS 8 Efpeglenatide 10mg QW

Core-Treatment period Extension period Follow-up
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