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[FIG. 1]
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-6~ Excipient

-8 Long-acting exendin-4 derivative (3.3 nmol/kg)

-t Long-acting derivative of SEQ ID NO: 12 (1.6 nmol/kg)
- Long-acting derivative of SEQ ID NO: 12 (3.3 nmol/kg)
-~ Long-acting derivative of SEQ ID NO: 12 (6.6 nmol/kg)

-4 Long-acting exendin-4 derivative (3.3 nmol/kg) +
Long-acting derivative of SEQ ID NO: 12 (1.6 nmol/kg)
~¥ Long-acting exendin-4 derivative (3.3 nmol/kg) +
Long-acting derivative of SEQ ID NO: 12 (3.3 nmol/kg)
-#- Long-acting exendin-4 derivative (3.3 nmol/kg) +
Long-acting derivative of SEQ ID NO: 12 (6.6 nmol/kg)
-3 Paired feeding (with Group administered with Long-acting derivative of
SEQ ID NO: 12 (3.3 nmol/kg))

-%- Paired feeding (with Group administered with Long-acting exendin-4 derivative
(3.3 nmol/kg) and Long-acting derivative of SEQ ID NO: 12 (3.3 nmol/kg))
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[FIG. 2]
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1 Long-acting exendin-4 derivative (3.3 nmol/kg)
Long-acting derivative of SEQ ID NO: 12 (1.6 nmol/kg)
Long-acting derivative of SEQ ID NO: 12 (3.3 nmol/kg)

‘-
b

Long-acting derivative of SEQ ID NO: 12 (6.6 nmol/kg)
Long-acting exendin-4 derivative (3.3 nmol/kg) +
Long-acting derivative of SEQ ID NO: 12 (1.6 nmol/kg)
Long-acting exendin-4 derivative (3.3 nmol/kg) +
Long-acting derivative of SEQ ID NO: 12 (3.3 nmol/kg)
Z1 Long-acting exendin-4 derivative (3.3 nmol/kg) +
Long-acting derivative of SEQ ID NO: 12 (6.6 nmol/kg)
(= Paired feeding (with Group administered with Long-acting derivative of
SEQ ID NO: 12 (3.3 nmol/kg))

[Z2 Paired feeding (with Group administered with Long-acting exendin-4 derivative
(3.3 nmol/kg) and Long-acting derivative of SEQ ID NO: 12 (3.3 nmol/kg))
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[FIG. 3]
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Long-acting derivative of SEQ ID NO: 12 (1.6 nmol/kg)
Long-acting derivative of SEQ ID NO: 12 (3.3 nmol/kg)
{E¥ Long-acting derivative of SEQ ID NO: 12 (6.6 nmol/kg)

L= Long-acting exendin-4 derivative (3.3 nmol/kg) +
Long-acting derivative of SEQ ID NO: 12 (1.6 nmol/kg)
[ Long-acting exendin-4 derivative (3.3 nmol/kg) +
Long-acting derivative of SEQ ID NO: 12 (3.3 nmol/kg)
Long-acting exendin-4 derivative (3.3 nmol/kg) +
Long-acting derivative of SEQ ID NO: 12 (6.6 nmol/kg)
Paired feeding (with Group administered with Long-acting derivative of
SEQ ID NO: 12 (3.3 nmol/kg))

[Z2 Paired feeding (with Group administered with Long-acting exendin-4 derivative
(3.3 nmol/kg) and Long-acting derivative of SEQ ID NO: 12 (3.3 nmol/kg))
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[FIG. 4]
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Long-acting exendin-4 derivative (4.3 nmol/kg)
Long-acting derivative of SEQ ID NO: 20 (4.4 nmol/kg)
Long-acting derivative of SEQ ID NO: 20 (8.8 nmol/kg)
Long-acting exendin-4 derivative (4.3 nmol/kg) +
Long-acting derivative of SEQ ID NO: 20 (4.4 nmol/kg)
Long-acting exendin-4 derivative (2.1 nmol/kg) +
Long-acting derivative of SEQ ID NO: 20 (6.6 nmol/kg)
Long-acting exendin-4 derivative (0.8 nmol/kg) +
Long-acting derivative of SEQ ID NO: 20 (8.0 nmol/kg)
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[FIG. 5]

400 -

300 -

200 -

100 -

Cholesterol (mg/dL)

0 -

Excipient

Long-acting exendin-4 derivative (4.3 nmol/kg)
Long-acting derivative of SEQ ID NO: 20 (4.4 nmol/kg)
Long-acting derivative of SEQ ID NO: 20 (8.8 nmol/kg)
Long-acting exendin-4 derivative (4.3 nmol/kg) +
Long-acting derivative of SEQ ID NO: 20 (4.4 nmol/kg)
Long-acting exendin-4 derivative (2.1 nmol/kg) +
Long-acting derivative of SEQ ID NO: 20 (6.6 nmol/kg)
Long-acting exendin-4 derivative (0.8 nmol/kg) +
Long-acting derivative of SEQ ID NO: 20 (8.0 nmol/kg)




6/8

[FIG. 6]
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|| Liraglutide /) Long-acting exendin derivative

50 nmol/kg BID 4.3 nmol/kg Q2D
(3 mg/day in humans) (6 mg/week in humans)

B Long-acting exendin derivative + Long-acting derivative of SEQ ID NO: 37

4.3 nmol/kg Q2D 2.2 nmolfkg Q2D
(6 mg/week in humans) (3 mg/week in humans)



[FIG. 7]

Blood Glucose Levels (mg/dL)

7/8

= o
g
i
—Sgh

Time (hour)

Excipient

Long-acting conjugate of SEQ ID NO: 37 (5.16 nmol/kg)
Long-acting conjugate of SEQ ID NO: 37 (10.31 nmol/kg)
Long-acting conjugate of SEQ ID NO: 37 (20.63 nmol/kg)
Native glucagon (60 nmol/kg)
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[FIG. 8]
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2 Rats with Chronic Hypoglycemia,
Long-acting conjugate of SEQ ID NO: 37 (3 nmol/kg)

i Rats with Chronic Hypoglycemia,
Long-acting conjugate of SEQ ID NO: 37 (6 nmol/kg)




