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Supplementary Figure 1: In an exploratory experiment performed in people with type 2 diabetes,
saline (O) or exendin-9,39 (®) was infused at 300pmol/kg/min from -180 to 0 minutes. At that time
glucose was infused intravenously to mimic the systemic appearance of 50g of oral glucose. Exendin-
9,39 infusion raised fasting glucose (Panel A), but did not alter insulin (Panel B) or C-peptide (Panel C)
concentrations. Exendin-9,39 infusion raised fasting glucagon concentrations and impaired post-
challenge suppression by glucose. Values plotted are Means + SEMs. *P < (0.05 for a paired t-test.

Note the glucagon assay used in this experiment was a Radio-Immunoassay (Linco Research, St. Louis,
MO).




A 124 B 100+

-0~ Saline + FFA -+ Exendin 9-39 + FFA ¢ Baseline + FFA

. %‘i:o&%z%

Glucose (mmol/l)
o]
1
Glucose
Symmetrical % Change

& )

o o o

1 1 1

4 -100-
I I I I 1 I 1 I I
-60 0 60 120 180 Fasting Clamp
Time (min)
400+ o 1007
(o]
g
= 300+ 50
=S 300 5 . o .
§ £ g
~— 200 8 © [\ EEEEEEEE £ TEETET s 1 B Re i BUORp I, Ole -
£ c O
5 -5 < ¢ *
2 100 8 o S
€
%)
0= -100-
I I I I 1 T T T T
-60 0 60 120 180 Fasting Clamp
Time (min)
57 F 100

50

C-peptide (nmol/l)
- N w
1 1 1
C-peptide
Symmetrical % Change
o
1
ol:
i
] *
*

-50-
0- -100-
I I 1 I I
-60 0 60 120 180 Fasting Clamp
Time (min)
10 ® 100-
— 2
3 2 50
g_ 6 s < *®
= ] X
5 8% o- o0 THET -
O 4 2.2
§ © g 50
O 27 €
%)
0- -100-
I I I I 1 I I I I
-60 0 . 60 . 120 180 Fasting Clamp
Time (min)

Supplementary Figure 2: Glucose insulin, C-peptide and glucagon concentrations in a subset
of subjects without diabetes studied on two occasions where free fatty acids were increased are
shown in Panels A, C, E and G respectively. (O) represent concentrations observed during
saline infusion and (®). Values plotted are Means + SEMs. The corresponding symmetrical
percent change in fasting and clamp concentrations attributable to exendin 9-39 in the absence
(<) and in the presence () of FFA elevation are shown in Panels B, D, F and H respectively.
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Supplementary Figure 3: Glucose insulin and C-peptide concentrations after administration of
Img glucagon in the presence (M) and absence (O) of exendin 9-39 in subjects with type 2
diabetes (Panels A, D and G respectively). Values plotted are Means £ SEMs. The change in area
under the curve (AUC) of glucose, insulin and C-peptide (O, W; O, ®; <, @ - subjects with type
2 diabetes [T2DM], without diabetes [non-DM] and the subset studied with free fatty acid
elevation [non-DM+FFA]) in response to glucagon are shown in Panels B, E and H respectively.
The symmetrical % change in AUC for glucose, insulin and C-peptide attributable to exendin 9-
39 are shown in Panels C, F and I respectively. *P < 0.05 using a paired t-test.




Subjects without Diabetes
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l 1 lost to follow-up
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