A. £ 5000 B. %, 2000
& 4000 S 1500 f
@ 3000 £
c * =
£ 1000
S 2000 '§
[«
@ 1000 £ 500
u BASAL  HYPO L BASAL  HYPO
_ E
= 5000 S, 2000
C. E D. 2
o 3000 £
g * £ 1000 '
£ 2000 s
2 1000 £ 500 FL\
g 0l o 0 o
BASAL HYPO 2 BASAL  HYPO

Supplementary Figure 1. Attenuated epinephrine response to hypoglycemia in rats
exposed to recurrent moderate hypoglycemia. (A) Epinephrine levels were measured before
the onset (basal) and during severe hypoglycemia. Although not different during the basal
period, as expected the RH-SH60 rats (black bar) had an attenuated epinephrine response to
hypoglycemia compared to CON-SH60 rats (white bar) (* p < 0.05, by Student t-test). (B)
Norepinephrine levels were not different during either the basal period and rose to a similar
levels during severe hypoglycemia for RH-SH60 and CON-SH60 rats. (C) RH-SH90 rats (black
bar) had a significantly attenuated epinephrine response to hypoglycemia compared to CON-
SH90 (white bar) rats (* p < 0.05, by Student t-test). (D) Norepinephrine levels were similar
between RH-SH90 and CON-SH90 during the basal period and rose to a similar extent in
response to severe hypoglycemia during the hyperinsulinemic clamp.
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supplementary Figure 3. Locomotor adhiviey awd zensovimotor fnncion 65 weels
following severe hypoglycemia or euglyeemic clamp. (A) No significani dii'l’érc:num were
obsened beitween groups in terms of ambulations (CON- EU(L opcn triangle, n=7; RH-EUG,
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Supplementary Figure 4. Swim speeds during the Morris water maze test. Morris water
maze testing was performed 6-8 weeks following severe hypoglycemic or euglycemic clamps.
During the cue trial (A) and the place trial (B), no significant difference in swim speeds were
observed between CON-EUG (open triangle, n=7), RH-EUG (closed triangle, n=9), CON-SH90
(open circles , n=11), and RH-SH90 (closed circles, n=9).
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