
COMMENTS AND
RESPONSES

Cortisol Secretion in
Patients With Type 2
Diabetes:
Relationship With
Chronic
Complications

Response to Castillo-Quan and
Pérez-Osorio

S everal papers focused on the possi-
ble link between cortisol secretion
and physiological and pathological

cerebral aging (1,2). The neurological
(mainly limbic-hippocampal) degenera-
tive modification during aging has been
suggested to be responsible for a hyperac-
tivity of hypothalamic-pituitary-adrenal
(HPA) axis, and an age-related decrease of
HPA sensitivity to cortisol feedback has
been reported (2).

In our study (3), although overt alter-
ations of the sleep-wake cycle and depres-
sion were exclusion criteria, we did not
perform a deep evaluation of the psycho-
logical status and cerebral function of our
subjects with type 2 diabetes. Thus, we
cannot exclude that our findings of an en-
hanced HPA axis activity in patients with
complicated type 2 diabetes may have
been influenced by a difference in neuro-

psychological conditions between the two
groups of patients (i.e., complicated and
not complicated). Nevertheless, since the
two groups were comparable as far as age,
a difference in age-related cerebral func-
tion between the two groups is unlikely.

On the basis of our findings, it is not
possible to draw conclusions about cau-
sality. Indeed, the presence of enhanced
HPA axis activity may be constitutive or
a precocious sign of cerebral aging (1),
contributing in worsening the meta-
bolic control of type 2 diabetes and,
therefore, inducing a higher prevalence
of diabetes complications. On the other
hand, increased HPA axis activity may
be a response to a stress condition (4),
determined by the presence of diabetes
complications. Similarly, the possible
causal relationship between the HPA
axis secretion and the psychoneurologi-
cal status has not been ascertained.

Thus, we completely agree with the
suggestion by Castillo-Quan and Pérez-
Osorio (5) that it would be important to
evaluate the effect of therapies able to
modulate HPA axis activity on the devel-
oping and the progression of type 2 dia-
betes complications and physiological
and pathological cerebral aging.
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