
COMMENTS AND
RESPONSES

Clinical Depression
Versus Distress
Among Patients With
Type 2 Diabetes: Not
Just a Question of
Semantics

Response to Fisher et al.

F isher et al. (1) showed several ambi-
guities in the current meaning of de-
pression. Individuals who feel

saddened or unhappy by virtue of life’s
vicissitudes meet criteria for major de-
pressive disorder (MDD) if these moods
are associated with decreased energy or
interest. Such imprecision is the result of a
historical anomaly: In 1980, the Diagnos-
tic and Statistical Manual of Mental Dis-
orders (DSM)-II I amalgamated a
collection of depressive disorders and
syndromes (2). Thus, present MDD rep-
resents different phenotypes that go from
the melancholic patient to individuals
without low mood but with dysphoria as-
sociated with high interpersonal rejection
sensitivity (2– 4). Furthermore, prede-
pressive personality characteristics (neu-
roticism and the tendency to respond
intensely to adverse stimuli) also qualify
high in the commonly used rating scales
for MDD, as in the Center for Epidemio-
logical Studies Depression Scale.

MDD is coming into increasing disfa-
vor among psychiatrists; possibly, in the
near-next edition of DSM (DSM-V), MDD
will be substituted by distinct depressive
phenotypes (2). Nevertheless, how can
we surpass this challenge nowadays? The
biological consequences of several sub-
types of depression or distress (DoD) are
characterized by a deregulated “stress-
response,” in which the activation of the
hypothalamic-pituitary-adrenal axis and
the sympathetic-adrenal-medullary axes
impairs immunity and produces an in-
crease in acute-phase proteins and a per-
sistent low-grade inflammation syndrome
(5).

Pharmacological actions to improve
this pathological stress response could re-
duce patients’ comorbidities. Addition-
ally, distressed people can be managed
with common antidepressive/anxiolytic
maneuvers, although the dysphoric sub-
group (atypical depressive patients with-
out low mood) is highly resistant to
classic antidepressants drugs and may re-
quire antiglutamatergic/dopaminergic
augmentation strategy (6). Predepressive
neuroticism (a hallmark for distress reac-
tions) may resist any existing physical or
psychological therapy.

Psychosocial stress increases salivary
�-amylase via adrenergic mechanisms
(7). DoD patients may have elevations in
the salivary amylase. Since for the individ-
ual patient severe depressive symptoms
change over time, fulfilling criteria for
major depression, minor depression, dys-
thymia, and subsyndromal states, a bio-
logical marker that objectively shows
important psychological suffering is of ex-
treme importance. Hence, studies relating

DoD and diabetes will be improved if they
include a biological marker of psychoso-
cial stress like measurements of salivary
�-amylase.
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