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Two articles in this issue, one on the treatment of depression
(what to dowhen the initial modality does not work) and the
other on the treatment of posttraumatic stress disorder
(PTSD) (the impact of choice with respect to type of treat-
ment), speak to important clinical issues, and together they
provide an opportunity to think about similarities and dif-
ferences across the two disorders. I comment first on the
depression article and then the one on PTSD before con-
cluding with a comment on the ways in which the treatment
literatures for these disorders differ and what those differ-
ences might mean.

Treatment of Depression

In their article in this issue, Dunlop and colleagues (1) focus
onwhat happens when patients who do not remit after being
treated with cognitive-behavioral therapy (CBT) or an an-
tidepressantmedication receive augmentationwith the other
monotherapy so as to step them up to combined treatment.
The authors note that it would not be appropriate to draw
causal inferences from the study given that different patients
are likely to complete and respond to the different inter-
ventions. Randomization is used to offset selection bias in
randomized controlled trials, but the subsets of patients who
do not respond to the different treatments are likely to be
quite different from one another, so direct comparisons are
prone to bias. In keeping with current convention, response
refers to a 50% reduction in symptoms, remission refers to a
normalization of symptoms, relapse refers to the return of the
treated episode, and recovery refers to the end of the un-
derlying episode (2). The authors make some interesting
observations: 1) combined treatment was associated with
higher rates of response and remission after lack of response
or remission to either monotherapy; 2) remission rates were
generally higher when an antidepressant medication was
used to augment prior CBT (which did somewhat less well
than antidepressant medication during the initial round of
treatment) than when CBT was added to prior antidepressant
medication, although the rates of response did not differ;
and 3) higher levels of anxiety both at baseline and prior to
augmentation predicted poorer outcomes in either sequence.

The question guiding such studies iswhat to do nextwhen
the initial monotherapy is not enough. There is a growing
consensus that remission should be the goal of treatment,
not just response (2). Highly trained research psychiatrists
typically dose to remission, pushing the dosage as high as

needed until remission is achieved or dosage-limiting side
effects are encountered and then either augmenting (in
the case of partial response) or switching (in the case of
nonresponse), often to another medication class, until re-
mission is achieved (3). Much of what passes for antide-
pressantmedication treatment nowadays is done by general
practitioners who either undermedicate their patients or
keep themon the samemedication far too long,whenall that
is achieved is response and not remission (4). Dunlop et al.
are to be commended for pushing their medication dosages
high enough to bring about remission (when itwas possible)
for that patient. Patients who did not remit on CBT were
later given only a quarter “dose” of CBT when they were
augmented with antidepressant medication (in contrast,
patients who did not remit on antidepressant medication
were kept on the full dosage of that medication when
augmentedwithCBT); rates of response and remissionwere
somewhat lower for that sequential combination, and that
could have been an artifact of the less than full version of
combined treatment that was provided. The Sequenced
Treatment Alternatives to Relieve Depression (STAR*D)
study found little difference between augmenting and
switching across four successive treatment steps; doing so
was associated with a near doubling of the cumulative re-
mission rate (from 37% to 67%) (5), although as in the
Dunlop et al. study, that increment could not be attributed to
either switch or augmentation in the absence of a control
condition. That being said, something must be done for
patients who do not remit or even respond, and stepping
them up to combined treatment by virtue of adding the
other monotherapy is as reasonable a choice as any (6).

Treatment of PTSD

In their study of PTSD treatment in this issue, Zoellner and
colleagues (7) focused onwhether choice ofmodalityworked
toenhance response to treatment, or at least adherence to and
completion of treatment. The authors implemented a doubly
randomized design in which patients were shown videos
describing prolonged exposure and sertraline treatment and
then asked to indicate their treatment preference before
being randomly assigned either to be treated with their
preferredchoiceor toundergoa secondrandomization toone
or the other treatment. In brief, patients preferred prolonged
exposure over antidepressant medication (61% compared
with 39%), and those who got their preferred modality were
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more likely to adhere to treatment and to no longer meet
criteria for PTSD. Considerable gains were evident for both
treatments; such differences as were evident favored pro-
longed exposure over antidepressant medication. The
findings indicate both that prolonged exposure is effica-
cious in the treatment of PTSD and that choice is to be
preferred over its absence. Gains were largely maintained
across a 24-month follow-up, with responders to prolonged
exposure offered up to two booster sessions,whereas nearly
all of the antidepressant medication responders were kept
on medication.

Similarities and Differences in Treatment of
Depression Versus PTSD

The first thing that strikes me with respect to these two
literatures is the greater focus on relapse (the return of the
treated episode) and recurrence (the onset of wholly new
episodes) in the depression literature and the relative lack of
attention to this issue in the treatment literature on PTSD. If
and when antidepressant medication is efficacious in the
treatment of depression, it onlyworks for as long as it is taken,
and symptom return is a common and concerning issue.
Patients treated to remission with CBT are less than half as
likely to relapse after treatment termination as patients
treated to remission with antidepressant medication (8).
Although I amno expertwhen it comes to PTSD, fromwhat I
have seen, there is little attention to this issue in the PTSD
literature, although perhaps there should be. CBT has rarely
been compared with antidepressant medication in the
treatment of PTSD, but in one relevant study trauma-focused
therapy (in this instance, eye movement desensitization and
reprocessing) had an enduring effect not found for antide-
pressantmedication (9). Relapse and recurrence are common
in depression (prior exposure toCBTcuts their rates bymore
than half but does not eliminate them altogether), and they
would appear to be problematic with respect to PTSD after
termination of antidepressant medication but seem rarely
addressed in this literature (patients were kept on antide-
pressant medication for the duration of the follow-up in the
Zoellner et al. PTSD study). The question iswhether trauma-
focused CBT for PTSD actually eliminates the risk for the
return of symptoms after treatment termination. The initial
indications (both from the study just cited [9] and from the
Zoellner et al. study] are that it might. That is incredibly
important if true, and it deserves to be pursued in further
CBT/antidepressant medication comparisons that follow
remitted patients after treatment termination. It is possible
that trauma-focused CBT has an enduring effect lasting
beyond the end of treatment that is not found with antide-
pressant medication, which appears to be merely symptom
suppressive, as is the case in depression. It also could point
toward an underlying difference in the nature of the two
disorders that would be important in its own right but for
different reasons (depression may be inherently recurrent,
whereas PTSD is the consequence of some intervening event

that no longer holds sway once that consequence is
addressed). Freud was first to note that the essence of
depression (and the thing that separates it from grief ) is the
diminished sense of self (negative self-concept) that often
predates the onset of the disorder (10). While treatment may
succeed in turning back the symptoms, anyone who has ever
been depressed is at three to five times greater risk of be-
coming depressed again than someone who has never been
depressed (11). If someone is prone to self-doubts, those
beliefs go with them into every situation and can be trig-
gered by any reversal of fortune in life, usually involving
either love or work. PTSD is always triggered by some
external event that happens to someone. Patientsmay take it
to heart, but it is not the essence of the self. I have heard it
said by trauma-focused therapists that although their pa-
tients can be traumatized again, once a given trauma is
adequately treated, the symptoms typically do not come
back in the absence of new trauma.

The second thing that strikes me is the lack of specificity in
our psychological treatments of response to depression, in
that spontaneous remission and nonspecific processes ac-
count for the bulk of the acute response to treatment among
nonpsychotic patients (12), as opposed to PTSD, in which
treatment response (other than the symptom-suppressing
response to antidepressant medication just described) is
largely specific to trauma-focused treatment (13). As above, it
is not clear whether this is a consequence of patients (PTSD
may simply differ from depression) or procedures (trauma-
focused CBT for PTSD may simply cut “closer to the bone”
than CBT for depression), but that is another question that
deserves to be explored.
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