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frailty, may still exist.4 Some covariates (eg, categories of
liver diseases) can act as a proxy for laboratory tests. Frailty
is difficult to measure and quantify clinically. Self-controlled
design, as advised by Li and colleagues, may be needed to
ascertain its influence. Specific drug characteristics, for
example thrombocytopenia associated with rifampin,4 may
change bleeding risk beyond the influence of altered NOAC
levels. Drug-disease interactions also make the risk estimation of adverse drug reactions more difficult.5 Wang and colleagues comment that the increased risk associated with
phenytoin may be a bystander of intracranial hemorrhage
and related seizure. Li and colleagues describe the healthy
user effect to explain the reduction in bleeding risk with
atorvastatin use.
We respond to other comments briefly:
1. The weight to estimate the average treatment effect was 1
for NOAC users with a concurrent medication whereas those
who received a NOAC alone received a weight based on propensity score. Therefore, the number of patients should remain unchanged in the reference group.6
2. The hypothesis for each drug combination was tested
independently, considering multiple testing using the
Bonferroni method. To address the effect of multiple
concurrent medications, each of the medication combinations would need to be modeled, which we will perform in the future.
3. NOACs are new in Taiwan; patients receiving a NOAC were
often taking aspirin or warfarin before being replaced by
a NOAC.
4. The inconsistent pattern shown in sensitivity tests, such as
the risk of fractures as well as differential bleeding risks at
different sites, may represent unmeasured confounding and
frailty, as previously discussed.
5. Antifungal agents such as ketoconazole were grouped in
the analysis because of the low frequency of combination
with NOACs.
Data from routinely collected clinical information are
the best source available at present to study the complex
issue of drug-drug interactions. The key messages are that
NOAC users often had comorbidities and took multiple concomitant medications; the combination of NOACs with specific medications changed both the absolute and relative
risks of major bleeding; and mechanistic background for
drug-drug interactions could not fully explain or predict
dangerous drug combinations.
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The Evidence for Cognitive Behavioral Therapy
To the Editor Drs Leichsenring and Steinert argued that cognitive behavioral therapies (CBTs) should not be the gold standard treatment for mental disorders.1 They acknowledged that
CBTs have been more widely studied than other forms of
therapy but suggested that other treatments should be considered equivalent to CBTs unless evidence emerges to suggest otherwise. In doing so, they shifted the burden of evidence about the efficacy of other treatments away from those
treatments and onto the evidence base for CBTs. In other areas
of medicine, treatments with a broader positive evidence base
are not considered equal to less widely studied treatments.
The authors pointed out that few studies are deemed high
quality, the effects of CBTs relative to active controls tend to
be small, and that a full account of the mechanisms of change
is not present. These statements are probably as true of other
forms of psychotherapy as they are of CBTs. Indeed, considering those limitations would make the evidence base of other
treatments appear even weaker. For example, if only treatment studies that included either a pill placebo control were
considered valid, the list of empirically supported treatments for depression would be composed chiefly of CBTs.2
Criticism of CBTs is important because of, not despite, the fact
that they are so widely studied. However, the presence and validity of criticisms do not undermine the wealth of evidence
supporting the efficacy of CBTs. For some disorders, including obsessive-compulsive disorder and sleep disorders, CBTs
are virtually the only treatments that have been studied. For
bulimia, a form of CBT appears to be more effective than
psychoanalysis3 and appears to work faster than interpersonal therapy.4
The term gold standard is not meant to describe a treatment or assessment that is known to be far superior to all possible known alternatives and for all time.5 Instead, it applies
to a practice that appears to be best supported by the currently available evidence. With this context, it is appropriate
to consider CBTs the gold standard psychotherapy.
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To the Editor In their Viewpoint, Drs Leichsenring and Steinert
questioned the status of CBT as the gold standard for psychotherapy and called for “plurality in treatment and research”
because of several limitations of current treatment outcome
research in CBT. Although we agree that outcome research may
have limitations and must be appropriately interpreted, the authors’ arguments are unconvincing for at least 4 reasons.
First, present-day CBT is an umbrella term that includes
a range of different empirically supported interventions, techniques, and modalities. Similarly, the many CBT associations, journals, and conferences include a diverse range of approaches, many of which fall outside the CBT that was
developed in the 1970s and 1980s. Examples may include
schema-focused therapy, metacognitive therapy, and acceptance or mindfulness-based approaches. Plurality is thus a characteristic of modern CBT.
Second, the authors based their conclusions in large part on
an overly negative interpretation of a meta-analysis of CBT in
major depression and anxiety disorders.2 Even when taking into
account publication bias, low quality of trials, and the nocebo
effects of waiting list control groups, the meta-analysis still concluded that CBT had positive effects in major depression, generalized anxiety disorder, panic disorder, and social anxiety disorder. Also, it did not compare CBT with other psychotherapies
and therefore cannot inform such comparisons.
Third, the methodological issues mentioned by the
authors are in no way inherent or limited to CBT research.
It remains to be seen how other approaches perform in
the so-called “weak empirical tests” that CBT has been subjected to so far.
Fourth, although the evidence base of CBT in general is
large,3 some approaches possess a larger, stronger, and wider
evidence base than others. As more has been learned about the
nature of a particular psychopathology, CBT strategies have become more targeted and more effective. This is by no means
a weakness but instead scientific progress.
So far, CBT is the most effective treatment approach,
based on solid yet ever-evolving scientific models and methods. However, the field would advance with clearly articulated and testable theories that result in concrete and empirically supported treatment approaches.
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In Reply Dr Lorenzo-Luaces and Dr van Emmerik and colleagues take issue with our discussion of the evidence base
for CBT and other psychotherapies. We acknowledge that CBT,
an umbrella concept for different interventions, is an effective treatment for many patients with more studies than for
other approaches.
Nevertheless, quantity does not imply quality. If study
quality is considered, the evidence base for CBT shrinks to
a modest number of studies; for example, in anxiety or
depressive disorders, it goes down to only 17% of 144
studies.1 If publication bias, study quality, comparisons with
waiting list, and researcher allegiance are additionally taken
into account, the effect sizes of CBT also decrease.1 Cuijpers
et al1 concluded that the effects of CBT are “uncertain and
should be considered with caution.” Thus, this description
was not an “overly negative interpretation” by us as suggested by van Emmerik and colleagues.
It is true that the biases mentioned by us and Cuijpers
et al1 are not limited to CBT, but other approaches do not
claim to be the gold standard. As noted in our Viewpoint,
fewer studies exist for other psychotherapies, and applying
the same criteria would reduce the number of high-quality
studies for these approaches as well. It is not clear, however,
whether these high-quality studies would yield substantial
differences in outcome between different approaches.
A gold standard treatment usually is clearly superior to
other treatments. As we discussed in the Viewpoint, no clear
evidence exists that CBT is superior to other approaches.
According to van Emmerik and colleagues’ claim, CBT
has become “more targeted and more effective.” Instead, effect sizes for CBT in anxiety and depressive disorders seem
to have stagnated or even decreased over recent decades.2-4
We agree, however, with Lorenzo-Luaces that for obsessive-
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compulsive disorder and sleep disorders, CBT is virtually the
only treatment that has been studied in randomized clinical
trials. This does not necessarily imply that other treatments
are not efficacious or less efficacious than CBT. With regard
to bulimia, most studies do not show that CBT is superior to,
for example, psychodynamic therapy.5
With response rates of about 50% or less and even lower
remission rates, CBT cannot claim to be a panacea. Patients who
do not benefit sufficiently from CBT may benefit from other
psychotherapies. In pharmacotherapy, for example, a patient
who does not sufficiently respond to a specific selective serotonin reuptake inhibitor may be offered an alternative medication. Thus, a plurality of approaches not only including the
variants of CBT mentioned by van Emmerik and colleagues but
also the variants of other evidence-based approaches is needed
to offer all patients helpful treatment. A plurality of different
approaches allows better care for patients and possible further treatment improvements.4 No form of psychotherapy may
presently claim to be the best for all patients.
Thus, we agree with DeRubeis and Lorenzo-Luaces 6
who stated: “If the question at hand is whether research is
far enough along to support the view that only CBTs should
be investigated, taught in training programs, and offered to
individuals with mental health problems, then the answer
is clearly ‘no’.”
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