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Abstract

Though the term “treatment resistance” (TR) is increasingly applied in psychiatry, consensus regarding
definition, criteria, and utility of the concept are missing, and treatments beyond pharmacological
are seldom considered in diagnosis or staging methods. Resultingly, calculations of the incidence and
prevalence of TR and meta-analysis of interventional strategies are not possible. Though treatment
failures (TF) have always been noted, only recently has the focus shifted from the efficacy of treatments
to the recalcitrance of a presumed disorder. Response, remission, and partial response must be clarified
when considering TF, which should not be applied with diagnoses not currently treatable to remission.

Clinicians must not assume the TR concept matches a concrete reality; there are myriad causes of TF, each
unlikely to be the same as many other cases. Copying the phrase “TR” from other professionals propagates
a destructive meme that damages critical thinking. TF offers valuable data that must be appreciated and
applied, altering our diagnostic and therapeutic hypotheses for each case. TF is an experience that must
lead to greater knowledge and creative solutions, not TR, a dead-end pseudo diagnosis of questionable
validity and no utility. Rather than oversimplifying our tasks, we must embrace inherent complexity and
ambiguity in order to find answers in the granularity of each clinical situation.

Failures of response and remission are merely phases of treatment, and we must remain hopeful and
optimistic, fully intending to persist until clinical outcomes improve - this is our responsibility to each
therapeutic alliance. We make a conceptual error when we confuse TF with TR; reclassifying a diagnosis
as TR represents a failure of clinical reasoning and judgment. As valid treatment options remain for 2/3 of
cases described as TR, we must cease using this label and improve our problem-solving skills in order to
discover and provide better clinical outcomes.
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Commentary

‘The percentage of psychiatric journal articles referring to “treatment resistance” (TR) has increased
75% in last two decades [1]. Our field, though, has never coalesced on clear, consistent criteria
or a consensus definition for this term. Part of the utility of diagnoses is accurate communication
with each other, yet TR is used to refer to a variety of treatment failures (TF) with few common
features. The number, type, and quality of treatments attempted are not standardized for the proper
application of TR within most diagnoses, particularly depression, schizophrenia, OCD, and PTSD
[2-8]. Most authors have either ignored, or found difficulty incorporating, variables other than
previous pharmacological treatments, such as psychotherapy [9,10]. As a result, the calculations of the
incidence and prevalence of the expression TR, as well as meta-analysis of interventional strategies, are
stymied by these inconsistent definitions, further damaging research into the phrase [1,11]. In one
recent expert consensus survey, for example, 92% of psychiatrists reported they considered treatment
resistant depression a useful concept, and 85% reported they used it in clinical practice, though 100%
of them still yearned for an operational definition of the term [12]. How did we allow this chimeral
pseudo diagnosis to become so entrenched?

This article is originally published by ProBiologists, and is freely available at probiologists.com

Curr Res Psychiatry. 2024;4(1):15-19.

15



Citation: Putman III HP. Treatment failure vs. treatment resistance. Curr Res Psychiatry. 2024;4(1):15-19.

References to failed treatment attempts appeared during the mid-
twentieth century to psychotherapeutic, symptomatic, occupational,
somatic, and pharmacological interventions [13-16]. Historically, the
reports of inadequate efficacy had originally been directed towards
treatments that appeared insufficient in some situations, but not to
the condition itself. There was no intent to define a new disorder.
Much effort originally centered on finding the right treatments for
the right patient, activity that we should continue today [17-19]. TR
schizophrenia (TRS), initially labeled therapy resistant or treatment
refractory, has been discussed in the literature for more than 50 years
[20,21]. TR (or refractory) depression (TRD) as a specific term first
appeared in the 1970s [3,22], mostly, again, referring to “resistance”
to a particular treatment, such as tricyclic antidepressants, for
example [23]. During the 1990s, however, TRD became both an
entity and a consistent term in the literature, though always with
inconsistent criteria [24-26].

The many conceptions and definitions of TF include the National
Institute of Mental Health contract study Sequenced Treatment
Alternatives to Relieve Depression (STAR*D) [27], which used
failure to achieve remission as the definition for TE Remission refers
to complete symptom resolution, with full functioning restored.
Recall that by response, we mean a partial reduction in symptoms
as measured by peer-reviewed clinical scales [28,29], although
there is still no fully agreed-upon threshold. There are, of course,
patients who have what may be termed a partial response, with some
improvement, yet do not meet the criteria for response and require
additional treatment [30].

Since the STAR*D study, it is more common to see TRD
“diagnosed” following the failure of two attempts at pharmacological
treatment. Occasionally, however, only one trial is considered adequate,
such as with the pivotal study and indication for transcranial magnetic
stimulation [12,31,32]. Again, psychotherapeutic treatments are
seldom included in definitions or staging criteria, which themselves
have also not been adequately assessed for predictive value, largely
because of their heterogeneity [2,10,33,34]. Also inherent in any
discussion of TF and the concept of TR is the necessity of restricting
their application, withholding their use in conditions we do not
currently expect to treat successfully. Cases of schizophrenia and
obsessive-compulsive disorder (OCD) are particularly difficult to
label as TR because we do not currently expect any treatment to
result in a full remission [6,35,36]. It appears useful to restrict cases
of distinct TF (and any consideration of TR) to exclude irreversible
medical conditions for which there is currently no fully effective or
sustainable treatment for any patient with the diagnosis.

How the focus on ‘“resistance” changed from inadequate or
suboptimal #reatment to a recalcitrant disorder is not clear. We
have always observed through outcome studies that not everyone
responds to or remits from treatments that are commonly considered
effective. Perhaps the word “resistant” itself distorted the context,
implying the failure of a condition to accept the treatment, rather
than that the treatment itself evidenced less broad efficacy than we
had euphemistically expected. This represents a prime example of
reification—believing that our concept of TR matches a concrete
reality. And concepts generated by some, especially those in authority,
influence the conclusions of others [37]. With TR, we have created a
meme in the original, evolutionary sense—a system of behavior that
is passed from person to person by imitation [38-40]. What is clear is
that this change has damaged our critical thinking about treatment.

When we apply treatments that are not effective, this is useful
data. We can use this information to alter our working model of the
problem (i.e., diagnosis) and creatively consider new, more specific
treatments for a new paradigm. We find success in our efforts to help
our patients when we question our initial assessments repeatedly,
particularly when guided by such new information from TE When
a treatment fails, we must examine the nature of our assault on the
clinical challenge, as well as the target. Systematic errors, though
always to be expected, are nevertheless too often ignored, leading to
additional misleading predictions [41].

A recent survey found that 46.9% of first psychiatric diagnoses
are revised to alternative diagnoses within the next 10 years; cases
involving psychosis, single episodes of major depression, and
substance abuse have the greatest diagnostic variability [42]. By
generating alternative hypotheses and changing direction as soon
as the darta indicate [43,44], we can update our conceptualizations
of the treatment scenario (our model) so that our problem-solving
will be more exact and successful. When we justify our failure by
labeling the problem TR, though, we not only absolve ourselves
of responsibility for finding the solution, but also ignore the
valuable information contained in the TE At the very least, TF
should constantly redirect us to consider and explore the individual
characteristics of a case and the circumstances around TF, rather than
accept a pootly characterized and operationally nonexistent entity as
the explanation. Like “physician burnout,” TF/TR is an experience,
not a diagnosis [45].

Practicing psychiatry is hard work. It is full of complexity and
ambiguity. Our innate tendency is to oversimply our tasks to employ
the least cognitive effort [46,47], but this deprives us of the actual
information we need to solve patients” problems — the needles in the
haystacks. Writing off a problem as unsolvable, or TR, means we no
longer have responsibility for finding treatment solutions, because,
after all, they are not possible in that paradigm. When we attach this
air of pessimism to a case, our patients perceive it. When we label
them as TR, they feel hopeless. This therapeutic nihilistic can lead
to malignant psychodynamics that limit clinical success as additional
treatment attempts proceed [48,49]. Hope is, after all, essential for
recovery [50,51].

Rather than identify TR as an endpoint diagnosis, or as an entity
at all, we may better serve our patients by considering failures of
response or remission as phases of treatment that contain important
information, still expecting and looking forward to eventual
remission. The treatment attempts themselves, but neither the
patient nor the diagnosis, may be labeled TF, and a case may be
described as pending remission, or even difficult to treat [52], rather
than TR, because it is likely that many treatment options remain.
In fact, second opinions have identified valid additional treatment
options in over two thirds of cases labeled TR [53].

Broad literature review shows more success in identifying
individual explanations for TF than actually identifying a “diagnosis”
of TR. Some authors have explored the possibility that iatrogenic
alterations from therapies may contribute to treatment failure, and
the question of in vivo tachyphylaxis remains unclear. Declining
response rates with subsequent pharmaceutical trials may be more
a factor of lower placebo response rates and less spontancous
improvement than treatment resistance to a specific therapy [2,54].
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There is no association with TRD and specific drugs or
molecules, nor with augmentation or switching strategies. The
number of previous treatment trials is predictive in some reviews
but not prognostic in others. Data supporting associations with
personality disorders are weak or nonconfirmatory [55-60]. There is
some evidence that genetic and epigenetic factors play a role in TRD
and psychosis (including TRS). Some genetic polymorphisms are
linked to a wide definition of treatment resistance [58], and evidence
exists of rare metabolic disorders that infrequently preclude response
to standard treatments [61-63]. Literature review discouragingly
reveals, however, that most articles continue to try (and retry) newer
treatments and technologies to treat “TR,” rather than reexamine
the underlying concept of it. There is a small, but growing awareness
that we have yet to form a useful conception of TR [52,64], that due
to heterogeneous biotypes different patients with the same diagnosis
require different treatments [65], that inadequate treatment
attempts still persist [66], and that our descriptions of TR are sorely
inadequate for scientific study or clinical use [67].

TF has myriad causes, ranging from misdiagnosis and
failure to appreciate comorbidities to poor understanding of and
miscommunication with our patients, almost always fueled by
provider overconfidence [68,69]. Approaching practice as a generalist,
searching for and addressing all of a patient’s medical problems, often
in consultation with primary care providers or specialists, not only
helps avoid psychiatric TF, but also may lead to quicker and more
complete responses to treatment for all conditions present [70,71].
We may not always be interested in taking sole responsibility for
treating a patient’s nonpsychiatric comorbidities, but we must make
every effort to help diagnose all of these conditions. Common
underappreciated causes of TF include mild to moderate head
trauma, endocrine disorders, lifestyle factors, infectious diseases,
ruptures of the therapeutic alliance, poor provider communication
skills, complications of polypharmacy and bioavailability, respiratory
disorders, and gastrointestinal system disorders, to name a few.

We make a conceptual error when we confuse treatment failure
with treatment resistance. The relabeling of a diagnosis during any
treatment attempt as TR represents a failure of clinical reasoning and
judgment. Our greatest value to our patients is our problem-solving
skill, not just our knowledge and experience. Even long clinical
experience, without reflection or feedback, can reinforce conceptual
error and lower clinical performance [72,73]. The cause of each TF
is unlikely to be the same as in many other cases, so it is essential
that we see the forest and the trees, broadly examining our problem-
solving methods, and obtaining regular feedback from peers, staff,
and patients’ words and behaviors in order to correct our mistakes.
Then we can successfully address suboptimal outcomes, TE, and this
epidemic of misconceptualization that is inaccurately referred to as
“treatment resistance.”
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