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ABSTRACT

Background: The management of major depressive disorder (MDD) is
frequently complicated by the presence of medical comorbidities and
profound psychosocial stressors. This complexity creates a significant risk
for "diagnostic overshadowing," where one clinical issue may mask others,
leading to incomplete treatment. This case report illustrates a systematic
diagnostic and therapeutic pathway for a patient whose severe depression
represents a confluence of biological, psychological, and social determinants.
Case presentation: We present the case of a 50-year-old female with Severe
Major Depressive Disorder, Recurrent Episode (F32.2), whose functional
impairment was profound (GAF=40). A systematic diagnostic inquiry
revealed a nexus of pathology: previously misidentified hypothyroidism (TSH
> 100 pIU/mL), comorbid metabolic syndrome (BMI 31.2 kg/m?, HbAlc
7.8%); a significant history of developmental trauma (Adverse Childhood
Experiences Score > 4); and acute, severe marital distress involving recurrent
spousal infidelity. Informed consent was obtained after assessing her
capacity, with family collaboration. Conclusion: The patient was managed
using an integrative bio-psycho-social-spiritual framework. This
multidimensional approach involved concurrent medical stabilization,
psychopharmacological treatment (Sertraline), and a phase-oriented,
trauma-informed psychotherapy. The integration of culturally congruent
mind-body practices was essential for building the therapeutic alliance. This
holistic strategy resulted in significant, quantifiable improvement in
depressive symptoms (BDI-II score decreased from 32 to 18) and functional
outcomes. This case underscores the necessity of a systematic, multi-
domain assessment to avert clinical error and demonstrates a replicable
methodology for treating complex presentations of severe depression.

1. Introduction

In the landscape of clinical psychiatry, few
presentations are as common or as complex as that of
a patient with severe depression.! The busy clinician
is often confronted with a maelstrom of symptoms and
life events, creating a significant risk for diagnostic
overshadowing—a  cognitive error where one
prominent feature of a case, such as acute marital
distress or a glaringly abnormal lab value, captures
the clinician's critical

focus, causing other

contributing factors to be minimized or overlooked.2
This can lead to a frustrating cycle of incomplete
treatment and persistent relapse. A patient may
receive antidepressants while an underlying endocrine
disorder continues to fuel their somatic symptoms, or
they may engage in therapy for relationship issues
while the neurobiological scars of early trauma remain
unaddressed.3 Such a fragmented approach, born of
clinical expediency, ultimately fails the patient whose

suffering is, more often than not, a product of
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multiple, interwoven pathologies.4 The clinical reality
of Major Depressive Disorder (MDD) is one of profound
heterogeneity, where the final common pathway of a
depressive syndrome is paved by a dynamic interplay
of biological vulnerabilities, psychological
predispositions, and socio-environmental stressors.5.6

This case report directly confronts the challenge of
diagnostic overshadowing by presenting a systematic
clinical methodology for disentangling and
concurrently treating the intricate factors underlying
a case of severe depression. It concerns a 50-year-old
woman whose presentation is a classic, though severe,
example of this clinical challenge.” Her condition is
driven by the synergistic confluence of three powerful
domains: (1) profound, misidentified endocrine
dysregulation in the form of hypothyroidism, a
medical condition known to mimic and exacerbate
depressive syndromes by disrupting essential neuro-
transmitter and neurotrophic systems; (2) a deep
history of developmental trauma, an experience that
can induce lasting changes in the neurobiology of
stress-response systems like the hypothalamic-
pituitary-adrenal (HPA) axis, creating a lifelong
vulnerability to mood disorders; and (3) acute, severe
marital distress, an overwhelming psychosocial
stressor capable of triggering a depressive episode,
particularly in an individual with pre-existing
biological and psychological vulnerabilities. The bio-
psycho-social-spiritual model provides the essential
framework for avoiding the pitfalls of a reductionist
approach, advocating for an integrated strategy that
addresses the whole person.8 This model posits that
optimal clinical care requires a concurrent focus on
biological interventions, psychological therapies,
social support systems, and the patient's own
framework of meaning and resilience. The cumulative
"wear and tear" on the body and brain from chronic
stress, a concept known as allostatic load, provides a
powerful theoretical bridge linking these domains,
explaining how psychological trauma can become
biologically embedded, leading to endocrine and

metabolic dysregulation over time.910

This case report aims to move beyond a simple
description of comorbidities to present a systematic
clinical methodology for the assessment and
management of complex depression. The novelty of
this study lies in its transparent documentation of the
clinical reasoning process—the "detective work"
required to identify, disentangle, and concurrently
treat the interwoven biological, psychological, and
social drivers of a patient's illness. By meticulously
detailing the phased and integrated therapeutic
approach, this report provides a replicable framework
for clinicians facing similar challenges. It showcases a
culturally-attuned,  multidimensional  treatment
strategy that extends beyond standard
pharmacotherapy to address the root causes of
suffering, thereby providing a robust and sustainable
path toward remission in a compelling narrative that

is both scientifically informative and clinically

instructive.

2. Case Presentation

The patient, a 50-year-old Javanese Christian
female, was admitted to the psychiatric inpatient unit
following a referral from the emergency department by
her family. They reported a two-week history of acute
functional decline, characterized by complete social
withdrawal, profound self-neglect, anorexia, and
severe insomnia. On initial interview, she was
unkempt, exhibited significant psychomotor
retardation, and her affect was congruent with her
reported mood of debilitating sadness. She verbalized
feelings of worthlessness related to her roles as a wife
and mother. Based on these presenting symptoms, a
provisional diagnosis of Major Depressive Disorder,
Recurrent Episode, Severe (F32.2) was made. As
detailed in Figure 1, her initial functional assessment
underscored the severity of her condition. Given the
severity of her depression, her capacity to provide
informed consent for treatment and for the use of her
case details in publication was formally assessed. She
was able to demonstrate an understanding of her
situation, the proposed treatments, and the risks and

benefits, and could rationally weigh this information.
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To ensure a fully supported and ethical process, her

eldest child was also included in the consent

Initial Presentation and Functional Assessment

Schematic overview of the patient's clinical status upon admission.

@ Presenting Complaint

« Severe and persistent sadness
« Social withdrawal and isolation
+ Profound self-neglect

» Anorexia (loss of appetite)

« Severe insomnia

5 Provisional Diagnosis

Major Depressive Disorder, Recurrent Episode,
Severe
(F32.2)

discussion, and the patient provided written informed

consent.

Appearance & Behavior

* Unkempt physical appearance
» Marked psychomotor retardation
* Minimal spontaneous movement

« Affect congruent with sad mood

= GAF Score: 40

Major impairment in social, occupational, or
school functioning.

Severe Symptoms Superior Functioning

Figure 1. Initial presentation and functional assessment.

Systematic Diagnostic Inquiry with a provisional
diagnosis established, the clinical team initiated a
multi-domain investigation to build a comprehensive
formulation. Investigating Biological Factors, given the
patient's significant somatic symptoms (profound
fatigue, psychomotor retardation) and a history of a
"thyroid disorder," a full medical workup was
prioritized. The patient’s self-report of
"hyperthyroidism," diagnosed three years prior, was
noted, but her clinical picture was more suggestive of
hypothyroidism. An urgent consultation with the
internal medicine service was arranged, and a
comprehensive laboratory panel was ordered. The
results were pivotal. The thyroid panel revealed a

markedly elevated Thyroid-Stimulating Hormone

(TSH) level of >100 pIlU/mL (normal range 0.4-4.0

ulU/mL) with a low Free T4, confirming severe primary
hypothyroidism. Previous medical records were
unavailable, but the discrepancy suggested several
possibilities: a misdiagnosis, a past transient
hyperthyroid phase of Hashimoto's thyroiditis that
had now progressed to its more common hypothyroid
state, or iatrogenic hypothyroidism from previous
treatment. Further investigation revealed comorbid
metabolic  syndrome. The details of this
comprehensive biological workup, which formed a
critical pillar of her diagnosis, are presented in Figure
2. A detailed psychosocial history was conducted over
several sessions to allow for the development of trust.
The history revealed significant developmental
trauma. Using a semi-structured interview approach

guided by the Adverse Childhood Experiences (ACEs)
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framework, it was determined that the patient had an
ACEs score of at least 4. She described the traumatic
parental divorce at age four as a defining moment,
leading to a lifelong feeling of having been "abandoned"
by her father. This history was framed not just as a
recitation of past events, but as a direct investigation
into the psychological architecture of her present-day
vulnerabilities. Figure 2 outlines the specific
traumatic experiences that informed the clinical
hypothesis that this early trauma disrupted her
attachment style and created core negative self-beliefs.
The assessment of her primary support system was

conducted through individual interviews with the

patient and, with her consent, a separate
psychoeducational session with her eldest child. The
patient described her 29-year marriage as the central
source of her current distress. The trigger for her
relapse was the discovery of her husband's second
affair, which she experienced as a profound re-
traumatization. The cultural tension between her
Javanese Christian background and her husband's
Balinese Christianity was explored; she described this
as a subtle but persistent source of friction.
Psychometric testing was used to quantify the severity
of her psychological distress, with the results shown

in Figure 2.

Systematic Diagnostic Inquiry
A multi-domain investigation to build a comprehensive clinical formulation.

vestigation

Thyroid (TSH)

Core Issue
Glycated Hemoglobin Framework
Blood Pressure ACEs Score

Body Mass Index Key Events

Psychological & Developmental

A

. y

Figure 2. Systematic diagnostic inquiry.

Figure 3 represents the culmination of the

systematic diagnostic inquiry, synthesizing the
multifaceted data into a coherent and clinically
actionable multiaxial formulation. This diagnostic
framework, rooted in the principles of the DSM-IV-TR,
serves as a powerful antidote to the clinical pitfall of
diagnostic overshadowing. It moves beyond a single,
descriptive label to construct a comprehensive,
multidimensional portrait of the patient’s condition,
intricate

illuminating the interplay between her

Social & Interpersonal
Dev. Trauma Primary Stressor
BDI-Il Score ”
1
Divorce, DV BAI Score
clinical = presentation, underlying  personality
structure, physiological state, psychosocial

environment, and overall level of functioning. This
synthesis is not merely a list of problems; it is a
narrative map that illustrates how distinct domains of
the patient's life have converged to create the final
common pathway of a severe depressive episode,
providing a robust foundation for a truly integrated
treatment plan. The Clinical Disorder At the forefront

of the diagnosis is Axis I, which captures the primary
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clinical syndrome demanding immediate therapeutic
attention. The diagnosis of Major Depressive Disorder,
Recurrent Episode, Severe (F32.2) encapsulates the
gravity of her presenting state. The "Major Depressive
Disorder" designation confirms a constellation of
symptoms—pervasive sadness, anhedonia,
amotivation, and somatic disturbances—that
significantly deviates from her baseline and causes
profound distress. The "Recurrent Episode" specifier is
critically important, indicating a history of previous
episodes and pointing toward an enduring
vulnerability to mood dysregulation. This historical
context suggests that the current crisis is not an
isolated event but the reactivation of a pre-existing
psychopathological process. Finally, the "Severe"
specifier is a direct reflection of the intensity of her
symptoms and the profound functional collapse
described in her initial presentation, a state where she
was rendered unable to perform even basic self-care.
Personality and Developmental Context Axis II
provides insight into the more stable, long-standing
patterns of perceiving, relating to, and thinking about
the environment and oneself. In this case, the
designation Diagnosis Deferred is a methodologically
sound clinical judgment, acknowledging that the
severity of an Axis I disorder can obscure or mimic
personality traits, making a definitive diagnosis
premature and potentially inaccurate. However, the
notation of Dependent and Avoidant traits is
profoundly informative. These are not a formal
diagnosis but clinical observations that provide a
crucial psychological context. Her dependent traits
may be understood as a developmental sequela of her
early trauma and paternal abandonment, manifesting
as a lifelong search for a secure attachment figure. The
avoidant traits likely developed as a coping
mechanism within a chronically invalidating and
abusive marital environment, where emotional
expression was met with hostility. This axis suggests
a characterological style that predisposes her to
internalize distress and struggle with asserting her
own needs, making her particularly vulnerable to the

psychosocial stressors detailed on Axis IV. The

Biological Substrate Axis III documents the general
medical conditions that are potentially relevant to
understanding or managing the mental disorder. For
this patient, this axis is not peripheral but central to
her entire clinical picture. The diagnosis of Severe
Hypothyroidism represents a powerful biological
engine driving her depressive symptoms. The
profound fatigue, psychomotor retardation, and
cognitive fog she experienced are classic
manifestations of an underactive thyroid, which
directly impairs central nervous system function and
monoamine neurotransmitter regulation.
Concurrently, the diagnosis of Metabolic Syndrome
(encompassing Type II Diabetes, Hypertension, and
Obesity) points to a state of chronic, low-grade
systemic inflammation. A growing body of research
implicates neuroinflammation as a key
pathophysiological mechanism in depression. Thus,
Axis III reveals a body in a state of profound biological
distress, a physiological environment that is
inherently pro-depressive and which both contributes
to and is exacerbated by her psychological state. The
Psychosocial and Environmental Crucible Axis IV
catalogues the psychosocial and environmental
problems that significantly contribute to the
development or exacerbation of the current disorder.
The stressors listed for this patient are severe and
cumulative. The acute crisis of marital conflict and
infidelity served as the primary precipitating trigger,
representing a profound rupture of her primary
attachment bond. This acute stress landed on a
foundation of chronic vulnerability established by
developmental trauma (ACEs score = 4), which
sensitized her stress-response systems decades
earlier. The recent bereavement of her mother removed
a critical source of social and emotional support,
further depleting her resilience. This axis powerfully
illustrates that her depression did not arise in a
vacuum but was ignited within the crucible of an
overwhelming and toxic interpersonal environment,
acting upon a historically wounded psyche. The Global
Assessment of Functioning Finally, Axis V provides a

single, quantitative measure of the overall impact of
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the conditions detailed in the preceding four axes. The
Global Assessment of Functioning (GAF) Score of 40
on admission translates the diagnostic labels into a
stark real-world consequence. A score in this range
denotes major impairment in several areas, such as
work, family relations, judgment, thinking, and mood.

It is the numerical representation of a life brought to

a standstill—a woman unable to leave her bed, care
for herself, or connect with her family. It serves as a
crucial baseline against which the efficacy of the
integrated therapeutic intervention can be measured,
transforming the holistic diagnosis into a quantifiable

pathway for recovery.

Synthesis and Final Multiaxial Diagnosis
A holistic diagnostic formulation integrating all contributing factors.

@

Axis |

Clinical Disorder

Major Depressive
Disorder, Recurrent,
Severe (F32.2)

Hypertension,

General Medical

Hypothyroidism;
Metabolic Syndrome

~—
——
o

2

Axis Il Axis IV

Psychosocial &
Environmental

Axis V

Global Assessment of

Conditions Functioning

GAF Score on
Admission = 40 (Major
impairment in
functioning).

Severe Stressors:
Marital conflict,
infidelity,
developmental trauma
(ACEs = 4),
bereavement.

Severe

(Diabetes,

Obesity).

Figure 3. Final multiaxial diagnosis.

A comprehensive, integrated treatment plan was
designed and implemented, reflecting the multiaxial
diagnosis, in Figure 4. The therapeutic strategy was
explicitly sequenced to and

prioritize  safety

stabilization before moving to more intensive
therapeutic work. The establishment of a strong,
trusting therapeutic alliance was considered the
primary mechanism of change. Phase 1: Biological
Stabilization and Psychological Safety (Week 1): The
initial focus was on concurrent medical and
psychiatric stabilization. Levothyroxine was initiated
by the internal medicine team to begin correcting her
hypothyroidism, and Sertraline 50 mg daily was
started for her depression. A short-term course of
Clobazam 10 mg at night was used for severe initial

insomnia. Psychotherapy in this phase was purely

supportive, focusing on psychoeducation, validation,
and building rapport. The clinical team communicated
to the patient that her profound fatigue was not a
personal failing but a direct symptom of her medical
illness, an intervention that significantly reduced her
self-blame. Phase 2: Skill-Building and Cognitive
Restructuring (Weeks 2-3): As her energy and
cognitive function began to improve (which the team
correlated with the initiation of thyroid hormone
It

replacement), the psychotherapy transitioned.

incorporated a phase-oriented, trauma-informed
approach using techniques from Cognitive-Behavioral
Therapy (CBT). A pivotal moment occurred when the
patient expressed the automatic thought, "If I were a
better wife, he would not have cheated." This core

belief was collaboratively deconstructed by examining
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the evidence for and against it, and gently linking its
origins to the self-blame she experienced after her
parents' divorce. This intervention led to a noticeable
affective shift, with the patient expressing anger at her
husband for the first time, rather than only self-
recrimination. Phase 3: Cultural and Spiritual
Integration: The introduction of mind-body practices
was a key part of building the therapeutic alliance.

Yoga was not merely "prescribed" as a medical

intervention; it was presented as a culturally
congruent practice for "calming the heart and mind"
that could complement her Christian faith. The
therapist explicitly discussed this with her, ensuring
it was perceived as a supportive tool rather than a
conflicting spiritual practice. By showing deep respect
for her holistic worldview, the clinical team moved
from being perceived as sterile medical authorities to

being seen as genuine partners in her healing journey.

Therapeutic Intervention and Management
A Phased, Integrated Treatment Plan Following the Bio-Psycho-Social-Spiritual Model

PHASE 1 (WEEK 1)
Stabilization & Safety

) Biological Interventions

Medical: Initiate Levothyroxine for
hypothyroidism.

Psychopharmacology: Start Sertraline 50mg
daily; use Clobazam 10mg nightly for acute
insomnia.

informed CBT.

o> Social Interventions

@ Psychological Interventions

Family: Psychoeducation sessions with eldest
child to build support.

Community: Behavioral activation to
reconnect with friends and church.

Therapy Focus: Supportive psychotherapy to
build alliance.

Key Techniques: Validation, empathy, and
extensive psychoeducation about the mind-body
connection.

PHASE 2 (WEEKS 2-3)

Skill-Building & Restructuring
@ Psychological Interventions
Therapy Focus: Transition to trauma-

Key Techniques: Identify and challenge
maladaptive core beliefs (e.g., "I am worthless").

PHASE 3 (ONGOING)
Integration & Empowerment

20- Spiritual & Cultural Interventions

Mind-Body: Introduce gentle yoga and
mindfulness for nervous system regulation.

Complementary: Incorporate Omega-3
supplementation.

Faith: Affirm patient's existing faith as a
source of resilience.

- Social Interventions

Future Goals: Discuss couples counseling as
a future possibility to instill hope and agency.

Figure 4. Therapeutic intervention and management.

The patient remained in the inpatient unit for three
weeks. Her sleep and appetite normalized within the
first week. By discharge, her mood had noticeably
lifted, and she was engaging more actively in therapy
and ward activities. At her one-month post-discharge
follow-up, she reported continued improvement. She
was adherent to all medications and was attending
weekly psychotherapy. Her TSH level at follow-up had
decreased significantly to 15.2 ulU/mL,
demonstrating a positive biological response that
correlated with her improved mood and energy. She

had begun to re-engage in household activities and

had attended a church service for the first time in
months. Figure S moves beyond qualitative
description to provide objective, data-driven evidence
of the treatment's efficacy across four critical domains:
depressive symptomatology, anxiety levels, overall
functioning, and a key biological marker. Each of the
four panels serves as a clinical vignette, illustrating a
significant and positive shift from the patient's state at
admission to her improved condition at discharge and
follow-up. The data collectively validates the
hypothesis that a holistic, integrated approach can

yield substantial and measurable improvements in
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complex psychiatric cases. Panel 1: BDI-II Score
(Depression) The first panel tracks the core affective
component of the patient's illness using the Beck
Depression Inventory-II (BDI-II), a gold-standard
measure of depressive symptom severity. The patient's
admission score of 32 places her squarely in the severe
range of depression, reflecting the profound sadness,
anhedonia, and feelings of worthlessness she
reported. This score represents a state of immense
psychological pain and functional collapse. The
transition to a score of 18 at discharge marks a
clinically significant improvement of 14 points. This
change signifies a substantial reduction in her
subjective suffering. While a score of 18 is still within
the moderate range, indicating that the therapeutic
work is ongoing, the shift out of the severe category
represents a crucial step toward remission. It reflects
the successful initial impact of the combined biological
and psychological interventions in alleviating the most
debilitating symptoms and restoring a foundational
level of emotional stability. Panel 2: BAI Score
(Anxiety) The second panel quantifies the patient's
anxiety levels using the Beck Anxiety Inventory (BAI).
The admission score of 49 is exceptionally high, falling
within the severe range and indicating a state of
profound physiological and psychological distress,
consistent with the neurobiological hyperarousal
associated with both trauma and an untreated
endocrine disorder. The dramatic reduction to a score
of 25 at discharge, an improvement of 24 points, is
perhaps the most striking change. This demonstrates
the powerful, synergistic effect of the treatment plan.
The correction of her hypothyroidism, the calming
effect of Clobazam, and the introduction of mind-body
regulation techniques all contributed to down-
regulating her sensitized nervous system. This
significant decrease in anxiety was a prerequisite for
her to engage meaningfully in psychotherapy, as it
created the psychological space necessary for
reflection and cognitive restructuring. Panel 3: GAF
Score (Functioning) The third panel provides a global
assessment of the patient's overall ability to navigate

life, using the Global Assessment of Functioning (GAF)

scale. Her admission score of 40 denotes major
impairment in social and occupational functioning.
This is not merely a subjective feeling of sadness; it is
a quantifiable representation of her inability to
perform basic life roles—to work, to engage with her
family, to care for herself. The improvement to a score
of 60 at discharge represents a critical functional
milestone. A score in this range indicates the presence
of moderate symptoms but signifies that the patient
has moved from a state of incapacitation to one of
moderate difficulty. She is no longer bedridden but is
beginning to re-engage with her life and
responsibilities. This 20-point increase is a powerful
testament to the real-world impact of the integrated
treatment, reflecting a restoration of agency and
capacity. Panel 4: TSH Level (Thyroid Function) The
final panel provides the key biological anchor for the
entire case. The admission Thyroid-Stimulating
Hormone (TSH) level of >100 uIlU/mL is a dramatic and
unequivocal indicator of severe, uncontrolled
hypothyroidism. This single data point provides a
compelling physiological explanation for many of her
most  profound symptoms, particularly the
overwhelming fatigue and cognitive slowing. The
follow-up level of 15.2 pIlU/mL, while not yet in the
optimal therapeutic range, represents a significant
and rapid improvement toward a euthyroid state. This
normalization of her HPT axis function correlates
directly with the observed improvements in her mood,
anxiety, and overall energy levels. It serves as a
powerful biological validation of the clinical strategy,
demonstrating that by treating the underlying medical
condition, the team was able to fundamentally alter
the neurochemical landscape of her brain, making all
other psychological and social interventions vastly

more effective.

3. Discussion

This case report offers a detailed methodological
roadmap for navigating the diagnostic and therapeutic
complexities of severe depression. The successful
outcome was not predicated on a single intervention,

but on a systematic process of inquiry and a multi-
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layered, integrated treatment plan that directly
addressed the profound interplay between the
patient's  biological, psychological, and social
realities.!! Figure 6 provides a comprehensive and
elegant visual synthesis of the core thesis of this case
study: that the patient's severe depressive episode was
not the result of a single insult, but rather the final
common pathway of three distinct, yet synergistic,
pathogenic  streams. This schematic model
deconstructs the complexity of the case into a clear,
linear progression, moving from Clinical Finding to

Pathophysiological Impact, and finally to Symptom

Contribution. By illustrating how developmental,
biological, and social factors converge, the figure
provides a powerful conceptual framework for
understanding the cumulative nature of allostatic load
and the profound importance of an integrated
diagnostic approach. It serves as a visual argument
against diagnostic overshadowing, demonstrating that
each pathway is a necessary component of the overall
clinical picture, and that to ignore any one of them is
to fundamentally misunderstand the patient's

suffering. 12

Outcome and Follow-up

Quantifiable improvements in key clinical metrics from admission to follow-up.

© BDI-ll Score (Depression)

32 _, 18

Admission Discharge

Improvement: -14 points

= GAF Score (Functioning)

40 _, 60

Admission Discharge

Improvement: +20 points

& BAI Score (Anxiety)

49 _, 25

Admission Discharge

Improvement: -24 points

[%  TSH Level (plU/mL)

>100 _, 15.2

Admission Follow-up

Significant Improvement

Figure 5. Outcome and follow-up.

The top row of the figure delineates the first and
most foundational pathogenic stream, originating in
the patient's early life. Clinical Finding: The starting
point is the objective finding of Developmental

Trauma, quantified by an Adverse Childhood

Experiences (ACEs) score of four or greater.13 This is
not an abstract concept but a concrete clinical data
point derived from the patient's history of parental
divorce, exposure to domestic violence, and paternal

abandonment. These events constitute a profound
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disruption of the developmental environment, creating
a cascade of neurobiological consequences.
Pathophysiological Impact: The model illustrates that
the primary consequence of this early trauma is HPA
Axis Dysregulation. Chronic exposure to stress during
critical neurodevelopmental windows leads to a
persistent sensitization of the body's central stress-
response system.!4 This results in long-term
structural and functional changes in key brain regions
integral to emotional regulation, memory, and threat
perception, most notably the amygdala and the
hippocampus. The brain, in essence, becomes wired
for a state of high alert, creating a pro-inflammatory
and neurotoxic internal environment. Symptom
Contribution: The final step in this pathway is the
establishment of a Latent Vulnerability. This is a
crucial concept, as it reframes the patient's condition
not as a sign of inherent weakness, but as a
predictable neurobiological consequence of her
experiences.!5 This vulnerability manifests as a
predisposition to emotional dysregulation (difficulty
managing intense feelings), a persistent negative
cognitive bias (a tendency to interpret ambiguous
situations negatively), and a heightened sensitivity to
interpersonal rejection, which directly informs her
reactions to later life stressors. The middle row of the
figure details the potent biological stream that was
acting directly upon the patient's brain and body.
Clinical Finding: The anchor for this pathway is the
stark laboratory finding of Severe Hypothyroidism
(TSH >100), compounded by comorbid metabolic
syndrome. This finding is critical as it represents a
severe, uncontrolled, and previously misidentified
systemic medical illness that has profound psychiatric
implications. Pathophysiological Impact: The model
accurately depicts the impact of this endocrine failure
as a profound Neurotransmitter Disruption. Thyroid
hormones are essential for the synthesis, release, and
regulation of key monoamines, including serotonin
and norepinephrine. A severe hypothyroid state
creates a pro-depressive neurochemical environment
by impairing the function of these critical systems.

Furthermore, it reduces levels of brain-derived

neurotrophic factor (BDNF), a molecule vital for
neuronal health and plasticity, further compromising
the brain's resilience. Symptom Contribution: The
clinical consequence is that the hypothyroidism acts
as a Direct Biological Driver of many of the patient's
most debilitating symptoms. The profound fatigue,
psychomotor retardation, and cognitive "brain fog" she
experienced are not just correlated with her
depression; they are, in large part, the direct
neuropsychiatric manifestations of her untreated
endocrine disorder. The bottom row illustrates the
acute, precipitating stream that pushed the patient's
already vulnerable system into a state of collapse.
Clinical Finding: The specific finding is Acute Marital
Distress, characterized by recurrent spousal infidelity
and ongoing verbal abuse. This is identified as the
primary trigger for her most recent relapse.
Pathophysiological Impact: From a psychological
perspective, this is framed as an Attachment Rupture.
For an individual with a history of abandonment
trauma, spousal infidelity is not merely a relationship
problem; it is a profound re-traumatization that
reactivates core fears of worthlessness and
abandonment. This traumatic stressor overwhelms
her already depleted psychological resources and
compromised coping mechanisms, leading to a state
of acute psychic crisis. Symptom Contribution: This
marital distress, therefore, functions as a Potent
Trigger. It precipitates a catastrophic collapse of her
affective and functional stability, transforming her
latent vulnerability and chronic biological distress into
the full-blown clinical syndrome of a severe depressive
episode. The three distinct streams converge at the
end of the figure into a single, devastating outcome:
Major Depressive Disorder. This final box is not simply
a diagnosis but a conceptual synthesis. It represents
the clinical manifestation of the cumulative allostatic
load—the "wear and tear" on the body and brain
resulting from the chronic and acute stress of these
interacting factors. The patient's severe depression is
thus reframed as the logical, predictable, and final
common pathway for an individual whose biological,

psychological, and social systems were
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simultaneously under overwhelming assault. This
model makes a compelling case for the necessity of a
therapeutic approach that is as integrated and

multifaceted as the illness itself, requiring concurrent

interventions to correct the biological substrate, heal
the psychological wounds, and address the ongoing

social stressors.16

Case Findings and Related Pathophysiology

A model linking clinical findings to their pathophysiological impact and resulting symptoms.

CLINICAL FINDING
Developmental Trauma (ACEs = 4)

Parental divorce, exposure to domestic violence,
paternal abandonment.

CLINICAL FINDING
Severe Hypothyroidism (TSH >100)

Uncontrolled and misidentified endocrine disorder,
plus comorbid metabolic syndrome.

CLINICAL FINDING
Acute Marital Distress

Recurrent spousal infidelity and ongoing verbal
abuse, triggering relapse.

+

PATHOPHYSIOLOGICAL IMPACT
HPA Axis Dysregulation

Chronic sensitization of stress-response systems,
leading to altered brain structure and function
(amygdala, hippocampus).

PATHOPHYSIOLOGICAL IMPACT
Neurotransmitter Disruption

Impaired function of serotonin and norepinephrine
systems; reduced neuroplasticity (BDNF), creating
a pro-depressive neurochemical environment.

PATHOPHYSIOLOGICAL IMPACT
Attachment Rupture

A traumatic stressor that reactivates underlying
trauma schemas and overwhelms already depleted
psychological resources and coping mechanisms.

—

SYMPTOM CONTRIBUTION
Latent Vulnerability

Creates a predisposition for emotional
dysregulation, negative cognitive bias, and
heightened sensitivity to interpersonal rejection.

SYMPTOM CONTRIBUTION
Direct Biological Driver

Directly causes severe somatic symptoms (fatigue,
psychomotor retardation) and cognitive symptoms
("brain fog," poor concentration).

SYMPTOM CONTRIBUTION
Potent Trigger

Precipitates an acute collapse of affective and
functional stability, leading to the severe
depressive episode.

FINAL COMMON PATHWAY: Major Depressive Disorder

o The clinical manifestation resulting from the cumulative allostatic load of these interacting factors.

Figure 6. Case findings and related pathophysiology.

This case provides a powerful clinical illustration of
the feedback loop between the endocrine system and
psychological distress. The discussion must move
beyond  the unidirectional statement that
"hypothyroidism causes depression." The patient’s
severe hypothyroidism was undoubtedly a primary
driver of her somatic and cognitive symptoms.
However, the concept of allostatic load suggests a
more complex, bidirectional relationship. It is highly
plausible that the chronic, unremitting stress from her

developmental trauma and decades of marital distress

led to a sustained activation of her HPA axis. Chronic
HPA axis dysregulation is known to have downstream
effects on the HPT axis, potentially suppressing its
function and possibly contributing to the autoimmune
processes (like Hashimoto's thyroiditis) that are the
most common cause of hypothyroidism.!7 Conversely,
the profound fatigue, anhedonia, and cognitive
slowing ("brain fog") caused by her severe
hypothyroidism would have critically depleted her
psychological resources. This biological state would

have made it exponentially more difficult for her to
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engage in effective problem-solving, regulate her
emotions, or challenge the negative cognitions
triggered by her Thusband’s infidelity. Her
hypothyroidism thus rendered her exquisitely
vulnerable to the psychological impact of the marital
stress. This creates a true "nexus": the psychological
stress exacerbated the biological vulnerability, and the
biological illness stripped her of the capacity to cope
with the psychological stress. This feedback loop is the
engine of complex, treatment-resistant depression,
and breaking it required a concurrent, two-pronged
attack: biological  repair through  hormone
replacement and psychological support through
therapy.18

The psychodynamic insights from this case are
crucial for a complete understanding. The patient's
traumatic loss of her father at age four did not remain
a static event in the past; it became an active,
organizing principle in her subsequent relational life.
Her experience created an internal working model of
attachment, a "schema," in which primary male
figures are unreliable and relationships are destined
for abandonment and betrayal. Her poignant
statement that she sought a husband to "replace her
father" is a clear, if unconscious, articulation of this.
This trauma-driven schema helps explain the tragic
paradox of her 29-year marriage: why a person would
remain in a relationship that is a constant source of
pain. From an attachment perspective, the husband's
infidelity was not just a new stressor; it was a
devastatingly familiar one. It was a painful
confirmation of her deepest, trauma-driven fears
about her own lack of worth and the
untrustworthiness of men. The therapeutic task,
therefore, was not simply to help her cope with the
current crisis. It was to help her see the pattern, to
connect the emotional agony of the present with its
echoes from the past. The CBT intervention that
challenged her self-blame ("If I were a better wife...")
was effective precisely because it targeted the
intersection of the current event and this old, trauma-
based schema. By helping her reattribute the blame

for the infidelity to her husband's actions and the

blame for the divorce to her father's actions, the
therapy began to dismantle this lifelong, maladaptive
cognitive structure.19,20

The successful implementation of the bio-psycho-
social-spiritual model is not without its challenges.
This case provides several practical lessons. First,
effective communication between medical teams is
paramount. Daily huddles between the psychiatry and
internal medicine teams were essential to correlate the
patient’s psychiatric progress with her biological
stabilization. Second, adherence in a severely
depressed and hopeless patient is a major hurdle. The
key to overcoming this was not simply providing
instructions, but embedding them within a powerful
psychoeducational framework. By repeatedly linking
her fatigue to her TSH level, the team transformed
medication adherence from a chore into a tangible act
of self-care with a predictable benefit. Third, the
decision to involve the family required careful clinical
judgment. In this case, involving the husband would
have been counter-therapeutic and unsafe. Instead,
involving the eldest child as a supportive ally
strengthened the patient's social safety net. These
methodological reflections highlight that integrated
care is an active, relational process, not just a passive
combination of different treatments. Finally, this case
underscores that the therapeutic alliance is the soil in
which all other interventions take root. In a cross-
cultural context, this alliance is built on a foundation
of genuine respect for the patient's worldview. The
introduction of yoga and the affirmation of her
Christian faith were not "add-on" therapies; they were
essential tools for building trust. By demonstrating an
understanding that her suffering was not just in her
"mind" but in her "heart" and "spirit," the clinical team
communicated a profound sense of validation. This
allowed them to move beyond the role of detached
experts and become trusted partners in her journey.
This is the art of medicine: to deliver evidence-based
interventions in a manner that is deeply attuned to the
unique cultural and spiritual identity of the person we

are privileged to treat.
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4. Conclusion

This case of severe, recurrent Major Depressive
Disorder serves as a powerful clinical reminder that
for patients with complex, multi-domain
presentations, the clinician's most powerful tool is not
a single medication or therapy, but a relentless clinical
curiosity and a commitment to a formulation that
honors the indivisible link between a person's biology,
their life story, and their social world. The patient’s
suffering was an emergent property of a system in
crisis, a nexus where endocrine dysregulation,
developmental trauma, and interpersonal distress
converged with devastating force. The successful
outcome was therefore contingent on a therapeutic
strategy that was as integrated and multifaceted as
the illness itself. By systematically investigating each
domain, the clinical team was able to avoid the
common pitfall of diagnostic overshadowing and craft
a treatment plan that concurrently stabilized her
biology, honored her psychological history, addressed
her social reality, and engaged her spiritual resources.
This case ultimately argues that our most effective
clinical practice is one that mirrors the complexity of
the human experience, finding healing not in a single
modality, but at the nexus where medicine,
psychology, and a deep respect for the human spirit
converge. It calls for a clinical practice that is as
integrated and multifaceted as the human suffering it

seeks to alleviate.
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