Clinical Diagnosis and Management
of PTSD & Complex PTSD

Diagnostic // Neurobiological | \— A // Treatment
Evolution Mechanisms . | Sequencing

DSM-5 vs. ICD-11 N \ | Circuitry & HPA Axis | | Pharmacological &

. . Psychological clinical
paradigms B dysfunction pathways

March 2026 Clinical Review | Estimated 15-minute comprehensive read.
&1 NotebookLM



Epidemiology and the

Developmental Trauma Landscape
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Epidemiology
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Developmental Distinctions

(intrusions/avoidance)

Adult PTSD Childhood PTSD
| |
1 |
Manifests via explicit ’ “@=  Manifests via behavioral
verbal reporting @ { .®, reenactment and

oppositional behavior

(LJ Features abstract
. threat interpretation
. ("I will lose control”)  +°

Features concrete
understanding
("Loud noises mean
danger”)

Typically follows

discrete events (overlay ag (ot
on completed brain o

development)

Frequently involves
chronic/relational

) trauma; interrupts v -.

neurodevelopment
(PFC, hippocampus)

Yields 60-80%
E remission with trauma- Q
focused therapy.

Requires gradual
stabilization before

. processing.
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The Standard Diagnostic Framework under DSM-5

Direct, witnessing,
or learning of
violent/unexpected
death (excluding
media exposure).
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Arousal /
Reactivity

Avoidance Negative

Alterations

271 symptom 21 symptom =2 symptoms 22 symptoms
(involuntary (avoidance of (distorted (hypervigilance,
memories, trauma-related blame, exaggerated
flashbacks, thoughts or detachment, startle,
physiological  external stimuli). anhedonia). irritability).

reactivity).
+

”

Symptoms

Crucial

Diagnostic N

(Gates

“I

must persist for

-

=1 month.

Clinically
significant
functional

impairment.
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The ICD-11 Paradigm Shift: Defining Complex PTSD

Disturbances in Self-Organization

Affect Dysreqgulation

Difficulty modulating emotional

responses, oscillating between

extreme numbing and
hyperreactivity.
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Negative Self-Perception

Persistent, generalized feelings of
diminishment, extreme shame,
and self-blame for the trauma.
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Core PTSD Clusters

Re-experiencing,
.Q'u'ﬂlﬂﬂnfer
Hypervigllance.

Etiological Trigger: Usually stems from prolonged,
repetitive, or developmental trauma (interpersonal/betrayal).

Disturbances in Relationships

Severe difficulty trusting others,
cyclical social withdrawal, or
revictimization patterns.
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Clinical Phenotypes Dictate
Trauma Presentation

Externalizing
(Hyperarousal)

Driven by sympathetic nervous
system dysregulation.
Characterized by prominent
irritability, aggression, elevated
startle response, and
behavioral dyscontrol.

Internalizing
(Numbing)

Driven by parasympathetic
dominance. Characterized by
peritraumatic or chronic
dissociation, severe emotional
blunting, and heavy avoidance,
often with reduced overt
intrusive symptoms.
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Dysphoric
(Complex)

Characterized by prominent
depression, profound
anhedonia, deeply negative
cognitions, self-directed
aggression, and identity
disturbance.
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System Failure:

The Amygdala-mPFC-Hippocampus Triad ||| |

5

Initiates rapid threat signals.
Heightened threat detection is

The Brakes maintained due to weak top-
down control.

(MPFC - Hypoactive)

Medial prefrontal cortex fails to 199 = :
provide top-down inhibition, —_— The Engine

Hie resulting in poor threat extinction 5 O (Amygdala - Hyperactive) 1e
and failed emotional regulation. IR EEE

Secondary Node Dysfunctions:

+ Insula hyperactivity (enhanced
interoceptive threat attribution)

Frequently reduced in volume. Fails at
context binding and episodic memory, )
leading to threat overgeneralization. The Context Filter

(Hippocampus - Dysfunctional)

« Anterior Cingulate Cortex (ACC)
dysregulation (failed error monitoring)
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Autonomic and Endocrine Alterations: | i
The Hypocortisolemia Phenotype |

Q — —0

Cortisol Awakening Response
High -
= 1, Healthy CAR (Standard) o=
-« 2. PTSD Phenotype * ——
8 Hvbocortisclemia Adrenal Glands =~ /] \
(Hyp ) l (Cortisol) /-
E - L o N
=
e
=
8 i Blunted awakening cortisol levels. Elevated
Glucocorticoid Receptor (GR) sensitivity. Paradoxical
hypo-responsiveness to acute, new stressors.
] D R e S S e e
I I | 1 i I |
0 15 30 45 60 90 120 The system loses its negative feedback loop.
: . : This results in poor stress recovery and sustained,
Time after waking (minutes) exhausting threat vigilance across the body.
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The Trauma Matrix:
Vulnerability and Environment

Post-Traumatic

s E N ' . & )
@%—9 * Developmental history: Early | % * Interpersonal intentional QQ * Immediate social validation
adversity increases risk 3-5x | harm carries 2-3x greater risk Qﬁﬁﬂ and support heavily reduce
| than accidents. symptom chronicity.
% * Genetic/Biological: Family |
history, female sex increases 4 ~¢) - Betrayal trauma, cumulative _ | & .03 - Long-term systemic
risk 2-3x “  burden (poly-victimization), R stressors, minority stress
and peritraumatic dissociation (e.g., LGBTQ+ or racial
@ « Cognitive: Pre-existing act as massive risk trauma),and
anxiety/mood disorders | multipliers. structural marginalization
T rraEEe o | perpetuate the disorder.
N 2 N .
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First-Line Pharmacotherapy: Baseline Management

O

Sertraline (Zoloft) &

Mechanism & Efficacy

SSRI. Strong efficacy
(FDA-approved, 25-35%
response).

Key Adverse Effects

Sexual dysfunction,
weight gain.

Clinical Dosing Notes

50mg start, 150-200mg
target. Most studied.

Paroxetine (Paxil) 2

SSRI. Strong efficacy
(FDA-approved, 30-40%
response).

Anticholinergic burden.

20-50mg daily; difficult
taper due to short half-life.

Venlafaxine (Effexor)

SNRI. Strong evidence,
matches SSRls.

Hypertension
(>225mg).

Preferred for severe
anhedonia/numbing.
Monitor BP; max ~300mg.

Fluoxetine (Prozac)

SSRI. Good evidence.

Activation, insomnia.

20-40mg daily. Long
elimination half-life is
beneficial for poor
medication adherence.
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Phenotype Targeting and
Pharmacological Pitfalls

Symptom - Target Mapping

Intrusions /

Nightmares

(I'-

Hyperarousal

Numbing /

\

Augment with Prazosin (0.5-16mg nightly,
alpha-1 blockade) or Topiramate.

N

a

Anhedonia

\

Add Propranolol (40-120mg divided) to
suppress autonomic hyperactivity.

y

A

Prioritize Venlafaxine or augment with
Mirtazapine (15-30mg nightly).

l,
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Clinical Pitfalls A

4 b

The Benzodiazepine Trap A

No efficacy for core symptoms,
high abuse liability in trauma
populations. Avoid entirely or
taper within 2-4 weeks.
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Antipsychotic Overuse A

Metabolic burden usually
outweighs symptom reduction;
restrict to psychotic features.

M v

'
Premature Discontinuation A

A valid medication trial requires
>12 weeks at therapeutic doses

before assessing non-response.
L i
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Emerging Frontiers in Pharmacotherapy

O
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MDMA-Assisted
Therapy

Phase 3 trials show
exceptional 71% remission
rates. Mechanism involves

artificially increasing

amygdala-prefrontal
coupling to allow fear-free
trauma processing.

L]

Cannabinoid
Modulation

Preclinical evidence
demonstrates

s

enhancement of fear

(FDA Breakthrough Therapy).

extinction pathways.
Significant regulatory
barriers currently prevent
4 clinical
recommendation.

Neuropeptide
Targeting

PACAP/PACT antagonists
are showing promise in

early-phase trials.
Neuropeptide Y is being
investigated for resilience
enhancement.
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The Evidence-Based Psychotherapy Toolkit

TF-CBT (Trauma-Focused CBT)

- © Mechanism: Integrated exposure + cognitive

N

- restructuring.

-o Profile: The gold standard. Best for complex

presentations, youth, and multiple traumas (12-16
weeks).

PE (Prolonged Exposure)

» Mechanism: Extinction learning via repeated,
|. controlled imaginal exposure.

My

» Profile: Best for single-incident trauma and highly
motivated patients. 53% remission rate (8-15 weeks).

CPT (Cognitive Processing Therapy)

o Mechanism: |dentification and modification of
- maladaptive trauma beliefs ("stuck points”).

—e Profile: Best for quilt/shame-dominant and

dysphoric presentations (12 weeks).

EMDR / NET

© EMDR Mechanism: Bilateral stimulation for adaptive
- | processing; best for dissociative or verbal-resistant
“ patients.

—o NET Mechanism: Autobiographical narrative
integration; designed specifically for organized
L violence, refugees, and cPTSD.
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Clinical Pathway: Treatment Sequencing Algorithm

Phase 1: Stabilization

|
=

Establish safety planning and affect regulation skills.

=y
st

O
Initiate baseline SSRI/SNRI. O
Crucial: Do not process trauma until autonomic
L stability is achieved. )

( Phase 2: Trauma Processing ) The Optimization Loop (If Non-Response)
Initiate TF-CBT, PE, CPT, or EMDR. 1. Reassess diagnosis/comorbidity.
O Must maintain for 12+ weeks at adequate intensity. <‘H"_' 2. Verify treatment fidelity (correct dose/protocol).
Combined with optimized pharmacotherapy. 3. Augment medication (target phenotypes).
L _4 4. Switch therapy modality.
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Phase 3: Consolidation ’/ O
Booster sessions and relapse prevention. O—i

i
e

Maintain medications for 12+ months
post-remission before gradual taper.
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Executive Summary & Clinical Practice Takeaways

Recognize Complexity

Differentiate standard PTSD from
cPTSD; complex developmental
trauma requires specialized
sequencing.
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Therapy is Primary

Trauma-focused psychotherapy
(TF-CBT, PE) remains the gold
standard; combined approaches
outperform monotherapy.
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Target the Phenotype

Treat specific symptom clusters
(Externalizing vs Internalizing) rather
than just the categorical label.

l

Sequence Safely

Always achieve systemic
stabilization and affect regulation
before initiating deep trauma

processing.
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First-Line Pharm
R
SSRI/SNRI are foundational. Avoid
benzodiazepines entirely due to
abuse liability and lack of core
symptom efficacy.

-

Commit to Duration

Allow adequate trial duration—at

least 12 weeks for both medications

and psychotherapies—before
abandoning the protocol.
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