MALDEK
STUDY SHEET - CLINICAL REASONING

Anxiety Disorder

Anxiety disorder—name which type it is first, because each type responds best to a
different treatment.

THE ONE-LINE TRUTH

Anxiety disorders (generalized anxiety disorder, panic disorder, social anxiety disorder,
agoraphobia, specific phobia) all cause too much fear and avoidance, but each one has
different triggers, different time patterns, and different first-line treatments proven to
work.

The chain — how it unfolds

1. Amygdala overactivity or prefrontal-cortex underactivity keeps the threat-detection system
locked in the 'on' position even when no real danger is present. — why: The amygdala (the
brain's alarm center deep in the middle of your brain) fires as if a predator is in the room—
it floods the body with adrenaline (which makes the heart race, muscles tense, and
breathing quicken) and cortisol (which raises blood sugar and blood pressure to fuel a fight-
or-flight response). The prefrontal cortex (the front part of the brain behind your forehead
that pumps the brakes on big feelings), which normally evaluates the situation and sends
the 'all clear, calm down' signal, is not active enough to override the amygdala, so the alarm
keeps ringing and the body stays in high alert. This mismatch—{feeling terror and physical
danger signals when sitting safely at home or work—is the core of every anxiety disorder.

2. Persistent hyperarousal (a state where the sympathetic nervous system stays switched on,
keeping heart rate, blood pressure, muscle tension, and alertness high) makes every minute
exhausting and unbearable. — why: Because the alarm never shuts off, the patient
experiences chest tightness (the muscles between the ribs and the diaphragm stay
contracted), shortness of breath or feeling like they cannot get enough air (from rapid
shallow breathing or hyperventilation, which drops carbon dioxide in the blood and causes
dizziness and tingling), heart pounding or racing (often 100 to 120 beats per minute at rest
when it should be 60 to 80), sweating, trembling, nausea, and crushing fatigue (because
running the stress response 24/7 drains energy reserves). These are not separate diseases
—they are the cardiovascular, respiratory, and musculoskeletal systems responding to
sustained adrenaline and cortisol as if the body were sprinting from danger all day long.
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3. The patient starts avoiding triggers—places, people, activities, or situations that set off the
alarm—Dbecause avoidance provides immediate relief from the unbearable physical and
emotional distress. — why: Avoidance works instantly: if you fear crowds and you stay
home, your heart rate drops, the chest tightness eases, and the terror fades within minutes.
The brain learns 'staying home equals safety' and 'going into crowds equals danger,' which
reinforces the false belief that crowds are truly dangerous (even though nothing bad
actually happened there). This is negative reinforcement—the behavior (avoidance) is
strengthened because it removes an unpleasant feeling (anxiety)—and it is one of the most
powerful learning mechanisms in the brain, which is why avoidance becomes automatic and
harder to break the longer it continues.

4. Avoidance spreads and the patient's world shrinks—they stop going to work, seeing friends,
driving, shopping, or leaving home—until their functional capacity collapses. — why: The
more situations a patient avoids, the more situations become triggers, because the brain
never gets the chance to learn that those situations are actually safe (extinction learning
cannot occur without exposure). The safe zone narrows: first they avoid highways, then all
driving, then buses, then walking outside alone, until the only safe place is home (or one
room in the home, or only when one specific person is present). This functional impairment
—inability to work, maintain relationships, or perform daily activities like grocery shopping
or attending medical appointments—is the hallmark that transforms symptoms into a
disorder per DSM-5-TR criteria, which require that symptoms cause clinically significant
distress or impairment in social, occupational, or other important areas of functioning.

5. Social isolation, loss of income, and loss of identity and purpose create a cascade of
secondary consequences: depression, substance use, and suicidal ideation emerge as the
patient loses hope and sees no way out. — why: Chronic anxiety and avoidance deplete
serotonin (a brain messenger that steadies mood and sleep) and dopamine (a brain
messenger that fuels motivation and the sense of reward), which leads to comorbid major
depressive disorder in 60 to 70% of patients with anxiety disorders (per epidemiologic
studies including the National Comorbidity Survey Replication). Depression adds
hopelessness, anhedonia (loss of pleasure in activities that used to bring joy), low energy,
and suicidal thoughts. Many patients self-medicate with alcohol (a central nervous system
depressant that temporarily reduces anxiety but causes rebound anxiety, disrupts sleep,
and leads to dependence) or benzodiazepines (which provide short-term relief but cause
tolerance, cognitive impairment, and severe withdrawal). The combination of untreated
anxiety, depression, social isolation, financial strain, and substance use raises suicide risk
substantially above the general population—lifetime suicide attempt rates in people with
anxiety disorders range from 10% to 20% depending on subtype and comorbidities,
compared to 3 to 5% in the general population (per WHO and CDC data).
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6. Physical health deteriorates from chronic stress and avoidance of medical care,
compounding disability and increasing mortality risk. — why: Sustained high cortisol (the
body's main stress hormone) and adrenaline levels damage the cardiovascular system over
years: blood pressure stays elevated (contributing to high blood pressure (hypertension)),
blood vessels become stiff and prone to atherosclerosis (plaque buildup narrowing arteries),
and the heart works harder, increasing risk of heart attack (myocardial infarction) (heart
attack, when a clot blocks blood flow to the heart muscle) and stroke (when a clot blocks
blood flow to the brain). Chronic stress also impairs immune function (via cortisol's
suppression of the body's infection-fighting responses), worsens metabolic health (insulin
resistance, weight gain, type 2 diabetes), and disrupts sleep (leading to insomnia, which
worsens anxiety and depression in a vicious cycle). Patients with severe agoraphobia or
social anxiety avoid medical appointments, skip cancer screenings, delay treatment for
acute illness, and have worse outcomes for chronic diseases like diabetes and heart disease
because they cannot access care—avoidance of healthcare settings is a direct contributor to
excess mortality in this population.

7. Without evidence-based treatment—cognitive-behavioral therapy (CBT, which uses
exposure to extinguish conditioned fear and cognitive restructuring to challenge
catastrophic thoughts) or pharmacotherapy (SSRIs or SNRIs, which restore serotonin
signaling and reduce amygdala hyperactivity over 4 to 6 weeks)—anxiety disorders typically
follow a chronic relapsing course, with most patients remaining impaired for years or
decades. — why: Anxiety disorders do not resolve spontaneously in most cases. Naturalistic
follow-up studies show that without treatment, only 20 to 30% of patients experience full
remission over 10 years, and relapse rates are high even in those who improve. Avoidance
and maladaptive cognitions become deeply ingrained through repetition (every time you
avoid and feel relief, the neural pathway linking 'trigger leads to danger' and 'avoidance
leads to safety' strengthens), making spontaneous recovery unlikely. However, both CBT
and SSRIs or SNRIs are highly effective: meta-analyses show 50 to 60% response rates
(defined as 50% or greater symptom reduction) with either modality, and combination
therapy (CBT plus medication) achieves even higher rates in moderate to severe cases.
Early intervention prevents the progression to severe functional impairment, comorbid
depression, and substance use—this is why identifying the subtype and starting first-line
treatment promptly is critical to changing the long-term trajectory and preventing years of
disability.
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Spot it — what you see, and why

* Excessive worry that is hard to control, happening more days than not for at least 6 months
(generalized anxiety disorder): The amygdala (the brain's alarm center that flags danger)
stays overactive, and the prefrontal cortex (the front part of the brain that pumps the
brakes on fear) cannot calm it down. This keeps the brain stuck in threat-scanning mode,
looping through ‘what if' thoughts about health, money, work, or family. Worry becomes the
default setting because the alarm never turns off.

* Sudden panic attacks that peak in under 10 minutes, with chest pain, racing heart, trouble
breathing, dizziness, and fear of dying: The amygdala fires a false alarm and dumps
adrenaline (a hormone that speeds up the body), triggering the sympathetic nervous system
(the part that revs you up for danger). Your heart races, blood vessels squeeze tight (raising
blood pressure), fast breathing blows off too much carbon dioxide (causing tingling and
dizziness), and chest muscles clench. It feels exactly like a heart attack even though the
heart is fine.

* Intense fear in social situations where others might judge you—Ilike speaking in public,
eating in front of people, or being watched (social anxiety disorder): The amygdala treats
social attention as a threat, reading neutral faces as critical. This launches the same
adrenaline flood as real danger, causing blushing, shaking, sweating, and a pounding heart
whenever you feel observed. The brain mistakes social evaluation for actual danger.

* Avoiding places where you feel trapped or unable to escape—buses, crowds, malls, open
spaces, or leaving home alone (agoraphobia): Past panic attacks in those places teach the
brain to link the location with danger. Avoiding the place prevents panic (a reward called
negative reinforcement), so the brain never learns the place is actually safe. Over time, fear
spreads to more and more settings.

* Extreme fear of one specific thing—heights, needles, flying, animals, or blood (specific
phobia): The amygdala stores a fear memory linking the trigger to danger (either learned
from a bad experience or built in by evolution). Seeing or even thinking about the phobic
object fires the full fight-or-flight response—adrenaline, racing heart, urge to run—even
though the rational brain knows the fear is out of proportion.

* Restlessness, constant fatigue, trouble focusing, irritability, tight muscles, or broken sleep:
Weeks of high adrenaline and cortisol (the body's main stress hormone) wear the body out.
Muscles stay clenched (causing aches and tremor), the mind cannot focus because it is
always scanning for threats, and sleep stays shallow because the nervous system cannot
switch into the calm rest-and-digest mode needed for deep rest.
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Red flags — act now

* Suicidal thoughts or a plan to harm yourself—screen at every visit; risk jumps when

depression and substance use are also present

* New anxiety or panic starting after age 45—rule out overactive thyroid (hyperthyroidism),

irregular heartbeat (cardiac arrhythmia), adrenal tumor (pheochromocytoma), or side
effects from stimulants or steroids

* Substance use disorder or needing higher and higher doses of benzodiazepines—tolerance

and rebound anxiety signal dependence; safe taper or addiction treatment is required

 Total social withdrawal or inability to work—severe functional loss predicts worse outcomes

and may require intensive outpatient or inpatient psychiatric care

* Hallucinations or delusions (psychotic symptoms)—anxiety alone does not cause psychosis;

consider schizophrenia, bipolar disorder, or drug-induced psychosis

Treat it — in this order

1.

Cognitive-behavioral therapy (CBT) or exposure therapy — CBT retrains the brain's threat-
detection system by teaching patients to identify and challenge distorted thoughts
(cognitive restructuring) and face feared situations in controlled, gradual steps (exposure).
Repeated safe exposure without the feared outcome rewires neural circuits in the amygdala
and prefrontal cortex, reducing the false alarm response.

. Selective serotonin reuptake inhibitor (SSRI) such as sertraline or escitalopram — SSRIs

increase serotonin (a brain messenger that steadies mood and sleep) availability in brain
synapses (connections between nerve cells), which dampens overactivity in the amygdala
(brain's fear center) and prefrontal cortex (area that regulates emotion). This reduces the
frequency and intensity of anxiety and panic symptoms. Full effect takes 4-6 weeks.

. Serotonin-norepinephrine reuptake inhibitor (SNRI) such as venlafaxine or duloxetine —

SNRIs increase both serotonin (a brain messenger that steadies mood and sleep) and
norepinephrine (a brain messenger that regulates alertness and stress) in brain synapses,
which helps regulate the fear response and improves stress tolerance. They are especially
helpful in generalized anxiety disorder (GAD) when SSRIs are not effective or not tolerated.
Full effect takes 4-6 weeks.

. Benzodiazepine (such as lorazepam or alprazolam) only for acute panic or severe distress,

short-term use only — Benzodiazepines enhance GABA (gamma-aminobutyric acid, the
brain's main calming signal), which immediately suppresses the overactive threat-detection
circuits and stops the panic response within 15-30 minutes.
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5. Beta-blocker (such as propranolol) for physical symptoms of panic or performance anxiety
— Beta-blockers block beta-adrenergic receptors in the heart and blood vessels, preventing
adrenaline from increasing heart rate and causing tremor. This reduces the physical
symptoms of anxiety, making panic feel less intense and easier to control.

Your top priorities at the bedside

1. Screen for suicide risk at every visit using direct questions about thoughts of self-harm,
plans, and access to lethal means like guns or pills — why: Anxiety disorders double the risk
of suicide, especially when depression or substance use is also present; early identification
allows safety planning, removing lethal means, and psychiatric referral before a crisis
occurs

2. Teach the patient to recognize early warning signs of panic attacks—Ilike racing heart,
sweating, or dizziness—and use grounding techniques such as slow breathing (breathe in
for 4 counts, hold for 4, breathe out for 6) and naming 5 things they can see — why: Panic
attacks trigger the sympathetic nervous system (fight-or-flight response), raising heart rate
and breathing rate; slow breathing activates the parasympathetic nervous system (rest-and-
digest), which lowers heart rate and stops the panic cycle within minutes

3. Monitor for benzodiazepine misuse by counting pills, asking about dose increases, and
watching for signs of tolerance (needing more medicine for the same effect) or withdrawal
(shaking, sweating, seizures when doses are missed) — why: Benzodiazepines like
lorazepam and alprazolam bind to GABA receptors in the brain and cause physical
dependence within 2 to 4 weeks; suddenf&1E stopping can trigger life-threatening seizures,
so tapers must be slow and supervised
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