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ABSTRACT

There is an increased prevalence of psychiatric symptoms in dermatologic disorders. However, these are often
underrecognized and undertreated contributing to suboptimal adherence and therapeutic outcomes. A working
knowledge of psychotropic medications and their use in dermatology is essential for comprehensive management

of psychodermatological conditions. The present review provides a framework for use of psychotropic agents in
dermatological settings and is intended to serve as a ready reckoner for the dermatologist. We initially review the
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INTRODUCTION
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A bidirectional relationship exists between psychiatric disorders and general medical explanations.
Increased prevalence of psychiatric disorders has been noted in chronic medical conditions
while patients with severe mental illness have increased rates of medical comorbidity compared
DOI to the general population. On a similar note, 25-30% of patients with chronic dermatological
10.25259/CSDM_60_2021 disorders concurrently have psychiatric comorbidities often influencing treatment outcomes.!
More specifically, psychological factors have been postulated to play a major role in the genesis
of a range of dermatological conditions such as psoriasis, acne, alopecia areata, atopic dermatitis,

E E vitiligo, and rosacea.?*

Several mechanisms may explain this link. Inflammation is a common substrate for the
development of dermatological conditions and is increasingly recognized as being relevant to
E',-. psychiatric conditions. There are complex physiological links between the skin and the brain.

Stress is known to activate the hypothalamopituitary axis resulting in increased production of
corticotropin-releasing hormones and glucocorticoids. These compounds play key roles in the
“brain-skin axis,” mediate interactions between stress response pathways and skin resulting in
skin changes such as perturbations in epidermal permeability which are related to severity of
manifestations in psoriasis.! Finally, the process of psychosocial adjustment and emotional
distress of contending with a cosmetically disfiguring or intensely symptomatic dermatologic
disorder can predispose to a secondary psychiatric condition such as major depression,”! panic
disorder, or social anxiety.!’! There is also a category called “psychophysiological disorders”
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wherein the dermatologic symptoms can fluctuate in
conformity with the mood and stress levels; well-known
examples of such conditions are psychogenic urticaria,
psoriasis, and acne.”¥

In this review, we examine the use of psychotropic
medications in patients with dermatologic disorders. Initially,
we start with general considerations and then move on to
discuss issues relevant to specific classes of psychotropic
agents such as antidepressants and antipsychotics. Finally, we
end with a discussion on adverse skin effects of psychotropic
medications. The objective of the review is to provide
evidence-based recommendations in selection and dosing
psychotropics in the management of skin conditions for
those working with such populations.

MATERIAL AND METHODS
Search strategy

Electronic search of MEDLINE through PubMed and
Google Scholar databases was carried out in September
2021 to look for relevant articles published over the past
30 years. The following keywords were used to search
PubMed: “Dermatology/Psycho-dermatology” AND
(“Antidepressants” OR  “Antipsychotics” OR  “Mood
stabilizers” OR “Anxiolytics”). We also searched the database
using “cutaneous adverse drug reactions (CADRs)” AND
“psychotropics” Searches were done independently by two
qualified psychiatrists. In addition, hand searches of reference
lists of included articles were done to identify relevant cross-
references.

Study selection

We screened the pool of generated articles initially based on
their titles, abstracts, and, subsequently, their full texts, if
necessary, to identify relevant studies. Since our aim was to
provide evidence-based recommendations, we also included
relevant systematic reviews and meta-analyses apart from
original papers. Only English language articles published
in peer reviewed journals were included in the study. Based
on these criteria, a total of 92 articles were included in the
present review. As this was not intended to be a systematic
review, we neither computed effect estimates nor performed
a quality assessment of included studies.

Data synthesis

Included studies were categorized under the following
major headings: General considerations when prescribing
psychotropic agents in dermatology, evidence for use of
various classes of psychotropic agents such as antidepressants,
mood stabilizers, antipsychotics, and anxiolytics in skin
disorders, and literature on adverse skin reactions to
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psychotropic agents. Accordingly, the review is structured
under these headings.

GENERAL CONSIDERATIONS IN PRESCRIBING
PSYCHOTROPIC AGENTS IN DERMATOLOGY

Situations in which a working knowledge of psychotropics
is required by a dermatologist include management of skin
conditions associated with psychiatric disorders (such
as pruritus in depression), management of psychiatric
conditions in skin disorders (such as depression in psoriasis),
and management of common adverse effects of psychotropic
agents such as the anti-cholinergic effects of antidepressants
and antipsychotics.™

When to start and when to stop psychotropics in dermatologic
settings are an important consideration as pointed out earlier.
In certain primary psychiatric conditions such as delusional
parasitosis, a dermatologist may be the only physician that the
patient agrees to visit as such patients typically lack insight
into their psychopathology and refuse psychiatry referral.”!
Therefore, it is important that a dermatologist is sufficiently
familiar with antipsychotics to prescribe them confidently
in such cases. Physicians can use explanations such as a
disorder with abnormal sensations which the antipsychotic
will control to convince patients to take the antipsychotic
medication. When stopping psychotropics, the general rule
to be followed is to taper them over several weeks to months
to pre-empt symptom relapse.

Diagnosis of major depression syndrome is an indication
to start antidepressant treatment. However, if the patient
is acutely suicidal or psychotic, then a prompt liaison must
be made with a psychiatrist. Selective serotonin reuptake
inhibitors (SSRIs) have supplanted tricyclic antidepressants
(TCAs) as the preferred agents when treating depression
because of their superior tolerability profile. Treatment
can be initiated with dosages in the therapeutic range.
A trial period of 4-6 weeks at adequate dosages must
elapse before a decision is made on non-response; this also
applies to antipsychotic treatment. The medication is usually
continued for 6-12 months among those who respond to
the medication."”? About a third of patients respond to the
first antidepressant trial; next steps would include non-
responders being tried on sequential monotherapy with other
antidepressant agents."!! Antidepressants and antipsychotics
are comparable in terms of efficacy and selection of agents
is usually based on adverse effect profiles and economic
considerations.['>!!

Certain drug interactions, mainly relating to changes in
functioning of hepatic microsomal enzymes, must be borne
in mind when coprescribing psychotropic and dermatologic
medications. Of these, the most important interactions
relate to those involving CYP2D6 and CYP3A4 isoenzymes.
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Many of the antidepressants belonging to the SSRI group
such as paroxetine and fluoxetine are potent inhibitors of
CYP2D6 isoenzyme,' thus, increasing the blood levels
of drugs that are metabolized by this enzyme. Examples
of CYP3A4 isoenzyme inhibitors among antidepressants
include fluoxetine, fluvoxamine, and sertraline!™™ while
agents that induce CYP3A4 include anticonvulsants such
as carbamazepine used primarily as a mood stabilizer
in psychiatry." The latter may induce metabolism of
corticosteroids and immunomodulators such as cyclosporine
used in the management of treatment-resistant psoriasis
and atopic eczema. Likewise, antifungal agents used in
dermatology such as ketoconazole and itraconazole are
potent inhibitors of CYP3A4 and may raise blood levels of
psychotropics such as carbamazepine and quetiapine which
are primarily metabolized by CYP3A4 pathway.!"”! Table 1
summarizes the general considerations involved in use of
different classes of psychotropic agents in dermatologic
settings.

USE OF ANTIDEPRESSANTS IN
DERMATOLOGY

Antidepressants are a group of medications that are beneficial
in the treatment of different types of psychodermatological
conditions, namely, primary psychiatric disorders (such as
delusional parasitosis), secondary psychiatric disorders, and
psychophysiological disorders; each of these is explained in
subsections below.!

Primary psychiatric disorders

These are conditions where there is an underlying primary
psychiatric disorder resulting in secondary cutaneous lesions
which are often self-induced. The first point of contact can
frequently be a dermatologist in these disorders due to the
prominent cutaneous manifestations.

Obsessive compulsive disorder (OCD)

OCD is a psychiatric disorder characterized by the presence
of obsessions and compulsions. They can develop obsessions
related to contamination and thereby frequent hand washing
as a form of compulsion which can result in skin lesions over
the palm when the symptoms become severe. SSRIs such as
fluoxetine and sertraline can be beneficial in such cases. In
certain cases, TCAs such as clomipramine are also used.

Trichotillomania (TTM)

This is a condition characterized by recurrent and difficult
to control urges to pull out body hair, especially from the
scalp and eyebrows. Chronic engagement in this behavior
can result in cutaneous manifestations. Severe forms of

the disorder can respond to SSRI, though the evidence is
mixed.["¥!

Skin picking disorder (SPD)

This is a disorder where there is repetitive compulsive
picking of the skin resulting in damage to it. This is also
conceptualized as a form of obsessive-compulsive spectrum
disorder and SSRIs have been found to be beneficial in
certain cases.!"”)

Body dysmorphic disorder (BDD)

Patients with BDD tend to be preoccupied with a perceived
flaw in their physical appearance which is a source of
significant anxiety for them. They may present first to
dermatologists due to lack of insight about the disorder.
Such people may require treatment with SSRIs in case of
inadequate response to first-line psychotherapy.

Secondary psychiatric disorders

These patients present with an underlying chronic
dermatological condition and can develop secondary psychiatric
conditions due to accompanying significant psychosocial
adversities such as disfigurement and decreased self-esteem.®!

Depressive disorders and anxiety disorders

Chronic dermatological conditions can lead to depressive
symptoms and anxiety symptoms in patients as a reactive
phenomenon to the chronic condition. In mild severity of
the condition, psychotherapies such as cognitive behavior
therapy may be beneficial.®! In severe cases, the patients
might benefit from antidepressant medication. Most
commonly, SSRIs are preferred due to their favorable adverse
effect profiles.

Psychophysiological disorders

The skin conditions which are either triggered or worsened
by stress are included under this category. Conditions such
as acne and hyperhidrosis have an established link with
stress. Other skin disorders including eczema, urticaria,
and psoriasis are also known to be worsened during
stress.??! Identification of stress as a triggering agent is of
utmost importance in the management of these conditions.
Management of such cases should include cognitive behavior
therapy and antidepressant medications such as SSRL."!

Anti-inflammatory property of antidepressant
medications

It has been postulated that systemic inflammation can
be central to the pathogenesis of depression in certain
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Table 1: General guidelines for using psychotropics in dermatology.

Class of
psychotropic
agent

When to start and stop

Antidepressants  Start when diagnosed with major
depression and waiting for psychiatry
referral

Taper and stop after sufficient period
of maintenance treatment following
response and remission of depression
Start when psychotic

symptoms (delusion and
hallucinations) are elicited

Taper and stop after use for minimum
possible period to prevent risk of
tardive dyskinesia

Start for patients diagnosed with
bipolar disorder. Decision to stop
treatment may need to be discussed
on a case-by-case basis with a
psychiatrist

Start for indications such as short
term (<4 weeks) relief of anxiety

in dermatological conditions. Use
minimum effective dose for shortest
period of time possible

Antipsychotics

Mood stabilizers

Antianxiety

SSRI: Selective serotonin reuptake inhibitor

Selection of agents

Based on adverse effect profile
and cost considerations

Based on adverse effect
profile (risk of extrapyramidal
symptoms)

Avoid lithium in pre-existing
psoriasis as it may exacerbate
the condition. In such cases,
prefer divalproex sodium or
carbamazepine

Selection of agents with long
half-life (e.g.: Clonazepam) may
avoid rebound symptoms. In
those with liver disease, prefer
lorazepam or oxazepam which
require minimal liver metabolism

Important drug interactions

SSRI such as paroxetine and fluvoxamine
can inhibit CYP2D6 and fluoxetine
inhibits CYP3A4. Blood levels of drugs
metabolized by these enzymes may

rise leading to increased risk of adverse
effects

Aripiprazole, quetiapine, ziprasidone,
risperidone, and haloperidol are
metabolized by CYP3A4. Their blood
levels may be raised by antifungals
such as ketoconazole which inhibit this
isoenzyme

Coadministration of lamotrigine

with divalproex sodium, both mood
stabilizers, can elevate the risk of skin
rash, a known side effect of lamotrigine

Avoid concurrent use of

triazolam (CYP3A4 substrate) along
with CYP3A4 inhibitors to avoid risk of
adverse effects

cases. Inflammatory conditions of the skin may have an
impact on the inflammatory process in the brain. The anti-
inflammatory properties of antidepressants may be useful
in the treatment of inflammatory conditions such as atopic
dermatitis, psoriasis, and chronic urticaria. However, further
research is required in this area.!

Management of pain

Antidepressant medications have been effective for the
treatment of pain caused by the dermatological conditions such
as hidradenitis suppurativa.? In addition to pain management,
these medications can also benefit the patients due to their
antidepressant and anxiolytic effects. The commonly used
medications include the serotonin norepinephrine reuptake
inhibitor (SNRI) group of antidepressants, namely, duloxetine
and venlafaxine along with the TCA amitriptyline. These drugs
are mainly effective in reducing neuropathic pain. Studies
have shown that amitriptyline is effective in reduction of pain
caused by post-herpetic neuralgia, peripheral neuropathy,
and mixed neuropathy.® Box-1 below summarizes the
important considerations from this section while prescribing
antidepressants in dermatology while Table 2 summarizes
dosing suggestions and monitoring guidelines for major
antidepressant agents.”*!
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e Anti-depressant medications are beneficial in the
treatment of primary psychiatric disorders, secondary
psychiatric  disorders and psychophysiological
disorders in dermatology

e SSRIs are often preferred as first line agents due to
their relatively better adverse effect profile

e The anti-inflammatory property of antidepressants
is being investigated such that it can be used as
treatment option in inflammatory skin conditions
such as atopic dermatitis and psoriasis

e SNRIs and TCAs have also been useful in the
management of pain in various dermatological
conditions.

Box 1: Key considerations when using antidepressants in
dermatologic settings.

USE OF MOOD STABILIZERS IN
DERMATOLOGY

Mood stabilizers are a class of psychotropic medications
used in the treatment of bipolar disorder. In dermatologic
settings, the use of mood stabilizers has been found to be
beneficial in several cases of pruritus and some cutaneous
sensory syndromes. Most of these psychotropics can have



Menon, et al.: Selection of psychotropics in dermatology

Table 2: Dosing and monitoring suggestions for commonly used antidepressants.

Adverse effects

Nausea, vomitting, diarrhea, headache,
dry mouth, insomnia, agitation,
orthostatic hypotension, appetite
changes, sexual dysfunction. QTc
prolongation is a concern with most
agents in this class. Weight gain is also
seen with all except fluoxetine

Anticholinergic side effects such as dry
mouth and constipation. Drowsiness,
orthostatic hypotension, weight

gain, and sexual dysfunction are

also common. QTc prolongation is a
concern. In addition, with imipramine,
there is a risk of agitation/insomnia in

Drowsiness, agitation, QTc
prolongation, gastrointestinal toxicity,
sexual dysfunction

Agent Dosing
SSRI
Fluoxetine Initiate at 20 mg daily. Titrate
gradually. Target dose is 20-60 mg/day
Fluvoxamine Initiate at 25 mg daily. Titrate
gradually. Target dose is
50-200 mg/day
Paroxetine Initiate at 20 mg daily. Titrate
gradually. Target dose is 20-40 mg/day
Sertraline Initiate at 50 mg daily. Titrate
gradually. Target dose is
50-200 mg/day
Escitalopram Initiate at 10 mg daily. Titrate
gradually. Target dose is 10-20 mg/day
TCA
Amitriptyline Initiate at 25 mg nightly daily. Titrate
gradually. Target dose is 100-300 mg/day
in moderate and severe depression
Imipramine Initiate at 25 mg nightly daily. Titrate
gradually. Target dose is
150-300 mg/day
some
SNRI
Venlafaxine Initiate at 37.5-75 mg/day. Titrate
gradually. Target dose is
75-375 mg/day
Duloxetine Initiate at 30-60 mg/day. No titration

needed. Usual dose is 60 mg/day

Insomnia, agitation, gastrointestinal
symptoms, sexual dysfunction

Monitoring guidelines

Baseline ECG, LFT, BMI and waist
circumference, Vitamin D, B12,
folate, zinc, magnesium

Repeat LFT when clinically
indicated. Monitor BMI at

1 month and 6 months

Monitor at baseline and after

1 month for hyponatremia,
particularly in elderly patients.
Monitor for emergent suicidality,
particularly in adolescents

In addition to the above,
particularly monitor ECG at
baseline and after each dose
change. Monitor blood pressure at
baseline and with each significant
dose increase

In addition to the above, monitor
blood pressure at baseline, after
each dose titration, and at

3-6 months after dose stabilization

ECG: Electrocardiogram, LFT: Liver function test, BMI: Body mass index, TCA: Tricyclic antidepressants, SSRI: Selective serotonin reuptake inhibitor,
SNRI: Serotonin norepinephrine reuptake inhibitor

adverse reactions ranging from benign cutaneous lesions to
life-threatening lesions. Below, we discuss key considerations
when using different mood stabilizing agents.

Lithium

Patients with skin picking and TTM, both of which are
associated with impulse dyscontrol, have been found to
benefit with the agent. The drug is dosed commonly at a
range of 600-1200 mg/day, titrated to achieve a target serum
level of 0.5-1 mEq/l. Renal and thyroid function must be
regularly monitored while on lithium.?” The commonly
reported dermatologic side effects of this agent are discussed
in a subsequent section.

Carbamazepine

Mainly used for the treatment of bipolar disorder, epilepsy,
and neuropathic pain syndromes, its therapeutic use in post-
herpetic neuralgia, a painful condition involving the nerves
and skin, deserves special note. It is generally recommended
to start with low doses and slowly up titrate to a target
dose of 600-1200 mg/day. An important pharmacokinetic

consideration is the phenomenon of auto-induction, wherein
the drug induces its own metabolism. This may necessitate a
dose adjustment for some individuals.

Lamotrigine

Primarily used in the treatment of seizures, lamotrigine has
demonstrated efficacy in the treatment of skin
picking.””! Evidence suggests the use of doses between
12.5 mg and 300 mg/day. The exact mechanism of action is
unclear, but the agent acts by reducing neuronal excitability,
stabilizing membranes, and inhibiting glutamate release.

Sodium valproate

It is one of the first-line agents for the treatment of
bipolar disorder and epilepsy worldwide and acts by
potentiating gamma-amino butyric acid (GABA)-based
neurotransmission in the central nervous system. It is also
used for the treatment of neuropathic pain syndromes.
There are few reports of valproate being successfully used
to manage cases of inflammatory verrucous epidermal
nevi.?®! The preferred target dosage of sodium valproate is
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20-30 mg/kg/day in divided doses with a starting dose of
10-15 mg/kg/day.

Treatment of comorbid mood disorders

Mood stabilizers have been effective in the management
of bipolar disorders as well as occasional augmentation
in unipolar depressive disorders. For patients presenting
with both chronic dermatological conditions and mood
disorders, the mood stabilizer must be chosen keeping
in mind the adverse reaction profile of the drug. Table 3
summarizes indications for treatment with different mood
stabilizers in dermatology while Table 4 summarizes dosing
and monitoring considerations for commonly used mood
stabilizers.”*”!

USE OF ANTIPSYCHOTICS IN DERMATOLOGY

In addition to the dopamine blockade action of
antipsychotics, they have cholinergic muscarinic receptor,
ol-adrenergic receptor, and histamine H1-receptor blocking
effects, to varying extent. This property can be used to
manage histamine or sympathetically mediated dermatologic
symptoms (e.g., urticaria, pruritus, and hyperhidrosis).**!
At present, usage of antipsychotic drugs for the treatment
of a primary dermatologic disorder represents an oft-label
indication.*?

Delusional disorder, somatic type (delusional infestation
[DI]; monosymptomatic hypochondriacal psychosis;
delusions of parasitosis; and Morgellons disease)

Patients complain of being infested with living pathogens
(e.g., insects) or inanimate materials such as fibers or
strands (Morgellons disease). Pimozide has been mentioned
extensively as a treatment of DI; most of the supporting data
come from non-randomized trials and case series/reports on
the use of first-generation antipsychotics (FGAs) or second-
generation antipsychotics (SGAs) in DL Pimozide has
been tried for a period of 4-6 weeks with good response
across trials; dosages range from 1 mg to 5 mg.***! However,
its use is significantly limited by side effects such as QTc
prolongation and extrapyramidal symptoms.?***”

Table 3: Indications for use of mood stabilizers in dermatology.
Mood stabilizing agent Indication in dermatology
Lithium TT™M
Skin picking
Carbamazepine Post-herpetic neuralgia
Lamotrigine Skin picking
Sodium valproate Inflammatory verrucous epidermal
nevi
TTM: Trichotillomania
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For SGAs, there is limited evidence for their efficacy in DI;
evidence is mainly from case series using relatively low doses
of risperidone (1-2 mg daily) and olanzapine (2.5-5 mg
daily). Risperidone and olanzapine have been associated
with partial or full remission of DI in 69% and 72% of cases,
respectively, with maximum effects being reported after at
least 6 weeks of treatment.’”*¥! A systematic review of the
use of FGAs and SGAs in delusional parasitosis concluded
that despite weaker evidence for the effectiveness of SGAs
in treating DI in comparison with pimozide, their use may
improve patient adherence and treatment outcome, due
to their more favorable side effect profile.** Pimozide is
no longer considered to be the drug of choice due to safety
concerns.*3%]

BDD

BDD is a psychiatric disorder that is encountered more
commonly in dermatologic and cosmetic surgical settings
than psychiatric clinics, where patients present with one or
more perceived “defects” in the appearance of their skin or
hair that is slight or not observable to others.[*) While at least
one-third of BDD patients have delusional BDD, the current
evidence supporting the use of antipsychotics in BDD is
weak.

A Cochrane review of pharmacotherapy, psychotherapy,
or combination of the two for BDD (non-delusional or
delusional) identified two randomized controlled trials (RCTs)
involving antidepressants fluoxetine and clomipramine,
and three RCTs involving cognitive behavior therapy. There
were no RCTs using antipsychotics and treatment responses
in both medication trials were not affected by whether the
BDD was delusional or non-delusional.*! Studies have
used antipsychotics to augment the effect of fluoxetine or
venlafaxine (selective norepinephrine reuptake inhibitor)
in BDD.>%1 These antipsychotics include olanzapine,l*>+4]
pimozide,"** haloperidol,® and risperidone.™”!

Body-focused repetitive behaviors (BFRBs)

TTM (hair pulling disorder) and SPD are both considered
BFRBs and are classified under the obsessive-compulsive and
related disorders in the Diagnostic and Statistical Manual
of Mental Disorders-5.4! Olanzapine dosed up to 20 mg/
day, showed positive effects in a 12-week placebo-controlled
RCT of adults diagnosed with TTM."¥ Positive evidence for
efficacy of olanzapine, in uncontrolled observations, exists in
SPD"% and conditions associated with self-excoriation such
as prurigo nodularis.®"!

Dermatitis artefacta (DA)

DA includes a varied group of self-inflicted injury-related
disorders affecting the skin, which usually present across a
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Table 4: Dosing and monitoring suggestions for commonly used mood stabilizers.

Agent
Lithium

Carbamazepine

Lamotrigine

Sodium valproate

Dosing

Initiate at 600-900 mg/day in
two or three divided doses.
Smaller starting doses (150—
300 mg/day) may be suitable
in the elderly. Titrate gradually
based on serum level (target
serum level for acute
treatment is 0.8-1.2 meq/L)

Initiate at 100-200 mg

once or twice daily. Titrate
gradually. Usual target dose is
800-1600 mg/day

Initiate at 25 mg/day for
weeks 1 and 2. Titrate as
follows: Weeks 3 and 4: 50
mg, week 5: 100 mg. Week 6:
200 mg. Usual maintenance
dose is<200 mg/day. Titration
schedule should be slower
when concurrently taking
drugs that inhibit lamotrigine
metabolism and, conversely,
can be faster when taking
inducers of lamotrigine
metabolism

Initiate at 500-750 mg/day in
two or three divided doses.
Increase by 250-500 mg
every 2-3 days as tolerated to
reach a target dose of 20-30
mg/kg body weight

Adverse effects

Nausea, loose stools, polyuria, thirst,
tremors, weight gain, cognitive
dulling

Nausea, vomiting, diarrhea, pruritus,
leukopenia, rash, and fluid retention.
Life-threatening rash (SJS and TEN)
may be seen, particularly in the first
8 weeks after initiating therapy
Nausea, chest pain, edema, increased
libido, weight gain, insomnia,
agitation, anxiety, abnormal dreams,
drowsiness, flushing, hypertension,
orthostatic hypotension, hepatitis,
polyuria. It can cause both benign
and serious rash, particularly in
pediatric patients, and within

2-8 weeks of treatment initiation.
History of hypersensitivity (rash,
angioedema, urticaria, pruritus) to
lamotrigine is a contraindication

Common side effects are nausea,
vomiting, tremor, weight gain, and
hair loss. Uncommon or rare side
effects include fulminant hepatic
failure, thrombocytopenia, and
pancreatitis

Monitoring guidelines

Baseline ECG, RFT, TFT, and calcium. Renal
function test, thyroid function test, and calcium.
Pregnancy test for women of reproductive
potential. Lithium levels to be checked 5-7 days
after starting treatment, after every dose
increase, and subsequently till levels are stable.
Monitor RFT every 2-3 months for the first 6
months and every 6-12 months subsequently.
Monitor TFT every 3 months in the first 6
months, and every 6-12 months thereafter
Perform baseline complete blood count, liver
function test, and serum sodium. Monitor
each of these along with serum carbamazepine
at 6-12 months intervals

Baseline LFT, RFT, and inquiry of
hypersensitivity should be performed. Routine
monitoring of serum lamotrigine is not
indicated but everyone prescribed the agent
should be educated about the potential for
fever and skin rash and to report emergence of
any of these signs immediately. LFT and RFT
may be monitored regularly

Avoid in women of childbearing potential.
Baseline blood counts and liver function

tests are to be done before initiation. Monitor
these at regular intervals, especially during
the first 6 months after initiation. Symptoms
of abdominal pain and vomiting while on
valproate mandate a serum amylase and lipase
testing together with a surgical evaluation to
rule out emergent pancreatitis

ECG: Electrocardiogram, RFT: Renal function test, TFT: Thyroid, LFT: Liver function test, SJS: Stevens-Johnson syndrome, TEN: Toxic epidermal

necrolysis

range of psychiatric diseases (e.g., psychotic disorders, post-
traumatic stress disorder, dissociative disorders, and personality
disorders). There are reports of the successful use of pimozide
0.5-1 mg daily, aripiprazole 2-5 mg daily, risperidone 0.5 mg
daily, and olanzapine up to 5 mg daily, in DA.F>4

Pruritus

Pruritus is one of the most prevalent and disturbing symptoms
of dermatologic disease. Recent literature supports the use of
antipsychotics mostly as adjunctive therapy for sleep difficulties
in chronic pruritus which may be linked to its antihistaminic
effects.” A 2016 Cochrane review of pharmacologic

treatments for pruritus in adult palliative care patients did not
identify any RCTs involving antipsychotic agents.

Older studies have described the beneficial effect of
chlorpromazine, dosed up to 200 mg, for chronic pruritus.””!
Subsequent larger studies have described the possible beneficial
effect of the phenothiazine FGAs, such as trimeprazine, in
pruritus as an adjunct to other primary therapies, possibly
related to their tranquilizing properties.©**!

Hyperhidrosis

The effect of antipsychotics on hyperhidrosis is thought
to be related to both the peripheral anticholinergic and
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central anxiolytic effects associated with a-adrenergic
receptor blockade. There are case reports demonstrating
efficacy of thioridazine (10-25 mg) and olanzapine (10 mg)
for treating hyperhidrosis in late-stage malignancies and
low-dose quetiapine (12.5-25 mg) for treating axillary
hyperhidrosis.!**-!

Others

Pimozide is a dopamine receptor antagonist and has been
shown to have an inhibitory effect in melanoma./*4°]
Chlorpromazine, a calmodulin inhibitor, has been shown to
have a beneficial effect in psoriasis, a disorder characterized
by aberrant cell proliferation and cell division linked to
abnormal regulation of calmodulin activity.***”! Preferred
antipsychotics in various dermatologic disorders are depicted
in Table 5 while Table 6 summarizes dosing and monitoring
considerations for commonly prescribed antipsychotic
agents.*®!

USE OF ANXIOLYTICS IN DERMATOLOGY

These agents, used to reduce anxiety, are divided into
benzodiazepines and non-benzodiazepines.!! They are
particularly useful in the management of social anxiety which,
more often than not, may be secondary to skin lesions.[!
Anxiety symptoms often cooccur with dermatologic disorders
and there is a bidirectional association between them. Major
anxiety disorders include generalized anxiety disorder, panic
disorder, social phobia, and obsessive-compulsive disorder.”’

Table 5: Use of antipsychotics in dermatology.
Dermatological conditions Antipsychotics preferred
Delusional infestation Pimozide
Low-dose risperidone
Low-dose olanzapine
Body dysmorphic disorder Olanzapine
Risperidone
As augmenting agent with
Haloperidol
SSRIs
Pimozide
BFRBs Olanzapine
Dermatitis artefacta Pimozide
Aripiprazole
Risperidone
Olanzapine
Pruritus Chlorpromazine
Trimeprazine
Hyperhidrosis Thioridazine
Olanzapine
BFRBs: Body-focused repetitive behaviors, SSRIs: Selective serotonin
reuptake inhibitors
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Benzodiazepines

They act through modulation of GABA, an inhibitory
neurotransmitter. They have high sedative potential and
a tendency to develop a dependence on long-term use and
potential for abuse. Hence, their use should be limited to
short courses (<4 weeks) with slow tapering to prevent
withdrawal symptoms.

Non-benzodiazepines
Buspirone

Being a serotonin partial agonist (5SHT1A), its advantage lies
in its minimal potential for dependence as well as withdrawal
symptoms following cessation. Onset of action is slower and
typically requires several weeks; this may limit utility in acute
cases. Hence, it is preferred in cases where longer therapies
need to be instituted. Preferred initial dose is 15 mg/day
in divided doses due to its short half-life, with subsequent
increases by 15 mg every week, till a maximum dose of
60 mg/day, as indicated. Side effects include dizziness,
headache, sedation, nausea, and restlessness.!"*”""!

Zolpidem

Used as a sleep-inducing agent, zolpidem should be used at
a dose of 5-10 mg and taken % h before bedtime. The drug
acts in a similar way to benzodiazepines and tolerance to its
effects can occur overtime; therefore, it should be used for
short periods as well.

Hydroxyzine

First-generation histamine-receptor antagonists (HI),
such as diphenhydramine and hydroxyzine, readily cross
the blood-brain barrier and have anti-anxiety and sedative
effects. Hydroxyzine has minimal dependence potential as
well as withdrawal symptoms on stoppage. It is one of the
preferred anxiolytics for patients with pruritus due to its
antihistaminic effects and has Food and Drugs Authority
approval for this indication. Anticholinergic antihistamines
like diphenhydramine are more likely to cause confusion in
the elderly and hence they should be used cautiously in this
population.”!

ADVERSE SKIN REACTIONS TO PSYCHIATRIC
DRUGS

The incidence of adverse skin reaction in a hospitalized
patient ranges between 1% and 3% whereas the incidence
of the same reaction in patients taking psychotropics
is estimated between 2% and 5%."7 Risk factors for
developing CADRs include winter season, female sex, Afro-
American ethnicity, old age, initiating with high dose, and
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Adverse effects

Nausea, dyspepsia, weight gain,
sedation, akathisia, prolactin elevation,
sexual dysfunction

Sedation, dry mouth, constipation,
increased appetite, weight gain,

and orthostatic hypotension, sexual
dysfunction

Headache, sedation, dry mouth, weight
gain, constipation, and orthostatic
hypotension, sexual dysfunction

Nausea, constipation, vomiting,
headache, insomnia, akathisia

Extrapyramidal symptoms (tremor,
rigidity, bradykinesia), akathisia,
prolactin elevation, and tardive
dyskinesia, sexual dysfunction. QTc
prolongation seen with intravenous
formulations

Sedation, dry mouth, cholestatic
jaundice, pigmentary retinopathy,
prolactin elevation, sexual dysfunction,
orthostatic hypotension. Rarely,
agranulocytosis may occur. QTc
prolongation is seen

Table 6: Dosing and monitoring suggestions for commonly used antipsychotics.
Agent Dosing
SGA
Risperidone Initiate at 1-2 mg daily. Titrate
gradually. Target dose is 4-8 mg/day
given as a single dose nightly or in
divided doses
Olanzapine Initiate at 5-10 mg once daily or in two
divided doses. Titrate gradually. Target
dose is 10-30 mg/day taken at bedtime
or in divided doses
Quetiapine Initiate at 50-100 mg/day in divided
doses. Titrate gradually. Target dose is
400-800 mg/day taken at bedtime or
in divided doses
Aripiprazole Initiate at 10-30 mg once daily. Titrate
gradually. Target dose is 15-30 mg/day
FGA
Haloperidol Initiate at 2.5-5 mg nightly daily.
Titrate gradually. Target dose is 5-20
mg/day given as a single dose or in two
divided doses
Chlorpromazine Initiate at 25 mg nightly daily. Titrate
gradually. Target dose is
150-300 mg/day
First-generation antipsychotic

Monitoring guidelines

Baseline LFT, RFT, BMI, waist
circumference, blood pressure,
ECG, and fasting plasma glucose,
and lipid profile. Pregnancy

test in women of childbearing
potential. Weight must be
monitored at 4, 8, 12 weeks and
quarterly thereafter while fasting
glucose, lipids, blood pressure,
and waist circumference must be
repeated at 12 weeks and annually
thereafter

Same as above. In addition, if
intravenous haloperidol is being
given, daily ECG monitoring for
QTc prolongation must be carried
out

LFT: Liver function test, RFT: Renal function test, BMI: Body mass index, ECG: Electrocardiogram, SGA: Second-generation antipsychotic, FGA:

human leukocyte antigen subtypes clustering.”>’**! Below,
we outline common adverse skin reactions to common
psychotropic agents.

Mood stabilizers

The incidence of CADRs with this class of drugs is
0.23%.81  Despite this low figure, there are serious
adverse drug reactions associated with this class of drugs.
Carbamazepine and lamotrigine are common offending
agents among this group.!

Lithium

The incidence of CADRs with lithium is 0.01%; these
are more common among women.® The most common
CADR reported with lithium use are exacerbation of
psoriasis, acneiform eruptions, folliculitis, alopecia, and
exanthems.® The mechanism of acneiform eruption and
psoriasis is believed to be due to inhibition of adenylate
cyclase activity in keratinocytes.®!#!

Carbamazepine

Incidence of CADR is around 0.32-17% of patients
depending on the dose initiated.®* The most common
cutaneous adverse reaction is erythematous macular and
papular exanthem while serious drug reactions include
Stevens-Johnson syndrome (S]S), toxic epidermal necrolysis
(TEN), and drug reaction with eosinophilia and systemic
symptoms (DRESSs). Oxcarbazepine also has similar profile
of adverse skin reactions as carbamazepine.*”!

Lamotrigine

The incidence of CADRs is around 0.6-5%.5¢%1 The most
common adverse effect is erythematous macular and
papular exanthem. SJS/TEN has an incidence of 0.08% with
lamotrigine.® Rarely, urticaria and erythema multiforme
are also reported with this drug. The risk of eruptions is
associated with higher loading doses.®*! Rechallenging the
drug after the rash should be considered only when benefits
clearly outweigh the risks.

Cosmoderma 2021+ 1(60) | 9
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Sodium valproate

When used along with lamotrigine, there is an increased risk
of CADR. Valproate use is also associated with alopecia.””!
Hair loss is noted to be diffuse, non-scarring, and dose related
with valproate and may result in poor compliance to the
drug.PV

Antidepressants
SSRIs

The incidence of CADR with this class of drugs is
0.051%.1 Petechiae, purpura, and ecchymoses have been
reported with fluoxetine due to its property of inhibiting
platelet aggregation.”” Alopecia has been reported with
all SSRIs with the highest incidence for fluvoxamine and
lowest for citalopram.”” Hirsutism has been reported
with paroxetine and fluoxetine.” Hyperhidrosis is also
reported with SSRIs with an incidence ranging from 0.1%
to 1% for paroxetine, sertraline, and citalopram to 8.6% for
fluoxetine."

TCAs and other antidepressants

TCAs have the highest reported incidence (0.073%) of
cutaneous adverse reactions among antidepressants.®! SNRIs
are most commonly associated with hyperhidrosis which is
caused by stimulation of peripheral adrenergic receptors.”
Mirtazapine has been associated with rash, acne, exfoliative
dermatitis, and alopecia.®®

Antipsychotics

The incidence of skin rash with neuroleptics is
0.029%.5 The most common CADRs include photosensitivity
and  pigmentation changes. Among antipsychotics,
chlorpromazine is maximally implicated in causing these
reactions. These changes are more common among women
taking treatment for more than 3 years.””! Increased formation
of free radicals which activates tyrosinase resulting in increased
production of melanin is believed to underlie the drug-induced
pigmentation.”” Discontinuation of the offending drug,
avoiding exposure to sunlight, and using alternative agents such
as loxapine are strategies for treating the reaction.”

Anxiolytics

The rate of occurrence of CADRs with benzodiazepine
ranges from 0.5/1000 for flurazepam to 4.2/1000 for
chlordiazepoxide.”! Exanthematous eruptions are the most
common type of reaction. This type of skin reaction is also
found among barbiturates with a slightly higher propensity
to progress to serious reactions such as TEN and exfoliative
dermatitis. Blisters and bullae type eruptions have also

Cosmoderma 2021« 1(60) | 10

Table 7: Adverse skin reactions to psychiatric drugs.

Psychiatric drugs Adverse skin reactions
Lithium Acneiform eruptions
Exacerbation of psoriasis
Folliculitis
Exanthems

Sodium valproate Increases the risk of lamotrigine
induced skin reaction
Alopecia

Erythematous maculopapular
exanthem

TEN/SJS

DRESS

Erythematous maculopapular
exanthem

TEN/SJS

DRESS

Petechiae

Purpura

Ecchymoses

Alopecia

Hyperhidrosis

Hyperhidrosis

Acne

Exfoliative dermatitis
Alopecia

Photosensitivity

Skin pigmentation

Carbamazepine

Lamotrigine

SSRIs

SNRIs and mirtazapine

Antipsychotics

SSRI: Selective serotonin reuptake inhibitor, SNRI: Serotonin
norepinephrine reuptake inhibitor; TEN: Toxic epidermal necrolysis,

SJS: Stevens-Johnson syndrome, DRESS: Drug rash with eosinophilia and
systemic symptom

been described with benzodiazepine and barbiturate
toxicity.”” Table 7 summarizes the common CADR to
important psychotropic agents.

CONCLUSION

Due to the considerable cooccurrence of psychiatric
symptoms in dermatologic settings, there is a need for the
dermatologist to have reasonable awareness and knowledge
of psychotropic medications, their indications, and adverse
effect profiles. Further, treatment of psychiatric symptoms
is part of the comprehensive management of patients and
may lead to improved therapeutic results, better adherence
to dermatologic agents, and improved quality of life. It is
also important to note that patients are more likely to accept
psychotropics when prescribed by a dermatologist due
to less stigma attached compared to consulting a mental
health professional. Choice of psychotropic agent should be
based on considerations such as the underlying psychiatric
diagnosis, potential for pharmacokinetic interactions, and
adverse effect profiles. Whereas it is always best to refer
to a psychiatrist, in ordinary cases of common mental
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illnesses, all doctors can prescribe common anti-anxiety and
antidepressant drugs, particularly those elaborated in this
chapter.
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