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DOWVIGIL TABLETS
(Modafinil)
DESCRIPTION
Dowvigil (modafinil) is a wakefulness promoting agent for oral
administration. Modafinil is a racemic compound. The chemical name for

modafinil is 2-[(diphenylmethyl) sulfinyl] acetamide. The molecular formula is

C151-1,5NOzS and the molecular weight is 273.35.

COMPOSITION

Each tablet contains:
100mg Modafinil (USP)
or

200mg Modafinil (USP)

THERAPEUTIC INDICATIONS

Dowvigil is indicated to improve wakefulness in adult individuals with
excessive sleepiness associated with narcolepsy, obstructive sleep apnea

(OSA), or shift work disorder (SWD).

CLINICAL PHARMACOLOGY
MECHANISM OF ACTION
The mechanism(s) through which modafinil promotes wakefulness is

unknown. Modafinil has wake-promoting actions similar to sympathomimetic

agents including amphetamine and methylphenidate, although the
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pharmacologic profile is not identical to that of the sympathomimetic amines.

Modafinil produces psychoactive and euphoric effects, alterations in mood,

perception, thinking, and feelings typical of other CNS stimulants in humans.

ABSORPTION

Modafinil is readily absorbed after oral administration, with peak plasma
concentrations known to occur at 2-4 hours. The bioavailability of modafinil
tablets is approximately equal to that of an aqueous suspension. The absolute
oral bioavailability may not be determined due to the aqueous insolubility
(<1mg/mL) of modafinil, which precluded intravenous administration. Food is
known to have no effect on overall modafinil bioavailability; however, time to
reach peak concentration (Tm.) may be delayed by approximately one hcur if

taken with food.

METABOLISM AND ELIMINATION

The major route of elimination is known to be metabolism (approximately
90%), primarily by the liver, with subsequent renal elimination of the

metabolites.

SPECIAL POPULATIONS AGE

Clearance of modafinil may be reduced in the elderly.
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POTENTIAL INTERACTIONS WITH DRUGS THAT INHIBIT,INDUCE,
OR ARE METABOLIZED BY CYTOCHROME P450 ISOENZYMES
AND OTHER HEPATIC ENZYMES

There may be a low probability of substantive effects on the overall
pharmacokinetic profile of modafinil due to CYP inhibition by concomitant
medications. Due to the partial involvement of CYP3A enzymes in the
metabolic elimination of modafinil, coadministration of potent inducers of
CYP3A4/5 (e.g., carbamazepine, phenobarbital, and ramping) or inhibitors of
CYP3A4/5 (e.g., ketoconazole, erythromycin) may alter the plasma

concentrations of modafinil.

THE POTENTIAL OF MODAFINIL TO ALTER THE METABOLISM
OF OTHER DRUGS BY ENZYME INDUCTION OR INHIBITION

DRUGS METABOLIZED BY CYP3A4/5

- Modafinil is a weak inducer of CYP3A activity in a concentration-related
manner. Therefore, the blood levels and effectiveness of drugs that are
substrates for CYP3A enzymes (e.g., steroidal contraceptives, cyclosporine,
midazolam, and triazolam) may be reduced after initiation of concomitant
treatment with modafinil.

- Ethinyl Estradiol: Administration of modafinil once daily at 200mg/day for 7
days followed by 400mg/day for 21 days may result in a mean 11% decrease
in mean Cm. and 18% decrease in mean AUC. -24 of ethinyl estradiol. There

may be no apparent change in the elimination rate of ethinyl estradiol.
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- Midazolam: Concomitant administration of armodafinil 250mg is known to
result in a reduction in systemic exposure to midazolam by 32% after a single
oral dose (5mg) and 17% after a single intravenous dose (2mg).

- Quetiapine: Concomitant administration of armodafinil 250mg with
quetiapine (300mg to 600mg daily doses) is known to result in a reduction in

the mean systemic exposure of quetiapine by approximately 29%.

Drugs Metabolized by CYP2B6
- Modafinil is a weak inducer of CYP2B6 activity in a

concentration-related manner.

Drugs Metabolized by CYP2C19

- Modafinil is a reversible inhibitor of CYP2C19 activity. CYP2C19 is also
reversibly inhibited, with similar potency, by a circulating metabolite, modafinil
sulfone. Although the maximum plasma concentrations of modafinil sulfone
are much lower than those of parent modafinil, the combined effect of both
compounds may produce sustained partial inhibition of the enzyme. Therefore,
exposure to some drugs that are substrates for CYP2C19 (e.g., phenytoin,
diazepam, propranolol, omeprazole, and clomipramine) may be increased

when used concomitantly with modafinil.
- Concomitant administration of armodafinil 400mg is known to result in a

40% increase in exposure to omeprazole after a single oral dose (40mg), as a

result of moderate inhibition of CYP2C19 activity.
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INTERACTIONS WITH CNS ACTIVE DRUGS

- CYP2C19 also provides an ancillary pathway for the metabolism of certain
tricyclic antidepressants (e.g., clomipramine and desipramine) and selective
serotonin reuptake inhibitors that are primarily metabolized by CYP2D6. In
tricyclic-treated individuals deficient in CYP2D6, the amount of metabolism by
CYP2C19 may be substantially increased. Modafinil may cause elevation of
the levels of the tricyclics in these individuals.

- Concomitant administration of armodafinil with quetiapine is known to

reduce the systemic exposure of quetiapine.

DOSAGE AND ADMINISTRATION
DOSAGE IN NARCOLEPSY AND OBSTRUCTIVE SLEEP APNEA (OSA)

The recommended dosage of Dowvigil for individuals with narcolepsy or OSA
is 200mg taken orally once a day as a single dose in the morning.

Doses up to 400mg/day, given as a single dose, are known to be well
tolerated, but there is no consistent evidence that this dose confers additional

benefit beyond that of the 200mg/day dose.

DOSAGE IN SHIFT WORK DISORDER (SWD)

The recommended dosage of Dowvigil for individuals with SWD is 200mg
taken orally once a day as a single dose approximately 1 hour prior to the start

of their work shift.
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DOSAGE MODIFICATIONS IN INDIVIDUALS WITH SEVERE
HEPATIC IMPAIRMENT
In individuals with severe hepatic impairment, the dosage of Dowvigil

should be reduced to one-half of that recommended for individuals with normal

hepatic function.

USE IN GERIATRIC INDIVIDUALS
Consideration should be given to the use of lower doses and close

monitoring in geriatric individuals.

CONTRAINDICATIONS

Modafinil is contraindicated in individuals with known hypersensitivity to

modafinil or armodafinil or its inactive ingredients.

EFFECTS OF MODAFINIL ON CYP2C19 SUBSTRATES

Elimination of drugs that are substrates for CYP2C19 (e.g., phenytoin,
diazepam, Propranolol, omeprazole, and clomipramine) may be prolonged by
modafinil via inhibition of metabolic enzymes, with resultant higher systemic
exposure. In individuals deficient in the CYP2D6 enzyme, the levels of]
CYP2D6 substrates which have ancillary routes of elimination through
CYP2C19, such as tricyclic antidepressants and selective serotonin reuptake

inhibitors, may be increased by co-administration of modafinil. Dose

'Jjustments of these drugs and other drugs that are substrates for

CYP2C19 may be necessary when used concomitantly with modafinil.
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MONOAMINE OXIDASE (MAO) INHIBITORS

Caution should be used when concomitantly administering MAO inhibitors

and modafinil.

WARNINGS AND PRECAUTIONS

DRUG ABUSE AND DEPENDENCE

Modafinil may produce psychoactive and euphoric effects, alterations in
mood, perception, thinking, and feelings typical of other CNS stimulants.
Patients should be observed for signs of misuse or abuse. No withdrawal
symptoms are known to occur with modafinil during 14 days of observation

following 9 week of use, although sleepiness returned in narcoleptic patients.

SERIOUS RASH, INCLUDING STEVENS - JOHNSON SYNDROME

Serious rash requiring hospitalization and discontinuation of treatment is
known to occur in association with the use of modafinil.

Serious or life-threatening rash, including SJS, toxic epidermal necrolysis
(TEN), and drug rash with eosinophilia and systemic symptoms (DRESS) are
known to occur in adults and children. Estimates of the background incidence
rate for these serious skin reactions in the general population are known to
range between 1 to 2 cases per million-person years.

There are no factors that are known to predict the risk of occurrence or the

severity of rash associated with modafinil. Nearly all cases of serious rash

associated with modafinil are known to occur within 1 to 5 weeks after
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treatment initiation. However, isolated cases are known to occur after
prolonged treatment (e.g., 3 months). Accordingly, duration of therapy cannot
be relied upon as a means to predict the potential risk heralded by the first
appearance of a rash.

Although benign rashes also occur with modafinil, it is not possible to
reliably predict which rashes will prove to be serious. Accordingly, modafinil
should be discontinued at the first sign of rash, unless the rash is clearly not
drug-related. Discontinuation of treatment may not prevent a rash from

becoming life-threatening or permanently disabling or disfiguring.

ANGIOEDEMA AND ANAPHYLAXIS REACTIONS

Angioedema and hypersensitivity (with rash, dysphagia, and
bronchospasm), may occur in treatment with armodafinil, the R enantiomer of
modafinil. However, angioedema may occur with modafinil. Individuals should
be advised to discontinue therapy and immediately report to their physician for

any signs or symptoms.

MULTI-ORGAN HYPERSENSITIVITY REACTIONS

Multi-organ hypersensitivity reactions are known to occur in close temporal
association (median time to detection 13 days: range 4-33) to the initiation of]
modafinil. Multi-organ hypersensitivity reactions may result in hospitalization or
be life-threatening. There are no factors that are known to predict the risk of

occurrence or the severity of multi-organ hypersensitivity reactions. Signs and

symptoms of this disorder are diverse; However, individuals typically, although
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not exclusively, presented with fever and rash associated with other organ
system involvement. Other associated manifestations include myocarditis,
hepatitis, liver function test abnormalities, hematological abnormalities (e.g.,
eosinophilia, leukopenia, and thrombocytopenia), pruritus, and asthenia.
Because multi-organ hypersensitivity is variable in its expression, other organ

system symptoms and signs may occur.

If a multi-organ hypersensitivity reaction is suspected, modafinil should be
discontinued. Although there is no data available to indicate cross-sensitivity
with other drugs that produce this syndrome, the experience with drugs
associated with multi-organ hypersensitivity would indicate this to be a

possibility.

PERSISTENT SLEEPINESS

Individuals with abnormal levels of sleepiness who take modafinil should be
advised that their level of wakefulness may not return to normal. Individuals
with excessive sleepiness, including those taking modafinil, should be
frequently reassessed for their degree of sleepiness and, if appropriate,
advised to avoid driving or any other potentially dangerous activity. Prescribers
should also be aware that individuals may not acknowledge sleepiness or
drowsiness until directly questioned about drowsiness or sleepiness during

specific activities.

PSYCHIATRIC SYMPTOMS

Psychiatric adverse reactions may occur in individuals treated with
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modafinil. Psychiatric symptoms may include anxiety (1%), nervousness (1%),
insomnia (<1%), confusion (<1%), agitation (<1%), and depression (<1%).
Other adverse reactions associated with the use of modafinil may include
mania, delusions, hallucinations, suicidal ideation, and aggression, some
resulting in hospitalization. Ideas of reference, paranoid delusions, and
auditory hallucinations in association with multiple daily 600mg doses of]
modafinil (three times the recommended dose) and sleep deprivation may
occur. No known evidence of psychosis 36 hours after drug discontinuation.
Caution should be exercised when modafinil is given, to individuals with a
history of psychosis, depression or mania. Consideration should be given to
the possible emergence or exacerbation of psychiatric symptoms in individuals
treated with modafinil. If psychiatric symptoms develop in association with

modafinil administration, consider discontinuing modafinil.

EFFECTS ON ABILITY TO DRIVE AND USE MACHINERY

Although modafinil is not known to produce functional impairment, any drug
affecting the CNS may alter judgment, thinking or motor skills. Individuals
should be cautioned about operating an automobile or other hazardous
machinery until it is reasonably certain that modafinil therapy will not adversely

affect their ability to engage in such activities.

CARDIOVASCULAR EVENTS

Cardiovascular adverse reactions, including chest pain, palpitations,

dyspnea. and transient ischemic T-wave changes on ECG may occur in
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individuals in association with mitral valve prolapse or left ventricular
hypertrophy. Modafinil is not recommended in individuals with a history of left
ventricular hypertrophy or in individuals with mitral valve prolapse who have
experienced the mital valve prolapse syndrome when previously receiving
CNS stimulants. Findings suggestive of mitral valve prolapse syndrome
include but are not limited to ischemic ECG changes, chest pain, or
arrhythmia. If new onset of any of these findings occurs, consider cardiac

evaluation. Consider increased monitoring in individuals with a recent history
of myocardial infarction or unstable angina.

Blood pressure monitoring showed no clinically significant changes in
mean systolic and diastortc blood pressure in individuals receiving modafinil as
compared to placebo. However, retrospective analysis of the use of
antihypertensive medication may show a greater proportion of individuals on
modafinil requiring new or increased use of antihypertensive medications.
Increased monitoring of heart rate and blood pressure may be appropriate in
individuals on modafinil. Caution should be exercised when prescribing

modafinil to individuals with known cardiovascular disease.

ADVERSE REACTION

SERIOUS ADVERSE REACTIONS

Serious rash including Stevens-Johnson Syndrome, angioedema and

anaphylaxis reactions, multi-organ hypersensitivity reactions, persistent

sleepiness, psychiatric symptoms, effects on ability to drive and use machinery
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and cardiovascular events.

MOST COMMON ADVERSE REACTIONS (5%)

Headache, nausea, nervousness, rhinitis, diarrhea, back pain, anxiety,

insomnia, dizziness, and dyspepsia.

ADVERSE REACTIONS OCCURRING IN (W1%)

Headache, nausea, nervousness, rhinitis, back pain, diarrhea, anxiety,
dizziness, dyspepsia, insomnia, anorexia, dry mouth, pharyngitis, chest pain,
hypertension, abnormal liver function, constipation, depression, palpitation,
paresthesia, somnolence, tachycardia, vasodilatation, abnormal vision,
agitation, asthma, chills, confusion, dyskinesia, edema, emotional lability,
eosinophilia, epistaxis, flatulence, hyperkinesia, hypertonia, mouth ulceration,

sweating, taste perversion, thirst, tremor, urine abnormality, and vertigo.

ADVERSE REACTIONS RESULTING IN DISCONTINUATION
OF TREATMENT

Headache, nausea, anxiety, dizziness, insomnia, chest pain, and nervousness

LABORATORY ABNORMALITIES

Mean plasma levels of gamma glutamyltransferase (GGT) and alkaline
phosphatase (AP) are known to be higher following administration of modafinil.

Few patients, however, may show GGT or AP elevations outside of the normal

range. Shifts to higher, but not clinically significantly abnormal, GGT and AP

Karachi Psychiatric Hospital Bulletin 592 Month OF OCTOBER 2021




23

values may appear to increase with time in the population treated with
modafinil. No differences are known to occur in alanine aminotransferase
(ALT), aspartate aminotransferase (AST), total protein, albumin, or total

bilirubin.

OTHER ADVERSE REACTION

Hematologic: Agranulocytosis

Psychiatric Disorders: Psychomotor hyperactivity

USE IN SPECIAL POPULATION
Pregnancy

Pregnancy Category C. Sufficient data is not available for the use of
modafinil in pregnant women. Intrauterine growth restriction and spontaneous
abortion are known to occur in association with modafinil (a mixture of R- and
5-modafinil) and modafinil (the R-enantiomer of modafinil). Modafinil should be
used during pregnancy only if the potential benefit justifies the potential risk to

the fetus.

Lactation

It is not known whether modafinil or its metabolites are excreted in human
milk. Because many drugs are excreted in human milk, caution should be

exercised when modafinil is administered to a nursing woman.
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Pediatrics

Use in individuals under 18 years of age is not recommended. Safety and

effectiveness in pediatric individuals below the age of 18 years is not known.

Geriatrics

In elderly patients, elimination of modafinil and its metabolites may be
reduced as a consequence of aging. Therefore, consideration should be given

to the use of lower doses and close monitoring in this population.

Hepatic impairment
In patients with severe hepatic impairment, the dose of modafinil should be
reduced to one-half of that recommended for patients with normal hepatic

function.
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TYPES OF PSYCHO THERAPY

Therapy is a form of treatment that aims to help resolve mental or
emotional issues. There are many types of therapy available.
Psychotherapy, or talk therapy, involves a person speaking with a trained
therapist who can help them understand certain feelings and behaviors.
Therapy can help people deal with these issues by teaching coping skills or
by working to eliminate them.
This article will provide an overview of the different types of therapy

available.

1. Cognitive-behavioral therapy
A therapist uses cognitive-behavioral therapy (CBT) to explore the
relationship between a person's behavior and thoughts, feelings, or both.

A CBT therapist will work with an individual to uncover unhealthful thought
patterns. The therapist will discuss with the person how these patterns might
or do cause self-destructive behaviors and beliefs.

Together, the therapist and their client can work on developing constructive
ways of thinking. These changes can offer a healthier, more positive outlook

and help a person change their behaviors and beliefs.

The National Alliance on Mental Health (NAMI) indicate that CBT is an
effective treatment for a variety of disorders, including:

- anxiety disorders
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- depression

- bipolar disorder
- eating disorders
- schizophrenia

- trauma-related disorders

2. Dialectical behavior therapy

Dialectical behavior therapy (DBT) is similar to CBT. However, DBT
focuses more on regulating emotions, being mindful, and accepting
uncomfortable thoughts and feelings.

A therapist uses DBT to help a person find a balance between change and
acceptance. Using DBT, a therapist can teach a person new skills, such as
new ways to cope with a situation and mindfulness practices.

Psychotherapists first developed DBT to treat people with borderline
personality disorder (BPD) who were experiencing thoughts of suicide.
An article in The Mental Health Clinician indicates that DBT has reduced

medical care and medications by 90%.

Suicide prevention
If you know someone at immediate risk of self-harm, suicide, or hurting
another person:
- Ask the tough question: "Are you considering suicide?"
- Listen to the person without judgment.

- Call 911 or the local emergency number, or text TALK to 741741 to
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communicate with a trained crisis counselor.
- Stay with the person until professional help arrives.
- Try to remove any weapons, medications, or other potentially harmful

objects.

If you or someone you know is having thoughts of suicide, a prevention
hotline can help. The National Suicide Prevention Lifeline is available 24 hours
per day at 800-273-8255. During a crisis, people who are hard of hearing can
call800-799-4889.

Therapists now use DBT to treat several different conditions, with significant

and long-lasting effects. These conditions include:

eating disorders

post-traumatic stress disorder (PTSD)

substance use disorders

mood disorders

3. Eye movement desensitization and reprocessing therapy

Eye movement desensitization and reprocessing therapy (EMDR) is a
technique that therapists primarily used to treat people with PTSD.

EMDR involves a person recalling a traumatic event while performing
specific eye movements.

EMDR aims to replace adverse reactions to painful memories with less

charged or positive responses.
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The benefits of EMDR remain controversial, and a 2016 review of studies
Source was unable to identify what part of the treatment is beneficial. One
conclusion was that the benefits derive from a person's exposure to the

trauma rather than the eye movement.

4. Exposure therapy
An article in Behavior Research and Therapy Trusted Source notes that

therapists have successfully used exposure therapy to treat people with fear

and anxiety disorders.

Therapists may use exposure therapy to help treat:
- obsessive-compulsive disorder (OCD)

- PTSD

- phobias

A person undergoing exposure therapy will work with their therapist to
figure out what triggers their anxiety. The person will learn methods to avoid
ritualistic behaviors or anxiety after exposure to these triggers.

The therapist will then expose the person to their triggers in a controlled

environment to put these methods into practice.

5. Interpersonal therapy

Interpersonal therapy aims to help a person work on their relationships with

others. According to NAMI, therapists often use interpersonal therapy to treat
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depression.
During interpersonal therapy, the therapist evaluates a person's social
interactions and helps them to notice negative patterns. The therapist can then

help the person learn ways to understand and interact positively with others.

6. Metallization-based therapy

According to Psychology and Psychotherapy, metallization-based therapy
(MBT) is an effective treatment to treat BPD.

MBT involves a technique called metalizing. This therapy helps people with

BPD to notice and understand their thoughts and feelings and those of others.
Its primary aim is to give a person with BPD a sense of self and help them

connect to other people.

7. Psychodynamic therapy

Psychodynamic therapy aims to help a person combat negative patterns of
behavior that derive from past experiences.

This form of therapy involves a person speaking freely in response to a
therapist's questions, which allows a therapist to identify patterns of behavior
and thought.

Once a person understands how experiences have created unhelpful
behaviors and feelings, they can learn to overcome them.

One 2018 article indicates that psychodynamic therapy is successful in
treating Trusted Source depressive disorders, BPD, and anxiety. However,

therapists employ this technique to treat a wide range of mental health issues
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and personality disorders.
Psychoanalysis is a more intense type of psychodynamic therapy.
According to the American Psychiatric Association, therapy sessions generally

take place three or more times a week.

8. Animal-assisted therapy
Animal-assisted therapy involves a person spending time with a trained
therapy pet. A therapy pet can help reduce a person's anxiety, as well as help

those with PTSD.

Some hospitals, nursing homes, and other medical facilities use therapy
pets to provide support or comfort.

NAMI indicate that therapy dogs are particularly helpful to patients with
cancer, heart disease, or mental health disorders.

An article in Frontiers in Psychology, researchers recommend using
animal-assisted therapy, alongside music therapy, an enriched environment,
and other supportive therapies, to minimize stress and trauma for hospitalized

people who may require compulsory admission or seclusion.

9. Emotion-focused therapy
Emotion-focused therapy (EFT) focuses on building awareness of emotions
and regulating and resolving them. EFT encourages people to work on their

emotions rather than suppressing them.

According to a 2018 article, EFT can treat:

- depression
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- trauma

- social anxiety

- interpersonal problems
- eating disorders

- relationship issues

10. Family therapy

Family therapy involves working with a family unit to help an individual
within the family resolve specific issues. Family therapists help a family
understand and work through patterns of negative behavior that may cause
underlying problems.

An article in the International Journal of Environmental Research and
Public Health states that family therapy can help families with adolescents

experiencing mental health issues.

This type of therapy can also help people with:
- substance misuse disorders
- eating disorders
- behavioral problems
- anxiety
- OCD

- medical issues

11. Group therapy
Group therapy allows people experiencing similar issues to join together as

a group to resolve them. In group therapy, a therapist leads the discussion,
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and individuals can comment or contribute personal thoughts and experiences.

Group therapy helps a person see that they are not alone, and it offers
people an opportunity to support each other.

However, a disadvantage of group therapy is that a person does not get the
same amount of one-on-one attention as they would in a one-to-one therapy

situation.

Group therapy is also less confidential, meaning some people may be

reluctant to share their experiences.

According to the American Group Psychotherapy Association, group therapy
can benefit people with:

- interpersonal relationship issues

- behavioral, learning, or family issues in children and adolescents

- medical issues

- aging issues

- depression

- anxiety

- difficulty recovering from a loss

- trauma

- lifestyle issues

- addiction

- personality disorders
12. Mindfulness-based therapy

Mindfulness is the practice of becoming present in the moment.

Mindfulness aims to encourage a person to observe and accept things as they
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are and without judgment.
A 2015 study found that mindfulness-based therapy helped relieve anxiety
and depressions in people who had cancer. However, the researchers indicate

that the benefits of the therapy may not be long-lasting.

Another study found that mindfulness-based interventions were beneficial to
people with:

- depression

- schizophrenia

- stress

- anxiety

- pain

Meditation can be a big part of practicing mindfulness.

13. Creative arts therapy
Creative art therapy aims to engage the mind through various methods of
creativity. Creative art therapy allows people to express how they are feeling

through different mediums, such as art, dance, music, or poetry.

According to the American Art Therapy Association, art therapists use these

sessions to:

improve cognitive and motor function

improve self-esteem and self-awareness

encourage emotional strength

build social skills
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- resolve conflicts and distress

14. Play therapy

Specialists use play therapy to help children talk about their thoughts and
feelings. Play therapists provide a child with a space where they feel safe and
cared for.

Children in play therapy may show their feelings or experiences through
how they play. This type of therapy allows a child to deal with behavioral
problems, stress, or trauma in a safe environment.

A 2019 case study showed how play therapy could have a therapeutic

effect on children.

Summary

There are many types of therapy available for a person who would like help
working through certain issues.

Certain types of therapy may be more effective for some conditions as
opposed to others.

It is important to remember that what works for one person may not work for
another, so choosing the best form of therapy for an individual is a personal
choice.

If a person is not sure about which type of therapy is best suited to them,

they should speak to a doctor or healthcare provider.
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PATIENT VIOLENCE
Practical Tips for Managing the Agitated Patient:

Avoiding Violence in the Clinical Setting
By Jodi Lofchy, MD, Bruce Fage, MD

Reference Link:

https://www.psychiatrictimes.com/view/practical-tips-managing-agitated-patient-avoiding-violence-clinical-setting

TABLE 1. Stages of violence"

AN

Stages ef vaolence
1. Amuety and agltataon

\ What to ldiak fm'\

W\

Nervous angry, frustrated or susplcmus
affect; pacing, restlessness, foot tapping,
clenched fists; loud and fast speech with
angry dermands or profanity

\\\ N \\ ‘k‘iLeve[oﬂntewemion N

NN N N

Provide space and a sense of safety call
for back-up; terminate the assessment if
necessary

2. Verbal threats

Clenched fists or jaw, glaring, sweating;
menacing, posturing, invading space;
swearing and demanding; specific threats
and personal attacks

Verbal de-escalation techniques; contact
emergency services or security; if available,
can offer medication

3. QOvert aggression

A wide range of behavior, including
hitting, kicking, biting, or spitting; damage
to property; patients may use weapons

or objects in the environment as

weapons

Terminate the interview; contact secuirity
and/or emergency services; the patient
may need to be escorted to the emergency
department; where applicable and possible,
consider physical and chemical restraint

Mﬁ%fﬁ/ﬂfﬂfﬂf%f i

SIGNIFICANCE FDR THE PRACTICING PSYCHIATRIST

‘Althuugh uncommon, vmlence IS a fnghtenlng aspect Df pSvChlﬂtﬂC pracllce. Because;
j;fvmlent events are hard to predrc‘t clinicians must lnstﬂute universal precautlons that:
‘emphas|ze preventmn and avmd stlgmatlzmg vulnerabie populatmns. S

. {D Risk factors for violence include a history of molence or arrests, psychopathy or anﬂ-;
- social personallty dlsorder substanoe abuse ynung age maie gender unempluyment o
~ and rel&taonshlp losses. s | ; o

‘fD CIlmc:Ians must be famillar wuth the stages of vmlence and recogmze early warmng;

b Preventwe measures a.re cntlcal along mth verbal de—escalatmn and emergency

~ services as needed.
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TABLE 2. Universal safety precautions: process and
structural prevention methods

Process measures
¢ Avoid seeing new patients with identified risk factors alone

* Do not schedule new patients at the end of the day or with minimal staff
support

* Develop a method of flagging a history of violence in the clinical record
¢ Call to phone-screen patients before arrival

e Speak with the referring physician about any potential risk factors or con-
cerns

* Use a referral form that asks referring physicians to indicate violence risk
factors

* Observe patients in the waiting room before assessment

¢ Have security or additional team members present or in the vicinity for
higher-risk assessments

* Do not assess intoxicated patients alone or on a non-emergent basis
¢ Develop a good working relationship with building or hospital security
¢ Have a debriefing protocol to facilitate post-event training and learning

Structural methods
* [nterview in a quiet setting with minimal sensory stimulation

* Place patient and provider equidistant from the exits, with room to
escape if needed

¢ Consider keeping the door slightly ajar

¢ Ensure adequate personal space, staying a step and a kick length out
of range

* Provide panic buttons or personal panic alarms for all staff

¢ Consider weighted furniture that is not easily picked up or thrown

¢ Be aware that lamps, artwork, and decorative items can potentially be
used as weapons

e Use security cameras to provide a line of sight where not physically
possible

e |f possible, maintain space in a larger clinic or hospital to see patients
at higher risk for violence

e |f in a hospital, assess high-risk patients in the emergency department
when meeting for the first time
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TABLE 3. Helpful statements in verbal de-escalation

¢ Would you like to talk in the waiting room with more space?

¢ When you are yelling, it makes it difficult for me to understand you;
| bet if we sat down, | could better understand what is troubling you.

* Would you like to take a break for a few minutes and we can start the
interview when you feel more settled?

® | can see you’re very angry and you’ve been waiting a long time; are
you able to talk to me about how you are feeling?

It had been a long week, and there was only one new consult standing
between now and the upcoming call-free weekend. Dr. Taylor didn’t usually
see new consults on a Friday afternoon, but an urgent request from a
colleague had piqued his interest, and having a resident around for the
assessment made it all too easy. Handing over the faxed referral to the eager
and capable learner, he got to work reviewing the day’s cases.

Twenty minutes later, Dr. Taylor heard a loud thump and a yell from down
the hall. Springing to his feet, he dashed to the door to see the clinic
administrative assistant rushing across the waiting room with a look of panic
on her face. A scream echoed from the consult room, along with the rumble of
furniture dragging across the tiled floor. Fear gripped his chest as he realized
what was happening, and he shouted for someone to call a code white.

Thoughts raced through his mind: what should he do? How could this have

happened? What could he do to keep himself and his team safe?

In medicine, safety is paramount. As a specialty, psychiatry seeks to help

those experiencing extreme psychological distress and vulnerability. Although

providers may be hopeful and well intentioned in their clinical encounters,
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violence against health care professionals is an unfortunate and disturbing
reality. A survey of American psychiatry residents indicated that 25% had been
physically assaulted by a patient at some point in their training. Rates of

threats and physical intimidation reached 86% and 71%, respectively.

Providers might anticipate violence in the emergency department or an
inpatient setting, but violence can occur anywhere. Among outpatients with
severe and persistent mental iliness, 2% to 13% had perpetrated violence in
the community in the past 6 months to 3 years.2 Although violent attacks in
outpatient settings are less common, recently publicized violent episodes
highlight the importance of office safety strategies to keep patients and

providers safe.
Understanding risk factors

An appreciation of how risk factors interact is key to understanding and
predicting violent behavior in people with mental illness. Having a mood or
psychotic disorder carries only a small increased risk of violence compared
with the general population but when combined with a history of substance
abuse, personal victimization, or exposure to violence in the surrounding
environment, the likelihood of violence increases.4 Risk factors for violence
include a history of violence or arrests, psychopathy or antisocial personality
disorder, substance abuse, young age, male gender, unemployment, and

relationship losses.
Related content: Assault in the Medical Setting:
3 Stages of Violence

Risk assessment tools vary from unstructured approaches based on

intuition to validated actuarial tools weighed to an explicit algorithm. Clinicians
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who receive referrals in the outpatient setting may not have the information
necessary to make an accurate prediction of risk using an actuarial tool. In
addition, there are no tools that can routinely predict in-office violence, and a
clinical gestalt may not suffice. Accordingly, universal precautions and

preventive measures must be applied in all clinical settings.

When clinicians work without ready access to a security team or
environmental safety features, it is important to employ a standard process
and screening tools to appropriately triage and anticipate violence. Clinicians
who work alone, or who see patients after hours and on weekends, are

particularly vulnerable.

Kendra, the 2nd-year resident on her community psychiatry rotation with Dr.
Taylor, was eager to wrap up the day’s work and drive back to the city for the
weekend. Feeling comfortable with her newly developed assessment skills,
she quickly reviewed the referral letter while calling the patient into the consult
room. Twenty-three-year-old Mark had recently been discharged from the local
hospital’s inpatient psychiatry unit, where he had been referred for follow-up
and diagnostic clarification regarding a primary psychotic disorder or
substance-induced psychosis. In the waiting area, Mark appeared nervous,

rapidly tapping his feet and glancing around the empty room.

Management

When prevention fails, clinicians can use verbal strategies to de-escalate
patients in distress. Verbal de-escalation involves validating a patient’s
experience, establishing a collaborative relationship, and finding solutions to
ensure the patient’s needs are met. Project BETA (Best Practices in

Evaluation and Treatment of Agitation) developed consensus principles for
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verbal de-escalation that include identifying wants and feelings, listening to
what the patient is saying, and respecting personal space. Clinicians should
set firm boundaries and limits but offer choices and optimism. Modulating
one’s tone of voice and using a reassuring, respectful, and nonjudgmental

approach can help a patient maintain an internal locus of control.

Common mistakes in verbal de-escalation include arguing or taking the
emotional state personally. Instructing a patient to “calm down” or falsely
threatening to call security or police is generally unhelpful and can increase the
acuity of the situation. Table 3 highlights some practical statements that can

be used in verbal de-escalation.

These techniques can be helpful in reducing agitation or allowing more
time for security or police to arrive. To facilitate this, some method of indicating
distress, through a panic button or coded distress phrase, is helpful in alerting
colleagues to call for external support or attend to the situation. Importantly,
verbal de-escalation techniqgues must be learned and practiced in order to be
implemented effectively.

A workplace violence survey highlighted the need for multidisciplinary team
safety training and the value of standardized protocols for post-incident

debriefing and processing. Mandating routine crisis intervention and safety
training for all team members will underscore the importance of violence
prevention from an organizational perspective. For worst-case scenarios,
teams must be well-acquainted with local safety and security protocols,
including calling for emergency services through a “code white” or 911 call.
Physicians who work in an independent location may benefit from a security

consultation through a local provider.
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During Kendra’s assessment, it became clear that Mark was intoxicated
and experiencing auditory hallucinations. He became upset in the small space
and threw a chair against the wall, which caused Kendra to scream and press
her personal panic alarm. Fortunately for Dr. Taylor’'s team, Kendra used
verbal de-escalation techniques and ascertained that Mark was feeling unsafe
in the small interview room. She dragged the chair away from the door,
allowing both to exit to the waiting area safely. Hospital security arrived quickly
to provide a supportive presence. Though shaken, no one was physically
harmed, and Mark was escorted to the emergency department for further
assessment. The clinic reviewed its violence prevention strategy and reached

out to colleagues at another city site to share best practices.

Debriefing

Determining the next steps after an incident of workplace violence can be
complex and emotionally challenging. Immediately, teams should support
those involved and enable access to appropriate medical and psychiatric care.
A post-incident debriefing should provide a safe venue to review the incident,

which fosters an understanding of both factual events and emotional

responses. Practically, understanding what occurred can help organizations
learn how to prevent similar events in the future. Preventing, managing, and
dealing with workplace aggression should be the responsibility of both
employees and employers.

On a personal level, reactions to an episode of violence can be complex

and counterintuitive. Providers report increased anxiety about being in similar
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situations or assessing similar patients, as well as displacement of fear and
anger onto patients with similar characteristics. Paradoxically, a counterphobic
reaction may develop, in which providers may take on extra calls, interview
potentially dangerous patients alone, and downplay the need for assistance
and backup. Reactions may be delayed and occur months later, and providers
should talk to supervisors, staff teams, colleagues, and treating teams to
explore their experiences and feel less alone. A study of psychiatric nurses
indicated that there is a need for specialized services and follow-up support to

help with the serious negative impact of assault on health care providers.

Seeking criminal prosecution is a personal and complicated decision. It
may be beneficial to discuss the decision with colleagues to ensure objectivity
is maintained. Refraining from pressing charges may not always be the ethical

choice.

Summary

The risk of violence in psychiatric practice is a frightening aspect of our
work. Violent events are uncommon and hard to predict, and clinicians must
guard against complacency and institute universal precautions that emphasize
prevention. Patients with mental iliness are at high risk for violent victimization,
and preventive measures should not stigmatize a vulnerable population. Team
members must work together to optimize safety, using evidence and

experience to ensure excellent patient care.
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EVOCATIVE GENE-ENVIRONMENT CORRELATION
BETWEEN GENETIC RISK FOR SCHIZOPHRENIA AND
BULLYING VICTIMIZATION

Reference link: https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6732700/

Bullying victimization (BV) is a risk factor for the development of psychotic
experiences and psychotic disorders. We used data from TRAILS (Tracking
Adolescents' Individual Lives Survey), a longitudinal cohort study of Dutch
pre?adolescents3, to study the relationship between polygenic risk score for
schizophrenia (SCZ?PRS) and BV, and the possible role of BV in mediating
the effect of genetic risk for schizophrenia on the development of psychotic
symptoms later in life.

Three assessment waves of TRAILS - T1 (10?12.5 years old), T2
(12.4?714.6 years old) and T3 (14.8?18.3 years old) - were considered. We
assessed |1Q using the Wechsler Intelligence Scale for Children (WISC),
administered at T1; BV through peer nomination scores at T1 and T2; social
competence at T1 using the Revised Class Play (RCP); teacher?reported
relational aggression by Likert scales at T2; and lifetime psychotic experiences
using the Community Assessment of Psychic Experiences Scale at T3.

We imputed TRAILS genotypic data using Sanger Imputation Service
(1000 Genomes Project Phase 3 reference GRCh37/hg19). We excluded
siblings and pupils on special education, checked genotype quality, derived
genomic components to control for ancestry, and computed individual
polygenic risk scores (PRS) for schizophrenia, attention?deficit/hyperactivity

disorder, autism, bipolar disorder, major depression, and
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obsessive-compulsive disorder, using standard procedures4. We focused on
PRS-6 (including variants with association p-value <0.05), a measure of
genetic risk yielding the highest prediction accuracy for schizophrenia. We
divided the sample into PRS textiles, reflecting low, medium and high risk.

We explored whether BV was uniformly distributed across genetic groups,
and whether BV mediated the path from genetic risk to psychotic experiences.
For the former assessment, we computed an ANOVA using BV at T1 and T2
(separately) as dependent variables; PRS textiles as factor; gender, WISC and
five genomic ancestry components as nuisance covariates (bias
corrected?accelerated bootstrap, 1000 runs). For the latter assessment, we
computed mediation analyses using psychotic experiences at T3 as
dependent variable, BV at T1 and T2 (separately) as mediators, and the PRS
as multi-categorical predictor (sequential contrast; same covariates as above
plus victimization-psychosis time interval; mean?centering; bootstrap with
5000 runs; Cribari?Neto correction).

To account for different BV reporters, we additionally computed a mediation
model using the rank product of peer nomination and relational aggression
scores at T2. We tested other peer nomination scores and genetic risk for
other disorders to assess specificity of the effects. We additionally explored
whether the effect of the SCZ-PRS on BV was mediated by social competence
assessed at T1.

Analyses at T1 returned no significant PRS effects (N=650, all p>0.05).
ANOVA at T2 returned a significant PRS effect on BV (N=625, F2, 611=3.4,
p=0.033, partial n2=0.011; observed power = 64%). High PRS individuals had

greater peer nomination scores compared to medium PRS subjects (N=417,
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p=0.017) as well as to a merged sample of low/medium risk individuals
(N=625, F1, 613=6.3, p=0.012, partial n2=0.01, observed power = 71%).
SCZ-PRS was directly associated with BV at T2, without significant mediation
by social competence at T1 (N=558, partially standardized effect = 0.011). T2
mediation analysis revealed a significant indirect effect of genetic risk on
psychotic experiences at T3 (N=610, partially standardized effect = 0.031).
Victims suffered more frequent psychotic experiences at T3 (N=610, p=0.018).
These results suggest that BV partially mediated the effect of SCZ?PRS on
the frequency of psychotic symptoms developed at T3.

When BV was assessed based on both peer and teacher report at T2, the
effect was even larger, despite the reduced sample size (N=390, p=0.002).
Only genetic risk for schizophrenia, and not for other disorders, was associated
with BV. Only BV peer nomination, not other peer nomination measures, was
associated with later psychotic symptoms.

In summary, we found that 13-14-year-old adolescents with greater
SCZ-PRS experienced more severe bullying than their peers with lower
SCZ-PRS, and that BV partially mediated the effect of genetic risk on the
development of later psychotic symptoms. A possible mechanism through
which this mediation may occur is evocative gene?environment correlation,
i.e., the genetic risk carrier evoking particular reactions of other individuals,
such as bullying. The effect is small (1% of the variance), but it is in line with
other reported effects, e.g., SCZ-PRS explains at most 1.2% of the variance in
symptoms across patients with schizophrenia.

Our sample sizes are small for a behavioral genetics study, a limitation we

attempted to address by cumulating risk variants into PRS tertiles. Peer
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nomination is just one way to assess BV and results may differ based on other
reporters. However, findings persisted when assessing BV based on
peer/teacher reports. Importantly, we did not use self-reports, which may be
influenced by paranoia. The prospective data collection reduced the risk of
retrospective memory bias.

We studied risk for schizophrenia, but used psychotic episodes as a clinical
proxy. Schizophrenia risk may overlap only partially with risk for psychosis, but
risk variants for psychosis are not known. To the extent that genetic risk
translation into clinical symptoms is mediated by environmental risk, our
findings call for our efforts to antagonize BV of vulnerable individuals to

support mental health prevention.
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Sex Education for Muslims

The Quran and Hadees provide guidance in all affairs

of life.it is imperative for a Muslim to study the
Quran and Hadees, Understand them, and make

these principles a part of the daily life. The most important

human relationship is that of marriage. It is through this
institution that the procreation and training of the human

race comes about. So, it's no wonder that the Quran

and Hadees give us important guidance on this matter.

But it is unfortunate that our authors, teachers and

imams avoid this topic in their discourses due to a false
sense of embarrassment. Moreover, most of them are not

well versed in the field of medicine and psychology.

Therefore, it's only people who have knowledge of both
religion as well as medicine who should come forward to
speak and write on the subject. We have included in this
book all passages referring to sexual matters from the
Quran, Hadees and Figa. These passages provide guidance
to married as well as unmarried youngsters. If one reads
this matter it would be easier to maintain proper physical
and sexual health, along with an enjoyable marital life.
The reading of this matter as well as using it in one’s life

will be considered equal to worship.

Author: Dr.Syed Mubi
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PSYCHIATRIST REQUIRED

"Psychiatrist required for Karachi Psychiatric Hospital”
(Pakistan)

Qualification:

* Diplomate of the American Board of Psychiatry

* DPM, MCPS or FCPS
Send C.V to:

Dr. Syed Mubin Akhtar (Psychiatrist & Neurophysician)
M.D. KARACHI PSYCHIATRIC HOSPITAL

Address:

Nazimabad No.3 Karachi, Pakistan

E-mail:

mubin@kph.org.pk

Phone No:

111-760-760
0336-7760760




K.P.H. ECT MACHINE
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Rs. 70,000/=

Wilh 5§ year full waranly and afler sale services.

Designed & Manufactured By

KARACHI PSYCHIATRIC HOSPITAL

NAZIMABAD NO. 3, KARACHI-PAKISTAN PHONE: 021-111-760-760
0336-7760760

Website: www.kph.org.pk  Email: support@kph.org.pk

This is being assembled and used in our hospital
since 1970 as well as JPMC and psychiatrists in other cities i.e

Sindh : Karachi, Sukkar, Nawabshah

Balochistan : Quetta
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Punjah : Lahore, Gujranwala, Sarghodha, Faisalabad, Rahimyar Khan, Sialkot
Foreign : Sudan (Khurtum)

It has been found to be very efficient
and useful. We offer this machine to other doctors on a
very low price and give hundred percent guarantee for parts
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FIVE YEARS Guarantee, and in addition the price paid will be
completely refunded if the buyer is not satisfied for any
reason whatsoever and sends it back within one month of
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KARACHI PSYCHIATRIC HOSPITAL
KARACHI ADDICTION HOSPITAL

Established in 1970

Modern Treatment With Loving Care
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Main Branch

Nazimabad # 3, Karachi

Phone # 111-760-760
0336-7760760

Other Branches

Male Ward: G/18, Block-B, North Nazimabad, Karachi
Quaidabad (Landhi): Alsyed Center (Opp. Swedish Institute)
Karachi Addiction Hospital:

Mubin House, Block B, North Nazimabad, Karachi

E-mail: support@kph.org.pk
Skype [.D: online@kph.org.pk
Visit our website: <www.kph.org.pk>




/ MESSAGE FOR PSYCHIATRISTS

Karachi Psychiatric Hospital was established in 1970 in Karachi. It is not
only a hospital but an institute which promotes awareness about mental disorders in
patients as well as in the general public. Nowadays it has several branches in
Nazimabad ,North Nazimabad, and in Quaidabad. In addition to this there is a
separate hospital for addiction by the name of Karachi Addiction Hospital.

We offer our facilities to all Psychiatrists for the indoor treatment of
their patients under their own care.
Indoor services include:

» 24 hours well trained staff, available round the clock, including Sundays &
Holidays.

» Well trained Psychiatrists, Psychologists, Social Workers, Recreation &
Islamic Therapists who will carry out your instructions for the treatment of
your patient.

» An Anesthetist and a Consultant Physician are also available.

» The patient admitted by you will be considered yours forever. If your patient
by chance comes directly to the hospital, you will be informed to get your
treatment instructions, and consultation fee will be paid to you.

» The hospital will pay consultation fee DAILY to the psychiatrist as follows:

- Semi Private Room
Rs 700/= Private Room
Rs 600/= General Ward
Rs 500/= Charitable Ward (Ibn-e-Sina)

The hospital publishes a monthly journal in its website by the name ‘The Karachi
Psychiatric Hospital Bulletin” with latest Psychiatric researches. We also conduct
monthly meetings of our hospital psychiatrists in which all the psychiatrists in the city
are welcome to participate.

Assuring you of our best services.

C.EO
Contact # 0336-7760760
111-760-760

Email: support@kph.orqg.pk
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Patient Care
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MBBS M.A (Social Work) Director Administration
Dr. Zeenatullah . Roohi Afroz

MBBS, IMM (Psychiatry) M.A (Social Work)
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ADDICTION WARD

MUBIN HOUSE
PATIENTS’ ACTIVITY
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