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The newer
frequently cause suicide, violence, and manic-like symptoms of
activation or overstimulation, presenting serious hazards to active-duty soldiers who carry
weapons under stressful conditions. These antidepressant-induced symptoms of activation
can mimic posttraumatic stress disorder and are likely to worsen this common disorder in
increasing the hazard when
are prescribed to military personnel. Antidepres
sants should not be prescribed to soldiers during or after
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ecently, concern has been expressed about the increased prescription of psychi
atric medications, especially antidepressants, to military personnel (Lorge, 2008;
Thompson, 2008). In presentations at military conferences on combat stress
(Breggin, 2009, 2010a) and in testimony before the U.S. House of Representatives Veter
ans Affairs Committee (Breggin, 201 Ob), I have pointed to a probable causal relationship
between increasing rates of antidepressant prescription and increasing rates of suicide in
the military. This article reviews and evaluates the relevant scientific data.

RESEARCH LEADS TO FDA LABEL CHANGES
FOR THE NEWER ANTIDEPRESSANTS
Because of concerns about reported cases of suicide in association with the newer
antidepressants, the Food and Drug Administration (FDA) required a reevaluation
of all prior double-blind placebo-controlled clinical trials conducted on children and
youth conducted during the FDA approval process (Hammad et al., 2006). The selec
tive serotonin reuptake inhibitor (SSRI) antidepressants were reevaluated, including
fluoxetine (Prozac), fluvoxamine (Luvox), paroxetine (Paxil), sertraline (Zoloft), cit
alopram (Celexa), and escitalopram (Lexapro). In reports issued by the FDA (2004a),
four other potentially stimulating antidepressants were found to produce similar adverse
behavioral and mental effects and were included in the group: venlafaxine (Effexor),
mirtazapine (Remeron), bupropion (Wellbutrin or Zyban), and nefazodone (Serzone).
The meta-analysis found that the risk of suicidal ideation and behaviors was doubled
for children and youth taking the antidepressants compared to placebo (4% vs. 2%)
(FDA, 2004b).
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Compared to controlled clinical trials, tInder clinical conditions in the real world the
rates of suicidality would be would be much higher than those in the clinical trials. Con
trolled clinical trials educate and inform the patients in more detail about risks, require
weekly monitoring, last no more than several weeks, avoid drug combinations, and exclude
suicidal patients. In addition, they provide great hope to the subjects and their families
who seek to find a "nevv' cure" by participating in the experimental clinical trials (Breggin,
2008a).
Of special relevance to the military age-group, the FDA more recently published its
analysis of adult data including 372 double-blind placebo-controlled clinical trials with
99,231 subjects (Stone et aI., 2009). The FDA concluded, "Compared with placebo, the
increased risk of suicidality and suicidal behaviour among adults under 25 approaches that
seen in children and adolescents" (p. 1).
The following excerpts are taken from the Zoloft (sertraline) label as of October 2008
(Physicians' Desk Reference, Inc., 2009). Identical or nearly identical warnings and
information can be found in all antidepressants labels. A black box at the top of the
label warns about the increased risk of suicidal behavior in children and youth and also
young adults ages 18 to 24, including many young soldiers.
The warnings section specifically warns about the increased risk of medication-induced
suicidality during "the initial few months of a course of drug therapy, or at times of doses
changes, either increases or decreases." It then describes an activation or stimulant-like
array of adverse effects:
The following symptoms, anxiety, agitation, panic attacks, insomnia, irritability, hostility
aggressiveness, impulsivity, akathisia (psychomotor restlessness), hypomania, and mania, have
been reponed in adult and pediatric patients being treated with antidepressants for major
depressive disorder as \vell as for other indications, both psychiatric and nonpsychiatric.

Note the specific mention of "irritability, hostility, aggressiveness, impulsivity"~a pre
scription for causing suicide and violence, especially in an already stressed individuals,
including soldiers. This array of stimulant adverse effects resembles the most frequent
psychiatric disorder associated with combat experience-posttraumatic stress disorder
(PTSD) with its hyperalert overstimulated symptoms (American Psychiatric Association,
2000).
In the section on clinical worsening and suicide risk, the Zoloft label recommends
informing patients and caregivers about this array of adverse drug effects. The probabil
ity that these warnings will be given to military personnel is not high, and of course, on
deployment, their families will be unavailable to monitor them.
A medication guide for all age-groups (e-mail from R. Grewal, regulatory project
manager, Division of Psychiatric Products, Center for Drug Evaluation and Research,
Office of Drug Evaluation, Food and Drug Administration, to Donald Farher, attorney,
San Rafael, California, August 14, 2008) appears at the end of each antidepressant
label. It states, "The prescriber or health professional should instruct patients, their
families, and their caregivers to read the Medication Guide and should assist them
in understanding its contents." From my informal interviews of military health care
providers at two consecutive military stress conferences (Breggin, 2009, 201Oa), the
medication guide is rarely if ever given to medicated soldiers in deployment or during
postdeployment treatment and rehabilitation.
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The medication guide provides a bulleted list of danger signs associated with the use of
antidepressants:
•
•
•
•
•
•
•
•

Thoughts about suicide or dying
Attempts to commit suicide
New or worse depression
New or worse anxiety
Feeling very agitated or restless
Panic attacks
Trouble sleeping (insomnia)
New or worse irritability
Acting aggressive, being angry, or violent
• Acting on dangerous impulses
• An extreme increase in activity and talking (mania)
• Other unusual changes in behavior or mood

All these potentially dangerous symptoms are also commonly seen in PTSD in military
personnel, posing the risk of worsening this common military disorder.

CONFIRMATION FROM THE DIAGNOSTIC
AND STATISTICAL MANUAL OF MENTAL DISORDERS
The official American Psychiatric Association's (2000) Diagnostic and Statistical Manual
of Mental Disorders (4th ed., text revision), in the section on mania episode and elsewhere,
states that antidepressants can cause the symptoms and behaviors associated with mania:
"Symptoms like those seen in a Manic Episode may also be precipitated by antidepressant
treatment such as medication" (p. 361), including "criminal" behavior, "antisocial" behav
ior, "irritability, particularly when the person's wishes are thwarted," "assaultive behavior,"
"physically assaultive" behavior, "physically threatening" behavior, "suicidal" behavior,
and shifts from anger to depression (pp. 359-261).
The diagnostic manual also sates that SSRI antidepressants can cause akathisia, leading
to suicide, aggression, and worsening of psychosis or behavioral dyscontrol. The hazards of
hypomania or mania in armed combat soldiers are obvious.

OVERVIEW OF SCIENTIFIC STUDIES
Antidepressant-Induced Suicidality in Adults
A large body of research confirms an increased risk of suicidality in adults (Aursnes,
Tvete, Gassemyr, & Natvig, 2005; Donovan, Kelleher, Lambourn, & Foster, 1999;
Donovan et at., 2000; Fergusson et at., 2005). Jick, Dean, and Jick (1995) conducted
an epidemiological study of reports from general practices (primary care) in the United
Kingdom involving 172,598 adult patients who had been given at least one prescription
for antidepressants. Taking into account a past history of suicidal behavior and other
variables, fluoxetine remained twice as likely to be associated with suicide as older more
sedating antidepressants.
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Baker, Lange, Caplan, and
(1994) conducted a retrospective case
review of all deaths in Maryland where either t1uoxetine or tricyclic antidepressants were
forensically detected. They found a statistically significant increase in violent suicides in
association with fluoxetine (65 % VS. 23 %).
Under guidance from the FDA, GlaxoSmithKline conducted "a new meta-analysis of
suicidal behavior and ideation in placebo-controlled clinical trials of paroxetine in adult
with psychiatric disorders" (GlaxoSmithKline, 2006, p. 1). The company found a
significant increase in suicidal
in adults of all ages treated with Paxil
for
depressive disorder.
In a noncontrolled study of suicide attempt cases admitted to a psychiatric unit in a
hospital, suicide attempt cases were more likely to have received antidepressants
benzodiazepines than nonsuicide cases (Raja, Azzoni, & Koukopoulos,
A study of 1,255 suicides in 2006 in
(Ljung, Bjorkenstam, & Bjorken
2009) reponed that 32% of Scandinavian men and 52% of Scandinavian women
prescription for antidepressants in the 180 days prior to death by suicide. A retrospectl
study examined the suicide rates among 887,859 Veterans Administration (VA) pm:ients
treated for depression and found that "completed suicide rates were approximately twice
the base rate following antidepressant starts in VA clinical settings"
et al.,
2009). ]uurlink, Mamdani, Kopp, and Redeimeier (2006) reviewed more than 1,000 cases
of actual suicides in the elderly
found that during the first month of treatment the
SSRI antidepressants were
with nearly a fivefold higher risk
to other
antidepressants. Fisher, Kent,
Bryant (1995) conducted a phone survey of pharmacy
taking various antidepressants and found a higher rate of suicidality on SSRIs.

Antidepressant-Induced Mania in Adults
A considerable body of research
that the newer antidepressants frequently
cause mania. Preda, MacLean,
and Bowers (2001) carried out
study of 533 adult psychiatric hospital admissions over a 14-month period and found
that 43 (8.1 %) could be attributed to antidepressant-induced mania and/or psychosis.
Morishita and Arita (2003) conducted a retrospective review of 79
treated
for depression with paroxetine and found that seven (8.6%) developed hypomania or
mania. Howland (1996)
approximately 184 adult patients
at a univer
sity clinic and hospital with
including t1uoxetine,
and sertraline. He
identified 11 cases (6%) of SSRI-induced mania, mostly severe.
Ebert et a1. (1997) carried out a prospective study of 200 adult
treated
with the SSRI fluvoxamine. Fourteen patients (17%) developed hypomania, and
some became
suicidal or dangerous. Levy, Kimhi, Barak, Aviv, and Elizur
(1998) carried out a
retrospective chart assessment of 167 adult patients with
anxiety disorders. "Five
were identified
an episode of
antidepressant-associated mania within 3 months of initiation of treatment." Martin
et a1. (2004)
a national database of more than 7 million
insured indi
viduals, aged 5 to 29 years, and found a statistically
correlation benveen
exposure to antidepressants and a subsequent diagnosis of bipolar disorder.
Individuals who have preViously displayed manic symptoms
a vastly increased risk
of mania when
to SSRI antidepressants (Ghaemi, Boiman, & Goodwin, 2000;
Henry, Sorbara,
Ciindre, & Leboyer, 2001) with rates that exceed 20%.
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The SSRI antidepressants pose a very serious risk of causing mania in patients with and
without a prior history of manic-like symptoms,

Antidepressant-Induced Aggression in Adults
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Healy, Herxheimer, and Menkes (2006) evaluated controlled clinical trial data pro
duced by GlaxoSmithKline (2006) concerning paroxetine and found an increased rate of
hostility for children and adults taking the medication. Healy (2000) conducted a random
ized double-blind crossover study comparing the effects ofsertraline (Zolofr) to a non-SSRI
antidepressant (reboxetine) in a group of healthy volunteers. Two of the 20 individuals
became
disturbed with tendencies toward suicidal and violent behavior.
The FDA (1991) conducted an unpublished epidemiological study comparing t1u
oxetine to trazodone in regard to spontaneous reports concerning hostility and inten
tional injury (available at http://www.breggin.com). After factoring in the greater
number of prescriptions for fluoxetine, fluoxetine had a higher frequency of reports for
aggressive and violent behavior.
In a phone survey of pharmacy patients taking antidepressants, Fisher, Bryant and Kent
(1993) compared fluoxetine with a more sedating antidepressant, trazodone, Fluoxetine
caused "a higher incidence of psychologic/psychiatric adverse clinical events, including
delusions and hallucinations, aggression, and suicidal ideation" (p. 235).

SSRHnduced Apathy Syndrome in Adults

.;. \

The mixture of apathy and dis inhibited aggressiveness reported by Healy (2000) and oth
ers is found in a portion of patients who become uncharacteristically violent as a result of
taking SSRIs (Breggin & Breggin, 2004; Breggin, 2008a, 2008b). Hoehn-Saric, Lipsey, and
McLeod (1990) describe SSRI-induced (f.luvoxamine and Huoxetine) apathy in association
with disinhibition in five patients (see also Marangell, Silver, Goff, & Yudofsky, 2003),
A Broad Range of Adverse Behavioral

Effects in Children and Youth
Studies of children often include youth as old as age 17 or 18. Younger individuals are
often more sensitive to drugs and are more likely to display adverse effects that will also
appear with less frequency in adults.
Wilens et a1. (2003) evaluated 82 charts of children and adolescents treated with
SSRIs for symptoms of depression or obsessive,compulsive disorder over a mean period of
26.9 months. Psychiatric adverse events (PAEs) were found in
"most commonly
related to disturbances in mood." Remarkably, "re-exposure to an SSRI resulted in
another PAE in 44% (n 13) of the group." Of the 82 children, 21% developed mood dis
orders, including 15% who became irritable, 10% who became anxious, 9% who became
depressed, and 6% who became manic. In addition, 4% of the children became aggressive.
disorders afflicted 35% of the children, including 23% dro~vsy and 17% insomnia.
Finally, 10% became psychotic.
Other studies confirm high rates of antidepressant-induced mental abnormalities,
including aggression and impulsivity, in children and youth up to 18 years of age
(Constantino, Liberman, & Kincaid, 1997; Go, Malley, Birmaher, & Rosenberg, 1998;
Birmaher, Garcia, AI-Shabbout, & Ryan, 1992; King et aI., 1991; Riddle et al.,
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1990-1991). A controlled clinical trial found that fluoxetine caused a 6% rate of mania
in depressed children and youngsters ages 7 to 17 (Emslie et al., 1997).

Causation in FDA Warnings for Children,
Youth, and All Adults
The federal regulations that govern the
sections in
labels
that
the inclusion of these adverse reactions must
based on "reasonable evidence of a
causal association with a drug" (Code of Federal Regulations, 2008, p. 29). The FDA
confirmed that the array of stimulant'like or activation symptoms associated with the
antidepressants was in fact caused
the drugs when it referred to "certain behaviors
known to be associated with these drugs, such as anxiety, agitation, panic
insom'
nia, irritability, hostility, impulsivity, akathisia (severe restlessness), hypomania, and
mania" (FDA, 2004a, p. 1, emphasis added).

Case Examples
Case reports have led to most FDA changes in labels and to most withdrawals of psychi
atric
from the
and are a
in the FDA for evaluating
drug
reactions (Breggin, 2008a;
1993, 1996; Government Accounting Office, 1990).
The FDA itself described principles for determining causation from clinical reports (now
Causal Rela
called adverse event reports) in a table titled "Useful Factors for
tionship Between Drug and Reported Adverse Event" (FDA, 1996, p. 6, emphasis added;
1994).
for similar criteria for determining causation, see also Bailey, Godis, &
In my clinical and forensic practice, I have evaluated more than 100 cases of violence,
suicide, crime, and mania induced by psychiatric medications, especially the newer
antidepressants, often in combination with antianxiety agents, especially alprazolam.
Fifty of these cases are presented in depth in Medication Madness (Breggin, 2008b). In
these 50 cases, the suicidal, violent, or criminal behaviors were unprecedented and out
of character. Recidivism was zero after the medications were stopped.
In these cases, victims of drug'induced abnormal
states and behavior almost
never recognized that they were acting irrationally or that they were under the influ
ence of their psychiatric drugs. This led me to formulate the concept of medication
spellbinding (intoxication anosognosia}-the concept that psychoactive substances
reduce the individual's capacity to appreciate mental and behavioral adverse reactions
and can lead to uncharacteristic abnormal behaviors, including violence and suicide
(Breggin, 2006, 2008a, 2008b).

Antidepressant-Induced Reactions
That Result in Suicide and Violence
The various antidepressant-induced clinical syndromes and reactions associated with
suicide and violence have been reviewed elsewhere
Breggin, 2003; 2008a, 200Sb;
Teicher, Glod, & Cole, 1990, 1993). Some of the associated syndromes or adverse
reactions include (a) anxiety and agitation with or without hyperactivity (akathi
sia); (b) worsening or
depression; (c) compulsive suicidality; (d) irritability,
hostility,
aggressiveness; (e) apathy and indifference; (f) behavioral dyscontrol or
impulsivity; and (g) mania and psychosis.
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Lack of Efficacy
While it is relatively easy to prove that antidepressants frequently cause serious and
life-threatening harm, it remains difficult to prove their effectiveness. In order to obtain
FDA approval, pharmaceutical companies can cherrypick their studies in order to find two
that show some effectiveness. However, when all adult controlled clinical trials, including
those that fail to prove efficacy, are pooled in a meta-analysis, antidepressants do nor prove
effective (Kirsch et aL, 2008; Moncrieff & Kirsch, 2C05). Meanwhile, studies of children
and youth almost uniformly fail to show effectiveness (Whittington, Kendall, Fonagy,
Cottrell, & Boddington, 2004 [ages 5~ 18J; Jureidini et al., 2004; Tonkin & ]ureidini, 2005;
smdies reviewed in Breggin, 2C08a) .
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Controlled clinical trials, epidemiological studies, and clinical reports confirm that the
SSRIs and other stimulating antidepressants cause suicidality, aggression, and mania in
children and adults of all ages. Young adults aged 18 to 24 (the age of many soldiers) may
be especially at risk for antidepressant-induced suicidality. There is a strong probability
that the increasing suicide rates among active-duty soldiers are in part caused or exacer
bated by the widespread prescription of antidepressant medication. By themselves, these
drugs cause a dangerous stimulant-like profile of adverse reactions. These symptoms of
activation can combine adversely with similar PTSD symptoms found so commonly in
soldiers during and after combat.
The military should study the relationship between psychiatric drug treatment and
suicide as well HS random or personal violence.
The military should rely on the psychological and educational programs that are
currently in use and under development for preventing suicide and ameliorating stress
among service members (e.g., Department of Defense, 2010). Antidepressants should be
avoided in the treatment of military personnel.
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