Journal of Natural Sciences Research www.iiste.org
ISSN 2224-3186 (Paper) ISSN 2225-0921 (Online) “—.i,l
Vol.7, No.10, 2017 IIS E

Risk for Suicide during Treatment with Selective Serotonin
Reuptake I nhibitors Antidepr essants M edication

Fayzeh Nayef Mohammad Yousef
Department of Applied Science
Al-Balga Applied University, P.O. Box: Al-Salt 1971
Irbid University College

Suzie Yassin Abd Al-Rhman Ali Rababa’h
Department of Applied Science
Al-Balga Applied University, P.O. Box: Al-Salt 1971
Irbid University College

Osama Mohammad Salem Obaid
Department of Mental Health Royal Medical Services
P.O. Box 150577

ABSTRACT

Background: prolonged stress may lead to depression whichcalsdead to suicidal attempts. Serotonin
reuptake inhibitors (SSRIs) remain the dominarg<laf antidepressants. Many mental health caraqers/

have conflicts to the therapeutic role of antidepamts. Some studies found that SSRIs protectdwaode and
others find no effect.

Aims:. to find if there is a relationship between the o6 SSRIs and suicide.

Methods: Computerized literature searches using CINAHL, MMbd, and science direct database were
undertaken, using the key words ‘SSRI antideprdssdsuicide, ' FDA black box warnings regardin§r8
antidepressants' , ‘ relationship between SSRIs amtidepressants’, prevalence of SSRI antidepriesssan
prescription among elderly', ‘prevalence of suicid®ong patients treated with antidepressants'

Conclusion: Increased risk of suicide and self-harm caused $RIS antidepressants cannot be ruled out, but
more searches with longer follow up are requiredassess the balance of risks and benefits to Ihe ful
understood.

Introduction

Every person occasionally feels black and sad{hag#e emotions usually disappear over the time.
When a person has a depressive disorder, it imtesrthe quality of life, normal functioning, andusas
suffering for the person with the disorder and learébr those who look after him or her. Many peopith a
depressive illness never seek treatment. But teemrajority, even those with the most severe demescan
get better with treatment .Intensive researchtimoiliness has resulted in the development of oaditins,
psychotherapies, and other methods to treat p&afhiehis disabling disorder (National Institute Mental
Health, 2008).

Depression is a common mental illness that affexctee than 19 million Americans each year (U.S depent
of Health and Human Services [USDHHS], 2005). Mmtsons who experience it need treatment to gdrbet
and to restore their normal functioning.

Depression is an illness that can have a signifitapact on a person's life, hindering the abildy
function, interfering with relationships, and causa loss of interest or pleasure in the activitieléving (Brock
et al., 2005). Depression is the fourth leadingseaaf disability worldwide, creating an enormousden for
society (Ustun, Ayuso-Mateos, Chatterji, Matherdyi@rray, 2004). There are several forms of dejwess
disorders. The most common are major depressiwedtis and dysthymic disorder (U.S department ofitHea
and Human Services [USDHHS], 2008).

Depression can complicate other diseases, caudiitiamal health problems and potentially leadiagticide.
Between 2 and 8% of depressed patients eventualliyamn suicide
(Bostwick & Pankratz, 2000; In skip, Harris ,& Bactough,1998) which is two to five times the ragersin the
general U.S. population ( Centers for Disease ©batrd Prevention , 2008), furthermore, latestissidhowed
that lifetime risk of suicide among patients withitneated depression ranges from 2.2% to 15% acuptdi
black box warning regarding risk for suicide duringatment of depression in 2007 .

According to the Centers for Disease Control are/@mntion (CDC) (2007), more than 30,000 people in
the United States died by suicide in 2001, in 20@2e than 116,000 people were treated and reldesad
emergency rooms after suicide attempts, and mare 180,000 people were hospitalized following sléci
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attempts.

Suicide is an intended decision to end one’s ofen IStart from non-fatal suicidal behavior appeéars
the form of ideation, where there are thoughts pinainote the desire to end one’s life, which become
aggravated when they are accompanied by a suitagie ip which a method for ending one’s life isrfarated.
Attempted suicide involves conduct designed to ealeath, which it may or may not result in (NockKM
2008).

Several risk factors for suicide attempts amongekeed patients have been identified and theydeclu
being unmarried, more severe depression, a co4diegalcohol use disorder, and a history of prigcisle
attempts (Sokero et al., 2005).

The drug of choice which is mainly used to treatdlepressive disorders is tedective serotonin
reuptake inhibitors (SSRIs) remain the dominargglaf antidepressants. Their ease of use, vetgaditid
safety has favored the SSRIs in both psychiatritganeral medical practice (Schatzberg, Cole, & @8&a,
2007).

Suicidal thoughts are a symptom of depressioncantpleted suicide is a tragic complication of
depressive illness (Howland, 2007). Despite thatira effectiveness of antidepressant medicatidvese has
been some concern that these drugs might haveadgdcal effect in inducing suicidal states, attea a
minority of treated patients (Teicher, Glood, & €01990). Besides, the contributions of other ssithad
major authorities like Food and Drug Administrati®A) to issue warning regarding use of antidepaiess.

In October 2004, the U.S. FDA ordered that alidagressant medications carry a warning indicating
that they are associated with an increased riskiigfdal thinking, feeling, and behavior in childrend
adolescents. In May 2007, the FDA expanded thisiwgrto include information about an increased afk
suicidal symptoms in young adult’s ages betweeto181.

Does anti-depressant drug treatment increase oeasethe risk of completed suicide?

Since major depression is a leading risk factor doicide, and because antidepressant drugs areatjgne
effective in treating depression [Goldsmith et &002], it might be expected that Increasing use of
antidepressants would reduce suicide. However @eunf recent studies Suggest that the most commuasd
class of antidepressant drugs — selective seroteniotake Inhibitors (SSRIs) — might actually iragethe risk

of suicidal behavior [FDA, 2006, Hammad et al., 00

Observational studies have found arésults: some signify that SSRIs protect froncisiei-related
events (Gibbons RD et al, 2007) and others finéffect (Schneeweiss S, et al , 2010 & Jick H, Ka&eJick
SS, 2004) or an increase in risk of suicide-rel@eshts (Olfson M, Marcus SC, Shaffer D, 2006 &lsaibs RD
et al, 2012) . These studies, however, have metbgital limitations including small sample size drigh
attrition rates.

One candidate explanation is heterogeneity in pgylchrmacological effects: some patients might égpee a
worsening of mood from SSRI treatment. Another idaite explanation comes from the possible behalviora
responses of patients and medical practitionetise@mproved safety and reduced side effects ofl S 8Hative
to older tri-cyclic antidepressants (TCAs), a vansdf what Viscusi [1984, 1985] terms the “lullieffect.” In
response to these recent studies, regulatory aggeimcboth the US and UK have issued warnings aheuise
of SSRIs first for people under 18 years of ag&[UDepartment of Health, 2003; FDA 2003, 2004; Good
2003] and more recently for adults as well [FDAQ2ZD

Significance of the Literature Review

The significance of this study lies in its gtafind if there is a relationship between the ofselective
serotonin reuptake inhibitors (SSRIs) antidepressand suicide. In addition, the prevalence caleses,
consequences in order to raise awareness and preside recommendations about this problem for best
practice in mental health field in future.

Also the benefits of these pieces of information ba helpful for psychiatric setting administration
education of mental health staffs, and progressf@videnced-based clinical practice.
In 2000, SSRIs were the second most commonly pbestdrug class in the U.S., and the third bedirgetirug
class in the world [IMS Health, 2006]. Understandihow SSRIs affect suicide is relevant for poliegidions
about whether to restrict or encourage accessesettirugs, and about how to regulate their use.

Literature Review
M ethodology
The objective of this literature review was to exagrthe existing body of
Knowledge concerning prevalence of antidepressantsng adolescents and elderly, the correlation dwstw
SSRI with suicide, and the effects of FDA on prisng antidepressants and suicide rates. Thislitee review
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provided a clear picture about the mentioned cascéporeover, it has manifested guidance and orgainin
for the ideas and theories pertaining to suicideragrdepressed patients whom treated with SSRI
antidepressants.

A number of papers in the international journalortjpg that suicide are prevalent among patientsrwireated
with SSRIs antidepressants. The review of liteeatuill look at this topic in multiple approachesarder to
facilitate comprehensive understanding.

Computerized literature searches using CINAHL, Rigal, and science direct database were undertakary u
the key words ‘SSRI antidepressants’, 'suicid@AmBlack box warnings regarding SSRI antidepressant
relationship between SSRIs and antidepressanés/al@nce of SSRI antidepressants prescription among
elderly', ‘prevalence of suicide among patientsté@ with antidepressants' . As articles wereaedd their
references' were reviewed for potential studidsetincluded in the review. Selected for inclusidthim the
review were research studies written in Englistyilege that were related to the prevalence, causkesfiects
of FDA warning.

Prevalence of Antidepressant Use among Elderly People

The proportion of antidepressant users increased &.3% of the elderly population in 1993 to 11.5%
in 1997. Prescriptions for SSRIs accounted for 9d6%ntidepressant prescriptions dispensed initse30 days
of 1993 and 45.1% of those dispensed by the laga$® of 1997 and were projected to increase to
approximately 56% by the end of 2000. Prescriptfongricyclic antidepressants fell from 79.0% hetfirst 30
days of 1993 to 43.1% by the last 30 days of 19/veere projected to decline to approximately 28pthie
end of 2000. Annual antidepressant costs (in Caneadillars) increased by 150%, from $10.8 milliori993
to $27.0 million in 1997. Population shifts andiacrease in the prevalence of antidepressant aseminted
for at least 20% of this increase, whereas thecpi®sg transition from tricyclic antidepressarms3ISRIs
accounted for at least 61% of the incre@damdani et al., 2000).

Blazer et al., (2000) conducted a study its samlé2 elders equally distributed between Africanehican and
white community-dwelling subjects in the Piedmatgion of North Carolina during four in-person iniemws
spanning 10 years. The authors found that a t6#686 of whites and 2.3% of African Americans used
antidepressants in 1986. Approximately 14.3% ofteghand 5.0% of African Americans used antidepressa
1996. In controlled analyses, the prevalence odifils for antidepressant use in whites, compareifiioan
Americans, was 1.76 in 1986 and 3.77 in 1996. Adiogrto study, it could be concluded tidtican American
elders are much less likely to take antidepressantsthe difference in use increased over theebsyof the
survey.

In elderly people with depression, 24% receivedniidepressant treatment, 26.3% received old
antidepressants ( tricyclics and monoamine oxidiasbitors) alone or in combination with psychotigy,
64.3% received new antidepressants (selectives@miteuptake inhibitors) alone or in combinatioithw
psychotherapy, 14.8% received both new and old,7&m8P6 were treated with any antidepressant (@d, ror
both) in the same calendar year. Thirty seven pet af black people, 22.4% of white people, 13.§%gian
people and 23.6% of Hispanic people received ng tteatment for depression.

African Americans with a primary diagnosis of deggien were almost twice as likely as whites not to
receive an antidepressant within the study peraidg ratio=1.91, 95% confidence interval=1.62-2.24)
Significantly more black, non- Hispanics were reg® no treatment than whites (p, 0.001). Othé¢ féstors
for no pharmacotherapy were being male, aged 6§ed@rs and being in long term care (Strothers &Ql5).

Prevalence of Antidepressant Use among Adolescents

Rushton, and Whitmire, (2001) conducted a retraggestudy in North Carolina Medicaid recipients,
1992 through 1998, aged 1 to 19 years. The populatinged from 342333 children in 1992 to 581088968.
The study revealed that the number of childrenadaescents who received stimulants increased &40
(24584 claims) in 1992 to 27951 (135057 claims)988. The number of SSRI recipients increased &M
children (1326 claims) in 1992 to 6984 children323 claims) in 1998.

Prescription prevalence in school-aged childrem 84t years increased from 4.4% to 9.5% for
stimulants during the study period, and from 0.2%.6% for SSRIs antidepressants. In 1998, stimiulan
prescription prevalence was highest for white sthged males (18.3%) versus black females (3.4%)S8RI
prescription prevalence was highest for white sthged males (2.8%) versus black females (0.6%).
Combination pharmacotherapy also increased du®9@ through 1998.

Zito et al., (2002) found that, in 1994, antideges¥s (ATD) prevalence per 1000 youths was 19.10
Midwestern Medicaid (MWM), 17.78 mid-Atlantic Medid (MAM), and 12.85 health maintenance
organization (HMO), which represented a consisterease in prevalence from 1988-1994: 2.9-fold\M),
4.6-fold (MAM), and 3.6-fold (HMO). TCAs were theast commonly used ATD subclass in 1988, but by 1994
SSRIs nearly equaled the prevalence of TCAs.

100



Journal of Natural Sciences Research www.iiste.org
ISSN 2224-3186 (Paper) ISSN 2225-0921 (Online) 5-'—.i,l
Vol.7, No.10, 2017 IIS E

Despite the rapidly expanding use of selectivetsain reuptake inhibitors prescribed mainly for
depression, more than half of ATD use in 1994 viidlsaiributable to tricyclic antidepressants pralsed
mainly for attention-deficit/hyperactivity disordekTD prevalence was generally predominant amontp1I04
year-old boys and among 15 to 19 year-old girlshtnMedicaid populations, 42% (MAM) and 72% (MWbf)
ATD-treated youths had primary care services, wiethe bulk of the remainder had psychiatric sesric
Obviously, ATD treatments among youths substagtialtreased in the 1990s.

Rational for why SSRI antidepressantsinduce suicide
Juurlink and his colleagues in 2006 studied theofssuicide with selective serotonin reuptake litoirs in the
elderly and concluded that the initiation of SSIRirapy is associated with an increased risk ofdmiduring
the first month of therapy compared with other depressants. The absolute risk is low, suggedtiggain
idiosyncratic response to these agents may prosoioide in a vulnerable subgroup of patients.
Breggin (2004) proposed another rational for sailifd in adult and children through SSRI treatmigsait
caused by the adverse drug reactions that ledetfoliowing overlapping clinical phenomena: a stiamt
profile that ranges from mild agitation to maniggsoses, agitated depression, obsessive preoccngdiiat
are alien or uncharacteristic of the individuald akathisia. Each of these reactions can worsemdivddual's
mental condition and can result in suicidality,leitce, and other forms of extreme abnormal behavior
Evidence for these reactions is found in cliniegdarts, controlled clinical trials, and epidemiotay
studies in children and adults. Recognition of ¢hadverse drug reactions and withdrawal from tfiending
drugs can prevent misdiagnosis and the worsenipgiehtially severe iatrogenic disorders. Thesdirfigs also
have forensic application in criminal, malpractiaad product liability cases.

The Effects of FDA Warning and Prescribing Antidepressants

One of the interesting studies regarding FDA wagsieffects is the one which was conducted by
Olfson, Marcus, and Druss in 2008. It showed dutimgpre-warning study period, there was a 36.08ygar
(P<.001) increase in total youth (aged 6-17 yearsllaintidepressants use. Specific significanteases were
evident for paroxetine, other SSRIs, and “otheidaprressants” but not tricyclic antidepressantaas followed
by decreases of —0.8% per yeBr(85) and —9.6% per yedP£.21) during the paroxetine and black box
warning study periods, respectively. The differeimctrends between the pre-warning and paroxetizening
periods was significanP&.001).

Youth paroxetine use also significantly increadedng the pre-warning study period (30.0% per year
P<.001) before significantly declining during the paroxetine warning study period (—44.2% per year; P<.001),
which was also a significant between-period diffieeein trendsH<.001). Changes in antidepressant use were
less pronounced in adults than in youth. For adifitgears and older, overall antidepressant usefisintly
increased (8.1% per yed<.001) during the black box study period. Changabé pattern of antidepressant
use varied little by patient sex.

Conclusively the paroxetine and black box warnings had modeabtelatively targeted effects on the
intended populations. These changes, which weegefor youth, were broadly consistent with tieAF
warnings and the scientific literature.

Libby et al., (2007) conducted a cohort study @nple (N=65,349) from 1998 to 2005. Time-series
models were used to compare diagnosing and presgtitends during the 2 years after the FDA adyisord
the expected trends based on data from the 5-yeErdppreceding the advisory. The authors found ftiom
1999 to 2004, the rate of diagnosed new episodpediatric depression increased steadily, in 20@brate
decreased sharply.

For both male and female patients, the observe8 2&te was significantly lower than the rate
predicted from the regression line (p<0.0001),datihg that the observed rate in 2005 was sigmiflgdower
than would have been expected on the basis ofisherical trend.

For male pediatric patients, the observed rateéaafribsed new episodes in 2005 was 2.3 per 1,0@0less,
while the trend predicted a rate of 3.8 (65% highan observed). For females, the observed re2605 was
3.5 per 1,000 enrollees, whereas the trend prebtictate of 6.0 (71% higher than observed).

Among patients with depression, the proportion ikéeg no antidepressant increased to three times th
rate predicted by the pre-advisory trend, and S88dcription fills were 58% lower than predictedtbg trend.
There was no evidence of a significant increaseaof treatment alternatives (psychotherapy, edypi
antipsychotics, and anxiolytics). It could be cageld that the FDA advisory was associated withifsogmt
reductions in aggregate rates of diagnosis anthtex# of pediatric depression and the diagnosesramong
enrollees were not explained by changes in the pagelation.
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The Effects of FDA Warning and Suicide

Gibbons et al., (2007) conducted a study by examitl.S. and Dutch data on prescription rates fdRISS
antidepressants from 2003 to 2005 in children aludescents (patients up to age 19), as well agdsuiates for
children and adolescents, using available data\titr 2004 in the United States and through 20@b&n
Netherlands).

Surprisingly, the findings were that SSRI presdoips for youths decreased by approximately 22%oih bhe
United States and the Netherlands after the wasnivege issued. In the Netherlands, the youth seiicte
increased by 49% between 2003 and 2005 and sheigsificant inverse association with SSRI presavis.
In the United States, youth suicide rates increaget4% between 2003 and 2004, which is the largesst-to-
year change in suicide rates in this populationesthe Centers for Disease Control and Prevenggar
systematically collecting suicide data in 1979.

Risk of Suicide and SSRIs Antidepressants

A major technological innovation in the treatmehtlepression occurred in 1984 with the introduction
of the selective serotonin reuptake inhibitors (83RSSRIs are described as “selective” becausedtfiect
only the reuptake pumps responsible for serotaamall molecule that serves as a neurotransnitter,
“chemical messenger,” in the brain. SSRIs incréhseamount of the neurotransmitter serotonin thattive in
the synapses between cells, thereby enhancing madwactivity and improving mood.

In contrast to SSRIs, the TCAs affect multiple meansmitters. While the SSRIs seem to be similar t
the older TCAs in their ability to reduce depreagfe.g., Ryan [2003], Vaswani et al. [2003]), tlaeg more
selective in their operation and therefore haveefephysical side effects (such as dry mouth, droess, or
cardiac arrhythmia) and are less toxic in overdose.

The question of whether SSRIs antidepressant dnigjst actually increase suicide risk first came&tional
attention in 1990, with the publication of a repadescribing six adult patients who apparently bexanicidal as
a result of being treated with fluoxetine (Prozadje ensuing debate led the FDA to review the isaith
hearings in 1991. A review of all of the clinicabts conducted by the manufacturer revealed no cig
increased suicidality associated with the use of&¢ [Beasley et al, 1991].

Over the next several years, as newer drugs cameaurtieet, pooled analyses of
Individual clinical trials were updated in ordergearch for possible signs of risk. In May 0f2003,
GlaxoSmithKline Company reported an increasedafsuicide-related adverse events in a pediatac af
paroxetine (Paxil).
This led to an analysis of all available pediatrials, and finally to an FDA “black box” warning mcreased
risk of suicidal behavior associated with SSRIsdamressant use in pediatric patients. Since tieni-DA has
commissioned several large pooled studies, thiedingering pediatric clinical trials of new antidepsants, and
the most recent covering adult trials. Taken togetthese studies have found a plausible andtitatig
significant association between assignment to §&&sus placebo) and non-lethal suicidal behavior i
adolescents [Hammad et al 2006] and in young adagdtsvell as a statistically significant decreamssuiicidal
ideation and behavior from drug treatment in olaldults [FDA 2006].
In term of age, the relationship between suicidd @se of SSRIs antidepressants is miscellaneo@fd8,
Barbui and his colleagues conducted a systematieweof eight observational studies (involving mdinan
200,000 patients with moderate to severe depréstfianreported completed or attempted suicidesjpréessed
individuals who were exposed to SSRIs compared thitke who were not exposed to antidepressants. The
analysis of findings suggested that use of SSRislmaassociated with a reduced risk of suicidedinta with
depression, while among adolescents; use of SSRysmarease suicidality. Furthermore, Christianseal
(2015) conclude that the risk of suicide attemgtigher for young patient in the first months aftetiation their
first prescription for SSRIs, compared to non-users
In addition,Kauffman J (2009) reveled that there was causal connection between SSRIs and suéfige
conducting a meta analysis regarding correlatidwéen SSRI and suicide.

Comparison between the Different Antidepressants and suicide

Khan et al., (2003) analyzed reports from randothzntrolled trials to compare suicide rates among
depressed patients assigned to an SSRI, otheeprdgbants, or placebo. There was no statistifatelice in
crude suicide rates among patients assigned tosS8REer antidepressants, or placei@=2.83, df= 2, p>0.05).
In addition, when groups were compared on the lidpstient exposure years, there was no statistica
difference
in suicide rate among patients assigned to SSRisr antidepressants, or placefpp=1.39, df=2, p>0.05).
Methods of suicide were available for 39 of thecémpleted suicides. Of the 38 suicides of patiartigned to
an SSRI, three were by hanging, two were by overdmsd one was by drowning. Of the 34 suicidesatipts
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assigned to other antidepressants, nine were lyifgrsix were by overdose, six were by drowniigg fvere
by gunshot, three were by jumping, and three wgreabbon monoxide poisoning. Of the five suicidés o
patients assigned to placebo, the one completedisuor which the method was known was by hanghw.
clear differences were observed for patients tcbadeh SSRIs compared with patients given other
antidepressants.

Juurlink et al., (2006) revealed that during thistfimonth of therapy, SSRIs antidepressants were
associated with a nearly fivefold higher risk ofrquleted suicide than other antidepressants (adjustds ratio:
4.8, 95% confidence interval= 1.9-12.2). The rislswhdependent of a recent diagnosis of depressitre
receipt of psychiatric care, and suicides of aanbhature were distinctly more common during StBRtapy.
No disproportionate suicide risk was seen durimgsecond and subsequent months of treatment wigh SS
antidepressants, and the absolute risk of suicitteall antidepressants was low.

Relative to other antidepressants, SSRIs were siozagly associated with suicides of a violent ratu
(hanging, gunshot, jumping, stabbing, vehicle salh, blunt trauma, explosion, electrocution, agid s
immolation) than other antidepressants. A tendéowsard violent suicide was apparent only durindyear
therapy with SSRIs, whereas nonviolent suicide @gslly common among patients treated with SSRis an
other antidepressants.

Surprisingly, meta-analyses of Randomized Contr@l3 (RCT) suggest that SSRIs increase suicide
ideation compared with placebo but the observalistuaies suggest that SSRIs do not increase suisH
more than older antidepressants ( Hall, & Lucké&&)0
On the other hand, it was found that Suicide atteates were lower among patients who were treattd
antidepressants than among those who were notavtatistically significant odds ratio for SSRildricycles.
For SSRIs versus no antidepressant, this effecsiga#ficant in all adult age groups. Suicide afp¢enates were
also higher prior to treatment than after the sihtteatment, with a significant relative risk 86RIs and for
non-SSRIs. For SSRIs, this effect was seen indalltaage groups and was significant in all but1Be25
groups (Gibbons et al., 2007). Furthermore, in cangpn between selective serotonin reuptake irdribit
(SSRI) and tricyclic antidepressant (TCA) presdoips and suicide-related events in children andesdents, it
had been found that no systematic differences teatwhee association of TCAs and SSRIs and the incelesk
ratios for attempted suicide, and the rates wide did not exceed pre-exposure levels for aptidesant
(Linda P M et al., 2013).

Discussion

Many mental health care providers are faced wittetainty on the therapeutic role of antidepressant
due to conflicting data and interpretations of ¢fffects of antidepressants
on the spectrum of suicidality. The clinician firitiglifficult to distinguish between the backgrouswicidal
ideation, intent and behavior related to the unyilegl depressive disorder and treatment-emergemttevie is
essential that clinicians develop skills in eliogisuicidality and assessing the risk. This ispgctthat is often
avoided on the basis of the long-discredited cattatitalking about suicide increases the risknifthing,
sympathetic questioning
Lessens the risk.

Experienced clinicians have long known that theigai risk may be increased early on in the
treatment of patients, whether that treatment &placological, electro-convulsive therapy or soarenfof
psychotherapy. Pattern of improvements vary frotiepato patient, some becoming less suicidal eamly
others being more delayed. Accordingly, the cliamcmust exercise especial caution in the first feeeks or so
of treatment, particularly if response is poorageld or patchy. Persistence of such symptoms amimig, poor
appetite and anxiety are particularly upsetting.

The patient should be warned that response maglinibe unsatisfactory and health care providers
should be asked for their observations. Frequesk (lays) contact is a wise precaution in the firestks, and
the clinician should be readily available in eme&ige As with all such therapeutic dilemmas, th&/benefit
ratio should be set against the severity of thelitimm being treated. Moderate to severe depressioses much
suffering and is usually accompanied by some elésnarsuicidality. The more severe the depresgien t
greater is the justification to prescribe an amrdssant. In mildly ill patients such prescriptismot usually
justifiable as patients do better with some fornpgfchological intervention.

There is no strong evidence that SSRIs antidepnegsascribing lie behind suicides. Furthermorg¢ada
from pediatric trials suggest that SSRIs could $soeiated with an increased risk of suicidal bedraand most
SSRIs seem to be ineffective for childhood depozssgihile another studies showed that SSRIs antidspnts
could be effective in reducing the risk of suicalaong adult. Understanding that SSRI antidepressaay
have an effect on suicide should be taken in cenatibn for government regulators as well as fartols,
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nurses, patients, and the family and friends o$éhguffering from severe depression.

However, current concerns about the safety of S8&ise from clinical trials both of too short ducati
to identify longer term beneficial effects and aagried out in children and adolescents, among whoicide is
rare. So the relationship between SSRIs antidemnésand suicide is debatable issue accordingrtbterature
review because of it is age dependent and sui@deis a complex issue ranging from ideatiomterit and
plan. Furthermore, not all patients with ideatittept suicide.

From the population perspective, the balance sifagtks and benefits of SSRIs is unclear. Any
antidepressant induced suicides may be offsetdpémeficial effects of antidepressants on depressid long
term suicide risk associated with untreated demmes$he low toxicity of SSRIs in overdose will leav
prevented some suicides. The balance of risks andflis may vary depending on an individual's ulyiteg
suicide risk. For patients with conditions that @avhigh risk of suicide, such as severe depressiermisk-
benefit balance may be more favorable than foeptgiwith conditions such as anxiety and mild degiom, in
which suicide is rare. It is in these lower risinddions, however, that much of the recent risprescribing has
probably occurred.

Finally, depression is a common and disabling domdiand so the safety of drugs used in its
management is crucial. Future trials of SSRI aptidssants should be of sufficient duration to ddtewmer
term benefits of this class of drug and balanceelagainst possible risks. They should also sysieatig
collect data on suicidal thoughts and behavior.gtamm studies are required to assess the effegbpulation
health of recent rises in antidepressant presibin

Conclusion

Increased risk of suicide and self-harm caused3RIS antidepressants can not be ruled out, butrdarigls
with longer follow up are required to assess tharze of risks and benefits fully. Any such riskesld be
balanced against the effectiveness of the SSRieating depression. When describing SSRIs, healt
providers should warn patients of the possiblesrisksuicidal behavior and monitor patients closelthe early
stages of treatment.
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