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Highlights: The Quick-Read Information
1. All SSRIs have identical pharmacokinetic profiles, but differ in pharmacodyreffeixs.

a. True b. False
2. Which SSRI is approved in the treatment of depression in children over the age of 8?

a. Escitalopram b. Fluoxetine c. Paroxetine d. Sertraline
3. Which SSRIGs peak plasma concentration
food?
a. Escitalopram b. Fluoxetine c. Paroxetine d. Sertraline

4. The FDA has extended the black box warning of SSRIs regarding suicidal ideations to
include young adults up to age 24.

a. True b. False

5. Since 2004 the rate of SSRI prescribing to children and adolescents has decreased, pq
resulting in an increase in suicide rates.

a. True b. False
6. Which SSRI carries the risk of cardiovalr malformations if used during pregnancy?
a. Citalopram b. Fluvoxamine c. Paroxetine d. Sertraline




Introduction:

Selective Serotonin Reuptake Inhibitors (SSRIg)the most widely used class of psychopharmacological
agents with current FDApproved indications in the treatment of major depressiosessiveompusive

disorder, panic disorder, posttraumatic stress disorder, premenstrual dysphoric disorder and socidl {ghobia.
hypothesized that depression and other disorders result from modifications
in serotonergic neuronal function in the central nervoueBys SSRIs

improve symptoms of depressibg selectively inhibiting the reuptake of

the neurotransmitter serotonin which subsequently results in an increase in
the synaptic concentratibnCompared to tricyclic antidepressants, there

are fewer side effecssociated with SSRé&nd tolerance is increased due

to the selectivity towards serotonin as opposed to histamine, acetylcholine
and other adrenergic neuroreceptors.
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Figure 1:By blocking the reabsorption of serotonin at the pyaaptic
nerve terminalthere ismore serotomi available at the receptor sites

There are six SSRIs currently available in the United St@lexa® (Citalopram), Lexap® (Escitalopram),
Proza® (Fluoxetine), Luvo® (Fluvoxamine), Pax® (Paroxetine) and Zola#t (Sertraline). All SSRIs differ
in chemical structureDespitecountless heatb-head clinical trials, there is a lack of concrete evidence
regarding superior effectiveness to favor any particular SERbugh there are fewstatistically significant
pharmacodynamic differences amongst SSRIs in regard to dege or time of clinical improvement, there
are differences in pfarmacokineticsthat can be used to delineate an optimal patient centered treatment

strategy.
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Available SSRIs and Dosage Forms

Drug Brand Dosage forms How Supplied Frequency of IHA Tier
Name administration
Citalopram | Celexa® Tablet 10mg, 20mg, 40mg QD Brand3
Solution 10mg/5ml Generiel
Escitalopram | Lexapro® Tablet 5mg, 10mg20mg QD Brand2
Solution 5mg/ml
Fluoxetine Prozac® Solution 20mg/ml QD Brand3
Tablet 10mg, 20mg, 40mg Generiel
Capsule 10mg, 20mg, 40mg
Prozac DelayedRelease 90mg Weekly
Weekly® Capsule
Sarafen® Tablet 10mg, 15mg, 20mg QD Brand3
Fluvoxamine | Luvox® Tablet 25mg, 50mg, 100mg QD Generiel
Luvox ExtendedRelease 100mg, 150mg
CR® Tablet
Paroxetine Paxil® Tablet 10mg, 20mg, 30mg, QD Brand3
40mg Generiel
Suspension 10mg/5ml
Paxil ExtendedRelease 12.5mg, 25mg,
CR® Tablet 37.5mg
Sertaline Zoloft® Tablet 25mg, 50mg, 100mg QD Brand3
Solution 20mg/ml Generiel
Effects of SSRIs on Specific CYP Enzymes
Enzyme | Citalopram| Escitalopram| Fluoxetine | Fluvoxamine Paroxetine Sertraline
CYP 1A2 Unlikely Unlikely Unlikely Substantial Unlikely Unlikely
CYP 2C9/10 ? ? ? NCS NCS
CYP 2C19 ? ? Moderate Substantial ? NCS
CYP 2D6 Mild Mild Substantial NCS Substantial Mild
CYP 3A3/4 ? ? Mild Moderate Unlikely Unlikely

? = absence of or contradictoryiitro or in vivo data available for this SSRI

Unlikely = based on in vitro studies, unlikely to have a clinically meaningful effect
NCS = not clinically significant imost situations = < 20% change

Mild = 20% to 50% change

Moderate = 50% to 150% change
Substantial = > 150% change




Effects of SSRIs on Neurotransmitters

Drug NE uptake 5-HT reuptake DA uptake Blockade ACh Blockade D
Citalopram ++ ++++ +- - +-
Escitalopram ++ ++++ +- - +-
Fluoxetine ++ +++ + + +
Fluvoxamine ++ ++H++ + +- ++
Paroxetine +++ +++++ + ++ +-
Sertraline ++ ++++ ++ ++ +-
Pharmacokinetic Comparison: NG
Celexa® (Citalopram) O o
e Well absorbed orally, absorptionusaffected by food
Maximum systemic concentration achieved ~4 hours after ingestion NMe,

-

F

Steadystate concentrations irv-€lays

Increase in AUC and halife in elderly population

Mild to moderate renal impairment associated with decrease
clearancgesevere impairmernequires dose reduction

e Impairment of hepatic function requires dose reduction

= Lexapro® (Escitalopram)
e Oxalate salt of &natiomer of racemic citalopram
Well absorbed orally, absorptionusaffected by food
Maximum systemic concentration achieved ~5 hours after ingestion
Steadystate concentrations irv-days
Increase in AUC and halife in elderly popul&ion
Poor characterization of affect in refpaticimpairment dose
extrapolated from citalopram data

N
Prozac® (Fluoxetine)
e Well absorbed orally, food maielay absorption1-2 hours
More variability in peak and trough levels with orgeekly dosing
Maximum systemic concentration achieved8-Bours after ingestion
Steadystate concentrations i4-28 days
Poor metabolizers constitute886 of population g~ “Bh
o Deficientin CYP2D6 activity, metabolize at a slower rate
o Lower dose of fluoxetinshould be used to avoid accumulation and toxicity
e Renal impairmentioesnot affect clearance
¢ Impairment of hepatic function requires dose reduction

CF,
MeO. .
Luvox® (Fluvoxamine)

e Fairly absorbed orally, absorptionusaffected by food
Maximum systemiconcentration achieved -8hours after ingestion
Steadystate concentrations irv-days
Adolescents require higher dose than children
Increase in halfife in elderly population
Renal impairmentloesnot affect clearance

Impairment of hepatic function rages dose reduction




Paxil® (Paroxetine)
o Well absorbed orally, absorptionusaffectedby food NH
¢ Maximum systemic concentration achieved ~5.2 hours (IR form) arid~6
(CR form) after ingestion
e Decrease in bioavailability in CR form F
o 12.5mg CR igquivalent to 10mg IR
e Steadystate concentrations ~5-10 days (IR form) andt4 dayqCR form)
¢ Increase in plasma concentrations in elderly population
e Moderate renampairment associated with decreased cleara®ere _jo
impairmentrequires doseeduction o
e Impairment of hepatic function requires dose reduction

| Zoloft® (Sertraline)
Ci O o Well absorbed orally, peak plasma concentraiti@neased by 25%when administered

with food and time to peak plasma increased to 7 hours
¢ Maximum systemiconcentration achieved ~485 hours after ingestion

e Steag-state concentrations irv-€lays
O‘ e Decrease in clearance and increase in time to statlyin elderly population
¢ Renal impairmentloesnot affect clearance
e e Impairment of hepatic function requirdese reduction
% Starting| Thearapeutici Comparable| Elimination CYP-450 Absorption | Linear
Protein| Dose Dosing Dose (mg) Half-life Metabolizing | Altered by PK
bound | (mg) Range (mg) (hr) Enzymes Fed or Fast
Status
Citalopram 80 20 10-60 10 35 3A4,2C19 No Yes
Escitalopram 54 10 10-20 5 30 3A4, 2C19 No Yes
Fluoxetine 95 20 10-80 10 4872 2D6,3A4, 2C19| Delayed No
Fluvoxamine| 80 50 50-300 50 1519 3A4 No No
Paroxetine 95 20 10-60 10 21 2D6 No No
Sertraline 99 50 50-200 25 26 2D6,3A4 Yes Yes

Pharm.D. Interpretation of Linear PK: The concentrationlependent effects of fluvoxamine, fluoxetine and
paroxetine will be expected to increase disproportionally with higher doses since these SSRIs express nonline:
pharmacokinetics. Conversefyroportional effets are expecteid SSRIs with linear pharmacokinetics such as
citalopram, escitalopram and sertraline.

Literature Review: Comparative Safetyand Efficacy in the Treatment of Depression

Fluvoxaminei Dalery et af (2003)

e Type:Doubleblind comparative study of fluvoxamine and fluoxetine in outpatierts RSM-III
criteria major depressive disorder. Patients were randomized to receive fluvoxamine (n=90, 100
or fluoxetine (n=94, 20mg/day) for 6 weeks.

e Evaluation of endpointrimary efficacy parameter was AUC of changéhim Hamilton Rating Scall
for DepressionHHAM -D) total score from baseline and secondary efficacy were the number of[HA|
responder s, Beckds scale for suicide ideati

e ResultsThere washo statistically significant differencein the primary efficacy parameter. The
percentage of HAMD responders at week 2 as well as sleep disturbance score demonstrated
fluvoxamine superiority.




Escitaloprami Montgomery et af' (2009)

Type Review and examination of clinical relevance of previous studies that expressed the super
escitalopram to citalopram and paroxetine.

Evaluation of endpoist A difference of 10% or more between treatments and placebo in respond
rates was regaedl as clinicatelevance of the advantage and remission was compared using
MontgomeryAsberg Depression Rating SclMADRS) score (012 regar
Results:The study of Moore et al (2008emonstrated clinical relevance as it compared
escitalgoram and citalopram responders(76.1% vs. 61.3%and escitalopram and citalopram
remitters (patients who achieved remission{{56.1% vs. 43.6%). Yevtushenko et al (2007)
demonstrated clinical relevance as it compared escitalopram 10mg and citalopramsi@imders
(95.3% vs. 83.6%) and escitalopram and citaapremitters (89.9% vs. 50.8%doulenger et al
(2006) did not demonstrate clinical relevance as it compared escitalopram and paroxetine respo
24 weeks (82% vs. 76.7%).

Pharm.D. Interpretation of Escitalopram Superiority: Citalopram is ahiral compounar a 1:1 mixture of

two enantiomers, R)-citalopram and(+)-citalopram. S(+gitalopram is the pharmacologically active

enatiomer of citalopram which is responsibleriearly all serotonin reuptake inhibition. Escitalopram is not a

compound and consists purely of active Stitalopram. Clinical trials have demonstrated escitalopram

superiorityto citalopramin regards taesponse and remission raga®n when equivaht doses of S(+)
citalopram are given. This may be due to an inhibition of the effect ofcBé&ippram by R{-citalopran.

Therefore if a patient is currently receiving escitalopram and is switched to citalopram, a higher dose may be
nee@ssary to attain the same effect.

Paroxetinei Mackay et aP (1997)

Type: Comparison of 4 observational cohort studies of fluvoxamine (n= 10982 0MAg/day),
fluoxetine (n=12692, 20mg/day), sertraline (n=12734, 200mg/day) and paroxetine (n=13741,
50mg/day).

Evaluationof endpointsQuestionnaires were returned by prescribing doctors detailing duration of
therapy, events during and after treatment, reason for stopping monitored drug and effectivenes
perceived by general practitioner.

ResultsDrowsiness and tremor was reported more often with fluvoxamine and paroxetine in first
of treatment, result was statistically significant. Sweating and impotence/ejaculation failure was
reported in paroxetine therapifluvoxamine was associated \th higher incidence of adverse effectg
such as nausea, vomiting and malaise and was considered less effective by general practitioner
this result was statistically significant.

Sertraline i Sechter et af (1999)

Type Multicenter, doubleblind comparative study afertralineand fluoxetine in outpatients with Vs
[l criteria major depressive disordd?atients were randomized to receive sertraline (n=118, 50
150mgday) or fluoxetine (n=120, 2860mdday) for 24 weeks.

Evaluation of endpoint$?arameters such asmtessiondvaluated using HAMD, HAD, CGHI, CGI-S),
anxiety Covi), sleep (Leeds Sleep Evaluatiarake) and quality of life (SIP) were evaluated.
Results No statistically significant differencesbetween efficacy and tolerance, however sertraline
demonstrated significantly superior performancé.eeds Sleep Evaluation scale, SIP items relative
sleep, rest, emotional behavior and ambulation and significant differences orDH#taining to
insomnia onset, agitation and general somatic symptoms.

Are there differences in safety and efficacamong SSRI®

Though the selection of a SSRI should be un

are somegeneral principles that can lead to the optimization of patient oriented SSRI therapy.

Fluvoxamine should not be used as a firs agent in treatment naive depression since it is not FDA
approved ands side effect profile is Uavorable when compared to other SSRIs.

qu



e Escitalopram demonstrates higher responder and remitter rates when compared to citalbpragh it
may be more efficacious to use escitalopriis,not a definitive choice aseitalopranis the only
SSRI that is not available generically. Compliance is critical in the treatment of depression and cost
may be an adherence barrier to thégnt. If a patient cannot continue with escitalopram therapy due to
cost and is converted to citalopram, a higher dose may be necessary to constitute similar results.

o Conversely, for mildo-moderate, treatment naive depression and if cost and adharence
anticipated issues, citalopram is a reasonable SSRI initial selection.

e Male patients with erectile dysfunction should avoid therapy with paroxetine as it has the $idghest
effectincidence of inpotence and ejaculation failure.

e Depressed patients thisymptomatic insomnia may benefit from therapy with sertraline or fluvoxamine
as these are reported with superior performance on sleep evaluations.

Are SSRIs safe to use in pregnancgnd breastfeedin@®

The use of SSRIs during pregnancy continues toireatatroversial.Sertraline and paroxetine have
the lowest transfer from mother to fetus while fluoxetine and citalopram have the highest transfer Due
to its long halflife, the active metabolite of fluoxetine has been measured in infant2updathsof age.
Most SRIs are a pregnancy category C as there have been side effects seen in neonates that fall into three
categoriesserotonergic toxicity, neonatal immaturity asidcontinuation syndrome. Common serotonergic
symptoms resulting from overstimulation of theadenergic receptors by serotonin include tachypnea, tremors
and irritability. Prevalent neonatal immaturity symptoms included decreased reactivity, feeding difficulties,
decreased tonus and decreased suckling reflex. Frequent discontinuation syndrptomsyncluded
vomiting. In a study comparing neonates exposed to antidepressants (n=73), over 32% had 4 or more
symptom&. Paroxetine is a category D due to itpossibleassociation with congenital malformations
particularly cardiac malformations, whenthe fetus is exposed in the first trimester.Though a recent study
finds the risk to be insignificahtthere are alternative SSRIs available that do not carry this inconclusive
correlation.

Postpartum depression occurs in approximately 15% of mothers and is often left unBeatedine
and paroxetine offer the most evidencéased rationale for use in PPD.There are many studies regarding
the shorterm adverse events, such as decreased feeding, colic and irritability, associated with SSRIs.
Information regarding longerm adverse eventslimited. Weight and neurological development of infants do
not appear to be impacted by SSRI use throughout the first.year

e The benefit of SSRI use during pregnancy may be worth the risk as discontinuation may provoke a
relapseand potential harm to the mother and child

e |f awoman is consideringecoming pregantan attempt taliscontinuedose tapemr switch to an
alternate SSRtan be attempted.

e Paroxetine should be avoidbdsed orits increased potential to cause fetal deformities. Fluoxetine
should also bavoided due to its longer hdife. Sertraline appears to be theeferred agent in
pregnancy.

e The benefits of using an SSRI to treat PPD may be worth the risk of a relatively low dose of SSRI
exposure to infants through breast milk. Sertraline appears to be the preferred agent. dftnalimgs
the Academy of Breastfeedingddication recommerscthat breast milk be discard&do 9 hours after
maternal drug intake as concentrations peak during this time.

Are SSRIs safe to use in children and adolescents?

Though fluoxetine is the onlySRI approved to treat depression in children over 8 ydes is
evidence that supports safety and efficacy of other SRRISStudies have been conducted with fluoxetine,
paroxetine and sertraline in childrand adolescents with depression. SSRIs bam&nually demonstrated
sweriority compared to placeb@ randomized, doubtelind placebecontrolled study in children (agesli)
and adolescents (ages-12) with DSMHV criteria major depressive disorder comgdsatkety and efficacy of
citalopram. Citalopram showed statistically significant improvement as early as week 1 compared to placebo.
Treat ment was well tolerated and side effects rep




rhinitis and abdominal pain. Discontinuation duadwverse effects was 5.9% in citalopram treatment and 5.6%
in placebo treatment. Markedly absent adverse effects were dizziness and somnolence which are frequently
reported in adulf3. Fluoxetine is also superior to placebo in preventing relapse of depression in children and
adolescents (agésl18). A doubleblind randomized discontinuation study revealed that extended fluoxetine
treatment reduced the number of relapses and increased time to'felapse

SSRIs carry a black box warning indicating that there may be a risk of suicidal ideations in pediatric and
adolescent patients as a result of a raet@aysis of 24 controlled trials assessing use of antidepressants in
approximately 4,400 young patienfEhough no suicides were reported in this studythere was a twold
(4% vs. 2%) increase in risk for suicidal behavior or ideation among patients on S8RMarning has now
extended toyoung adultsafter the FDA concluded in 2007 that for every 1,000atients between the ages
of 18 to 24 treated with an antidepressarnthere would be an expected 5 additional patients exhibiting
suicidal thoughts or behaviorg®,

After the FDA mandated the black box warniaggubstantial decline in the prescribing rate of
antidepressants was reported in numerous studiesConverselythere was aparallel increase in the rates
of suicide in children and adolescents Suicide rates had consistently declined between the mid 1990s and
2004 prior to the black box warnifg The casual correlation between increased suicide rates and decreased
SSRI use is generally accepted by pediatric depression experts and a great deaitatf liesrature defends the
contention that antidepressants atleantageoufor youths with depression ammderall suicide rates are
decreased with antidepressant therapy.

The Treatment for Adolescents With Depression Study (TADS) evaluated 327 pagjedt$2 to 17
years with a primary DSMV diagnosis of major depressive disorder in a randomized, controlled trial with
blinded fluoxetine and placebo treatment along with unmasked cognitive behavior therapy. The results
established that the addition afgnitive behavior therapy improved the safety of the SSRI and accelerated the
response. Additionally, almost 30% of the participants at baseline reveal clinically relevant suicidal ideation.
After 12 weeks, suicidal ideation decreased considerably ediganipatients receiving fluoxetine and
cognitive behavior therapy

e The overall safetybenefit of SSRI use outweighs the risk in children and adolescents.

Prescription treatment should be coupled with cognitive behavioral therapy to monitor for
signs of suicide risk.
e Citalopram, fluoxetine, paroxetine and sertraline are all viable argheffus treatment options.

SSRI Dosing Guidelines in Children

Typical Starting Dos¢ Typical Daily Dose
(mg) Range (mg)

Citalopram 5 10-40
Escitalopram 5 10-20
Fluoxetine 5-10 5-40
Fluvoxamine 12.525 50-200
Paroxetine 5-10 1040

Sertraline 12.525 25150

¢ Children may metabolize SSRIs faster than aduitsthe haHife may modestly decrease. There is
some debate as to whether or not twice daily dosing may be applicable in children.

e When using SSRIs with a long hdifie, such as fluoxetine, th#ose should be increased slowly to
avoid oershooting theptimal dose. Incremental increases should be done every 7 to 10 days.

¢ SSRIs with nonlinear kinetics should be used with caution. Doubling the dose does not double the
exposure. There can be asgibility of up to a sevefold increase in exposure resulting from a dose
increase.



What is serotonin syndrome and how is it managed? _ _
Serotonin syndrome is believed to be the resultidiiba ‘ Meathisi || v oneel saus | (suteined) || PYPErPermi

receptor agonisrdue to an adverse drug reaction from therapeutic j W l/

drug use, intentional seffoisoning or inadvertent interactions
between drugs. It can range in severity as some cases produceMild
mild symptoms while others produce liflereatening toxicity. symptoms
Increased synaie concentrations in the central nervous system 2 [

Life-
threatening
toxicity

and the periphery form a triad of clinical symptoms including
e Caognitive effects, such as mental confusiballucinations
and hypomania
e Autonomic effects, such as diaphoresis, hyperthermia,
tachycardia, nasea diarrhea and hypertension.
e Somatic effects, such as nglonus, hyperflexia and tremor.

\

Clonus Muscular

Tririor (inducible) hypertonicity

Drugs associated with the serotonin syndrome Drug interactions associated with severe serotonir

syndrome
SSRIs:citalopram, escitalopram, fluoxetine, Phenelzine and meperidine
fluphenaine, paroxetine, sertraline Tranylcypromine and imipramine
Miscellaneous antidepressarttsizodone, nefazodon Phenelzine and SSRIs
buspirone, clomipramine Linezolid and citalopram
SNRIs:venlafaxine, duloxetine Moclobemide andelective SSRIs
MAOQIs: phenelzine, moclobemide, clorgiline, Tramadol, venlafaxine, and mirtazapine

and isocarboxazjdranylcypromine
Anticonvulsantsvalproate
Analgesicsmeperidine, fentanyl, tramadol,
pentazocine
Antiemetic agentsondansetron, granisetron,
metoclopramide
Antimigraine drugssumatriptan
Bariatric medicationssibutramine
Antibiotics/Antivirals: linezolid, ritonavir
OTC cough and cold remedietextromethorphan
Drugs of abuseMDMA, LSD
Dietary supplements and herbal produtiigptophan,
St. Johndés wart,
Other:lithium

¢ Management includes the removal of precipitating drugs, supportive care, control of agitation,
autonomic instability and hyperthermia and possibly the administratiofHdt, s antagonists
such asyproheptadine, olanzapine and chlorproma?ine

e Serotonin syndrome can often foéstaken for neuroleptic malignant syndromieich is
associated with antipsychoticén emergency room presentation, it is important to differentiate
as serotonin syndrome can be fatal and exacerbated especially if medications such as analgesic:
are misakenly given for symptomatic relief.



Manifestations of Severe Serotonin Syndrome and Related Clinical Conditions

Condition Medication Time Needed | Vital Signs Pupils Mucosa Skin Bowel Neuromuscularl Reflexes Mental
History for Condition Sounds Tone Status
to Develop
Serotonin Proserotonergi( <12 hr HTN, Mydriasis | Sialorrhea| Diaporesis| Hyperactive Increased, Hyper Agitated,
Syndrome drug use tachycardia, predominantly | reflexia, coma
tachypnea, in lower clonus
hyperthermia extremities
(>41.1°C)
Anticholinergic | Anticholinergic <12 hr HTN (mild), | Mydriasis Dry Erythmea, | Decreased Normal Normal | Agitated,
At oxi di agent tachycardia, hot and dry| or absent delirium
tachypnea, to touch
hyperthermia
(>38.8°C)

Neuroleptic Dopamine 1-3 days HTN, Normal | Sialorrhea| Pallor, Normal or fi L e@midp ¢ Bradyflexia| Stupor,
malignant antagonist tachycardia, diaphoresis| decreased | rigidity presnt alert
syndrome tachypnea, in all muscle mutism,

hyperthermia groups coma
(>41.1°C)
Malignant Inhalational | 30 minto 24 hr HTN, Normal Normal Mottled Decreased| Rigor mortis Hypo- Agitation
hyperthermia anesthesia after tachycardia, appearance like rigidity reflexia
administration | tachypnea, diaphoresis
of inhalational | hyperthermia
anesthesia or| (as high as
succinylcholine|  46.0°C)
Typical Side Effects of SSRIs
nd Functiona Chssifations Diké Dies  colaies Side Effect
Insormnia 3 : Antichalinergic Nau_sea or Sexual ; :
e Sedatian Hy potension Gastrointestinal ; Weight Gain
and Agitation Effects Effact Dy sfunction
oy
Reuptake iphibitors
Selective serotonirreuptake inhibitors
{S5FIs)
Fluoxetine 20 20-40 [t ++ -+ =i+ - ++ ++ +
Paroxetine 20 20-40 [ Ot ++ -+ -+ + ++ ++ +
Sertraline a0 a0-100 [ ++ -+ =+ - ++ ++ +
Fluwoxamine al 100-240 [ ot ++ + -+ - ++ ++ +
Citalopram 20 20-40 |y ++ -+ -+ - ++ ++ +
Escitalopram 10 10-20 | Cr ++ -+ -+ -H ++ ++ +




Table 3: Proposed diagnostic criteria for SSRI discontinuation What is serotonin discontinuation

syndromae S} [ndrome?
Criterion Description Serotonin discontinuation syndrome, or
A T S S SO S P withdrawal from SSRIs, results from either an
pariod of use of at least' | month abrupt or tapered stop in therapy. Symptom onset
Two (or more) of the following, developing within | to 7 occurs within 1 t®8 days after the SSRI is ceased.
“"“{ AN e Neurological symptoms such as dizziness, vertigo
eimisspiigdiaeiai and gait stabilitysomatic symptoms such as
Anxiery nausea, emesis, fatigues, headache, diarrhea and
Diarrhea mental symptoms such as insomnia and agitation
o A are frequently reported | _
kg A comparison of fluoxetine, fluvoxamine,
Insemnia paroxetine and sertraline reported that withdrawal
reactions with paroxetine cqrused a greater
e I e percentage of reports than the other S8RIs
i g Though paroxetine was prescribed the most
The symptoms in Criterion B cause clinically significant frequentlyin this study, there may be
-.:|:.5"f_5'.-_ ar impairment in social, cccupational or impornt pharmacokinetic and pharmacodynamkix:ienceas
’ . "I. due to a general medical condition to why this result occurredParoxetine has a short
and are not better accounted for by recurrence of symptams  NAlFlife with no active metabolite. It also has an
of the mental disorder for which the SSRI was originally affinity for cholinergic receptors and upon
prescribed, or by concurrent discontinuation (or reduction in— discontinuation there may be a cholinergic rebound
responsible for effects such as nausea, emesis,
diarrhea and insomnia.
¢ Patients should be counseled on the ingaré of comliance with SSRIs as evemiissed dose may
result in symptoms of serotonin discontinuation syndrome.
e ltis rational to counsel patients on the possible withdrawal side eiffiectsnparison to traditional
SSRI side effecta/hich can be transieniTherebre, a patient will not prematurely sédfrminate
therapy if they miss a dose and feel ill.

o]
[=)

Is there a correlation between suicide rates and SSRI use?

It has not been definitively verified or refuted that SSRIs increase suicide among adults with major
depressive disordeiKhan et al tested for variations in the rate of suicide among randomly assigned SSRIs,
other antidepressants or placeltaut of 26,D9 patients receiving citalopram, fluoxetine, fluvoxamine,
paroxetine or sertraline, 38 committed suicide (0.15%nilar data was found with 34 reports of suicide out
of 17,273 patients receiving other antidepressants\gmafaxing bupropion and artriptyline (0.20%). Out
of 4,895 patients exposed to placebo, 5 committed suicide (0.10%). Therefore, there were no statistically
significant differences among suicide ratéethods of suicide did not differ between treatment groups

The overall rate of completed suicides relative to SSRI induced suicidal ideation, suicidal impulses
or suicidal attempts with SSRIs is unknown and difficult to ascertain.Most patients enrolled in studies are
mild to moderately depressedlinical trials aim to exclude patients who are actively suicidal, have other
comorbid psychiatric or medical illnesses or substance abuse disortier2004 FDA warnings on pediatric
and adolescent patients have inadvertently affected antidepressant presttibéngdult population. There
was approximately a 10% increase in adults with depression not receiving an antidepressant gdst policy

e The impact of the FDA advisory has influenced prescribing practices towards pediatrics,
adolescents and adults. Some prescribers report that patients are now followed more frequently
or referr ed to psychiatrists. These practices benefit the patient. However, the hesitancy to initiate

SSRI therapy can be detrimental.
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