The undersigned submits this petition to request the Commissioner of Food and Drugs to

immediately require the addition of Boxed Warnings, Warnings and Precautions, Drug

Abuse and Dependence, and Patient Counseling Information of Prescribing Information to

the product label for all selective serotonin reuptake inhibitor (SSRI) and serotonin-
norepinephrine reuptake inhibitor (SNRI) products, including branded and generic

formulations.

A. Actions Requested

Pursuantto 21 CFR 10.30, the undersigned requests that the FDA require the immediate
revision of all SSRI and SNRI antidepressant product labels (included branded and generic

formulations) to warn of serious and severe risks as follows:

1.

Add a Boxed Warning to inform healthcare providers and patients about the risk of
severe, protracted withdrawal symptoms, including symptoms that may persist for
months or even years following cessation.

Add a Warning in the Warnings and Precautions, Drug Abuse and Dependence, and
Patient Counseling Information of Prescribing Information to inform healthcare
providers and patients about the risk of severe, protracted withdrawal symptoms,
including symptoms that may persist for months or even years following cessation.
Replace the term “discontinuation syndrome” with “withdrawal” in all Prescribing
Information to better reflect the true nature and severity of withdrawal.

Add a Warning in the Warnings and Precautions, Drug Abuse and Dependence, and
Patient Counseling Information of Prescribing Information to inform that
withdrawal-induced akathisia can occur upon discontinuation of SSRIs and SNRIs,
and that it increases the risk of suicide.

Include a detailed description of withdrawal symptoms in the Warnings and
Precautions and Adverse Reactions of Prescribing Information, covering the full
spectrum of withdrawal effects.

Include a statement in the Warnings and Precautions section clarifying that
withdrawal symptoms may be misinterpreted as a relapse of the underlying
condition, leading to potential misdiagnosis and inappropriate treatment
adjustments.

Provide evidence-based guidelines for tapering SSRIs and SNRIs in the Prescribing
Information, including recommendations for gradual dosage reduction to minimize
withdrawal risks, and emphasize that abrupt discontinuation or rapid tapering can
increase the severity of withdrawal symptoms.



B. Statement of Grounds

It's well established that withdrawal from SSRI and SNRI antidepressants can lead to
severe, long-lasting symptoms. The FDA's current prescribing information does not fulfill
its responsibility under the Federal Food, Drug, and Cosmetic Act to provide accurate and
complete labeling.

B.1 Mislabeling withdrawal

The pharmaceutical industry has long been criticized for intentionally misleading
prescribers and consumers by using the term "discontinuation syndrome" instead of
"withdrawal" to describe the symptoms of SSRI and SNRI antidepressant cessation [1-2].
By coining and popularizing the term "discontinuation syndrome," manufacturers aimed to
downplay the severity of withdrawal symptoms and avoid associating SSRIs and SNRIs
with drug dependence [1-2]. This linguistic choice effectively minimized the risks
associated with stopping SSRIs and SNRIs, suggesting that the symptoms were brief and
less serious [2]. However, evidence shows that SSRIs and SNRIs, like other psychotropic
drugs, can lead to physical dependency, resulting in withdrawal symptoms that are similar
to, and often indistinguishable from, those associated with substances like
benzodiazepines [3-8]. In 2020, the FDA issued a Boxed Warning for benzodiazepines,
acknowledging their potential for dependence and withdrawal [9]. Given that SSRI and
SNRI withdrawal reactions can be identical to those of benzodiazepines, these
medications warrant similar warnings about dependence and withdrawal. While SSRIs and
SNRIs may not be psychologically addictive, they can cause physical dependency, which is
thought to develop within about four weeks [10-14]. Withdrawal from these drugs can
cause a range of debilitating symptoms, some of which persist for months or even years
[2,5,10,15]. Itis now well-established that, like benzodiazepines and other dependence-
forming substances, SSRIs and SNRIs induce neurochemical changes in the brain, making
the withdrawal process more complex and prolonged than previously acknowledged [4-
8,11,15-18]. The continued mischaracterization of these symptoms as "discontinuation
syndrome" has hindered proper treatment and management, exacerbating patients’
suffering [2,19-20]. Given the overwhelming body of evidence regarding SSRI and SNRI
dependence and withdrawal, the need for clearer, more accurate labeling and warnings is
more urgent than ever.

B.2 Misdiagnosing withdrawal



Withdrawal symptoms from SSRIs and SNRIs can present as a return of previously treated
mental health symptoms or the emergence of entirely new psychological symptoms
[2,10,20]. These symptoms may include heightened anxiety, depression, irritability, or
suicidal thoughts, which can closely resemble the original condition for which the SSRI or
SNRI were prescribed [2,10,20-21]. Unfortunately, many prescribers lack adequate
education and training on the nature and severity of SSRI and SNRI withdrawal, leading to
significant misdiagnosis [2,10,20,22]. In the absence of clear recognition of withdrawal
symptoms, patients are often labeled as experiencing a relapse of their mental health
condition [2,10,20,22]. In some cases, the patient may be diagnosed with entirely new
conditions [23]. This occurs with both patients who have been treated with SSRIs and
SNRIs for psychiatric and non-psychiatric conditions [23]. For those with previously
diagnosed psychiatric conditions, this misinterpretation occurs because the withdrawal
symptoms can present as more intense or severe versions of the mental health symptoms
initially treated by the medication [22-23]. Furthermore, mental health diagnoses often
carry a stigma that can undermine a patient's credibility, making them vulnerable to
receiving additional and misinformed diagnoses [23-24]. As a result, patients may be
prescribed additional medications or treated for conditions they do not actually have,
prolonging their suffering and complicating their treatment regimen [2,10,22-23]. This lack
of understanding is also why withdrawal symptoms are often underreported to prescribers
[10,22]. Some patients may be unaware that what they are experiencing is withdrawal, not
recognizing the symptoms as medication-related and therefore may not report them [22,
25]. Additionally, due to the lack of education among healthcare providers, patients may
be dismissed when they attempt to discuss these symptoms [10,22-23,25]. Consequently,
doctors are unaware of the underlying cause of the distress, and withdrawal symptoms go
unrecognized [10,22-23,25]. This contributes to the cycle of misdiagnosis and unnecessary
treatment adjustments [2,10,22-23,25]. The underreporting of withdrawal symptoms has
serious consequences. It not only delays the correct diagnosis and management of
withdrawal but also leads to unnecessary medical interventions and the addition of more
medications, which could exacerbate the symptoms or result in further complications
[10,22-23,25]. Moreover, patients often lose confidence in their healthcare providers,
feeling misunderstood or dismissed when seeking help for what s, in fact, a medication-
induced issue [10,22]. Addressing this knowledge gap among prescribers is essential to
ensure that withdrawal symptoms are recoghized and properly managed, and that patients
are not incorrectly treated for non-existent mental health conditions.

B.3 Withdrawal severity and duration



A substantial body of research has historically characterized withdrawal symptoms from
SSRIs and SNRIs as brief, mild, and self-limiting, often associating flu-like symptoms with
"discontinuation syndrome" [26]. Contrary to this view, overwhelming evidence shows that
for a significant number of patients, withdrawal symptoms can persist for months or even
years [2,10,20,22,27]. The longest documented case of antidepressant withdrawal
reported in recent literature spans 11 years (132 months) [10], while data from a peer
support forum shows the mean duration to be 37 months, with the median at 26 months

[2].

A 2023 study conducted by the National Institute on Drug Dependence in China reviewed
the prevalence of antidepressant withdrawal symptoms and the factors that increase the
likelihood of experiencing them [28]. The study revealed that 43% of participants reported
withdrawal effects after discontinuing their antidepressant medication. It also found that
the longer patients had been on antidepressants, the more likely they were to experience
protracted and severe withdrawal symptoms [28]. This is especially concerning given that
the majority of antidepressant users have taken the medication long-term, with one-fourth
using it for 10 years or more, according to the most recent data [29].

The incidence of symptoms following SSRI discontinuation ranged from 27% to 86% across
different studies [27]. Nearly half of those who experienced withdrawal symptoms rated
their severity as the highest level, with symptom durations varying from just a few days to
several years [27]. 80% of individuals experiencing antidepressant withdrawal reported
moderate to severe impacts on their lives, including job loss [20]. 40% of participants had
symptoms lasting more than two years, and 25% were unable to stop taking
antidepressants due to the intolerability of withdrawal symptoms. While many patients
experience an acute phase of withdrawal that may last weeks to months, the longer-lasting
symptoms are also significantly distressing, impacting major aspects of life such as
employment, family relationships, divorce, and social participation [10,20].

SSRI and SNRI withdrawal can present in a variety of ways, including affective, somatic,
sleep-related, cognitive, and neurological symptoms. Many symptoms resemble
dysautonomia, such as tachycardia, orthostatic hypotension, exercise intolerance, blurred
vision, and difficulty regulating temperature. Common psychiatric symptoms induced by
withdrawal include panic, anxiety, and depression [2,20,25].

Though itis most commonly linked to antipsychotics, emerging evidence and patient
reports show that akathisia can also occur during the withdrawal process from all
psychoactive medications, including SSRIs and SNRIs [19,20,30,31,32]. Patients often
describe akathisia as extreme agitation and restlessness, accompanied by feelings of



terror, and the overwhelming compulsion to move. The emergence of withdrawal-induced
akathisia is a critical yet often overlooked issue. Akathisia can cause profound
psychological distress and is strongly associated with suicide [19,30].

This evidence reinforces that antidepressant withdrawal can be not only prolonged and
debilitating but also dangerous. While akathisia is not universally experienced, its
occurrence in even a subset of patients underscores the urgent need for heightened
awareness and a proactive approach to managing withdrawal-induced akathisia. This
necessitates the FDA updating prescribing information to include this critical risk.

B.4 Mechanistic insights

It’s a common misconception that withdrawal symptoms last only as long as it takes for a
drug to be eliminated from the body. In reality, the duration and severity of withdrawal are
more closely linked to the brain’s process of re-establishing its pre-drug equilibrium, which
varies between individuals, rather than being solely determined by the drug’s half-life [32].
Furthermore, research suggests that long-term use of SSRIs and SNRIs may cause lasting
changes in serotonergic pathways, such as receptor density and sensitivity, contributing to
severe and prolonged withdrawal symptoms long after discontinuation [5,32,33].

PET imaging reveals a hyperbolic relationship between the dose of serotonergic
medications and SERT receptor occupancy [32,34]. As the dose increases, the number of
serotonin transporters blocked rises rapidly at first. However, after a certain point, further
increases in dose lead to smallerincreases in receptor occupancy, eventually reaching a
plateau where nearly all available receptors are occupied, and higher doses have little
additional effect [34]. This relationship also applies when tapering: patients may
experience larger reductions in SSRI or SNRI doses without significant withdrawal
symptoms as the receptors are already saturated [32-34]. Once the dose reduction
surpasses this saturation point, the receptors are increasingly affected, which is why
tapering should follow a hyperbolic pattern [32-34].

Research suggests that prolonged use of SSRI and SNRI antidepressants can lead to
functional changes in the brain that may take months or even years to fully recover from—
far longer than the time it takes for the medication to leave the system. This slow process
of restoring receptor density and sensitivity can leave the brain in a dysregulated state,
emphasizing the importance of hyperbolic tapering, as the brain needs the opportunity to
readapt gradually [32-34]. Current guidelines lack evidence-based tapering strategies for



prescribers, and linear reduction schedules are commonly used when discontinuing SSRIls
and SNRIs [35]. As demonstrated by the evidence, this approach is not optimal, as
receptor occupancy follows a hyperbolic pattern [32,34].

B.5 Conclusion

The evidence is clear that withdrawal from SSRIs and SNRIs can lead to severe, prolonged
symptoms for a substantial cohort of patients that are not adequately reflected in the
current FDA-approved prescribing information. The undersigned respectfully requests that
the Commissioner of Food and Drugs take immediate action to revise the prescribing
information for all selective serotonin reuptake inhibitors (SSRIs) and serotonin-
norepinephrine reuptake inhibitors (SNRIs), including both branded and generic
formulations. The current labeling fails to meet the requirements of the Federal Food,
Drug, and Cosmetic Act by not providing accurate, complete, and non-misleading
information regarding the nature and duration of SSRI and SNRI withdrawal symptoms.

A growing body of research, coupled with patient testimony, demonstrates that withdrawal
symptoms from these medications can persist far longer than what’s suggested by SSRI

and SNRI prescribing information. This failure to reflect the true extent of withdrawal leads
to misdiagnosis, inappropriate treatment changes, and unnecessary suffering for patients.

Therefore, the undersigned urges the FDA to update the prescribing information,
incorporating a Boxed Warning, detailed descriptions of withdrawal symptoms, guidance
on proper tapering, and recommendations for healthcare providers to recognize
withdrawal symptoms and avoid misdiagnosis. These changes are critical to ensuring that
patients are fully informed and that healthcare providers are equipped to properly manage
SSRI and SNRI tapering.

C. Environmental Impact

This petition qualifies for categorical exclusion under 21 CFR 25.30. The proposed labeling
changes do not have any significant impact on the human environment.

D. Economic Impact

An economic impact analysis can be provided upon request in accordance with 21 CFR
10.30(b).



E. Certification

The undersigned certifies that, to the best of their knowledge and belief, this petition
contains all the information and views upon which the petitioner relies, including
representative data both favorable and unfavorable to the arguments presented. The
petitioner is prepared to supply additional data or clarification as may be requested by the
FDA.

Morgan Stewart

Founder, Antidepressant Coalition for Education
Email: ace@antidepressantinfo.org

Mailing Address:

P.O. Box 140073

Garden City, Idaho 83714

May 7%, 2025
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