Antidepressant Withdrawal, Acute and Protracted

Antidepressants are the most commonly prescribed psychiatric medications, with tens of millions
of users in the United States.' There are five main classes of antidepressants: selective serotonin
reuptake inhibitors (SSRIs), serotonin-norepinephrine reuptake inhibitors (SNRIs), tricyclic
antidepressants (TCAs), monoamine oxidase inhibitors (MAOIs), and atypical antidepressants.?
Prescribed for both psychiatric and non-psychiatric diagnoses, all classes of antidepressants carry
the potential for withdrawal.?

Although antidepressants do not produce classical addiction or substance use disorders, they do
create physical dependence, and abrupt or poorly managed cessation can lead to significant
withdrawal syndromes.*® Often conflated and used interchangeably, an important distinction
between addiction and dependence is that addiction is characterized by cravings and compulsive
drug-seeking for its rewarding effects, while dependence reflects physiological adaptation and
the emergence of withdrawal when the drug is reduced or stopped. While antidepressants “have
no reinforcing or euphoric effects,” they do produce tolerance and withdrawal upon cessation.
Dependence forms when “neuroadaptation establishes a new homeostatic equilibrium,”
resulting in physiological changes that mirror the adaptations seen with other
dependence-forming substances. For some patients, withdrawal symptoms are protracted, lasting
months or years,*' as the neurobiology is consistent with long-lasting neural adaptations
observed in both humans and animal models following prolonged antidepressant exposure,
including persistent changes in receptor sensitivity, neurotransmitter systems, and synaptic
plasticity.* Symptoms may include dizziness, sensory disturbances, insomnia, emotional lability,
cognitive impairment, autonomic dysfunction, and more.>!*'> Many withdrawal symptoms can
be functionally limiting. More than 60% of survey respondents affected by antidepressant
withdrawal rated their symptoms as severe, negatively impacting all areas of life.'> Severe cases

may experience job loss, divorce, family discord, social isolation, and suicidality.*'*'?

Due to a mental health diagnosis, stigma may undermine a patient’s credibility when reporting
withdrawal symptoms. Because withdrawal is frequently misdiagnosed as a relapse of the
original condition, many patients do not receive appropriate support for withdrawal-related
difficulties." This diagnostic uncertainty can lead to unnecessary treatment, hinder accurate data
collection, and obscure the true prevalence and burden of antidepressant withdrawal.

Dependence is thought to develop after approximately four weeks of use,'' but those who have
taken antidepressants for more than two years face a substantially higher risk of severe and
protracted withdrawal.' In 2020, the CDC reported that 13.2% of U.S. adults were taking an
antidepressant,' and earlier data indicated that 68% of those aged 12 and older had been on them
for two years or more, with one-quarter taking them for over a decade."” Together, these figures
highlight the broad public health and clinical relevance of antidepressant withdrawal.



Estimates of the incidence of withdrawal symptoms following antidepressant cessation range
from 27% to 86%,'° though studies of short-term use (typically 8-12 weeks) report lower rates.
Despite this high incidence in real-world, longer-term use and the functional impairment
withdrawal can cause, there remains no specific I[CD-10-CM category (and codes) for
antidepressant withdrawal. Because antidepressants are not addictive, subcategories and codes
associated with substance use disorder (such as F1x.1 for abuse and F1x.21, F1x.22, F1x.91, and
F1x.92 for remission and intoxication) are excluded from this proposal. All other subcategories
and codes following the F10-19 convention are included as applicable.

While the F19 category encompasses all “other psychoactive substance related disorders”, the
absence of a specific category for antidepressants not only limits clinical recognition and
documentation but also impedes surveillance and research. Because antidepressants can produce
withdrawal symptoms that persist for months or years due to long-lasting neuroadaptations,*'*!¢
protracted withdrawal warrants distinct diagnostic codes within a new antidepressant related
disorders category and subcategories, as reflected in the proposed new codes F1A.2A and
F1A.9A. Developing a specific diagnostic category, subcategories, and codes would allow for
better epidemiological tracking, improved patient care, and more informed policy and public
health responses.

The Antidepressant Coalition for Education is requesting the following tabular modifications.
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TABULAR MODIFICATIONS

F10-F19 Mental and behavioral disorders due to
psychoactive substance use

New category FI1A Antidepressant related
disorders

New subcategory F1A.2 Antidepressant dependence

New code F1A.20 Antidepressant dependence,
uncomplicated

New code F1A.23 Antidepressant dependence

with withdrawal

New code F1A.24 Antidepressant dependence
with antidepressant-induced
mood disorder

New code F1A.25 Antidepressant dependence
with antidepressant-induced
psychotic disorder

New code F1A.28 Antidepressant dependence
with other
antidepressant-induced
disorder

New code F1A.29 Antidepressant dependence

with unspecified
antidepressant-induced
disorder

New code F1A.2A Antidepressant dependence
with withdrawal, protracted

New subcategory F1A.9 Antidepressant use,
unspecified



New code

New code

New code

New code

New code

New code

New code

F1A.90

F1A.93

F1A.94

FI1A.95

F1A.98

FI1A.99

F1A9A

Antidepressant use,
uncomplicated

Antidepressant use with
withdrawal

Antidepressant use with
antidepressant-induced mood
disorder

Antidepressant use with
antidepressant-induced
psychotic disorder

Antidepressant use with other
antidepressant-induced
disorder

Antidepressant use with
unspecified
antidepressant-induced
disorder

Antidepressant use with
withdrawal, protracted



