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Abstract
Activation syndrome is a psychiatric condition that may arise shortly 
after starting treatment with certain psychotropic medications, namely 
antidepressants. The condition is characterized by irritability, agitation, 
somatic manifestations of anxiety, panic attacks, restlessness, hostility, 
aggression, insomnia, disinhibition, emotional lability, impulsivity, social 
withdrawal, akathisia (psychomotor restlessness), odd behaviour, 
hypomania/mania, and paranoia. It can be debilitating to the point of driving 
individuals to committing suicide or other irrational acts. The incidence 
of activation syndrome is noted to be higher in certain populations, 
including individuals with personality disorder. This article illustrates the 
case of a 41-year-old male with negative symptoms of schizophrenia 
and schizoid personality disorder who developed activation syndrome 
after starting on an SSRI medication while hospitalized, then proceeded 
to assault his parents upon discharge, requiring re-hospitalization. It also 
offers possible modifications to treatment protocols that might reduce 
the incidence of the condition, or better mitigate symptoms once they 
are identified.

Introduction
Activation syndrome is a loosely-defined, poorly understood psychiatric 
condition that occurs in some individuals within a short time after starting 
treatment with certain psychotropic medications. The psychiatric signs 
and symptoms include irritability, agitation, somatic manifestations of 
anxiety, panic attacks, restlessness, hostility, aggression, insomnia, 
disinhibition, emotional lability, impulsivity, social withdrawal, akathisia 
(psychomotor restlessness), odd behaviour, hypomania/mania, and 
paranoia. (Amitai, 2014) While the list of medications that might 
cause these symptoms is lengthy, much of the focus has been on 
antidepressants. Published literature indicates that 4.3% of patients 
who started treatment on antidepressant medications experienced one 
or more of these symptoms within the first three months, with an even 
higher percentage in child and adolescent patients. (Herada, 2008) There 
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is also a positive correlation between activation syndrome and 
patients with personality disorders. Among antidepressants, 
the most commonly implicated are medications in the family of 
selective serotonin uptake inhibitors (SSRI). In 2004, the Food 
and Drug Administration (FDA) of the United States issued a 
Public Health Advisory warning for all antidepressants, often 
known as a “black box” warning, for both children and adults, 
in which it informs of the potential for clinical worsening of the 
very symptoms these medications are supposed to target and 
improve, and the possibility of increased suicidality. (Breggin, 
2006) The FDA further elaborated their warning in 2005 to say the 
potential for activation while using antidepressant medication 
extended beyond the treatment of major depressive disorder, to 
both psychiatric and non-psychiatric indications. Other countries 
developed similar warnings for these medications.

Activation syndrome is difficult to detect because it often requires 
a longitudinal familiarity of a given patient’s personality and 
psychiatric pathology. Many of the symptoms overlap with other 
conditions that are more familiar to healthcare practitioners, 
such as bipolar disorder or schizophrenia. At best, activation 
syndrome might be debilitating enough to lead an individual 
to stop taking the prescribed antidepressant, causing a given 
condition or component of a condition to be left untreated. At 
worst, it might cause individuals to harm themselves or others, 
possibly in ways that are fatal.

 There are no other accounts in the literature of violent behaviour 
towards others in the context of activation syndrome. Here, 
we offer an account of a patient who developed activation 
syndrome, leading to violent behaviour upon discharge from the 
hospital. This patient was hospitalized for acute exacerbation 
of the negative symptoms of schizophrenia. He had been non-
compliant with treatment for months prior to hospitalization 
and was re-started on his medications, with the addition 
of Sertraline, an SSRI medication he had never taken in the 
past. He subsequently developed activation and required re-
hospitalization. This case might help clinicians better recognize 
this condition and offer intervention.

Case report
J.S. is a 41-year-old Hispanic male who was born, raised, and 
resides in a major metropolitan area on the East Coast of the 
United States. He is divorced after a brief marriage several years 
ago, unemployed, and lives with his elderly parents. Though 
he dropped out of high school, he later earned a graduate 

equivalency diploma. J.S. has a history of schizophrenia, but 
he and his family are poor historians and unable to recall the 
circumstances by which he was first diagnosed, or when the 
diagnosis was made. They are also unaware of the details of 
his treatment during the early years. Previous medical records 
indicate a medical history that include chronic kidney disease, 
erectile dysfunction, sickle cell trait, hypertension, hyperlipidemia, 
diabetes mellitus type 2, and seborrhoeic dermatitis, though he 
is not in active treatment for any of these conditions, nor is he 
on any medication other than for schizophrenia.

J.S. was brought to the emergency department by ambulance 
when his parents called 911 after an episode of domestic 
violence at their home. His father was also transported to the 
hospital in a separate ambulance for injuries sustained during 
the altercation. J.S. had just been discharged from the inpatient 
psychiatric unit of another local hospital where he was admitted 
for 19 days for disorganized behaviour and non-compliance 
with medication. In the emergency department, he informed 
the staff that he no longer felt safe at home and could not go 
back. Additionally, his mother called the hospital to say he was 
not welcome back in the apartment, and if he were discharged, 
he needed to live elsewhere. A psychiatric consult was ordered 
in the emergency room, and it was determined the patient 
was psychiatrically unstable and needed further observation, 
evaluation, and stabilization in the inpatient setting.

In an interview two days after arriving at the hospital, J.S. 
appears age appropriate, disheveled, unkempt, unshaven, and 
dressed in a hospital gown. He is cooperative with the interview 
but appeared to be in a depressed mood, making very little eye 
contact, mostly staring at the ground. His speech is fluent but 
with constricted affect. He speaks slowly and in short sentences, 
answering all questions asked without elaboration. J.S. has 
difficulty expressing and integrating his thoughts, and though 
he is a grown man, he converses in an immature, child-like way. 
He exhibits average intelligence, with adequate attention and 
concentration, and memory grossly intact. At the time of the 
interview, J.S. does not endorse psychotic manifestations such 
as overt delusions, hallucinations, reality distortion, or response 
to internal stimuli. Blood and urine toxicology screening at the 
time of admission was negative for alcohol or commonly used 
recreational substances.

J.S.recalls hearing loud music coming from his neighbour’s 
apartment, which he found “completely intolerable.” He 
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remembers asking his father to call the police to report the 
music, and when the father declined to do as he asked, an 
“altercation with fisticuffs” broke out between the two. The 
patient admits to assaulting his father and “beating him on the 
ground with his fists, and hitting him on the head.” He recalls 
hearing two voices saying “stop,” but admits to “not being in 
control” and “didn’t care what happened next.” He describes this 
incident as the first time he was angered to the point of violence, 
saying he loves his father, who is “a good guy.”

J.S.’s parents were also interviewed in-person at the hospital two 
days after the inciting incident, separately from J.S. They were 
very scared to enter the hospital, fearing J.S. might see them 
and immediately attack them again. They had to be reassured 
he was not in the vicinity. They acknowledge having a difficult 
relationship with J.S. because of his mental illness, but were 
adamant he always exhibited a calm, docile personality and was 
never violent or aggressive, except for the past few weeks since 
being hospitalized in the psychiatric unit at another hospital. 
When they would visit him, he was uncharacteristically angry, 
spoke very fast, and could not be redirected. He would start 
arguments about trivial matters, clenching his teeth and fists. 
They were frightened by his behaviour and took away his keys to 
the family home. After discharge from the psychiatric unit, J.S. 
came home with a hammer and threatened to break in if not 
granted access to the home. He forced his way into the home, but 
was allowed to stay. Soon thereafter, J.S. started complaining of 
music coming through the wall from the neighboring apartment, 
which he found to be of unbearable volume. He asked his father 
to intervene by calling the police. The father refused. According 
to him, there was music coming through the wall, but very 
faint, and not loud enough to involve the police. At that time, 
J.S. became agitated and attacked both of his parents, slapping 
his mother repeatedly on the face and tackling his father to the 
floor, sitting on his chest, and pummeling him with punches. His 
mother describes a point during the altercation when J.S. asked 
her if he should “kill” his father. His father presented on interview 
with ecchymosis on his forearm, back, and forehead, as well as 
a cast on his leg as treatment for multiple bone fractures. He 
indicated that several ribs had also been fractured during the 
altercation.

 J.S.’s parents report that he has lived with them all his life, except 
for the few months he was married and lived in an apartment 
with his wife, who also suffered from schizophrenia. He moved 
back in with them several years ago after getting divorced. His 

mother describes J.S. as “a child in a man’s body.” His parents 
report that J.S. spends most of his time in his room watching 
cartoons on television or using his computer to play video 
games. According to his parents, J.S. has no actual friends, and 
most of his social interaction is on websites and blogs related 
to video gaming, where his peers are mainly teenage children. 
He works part-time as a janitor at a local zoo, but only during the 
spring and summer when the zoo is open. He is poor at caring 
for himself, and often does not bathe unless his mother puts 
him in the bathtub and bathes him like a child. He also often 
refuses to eat unless his mother spoon-feeds him. He is largely 
non-complaint with his medication regimen and misses most 
appointments with his outpatient psychiatrist. Though he can 
go to the doctor and pick up his medications at the pharmacy on 
his own, he is generally unwilling to do it unless accompanied by 
one of his parents. His parents estimate that prior to the recent 
inpatient hospitalization, J.S. may not have taken medication or 
seen the psychiatrist for several months.

Hospital records were subsequently obtained pertaining to 
the patient’s recent admission at the other hospital, and they 
indicated the patient was placed on Aripiprazole (10 milligrams/
day), Lorazepam (4 milligrams/day), and Sertraline (100 
milligrams/day). The patient said the first two medications had 
been his normal medication regimen for several years, but he 
only started Sertraline two weeks prior to the incident that led 
to his current hospitalization. Pharmacy records showed the 
patient was prescribed other SSRI medications (Fluoxatine and 
Citalopram) in the past but would never have the medication 
refilled after the initial filling. When asked why he chose to avoid 
SSRI medications, the patient said “I don’t like them. They make 
me feel funny. I can’t really tell you how. They just do.”

Discussion
In this case the first manifestation of activation syndrome was 
likely exhibited in the days prior to the incident of domestic 
violence, while J.S. was still hospitalized in the psychiatric 
unit, where his parents report that he was notably and 
uncharacteristically hostile and angry, clenching his teeth and 
fists while speaking to them during visiting hours while continually 
engaging in arguments about matters the parents thought to be 
insignificant. This was likely the prodromal stage of activation 
syndrome when J.S. first started taking the SSRI medication 
given to him by the treatment team. The patient was previously 
prescribed SSRI medications but stopped taking then soon after 
starting because they made him feel “funny” in a manner he is 
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unable to articulate. There is an added vulnerability that patients 
in an acute psychiatric inpatient unit experience in comparison 
to the average hospitalized patient. J.S. was hospitalized on an 
involuntary status in a locked unit of the hospital where he had 
the right to refuse medication, but did not have the option to 
leave until cleared by his treatment team. Though it may not 
be an overt threat, psychiatric patients are often cognizant that 
their ability to leave the hospital partly depends on whether 
they follow the instructions of their treatment team. (Peters, 
2013) So J.S. might have continued to take the prescribed SSRI 
medication in the psychiatric unit even though he experienced 
side effects as when he took similar medications in the past, 
knowing that compliance with treatment team instruction was 
important for discharge.

Among the features of activation syndrome exhibited by J.S. was 
the agitation he experienced when hearing the music coming 
through the wall from the neighboring apartment. His parents 
can corroborate the presence of music, so it is not an auditory 
hallucination. The discrepancy is in the perception of volume, 
where J.S. is adamant the music was “completely intolerable” 
and police should have been called to intervene, while his 
father reports it wasn’t particularly bothersome. J.S. was likely 
suffering from hyperacusis, which is a hypersensitivity to sound. 
People with this condition misperceive sounds, and might be 
unable to tolerate sounds that other perceive as merely ambient. 
While the causal relationship is still unknown, it is widely known 
that serotonin plays a significant role in hearing, and there is a 
positive correlation between serotonin levels and organic aural 
pathologies like tinnitus. (Sachanska, 1999) The addition of 
Sertraline, a serotonin agonist, to his medication regimen was 
the most significant change in J.S.’s treatment in the weeks 
preceding the incident of domestic violence, this medication is 
implicated in the development of hyperacuity.

Another component of activation syndrome is the element 
of dissociation, namely the disruption in consciousness and 
physical action that occurred, leading a previously submissive, 
peaceful man like J.S. to repeatedly slap his mother and pummel 
his elderly father with punches. J.S. readily confesses to “not 
being in control” of what he was doing, though he was mindful 
during the process of assaulting his father that his actions 
might be fatal. He very quickly began to appreciate the gravity of 
his actions several days later after Sertraline was discontinued 
and he re-united with his father and felt tremendous remorse for 
his actions upon seeing the injuries his father had incurred. The 

other notable characteristic of his state of mind at the time of 
the violent altercation was in J.S. feeling that he didn’t “care what 
happened next.” There are some indications in the literature that 
SSRI medications like Sertraline have been associated with both 
behavioural apathy and emotional blunting. (Sansone, 2010) 
This is often known as “selective serotonin reuptake inhibitor-
induced indifference.” The phenomenon is characterized by poor 
insight regarding behavioural symptoms and consequences of 
actions. It generally has a delayed or insidious onset, though 
no research is available to determine the precise timeframe in 
which the effects of indifference set in. J.S. was on Sertraline 
for approximately two weeks at the time of the inciting incident. 
This apathy resolved once the SSRI medication is withdrawn, as 
it did for J.S.

The literature suggests that activation syndrome is more 
prevalent in child and adolescent patients than adults. (Amitai, 
2015) Studies of SSRI use show the incidence of activation 
syndrome is 10.7% in children and 2.1% in adolescents. (Safer, 
2006) 57% of patients from age 9 to 20 had some form of 
adverse reaction (aggression, impulsivity, hyperactivity, etc.) 
within three weeks of starting the medication, though these 
adverse reactions don’t necessarily constitute the severity of 
activation syndrome. (Strawn, 2013) The same studies show 
a 27% increase in the likelihood of an antidepressant-related 
adverse event leading to discontinuation with each one-year 
decrease in age in patients ranging from age 9 to 20. This 
indicates the incidence of adverse reactions to SSRI medication 
is higher in younger people because younger brains are more 
naïve to the effects of medication in general and have a higher 
degree of neuroplasticity. It is possible that this patient belongs 
to another group of patients, such as intellectual disability 
or severe mental illness, whose brain may be vulnerable to 
serotonin. Therefore, it is possible that vulnerability for adverse 
reactions to SSRI medications might be more-closely associated 
with neurodevelopment maturity and not chronological age. 
In that context, J.S. may have more risk factors for activation 
syndrome than the average patient his age.

Also of significant note is the heightened potential for activation 
syndrome in patient with a personality disorder. At home, J.S. 
is noted by his parents to be socially withdrawn, mostly staying 
in his room and indulging in the fantasy world of games and 
television, with his only form of social contact being members of 
the video gaming community, with whom he interacts only over 
the internet. In conversation, he exhibits a poverty of speech 
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and constricted affect, always attempting to be superficially 
cooperative with members of his treatment team, but clearly 
wanting to limit contact and finish conversations as quickly as 
possible. These are consistent with the negative symptoms of 
schizophrenia, but are also classic examples of an individual 
with schizoid personality disorder. (Mulay, 2017) Individuals 
with this condition are most comfortable establishing their own 
physical space, with well-defined boundaries, and the ability to 
control and restrict who and what enters their environment. In 
this context, it must have been extremely distressing for him 
to hear the music coming through the wall, intruding on his 
personal space, and upsetting that his father wouldn’t mitigate 
the situation by calling the police.

Conclusion
We believe that this is an unusual case of activation syndrome 
that caused J.S. to become agitated, dissociated, and 
disinhibited to the point of assaulting his elderly parents after 
being discharged from the hospital after being started on 
Sertraline.

Antidepressant medications, particularly those in the SSRI 
class, are some of the most widely prescribed medications 
in America, making the 4.3% of individuals who experience 
activation syndrome a substantial population and worthy of 
notice. In addition to the widely discussed suicidality associated 
with the condition, there are less popularized but far more 
common consequences, such as abrupt stoppage of medication 
prescribed to treat serious maladies such as major depressive 
disorder, obsessive compulsive disorder, and post-traumatic 
stress disorder.

Further research and investigation is necessary to find better 
methods of lowering the incidence of the condition and mitigating 
the circumstances when it arises. Ways of avoiding this 
condition might include slowing the titration of antidepressants 
in younger people, those with established personality disorders, 
or people with developmental disorders. If symptoms of 
activation syndrome are exhibited, the antidepressant might be 
discontinued and replaced by a different class of medication 
after a reasonable washout period and once the symptoms 
have resolved. A patient experiencing the condition during 
hospitalization might benefit from extending the hospital 
admission for closer monitoring in the controlled and structured 
environment of the inpatient setting with an added measure of 
vigilance and slight modifications to treatment protocols, the 

incidence of activation syndrome could be dramatically reduced 
in a quick timeframe. 
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