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Case Report
Unusual Weight Loss in a Schizophrenic Patient Following 
Treatment With Aripiprazole: A Case Report

Background: The main problem with second-generation antipsychotic (SGAs) drugs is 
weight gain. It was shown that aripiprazole can induce mild weight loss in some patients. 

Case Report: In this study, we present a 32-year-old man with schizophrenia who, before 
initiating aripiprazole, had been treated with clozapine (standard oral tablets) at a daily dosage 
of 300 mg. During 9 years of clozapine therapy, the patient experienced substantial weight 
gain, totaling 51 kg, which increased his weight to 145 kg. Concurrently, he displayed limited 
interest in social interactions, remained primarily confined to his home watching television, 
and was unemployed. At the time of hospitalization, clozapine treatment was discontinued, 
and aripiprazole was introduced with the patient weighing 145 kg. Over the subsequent 60 
days of aripiprazole treatment, the patient demonstrated a significant weight loss of 28 kg, a 
reduction that was both remarkable and clinically significant. 

Conclusion: Switching from clozapine to aripiprazole led to significant weight loss in a 
patient with schizophrenia, highlighting aripiprazole’s potential in managing antipsychotic-
induced weight gain.
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Introduction

econd-generation antipsychotics (SGAs) 
commonly used to treat schizophrenia in-
clude clozapine, risperidone, olanzapine, 
quetiapine, ziprasidone, and aripiprazole. 
Robust evidence suggests a strong associa-
tion between SGAs and metabolic disor-

ders such as hyperglycemia, hyperlipidemia, and weight 
gain [1]. Over the past 40 years, the prevalence of obe-
sity (defined as a body mass index [BMI] >30) has sig-
nificantly increased worldwide. A 2016 study reported 
that the global prevalence of obesity among adults was 
13% [2].

Obesity is a well-established risk factor for diabetes 
mellitus, hypertension, and various other physiologi-
cal dysfunctions. In individuals with severe psychiatric 
disorders, the impact of obesity and metabolic disor-
ders appears to be even more pronounced, contributing 
to worse health outcomes. Contributing factors include 
limited access to appropriate healthcare, unhealthy life-
style choices, and additional side effects associated with 
antipsychotic medications [3].

The primary mechanism underlying obesity associ-
ated with SGAs involves activation of ghrelin receptor 
growth hormone secretagogue receptor type 1a signaling 
and antagonism of serotonin receptor 2c (5-HT2cR) [4]. 
Weight gain plays a pivotal role in the development of 
metabolic disorders induced by SGAs. Studies indicate 
that clozapine and olanzapine are associated with signifi-
cant weight gain. At the same time, quetiapine and ris-
peridone lead to moderate weight gain, and aripiprazole 
and ziprasidone have a relatively lower risk of weight 
gain [5].

In cases where SGA treatment leads to weight gain, 
it is recommended to switch the patient to a medica-
tion with a lower risk of inducing weight gain [6]. This 
decision should be taken by clinical criteria outlined in 
guidelines such as the American Psychiatric Association 
(APA) practice guidelines or the Canadian Schizophre-
nia Guidelines, which emphasize monitoring weight 
changes, assessing metabolic risks, and evaluating the 
patient’s overall psychiatric stability before making 
changes to their treatment regimen [7]. Clozapine raises 
significant concerns regarding its side effects, especially 
its potential to induce weight gain and exacerbate meta-
bolic disorders. Among SGAs, clozapine is associated 
with the highest likelihood of weight gain, often result-
ing in poor tolerance and treatment discontinuation after 
a short duration [8].

Aripiprazole, a quinolinone-derived SGA, has a unique 
pharmacological profile. It acts as a partial agonist at 
dopamine D2 and serotonin 5-HT1A receptors while 
exhibiting antagonistic activity at serotonin 5-HT2A re-
ceptors [9].

Studies revealed that aripiprazole is unlikely to cause 
weight gain compared to clozapine [8] and olanzapine 
[10]. The most common side effects of aripiprazole in-
clude increased appetite, nausea, dyspepsia, headache, 
akathisia, and drowsiness. Aripiprazole has fewer side 
effects than other antipsychotics, such as sedation, QT 
prolongation, and prolactin elevations [11].

In this article, we report a patient with schizophrenia 
who had significant weight loss when clozapine switched 
to aripiprazole. According to our knowledge, there are 
limited reports regarding weight loss following aripipra-
zole administration. A study published in 2014 showed 
that carrying of the ADRA2A rs1800544 GG genotype 
and the MTHFR rs1801131 C allele are linked with BMI 
decrease after switching antipsychotics to aripiprazole 
and ziprasidone [12]. Another case report published in 
2019 showed that a 26-year-old male with schizophrenia 
gained weight while on high-dose antipsychotic therapy. 
After switching to olanzapine and aripiprazole, he lost 
nearly 37 pounds in four months without significant 
changes in diet or activity [13]. Therefore, our study is 
essential as it highlights a rare but significant clinical ob-
servation of weight loss in a patient with schizophrenia 
after switching from clozapine to aripiprazole, contribut-
ing to the limited literature on aripiprazole’s metabolic 
effects.

Case Presentation

A 32-year-old male patient with schizophrenia diag-
nosed according to description diagnostic and statistical 
manual of mental disorders, 4th edition (DSM-IV-TR)
and diagnostic and statistical manual of mental illnesses 
fifth edition (DSM-5) criteria was under treatment for 
15 years. His schizophrenia was characterized by persis-
tent positive symptoms, such as auditory hallucinations, 
delusions, and disordered thinking, along with negative 
symptoms, including social withdrawal and reduced 
emotional expression. The patient had no significant 
medical comorbidities or past surgery beyond his psy-
chiatric illness. He had no family history of major psy-
chiatric disorders.

Initially, the patient received flupentixol 20 mg weekly 
alongside risperidone 6 mg daily. After five years of in-
adequate response, clozapine therapy was initiated. The 
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patient was started on oral clozapine tablets at 300 mg 
per day. Over the subsequent 9 years, his weight pro-
gressively increased from 94 to 145 kg, a total gain of 
51 kg. During this period, the patient’s schizophrenia 
symptoms were partially controlled, with occasional 
exacerbations. He exhibited limited social engagement, 
was unemployed, and spent most of his time at home 
watching television. Attempts to discontinue clozapine 
resulted in exacerbation of symptoms and recurrent hos-
pitalizations.

During a recent hospitalization, clozapine was reintro-
duced at low doses but was subsequently discontinued 
due to the severity of the patient’s obesity, as recom-
mended by the attending psychiatrist. Switching from 
clozapine to aripiprazole was abruptly and under medi-
cal supervision to minimize withdrawal symptoms, re-
bound psychosis, or adverse effects. Aripiprazole was 
started at 10 mg once daily on the first day (the patient’s 
weight was 145 kg) and increased to 15 mg on days 2-7, 
and the patient tolerated it well. At the time of initiation 
of aripiprazole, serum lipid levels were within normal 
ranges (triglyceride [TG]: 85 mg/dL, cholesterol [Chol]: 
159 mg/dL, high-density lipoprotein [HDL]: 42 mg/dL, 
and low-density lipoprotein [LDL]: 100 mg/dL). The ar-
ipiprazole dose was gradually titrated to 30 mg daily (on 
day 8), and the patient also continued flupentixol at 20 
mg weekly.

The patient remained on this regimen for 60 days, dur-
ing which time his schizophrenia symptoms showed rel-
ative improvement. He adhered to a calorie-controlled 
diet, and his physical activity level remained consistent 
with previous periods. After 60 days, the patient’s weight 
had significantly decreased to 117 kg, a loss of 28 kg. Se-
rum lipid levels remained within the normal range with 
no significant changes (TG: 100 mg/dL, Chol: 144 mg/
dL, HDL: 40 mg/dL, and LDL: 84 mg/dL).

The patient was on aripiprazole but re-hospitalized 
three weeks later due to symptom recurrence. Upon re-
admission, his weight had further decreased to 110 kg, 
while his lipid profile had remained relatively stable 
(TG: 114 mg/dL, total Chol: 147 mg/dL, HDL: 37 mg/
dL, and LDL: 88 mg/dL).

Discussion

Before initiating aripiprazole, the patient was on clo-
zapine (standard oral tablets) at a daily dosage of 300 
mg. Over 9 years, the patient experienced significant 
weight gain, totaling 51 kg, with his weight increasing 
to 145 kg. During this time, he showed limited interest 

in social interactions, remained at home most of the time 
watching television, and was unemployed. At the time of 
hospitalization, clozapine was discontinued, and aripip-
razole was initiated, with the patient’s weight at 145 kg. 
Over the subsequent 60 days of treatment with aripipra-
zole, the patient experienced a remarkable weight loss 
of 28 kg, which represented a substantial and clinically 
significant reduction.

In other similar studies, weight loss has been reported, 
but none of them reported the weight loss that we report-
ed; in the survey of schizophrenic patients with weight 
gain of ≥2.5 kg while taking clozapine for ≥3 months, 
after 16 weeks of combinations therapy with 5–15 mg/d 
of aripiprazole 2.15 kg weight loss reported [14]. Similar 
to this study, weight loss in an 8-week study with aripip-
razole-augmented clozapine treatment was 2.8 kg (mean 
change) [15]. Another study showed weight change 
within 3 months in the aripiprazole treatment (-2.0 kg; 
-2.30% from baseline) [16]. Switching to aripiprazole re-
sulted in larger reductions in weight (difference, 2.9 kg) 
[17]. The results of a meta-analysis focused on switching 
to aripiprazole indicated that mean weight reduction was 
2.55±1.5 kgs [18].

Although weight loss during treatment with aripip-
razole has been reported in most studies, some studies 
have shown other results. In an investigation in which 
schizophrenic patients treated with aripiprazole lauroxil 
(AL), a long-acting injectable antipsychotic, after one 
year, 88 patients (18%) gained ≥7% body weight, and 59 
(12%) lost ≥7% body weight. The mean weight change 
was 0.8±5.9 kg [19]. In a recent study of patients with 
mood disorder and schizophrenia, they were split into 
those who received aripiprazole as a monotherapy and 
those who were given aripiprazole as part of a combina-
tion therapy. The mean weight gain percentage after 180 
days was 3.40% in patients on aripiprazole monotherapy 
[20]. Extreme weight loss in our patient may have been 
due to the patient’s high initial weight. Unlike previous 
studies, our patient’s Chol and TG levels remained nor-
mal and did not change significantly by switching the 
medication. Aripiprazole-augmented clozapine treat-
ment was associated with a significant decrease in total 
Chol, LDL, and non-HDL Chol [15]. In another study, 
a switch to aripiprazole showed significantly decreased 
mean non-HDL cholesterol and TG levels and increased 
HDL levels [17].

This case highlights the potential of aripiprazole as an 
effective strategy for managing antipsychotic-induced 
weight gain, particularly in patients with severe obesity. 
Compared with previous studies that reported modest 
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weight loss (2–3 kg), our patient experienced a signif-
icant weight loss of 28 kg in just 60 days, suggesting 
that individuals with high baseline weight may benefit 
more from switching to aripiprazole. Furthermore, un-
like some studies reporting changes in lipid profiles, our 
patient’s cholesterol and triglyceride levels remained 
stable, suggesting that metabolic effects may vary across 
individuals. These findings suggest that clinicians should 
consider aripiprazole as a viable alternative for patients 
struggling with excessive weight gain on clozapine, po-
tentially improving physical health and psychiatric out-
comes.

Conclusion

This case highlights the potential for significant weight 
reduction following a transition from clozapine to aripip-
razole in a patient with schizophrenia who experienced 
substantial weight gain during prolonged clozapine 
therapy. The observed 28 kg weight loss over 60 days 
underscores the importance of considering aripiprazole 
as an alternative antipsychotic agent in patients where 
metabolic side effects, such as severe weight gain, are 
a concern. Further studies are warranted to explore the 
mechanisms and long-term outcomes of switching anti-
psychotic regimens to mitigate metabolic complications 
in similar cases.

Ethical Considerations

Compliance with ethical guidelines

Written informed consent was obtained from the patient 
who contributed in the current case report. The present 
study was conducted in compliance with the declaration 
of Helsinki.

Funding

This work did not receive any specific grant from fund-
ing agencies in the public, commercial, or not-for-profit 
sectors.

Authors' contributions

Interviewing the patient: Amir Asadi and Javad Setareh; 
Writing: All authors.

Conflict of interest

The authors declared no conflict of interest.

Acknowledgments

The authors would like to thank the patient who contrib-
uted in the current research.

References

[1] Fabrazzo M, Cipolla S, Camerlengo A, Perris F, Catapano F. 
Second-generation antipsychotics' effectiveness and tolera-
bility: A review of real-world studies in patients with schizo-
phrenia and related disorders. J Clin Med. 2022; 11(15):4530. 
[DOI:10.3390/jcm11154530] [PMID] [PMCID] 

[2] DeJesus RS, Croghan IT, Jacobson DJ, Fan C, St Sauver 
J. Incidence of obesity at 1 and 3 years among commu-
nity dwelling adults: A population-based study. J Prim 
Care Community Health. 2022; 13:21501319211068632. 
[DOI:10.1177/21501319211068632] [PMID] [PMCID] 

[3] Mohegh S, Taghavi-Ardakani A, Salehi M, Heidari MM, 
Azadchehr MJ, Etesam Por R, et al. Quality of life in 6 to 
12-year-old children with overweight and obesity com-
pared to children with normal weight. Int J Pediatr. 2023; 
11(5):17759-68. [Link]

[4] Liu X, Lan X, Zhang X, Ye H, Shen L, Hu M, et al. Olanzap-
ine attenuates 5-HT2cR and GHSR1a interaction to increase 
orexigenic hypothalamic NPY: Implications for neuronal 
molecular mechanism of metabolic side effects of antipsy-
chotics. Behav Brain Res. 2024; 463:114885. [DOI:10.1016/j.
bbr.2024.114885] [PMID] 

[5] Vandenberghe F, Najar-Giroud A, Holzer L, Conus P, Eap 
CB, Ambresin AE. Second-generation antipsychotics in ado-
lescent psychiatric patients: Metabolic effects and impact 
of an early weight change to predict longer term weight 
gain. J Child Adolesc Psychopharmacol. 2018; 28(4):258-65. 
[DOI:10.1089/cap.2017.0038] [PMID] 

[6] Kim SH, Ivanova O, Abbasi FA, Lamendola CA, Reaven 
GM, Glick ID. Metabolic impact of switching antipsychotic 
therapy to aripiprazole after weight gain: A pilot study. J 
Clin Psychopharmacol. 2007; 27(4):365-8. [DOI:10.1097/
JCP.0b013e3180a9076c] [PMID] 

[7] Keepers GA, Fochtmann LJ, Anzia JM, Benjamin S, Lyness 
JM, Mojtabai R, et al. The American Psychiatric Association 
practice guideline for the treatment of patients with schizo-
phrenia. Am J Psychiatry. 2020; 177(9):868-72. [DOI:10.1176/
appi.ajp.2020.177901] [PMID] 

[8] Srisurapanont M, Suttajit S, Maneeton N, Maneeton B. Effi-
cacy and safety of aripiprazole augmentation of clozapine 
in schizophrenia: A systematic review and meta-analysis of 
randomized-controlled trials. J Psychiatr Res. 2015; 62:38-47.
[DOI:10.1016/j.jpsychires.2015.01.004] [PMID] 

[9] Brasso C, Colli G, Sgro R, Bellino S, Bozzatello P, Monte-
magni C, et al. Efficacy of serotonin and dopamine activity 
modulators in the treatment of negative symptoms in schiz-
ophrenia: A rapid review. Biomedicines. 2023; 11(3):921. 
[DOI:10.3390/biomedicines11030921] [PMID] [PMCID] 

Asadi A, et al. Weight Loss Following Treatment With Aripiprazole. PBR. 2025; 11(1):75-80.

http://pbr.mazums.ac.ir/index.php?&slct_pg_id=10&sid=1&slc_lang=en
http://pbr.mazums.ac.ir/index.php?&slct_pg_id=10&sid=1&slc_lang=en
https://doi.org/10.3390/jcm11154530
https://www.ncbi.nlm.nih.gov/pubmed/35956145
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC9369504
https://doi.org/10.1177/21501319211068632
https://www.ncbi.nlm.nih.gov/pubmed/34986686
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC8744193
https://www.researchgate.net/profile/Mohammad-Mahdi-Heidari-2/publication/371156330_Quality_of_Life_in_6_to_12-Year-Old_Children_with_Overweight_and_Obesity_Compared_To_Children_with_Normal_Weight/links/64760c696fb1d1682b1db5c8/Quality-of-Life-in-6-to-12-Year-Old-Children-with-Overweight-and-Obesity-Compared-To-Children-with-Normal-Weight.pdf
https://doi.org/10.1016/j.bbr.2024.114885
https://doi.org/10.1016/j.bbr.2024.114885
https://www.ncbi.nlm.nih.gov/pubmed/38296202
https://doi.org/10.1089/cap.2017.0038
https://www.ncbi.nlm.nih.gov/pubmed/29297696
https://doi.org/10.1097/JCP.0b013e3180a9076c
https://doi.org/10.1097/JCP.0b013e3180a9076c
https://www.ncbi.nlm.nih.gov/pubmed/17632220
https://doi.org/10.1176/appi.ajp.2020.177901
https://doi.org/10.1176/appi.ajp.2020.177901
https://www.ncbi.nlm.nih.gov/pubmed/32867516
https://doi.org/10.1016/j.jpsychires.2015.01.004
https://www.ncbi.nlm.nih.gov/pubmed/25619176
https://doi.org/10.3390/biomedicines11030921
https://www.ncbi.nlm.nih.gov/pubmed/36979900
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC10046337


79

 March 2025. Volume 11. Number 1

[10] Terao T. Unusual weight fluctuation under corticosteroid 
and psychotropic treatment. Psychiatry Clin Neurosci. 2008; 
62(5):617-9. [DOI:10.1111/j.1440-1819.2008.01837.x] [PMID] 

[11] Khanna P, Suo T, Komossa K, Ma H, Rummel-Kluge C, 
El-Sayeh HG, et al. Aripiprazole versus other atypical an-
tipsychotics for schizophrenia. Cochrane Database Syst Rev. 
2014; 2014(1):CD006569. [DOI:10.1002/14651858.CD006569.
pub5] [PMID] [PMCID] 

[12] Roffeei SN, Reynolds GP, Zainal NZ, Said MA, Hatim A, 
Aida SA, et al. Association of ADRA2A and MTHFR gene 
polymorphisms with weight loss following antipsychotic 
switching to aripiprazole or ziprasidone. Hum Psychophar-
macol. 2014; 29(1):38-45. [DOI:10.1002/hup.2366] [PMID] 

[13] Boland X, Chhabra P. Dramatic weight loss following addi-
tion of aripiprazole to olanzapine in a patient with treatment-
resistant schizophrenia: A case report. J Psychiatr Pract. 2019; 
25(2):135-8. [DOI:10.1097/PRA.0000000000000372] [PMID] 

[14] Fleischhacker WW, Heikkinen ME, Olié JP, Landsberg 
W, Dewaele P, McQuade RD, et al. Effects of adjunctive 
treatment with aripiprazole on body weight and clinical 
efficacy in schizophrenia patients treated with clozapine: 
A randomized, double-blind, placebo-controlled trial. Int J 
Neuropsychopharmacol. 2010; 13(8):1115-25. [DOI:10.1017/
S1461145710000490] [PMID] 

[15] Chang JS, Lee NY, Ahn YM, Kim YS. The sustained effects 
of aripiprazole-augmented clozapine treatment on the psy-
chotic symptoms and metabolic profiles of patients with 
refractory schizophrenia. J Clin Psychopharmacol. 2012; 
32(2):282-4. [DOI:10.1097/JCP.0b013e3182485871] [PMID] 

[16] Yeung EY, Chun S, Douglass A, Lau TE. Effect of atypi-
cal antipsychotics on body weight in geriatric psychiatric 
inpatients. SAGE Open Med. 2017; 5:2050312117708711.
[DOI:10.1177/2050312117708711] [PMID] [PMCID] 

[17] Stroup TS, McEvoy JP, Ring KD, Hamer RH, LaVange 
LM, Swartz MS, et al. A randomized trial examining the 
effectiveness of switching from olanzapine, quetiapine, or 
risperidone to aripiprazole to reduce metabolic risk: Com-
parison of antipsychotics for metabolic problems (CAMP). 
Am J Psychiatry. 2011; 168(9):947-56. [DOI:10.1176/appi.
ajp.2011.10111609] [PMID] [PMCID] 

[18] Barak Y, Aizenberg D. Switching to aripiprazole as a 
strategy for weight reduction: A meta-analysis in patients 
suffering from schizophrenia. J Obes. 2011; 2011:898013.  
[DOI:10.1155/2011/898013] [PMID] [PMCID] 

[19] Nasrallah HA, Aquila R, Stanford AD, Jamal HH, Weiden 
PJ, Risinger R. Metabolic and endocrine profiles during 
1-year treatment of outpatients with schizophrenia with ari-
piprazole lauroxil. Psychopharmacol Bull. 2017; 47(3):35-43. 
[PMID]

[20] Nguyen C, Novac A, Hazen J, Howard P, Tieu R, Bota RG. 
Weight gain changes in patients with aripiprazole mono-
therapy compared with aripiprazole-antidepressant polyp-
harmacy in an outpatient sample. J Psychopharmacol. 2018; 
32(4):423-9. [DOI:10.1177/0269881117742659] [PMID] 

Asadi A, et al. Weight Loss Following Treatment With Aripiprazole. PBR. 2025; 11(1):75-80.

http://pbr.mazums.ac.ir/index.php?&slct_pg_id=10&sid=1&slc_lang=en
http://pbr.mazums.ac.ir/index.php?&slct_pg_id=10&sid=1&slc_lang=en
https://doi.org/10.1111/j.1440-1819.2008.01837.x
https://www.ncbi.nlm.nih.gov/pubmed/18950384
https://doi.org/10.1002/14651858.CD006569.pub5
https://doi.org/10.1002/14651858.CD006569.pub5
https://www.ncbi.nlm.nih.gov/pubmed/24385408
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC6473905
https://doi.org/10.1002/hup.2366
https://www.ncbi.nlm.nih.gov/pubmed/24424705
https://doi.org/10.1097/PRA.0000000000000372
https://www.ncbi.nlm.nih.gov/pubmed/30849062
https://doi.org/10.1017/S1461145710000490
https://doi.org/10.1017/S1461145710000490
https://www.ncbi.nlm.nih.gov/pubmed/20459883
https://doi.org/10.1097/JCP.0b013e3182485871
https://www.ncbi.nlm.nih.gov/pubmed/22388155
https://doi.org/10.1177/2050312117708711
https://www.ncbi.nlm.nih.gov/pubmed/28540050
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC5431608
https://doi.org/10.1176/appi.ajp.2011.10111609
https://doi.org/10.1176/appi.ajp.2011.10111609
https://www.ncbi.nlm.nih.gov/pubmed/21768610
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3773729
https://doi.org/10.1155/2011/898013
https://www.ncbi.nlm.nih.gov/pubmed/20871835
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC2943136
https://pubmed.ncbi.nlm.nih.gov/28839338/
https://doi.org/10.1177/0269881117742659
https://www.ncbi.nlm.nih.gov/pubmed/29215304


This Page Intentionally Left Blank


