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The�effects�of�obesity�on�the�body



Bidirectional interrelationship between�obesity�and�mental�disorders



Risk�factors�in�psychiatric�patients



Mental�illness�and�obesity

•13%�of�the�world’s�population�are�obese.
•More�that�300�million�people�worldwide�have�depression.
•23%�of�obese�individuals�have�comorbid�depression.
•The�prevalence�of�obesity�among�adults�with�severe�mental�health�
problems�is�as�high�as�55%.

•As�independent�risk�factors,�depression�confers�a�37%�relative�risk�of�
obesity�and�obesity�confers�an�18%�relative�risk�of�depression;�however,�
the�excess�risk�of�obesity�in�depression�is�small.



Prevalence�of�selected�mental�disorders�by�BMI



Antipsychotic-induced�weight�gain



Obesity�reviews.�2019;20:1680-1690

Antipsychotics



First�meta-analysis��

Am�J�Psychiatry�156:11,�November�1999

Among�newer�antipsychotic�agents,�mean�increases�were�as�follows:�
clozapine,�4.45�kg;�olanzapine,�4.15�kg;�sertindole,�2.92�kg;�risperidone,�
2.10�kg;�and�ziprasidone,�0.04�kg.�
Insufficient�data�were�available�to�evaluate�quetiapine�at�10�weeks.



CATIE�(The�Clinical�Antipsychotic�Trials�of�Intervention�Effectiveness)�study�

Weight�gains�of�7%�or�more�were�documented�in�30%,�16%,�14%,�and�7%�of�chronic�
schizophrenia�patients�treated�with�olanzapine,�quetiapine,�risperidone,�and�ziprasidone�
over�an�18-month�period.

N�Engl J�Med�2005;353:1209-23



A�multiple-treatments�meta-analysis�
to�compare�15�antipsychotic�drugs�for�schizophrenia

Standardised mean�differences�compared�with�placebo�for�weight�gain�
varied�from�­0·09�for�the�best�drug�(haloperidol)�to�­0·74�for�the�worst�
drug�(olanzapine)

Lancet. Vol 382, September 2013



Head-to�head�meta-analysis�

- Highest�amount�of�weight�gain�
:�Olanzapine�and�Clozapine�

- Intermediate�amounts�of�weight�
gain�:�Quetiapine,�Risperidone�and�
Sertindole

- Intermediate�to�low�level�of�weight�
gain�:�Aripiprazole�and�Amisulpiride

- the�least�amount�of�weight�gain
:�Ziprasidone

Schizophr Res.�2010�November�;�123(2-3):�225­233



Meta�analysis�of�the�307�included�studies

the�crude�data�suggest�that�olanzapine�show�the�most�severe�weight�gain�
post-baseline,�while�FGA,�for�example�haloperidol,�are�also�associated�
with�significant�weight�gain.�

PLos One�2014�Apr 24;9(4):e94112.�



Meta�analysis�of�the�307�included�studies

PLos One�2014�Apr 24;9(4):e94112.�

clozapine olanzapine



According�to�Arterburn et�al

Weight�gain�occurred�in�7.7—17.0%�of�SGA�users.�
At�one�year,�the�average�weight�gain�was�nearly�10�kg�
among�SGA�users

Obesity�Research�and�clinical�practice�(2016)�10,�408-423



A�meta-analysis�of�Antipsychotic-induced�weight�change�in�the�
first-episode�psychosis

Mean�weight�differences�(kg)�between�
placebo�and�antipsychotic�medications�in�the�
short-term�(≤12�weeks)

Early�Intervention�in�Psychiatry�2016;�10:�193­202



A�meta-analysis�of�Antipsychotic-induced�weight�change�in�the�
first-episode�psychosis

Mean weight differences (kg) between placebo and
antipsychotic medications in the long term (>12 weeks)

Early Intervention in Psychiatry 2016; 10: 193–202



Time�for�weight�gain�

Patients�with�a�weight�
gain�>5%�had�a�strong�
and�fast�increase�of�
weight�gain�during�the�
first�three�months�of�
treatment

J�Clin�Psychiatry.�2015;76(11):e1417­e1423



A�ranks�the�antipsychotics�according�to�the�likelihood�of�causing�
weight�gain,�considering�the�current�evidence

Neuropsychiatric�Disease�and�Treatment�2017:13�2231­2241



Antidepressants

Obesity reviews. 2019;20:1680-1690



Antidepressant�utilisation and�incidence�of�weight�gain�during�10�
years’�follow-up

BMJ�2018;361:k1951



Management�of�antipsychotic-induced�
weight�gain



Non-pharmacological�

Individual�or�group�interventions,�or�cognitive­behavioural therapy�
as�well�as�nutritional�counselling�were�effective

The�British�Journal�of�Psychiatry�(2008)�193,�101­107



Non-pharmacological 

The British Journal of Psychiatry (2008) 193, 101–107



Pharmacological_adding

Pharmaceuticals 2021, 14, 238



Pharmacological_adding

Pharmaceuticals 2021, 14, 238



Psychiatric�effects�of�anti-obesity�medications



Liraglutide�­ Warnings�and�precautions

•Suicidal�behavior�and�ideation: In�adult�clinical�trials,�9�(0.3%)�of�3,384�
patients�treated�with�saxenda® and�2�(0.1%)�of�the�1,941�treated�with�
placebo�reported�suicidal�ideation;�one�of�the�saxenda® treated�patients�
attempted�suicide.�In�a�pediatric�trial,�1(0.8%)�of�the�125�saxenda® treated�
patients�died�by�suicide.�There�was�insufficient�information�to�establish�a�
causal�relationship�to�saxenda®.�

•Monitor�patients�for�the�emergence�or�worsening�of�depression,�suicidal�
thoughts�or�behavior,�and/or�any�unusual�changes�in�mood�or�behavior.�

•Discontinue�treatment�if�patients�experience�suicidal�thoughts�or�behaviors.�
•Avoid�saxenda® in�patients�with�a�history�of�suicidal�attempts�or�active�
suicidal�ideation.



Contrave ® ­ Common�adverse�reactions

Adverse�reaction Contrave 32mg/360mg
(N=2,545)

Placebo�
(N=1,515)

Insomnia� 9.2 5.9

Anxiety 4.2 2.8

Irritability 2.6 1.8









Qsymia�­ Adverse�reactions

Placebo
(N=1,561)

Qsymia�
3.75/23mg
(N=240)

Qsymia�
7.5/46mg
(N=240)

Qsymia�
15/92mg
(N=240)

Psychiatric�disorders

Insomnia 4.7 5.0 5.8 9.4

Depression 2.2 3.3 2.8 4.3

Anxiety 1.9 2.9 1.8 4.1



Qsymia�­ Adverse�reactions

•The�proportion�of�patients�in�1-year�controlled�trials�of�Qsymia�
reporting�one�or�more�adverse�reactions�related�to�mood�and�sleep�
disorders�was�15.8%,�14.5%,�and�20.6% with�Qsymia�3.75�mg/23�mg,�
7.5�mg/46�mg,�and�15�mg/92�mg,�respectively,�compared�to�10.3%�
with�placebo.

•The�majority�of�these�events�first�occurred�within�the�initial�12�weeks�
of�drug�therapy;�however,�in�some�patients,�events�were�reported�later�
in�the�course�of�treatments.�



Qsymia�­ Suicidal�behavior�and�ideation

•Antiepileptic�drugs�(AEDs),�including�topiramate,�a�component�of�
Qsymia,�increase�the�risk�of�suicidal�thoughts�or�behavior�in�patients�
taking�these�drugs�for�any�indication.�

•Patients�treated�with�Qsymia�should�be�monitored�for�the�emergence�
or�worsening�of�depression,�suicidal�thoughts�or�behavior,�and/or�any�
unusual�changes�in�mood�or�behavior.�


