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Abstract

Background: Schizophrenia is a disorder that affects about 1% of the US population, with an extensive impact on
patients’ health and their risk of later developing comorbidities from treatment. While literature on the side effect
profile of antipsychotics is abundant, there are few studies on identification of anticholinergic effects on gut
motility and prophylaxis development. The aim of this review is to consider antipsychotic-associated constipation in
patients with schizophrenia and to discuss management of antipsychotic-induced constipation as documented in
the literature.

Main body: We present a case of antipsychotic-induced constipation and conducted a literature review assessing
the prevalence of this issue in this population. The search was done on Embase, MEDLINE, Cochrane Library, and
PubMed databases. Key word searches included constipation with concurrent antipsychotic use, antipsychotics and
anticholinergic effects, factors causing constipation in schizophrenia, social disparities involved with constipation,
and colorectal cancer screenings.

Main findings included high complication rates that may be explained by clozapine-specific side effects, negative
health habits, disease, and treatment-related metabolic disorders. Co-existing negative symptoms could also be
associated with health outcomes and was found to have adverse consequences on schizophrenia progression.
Comorbidities of diabetes and cardiovascular complications contributed to gut hypomotility. Caregiver burden was
a factor in delayed recognition of constipation as a side effect. Routine surveillance for symptoms and optimization
of medications facilitates early recognition of constipation.

Conclusion: Overall, there is insufficient trial-based evidence to compare the effectiveness and safety of common

pharmacological interventions for constipation, such as lactulose, polyethylene glycol, stool softeners, and lubricant
laxatives.
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Background
Constipation is a common complaint and side-effect for

antipsychotics, constipation is a symptom that can be
overlooked due to the challenges in self-care and health

people taking antipsychotics, notably clozapine, thiorida-
zine, chlorpromazine, and olanzapine [1, 2]. Untreated
constipation can be severe and lead to complications
such as overflow constipation, fecal impaction, paralytic
ileus, and death. Among psychiatric patients taking
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awareness, as well as the patients’ higher discomfort or
pain threshold [3]. There is insufficient trial-based evi-
dence and literature review on antipsychotic associated
constipation in patients with schizophrenia and comor-
bidities, like hypertension and diabetes, that increase the
likelihood of this condition [4]. Appropriate manage-
ment requires evaluating medical history and medication
interactions before recommending a bowel regimen to
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this population. For patients taking calcium channel
blockers in addition to antipsychotics, there may be a
synergistic effect on slowing of bowel motility that ne-
cessitates prophylactic bowel regimen to reduce medica-
tion noncompliance and hospitalizations [5, 6].

Dysregulation of dopaminergic neuronal function is
the central pathophysiology to psychosis. Dopamine
hyperactivity in the mesolimbic and hypoactivity in the
mesocortical pathway are hypothesized to be the mani-
festation of positive and negative symptoms seen in
schizophrenia and can be managed with first (FGAs) or
second (SGAs) generation antipsychotics [1-3]. High-
potency FGAs exhibit greater extrapyramidal side effects
due to greater antagonism to the D2 receptor while low-
potency FGAs exhibit greater anticholinergic effects and
antihistaminergic. SGAs are comparable to FGAs in clin-
ical efficacy without increasing the risk for extrapyram-
idal side effects, due to their role in 5HT2A receptor
modulation [6, 7]. It is recognized, however, that SGAs
differ in affinity, dissociation rates, and specificity of
brain areas for D2 receptor affinity when compared to
FGAs, leading to significantly less D2 blockage side ef-
fects and complications over time [6, 7].

Central side effects can be difficult to recognize in psy-
chiatric patients as symptoms often overlap with clinical
disorders (i.e., confusion and delirium). Regardless of the
duration, central anticholinergic side effects can further
impair memory, concentration, and confusion in comor-
bid psychiatric conditions especially among people with
schizophrenia [8]. Furthermore, the concurrent use of
antipsychotics and other drugs with anticholinergic pro-
files (i.e., antihistamines, antidepressants, calcium chan-
nel blockers, antispasmodics) may further exacerbate
anticholinergic side effects leading to greater impairment
of cognitive functioning. Anticholinergic side effects are
prone to being underreported by psychiatric patients
due to communication difficulties, sedation and anal-
gesic properties of medical regimens, or limited aware-
ness of acute/chronic symptom presentation [9].
Gastrointestinal hypomotility is a well-documented ef-
fect of anticholinergic drugs and if unrecognized, gastro-
intestinal hypomotility may progress into a medical
complication as in the case of constipation or impact
ileus [1-4]. While some FGAs exhibit anticholinergic
properties, i.e., haloperidol, thioridazine, and chlorpro-
mazine; SGAs show greater affinities for cholinergic re-
ceptors in vitro [10]. Among the atypical antipsychotics,
clozapine, quetiapine, and olanzapine demonstrate sig-
nificant muscarinic receptor affinity in vitro that corre-
lates in a dose dependent manner [9-11]. Systematic
reviews demonstrate patients taking clozapine have sig-
nificantly higher rates of antipsychotic induced constipa-
tion vs patients on other antipsychotics, showing as
many as 60% of patients developing constipation [4].
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Main text
Case study
A 46-year-old male with schizoaffective disorder, hyper-
tension, and type II diabetes mellitus presented to the
emergency center with acute psychosis and aggressive
behavior after stopping his medications (haloperidol, val-
proate, diphenhydramine) for 2 months. In the interview,
the patient did not exhibit psychosis symptoms or ag-
gression; his chief complaint was the stomach pain, nau-
sea, diarrhea, and constipation that may have been
precipitated by eating bad food. He reports medication
noncompliance due to side effects of nausea and dry
mouth. Lab-work on admission showed CBC, CMP, and
TSH/T4 within the normal limits; urine drug screen
toxicology and urinalysis were negative. On a physical
exam, the patient’s abdomen was distended and rigid. A
kidney-ureter-bladder and abdominal X-ray revealed in-
creased stool burden as the probable source of the pa-
tient’'s abdominal pain. The patient was subsequently
treated with magnesium hydroxide and polyethylene gly-
col. We restarted the appropriate treatment for the pa-
tient’s  schizophrenia  and  hypertension,  with
improvement of the patient’s condition. A prophylactic
bowel regimen of docusate sodium was recommended
upon discharge, in addition to his other medications
(haloperidol, valproate, diphenhydramine, and amlodi-
pine). During the history taking, the patient denied any
concerning symptoms for constipation despite abdom-
inal distention. Given the risk factors and physical find-
ings, it was useful to follow an algorithm such as Fig. 1,
to obtain proper imaging and begin a trial of laxatives.
This case highlights the need to maintain a high index
of suspicion for anticholinergic side-effects secondary to
medication interaction, especially in a patient group that
exhibits diet and lack of exercise related risk factors to
slowed motility. Rapid diagnosis and early treatment are
crucial for the health outcomes for people with schizo-
phrenia and other comorbidities. The outcome of this
case showed good resolution of constipation when
treated with laxatives. Since the patient did not have a
history of non-compliance due to constipation, we ad-
vised him to keep track of his diet and symptoms as well
as encouraged the use of laxatives if similar episodes
occur.

Challenges in recognizing constipation as a treatment-
limiting side-effect

Successful schizophrenia treatment depends on a com-
bination of factors as current medications help with
paranoia, delusions, and hallucinations, but may not ad-
dress social withdrawal and other negative symptoms.
Tools to manage a challenging disorder such as schizo-
phrenia, such as building a strong support system and
implementing health strategies with diet modification,
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Patient clinically presents with chronic constipation (3 or fewer bowel movements in a week)?

1. Are there red flag symptoms (hematochezia, unintended weight loss, iron deficiency anemia, positive fecal occult blood, family history
of polyps/colon cancer) necessitating endoscopy, electromyography, and Gl workup?

No red flags present

Yes, red flags present

Constipation present despite patient
education of modifiable factors?

No / \ Yes

Consult subspecialist to rule out malignancy, neurogenic
impairment, IBD, etc.

Continue current

2. |Initiate trial of laxatives
management

1. Obtain imaging of abdomen to assess stool burden

3. If trial failure consider the use of traditional herbal medicine

Consult subspecialist for further workup

Fig. 1 Considerable factors in constipation workup

\

4N_ Symptoms resolved?
) :

———————» | Continue current management

Yes

stress relief, and exercise regime can have a profound ef-
fect on the frequency and severity of symptoms and re-
duce the likelihood of developing comorbidities that add
to the disease burden [7, 12, 13].

Patients with this disorder have been observed to
have poor nutritional statuses which can contribute to
constipation issues, such as limited intake of healthy
lipids, fiber, proteins, and vitamins [13, 14]. Com-
pared to healthy cohorts’ levels, schizophrenic patients
are at risk of lower folate and Vit B12 levels, with
only 10.7% of 428 schizophrenic patients reporting
healthy dietary patterns [14]. Another study in nutri-
tional neuroscience found that more than half the
studied schizophrenic patients had food addiction,
which in term increased the risk of obesity and car-
diovascular risk [15]. Kim et al, found significantly
lower dietary intakes of protein, polyunsaturated fatty
acids (PUFAs), vitamin K, niacin, folate, and vitamin
C in male schizophrenic patients compared to the
male control subjects [16]. Additionally, protein defi-
ciency has been linked to reduced cognitive function-
ing, independent of demographic or environmental
factors [17].

While the impact of various antipsychotics on meta-
bolic syndrome and their possible mechanisms are com-
prehensively reviewed, most are case reports that
specifically discuss clozapine-induced gut hypomotility
and life-threatening ileus [18-22]. Patients using anti-
psychotics had a 1.9 higher risk of developing constipa-
tion compared to non-users. Stanniland and Taylor
reported rates of 1.5 to 25% compared to placebo [23].
With clozapine use versus that of other medications,
constipation is one of the top 4 reported side effects
with rates ranging from 14 to 60% [18-22]. Other anti-
psychotics have varying anticholinergic effects, as seen in
Table 1.

Palmer et al. reports that clozapine-induced gastric
hypomotility is often silent, with self-reported constipa-
tion having low sensitivity in its diagnosis, even using
the Rome criteria, and treating gastric hypomotility
based on self-reported symptoms questions will miss
most cases [21]. Virtanen et al. found that constipation
and dyspepsia are gastrointestinal symptoms that are
often ignored in research on physical comorbidities of
schizophrenia, with the prevalence of constipation at
31.3% and of dyspepsia 23.6% [24]. Some risk factors for
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Table 1 Antipsychotic formulations and side-effect profiles
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Name Route Likelihood of Induced Constipation Notes
Olanzapine IM ++ Constipation secondary to weight gain, metabolic issues
PO
Clozapine PO +++ Constipation secondary Metabolic issues
Chlorpromazine PO ++ Anticholinergic, Atony of colon
Thioridazine PO +++ Anticholinergic
M

++ moderate/occurs frequently, +++ severe/occurs most of the time

constipation were paracetamol and clozapine use, older
age, and living in sheltered homes. Most reports are
about the severe and often fatal gastric ileus induced by
clozapine and include some discussion on bowel regi-
mens for management, but our review shows that there
is little consensus on early diagnosis criteria and recom-
mendations on bowel regimen even though the anti-
cholinergic side effect profile of antipsychotics is known.

Furthermore, people with schizophrenia can have a
difficult time addressing constipation due to issues with
self-care, often neglecting to practice healthy behaviors
such as exercise and weight control, resulting in greater
occurrence of metabolic and anticholinergic side-effects
because of antipsychotic use [25, 26]. Disturbances in
thoughts, behavioral changes, and impaired cognitive
functions which affect a person’s ability to work or com-
municate socially and incapability of self-care
characterize schizophrenia [27, 28]. These features make
it difficult for the affected individual to carry out daily
activities and maintain personal hygiene. Poor health
status in those with schizophrenia has been attributed to
factors like poverty, less resources, medications, and
more so, the effect of systemic diseases like diabetes,
hypertension, and osteoporosis which reduce the self-
care ability of the patients [26—28]. In a study conducted
by Tas et al., it was found that patients admitted to an
in-patient facility for “failure to meet basic needs” need
assistance in the early discharge period for parameters
such as “coping, need of knowledge, treatment and care,
self-care, sleep, role and relationships.” [27] CiftCi et al.
found that the average self-care ability among schizo-
phrenia patients was lower than that of the individuals
with anxiety disorder and depression [28]. The lack of
some qualities that maintain self-care, such that lack of
physical energy, awareness, decision-making, motivation,
and confidence, can decrease the self-care ability of
schizophrenic patients.

Additionally, mental health experts have recently dis-
cussed a challenge to proper gastrointestinal pathology
screening: disparities in screening access in low socio-
economic status (SES) and African American individuals.
A recent study by Anderson et al. shed light on de-
creased colon cancer screening in both African

American and low SES individuals discussing how 63.9%
of the cohort had never undergone colorectal cancer
screening despite meeting criteria for screening recom-
mendations based on age and family history of colorectal
cancer [29]. Among these populations, diminished access
to transportation or resources and inflexible work sched-
ules can severely reduce patient turnout at appoint-
ments, as individuals report lower quality of healthcare
and may be subject to implicit racial bias of their health
care practitioners. It is possible such findings can be ex-
trapolated for most gastrointestinal screenings in these
high-risk groups. Attempts to increase screening access
for these populations could prevent life threatening
bowel complications.

Lastly, some studies have cited altered sensitivity to
pain in schizophrenia may delay diagnosis and treatment
of serious, life-threatening medical conditions [30-32].
Patients who are on antipsychotics may have an in-
creased pain threshold, which makes it difficult for the
patients to report somatic complaints later or less fre-
quently [30-32]. Family caregivers also play an import-
ant role in taking care of these patients: in addition
to managing unexpected behaviors of the patients
such as aggression and violence, they often ensure
completion of personal activities, chores (cooking,
cleaning the house, etc.), other tasks (appointment ar-
rangements, transportation, etc. ), and treatment com-
pliance—all of which impose a heavy burden on them
[33]. The results of several studies indicate that care-
givers possess limited knowledge and awareness re-
garding the illness, the related coping strategies, and
how to deal with and support the patient [33, 34].
The hours and commitment to caregiving activities
that often lead to consequences for caregivers such as
job loss, social activity decline imply that caregiver fa-
tigue may contribute to late presentation of anti-
psychotic induced constipation. As in the case of our
patient, the admission complaint was one that sug-
gested an acute psychotic episode resulting from
medication noncompliance, yet gathering collateral in-
formation from the caregiver revealed that there were
issues in maintaining hygiene which the caregiver
could not resolve on her own.
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Current recommendations on monitoring and prophylaxis
of antipsychotic-induced constipation

While there is strong evidence that clozapine and olan-
zapine cause gut hypomotility, constipation, and even
ileus, there is little consensus about how to best treat
this. In an observational study done by Every-Palmer
et al,, there was reduction in the colonic transit time of
clozapine-treated patients when treated with docusate
and senna and macrogol according to the Porirua Proto-
col [9]. Chukhin et al. found that with orlistat use com-
pared to placebo, the proportion of patients endorsing
constipation reduced [35]. In addition to treatment with
laxatives, a reduction of antipsychotic dose has been
proposed in the literature, though this may not be feas-
ible for a patient that has had multiple episodes of
psychosis without the added risk of a relapse [36, 37].
Bulot et al. conducted a quasi-experimental trial by pre-
scribing polyethylene glycol as a first-line laxative to in-
patients receiving antipsychotic agents and found a
three-fold reduction of severe constipation cases [36].
The prevention of this potentially life-threatening condi-
tion can be economic and well-tolerated by patients
(Table 2).

There is some research into whether traditional herbal
medications may be used as a supplement or even an al-
ternative to laxative use to prevent constipation in those
suffering from schizophrenia-associated constipation.
Traditional Chinese medicines (TCMS) consist of acu-
puncture, tai chi, tuina massage, and botanical supple-
ments. Historically, TCMs are under-utilized as a
possible treatment option and even considered a form of
pseudoscience due to concerns of herbal products hav-
ing been contaminated with heavy metals, pesticides,
and other toxic compounds, as well as the lack of clinical
evidence with comparative randomized clinical trials
with the standard care. Rathbone et al. showed that
Chinese herbal medicines may be beneficial for people
with schizophrenia when combined with antipsychotics.
Though the sample size of the study was small, the study
also showed that TCMs showed greater improvement in
the treatment of IBS-C than cisapride and mosapride
[39]. A study by Fan et al. in 2004 compared glycerol

Table 2 Comparison of efficacious laxative regimens [38]
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suppository with the traditional Chinese medicine
(TCM) approaches of tuina massage and acupuncture
for relieving constipation. 240 psychiatric inpatients
were recruited, and for 14 days underwent either daily
rectal enemas, daily periods of tuina massage, half an
hour of acupuncture, or a combination of all three treat-
ments. Compared to tuina massage, glycerol laxative was
less effective in relieving constipation at both two days
after treatment [40]. However, there were no data com-
paring the common pharmacological interventions for
constipation, such as lactulose, polyethylene glycol, stool
softeners, lubricant laxatives, or of novel treatments such
as linaclotide.

Similarly, electroacupuncture in some studies is be-
lieved to be effective in treating opioid-induced constipa-
tion and certain functional GI diseases like dyspepsia,
chronic constipation (=1 symptom including straining,
hard stools, time-consuming defecation, sensations of in-
complete evacuation, using manual assistance, for over 6
months). Yang et al. conducted a systematic review and
meta-analysis of acupuncture treatment for opioid-
induced constipation, which demonstrated that acu-
puncture has better results in clinical outcomes than
non-acupuncture therapy [41]. Liu et al. conducted 28
sessions of electroacupuncture to increase the number
of weekly complete spontaneous bowel movements
(CSBMs) in 1075 patients with chronic severe functional
constipation with no underlying pathologic cause for
constipation. They found that eight weeks of EA in-
creases CSBMs to 3 or more mean weekly CSBMs in the
electro acupuncture group 37.7% compared with 14.1%
in the placebo group [42]. Acupuncture-related adverse
events during treatment were infrequent in both groups,
and all were mild or transient and were considered safe
for the treatment of chronic functional constipation, and
thus has implications for use in patients who have
schizophrenia and suffer from this condition.

Conclusion

Screening for constipation in schizophrenia may prove
challenging due to poor communication abilities and
disturbances in thought process. Current screening

MOA

Benefit

Lactulose Converts NH3 to NH4+

Polyethylene
glycol (MiraLAX)

Osmotic agent, causes water retention in stool thereby
increasing stool frequency

Docusate Reduces surface tension of oil-water interface of stool

sodium resulting in enhanced incorporation of water and fat

Psyllium Soluble fiber that absorbs water in intestine that
promotes peristalsis and reduces transit time

Senna Induces peristaltic activity via enteric nerve stimulation

Increases stool frequency by 40%

Most effective osmotic agent (especially without electrolytes),
palatability increases patient compliance, decreases incidence of fecal
impaction and increased stool frequency by 60%

Overall baseline mean of 3.4 bowel movements

Better at increasing stool water content and total stool output in
comparison to docusate

Fast acting
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methods to assess constipation are subjective in nature
and often labeled as a “patient report of constipation.”
Even if patients articulate his/her bowel habits, there are
discrepancies surrounding the word constipation gastro-
intestinal, causing hypo-motility to go unreported and
this runs the risk of evolving into life-threatening com-
plications. Objective tests to gauge the severity and the
presence of gastrointestinal hypo-motility often require
the expertise of a GI specialist or are not cost-effective.

Prescribing antipsychotics should be accompanied by
regular physical monitoring, appropriate use of laxatives,
and early referral of constipated patients, before the de-
velopment of pathologic gastrointestinal processes. Ran-
domized clinical trials are needed to compare
pharmacological and  other interventions  for
antipsychotic-related constipation. Such trials should
focus on the treatment of constipation, with an emphasis
on patient tolerability and rapid resolution.

Abbreviations
FGA: First-generation antipsychotics; SGA: Second-generation antipsychotics
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