
Constipation can be defined as difficult, unsatisfactory or 
infrequent defaecation. It is a common complaint, affect­
ing 10 to 15% of the population, and can have a significant 

impact on quality of life.1 It more commonly affects women than 
men (2.2:1) and its prevalence increases with age.2 Typical 
symptoms are listed in Box 1. 

Many individuals manage constipation with simple lifestyle 
changes; however, some experience more persistent symptoms. 
For a subset of patients, standard treatments fail to provide relief, 
leading to prolonged discomfort and a diminished quality of 

life. Refractory constipation refers to constipation that is not 
responsive to lifestyle modifications, such as increased physical 
activity or fluid or soluble fibre intake, and that has an inadequate 
response to osmotic and stimulant laxatives.3 More than 50% 
of patients fail to respond to these standard treatments.4 This 
article provides an overview of the causes, diagnosis and man­
agement options for refractory constipation, with a focus on a 
personalised approach to treatment.

Causes of refractory constipation
Refractory constipation may be classified by primary and 
secondary causes, although there are often multiple patho­
physiologies (Figure 1). Patients with refractory constipation can 
be phenotyped according to their underlying pathophysiology, 
which may allow for a more targeted or personalised approach 
to treatment.
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KEY POINTS
•	Refractory constipation occurs when patients do not respond 

to lifestyle modifications or standard therapies for 
constipation.

•	Comprehensive history-taking, physical examination and 
diagnostic tests are important in identifying the specific 
phenotype of refractory constipation.

•	A personalised treatment approach is essential, targeting 
the underlying causes, such as dyssynergic defaecation 
and slow transit constipation.

•	Biofeedback therapy is a highly effective treatment for 
dyssynergic defaecation, with success rates in the order of 
70 to 80%.

•	Surgical interventions should be reserved for carefully 
selected patients with isolated slow transit constipation  
or structural abnormalities.
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Primary causes
Functional constipation 
Functional constipation is a term com­
monly used to describe constipation 
without an organic cause and is defined 
by the Rome IV functional constipation 
diagnostic criteria (Box 2).5

Irritable bowel syndrome-constipation
Abdominal pain is a predominant feature 
of irritable bowel syndrome with pre­
dominant constipation (IBS-C) and is often 
described by patients as pain that is associated 
with defaecation. The diagnosis of IBS-C is 
more likely if other disorders of gut–brain 
interaction (DGBIs) are present. There is 
also an association with psychological dis­
orders, such as depression and anxiety.6 
IBS-C can be diagnosed using the Rome 
IV IBS-C diagnostic criteria (Box 3).5

Slow transit constipation
Slow transit constipation is constipation 
that occurs in association with a delay in 
transit of content through the colon, 
which may be diagnosed objectively on 
validated tests, such as scintigraphy. Slow 
transit constipation can co-occur with 

dyssynergic defaecation and may be con­
sidered a subset of functional constipation 
or IBS-C.6

Dyssynergic defaecation
Dyssynergic defaecation (where there is 
inco-ordination of abdominal and pelvic 
floor musculature in the defaecation 
process) represents a significant sub­
group of refractory constipation, being 
identified in 27 to 59% of patients.2 
Dyssynergic defaecation reflects an ina­
bility to evacuate stool from the rectum 
because of a physiological or structural 
pathology of the anorectal and pelvic 
floor region, often compounded by a 
behavioural component.7 It is also impor­
tant to note that although structural 
disorders such as a rectocoele are common, 
these do not always directly cause the 
constipation symptoms, as they can 
occur in asymptomatic people.

Secondary causes
The secondary causes of constipation 
include medication use, metabolic disease, 
neuromuscular disease and psychiatric 
disease (Box 4).

Gastroenterology Clinic  continued 

Figure 1. Causes of constipation.
Abbreviations: DGBI = disorder of gut–brain interaction; IBS-C = irritable bowel syndrome with predominant constipation. 

Systemic or metabolic factors 
e.g. diabetes, hypothyroidism, 
hypercalcaemiaMedications

Lifestyle factors
Lack of fluid + caloric ± fibre 
intake

Central causes

Idiopathic factors
e.g. slow transit constipation

Luminal factors 
e.g. structural abnormality, 
stricture, malignancy

Neuromuscular
disorders 
e.g. Parkinson’s
disease, multiple
sclerosis, spinal cord
injury

Pelvic floor disorders  
e.g. dyssynergic defaecation, structural 
disorders (e.g. rectocoele)

1. SYMPTOMS OF CONSTIPATION

•	 Hard stools
•	 Straining
•	 Infrequent stools
•	 Sense of incomplete evacuation
•	 Defaecation with the help of hand or 

digital manoeuvres
•	 Sense of blockage or obstruction
•	 Rarely having loose stools without the 

use of laxatives

3. ROME DIAGNOSTIC CRITERIA FOR 
IRRITABLE BOWEL SYNDROME WITH 
PREDOMINANT CONSTIPATION5

Recurrent abdominal pain ≥1 day/week 
with ≥2 of the following criteria:*

•	 related to defaecation

•	 associated with a change in frequency 
of stool

•	 associated with a change in form 
(appearance) of stool

Stool form: lumpy or hard >25% of the 
time (Bristol stool chart types 1 and 2), 
and loose or watery <25% of the time 
(Bristol stool chart types 6 and 7)
* Criteria fulfilled for the last three months, with symptom  
   onset at least six months before diagnosis.

2. ROME DIAGNOSTIC CRITERIA FOR 
FUNCTIONAL CONSTIPATION5

Must include ≥2 of the following:* 

•	 straining† 

•	 lumpy or hard stools (Bristol stool chart 
types 1 and 2)†   

•	 sensation of incomplete evacuation†

•	 sensation of anorectal obstruction or 
blockage†

•	 need for manual manoeuvres to 
facilitate defaecation†

•	 <3 spontaneous bowel movements  
per week 

•	 loose stools are rarely present without 
the use of laxatives 

•	 insufficient criteria for irritable bowel 
syndrome (abdominal pain or bloating 
not the predominant symptoms) 

* Criteria fulfilled for the last three months, with symptom  
   onset at least six months before diagnosis.
†  During more than 25% of defaecations.

e.g. stroke, psychiatric or 
psychological disorders, 
‘holding on’, DGBI (e.g. IBS-C)

42   MedicineToday   ❙   APRIL 2025, VOLUME 26, NUMBER 4
Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2025. https://medicinetoday.com.au/mt/2025/april



Clinical evaluation of refractory 
constipation
History
Comprehensive history-taking is crucial in 
the assessment of refractory constipation. 
A checklist of questions is presented in 
Box 5, which may be used as a guide to 
evaluate a patient with refractory constipa­
tion. In addition, asking the patient to 
maintain a diary, such as a stool, food or 
symptom diary, may be considered. A stool 
diary can be a seven-day diary that assesses 
the number of bowel movements per day, 
stool consistency (using the Bristol stool 
chart; Figure 2), level of straining, use of 
digital manoeuvres, feelings of incomplete 
evacuation and presence of pain and 
bloating.8

Examination
Any patients presenting with refractory 
constipation should undergo a thorough 
physical examination. This begins with a 
general inspection and proceeds to a more 
detailed, systems-specific physical exam­
ination looking for signs of secondary 
constipation. An abdominal examination 
may reveal abdominal distension and, 
occasionally, a palpable sigmoid colon 
loaded with stool. An important yet 
underutilised part of the physical exami­
nation is a careful perianal inspection and 
performance of a digital rectal examination 
(DRE). Perianal inspection may reveal 
external or prolapsing internal haemor­
rhoids, skin tags, rectal prolapse, anal 
fissure, anal warts, rashes and excoriations. 
DREs are helpful in detecting the presence 
of structural abnormalities, such as a stric­
ture or spasm, tenderness, rectocoele, intus­
susception, mass or stool. A DRE should 
be performed to assess three phases: 
•	 rest
•	 anal squeeze
•	 bear down.  

Patients should be asked to ‘push and 
bear down’, while the other hand is placed 
over the abdomen to assess the push effort. 
In a normal state, the anal sphincter and 
puborectalis should relax and the perineum 
should descend. If the muscles paradoxically 

contract, or if there is no perineal descent, 
this could suggest underlying dyssynergic 
defaecation.3 DREs have a sensitivity of 75% 
and specificity of 87% for detecting dyssyn­
ergic defaecation.9

Investigations
Initial investigations of refractory consti­
pation should include basic blood tests to 
exclude secondary causes. Further inves­
tigations to define the specific phenotype 
of refractory constipation may allow for a 
personalised approach to treatment.  These 
tests are not always necessary but may be 
appropriate when initial strategies fail. 

An abdominal x-ray can be obtained to 
assess the degree and location of faecal load­
ing. Rarely, CT of the abdomen or pelvis 
can be considered to exclude gross obstruc­
tive pathology, but this is neither specific 
nor sensitive. However, it may be useful to 
investigate coexisting symptoms, such as 
pain. If no obvious pathology is found on 
initial investigations, then the patient may 
be referred to a gastroenterology specialist 
to facilitate additional tests.

Physiological tests	
Balloon expulsion test
The balloon expulsion test is a useful 
screening test to diagnose dyssynergic 
defaecation. During this test, a compliant 
balloon is inserted in the rectum and filled 
with 50 mL of warm water. The patient 

then attempts to expel the balloon in a 
toilet or over a commode. A normal expul­
sion time should be less than one minute. 
An abnormal expulsion time of longer 
than one minute suggests dyssynergic 
defaecation. This test has a high specificity 
of 80 to 90% but a low sensitivity of 50% 
in diagnosing dyssynergic defaecation.10

Anorectal manometry, sensory testing 
and the balloon expulsion test
Anorectal manometry and the balloon 
expulsion test are used to further diagnose 
dyssynergic defaecation among individu­
als with refractory constipation. Anorectal 
manometry includes assessing the rest and 
squeeze anal pressures, rectal sensation 
and simulated defaecation (the balloon 
expulsion test). During the bear down 
manoeuvre, the intrarectal pressure 
increases (≥40 mmHg), simultaneous with 
a decrease in anal sphincter pressure.11 
When there are abnormalities, such as 
an inability to generate rectal pressure or 
inability to relax the anal sphincter on 
bearing down or inability to push out the 
rectal balloon, a diagnosis of dyssynergic 
defaecation is made. 

In predominantly younger patients 
with refractory constipation, it can be 
important to assess the rectoanal inhibi­
tory reflex (anal relaxation upon distension 
of a rectal balloon), which is absent in 
Hirschsprung’s disease (a congenital cause 

4. SECONDARY CAUSES OF REFRACTORY CONSTIPATION

Medications

•	 Analgesics, including opioids

•	 Antihypertensives, 
especially calcium 
channel blockers

•	 Antiemetics (e.g. 
ondansetron)

•	 Antacids

•	 Antihistamines

•	 Antidepressants

•	 Anticholinergics

•	 Antipsychotics

•	 Iron supplements

Metabolic disease

•	 Endocrine factors

•	 Diabetes

•	 Hypothyroidism

•	 Hyperparathyroidism

•	 Pregnancy

•	 Electrolyte disturbances

•	 Hypercalcaemia

Neuromuscular disease

•	 Parkinsonism

•	 Autonomic neuropathy

•	 Multiple sclerosis

•	 Spinal cord injury

•	 Systemic sclerosis

•	 Ehlers–Danlos syndrome

Psychiatric disease

•	 Depression

•	 Anorexia, bulimia
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of severe constipation). In testing rectal sensation, the patient 
reports the perception of first sensation, urge to defaecate and 
the maximum tolerated sensation as a result of distension of a 
rectal balloon with air.12

Colonic transit test
Tests of colonic transit may be used to diagnose slow transit 
constipation. In the Sitz marker test, the patient swallows 20 to 
24 radio-opaque markers and then undergoes an abdominal x-ray 

on day 5. Slow transit constipation is diagnosed when more than 
five (or more than 20%) of the markers are retained on day 5 
imaging.3 In scintigraphy, the patient swallows a 111In or 99Tc 
capsule, which undergoes a pH-sensitive release once in the 
terminal ileum. Images are acquired at 24 and 48 hours and the 
percentage of retained activity is reported, giving an indication 
of colonic transit.13 It is important to note that slow transit can 
occur as a result of dyssynergic defaecation and may normalise 
after biofeedback treatment. 

Structural tests
Colonoscopy
Direct visualisation of the colon is indicated in selected patients 
to exclude mucosal lesions, such as solitary rectal ulcer syndrome, 
inflammation or malignancy. Colonoscopy is only recommended 
in patients with constipation if red-flag features that could indicate 
malignancy are present or in those in which colonoscopy is indi­
cated for other reasons e.g. family history.14,15

Defaecography
Defaecography is a test of both structure (e.g. to identify a 
rectocoele or intussusception) and function (e.g. to assess the 
degree of rectal emptying). Barium defaecography is performed 

Gastroenterology Clinic  continued 

Type 1 Separate hard lumps, like 
nuts (hard to pass)

Type 2 Sausage-shaped but 
lumpy

Type 3 Like a sausage but with 
cracks on its surface

Type 4 Like a sausage or snake, 
smooth and soft

Type 5 Soft blobs with clear-cut 
edges (passed easily)

Type 6 Fluffy pieces with ragged 
edges, a mushy stool

Type 7 Watery, no solid pieces, 
entirely liquid

Figure 2. Bristol stool chart.

5. QUESTIONS TO ASK A PATIENT WITH REFRACTORY 
CONSTIPATION

Symptoms and associated features
 When did the problem start? Did you have this problem in 
    childhood?

 How often do you open your bowels?

 What is the size and consistency of your stool? (use Bristol stool  
     chart as point of reference)

 Do you experience an urge to open your bowels?

 Do you strain to open your bowels?

 How much time do you spend on the toilet?

 Do you use digital manoeuvres to help you open your bowels?

 Do you feel or sense complete evacuation when you open  
     your bowels?

 Do you have any abdominal pain? Do you have any anal pain?

 Do you ignore a call to stool?

 Do you have any issues with passing urine?

Impact on quality of life

 Have your symptoms had a negative effect on your mood?

 Have you avoided social events due to your symptoms?

 Has your sexual life been impacted?

Previous trialled therapies

 Which laxatives have you used? What effect did they have?

 Have you used suppositories and/or enemas? What effect did  
     they have?

 Have you used colonic irrigation?

Diet and lifestyle history

 What is your typical diet? Do you have a high fibre intake?

 How many glasses of water do you drink per day?

 Do you exercise or walk frequently? Do you have a sedentary  
     lifestyle?

Past medical history and medications

 What medications do you take? Medication history should  
     include over-the-counter, prescription and recreational  
     substance use. If potential contributors are identified, assess  
     whether constipation symptoms were worsened at the time  
     that these medications were started

 In females, ask about obstetric history and any pelvic  
     surgery or endometriosis
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GENERAL PRACTICE DIAGNOSTIC AND MANAGEMENT APPROACH TO  
REFRACTORY CONSTIPATION

Patient presents with refractory constipation

If fails

If fails

If fails

If fails

If fails

Reinforce lifestyle measures: 
✓ Intake of 1.5 to 2 L of noncaffeinated, nonalcoholic liquids per day
✓ Increased fibre intake, adequate caloric intake and not skipping meals
✓ Regular physical activity
✓ Use of a footstool during toiletting
✓ Encourage toiletting after a meal and to heed the call to defaecate

If dyssynergic defaecation is confirmed 
and the patient fails to respond to 
biofeedback/physiotherapy: 
✓ consider defaecating proctogram to 
    investigate structural disorder  
    (e.g. large nonemptying rectocoele)

Ensure adherence to, or titrate dose of, existing low-dose fibre 
supplement and osmotic agents (or stimulants, if using)

More than one-third of refractory constipation is associated with dyssynergic defaecation; therefore, 
consider adding on:
✓ Per rectal therapy (e.g. sodium lauryl sulfoacetate enema or glycerine suppository [depending on patient  
    preference, often useful in pelvic floor dysfunction]) or transanal irrigation for severe constipation,  
    especially with neurological dysfunction 
AND
✓ Behavioural approaches, such as biofeedback or pelvic floor physiotherapy, preferably with initial 
    diagnostic anorectal manometry and a balloon expulsion test, which can help diagnose dyssynergic 
    defaecation

Consider:
✓ a prokinetic (e.g. prucalopride) OR 
✓ a secretagogue (e.g. linaclotide)

Trial of combination oral therapy, such as:
✓ osmotics combined with either a  
    secretagogue or prokinetic
✓ a secretagogue plus prokinetic

✓ Referral to a tertiary centre for specialist input with a neurogastroenterologist 
    or colorectal surgeon (if not done prior) and assessment by a multidisciplinary 
    team
✓ Consider colonic transit study and, in rare cases, surgery (e.g. colectomy)
✓ Be mindful if there is a component of a disordered gut–brain interaction 
    that might require psychological therapy, neuromodulators or specialist 
     dietary therapy

Take history and conduct physical 
examination, including rectal examination

Conduct baseline blood tests, with or without imaging 
or colonoscopy, depending on the presence of red flags
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in a sitting position, over a commode, after 
installation of 150 mL of barium paste in 
the rectum. Although this is a cheaper 
option, this test involves significant ionising 
radiation exposure. MRI defaecography is 
performed in a supine position (which is 
perhaps less physiological) and, although 

it is more expensive, there is no radiation 
exposure and it provides excellent detail of 
all pelvic floor compartments.15

Management
Patients with refractory constipation may 
need re-enforcement of lifestyle factors in 

case these have not been strictly adhered 
to previously. For example, patients should 
be reminded to maintain oral hydration 
of 1.5 to 2 L (eight glasses) of water intake 
daily, maintain soluble fibre intake of 25 to 
30 g daily and undergo regular physical 
activity. Supplemental fibre intake should 
be advised, especially if dietary fibre intake 
is inadequate. Patients should be educated 
on the use of a footstool during toileting, 
and attempt defaecation after a meal to 
take advantage of the gastrocolonic 
reflex.16 Patients with refractory consti­
pation should be maintained on, if nec­
essary, a combination of regular aperients 
with differing mechanisms of action. For 
many, as the doses of osmotic agent rise, 
so does the side effect of bloating; for these 
patients, adding in (or replacing with) 
another agent, such as a guanylate cyclase 
inhibitor (which improves bloating), can 
be helpful.17 We propose a treatment algo­
rithm for GPs, with possible specialist 
involvement at the steps indicated, in the 
Flowchart.

Medications to revise or use in combi­
nation in patients with refractory constipa­
tion are listed in Table 1. One approach is 
to start with a low dose and titrate upwards, 
perhaps preferred in those with coexistent 
faecal incontinence or those wanting to 
avoid a sudden increase in bowel move­
ments; however, for some individuals, a 
higher dose that is then titrated downwards 
could also be reasonable. A ‘typical’ main­
tenance regimen for patients with refractory 
constipation may be as seen in Box 6. 
High-volume enemas should be avoided in 
patients at risk of fluid or electrolyte imbal­
ance (e.g. cardiac or renal disease).

When to refer patients to a 
specialist
In some cases of refractory constipation, 
a specialist review by a gastroenterologist 
is warranted when symptoms persist 
despite the trial of a maintenance treatment 
regimen, or if there are any coexisting 
red flags (Box 7). Additional medica­
tions, such as intestinal secretagogues 
and serotonin type 4 agonists, may be 

TABLE 1. STANDARD MEDICAL THERAPIES FOR CONSTIPATION*

Agent Dosing and administration Onset of action

Osmotic agents (oral)

PEG (polyethylene glycol 3350) 8.5–34 g one to four times daily 48–96 hours

Lactulose 15–30 mL once to twice daily 24–48 hours

Sorbitol 120 mL (25% solution) daily 24–48 hours

Magnesium citrate 150–300 mL daily 0.5–3 hours

Magnesium hydroxide 2–4 tablespoons daily or 1–3 mL/kg 
daily

6 hours

Magnesium sulphate 2–6 teaspoons daily 0.5–6 hours

Bulking agents (oral)

Psyllium 3.4 g one to four times daily 48–72 hours

Methylcellulose 500 mg two to four times daily 48–72 hours

Wheat dextrin powder 1–2 tablespoons one to three times 
daily

24–72 hours

Stimulants (oral)

Bisacodyl 5–20 mg at bedtime 6–10 hours

Senna Two to four 8.6 mg tablets once to 
twice daily

6–12 hours

Castor oil 15–60 mL one to three times daily 2–6 hours

Sodium picosulphate 5–10 mg at bedtime 12–24 hours

Stool softeners (oral)

Docusate 50–300 mg once to twice daily 6–72 hours

Per rectal therapies

Glycerol suppository 4 g maximum two doses in 24 hours 15–30 minutes

Bisacodyl 10 mg suppository daily 15–60 minutes

Normal saline (sodium chloride) 
enema

118 mL daily 2–15 minutes

Sodium phosphate enema 133 mL daily 1–5 minutes

Sodium docusate enema 120 mL daily 5–20 minutes

Sodium lauryl sulfoacetate enema 5 mL daily 5–30 minutes

* These therapies may be used in combination or at higher doses in patients with refractory constipation.
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considered (Table 2). In patients with 
refractory constipation secondary to 
IBS-C, the addition of neuromodulators 
for management of abdominal pain may 
also be considered.18 If a neuromodulator 
is required, the agent chosen should have 
the least possible anticholinergic effect.

Anorectal biofeedback therapy and 
pelvic floor physical therapy
Biofeedback aims to correct dyssynergic 
defaecation, behaviour and improve rectal 
sensory perception when these factors are 
found to be a cause of constipation. Bio­
feedback sessions use tests, such as 
manometry or electromyography, to offer 
patients real-time information about their 
own physiology in an attempt to normalise 
defaecation dynamics, and a rectal balloon 
is used to perform simulated defaecation 
and rectal sensory retraining.13  On aver­
age, four to six sessions of biofeedback are 
required with a success rate of 50 to 90% 
in treating refractory constipation.13,19 

Although there is high-quality evidence 
for the efficacy of biofeedback in treating 
constipation caused by dyssynergic defae­
cation, specialised biofeedback centres are 
uncommon.20 Elements of biofeedback 
are also commonly employed by pelvic 
floor physical therapists and referral to a 
physiotherapist specialised in treating 
constipation is also a reasonable approach. 

Psychological therapy
Refractory constipation may be considered 
part of the spectrum of DGBIs, with many 
cases of refractory constipation involving 
IBS-C and often additional concurrent 
DGBIs. As such, these patients should be 
treated according to DGBI principles, 
including the use of neuromodulators and 
psychological therapies (e.g. gut hypno­
therapy, cognitive behavioural therapy, 
mindfulness).21

Surgery
Surgical options for the management 
of  refractory constipation should be 
employed rarely. In carefully selected 
patients with confirmed (and usually iso­
lated) slow transit physiology, surgical 
treatments, such as total colectomy, may 

offer an improvement in quality of life, 
with many caveats.22,23 All patients being 
considered for surgery should be evaluated 
by a multidisciplinary team experienced 
in the evaluation and management of 
constipation. 

Surgical options include subtotal colec­
tomy with ileorectal anastomosis, colectomy 

6. EXAMPLE OF A MAINTENANCE 
REGIMEN FOR PATIENTS WITH 
REFRACTORY CONSTIPATION

•	 Intake of 1.5–2 L of water daily

•	 Improved dietary fibre intake and not 
skipping meals

•	 Regular physical activity 

•	 Use of a footstool during toiletting and 
taking advantage of gastrocolonic 
response

•	 Maintenance low-dose polyethylene 
glycol, e.g. 17 g twice daily but dose 
varied according to response

•	 Supplemental fibre at a low dose,  
e.g. 1–2 teaspoons daily

•	 Pro re nata or regular per rectal 
therapy, e.g. glycerol suppository or 
sodium lauryl sulfoacetate enema

•	 When required: 
	– additional other oral agent 
secretagogue or prokinetic,  
e.g. linaclotide 290 mcg daily or 
prucalopride 2 mg daily AND

	– use of biofeedback or pelvic floor 
therapy usually after a diagnosis of 
dyssynergic defaecation is made 
with anorectal physiology tests

7. RED FLAGS IN PATIENTS WITH 
REFRACTORY CONSTIPATION 

Patients with the following features  
require further investigation or referral to 
a gastroenterology specialist.

•	 Rectal bleeding 

•	 Unintentional weight loss 

•	 Fever

•	 Anorexia

•	 Nausea and vomiting

•	 Family history of colon cancer or 
inflammatory bowel disease 

•	 Anaemia and iron deficiency

•	 Positive faecal occult blood test 

•	 Onset after 50 years of age or  
acute-onset constipation in elderly 
patients

TABLE 2. ADVANCED MEDICAL THERAPIES FOR REFRACTORY CONSTIPATION

Agent Dose Side effects

Intestinal secretagogues

Linaclotide 145–290 mcg daily Nausea, diarrhoea, 
headaches

Lubiprostone* 24 mcg twice daily

Plecanatide* 3–6 mg, daily

Serotonin type 4 agonists

Prucalopride 2–4 mg daily (for those aged  
≤65 years), 1–2 mg daily  
(for those aged >65 years)

Diarrhoea, abdominal pain, 
QT prolongation, arrhythmia, 
headaches

Tegaserod* 2–6 mg twice daily

Neuromodulators

SSRIs, e.g. escitalopram 5–20 mg daily Nausea, diarrhoea, 
insomnia, dry mouth, sexual 
dysfunctionTCAs, e.g. nortriptyline 25–50 mg at bedtime

Abbreviations: SSRI = selective serotonin reuptake inhibitor; TCA = tricyclic antidepressant.
* These therapies are not currently TGA approved for use in Australia.
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with ileostomy and caecostomy for the 
administration of antegrade colonic enemas 
(used more in children).24,25 Uncommonly, 
those with structural disorders contribut­
ing to a defaecatory disorder (such as a 
large, nonemptying rectocoele or rectal 
prolapse) should undergo surgery. Those 
with predominant symptoms of perineal 
bulge or vaginal prolapse should be 
referred to a gynaecologist.

Emerging therapies
There are some data for the use of 
abdominal massage and acupuncture 
in managing refractory constipation.26,27  
In cases of refractory constipation 
associated with opioid use, peripherally 
acting μ-opioid receptor antagonists 
may be prescribed, but these are not yet 
available in Australia.28,29 Transanal 
irrigation, which uses a device that 
introduces water up to the splenic flexure, 
can be used, especially in neurological 
cases of constipation, but this procedure 
carries a very small risk of perforation.30 
Botulinum toxin injections can be 
considered in some cases of pelvic floor 
dysfunction with defaecatory symptoms, 
although biofeedback is the preferred 
initial approach.15

A number of other pharmacological 
treatments are currently undergoing 
clinical trials. Additionally, novel future 
therapies being explored include electrical 
stimulation and ingestion of a vibrating 
capsule.31,32 There is currently insufficient 

evidence to support the use of sacral nerve 
stimulation, herbal preparations, probiotics 
and faecal microbiota transplants for the 
treatment of refractory constipation.33-37

Conclusion
Refractory constipation is common, yet 
can be challenging to both diagnose and 
treat, often having a significant impact on 
patients’ quality of life. Like many aspects 
of medicine, there is no ‘cookie cutter’ 
answer to refractory constipation, and 
these patients may be best served with a 
personalised approach, often with a com­
bination of treatments targeted at the 
underlying pathophysiology, if known. 
Some practice points for GPs are presented 
in Box 8.�   MT
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8. DOS AND DON’TS FOR PATIENTS WITH REFRACTORY CONSTIPATION

Do

✓ Remember that adequate water and fibre 
intake, use of a footstool during toiletting 
and osmotic laxatives are usually good
starting blocks to build from.

✓ Use agents that can easily and safely be
titrated to meet an individual patient’s needs
and consider combination therapy.

✓ Refer patient for specialist gastroenterology 
review in cases of refractory constipation 
not amenable to initial therapies or in the 
presence of red flags.

Don’t

 Minimise or underestimate the impact 
that refractory constipation may have 
on quality of life.

 Omit a thorough physical examination, 
including a careful perianal and digital 
rectal examination.

 Forget the importance of
nonpharmacological strategies in 
the management of refractory 
constipation.
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