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 COMMISSIONING STATEMENT ON LINACLOTIDE (CONSTELLA®) 290 mcg CAPSULES FOR THE 

TREATMENT OF CONSTIPATION DOMINANT IRRITABLE BOWEL SYNDROME   

SUMMARY  

NHS Dorset Clinical Commissioning Group recommends linaclotide (Constella® for the symptomatic 
treatment of moderate to severe irritable bowel syndrome with constipation (IBS-C) in adults. 

BACKGROUND 
Linaclotide (Constella®) is a first-in-class, oral, once-daily guanylate cyclase-C 
receptor agonist (GCCA), licensed for the symptomatic treatment of moderate-
to-severe irritable bowel syndrome with constipation (IBS-C) in adults. 

RELEVANT NICE GUIDANCE 
No relevant NICE guidance identified. NICE ESNM16 - Irritable bowel syndrome 
with constipation in adults: linaclotide Published April 2013, accessed March 
2021 

FORMULARY STATUS Green, within locally agreed pathways for the management of constipation 

PBR STATUS Included within PbR tariff arrangements 

COMMISSIONING 
IMPLICATIONS 

Linaclotide is recommended as an option for moderate-to-severe irritable 
bowel syndrome with constipation (IBS-C) in adults. 
 
Patients should periodically be assessed for the need for continued treatment. 
The efficacy of linaclotide has been established in double-blind placebo-
controlled studies for up to 6 months. If patients have not experienced 
improvement in their symptoms after 4 weeks of treatment, they should be re-
examined, and the benefit and risks of continuing treatment reconsidered. 

RELEVANT CLINICAL 
COMMISSIONING 
PROGRAMME  

General Medical and Surgical 

PATIENT PATHWAY 
IMPLICATIONS 

Diagnosis and initial management of a patient with symptoms suggestive of 
IBS should be managed in accordance with NICE CG 61 and the local pathway. 
This advises that following a diagnosis of IBS-C and appropriate advice on 
dietary and lifestyle measures, the following pharmacological measures may 
be considered as applicable: 

• Antispasmodic agents 

• Antimotility agents 

• Laxatives (not including lactulose) 

• If none of the above help, second line options are tricyclic antidepressants 
or an SSRI where a TCA is not effective. 

If no response to these measures a 4-week trial of linaclotide should be 
initiated. If patients respond, continue treatment for 6 months, then consider 
trial without therapy. If there is no response to linaclotide at all, refer patients 
to secondary care. 

PRESCRIBING 
INFORMATION 

The recommended dose is one capsule (290 micrograms) once daily. The 
capsule should be taken at least 30 minutes before a meal. 

If patients have not experienced improvement in their symptoms after 4 

https://www.nice.org.uk/advice/esnm16/chapter/Overview
https://www.nice.org.uk/advice/esnm16/chapter/Overview
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weeks of treatment, the patient should be re-examined, and the benefit and 
risks of continuing treatment reconsidered. Patients with renal or hepatic 
impairment. 

No dose adjustments are required for patients with hepatic or renal 
impairment. 

For elderly patients, although no dose adjustment is required the treatment 
should be carefully monitored and periodically re-assessed. 

The safety and efficacy of linaclotide in children aged 0 to 18 years have not 
yet been established. Constella should not be used in children and 
adolescents. 

SUMMARY OF EVIDENCE 
TO SUPPORT FORMULARY 
STATUS 

Efficacy - Linaclotide has been evaluated in 2 double-blind, randomised, 
placebo-controlled trials of patients with IBS-C. 

In both trials, a statistically greater proportion of patients treated with 
linaclotide compared with those treated with placebo met the 2 efficacy end 
points required by the EMA and the 4 efficacy end points required by the FDA, 
over the first 12 weeks of treatment. All secondary end points, including 
change in the number of complete spontaneous bowel movement (CSBM)s, 
abdominal pain, abdominal discomfort, abdominal bloating and IBS severity, 
were significantly more improved with linaclotide than with placebo. 

In the 4-week 'randomised withdrawal' phase of the trial, patients who 
switched from linaclotide to placebo were reported to show an increase in the 
worst abdominal pain (p<0.05 compared with those continuing on linaclotide 
in weeks 14 to 16) and a decrease in CSBMs (p<0.001 compared with those 
continuing on linaclotide in weeks 13 to 16) to levels similar to those in the 
original placebo group. Patients who switched from placebo to linaclotide 
showed improvement in these end points to levels similar to those in the 
original linaclotide group (p values not reported). 

Safety - Adverse events were assessed over 12 weeks in trial 1 and over 26 
weeks in trial 2. Diarrhoea was reported significantly more frequently with 
linaclotide than placebo in both trials and led to discontinuation from the trial 
in 5.7% and 4.5% of patients treated with linaclotide in the 2 trials 
respectively, compared with 0.3% and 0.2% of patients treated with placebo. 
The incidences of other reported adverse events were similar in the linaclotide 
and placebo-treated groups in both trials, except for abdominal pain and 
flatulence in trial 1 which were significantly more frequently reported with 
linaclotide than with placebo. 

The SMC has given its approval for linaclotide to be used in patients with 
moderate to severe IBS-C who have not adequately responded or cannot 
tolerate other suitable treatment options. 

Linaclotide (Constella®) is recommended as an option for restricted use within 
NHS Wales. It is restricted for use in patients who have not responded 
adequately to or cannot tolerate antispasmodics and or laxatives. 

MTRAC advises that linaclotide is suitable for prescribing in primary care in 
those patients for whom all other treatment alternatives have proved 
ineffective or are contraindicated. Patients should be reviewed for 
improvement of symptoms after the first four weeks of treatment and at 
regular intervals thereafter and treatment discontinued if improvement is not 
sustained. 
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ASSESSMENT OF COST 
IMPLICATIONS 

Further considerations: 

• The manufacturer estimates that 2.5% of adults will be diagnosed with IBS-
C. Of these, 46.7% will be treated with pharmacological agents and of this 
group, 39% will be dissatisfied with current treatment. 

• At current prices (Drug Tariff April 2021), the cost of a year’s treatment 
with linaclotide 290 mcg daily is £450.72 per patient. 
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DATE WRITTEN December 2014 

REVIEW BY  Gastroenterology Working Group July 2017 

 APPROVED BY  Dorset Medicines Advisory Group March 2018 
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DATE OF NEXT REVIEW April 2023 or before, in light of new information 
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