
 

Page 1 of 4 
Coverage Policy Number: IP0455 

Drug and Biologic Coverage Policy   

   
 

Effective Date ............................................... 9/1/2022 
Next Review Date ......................................... 9/1/2023 
Coverage Policy Number ............................... IP0455 
 

Tenapanor  

Table of Contents 
 
Overview .............................................................. 1 
Medical Necessity Criteria ................................... 1 
Reauthorization Criteria ....................................... 2 
Authorization Duration ......................................... 2 
Conditions Not Covered....................................... 2 
Background .......................................................... 2 
References .......................................................... 3 

Related Coverage Resources 
 
 

 
 
INSTRUCTIONS FOR USE 
The following Coverage Policy applies to health benefit plans administered by Cigna Companies. Certain Cigna Companies and/or lines of 
business only provide utilization review services to clients and do not make coverage determinations. References to standard benefit plan 
language and coverage determinations do not apply to those clients. Coverage Policies are intended to provide guidance in interpreting 
certain standard benefit plans administered by Cigna Companies. Please note, the terms of a customer’s particular benefit plan document 
[Group Service Agreement, Evidence of Coverage, Certificate of Coverage, Summary Plan Description (SPD) or similar plan document] may 
differ significantly from the standard benefit plans upon which these Coverage Policies are based. For example, a customer’s benefit plan 
document may contain a specific exclusion related to a topic addressed in a Coverage Policy. In the event of a conflict, a customer’s benefit 
plan document always supersedes the information in the Coverage Policies. In the absence of a controlling federal or state coverage 
mandate, benefits are ultimately determined by the terms of the applicable benefit plan document. Coverage determinations in each specific 
instance require consideration of 1) the terms of the applicable benefit plan document in effect on the date of service; 2) any applicable 
laws/regulations; 3) any relevant collateral source materials including Coverage Policies and; 4) the specific facts of the particular situation. 
Coverage Policies relate exclusively to the administration of health benefit plans. Coverage Policies are not recommendations for treatment 
and should never be used as treatment guidelines. In certain markets, delegated vendor guidelines may be used to support medical 
necessity and other coverage determinations. 

Overview 
 
This policy supports medical necessity review for tenapanor (Ibsrela®). 
 
Receipt of sample product does not satisfy any criteria requirements for coverage. 
 
Medical Necessity Criteria 
 
Coverage varies across plans and requires the use of preferred products. Refer to the customer’s benefit 
plan document for coverage details. 
 
The product in the table below is considered medically necessary when the following are met: 
 
Employer Group Non-Covered Products and the Preferred Covered Alternatives: 
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Non-Covered 
Product 

Criteria 

Ibsrela  
(tenapanor) 
 

Individual meets the following (1):  
  

1. Irritable Bowel Syndrome with Constipation (IBS-C).  Individual meets BOTH 
of the following criteria (A and B): 

A. Individual is 18 years of age or older 
B. There is documentation of ONE of the following (i or ii): 

i. For a female, there is documentation the individual has had an 
inadequate response, contraindication, or is intolerant to ALL of 
the following: 

(1) Amitiza® 
(2) Linzess® 
(3) Trulance® [prior authorization required] 

ii. For a male, there is documentation the individual has had an 
inadequate response, contraindication, or is intolerant to BOTH 
of the following: 

(1) Linzess  
(2) Trulance [prior authorization required] 

 
When coverage is available and medically necessary, the dosage, frequency, duration of therapy, and site of 
care should be reasonable, clinically appropriate, and supported by evidence-based literature and adjusted 
based upon severity, alternative available treatments, and previous response to therapy. 
 
Reauthorization Criteria 
 
Tenapanor (Ibsrela) is considered medically necessary for continued use when initial criteria are met AND there 
is documentation of beneficial response. 
 
Authorization Duration 
 
Initial and reauthorization approval duration: up to 12 months 
 
Conditions Not Covered 
 
Any other use is considered not medically necessary. 
 
Background 
 
OVERVIEW 
IBS is defined by the presence of abdominal discomfort or pain in association with altered bowel habits (i.e., 
constipation, diarrhea, or mixture of both).7 The prevalence of IBS worldwide is estimated to be 10% to 15%, and 
women are 1.5 times more likely than men to have IBS. Approximately one-third of patients experience IBS-C, 
while others may experience diarrhea or mixed episodes between diarrhea and constipation. The 
pathophysiology of IBS is poorly understood; alteration in GI motility and in the absorption and/or secretion 
process in the intestine via the serotonin signaling system is a proposed mechanism. Abdominal pain, varying in 
intensity likely due to an increased perception of gut pain sensation and due to alterations in mucosal 
inflammatory process, is another important component of IBS that has significant impact on quality of life. 
Treatment of IBS-C is complicated by heterogeneity of symptoms among patients, and even patients with similar 
symptoms often respond differently to the same treatments.8 
 
Other Drug Therapies  
Amitiza (lubiprostone capsules), Linzess (linaclotide capsules), Trulance (plecanatide tablets), and Zelnorm® 
(tegaserod tablets) are indicated for the treatment of IBS-C.9-12 Amitiza is a type-2 chloride channel activator that 
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stimulates chloride secretion in the GI tract.9 Through this action, Amitiza enhances GI fluid secretion and transit 
time which alleviates constipation. Linzess and Trulance are guanylate cyclase-C agonists which increase the 
intracellular and extracellular concentration of cyclic guanosine monophosphate.10,11 Through a cascade of 
events this leads to an increased secretion of chloride and bicarbonate into the intestinal lumen which results in 
increased intestinal fluid in the GI tract and accelerated transit time. Amitiza, Linzess, and Trulance are minimally 
absorbed and have low systemic bioavailability after oral administration.9-11 Drug concentrations in plasma are 
below the limit of quantification for each of these agents. Zelnorm is an agonist of serotonin type 4 receptors that 
stimulates peristalsis and intestinal secretion, inhibits visceral activity, enhances basal motor activity, and 
normalizes impaired motility throughout the GI tract.12 In 2007, Zelnorm was withdrawn from the US market after 
pooled analysis of 29 placebo-controlled clinical trials revealed an imbalance of cardiovascular ischemic AEs 
associated with Zelnorm use.13 Reintroduction of Zelnorm to the market was later proposed in a narrowed 
population of patients in whom benefits would likely exceed risks (IBS-C in adult women < 65 years of age). It is 
notable that Amitiza is only indicated for use in women. Amitiza, Linzess, and Trulance have additional FDA-
approved indications. Comparative data among these agents in IBS-C are lacking and, in general, efficacy with 
these agents is described as modest. 
 
Guidelines  
The American College of Gastroenterology (ACG) published a monograph (2014) on the management of IBS 
and chronic idiopathic constipation.14 An additional monograph was also released by ACG (2018) with updates in 
management of IBS.8 Ibsrela is not addressed in either monograph. There are some short-term efficacy data 
available to support the use of dietary fiber (particularly soluble fiber and psyllium), probiotics, antispasmodics, 
peppermint oil, and anti-diarrheal medications for IBS symptom management; however, long-term efficacy and 
safety data are lacking. There is no evidence that polyethylene glycol formulations alleviate pain or provide 
overall symptom relief in IBS. Amitiza, Linzess, and Trulance are recommended for use in IBS-C for overall 
symptom improvement. Tricyclic antidepressants and selective serotonin reuptake inhibitors are also 
recommended for alleviating IBS symptoms (e.g., abdominal pain). Zelnorm had not been reintroduced to the 
market at the time of guideline publication and its use is not addressed. 
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