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ABSTRACT

In this Clinical Practice Guideline we discuss the diagnostic 
and therapeutic approach of adult patients with constipation and 
abdominal complaints at the confluence of the irritable bowel 
syndrome spectrum and functional constipation. Both conditions are 
included among the functional bowel disorders, and have a significant 
personal, healthcare, and social impact, affecting the quality of life of 
the patients who suffer from them. The first one is the irritable bowel 
syndrome subtype, where constipation represents the predominant 
complaint, in association with recurrent abdominal pain, bloating, 
and abdominal distension. Constipation is characterized by difficulties 
with or low frequency of bowel movements, often accompanied by 
straining during defecation or a feeling of incomplete evacuation. 
Most cases have no underlying medical cause, and are therefore 
considered as a functional bowel disorder. There are many clinical 
and pathophysiological similarities between both disorders, and 
both respond similarly to commonly used drugs, their primary 
difference being the presence or absence of pain, albeit not in an 
“all or nothing” manner. Severity depends not only upon bowel 
symptom intensity but also upon other biopsychosocial factors 
(association of gastrointestinal and extraintestinal symptoms, grade 
of involvement, and perception and behavior variants). Functional 
bowel disorders are diagnosed using the Rome criteria. This Clinical 
Practice Guideline has been made consistent with the Rome IV 
criteria, which were published late in May 2016, and discuss alarm 
criteria, diagnostic tests, and referral criteria between Primary 
Care and gastroenterology settings. Furthermore, all the available 

treatment options (exercise, fluid ingestion, diet with soluble fiber-rich 
foods, fiber supplementation, other dietary components, osmotic or 
stimulating laxatives, probiotics, antibiotics, spasmolytics, peppermint 
essence, prucalopride, linaclotide, lubiprostone, biofeedback, 
antidepressants, psychological therapy, acupuncture, enemas, 
sacral root neurostimulation, surgery) are discussed, and practical 
recommendations are made regarding each of them.

Key words: Irritable bowel syndrome. Constipation. Abdominal 
discomfort. Adults. Primary care. Digestive diseases. Clinical 
practice guideline.

CONCEPTUAL ASPECTS, IMPACT AND 
PATHOPHYSIOLOGY

1. Why are irritable bowel syndrome with 
constipation and functional constipation in the adult 
jointly approached?

Irritable bowel syndrome (IBS) and functional constipa-
tion (FC) are two functional bowel disorders (FBDs) (1,2). 
Therefore, both conditions have in common that their cause 
is not explained by morphological, metabolic or neurologi-
cal changes that may be shown by routine diagnostic tech-
niques. IBS may be divided, according to the predominant 
bowel habit change, into IBS with constipation (IBS-C) and 
IBS with diarrhea (IBS-D); when both change types (con-
stipation and diarrhea) alternate, the condition is referred 
to as mixed-type IBS (IBS-M), and when bowel habit lies 
somewhere between constipation and diarrhea the condition 
is denoted indeterminate IBS (IBS-I) (1,2).

While IBS-C and FC are different FBDs from a concep-
tual perspective, they may in practice become very similar, 
even indistinguishable conditions (3-5). In both, constipa-
tion is the primary symptom, in association with abdominal 
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bloating/distension. The presence of abdominal pain more 
than once a week and the temporal relationship of pain 
with defecation theoretically differentiate IBS-C from FC 
(1). However, patients with FC may feel some pain, and it 
is not always easy to determine temporal relationships (3). 
In fact, IBS-C and FC are part of a spectrum where patients 
with severe abdominal pain and constipation are on one 
end, and patients with constipation and no pain at all are 
on the other end; in practice, most cases fall somewhere in 
between. More rationally, this type of FBD could perhaps 
be classified as follows: painful constipation (similar to 
IBS-C) and unpainful constipation (similar to FC) (Fig. 1).

In addition to the above conceptual and clinical similar-
ities, IBS-C and FC share several pathogenic mechanisms, 
and both have responded favorably to the same drugs (6-11).

All the above led us to develop a set of CPG to jointly 
approach IBS-C and FC. Doubtless, both conditions share 
more similarities than differences.

2. What is irritable bowel syndrome?

IBS is characterized by the presence of recurrent abdom-
inal pain associated with bowel habit changes, whether in 

the form of constipation or diarrhea or combining both; 
bloating and abdominal distension are very common in 
IBS (1,2). According to the Rome IV criteria (2), IBS is 
diagnosed based on the presence of recurrent abdominal 
pain, which must be present for at least one day weekly, 
with two or more of the following characteristics: a) it 
is associated with defecation; b) it relates to a change in 
bowel movement frequency; and c) it is linked to a change 
in stool consistency. As per duration requirements, these 
criteria must have been met for the past three months, and 
symptoms must have had their onset at least six months 
prior to the diagnosis (1,2).

The overlapping of IBS with other FBDs (such as FC or 
functional diarrhea), other functional digestive extraintes-
tinal disorders (such as functional dyspepsia or functional 
heartburn), or other non-digestive disorders (such as fibro-
myalgia or interstitial cystitis) is very common (12,13).

The diagnosis should be based on the characteristic 
symptoms systematized by the Rome IV criteria (Tables 
I and II, algorithm 1), but this is no excuse to do without 
the pertinent examinations to establish a differential diag-
nosis with some organic conditions that may have similar 
manifestations.

3. What is irritable bowel syndrome with 
constipation?

IBS-C is the IBS subtype where constipation is the 
predominant bowel habit. Stool characteristics allow to 
categorize IBS into subtypes using the Bristol Stool Scale 
(14) (Fig. 2). According to the proportion of each fecal 
type during the days when feces are abnormal IBS may be 
determined to be IBS-C, IBS-D or IBS-M. For IBS-C, over 
25% of bowel movements should involve type-1 or type-2 
stools, with fewer than 25% resulting in type-6 or type-7 
stools (1,2) (Table I).

Fig. 1. 

Painless (mild) Painful

FC IBS-C

Constipation

Table I. Diagnostic criteria* for irritable bowel syndrome (Rome IV) (2)

Recurrent abdominal pain, on average, at least 1 day per week in the last 3 months, associated with 2 or more of the following criteria:

– � Related to defecation

– � Associated with a change in frequency of stool

– � Associated with a change in form (appearance) of stool

*Criteria fulfilled for the last 3 months with symptom onset at least 6 months before diagnosis

Diagnostic criteria for IBS subtypes

Predominant bowel habits are based on stool form on days with at least one abnormal bowel movement**

IBS with predominant constipation: More than one fourth (25%) of bowel movements with Bristol stool form types 1 or 2 and less 
than one-fourth (25%) of bowel movements with Bristol stool form types 6 or 7

Alternative for epidemiology or clinical practice: Patient reports that abnormal bowel movements are usually constipation (like type 1 or 2 
in the picture of Bristol Stool Form Scale [BSFS])

**IBS subtypes related to bowel habit abnormalities (in this case, IBS-C) can only be confidently established when the patient is evaluated 
off medications used to treat bowel habit abnormalities
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4. What is functional constipation?

Constipation is characterized by difficulty in passing stools 
or a low frequency of bowel movements, often accompanied 
by straining during defecation or a feeling of incomplete evac-
uation (1,2). In most cases no underlying physical cause is to 
be found, and the condition is considered as a FBD. Accord-
ing to the Rome IV criteria (Table II), FC is defined as the 
presence of two or more of the following during the previous 
3 months: a) defecatory straining (≥ 25% bowel movements); 
b) hard or lumpy stools (≥ 25% bowel movements); c) a feel-
ing of incomplete evacuation (≥ 25% bowel movements); d) 
defecatory obstruction (≥ 25% bowel movements); e) manual 
maneuvers to facilitate defecation (≥ 25% bowel movements); 
and f) fewer than 3 spontaneous complete bowel movements 
per week. Symptoms must be present for at least 6 months 
before the diagnosis, diarrhea must not be present except after 
using a laxative, and IBS criteria must not be met (1).

The American Gastroenterological Association (AGA) 
prefers a simpler though highly similar definition: “Unsat-
isfactory defecation characterized by infrequent stools, dif-
ficult stool passage or both for at least 3 months. Difficult 
stool passage includes straining, a sense of incomplete 
evacuation, hard/lumpy stools, prolonged time to pass 
stool, or need for manual maneuvers to pass stool” (15).

However, these definitions have been established through 
medical consensus and expert opinions, and the views of 
patients regarding their constipation are also important. 
Thus, in a population-based study in the USA, the com-
plaints reported by a total of 557 subjects were as follows: 
79% straining, 74% gas, 71% hard feces, 62% abdominal 
discomfort, 57% unfrequent stools, 57% abdominal disten-
sion, and 54% sensation of incomplete evacuation (16).

5. What similarities and differences are there between 
irritable bowel syndrome with constipation and 
functional constipation?

As discussed above, there are many clinical similar-
ities between IBS-C and FC: they are more common in 

people with similar characteristics (middle-aged women), 
constipation is obviously present (also abdominal bloating/
distension), and the latter’s response to commonly-used 
drugs is also similar. Importantly, constipation is similarly 
characterized for both these FBDs (3). The key difference 
between both lies in the presence or absence of pain, but 
again this is an inconsistent finding that cannot be assessed 
on an all-or-nothing basis.

As regards the pathophysiology, constipation causes are 
also common to both conditions: colonic motility changes, 
difficulty in expelling stools, insufficient abdominal press 
function, and a combination of the above. None of the 
aforementioned causes, however, may be identified in a 
significant number of (particularly IBS-C) cases.

The crucial pathophysiological difference may well lie 
in different visceral sensitivities: colonic hypersensitivity 
is more common in IBS, and rectal hyposensitivity is more 
often seen in FC (17-19).

6. What is the clinical, social, and financial 
significance of irritable bowel syndrome with 
constipation and functional constipation?

Some physicians consider IBS-C and FC to be trivi-
al conditions, but their personal, healthcare, and social 
impact is highly significant. Health-related quality of life 
(HRQoL) is considerably impaired in patients with IBS, 
as shown by relevant reviews (20,21). IBS-related costs, 
in turn, are also significant. Suffice it to say that 3.5 mil-
lion people visit doctors for this problem each year in the 
USA, which represents a yearly cost of 20,000 million 
USD (22). Data obtained from Europe, specifically from 
Spain, also show an increase in both direct and indirect 
costs for patients with IBS-C (23).

Regarding the impact of FC on the daily lives of patients, 
69% consider it impairs their academic or occupational 
performance (16), the condition being a relevant cause of 
absenteeism in severe cases (mean loss of 2.4 activity days/
month), and of reduced productivity (16).

Table II. Diagnostic criteria* for functional constipation (Rome IV) (2)

1. � Must include 2 or more of the following:

– � Straining during more than one-fourth (25%) of defecations

– � Lumpy or hard stools (BSFS 1-2) more than one-fourth (25%) of defecations

– � Sensation of incomplete evacuation more than one-fourth (25%) of defecations

– � Sensation of anorectal obstruction/blockage more than one-fourth (25%) of defecations

– � Manual maneuvers to facilitate more than one-fourth (25%) of defecations (e.g., digital evacuation, support of the pelvic floor)

– � Fewer than 3 spontaneous bowel movements per week

2. � Loose stools are rarely present without the use of laxatives

3. � Insufficient criteria for irritable bowel syndrome

*Criteria fulfilled for the last 3 months with sympton onset at least 6 months before diagnostic
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Algorithm 1. Diagnostic algorithm for IBS-C and FC.

Symptom-based diagnosis (Rome IV criteria)

Recurrent abdominal pain at least 1 
day weekly for the last 3 months, and 2 
or more of the following:
•  Related to defecation
• � Associated with reduced bowel 

movements (fewer than 3/week)
•  Associated with hard or lumpy stools

Alarm signs
Blood in feces

Weight loss
Anemia

Family history of colon cancer or 
inflammatory bowel disease

Acute onset at age older than 50

Presence of 2 or more of the following:
• � Straining in at least 25% of bowel movements
• � Hard stools in at least 25% of bowel movements
• � Sensation of incomplete evacuation in at least 

25% of bowel movements
• � Sensation of anorectal blockage in at least 25% 

of bowel movements
• � Manual maneuvers to facilitate defecation in at 

least 25% of bowel movements
• � Fewer than 3 bowel movements per week

Specific studies
(as needed)

Colonoscopy
Blood testing (inflammation markers)

Radiographic tests

Is the patient on constipation-
inducing drugs? 

Discontinue drugs (if possible)Symptoms explained by organic or 
systemic disease

Clinical improvement

Treatment
ALGORITHM 4

Yes

Yes

Yes

No

No

No

No

Specific therapy Classification in subtypes:

Irritable bowel syndrome with 
constipation

or
functional constipation

* Lubiprostone is not available in Spain 
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Other studies have confirmed the condition’s social 
impact on comparing FC patient data to the general pop-
ulation (24). All this carries an enormous health care cost, 
both direct and indirect, for FC. In the USA, FC accounts 
for approximately 2.5 million visits and 92,000 hospital-
izations yearly, with a cost of nearly 7,000 million USD in 
diagnostic assessments (24,25).

The findings of a systematic review in 2010 may well 
illustrate the HRQoL issue in FC. Ten studies were identi-
fied that used various generic health questionnaires: seven 
used the SF-36 (Short-Form 36), two the PGWBI (Psy-
chological General Well Being Index), and one the SF-12 
scales (26). Virtually all SF-36 domains were impaired in 
FC patients as compared to healthy controls; as expected, 
differences were greater for patients cared for in the out-
patient versus the inpatient setting.

When the HRQoL of patients with constipation is com-
pared to that of patients with other common conditions the 
results are amazing (26). The impact of FC on physical 
aspects is greater for patients requiring specialist care than 
for patients with ulcerative colitis (stable or otherwise), 
stable Crohn’s disease, or other non-digestive conditions 
such as chronic allergy or back pain.

7. How can the severity of irritable bowel syndrome 
with constipation and of functional constipation be 
established?

Severity in FBDs, including IBS and FC, not only depends 
on intestinal bowel symptoms’ intensity but also on other 
biopsychosocial factors (association of gastrointestinal and 
extraintestinal symptoms, grade of impairment, and percep-
tion and behavior variants). Thus, both visceral and central 
physiological factors play a role in IBS severity. Severity, in 
turn, directly impacts quality of life, and must be considered 
in the making of diagnostic and therapeutic decisions (27,28).

Severity in IBS, as well as in other FBDs, is usually 
established in two ways: a) using an individual symptom 
scale (e.g., mild, moderate, severe, extreme); or b) using 
a combination of various symptoms or attitudes (e.g., 
abdominal pain together with stool frequency and consis-
tency, defecatory urgency, impact on quality of life, usage 
of health care resources, disability level).

The Irritable Bowel Syndrome Severity Scoring System 
(IBS-SSS) is the questionnaire most widely used for the 
assessment of IBS severity (29). It surveys the intensity of 
5 different items along 10 days: abdominal pain, disten-
sion, stool frequency, stool consistency, and interference 
with daily activities. Each item is scored on 0-to-100 visual 
analog scale, and all 5 scores are then added up. The IBS-
SSS tool has been translated into Spanish and validated 
(30).

DIAGNOSIS

8. How many pathophysiological types of functional 
constipation (with or without irritable bowel 
syndrome) are there?

FC is classified according to the pathophysiological 
mechanism involved in three catergories (1,31-34).

1. � Patients with functional defecatory disorders (Table 
III): impaired rectal emptying from inadequate rectal 
propulsion or abnormal relaxation in the striated mus-
cle responsible for opening the anal canal (relaxation 
deficiency, paradoxical contraction or dyssynergic 
defecation) may be detected. Both dysfunctions may 
be associated and often result in diminished rectal 
sensitivity (hyposensitivity), structural pelvic floor 
defects (excessive perineal descent, rectocele, entero-
cele, intussusception, etc.) or in colonic motor dis-
orders with delayed colonic transit time (CTT) (32).

2. � Patients with slow colonic transit (SCT), where the 
time it takes the intestinal material to pass through 
the colon is longer than normal.

3. � Patients with normal colonic transit (NCT). Diag-
nosing these pathophysiological subtypes requires 
functional diagnostic techniques that must be carried 
out in specialist centers.

Which functional studies allow to establish a diagnosis 
of defecatory dysfunction? Where and in which order 
should they be performed?

Three examination techniques help provide a diagnosis. 
While no consensus exists to unify their method, the pres-
ence of ineffective evacuation should be ascertained using 
at least two techniques (32).

Given its accessibility, simplicity, cost, absence of 
side effects, and diagnostic sensitivity and specificity, 

Fig. 2. Bristol Stool Form Scale (BSFS). Adapted from the original text: 
Heaton KW, Lewis SJ. Stool form scale as a useful guide to intestinal 
transit time. Scandinavian Journal of Gastroenterology 1997;(32):920-4.
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the balloon expulsion test must come always first (32,34-
36). While no specialist facility is needed, its perfor-
mance is challenging in a Primary Care or specialist out-
patient setting. This test assesses a patient’s ability to 
expel, under intimacy conditions, a water-filled balloon 
at body temperature and with enough volume to induce 
an urge to defecate. Expulsion within up to 1-2 minutes 
is deemed normal. In a non-controlled study of patients 
with FC this test was useful to identify defecatory dys-
function, with a sensitivity and specificity of 87.5% and 
89%, respectively, and with a positive predictive val-
ue and a negative predictive value of 64% and 97%, 
respectively (37). Hence, the probability that a patient 
with normal test results may have a defecatory disorder 
is very low; however, a careful assessment of the ano-
rectal function should be undertaken for any abnormal 
results. Most useful to this end is anorectal manometry 
(32,34-36), which records pressures along the rectum 
and anal canal both at rest and during spontaneous or 
induced defecation with an intrarectal balloon, assess-
es rectal responsiveness, and identifies anorectal reflex 
indemnity. In dyssynergic patients inadequate relaxation 
or paradoxical contraction at the anal canal is identified, 
as well as the presence or absence of enough intrarectal 
pressure to propel stools. Both the balloon expulsion test 
and anorectal manometry have, among others, the draw-
back of their performance with the anal canal perma-
nently occupied by a tube, which is no guarantee that the 
defecatory maneuver will replicate what the individual 
experiences in his or her daily life. Therefore, if patient 
symptoms are not accounted for by the findings of these 
two tests, or any divergence is identified, a defecography 
study should be carried out (33,38). Besides function, 
this technique allows also the study of anorectal anatomy 
during the voluntary process of defecation. Two tech-
niques are available: videofluoroscopy, which assesses 
and quantifies the ability to expel rectal contents (with 

the patient seated on a radio-translucent commode) and 
the presence of structural abnormalities in the sigma, 
rectum and anal canal, and magnetic resonance (MR) 
defecography, which also displays soft perirectal tis-
sues and the genitourinary system in multiple anatom-
ical planes, makes use of no ionizing radiation, and is 
less operator-dependent than videofluoroscopy. Both 
techniques must be performed in specialist units, and 
the interpretation of results should always be checked 
against patient symptoms before therapy decisions (par-
ticularly involving surgery) are made, given the high 
prevalence of morphological changes (rectocele, entero-
cele, intussusception) in otherwise normal individuals.

Which functional studies allow to establish a diagnosis 
of slow transit time constipation, and where should 
they be carried out?

Three techniques measure total and segmental CTT 
quantitatively: radiographic study with radiopaque mark-
ers (39), colonic scintigraphy after a meal (40) or the inges-
tion of an indium-marked capsule (111In-DTPA) (41), and 
the use of a wireless motility capsule (SmartPill®) (42). All 
these techniques should be carried out and interpreted in 
specialist units, with the study with radiopaque markers 
being most commonly ordered because of its wider acces-
sibility. In Spain, a study in a high number of normal sub-
jects provides reference values for radiological tests (39). 
The SmartPill® system, although costly, has shown a good 
correlation with radiological studies for the classification 
of patients with SCT versus NCT, entails no ionizing radi-
ation, and also assesses motor activity throughout the gas-
trointestinal tract. This is very important when deciding 
to perform colon resection surgery for a patient with SCT, 
since motor disorders must be ruled out for the remaining 
intestine.

Table III. Diagnostic criteria* for functional defecation disorders (Rome IV) (155)

1. � The patient must satisfy diagnostic criteria for functional constipation (Table II) and/or irritable bowel syndrome with constipation (Table I)

2. � During repeated attempts to defecate, there must be features of impaired evacuation, as demonstrated by 2 of the following 3 tests:

     a. Abnormal balloon expulsion test

     b. Abnormal anorectal evacuation pattern with manometry or anal surface EMG

     c. Impaired rectal evacuation by imaging	

3.  Subcategories F3a and F3b apply to patients who satisfy criteria for FDD

     F3a. Diagnostic criteria for inadequate defecatory propulsion

Inadequate propulsive forces as measured with manometry with or without inappropriate contraction of the anal sphincter and/or 
pelvic floor muscles**

     F3b. Diagnostic criteria for dyssynergic defecation

Inappropriate contraction of the pelvic floor as measured with anal surface EMG or manometry with adequate propulsive forces 
during attempted defecation**

*Criteria fulfilled for the last 3 months, with symptom onset at least 6 months before diagnosis. ** These criteria are defined by age- and 
sex-appropriate normal values for the technique
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9. What is the clinical utility of knowing which is the 
pathophysiological type of functional constipation?

Early diagnosis of defecatory dysfunction resulting from 
dyssynergic pelvic floor is very useful in clinical practice 
because of the condition’s prevalence and response to bio-
feedback (BFB) therapy as opposed to standard therapy 
(43-46), and because BFB returns slow CTT to normal in 
a high proportion of patients (43).

In patients without defecatory dysfunction, CTT will 
allow a less aggressive approach to therapy. Patients with 
NCT should never be treated with extreme measures, even 
less so with surgery. Furthermore, patients with SCT and 
no defecatory dysfunction commonly experience clinical 
worsening in response to fiber, and usually respond poorly 
to routine laxatives (including stimulant laxatives). In this 
subgroup of patients sacral nerve root neuromodulation 
(47), as well as subtotal colectomy with ileorectal anasto-
mosis for highly selected cases, may effectively achieve 
satisfactory results (48,49).

10. May a patient experience changing symptoms and 
meet the criteria for both diagnoses (constipation-
predominant IBS and functional constipation) at 
different times in his or her lifetime?

When Rome criteria are used, both diagnostic overlap-
ping (specially with Rome criteria previous to Rome IV) 
and diagnostic changes within the same individual are very 
common over time. A highly relevant prospective study in 
Primary Care (PC) (n: 432 subjects; FC: 231, IBS-C: 201) 
showed that 89.5% of patients meeting IBS-C criteria also 
met FC criteria (as defined at the time in 2005), and 43.8% of 
patients with FC fully met IBS-C criteria; in up to one third 
of patients a change in diagnosis (FC to IBS-C and IBS-C 
to FC) was seen during a 12-month follow-up period (50).

11. What diagnostic tests are needed for the diagnosis 
of constipation-predominant irritable bowel 
syndrome and of functional constipation?

As discussed above, the diagnoses of IBS-C and FC are 
made using data from the medical records, which must meet 
the criteria established by expert group consensus (Rome) 
(2) (Tables I and II), or the AGA in the case of FC (31).

Once the specific criteria for the diagnosis of either con-
dition (IBS-C or FC) have been confirmed, and given the 
key requirement that symptoms must not have an organ-
ic, metabolic or drug-related origin, the diagnostic tests 
needed to account for symptom functionality should be 
clearly laid out. Symptom-driven history taking and care-
ful physical examination are mandatory, and should help 
exclude both intestinal and extraintestinal diseases (Table 
IV), or the use of symptom-inducing drugs (Table V). They 

Table V. Drugs commonly associated with constipation

Analgesics:
  Opiates
  NSAIDs (nonsteroidal anti-inflammatory drugs)
Anticholinergics
Tricyclic antidepressants
Antipsychotics
Antiparkinsonian drugs
�Spasmolytics
Anticonvulsants
�Drugs containing cations, e.g., sucralfate, aluminum-containing 
antacids, iron supplements, lihium, bismuth
Antihypertensives:
  Calcium channel blockers
  Diuretics
 � Antiarrhythmic agents
Bile salt chelators
Adrenergic drugs
Bisphosphonates

Table IV. Extraintestinal conditions that may result  
in constipation

Metabolism and endocrinology:
 � Diabetes mellitus
  Hypothyroidism
  Chronic renal failure
  Hyperparathyroidism
  Hypercalcemia
  Hypokalemia
  Porphyria

Central nervous system:
 � Parkinson’s disease
  Cerebrovascular accident
  Psychiatric disorders 
  Multiple sclerosis
  Spinal cord trauma
  Cauda equina tumors
  Myelomeningocele
  Brain tumors
  Shy-Drager syndrome
  Tabes dorsalis

Peripheral nervous system:
 � Autonomic neuropathy (paraneoplastic, pseudo-obstruction)
  Congenital aganglionic megacolon (Hirschsprung’s disease)
  Hypoganglionosis
  Hyperganglionosis
 � Ganglioneuromatosis (primary, Von Recklinghausen’s disease, 
multiple endocrine neoplasia 2B)

  Chagas’ disease

will also reveal whether any alarm symptoms are present 
(Table VI) that could prompt the ordering of specific diag-
nostic tests.
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In the absence of alarm criteria, which laboratory or 
imaging tests are key to rule out a metabolic or organic 
cause for patients meeting the consensus clinical 
criteria of IBS-C or FC?

Except for a cell blood count (CBC) to assess the pres-
ence of anemia and/or infection, tests such as electrolyte, 
thyroid hormone, and calcium levels, and complete blood 
chemistry (fasting glucose, urea, creatinine, etc.) neither 
have proven to have diagnostic usefulness, nor are they 
cost-effective (31,33,50). Thus, such tests should only be 
ordered when the parameters they measure are suspected 
to be abnormal. 

The usefulness of plain abdominal X-rays (51,52) or 
opaque enema (53) to unveil discriminating morpholog-
ical characteristics with respect to the normal population 
remains also to be demonstrated, and no evidence sup-
ports the usefulness of colonoscopy in patients with clini-
cal constipation (54,55). As a result, consensus guidelines 
(31,33,38) do not recommend that laboratory or morpho-
logical studies be performed, unless risk criteria are met or 
an organic or metabolic condition is suspected.

Which studies should be ordered when alarm criteria 
are met?

In addition to specific testing according to the index 
alarm finding, colonoscopy should be used in most cases.

What sort of laboratory and imaging follow-up should 
be implemented for patients diagnosed with IBS-C or 
FC who have remained clinically stable, with no alarm 
signs or symptoms, for several years?

None. The only exception would be a patient meeting 
age-related colorectal cancer (CRC) screening criteria or 

the development of CRC in a family member. In such cases 
the relevant studies, that is, fecal occult blood (FOB) or 
colonoscopy, should be performed (33).

What sort of follow-up should a patient with a well-
established diagnosis of IBS-C or FC who develops 
changes in symptom severity, frequency, or response to 
treatment undergo?

In absence of a plausible explanation for such chang-
es, a search for the presence of some causal condition 
should be initiated on an individual basis. Following a 
new physical examination, the time when previous lab-
oratory and morphological tests (if any) were performed 
should be considered, and changes in the family epide-
miological characteristics should be recorded. Typically, 
both conditions include stages where symptom severity 
changes and patients perceive they may have an organic 
disease that remains insufficiently explored. Furthermore, 
the fact that FC and IBS-C are interchangeable diagnoses 
over time within one same individual when using Rome 
criteria should be taken into account; up to one third of 
patients with FC will meet the IBS-C criteria within on 
year, and vice versa (4), which should not prompt further 
diagnostic testing. Only alarm symptoms or signs should 
warrant additional tests.

Once a patient is diagnosed with IBS-C or FC, which 
functional studies should be carried out, and when? 
Are symptoms useful to suspect the pathogenic 
mechanism underlying FC?

Patients with constipation, with or without IBS crite-
ria, may develop functional anorectal changes or colonic 
motor disorders that will not respond to routine mea-
sures, which makes specific functional testing mandato-
ry (Algorithms 2 and 3). The most common functional 
anorectal disorder is dyssynergic defecatory dysfunction, 
which affects from 14.9% to 52.9% of patients with FC 
(36), and basically results from impaired anal opening 
at defecation or insufficient rectal propulsion during the 
expulsive phase. Early diagnosis is very important for 
this disorder, which requires a specific therapy (ano-
rectal BFB). Data may be found in the medical records 
that, although nonspecific for the diagnosis of anorectal 
dyssynergia (56,57), are more common in this condition 
according to some studies anal pain at defecation (7), 
manual maneuvers to help in stool expulsion, defecato-
ry straining, and anal blockage (58). Furthermore, there 
is a sign strongly associated with this disorder when 
elicited by experienced clinicians, namely the presence 
of a paradoxical anal contraction when the patient per-
forms a defecatory maneuver during an anorectal digital 
exam (59,60). In the presence of this sign, as elicited by 

Table VI. Alarm criteria that should prompt diagnostic 
testing to rule out organicity

�Personal or family history of colorectal cancer, intestinal 
polyposis, inflammatory bowel disease, or celic disease.
Symptom onset from 50 years of age on.
Recent changes in bowel movement habit.
Presence of signs and symptoms that may suggest organicity:
  Nocturnal symptoms
  Fever
  Anemia
 � Unintended weight loss that cannot be explained by other 
causes

  Fecal blood
  Severe abdominal pain
 � Physical exam with palpable abdominal mass, visceromegalies, 
or abnormal digital rectal examination
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experts under intimacy conditions, a balloon expulsion 
test should be ordered; if abnormal, an anorectal manom-
etry procedure should follow to confirm dyssynergia. 
However, since these requirements (expertise in dynamic 
digital exams, properly conditioned exploration rooms) 
are rarely found in daily clinical practice, guidelines 
suggest that these tests be ordered for any patient unre-
sponsive to management with hygienic-dietary measures, 
lifestyle changes, and routine laxatives when dyssyner-
gia is suspected from symptoms or an anal digital exam 
(33,36); more stringently, this should even be a manda-
tory requirement before ordering such tests for patients 
also refractory to serotonin agonists and secretagogues 
(38). For patients with conflictive balloon expulsion test 
and anorectal manometry findings, a fluoroscopic or MR 
defecography procedure should be ordered to assess the 
presence of occult structural changes (enterocele, intus-
susception, rectocele) and/or to confirm pelvic floor dys-
function during defecation maneuvers.

Some symptoms are more prevalent in patients with 
SCT FC according to some observational series: def-
ecatory infrequency (58,61), constipation since child-
hood, and dependence on laxatives (61), but only stool 
consistency (very hard, Bristol < 3) has been shown to 
have predictive value for the diagnosis of SCT (sensitiv-
ity 85%, specificity 82%) (62). Presently, CTT must be 
studied in patients not responding to any therapy, pre-
ferrably once anorectal dyssynergy has been ruled out 
using the balloon expulsion test and anorectal manom-
etry (31,33,38).

12. May functional constipation pathophysiological 
subtypes be diagnosed in the Primary Care setting? 
How?

According to diagnostic criteria, pathophysiological 
constipation subtypes require diagnostic techniques not 

FUNCTIONAL CONSTIPATION (NO IMPROVEMENT)

Discordant

Slow Normal

Abnormal

Normal

Both 
abnormal

Both normal

Colonic transit 
time

Defecatory 
dysfunction

Balloon 
expulsion test

Constipation 
with slow colonic 

transit time

Constipation with 
normal colonic 

transit time

Biofeedback

CONTROL 

DEFECOGRAPHY 
(ALGORITHM 3)

Algorithm 2. Diagnostic algorithm for functional constipation not responding to standard therapy and requiring functional studies.

Refer for functional studies

Functional studies:
Balloon expulsion test
Anorectal manometry

Yes NoImproved?
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available in the PC setting; however, some basic symp-
toms or signs have shown fairly good correlation with 
the results obtained using said techniques. Given the 
potential significance the prioritization of specific tests 
may have from a prognostic and therapeutic perspective, 
awareness and recognition of these symptoms and signs 
is crucial.

For a diagnostic approach to FC subtypes in PC, careful 
history taking and physical examination are key. During 
anamnesis the following should be elicited: defecatory pat-
tern (stool frequency and consistency), associated symp-
toms and signs (pain, discomfort, distension, defecatory 
straining, feeling of incomplete evacuation, manual remov-
al of stool, etc.), prior therapy history (lifestyle changes, 
dietary measures, laxatives, painkillers, antidepressants, 
etc.), and prior response to treatment. Physical examina-
tion must include a complete abdominal exploration, anal 
and perineal inspection, and dynamic rectal exam (with 
defecatory maneuver) (63).

As discussed above, symptoms may be elicited that, 
based on their differential prevalence, suggest dyssynergic 
defecation or SCT, and most importantly, the afore-men-
tioned sign, anal dyssynergy during anorectal digital exam-
ination, with predictive value (under expert hands) for the 
diagnosis of dyssynergic defecation.

TREATMENT

13. The importance of therapy compliance and 
general practical considerations regarding treatment 
options

As with any health condition, stringent compliance is 
essential for the effectiveness of prescribed therapy (Algo-
rithms 4 and 5). In the present case, this includes adherence 
not only to drugs but also to hygienic-dietary measures 
(Table VII) and lifestyle changes, when appropriate.

Indeed, prescribing a therapy regime is not enough, as 
it will be useless unless the patient understands it, accepts 
it, and agrees to follow it. Therefore, this is not about 
patients obeying and complying with a prescription, but a 
trust-based patient-doctor relationship should be set up to 
promote cooperation, and the patient’s active role in deci-
sion-making and responsibility regarding self care.

Therefore, in addition to objetively considering the 
best therapeutic options available, other aspects must be 
assessed to facilitate patient engagement and compliance. 
These include the following:

– � Use drugs with simple dosage schemes; least possi-
ble number of doses or galenic formulations allowing 
simpler administration.

Algorithm 3. Diagnostic algorithm for FC in patients undergoing defecography for an in-depth to assessment of potential anatomical-functional changes.

DEFECOGRAPHY (BARIUM FLUOROSCOPY OR MRI)

Normal anal and/or pelvic floor relaxa during defecation
Abnormal anal and/or pelvic floor relaxation during 

defecation

Reassess biofeedback
Consider treatment with suppositories or enemas

No improvement

Slow

Constipation 
with slow colonic 

transit time

Constipation with 
normal colonic 

transit time

Defecatory dysfunction 
with slow colonic transit 

time

Defecatory dysfunction with 
normal colonic transit time

SlowNormal Normal

Colonic transit timeAssess surgical indication

Yes No

Structural abnormalities (rectocele, enterocele, 
invagination, etc.) consistent with the clinical presentation
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Algorithm 4. Treatment of IBS-C and FC.

IBS-C and FC

Reassure and inform
hygiene, dietary measures

Better?

Better? Better?

Better?

Better?

Control

ALGORITHM 2

4 weeks

4 weeks

Better? Better?

Better?

Better?

Better?

DIAGNOSTIC 
STUDY 

CONSTIPATION

Constipation? CHANGE TO OSMOTIC LAXATIVES

CHANGE TO STIMULANT 
LAXATIVES

LINACLOTIDE 

Constipation

SOLUBLE FIBER

*SOLUBLE FIBER

CHANGE FIBER 
TO OSMOTIC 
LAXATIVES

ADD ANTIDEPRESSANTS

Main symptom?

Abdominal pain

SPASMOLYTIC

Control

Control
Drug on demand 
or continuously

*Fiber administration may be ini-
tially associated with increased 
abdominal distention and pain, 
which are usually transient.

No improvement: A patient who adequately complies with the prescribed therapy and yet does not obtain satisfactory symp-
tom relief or experiences limiting side effects (bloating, abdominal pain, diarrhea, etc.). 

Continue same 
therapy

Psychological 
assessment and therapy 

Control
Drug on demandCHANGE TO: LINACLOTIDE/

ANTIDEPRESSANTS +/ - LAXATIVE

Yes

Yes

Yes

Yes

Yes

Yes

Yes Yes

Yes

Yes

Yes

No

No

No

No No

No

No

No No

No

No
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Algorithm 5. Therapeutic algorithm for unresponsive constipation.

No improvement

No improvement

Slow

Slow

AbnormalAbnormal

Specific managementConsider surgery

Normal

Normal

NormalNormal

Consider sacral root neurostimulation

Repeat colonic transit time study with stimulant 
laxatives

* Lubiprostone is not available in Spain

Gastric emptying study

Gastrointestinal motility studyColonic motility study (manometry)

Specific therapy/approach
Administer high-dose combined laxatives and/or 

novel therapeutic agents?
(Lubiprostone*)

Patients with normal or abnormal transit time and no defecatory dysfunction nor 
responding to laxatives, serotonin agonists and secretagogues

Reassess presentation and discuss:
•  How the patient perceives his/her constipation
•  Associated symptoms consistent with irritable bowel syndrome
•  Non-compliance (non-adherence/intolerance/side effects) 
•  Psychological and psychiatric disorders
•  Unreported drug use
•  Clinical changes (from diagnosis) consistent with organicity

Yes No
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– � Provide patient with simple, easy-to-understand writ-
ten information and reminders.

– � Provide compliance “diaries” to track adherence to 
medication or prescribed activities.

– � Provide patient with information on the condition’s 
pathophysiology according to his or her idiosyncra-
cy and education level to promote involvement in 
self-care.

– � Include family members and caregivers in all these 
strategies so that they may positively reinforce 
patient’s behavior.

– � Regularity is very important for constipation man-
agement. While some patients permanently medicate 
themselves with stimulant laxatives, others only use 
them intermittently and on an ad hoc basis for exac-
erbations; other patients avoid all treatments mistak-
enly believing that laxatives induce dependence or 
may be ultimately dangerous.

Finally, and importantly, nurses may play a highly effec-
tive role in health care education and in monitoring patient 
outcomes.

At any rate, attempts to assess a therapeutic regime’s 
effectiveness will be useless if optimal patient adherence is 
not secured. Ineffectiveness will not improve with isolated 
or overall prescription changes unless patient’s engage-
ment can be gained.

14. Usefulness of aerobic exercise to improve: a) 
constipation; b) abdominal pain; and c) distension

Exercise is often empirically recommended to improve con-
stipation and abdominal distension. Aerobic exercise is useful 
to maintain adequate bowel function and cut down stress (64).

Efficacy

A regular aerobic exercise schedule (walking, cycling) 
may be effective against constipation, and improvements in 
total and recto-sigmoid CTT have been reported (65). Ben-
efits on abdominal distension and gas retention have also 

been observed (66), but to a lesser extent when compared 
to healthy subjects (67). Two additional studies reported 
overall symptom and fecal consistency improvement in 
IBS (68,69). Other aspects that may play a role in IBS, 
such as anxiety and depression, were also improved (68).

Limitations

Regular and moderate aerobic exercise according to 
patient fitness has no significant clinical limitations except 
in patients with impaired mobility. However, optimal 
intensity and duration remain to be established.

Practical recommendations

Regular aerobic exercise may help relieve constipation, 
favors intestinal gas evacuation, and improves distension; 
exercise recommendation to patients with IBS-C or FC 
seems thus advisable.

15. Does increased fluid ingestion improve 
constipation?

Most clinical guidelines recommend lifestyle changes 
including adequate fluid ingestion and a fiber-rich diet. 
Specifically, an ingestion of 1.5-2 l of liquids daily is rec-
ommended by some guidelines (49,70,71) and by more 
specific reviews about FC in the elderly (72).

Efficacy and limitations

In one randomized study, the intake of 2 l of water daily 
by patients with FC already on a fiber-rich diet improved 
defecatory frequency and reduced laxative needs (73). How-
ever, no clinical trials are available to demonstrate that fluid 
ingestion alone, without any concomitant measures, does 
improve constipation except for dehydrated patients (49,50).

Practical recommendations

While evidence is insufficient to recommend increased 
fluid intake, this approach is indeed somewhat beneficial 
for mild constipation when associated with adequate fiber 
ingestion in the diet.

16. Usefulness of fiber in the diet to improve: a) 
constipation; b) abdominal pain; and c) distension

Most guidelines recommend eating a fiber-rich diet to 
relieve constipation. A gradual increase in fiber is usually 

Table VII. Hygiene and dietary measures for IBS-C/FC

– � Ingestion of 25-30 g of dietary soluble fiber daily
–  Adequate fluid ingestion (1.5-2 l daily)
– � Aerobic exercise regularly (adjusted to each individual’s 

physical fitness and preferences)
–  Balanced diet
–  Regular meal pattern
– � Avoidance of heavy meals, fat, insoluble fiber, and flatulent 

foods
– � In some patients, sorbitol, fat, alcohol, wheat, nuts and dried 

fruit, or milk may exacerbate IBS symptoms, although diets 
excluding these foods have shown inconclusive results
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advised to prevent abdominal distension; the recommend-
ed amount of fiber is at least 25-30 g daily. However, while 
this measure may improve defecatory frequency and stool 
consistency, it also may worsen symptoms such as abdom-
inal pain and distension.

Efficacy

A meta-analysis concluded that eating prunes (100 g/
day) is beneficial for constipation, the effect reported being 
superior to that of Psyllium (74).

Another meta-analysis found that fiber-rich diet is use-
ful to improve constipation but not so to relieve abdominal 
pain and distension in patients with IBS (75). In this same 
systematic review food-related soluble fiber is what bene-
fitted patients with IBS.

Limitations

Although soluble fiber-rich foods may have some bene-
fits for constipation, the same does not ring true for nonsol-
uble fiber. A meta-analysis of 5 studies with a total of 221 
patients concluded that no differences exist in symptom 
relief between subjects taking insoluble fiber and subjects 
on a low-fiber diet or on placebo (relative risk [RR]: 1.02; 
95% confidence interval [CI]: 0.82-1.27) (76). Further-
more, in patients with severe constipation and significantly 
slowed down CTT, high-fiber diet is ineffective and may 
worsen pain and distension (49).

Practical recommendations

Dieting on foods with high soluble fiber contents (such 
as prunes) has proven beneficial against mild constipation 
but not against abdominal pain and distension; these symp-
toms may in fact worsen in patients with IBS.

17. Usefulness of diets in constipation-predominant 
IBS and functional constipation to improve: a) 
constipation; b) abdominal pain; and c) distension

Approximately two thirds of patients with IBS believe 
their symptoms are triggered by some specific food.

Wheat sensitivity in the absence of celiac disease has been 
reported in some patients with IBS. A clinical trial that stud-
ied 920 patients with IBS symptoms found that one third of 
subjects worsened (increased abdominal pain and distension) 
after receiving wheat but not placebo (77). However, the role 
of non-celiac gluten sensitivity remains to be established: in a 
study in patients diagnosed with this condition and who met 
IBS criteria, randomized, blinded gluten administration at dif-
ferent concentrations could not be told apart from placebo (78).

While lactose malabsorption plays no role in constipa-
tion, it has been associated with abdominal pain and disten-
sion in patients with IBS. A systematic review analyzed the 
findings of 7 studies in IBS patients undergoing a lactose 
intolerance hydrogen breath test; over one third had lactose 
malabsorption, and lactose intolerance was more common 
among patients versus control subjects (79). However, 
patients with IBS often display gastrointestinal symptoms 
after eating dairy products even if lactose malabsorption 
cannot be demonstrated.

Furthermore, by extrapolating the intolerance hypoth-
esis to several carbohydrates in IBS, diets free from oli-
gosaccharides, disaccharides, monosaccharides, and fer-
mentable polyols (FODMAP) have been proposed. In 
a randomized study, 41 patients with IBS received low 
FODMAP diet or their regular diet; 68% of patients on 
the low FODMAP diet reported adequate symptom control 
versus 23% of those on their regular diet (p = 0.005). Stool 
consistency did not change in either group (80). However, 
in a recent study low FODMAP diet was not superior to 
traditional dietary counseling for IBS (81).

Limitations

For side effects these diets may potentially induce mal-
nutrition when sustained.

Practical recommendations

The role of some dietary components as symptom triggers 
or in the pathogenesis of IBS is of increasing interest. Glu-
ten-free diet and low FODMAP diet seem to improve abdomi-
nal pain and distension but not constipation in IBS. Low FOD-
MAP diet has not been assessed in patients with FC but its 
usefulness is unlikely. In short, the current evidence to support 
their routine use for IBS and FC in clinical practice is limited.

18. Usefulness of fiber supplementation to improve: 
a) constipation; b) abdominal pain; and c) distension. 
Which type of fiber? How is tolerability?

Mechanism of action

Dietary fiber supplements include several complex, poor-
ly digestible carbohydrates that reach the colon unchanged 
to contribute to fecal bulk; they are partly fermented by the 
microbiota, which results in short-chain fatty acids, water 
and gas (hydrogen, methane, carbon dioxide). They are 
usually classified as soluble and insoluble fiber, according 
to their behavior in water solutions. The biological effects 
of fiber include CTT acceleration, increased biomass with 
colonic pH and microbiota changes, and potential changes 
in permeability and inflammation (82).
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Efficacy

Several meta-analyses have reviewed the evidence on 
fiber for FC and IBS. All of them agree that drawing joint 
conclusions is challenging because of the studies’ hetero-
geneous designs, varying goals, and poor quality. Overall, 
fiber is beneficial for constipation symptoms (stool num-
bers, defecatory straining) or secondary endpoints (use of 
laxatives); it is superior to placebo, especially soluble fiber 
(Psyllium), in the studies with both FC and IBS patients. 
The effects on other symptoms such as pain and distension 
remain unclear (83-85).

Adverse effects

The main adverse effects of dietary fiber derive from 
its potential to induce distension, usually as a result of 
gas from bacterial fermentation. Most clinical trials do 
not report this as relevant, but clinical practice shows this 
effect may be significant, particularly for patients with con-
stipation associated with abdominal pain and distension 
(86).

Limitations

The use of dietary fiber supplements has no signifcant 
clinical limitations; they should be used with caution and 
clinical monitoring in bedridden patients or in individuals 
with severely disordered intestinal and colonic motility 
because of increased impaction risk.

Practical recommendations

The use of dietary or supplemental fiber is a rational 
first-line therapy for any patient with constipation, whether 
associated with abdominal discomfort or otherwise. Evi-
dence is stronger regarding soluble fiber, and a therapy 
trial of 6 weeks usually suffices to assess efficacy (87). 
Attention must be paid not only to efficacy but also to 
tolerability, hence gradual increases in fiber amount are 
to be advised.

19. Usefulness of osmotic laxatives to improve: a) 
constipation; b) abdominal pain; and c) distension. 
Adverse effects and special precautions

Mechanism of action

Osmotic laxatives contain non-absorbable ions or mol-
ecules that retain water in the bowel lumen. Polyethylene 
glycol (PEG), lactulose, and magnesium salts are most 
commonly used.

Efficacy

These laxatives improve constipation and fecal consis-
tency, but abdominal pain and distension respond poorly. 
According to available studies, PEG is most supported by 
evidence, but magnesium salts are commonly used in clin-
ical practice with satisfactory results.

Only two clinical trials have studied the use of osmotic 
laxatives (PEG) for IBS-C. The first one found no superi-
ority over placebo (88). The second trial found benefits in 
terms of defecatory frequency but not of abdominal pain 
and distension (89). 

As regards specific FC studies, 5 trials evaluated PEG 
versus placebo. PEG superiority was demonstrated with a 
NNT (number needed to treat) value of 3 (95% CI: 2-4). 
Lactulose was also superior to placebo with a NNT of 4 
(95% CI: 2-7) (90).

In another systematic review comparing PEG and lac-
tulose, PEG was superior in terms of number of weekly 
stools, fecal consistency, abdominal pain relief, and need 
for other drugs (91).

Adverse effects

Most common side effects include abdominal pain and 
distension, diarrhea, nausea, and vomiting. Hypersensitiv-
ity reactions (rash, urticaria or edema) have been reported 
in a few patients only. They have a good safety profile and 
may be used by the elderly, during pregnancy, and during 
breastfeeding. They can also be used in patients with liver 
or kidney failure. PEG has fewer side effects as compared 
to lactulose, and may be safely dosed for prolonged peri-
ods of time (up to 6 months). Regarding magnesium salts, 
the most commonly reported adverse effect is electrolyte 
imbalance; hence they must be used cautiously in patients 
with impaired renal function at risk for hypermagnesemia 
(71).

Limitations

The primary limitation of this type of laxatives is their 
poor relief of abdominal pain and distension, symptoms 
that are significant particularly for patients with IBS. PEG 
seems to be somewhat superior to lactulose in this respect, 
hence the latter is not advisable for patients with IBS-C 
(92).

Practical recommendations

Osmotic laxatives are useful to treat constipation but 
not so to manage abdominal pain and distension; therefore, 
they are first-line agents for FC but their usefulness is more 
limited in IBS-C. PEG is more effective than lactulose for 
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symptom control, and also has fewer side effects, hence 
it is to be considered to be first-choice. These laxatives 
have a favorable safety profile and may be used in specific 
situations such as in the elderly, during pregnancy, and in 
patients with impaired liver and/or kidney function.

20. Usefulness of stimulant laxatives to improve: a) 
constipation; b) abdominal pain; and c) distension. 
Adverse effects and special precautions

Mechanism of action

These drugs promote water and electrolyte secretion 
in the colon or induce colonic persitalsis. They include 
diphenylmethanes (phenolphthalein, bisacodyl, sodium 
picosulfate) and anthraquinones (Senna, bearberry, Aloe 
vera).

Efficacy

Two clinical trials studied the efficacy of bisacodyl and 
sodium picosulfate. The first one included 247 patients 
who received 10 mg of bisacodyl versus 121 who received 
placebo once daily for 4 weeks. Bisacodyl was superior to 
placebo to improve constipation and its related symptoms, 
as well as quality of life (93). The second trial assessed 
the effectiveness of sodium picosulfate versus placebo; 
131 patients received 10 mg of sodium picosulfate and 71 
received placebo for 4 weeks. As above, sodium picosul-
fate was superior to placebo to improve constipation (94). 
Considering both studies combined, 42.1% of patients in 
the laxative group failed to respond to therapy, versus 
78% of those receiving placebo; NNT was 3 (95% CI: 
2-3.5) (90).

Adverse effects

Most common adverse effects include abdominal pain, 
diarrhea, nausea and vomiting. Allergic reactions have 
been described less often. Prolonged regimens may induce 
loss of fluids and electrolytes, hence they must be used 
cautiously in the elderly, in patients with heart failure, and 
in patients on diuretics or corticosteroids. Insufficient stud-
ies are available to support safety during pregnancy, there-
fore they cannot be recommended to pregnant women.

Limitations

As with osmotic laxatives, these drugs have not prov-
en effective for abdominal pain and distension relief, and 
may even worsen these symptoms. Furthermore, they fail 
to induce a “predictable” bowel rhythm in many patients.

Practical recommendations

Stimulant laxatives are useful in the treatment of consti-
pation, but no so good for abdominal pain and distension; 
therefore, their utility is limited in IBS-C. Their safety pro-
file falls below that of osmotic laxatives.

21. Usefulness of probiotics to improve: a) 
constipation; b) abdominal pain; and c) distension

Mechanism of action

Probiotics are live bacteria that possess characteristics 
such as survival in the gastrointestinal tract, adherence 
to the intestinal epithelium, and intestinal flora modu-
lation. They inhibit potentially pathogenic bacteria, and 
have various immunomodulating and immunostimulating 
effects; they promote immune cell proliferation, enhance 
phagocyte activity, and increase IgA production. All this 
determines their potential benefits in preventing infection, 
particularly by intestinal pathogens, as well as bacterial 
translocation (95-97).

Efficacy

According to the relevant systematic reviews and 
meta-analyses, the usefulness of probiotics to relieve over-
all symptoms (defecation, bloating, pain improvement) in 
patients with IBS remains unclear, with studies that find 
positive results and studies that find no significant differ-
ences. 

Regarding FC, evidence is even poorer, given the hetero-
geneity and biases found in the relevant studies (90,98-100).

Adverse effects

No study has ever found side effects with the use of 
probiotics in these patients.

Limitations

No limitations to the use of probiotics are found in any 
study.

Practical recommendations

Given the current lack of evidence to support their use 
because of conflicting results regarding their effectiveness 
to relieve abdominal pain and distension, and to improve 
bowel movements in patients with IBS-C and FC, as of 
today we cannot recommend their use in these patients.
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22. Usefulness of antibiotics to improve: a) 
constipation; b) abdominal pain; and c) distension

Mechanism of action

Rifaximin is a synthetic antibiotic derived from rifam-
ycin and active against Gram-positive and Gram-negative 
germs, as well as both aerobic and anaerobic bacteria; it is 
not absorbed by the intestinal mucosa (< 0.01% following 
an oral dose), hence it has intraluminal activity and no 
systemic effects. It prevents pathogens from adhering to 
the bowel mucosa and from invading epithelial cells by 
binding microbial RNA-polymerase subunit β, thus inhib-
iting transcription and the synthesis of ribonucleis acid 
(RNA) (101).

Efficacy

Rifaximin seems to reduce distension, flatulence and 
abdominal pain in patients with IBS without constipation, 
according to the relevant studies (90,101-103). One study 
suggests its potential role for patients with IBS-C (104).

No studies have assessed rifamixin effects on FC.

Limitations. Adverse effects and contraindications

Studies and reviews do not report major side effects or 
adverse events seen more frequently than with placebo 
(3-5).

Practical recommendations

Evidence is currently insufficient to support recom-
mendations regarding the use of rifaximin in patients with 
FC or IBS-C; however, the drug may reduce bloating and 
flatulence.

23. Usefulness of spasmolytics to improve: a) 
constipation; b) abdominal pain; and c) distension. 
Adverse effects and special precautions

Mechanism of action

Spasmolytics have been traditionally used for the 
empiric management of IBS based on the fact that colonic 
smooth muscle contraction contributes to IBS manifesta-
tions, particularly pain. They include 3 major types: cal-
cium channel blockers (otilonium and pinaverium), direct 
smooth muscle relaxants (mebeverine), and antimuscarin-
ic/anticholinergic agents (hyoscine, cimetropium, dicyclo-
mine hydrochloride).

Efficacy

Spasmolytics are superior to placebo for improving IBS 
symptoms, especially abdominal pain and distension (38% 
in the placebo group and 56% in the antispasmodic group; 
OR: 2.13 [95% CI: 1.77-2.58]) (105). The effect of individual 
spasmolytics is variable and difficult to interpret, as only a 
reduced number of studies have assessed each of the 12 drugs 
available. Among them, otilonium bromide (5 trials) and 
hyoscine (3 trials) had evidence of efficacy (76). Cimetropi-
um bromide, pinaverium bromide, and dicyclomine hydro-
chloride have also demonstrated benefits to some extent (90). 
However, study heterogeneity is to be considered. Other 
assessed spasmolytics did not better than placebo. 

Another multicenter clinical trial also revealed that 
patients receiving otilonium bromide were less likely to 
present with symptom recurrence versus placebo (106).

Adverse effects

Fourteen per cent of patients treated with antispasmodics 
reported side effects versus 9% of those receiving placebo. 
Most commonly reported side effects included dry mouth, 
dizziness, and blurred vision, with no serious adverse event 
reported. The relative risk of having an adverse effect ver-
sus placebo was 1.61 (95% CI: 1.08-2.39) (76,90). 

Spasmolytics with greater anticholinergic activity may 
induce visual changes, urine retention, constipation, and 
dry mouth. They must be dosed with caution in elderly 
patients with a history of acute myocardial infarction and 
hypertension. Their use during pregnancy and breastfeed-
ing is not recommended, as their safety remains to be 
established in such situations.

Limitations

Spasmolytics are useful to relieve pain and distension, 
but have no effect on constipation.

Practical recommendations

Spasmolytics are effective against abdominal pain and dis-
tension in patients with IBS, with a favorable safety profile. 
Side effects are uncommon. However, those with greater anti-
cholinergic effects may induce adverse events at high doses.

24. Usefulness of peppermint essence to improve: a) 
constipation; b) abdominal pain; and c) distension

Mechanism of action

Peppermint essence, also commonly denominated pep-
permint oil, has spasmolytic properties and may modulate 
pain by attenuating visceral hypersensitivity.
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Efficacy

Two systematic reviews show an effect superior to pla-
cebo’s in the management of pain in patients with IBS 
(76,90). The most recent review included 5 trials for a 
total of 482 patients (107-111); it showed a statistically 
significant positive effect of peppermint oil versus placebo, 
with a NNT of 3 (95% CI: 2-4) (90). However, there was 
significant heterogeneity among studies.

Adverse effects

The above-mentioned studies reported no significant 
side effects versus placebo. Peppermint essence usual-
ly has no adverse effects at standard doses, but allergic 
reactions, heartburn, and headache have been described. 
The safety profile during pregnancy and breastfeeding is 
unknown at the standard doses given for IBS, so it cannot 
be recommended in such situations.

Limitations

As with other antispasmodic agents, this compound has 
not demonstrated effect on constipation.

Practical recommendations

Peppermint essence has proven effective for the man-
agement of pain and distension in patients with IBS with 
few adverse effects.

25. Usefulness of prucalopride to improve: a) 
constipation; b) abdominal pain; and c) distension. 
Adverse effects and special precautions

Mechanism of action

Serotonin (5-HT) plays a key role in the gastrointestinal 
tract, where it affects the secretory, motor, and sensorial 
functions. Seven 5-HT receptor subtypes may be found in 
the gut. Of these, receptor 5-HT

4 
favors intestinal secretion, 

and enhances peristalsis and bowel transit (112). Prucalo-
pride is a highly-selective 5-HT

4
 agonist that stimulates 

intestinal motility (113).

Efficacy

In phase-3 trials prucalopride was superior to placebo 
for improving constipation, abdominal pain and abdominal 
distension, as well as quality of life (114-116).

In a systematic review of 8 clinical trials, the response 
to prucalopride for constipation improvement was superior 

to the response elicited with placebo (therapy failed in 71% 
of patients with prucalopride and in 87.4% with placebo), but 
significant heterogeneity was identified amongst studies (90).

A meta-analysis including 9 trials also showed prucalo-
pride to be effective for constipation with at least 3 bowel 
movements weekly (RR: 1.63; 95% CI: 1.07-2.49). It also 
improved quality of life (RR: 1.51; 95% CI: 1.07-2.11) and 
stool consistency (mean difference versus the control group 
9.16; 95% CI: 7.28-11.03) (117). It seems to be as well a use-
ful drug against refractory constipation in the elderly, accord-
ing to the results obtained in a phase-2 clinical trial (118).

Furthermore, its potential role in other motility disorders 
that manifest with constipation, including chronic intesti-
nal pseudo-obstruction, must be highlighted, even though 
evidence is now scarce. Prucalopride improved abdominal 
pain and distension in patients with this condition (119).

Further studies are needed to assess the combination 
of prucalopride with other drugs, such as linaclotide or 
lubiprostone, in patients with severe constipation.

Adverse effects

The drug is safe and well tolerated. Most common side 
effects include headache, nausea, abdominal pain, and 
diarrhea. It has an excellent cardiac safety profile because 
of its selective affinity for intestinal 5-HT

4
 receptors. How-

ever, it must be used with caution in patients with advanced 
renal failure or seriously impaired liver function. Prucalo-
pride is not recommended during pregnancy (category C 
drug) or breastfeeding.

Limitations

The drug is not commercially available in Spain with 
the indication of IBS-C. However, from all the above, it 
may play a role in patients with severe IBS-C failing to 
respond to other therapies.

Practical recommendations

Prucalopride is effective in the treatment of FC unre-
sponsive to other drugs; to a lesser extent, it also improves 
pain and distension in these patients with a good safety 
profile. It may be used in the elderly with refractory con-
stipation, where the use of half doses (1 mg) is advisable.

26. Usefulness of linaclotide to improve: a) 
constipation; b) abdominal pain; and c) distension. 
Adverse effects and special precautions

Mechanism of action

Linaclotide is a guanylate cyclase C agonist that increas-
es intracellular cyclic guanosine monophosphate (cGMP) 
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levels in the enterocyte. Intracellularly, cGMP increases 
bicarbonate and chloride secretion unto the bowel lumen, 
and diffuses to the extracellular compartment to inhibit 
sensory nerve terminal activity. From a pharmacodynam-
ic standpoint, its ultimate effect is increased intraluminal 
secretion leading to enhanced transit and a visceral analge-
sic action, with reduced sensory thresholds to mechanical 
distension (120,121).

Efficacy

Based on the clinical trials and meta-analyses that com-
pared linaclotide to placebo (122,123) both in patients with 
IBS-C (RR: 1.95; 95% CI: 1.3-2.9, based on 7 studies) and 
in patients with FC (RR: 4.26; 95% CI: 2.80-6.47, based 
on 3 studies), linaclotide is clearly effective for relieving 
constipation symptoms with a NNT of 7 (95% CI: 5-11) 
(122) in both groups, with highly homogeneous results 
across studies. Linaclotide effects not only target consti-
pation but also improve pain and distension in both groups 
(FC, IBS-C) as seen in clinical trials (benefit of 15-30% 
over placebo).

Adverse effects

From a practical perspective, the only relevant adverse 
effect reported was diarrhea, the significance of which 
should be assessed with the patient. In fact, clinical trials 
report diarrhea in about 20% of patients on linaclotide, but 
only 2% of cases are considered as severe. Diarrhea led to 
drug discontinuation in 4.5% of patients.

Limitations

Linaclotide is not absorbed and does not enter systemic 
circulation, nor does it affect cytochrome P450. There-
fore, while it has not been studied specifically in patients 
with liver or kidney failure, its use in these patients has no 
foreseeable limitations. Efficacy and safety are similar in 
the elderly and in middle-aged adults. Although unlikely, 
no evidence of teratogenicity exists, hence the drug cannot 
be recommended during pregnancy. The drug is available 
in Spain for the treatment of IBS-C, not for FC. It is indi-
cated for FC in other European countries and the USA in 
half doses.

Practical recommendations

Linaclotide is the drug of choice for patients with 
constipation and abdominal complaints such as pain and 
distension when dietary fiber and laxatives have failed 
(122,123).

27. Usefulness of lubiprostone to improve: a) 
constipation; b) abdominal pain; and c) distension. 
Adverse effects and special precautions

Mechanism of action

Lubiprostone is a prostaglandin derivative that activates 
type-2 chloride channels (ClC-2) at the enterocyte’s lumi-
nal membrane, which increases chloride secretion to the 
bowel lumen thus enhancing bowel transit. No effects on 
visceral sensitivity have been described.

Efficacy

Lubiprostone has proven effective to improve constipa-
tion symptoms with a NNT of 4 (95% CI: 3-7) (124). Clin-
ical trials in patients with IBS have shown some effects on 
pain (approximately 7% benefit over placebo) that develop 
after one month on therapy (124,125).

Adverse effects

Major adverse effects include diarrhea and nausea, the 
latter occurring in up to 15% of patients in the active group. 
Although rarely, dyspnea has been described in association 
with lubiprostone.

Lubiprostone requires no dosage adjustment in patients 
with kidney failure; while no evidence of liver metabolism 
exists, the FDA recommends that doses be reduced for 
patients with Child-Pugh B or C liver disease. Its use is 
contraindicated during pregnancy, this being a class C drug.

Practical recommendations

Lubiprostone is not available in Europe.

28. Usefulness of anorectal biofeedback to improve: 
a) constipation; b) abdominal pain; and c) distension

Mechanism of action

Anorectal BFB is a retraining technique indicated for 
patients with dyssynergic defecation. The physiological 
activity of the anus and rectum is monitored, and the results 
are shown to the patient, who is trained on the appropriate 
maneuvers to correct undesired patterns.

Efficacy

Studies comparing BFB to sham BFB, standard man-
agement, laxatives or diazepam (44,126) found that BFB 
is superior, to variable extents, to all these comparators 
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in improving constipation symptoms. Only one study 
assessed its effects on abdominal pain, and found signif-
icant benefits over laxatives. No study has ever assessed 
the effects of BFB on abdominal distension. 

Adverse effects

None has been described. No limitations exist before-
hand for BFB according to patient characteristics, but 
appropriate willingness and the ability to follow instruc-
tions and complete retraining are key factors for success.

Practical recommendation

BFB is the technique of choice for patients with consti-
pation and established pelvic dyssynergia (127).

29. Usefulness of antidepressants to improve: a) 
constipation; b) abdominal pain; and c) distension. 
Adverse effects and special precautions

Mechanism of action

The pathways through which these drugs exert their 
beneficial effects vary according to their class.

Tricyclic antidepressants (TCAs) (amitriptyline): They 
modulate pain perception at the central nervous system (128).

Selective serotonin reuptake inhibitors (SSRIs) (fluoxe-
tine, paroxetine, citalopram, escitalopram): They decrease 
visceral sensitivity, improve the sense of well-being, pos-
sess anxiolytic properties, and potentiate the effects of 
other medications, including TCAs (128,129).

Serotonin, norepinephrine reuptake inhibitors (SNRIs) 
(duloxetine, venlafaxine, desvenlafaxine): They block both 
serotonin and norepinephrine receptors, thus improving 
pain control (130).

Efficacy

Regarding the efficacy of TCAs and SSRIs, findings 
vary according to each individual drug. In a meta-analysis 
(128), the use of TCAs or SSRIs generally improved dis-
tension, pain, and stool consistency in patients with IBS, 
with a NNT of 4 for both medications (95% CI: 3-6; 4 for 
TCAs with a 95% CI of 3-8, and 3.5 for SSRIs with a 95% 
CI of 2-14). However, TCAs should not be used against 
IBS-C because of their increased constipation effect.

Furthermore, a study (129) of fluoxetine (SSRI) for 
16 weeks concluded that this drug, in doses lower than 
those used for psychiatric disorders, improved all IBS-C 
symptoms (pain, distension, stool consistency). A random-
ized, double-blind analysis of paroxetine versus placebo 

found no significant differences in the primary endpoint 
(abdominal pain), but did find differences in overall mem-
ory and symptom severity (131). Studies supporting citalo-
pram are also available (130).

As regards SNRIs, only duloxetine 60 mg/day has been 
studied in patients with IBS (132), and proven effective for 
abdominal pain and stool consistency. 

Limitations. Adverse effects (133)

TCAs: They have the greatest number of side effects 
because of their multiple mechanisms of action (dry 
mouth, constipation, nausea, vomiting, orthostatic hypo-
tension, etc.). As they markedly enhance constipation, 
their use in IBS-C (and obviously FC) is advised against. 
Caution must be exerted in patients with heart conditions, 
with neurological or urological disorders, and with liver 
dysfunction, among others.

SSRIs: They are better tolerated than TCAs. Side effects 
are usually mild but disturbing, and lead to drug discontinu-
ation occasionally. Adverse events include dry mouth, som-
nolence, reduced libido, anorgasmy, gastrointestinal changes 
(nausea, diarrhea or constipation), and weight increase.

SNRIs: They are also better tolerated than TCAs. They 
may induce nausea, somnolence, dizziness, diarrhea, 
fatigue, constipation, hyperhydrosis, dry mouth, vomiting, 
decreased appetite, asthenia, and anorexia.

Practical recommendations

The use of antidepressants in doses lower than needed 
for psychiatric disorders may be indicated for the treat-
ment of persistent distension and pain, and to improve 
stool consistency in IBS-C. SSRIs are recommended for 
IBS-C, whereas TCAs should be avoided. Their use should 
be reserved for patients with persistent symptoms follow-
ing other therapies (hygienic-dietary measures, laxatives, 
linaclotide), and for those with an associated psychiatric 
disorder for which their use has been indicated. When clin-
ically effective, it is advisable that treatment be prolonged 
for at least 6 months.

Currently, data are insufficient to recommend these 
drugs in patients with FC, except when indicated to treat 
psychiatric comorbidity.

30. Usefulness of psychological therapies in patients with 
IBS to improve: a) constipation; b) abdominal pain; and 
c) distension. Adverse effects and special precautions

Mechanism of action

Several studies have pointed out the association between 
psychological stress and the worsening of gastrointestinal 
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symptoms in patients with IBS (134-137). These therapies 
play no role in the management of FC. Psychological ther-
apies may reduce stress, modify the visceral perception 
threshold, and consequently improve the clinical picture 
of patients (64) in terms of pain and bowel habit.

Efficacy

A systematic review of psychological therapies includ-
ing 2,189 patients found a statistically significant effect of 
these therapies with a NNT of 4 (95% CI: 3-5); however, 
heterogeneity was significant and quality was poor among 
the studies involved (90). Furthermore, double-blind stud-
ies could not be selected because of the type of treatment. 
Regarding the 10 types of therapy involved, cognitive-be-
havioral therapy, hypnotherapy, face-to-face and over-the-
telephone multicomponent therapy, and dynamic psycho-
therapy had proven useful (90).

Hypnosis may modify the visceral perception threshold 
and provide short-term and long-term clinical improve-
ment (138,139).

Side effects

None has been described.

Limitations

These types of therapy require patient cooperation, as 
well as time and commitment from both patient and ther-
apist alike. In addition, these therapies are expensive and 
difficult to be accessed.

Practical recommendations

Some psychological therapies, including cognitive-be-
havioral therapy and hypnosis, may be useful to manage 
abdominal pain and reduce stress in patients with IBS.

31. Usefulness of acupuncture in patients with IBS to 
improve: a) constipation; b) abdominal pain; and c) 
distension. Adverse effects

Mechanism of action

Acupuncture relies on the stimulation of so-called acu-
puncture or “trigger” points, which are found throughout 
the body and related to organs and other body components 
(joints, musculoskeletal bundles, etc.), through the inser-
tion of thin needles into the skin. A number of acupuncture 
points are related to abdominal pain, diarrhea, and consti-

pation, and may act upon these symptoms when properly 
stimulated (140).

Efficacy

A meta-analysis including 17 controlled, randomized 
studies to assess the potential benefits of this technique to 
improve symptoms and quality of life in patients with IBS 
found no positive evidence in this regard (141).

Another study that assessed acupuncture having over-
all symptom improvement as primary endpoint, and the 
improvement of quality of life and individual symptoms 
as secondary endpoints, also found no evidence for acu-
puncture (142).

As of today, no studies have assessed the effects of acu-
puncture on FC.

Limitations

None have been described. 

Practical recommendations

No evidence supports recommending acupuncture to 
improve symptoms or quality of life in patients with IBS-C 
or FC.

32. Usefulness of suppositories and enemas as salvage 
therapy to improve constipation. Adverse effects and 
special precautions

Enemas and suppositories are essential for the treat-
ment of constipation complicated with fecal impaction, 
as well as of some cases of obstructive defecation, and to 
supplement other therapies for severe constipation with 
significantly impaired bowel transit for the cleansing of 
the distal colon.

Mechanism of action

Different types of enemas and suppositories are avail-
able. All induce rectal distension, thus favoring defecation. 
Depending on type, enemas may have additional mecha-
nisms of action; for instance, saline enemas drain water 
towards the colon, whereas phosphate enemas stimulate 
colonic motility, and mineral oil or emollient enemas lubri-
cate and soften hard feces. Depending also on type, sup-
positories have different mechanisms of action. Stimulant 
suppositories containing bisacodyl are available. Glycerin 
suppositories act locally. The mechanical stimulus of sup-
pository insertion may in itself trigger defecation.
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Efficacy

Scientific evidence regarding which type should be used 
is scarce, but most commonly used enemas include luke-
warm water, saline solution (fisioenema) or some sort of 
osmotic compound (143).

Anal irrigation with Peristeen®, during which some 750 
mL of lukewarm water are introduced in the colon, has 
been successful for patients with neurogenic bowel dys-
function secondary to spinal injury. The number of proce-
dures needed to attain bowel cleansing was reduced, and 
patient incontinence and quality of life were improved in a 
randomized trial versus conservative therapy (144). These 
encouraging results have been subsequently confirmed 
by an Italian multicenter study, which concluded it may 
be considered as the treatment of choice for this type of 
patients (145). Furthermore, this therapy is cost-effective 
when compared to conservative management (145,146).

Other commonly used enemas include 250 mL sodium 
phosphate enemas, which exert osmotic effects, and saline 
solution enemas (fisioenema), which have no side effects 
and may be acquired over the counter (phosphate enemas 
are prescription drugs; their side effects are listed in the 
section below).

As regards suppositories, some act topically to favor 
rectal ampulla emptying, and some have active ingredients, 
including bisacodyl, that are dealt with in the section on 
stimulant laxatives. 

Side effects

No significant side effects have been reported for water 
irrigation using the Peristeen® system.

Regarding phosphate enemas, prolonged use may result 
in electrolyte imbalance, including hyperphosphatemia, 
hypocalcemia, and hypernatremia. Therefore, they must 
be used with caution in patients with a history of electro-
lyte imbalance including severe renal impairment, in the 
elderly, in patients with uncontrolled high blood pressure, 
and in patients with heart failure. Enema abuse may also 
result in anorectal fibrosis and stenosis from repeat micro-
trauma (147).

Most commonly reported adverse effects with suppos-
itories include irritation, and anal burning or itching. Giv-
en the type of medication involved and its administration 
route, suppositories have no impact on the concomitant 
use of other drugs.

Limitations

In some patients, appropriate suppository or enema 
usage may be challenging (e.g., in patients with motility 
impairment from spinal injury). However, this difficulty 
seems smaller with the Peristeen® system. 

Practical recommendations

Enemas are useful for constipation complicated with fecal 
impaction, and as salvage therapy in association with other 
treatments for severe constipation, although supporting evi-
dence is absent. There is evidence, however, supporting the 
usefulness of transanal water irrigation using the Peristeen® 
system in patients with spinal injury, and the system will be 
likely effective in other severe constipation scenarios.

33. Usefulness of sacral nerve root neurostimulation 
to improve: a) constipation; b) abdominal pain; and 
c) distension. Adverse effects and special precautions

Mechanism of action

Stimulation of sacral nerves L3-L4 using electrodes 
that are initially temporarily implanted for about 4 weeks, 
and then permanently if proven effective. The mechanism 
of action remains unclear, but the technique seemingly 
improves rectal sensitivity and colonic contractility, thus 
improving CTT.

Efficacy

Studies reporting on the efficacy of sacral nerve stimula-
tion focus on patients with slow transit constipation refrac-
tory to all treatments, and no controlled studies are avail-
able; efficacy is assessed using cross-over designs. A 2007 
Cochrane Database of Systematic Reviews meta-analy-
sis found an increase from 2 to 5 in weekly stools, and 
improved abdominal pain and distension (47). Most rel-
evant is a European multicenter study in 62 patients: the 
device was permanently implanted in 73% of patients, with 
sustained constipation, pain, and distension improvement 
at 28 months of follow-up. However, longer-term benefits 
remain a concern (148).

Adverse effects

The procedure is not exempt of adverse effects. The mul-
ticenter study (148) reported 11 treatment-related serious 
adverse events; infection, post-implantation pain, mechani-
cal tissue erosion, and electrode migration stand out.

Special precautions include the recommendation to hold 
back stimulation during prenancy. No safety information is 
available regarding patients with significant comorbidities.

Practical recommendation

The usefulness of sacral nerve stimulation is contro-
versial, hence should only be considered for patients with 
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intractable SCT FC where dyssynergic defecation has been 
excluded.

34. Usefulness of surgery to improve: a) constipation; 
b) abdominal pain; and c) distension. Adverse effects 
and special precautions

Mechanism of action

Surgery has been suggested for the treatment of severe 
SCT constipation using resective (colectomy) techniques; 
the mechanism of action would imply reduced fecal water 
reabsorption.

Efficacy

No controlled studies of surgery for FC are available, 
and efficacy must be extrapolated from case report series 
reviews (48). In this 2011 analysis including 48 studies 
with 1,443 patients, defecatory frequency improved in 
65%, and 88% required no laxatives afterwards. Effec-
tiveness regarding abdominal distension and pain remains 
unknown.

Adverse effects

According to a case report series review (48), mortality 
is approximately 0.2%. In addition to immediate complica-
tions (ileus: 0-16%, infection: 0-13%, anastomosis dehis-
cence: 0-22%), other significant delayed complications 
must be considered (obstruction: 0-74%, incontinence: 
0-53%).

Practical recommendation

Surgery should be restricted to exceptional constipa-
tion cases with confirmed SCT after excluding intestinal 
pseudo-obstruction and dyssynergic defecation, and after 
performing an adequate psychological assessment.

COORDINATION BETWEEN LEVELS  
OF CARE

35. When should a patient with constipation-
predominant irritable bowel syndrome or functional 
constipation be referred to a specialist? Diagnosis and 
coordination between levels of care

The diagnosis of IBS-C and of FC is well established 
by the criteria put forward by the Rome’s expert panel 
(Algorithms 1-3, Tables I and II). However, PC clinicians 

must always be aware of those situations where referral 
to specialist care should be considered in order to exclude 
organicity and, on occasion, to optimize the follow-up and 
treatment of these patients within the frame of integrat-
ed, shared care (Algorithms 4 and 5, Tables VIII and IX). 
Apropriate history taking (including both personal and 
family history, as well as alarm symptoms and signs) and 
an attentive physical examination are key factors to reach 
this end.

Various consensus documents and CPGs establish the 
reasons that must prompt the ruling out of organic disease, 
even though accuracy is controversial for some of them 
(Table VI).

Reasons for referral to a specialist unit also include the 
presence of persistent symptoms or of symptoms poorly 
responsive to treatment, severely impaired quality of life, 
limited access to diagnostic testing, and a doubtful diag-
nosis (33,37,38,90,149-154).

When should a patient with a firm diagnosis of IBS-C 
or FC be referred to a gastroenterologist or other 
specialists?

Currently, each department or health care area may 
have its own standards of practice according to whether 
protocols have been set up. Procedure-based standards 
according to which PC practitioners may access gastro-
enterologists in order to consult therapy changes or to 
refer a patient for diagnostic tests or specific therapies 
exclusively accessible from the specialist care setting 
would be ideal.

In this respect, patient referral would be appropriate in 
the following scenarios (see also Table X):

1. � Patients not responding or intolerant to basic 
hygienic-dietary measures, lifestyle changes, and 
routine laxatives, including rescue therapy with 
stimulant laxatives (bisacodyl and sodium picos-
ulfate). If virtual access routes are present, sero-
tonin agonists or secretagogues may be prescribed 
by the PC practitioner, with the consensus of the 
specialist regarding follow-up. Patients with IBS-C 
will include non-responders to spasmolytics or anti-
depressants.

2. � Patients with suspected defecatory dysfunction based 
on anorectal examination.

3. � Patients with satisfactory symptom control who 
experience unexplained worsening. In such cases 
referral may be made to a gastroenterologist or oth-
er specialists according to the associated signs and 
symptoms (endocrinologist, gynecologist, surgeon, 
psychiatrist, etc.)

4. � Patients who requiere a second opinion from a spe-
cialist because of their psychological characteristics, 
their attitude to symptoms, or their ongoing search 
for organicity accounting for their complaints.
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Table VIII. Drugs used for IBS-C and FC

Soluble fiber (bulk formers)

Brand name (Spain) Active ingredient Dose 

Biolid® sachets 3.5 g

Ispaghula (Plantago ovata) Husk 3.2 to 10.5 g/24 h
Metamucil® sachets 3.26 g

Plantaben® sachets 3.5 g

Plantago ovata EGF sachets 3.5 g

Cenat® 250/400 g Ispaghula (Plantago ovata) Seeds 10 g/24 h

Muciplazma® capsules 500 mg Methylcellulose 1.5 g /8 h

Osmotic laxatives

Brand name Active ingredient Dose 

Emportal® powder for oral solution 10 g
Lactitol 10-20 g/24 h

Oponaf® powder for oral solution 10 g

Duphalac® sachets 10 g, suspension 
Lactulose 15-30 g/24 h

Lactulosa EFG sachets 10 g, suspension

Magnesia Cinfa® sachets 2.4 g, oral suspension 200 mg/ml

Magnesium hydroxide 2,4 g 1 to 3 doses/24 h Magnesia San Pellegrino powder® 2.24 g

Magnesia Lainco® sachets 2.4 g

Casenglicol® gel, powder Polyethylene glycol/Macrogol 4000

Casenlax® powder 10 g Polyethylene glycol/Macrogol 4000 10-20 g/24 h

Movicol® sachets 13.8 g Polyethylene glycol/Macrogol 3350 13.8-41.4 g/24 h 

Molaxole® powder 13.8 g Polyethylene glycol/Macrogol 3350 13,8-41.4 g/24 h 

Stimulant laxatives (diphenylmethanes)

Brand name Active ingredient Doses 

Bisacodilo tablets 5 mg, supp. 10 mg Dulcolax 5-10 mg/24 h

Evacuol drops 7.5 mg/ml Sodium picosulfate 5-10 drops/24 h

Spasmolytics

Calcium channel blockers

Brand name Active ingredient Dose 

Spasmoctyl® tablets 40 mg Otilonium bromide 40 mg/12-8 h

Eldicet® tablets 50 mg Pinaverium bromide 50 mg/8 h

Direct smooth muscle relaxants

Brand name Active ingredient Dose 

Duspatalín® tablets 135 mg Mebeverine 135 mg/8 h 

Anticholinergics/antimuscarinics

Brand name Active ingredient Dose 

Polibutin® tablets 100 mg, suspension 24 mg/5 ml Trimebutine 100-200 mg/8-12 h

Buscapina® supp. 10 mg; tablets 10 mg Butylscopolamine methylbromide 10 to 20 mg/8 h

Peppermint essence

Brand name Active ingredient Dose 

Menta Gotas® 30 ml Peppermint oil 15-30 drops/1-3 times/day

Iberogast® 20/50/100 ml Peppermint & others* 20 drops/8 h

*Caraway, Angelica archangelica root, milk thistle, greater celandine, Iberis amara, chamomile, Melissa officinalis leaves, licorice.

(Continue in the next page)
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de Familia (SEMG), or as members of the Asociación 
Española de Gastroenterología (AEG). Neither these sci-
entific societies, nor any of the work group members have 
any attachments whatsoever with any of the companies that 
develop drugs for the conditions discussed herein. SEPD, 
semFYC, SEMERGEN, and SEMG, as well as their mem-
bers who make up the work group, have no financial inter-

Table VIII (Cont.). Drugs used for IBS-C and FC

Antidepressants (most commonly SSRIs)

Brand name Active ingredient Dose 

Citalopram EGF tablets 10 mg, & various brands Citalopram 10-20 mg/24 h 

Paroxetina EGF tablets 20 mg, & various brands Paroxetine 10-40 mg/24 h

Secretagogues

Brand name Active ingredient Dose 

Constella® capsules 290 mg Linaclotide 290 mg/24 h

Amitiza® tablets 24 mcg** Lubiprostone 24 mcg/12 h

Prokinetics

Brand name Active ingredient Dose 

Resolor ® tablets 1-2 mg Prucalopride 2 mg/24 h

Antibiotics

Brand name Active ingredient Dose 

Spiraxin® tablets 200 mg Rifaximin 400 mg/8-12 h

**Not available in Spain. Used as foreign medication.

Table X. Criteria for the referral of patients meeting IBS-C/
FC diagnosis from Primary Care to specialist care

1. � When detailed history taking, careful physical examination 
and/or routine laboratory testing results make it crucial to 
exclude a disease requiring diagnostic tests or functional 
studies not accessible from Primary Care

2. � Patients who do not respond or are intolerant to 
management with hygienic-dietary measures, life 
style changes, common laxatives, and spasmolytics or 
antidepressants

3. � A defecation dysfunction is suspected, which requires studies 
to reveal its pathophysiology

4. � Unwarranted clinical worsening
5. � Unquestionable need for a second expert opinion according 

to patient status

Table IX. Mechanism of action of drugs commonly used for IBS-C and FC

Treatment Pain reduction Bloating reduction Increased stool frequency Defecatory straining 

Fiber (Psyllium)
(2-5 sachets/day) 

0 - + + 

Spasmolytics
(2-4 tablet/day) 

+ + 0 0

Laxatives
(1-3 tablets or sachets/day) 

0 0 ++ ++ 

Prokinetics (prucalopride)
(1 tablet/day)

+ + ++ 0

Secretagogues (linaclotide)
(1 tablet/day)

++ ++ ++ +

Antidepressants 
(SSRIs)
(1 tablet/day)

+ 0 nc nc

nc: not conclusive.
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ests in the companies that have researched and distribute 
drugs for these digestive conditions, albeit they maintain, 
at both, the society and individual levels, a relationship 
with said companies for education, research, and clinical 
practice improvement purposes in order to promote diges-
tive health. Finally, SEPD, semFYC, SEMERGEN, and 
SEMG, as well as the undersigned, declare that the present 
work was supported by Almirall and Allergan but received 
no external influences, and that no third parties took part 
in the discussions and development of the Guideline, or 
had access to the final manuscript before its publication in 
the Revista Española de Enfermedades Digestivas and the 
official journals of the societies involved.
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