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Abstract

Refractory constipation (RC) represents a complex clinical challenge that requires a systematic, pathophysiology-centered
approach in order to avoid overclassification and the premature use of invasive interventions. Despite multiple therapeutic
options, a significant proportion of patients remain dissatisfied with available treatments. RC is defined as the persistence of
infrequent and/or unsatisfactory bowel habits, with or without abdominal discomfort, despite appropriate lifestyle interventions,
optimization of medical therapy, and pelvic floor biofeedback therapy when indicated. Before considering a patient as refractory,
it is essential to confirm the correct clinical phenotype — functional constipation, irritable bowel syndrome with constipation
predominance, or dyssynergic defecation — and to exclude secondary causes such as medications or neurological comorbidities.
Physiological evaluation is fundamental. Anorectal manometry and the balloon expulsion test constitute first-line diagnostic
tools to identify defecatory disorders, which are present in up to one-third of these patients. Colonic transit studies allow the
diagnosis of slow-transit constipation and help guide management. Defecography is reserved for inconclusive cases or when
structural abnormalities are suspected. Treatment should prioritize pharmacological optimization with laxatives, secretagogues,
and prokinetic agents, considering individualized combination regimens. Non-pharmacological options such as biofeedback
therapy and the vibrating capsule may be useful. Surgery should be restricted to carefully selected cases, after excluding
pelvic floor dysfunction, diffuse gastrointestinal dysmotility, and adverse psychological factors. An integrated and individualized
approach improves clinical outcomes and quality of life.
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Estrenimiento refractario

Resumen

El estrefiimiento refractario (ER) representa un reto clinico complejo que requiere un abordaje sistematico y centrado en la
fisiopatologia para evitar su sobreclasificacion y el uso prematuro de intervenciones invasivas. A pesar de contar con multiples
opciones terapéuticas, una proporcion significativa de los pacientes permanecen insatisfechos con los tratamientos disponibles.
El ER se define como la persistencia de habitos intestinales infrecuentes o insatisfactorios, con o sin malestar abdominal,
pese a intervenciones adecuadas en estilo de vida, optimizacion del tratamiento médico y terapia de biorretroalimentacion
del piso pélvico cuando esté indicada. Antes de considerar a un paciente refractario, es esencial confirmar el fenotipo clinico
correcto —estrefiimiento funcional, sindrome de intestino irritable con predominio de estrefiimiento o disinergia defecatoria—y
descartar causas secundarias como farmacos o comorbilidad neuroldgica. La evaluacion fisioldgica es fundamental. La
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manometria anorrectal y la prueba de expulsion del baldn constituyen herramientas diagndsticas de primera linea para
identificar trastornos evacuatorios, presentes hasta en un tercio de estos pacientes. Los estudios de transito colénico permiten
diagnosticar estrefiimiento por transito lento y orientar el manejo. La defecografia se reserva para casos no concluyentes o
con sospecha de alteraciones estructurales. El tratamiento debe priorizar la optimizaciéon farmacoldgica con laxantes,
secretagogos y procinéticos, considerando combinaciones individualizadas. Las opciones no farmacoldgicas como la
biorretroalimentacion y la capsula vibratoria pueden ser Utiles. La cirugia debe restringirse a casos seleccionados, tras excluir
trastornos del piso pélvico, dismotilidad difusa y factores psicoldgicos adversos. Un enfoque integral e individualizado mejora

los desenlaces y la calidad de vida.

Palabras clave: Estrefimiento refractario. Laxantes. Fibra. Manometria anorrectal.

Introduction

Functional constipation (FC) or chronic constipation
(CC) is a common gastrointestinal disorder characterized
primarily by symptoms including infrequent bowel move-
ments, straining during defecation, hard stools, abnor-
mally prolonged defecation time, the need for digital
maneuvers, and a sensation of incomplete evacuation.
CC has a high worldwide prevalence, ranging from 9%
to 20% depending on the definition used, and is associ-
ated with impaired quality of life and increased utilization
of healthcare resources."? Despite the availability of mul-
tiple pharmacological and non-pharmacological thera-
peutic options for CC, patient satisfaction with treatment
continues to be suboptimal. In a large European survey
on CC, Mdller-Lissner et al.® reported that approxi-
mately one-third of patients were dissatisfied with their
current treatment, underscoring the limitations of con-
ventional strategies and the importance of optimizing
patient-centered therapeutic approaches.

It is well established that the Rome criteria are highly
useful for diagnosing disorders of gut-brain interaction,
which include at least three different subtypes of con-
stipation: 1) irritable bowel syndrome with constipation
predominance (IBS-C), 2) idiopathic or functional
chronic constipation (CC/FC), and 3) dyssynergic def-
ecation (DD).2*® However, these criteria do not provide
a precise definition for patients who do not respond to
or fail conventional treatments. It is therefore essential
to identify patients who “fail” or are considered “refrac-
tory” to treatment, since it is not always clear whether
this lack of response stems from an incomplete evalu-
ation — which prevented adequate characterization of
their phenotype (IBS-C, CC, or DD) — or from subopti-
mal therapeutic management.®

The objective of this narrative review is to offer a
practical, literature-based perspective on the diagnosis
and management of refractory constipation (RC) in
adults. It is based primarily on the most recent interna-
tional updates and is complemented by available

international and national literature, as well as current
national recommendations.>8

Method

A narrative review was conducted on the evaluation
and management of RC in adults, using the AGA
Clinical Practice Update on Evaluation and
Management of Refractory Constipation: Expert
Review as the foundational document and its best
practice recommendations as a framework for struc-
turing this review.5 To supplement the evidence and
provide national context, a targeted literature search
was performed in PubMed and the Revista Mexicana
de Gastroenterologia. Articles published between
2016 and 2026 were prioritized, though older litera-
ture considered of high impact was also incorporated.
Both controlled vocabulary and free-text terms were
used, including: “refractory constipation,” “chronic
constipation,” “chronic idiopathic constipation,” “func-
tional constipation,” “slow-transit constipation,” “dys-
synergic defecation,” “pelvic floor dysfunction,”
“anorectal manometry,” “balloon expulsion test,”
“defecography,” “colonic transit,” “biofeedback,” “pru-
calopride,” “linaclotide,” “lubiprostone,” “colectomy,”
“defecatory disease,” “anorectal disease,” “vibrating
capsule,” “pyridostigmine,” “colchicine and constipa-
tion,” and “orlistat and constipation.” Additionally, a
targeted manual search of the reference lists of key
articles was performed to identify relevant literature,
including publications in Spanish pertinent to the
Latin American context. Guidelines, consensus state-
ments, systematic reviews and meta-analyses, litera-
ture reviews, clinical trials, and observational studies
with clinical applicability to adult populations were
included. Studies focusing exclusively on pediatric pop-
ulations, pregnancy, or settings not comparable to RC
in adults were excluded. Information was integrated
through narrative synthesis, and no meta-analysis was
performed.



As this work is based on published literature, without
human subject involvement or use of identifiable per-
sonal data, neither informed consent nor ethics com-
mittee approval was required.

Definition

Although no standardized definition of RC existed
until recently, the term has traditionally been used to
refer to patients with CC who do not respond to lifestyle
modifications (increased physical activity, fluid intake,
or soluble fiber) or to osmotic or stimulant laxatives.”

Recently, the American Gastroenterological Association
(AGA) issued a series of expert-developed recommen-
dations, in which RC is defined as “the presence of
infrequent or unsatisfactory bowel habits, with or without
abdominal discomfort, despite appropriate lifestyle inter-
ventions and medical therapy, or pelvic floor biofeedback
therapy (BFT) when indicated, in patients with a prior
diagnosis of IBS or FC".

This expert group also considers that before classi-
fying patients as refractory (see below), evaluation with
anorectal manometry (ARM) and the balloon expulsion
test (BET) is necessary, and a targeted assessment for
secondary causes — such as neurological comorbidities
and medication use — must also be performed.>8

Prior to this definition, an international expert panel
led by Jan Tack proposed a definition of therapeutic
failure in CC when patients, during the preced-
ing 2 weeks, meet at least one of the following
criteria:®
— Complete bowel movements < 3 times per week and

incomplete evacuation most of the time.

— The need to strain or push during the majority of
bowel movements.
— No improvement in stool consistency with current

therapy (Bristol score < 3).

— Insufficient improvement or worsening of other signs
and symptoms.

— Poor tolerability to treatment that renders the benefit
obtained unacceptable.

Diagnostic approach

RC should be understood as a condition defined by
the documented failure of comprehensive, directed
management, and one that demands a systematic eval-
uation to prevent overclassification and the premature
use of invasive interventions.* Three fundamental con-
ditions must be met before a patient with CC is classi-
fied as refractory:
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— Appropriate clinical diagnosis: It is highly relevant to
confirm that the condition represents CC/FC, IBS-C,
or DD according to current diagnostic criteria.>'® This
pathophysiological classification is determinative, as
each phenotype requires a different treatment
approach. In patients with DD, the primary mecha-
nism is inadequate defecatory coordination (dyssyn-
ergia), whereas in patients with CC/FC, a subgroup
has documented slow colonic transit (colonic inertia),
and in patients with IBS-C, the hallmark feature is the
predominance of symptoms without evident physio-
logical abnormalities. Therefore, beyond symptom
inquiry, physiological testing is necessary to assess
specifically for the presence of each of these pheno-
types.2*8 Furthermore, it is essential to obtain a thor-
ough clinical history with targeted questions to
identify the phenotype (Fig. 1) and to perform a
detailed physical examination that includes a com-
plete digital rectal examination, in order to prevent
diagnostic errors (Table 1).

— Exclusion of secondary causes: Numerous second-
ary causes of CC must be considered in the context
of RC (Table 2), including medication use, eating
disorders, neurological comorbidities, delayed gas-
tric emptying, and small intestinal dysmotility.>%2
Medications represent one of the most common iat-
rogenic causes of CC/EC,'® with opioids and anticho-
linergic agents being notable examples.®

— Prior treatment: In all patients with suspected RC, it is
essential to verify that initial treatment was adequate
in terms of dose, duration, and adherence (Fig. 2).
Before proceeding to physiological testing, it should be
confirmed that the patient has received an adequate
therapeutic trial and pharmacological optimization,
including dietary measures, fiber or osmotic laxatives
such as polyethylene glycol and lactulose, and, when
necessary, stimulant agents, and that relevant symp-
toms persist despite these interventions.

Diagnostic tests

During physiological evaluation, defecatory disorders
must be identified and excluded using ARM and the
BET as first-line diagnostic tools.>8'516 The BET allows
quantification of defecatory capacity; the normal expul-
sion time depends on the technique and balloon type
and may range from < 1 minute to 5 minutes, but in the
most standardized protocol (50 ml balloon with the
patient seated in a comfortable position), expulsion
within < 1 minute is considered normal.>'* However,
the BET alone should not be used to confirm or exclude
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IBS-C

e Does a specific Bristol stool type
predominate?

e Neurological systemic symptoms?
e Predominantly abdominal pain
and/or bloating?

Triggered by abdominal and/or rectal e Anal pain?
sensation?

CONSTIPATION PHENOTYPES

Dyssynergia

e Abnormal DRE?
e History of sexual abuse?
e Upper Gl symptoms? e Obstetric trauma?
e Sensation of incomplete evacuation
or obstruction?
o Excessive straining?
e Urge to defecate: Postprandial? e Digital maneuvers?

Slow transit

e Bristol type 1-2 predominant?

e Infrequent bowel movements?

e Use of over-the-counter
medications?

e Use of opioids?

e Use of cannabinoids?

Figure 1. Important clinical questions for the differentiation of subtypes of primary idiopathic chronic constipation
(translated and adapted from Camilleri and Brandler’). DRE: digital rectal examination; Gl: gastrointestinal;
IBS-C: irritable bowel syndrome with constipation predominance.

dyssynergia, as it is only one of the elements support-
ing a diagnosis of DD and must be accompanied by
ARM evaluation. Manometric findings suggestive of DD
include a reduced rectoanal gradient, elevated resting
anal pressure, reduced anal relaxation, poor rectal pro-
pulsion, or an elevated defecatory index. According to
the Rome 1V classification, at least two of three abnor-
mal tests (ARM, defecography, or BET) are required for
a diagnosis of DD.>''8 Thus, the combination of ARM
with the BET is generally sufficient to establish the
diagnosis of defecatory disorder due to DD (Fig. 3).
Moreover, these studies provide useful prognostic infor-
mation for identifying patients most likely to respond to
pelvic floor BFT, which is considered the central, first-
line intervention for this group of disorders.'™

If evaluation confirms a defecatory disorder, pelvic floor
BFT should be considered a mandatory treatment. The
majority of patients with CC suspected of being refractory
should complete a course of BFT when indicated before
being classified as RC, as 37% of patients with CC who
undergo pelvic floor testing have DD. The success of this
therapy depends on appropriate patient selection.’
Normalization of the BET following pelvic floor BFT sug-
gests resolution of the defecatory disorder.>'®

Physiological evaluation must take into account that
a significant number of patients with a defecatory

disorder also have CC, and therefore precise pheno-
typic characterization is indispensable to avoid misin-
terpreting delayed colonic transit (inertia) as a true state
of refractoriness.>'¢'” Diagnosing CC as the slow-transit
colonic phenotype guides the optimization of specific
pharmacological strategies or, in selected cases, con-
sideration of surgical alternatives.>'® Tests used to
evaluate colonic transit include radiopaque marker tran-
sit studies, scintigraphy, and the wireless motility cap-
sule.20-22 Before undergoing these studies, patients
should have discontinued laxative use for at least
7 days and medications that delay colonic transit for at
least 2 weeks. Once the test is performed, it is recom-
mended to repeat it under a laxative regimen in order
to document refractoriness.®

On the other hand, contrast defecography or mag-
netic resonance defecography is a complementary test
indicated when ARM and BET findings are inconclu-
sive, or when structural abnormalities are sus-
pected.?>23 These tests allow evaluation of anorectal
mechanics during attempted defecation, as well as
changes in the anorectal angle and pelvic floor
descent,> in addition to documenting structural abnor-
malities such as rectocele, enterocele, or intussuscep-
tion. Their interpretation must be carried out in
conjunction with the clinical context and functional test
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Table 1. Common errors in the evaluation of refractory constipation

Error Cause

Incomplete
evaluation of RED

Inadequate digital rectal
examination
Results “normal” on

anorectal manometry despite

high pre-test probability of
RED

Failure to perform structural

pathology studies despite
high pre-test probability

Incomplete Over-the-counter

pharmacological medications not reported

history Prescription medications
with poorly recognized
effects on colonic motility
Use of recreational
substances

Inadequate Insufficient exploration of

evaluation of
systemic disease

extra-gastrointestinal
symptoms suggesting
systemic disease

RED: rectal evacuation disorder.
Adapted from Camilleri and Brandler.”

Solution

Perform a digital rectal examination and evaluate for pathology
3 phases: rest, anal contraction, straining
2 positions: lateral decubitus, squatting
Visualize and palpate across all 3 phases
Document the pre-test probability of RED before the study
Most predictive findings for RED:
Abnormal digital rectal examination
Low rectal pressure during straining < 45 mmHg
Type IV dyssynergia
Positive rectoanal pressure gradient (normal)
Obtain a complete pelvic floor clinical history
Obstetric history (vaginal deliveries, perineal tears)
History of sexual abuse
Spontaneously reported symptoms
Digital maneuvers
Sensation of obstruction
Sensation of incomplete evacuation
Fecal incontinence, urgency
Sensation of pelvic pressure or bulging
Anal pain
Deterioration of sexual life
Urinary dysfunction

Intentionally inquire about causative agents
Diphenhydramine
Antiallergic agents (cetirizine, fexofenadine)
Antacids
Herbal products (peppermint oil)
Intentionally inquire about common causative prescription drugs
5-HT, antagonists (ondansetron)
Promethazine
Intentionally inquire about cannabinoids and opioids
Tetrahydrocannabinol preparations

Investigate key systems and physical examination findings
Skin (sclerodactyly, laxity, easy bruising)
Neurological (peripheral neuropathy, resting tremor)
Psychiatric (body mass index, findings suggestive of bulimia)

results. The finding of structural abnormalities is not
sufficient to establish a correlation with symptoms, nor
does it constitute a definitive criterion for surgical treat-
ment, as some anatomical abnormalities may be a
consequence of an underlying functional disorder, such
as dyssynergic defecation; therefore, the therapeutic
decision must be grounded in the integration of clinical
and physiological findings.'

Treatment
Pharmacological

Before considering surgical treatment (Figs. 3 and 4),
it is recommended to adequately document refractori-
ness to medical treatment, using approved prescription

agents for CC, either as monotherapy or in appropriate
combinations according to the patient’s pathophysio-
logical phenotype. Itis also essential to optimize dosing
and confirm that the duration of treatment has been
adequate.>?®

AGA guidelines have proposed stepwise approaches:
osmotic laxatives, primarily polyethylene glycol and lac-
tulose, are considered first-line agents, while stimulant
laxatives, such as bisacodyl, are used as rescue ther-
apy, ideally on an intermittent basis, although some
patients may benefit from regular administration.?®
Bisacodyl is a member of the diphenylmethane family
that exerts a unique dual effect on intestinal secretion
and motility and has demonstrated efficacy and good
tolerability in the treatment of constipation. Its adverse
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Table 2. Secondary causes of constipation

Categories Examples

Medications
Analgesics
Antihypertensives

Antiemetics
Antacids

Antiallergic agents
Central nervous system
Antidepressants
Antiparkinsonian agents
Neuroleptics
Antidiabetics
GLP-1 analogs
GLP-1 and GIP analogs

Metabolic diseases
Endocrine

Electrolytes

Neuromuscular diseases
Neuropathy

Myopathy

Obstruction
Mechanical

Functional

Psychiatric diseases
Mood disorders
Eating disorders

Lifestyle
Exercise
Diet

GIP: glucose-dependent insulinotropic polypeptide; GLP-1: glucagon-like peptide-1.

Opioids, tramadol
Calcium channel blockers
Diuretics

Clonidine

5-HT, blockers
Promethazine

Calcium carbonate
Aluminum hydroxide
Antihistamines

Tricyclic antidepressants
Carbidopa-levodopa

Typical and atypical antipsychotics

Semaglutide, liraglutide, lixisenatide
Tirzepatide

Diabetes mellitus
Hypothyroidism
Hyperparathyroidism
Pregnancy

Hyper- or hypocalcemia
Hypokalemia
Hypomagnesemia

Parkinsonism

Multiple sclerosis
Spinal cord injury
Autonomic neuropathy
Amyloidosis
Paraneoplastic neuropathy
Primary megacolon or
megarectum

Systemic sclerosis
Ehlers-Danlos syndrome
Amyloidosis

Colorectal neoplasm
Diverticulitis
Pseudo-obstruction
(intestinal, colonic)

Depression
Anorexia, bulimia

Immobility
Dehydration
Low fiber intake

effects include muscle weakness, nausea, vomiting, diar-
rhea, and rectal irritation.?6:2

Similarly, guidelines from the Asociacion Mexicana
de Gastroenterologia and the American College of
Gastroenterology support a treatment foundation that
includes bulking agents such as fiber/psyllium when

colonic transit is normal and dyssynergia is not sus-
pected; osmotic laxatives as the most effective long-
term agents; and stimulant laxatives for short periods
as rescue therapy?>28 (Fig. 2). Subsequently, advance-
ment to secretagogues such as lubiprostone and lina-
clotide, and to prokinetic agents such as prucalopride,
may be considered depending on availability.625

In cases of inadequate response to approved agents
for this disorder, off-label agents may be employed,
such as pyridostigmine, metformin, colchicine, and orl-
istat. However, the availability, accessibility, safety pro-
file, and cost-effectiveness of these agents should be
prioritized.5 Pyridostigmine, a reversible cholinesterase
inhibitor, prevents the degradation of acetylcholine and
increases its concentration at the synapse, thereby
facilitating impulse transmission at the neuromuscular
junction,?® and has therefore been associated with
increases in intestinal motility and transit in subjects
with motor neuronal involvement. Furthermore, this
agent has demonstrated benefits in the management
of CC in subjects with autonomic neuropathy and in
cases of recurrent pseudo-obstruction in patients with
type 2 diabetes.?® However, the effect of pyridostigmine
on colonic transit and CC has not been comprehen-
sively detailed.30

On the other hand, an increase in intestinal transit
has been observed in subjects with type 2 diabetes
treated with metformin. Although this agent is not
approved as a laxative, it may behave as such in cer-
tain clinical contexts.%!

Colchicine is primarily used to treat gout but has
gastrointestinal adverse effects such as diarrhea, and
could therefore be used in RC. In a randomized, pla-
cebo-controlled trial, oral colchicine at a dose of 0.6 mg
three times daily was associated with an increase in
bowel movements and acceleration of colonic transit.®?
It has been described that colchicine may promote
intestinal secretion and reduce water and electrolyte
absorption, which may account for its laxative effect.
This agent could be considered on an individualized
basis when approved therapies have failed.3%33

Another example of an off-label agent is orlistat, a
lipase inhibitor used for weight loss, which has been
described as an adjuvant option in RC due to its gas-
trointestinal side effects. In a randomized, place-
bo-controlled trial in patients treated with clozapine,
administration of orlistat 10 mg three times daily was
associated with a reduction in the prevalence of con-
stipation at 4 weeks compared to the control group.3435
It could therefore be considered as an alternative in
selected cases.
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Unsatisfactory response to osmotic laxatives or conservative treatments

in subjects without evidence of a defecatory disorder

Consider maintenance
therapy

a

Stimulant laxatives:
* Bisacodyl Change or add medications
» Senna

* Sodium picosulfate

Secretagogues: Prokinetic agents:
* Lubiprostone * Prucalopride
* Linaclotide

v

Unsatisfactory response

\ 4

\ 4

Consider combined therapies with
different mechanisms of action

Off-label medications
(e.g., pyridostigmine, colchicine, orlistat)

(e.g., vibrating capsule, transanal irrigation,
enemas, suppositories)

v

Unsatisfactory response

Figure 2. Suggested algorithm for the pharmacological treatment of refractory constipation (translated and adapted
from Staller et al.%).

In patients with RC, the combined use of linaclotide at doses of 145-290 ug once daily, acts as a guanylate
and prucalopride may be considered on an individual- cyclase-C receptor agonist, increasing intestinal secre-
ized basis when monotherapy is insufficient. Linaclotide, tion and improving stool consistency, while prucalopride,
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Biofeedback
and pelvic
floor training

152

HIGH Consider
pharmaco-
logical
management

Refractory constipation

Detailed clinical evaluation, physical examination
and exclusion of secondary causes of constipation
(review of medications and comorbidities)

YES

Dyssynergic
defecation

YES

Constipation
with normal

transit

Multiregional
dysmotility

A

Abnormal ARM

and BET?

NO

v

Abnormal

defecation

on imaging
studies?

NO

A\ 4

Slow-transit

YES

Slow-transit

test

Delayed
gastric
emptying or

_ YES

constipation

Predominant

small bowel
abnormalities?

Isolated slow-transit

constipation

upper
Gl symptoms?

YES

YES

Are pain and bloating the
predominant symptoms?

v

Significant

psychological
concerns

a2

Are pain and
bloating the
predominant

symptoms?

No psychological

contraindication Surgical

treatment

Figure 3. Colectomy candidates require confirmation of slow-transit constipation, exclusion of defecatory
disorders, evaluation of multiregional dysmotility, and the absence of psychological contraindications to surgery

(translated and adapted from Staller et al.®). Gl. gastrointestinal; ARM: anorectal manometry; BET: balloon

expulsion test.
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Patient with refractory

constipation* seeking
surgical treatment

YES

Is there evidence of NO
dyssynergic defecation?

HIGH

\ 4

Relative contraindications**

Reconsider colectomy YES and/or high risk of

according to the judgment
of the treating team

Favorable functional

a2

unfavorable functional
outcome following colectomy
with ileorectal anastomosis?

Consider

Consider loop

outcome?

YES

v

Consider colectomy with
ileorectal anastomosis

>

N
——

g e
A

Colon
resection

-

Rectum —Y- / anastomosis

ileostomy in
selected patients

Abdominal

- feuiii *Complete diagnostic evaluation confirmed slow-transit constipation
! and absence of contraindications for surgery.

**Relative contraindications: diffuse gastrointestinal dysmotility;
lleorectal significant psychiatric iliness; relevant abdominal bloating or pain.

Figure 4. Suggested algorithm for the selection of the type of surgical procedure in the treatment of refractory

constipation (translated and adapted from Staller et al.%).

at a dose of 2 mg once daily (1 mg in older adults or
those with intolerance), stimulates colonic motility
through selective 5-HT, agonism. The combination
seeks a synergistic effect by acting simultaneously on

secretion and transit, particularly in patients with slow
colonic transit and poor response to conventional lax-
atives. In a retrospective series of 405 patients with CC,
the majority were managed with monotherapy (79.7%),
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while combination use was less frequent: 16.6%
received two concomitant therapies, 2.9% used three
agents simultaneously, and only 0.7% required four
agents at the same time.®® Among the treatments, lin-
aclotide (49%) and prucalopride (37%) were the most
commonly prescribed agents in monotherapy and were
also the most frequently used in combination regimens.
The most common dual combination was prucalopride
plus linaclotide, in 61% of dual therapy cases, followed
by prucalopride plus lubiprostone (13%). No significant
differences in prescribing trends were observed across
the different providers.38

Thus, although the formal evidence is limited and is
based primarily on clinical experience and small case
series, this strategy may be useful in selected cases,
with close monitoring of gastrointestinal tolerance —
particularly the development of diarrhea, abdominal
bloating, and pain — and dose adjustment based on
clinical response.

Non-pharmacological

Although non-pharmacological treatments do not
constitute the first line of management, they can pro-
vide clinically meaningful relief in well-selected patients
with RC.

Undoubtedly, BFT allows for training and improve-
ment of abdominal straining, making it more effective,
and assists in coordinated relaxation of the anal sphinc-
ter, which is the underlying principle by which this ther-
apy is beneficial in patients with DD.%"

Another effective alternative in the management of
RC is the vibrating capsule, which stimulates motility in
the slow-transit colonic phenotype. It has a favorable
safety profile, with mild adverse effects and a satisfac-
tion rate of up to 71% of patients from the first 2 weeks
of use.3839

Enemas, suppositories, and bowel cleansing proce-
dures may be useful prior to initiating maintenance
treatments, primarily in patients with significant fecal
loading (fecal impaction); however, no controlled stud-
ies have been conducted to systematically evaluate
their utility and safety.®

Surgery

Regarding surgical treatment, appropriate patient selec-
tion is crucial to achieve favorable surgical outcomes
(Fig. 3). In addition, preoperative evaluation is fundamental
to accurately diagnose slow-transit constipation and differ-
entiate it from other causes of constipation, with the aim

of reducing complications and symptom persistence fol-
lowing the intervention.?® Patients with IBS-C and DD
are not surgical candidates, and in cases where DD and
slow colonic transit coexist, DD must be treated prior to
any surgical intervention.®?' Surgical interventions such
as abdominal colectomy with ileorectal anastomosis
constitute a therapeutic option in patients with slow
colonic transit who do not exhibit diffuse upper gastro-
intestinal dysmotility or defecatory disorders, and in
those for whom non-surgical treatment has been inef-
fective.'®40 Due to postoperative complications, such as
worsening of symptoms, colectomy should be reserved
for carefully selected cases.*4?

In some patients, a loop ileostomy may be preferred.
Despite the complications associated with this proce-
dure (up to 80%), many of them can be successfully
managed with minor surgical interventions.*® Notably, in
one study, 62% of those who underwent loop ileostomy
reported symptomatic improvement and enhanced qual-
ity of life.** Another less invasive alternative compared
to surgery is percutaneous endoscopic cecostomy,
which can be used as a route for performing colonic
irrigations. Fifty percent of patients undergoing this pro-
cedure report symptomatic improvement, and it may be
preferred over colectomy in those with greater surgical
risk due to the presence of comorbidities.® 6

In summary, it is essential to carefully select the
appropriate surgical procedure to be performed, taking
into account the risks and benefits for each individual
patient (Fig. 4).

Psychological aspects

Psychological evaluation is an integral component of
the comprehensive management of RC, given the high
prevalence of emotional comorbidity and its impact on
therapeutic response, which perpetuates symptom per-
sistence.?® Therefore, the identification of psychological
comorbidity in patients is fundamental for predicting who
may experience unsatisfactory surgical outcomes, par-
ticularly in those with defecatory disorders.>#® Studies
have demonstrated that individuals with CC have signifi-
cantly higher mean depression scores than individuals
with normal bowel habits.*¢4” Approximately 65% of sub-
jects with defecatory disorders and constipation exhibit
some degree of psychological impairment, particularly
those with anxiety and depression, and additionally
demonstrate poor response to behavioral treatment.*® It
has been shown that the greater the severity of consti-
pation symptoms, the higher the depression and anxiety
scores.* In this context, psychological and emotional



factors directly influence gastrointestinal function, ren-
dering the surgical option less effective.?

Furthermore, it has been reported that 19% of subjects
with CC have some form of eating disorder, which is asso-
ciated with greater severity of constipation; however, this
has not been observed in the postoperative setting.'?

Conclusions

RC represents a complex clinical challenge that
demands a systematic, stepwise, and pathophysiolo-
gy-centered approach, avoiding overclassification and
the premature use of invasive interventions. This review
underscores the importance of confirming an adequate
diagnosis, excluding secondary causes, correctly phe-
notyping patients through physiological testing (ARM,
BET, and colonic transit studies), and ensuring that prior
treatments have been optimal in terms of dose, duration,
and adherence before establishing refractoriness. The
management of RC should prioritize pharmacological
optimization, including the rational use of drug combina-
tions with complementary mechanisms of action, as well
as non-pharmacological interventions such as BFT and
emerging therapies in selected cases. Surgery should
be reserved for carefully selected patients, following a
comprehensive evaluation that excludes defecatory dis-
orders, diffuse gastrointestinal dysmotility, and psycho-
logical factors predisposing to poor functional outcomes.
Overall, a comprehensive, individualized, and patho-
physiology-based approach enables improved clinical
outcomes and quality of life in patients with RC.
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