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ONSTIPATION IS A COMMON, MULTISYMPTOM GASTRONTESTINAL (GI) DISORDER

that affect up to 27% of the North American populafiotwice as many women

asmerfi and, although reported among all age groups, tends to be associated with
increasing agé.In the United States alone, constipation accounts for an estimated 2.5
million patient visits to physicians anntiaiig an overall annual cost of $29 bilidbout
$400 million is spent annually on dhercounter (OTC) laxatives, with 5 million laxative
prescriptions being written each yéadost patients with constipation are seen by family
physicians (31%), internists (20%), or obstetricians/gyngtsol@@0}. Conversely,
gastroenterologists treat only 4% of patients with constipadieeysuallyepresenngthe
most severe caseélertiary care evaluation is estimated to averafff2 $&r patierit.
Furthermore gpidemiologic data suggest thaiepét with constipation have diminished
healthrelated quality of lifecompared with nonconstipated individta$sand that
constipation has a substantial direct (ie, healthcare utilization) and indirect (ie, work
absenteeism and decreased productigitigeconomic impatt.

Lifestyle interventions(eg, increased fluid, fibexxercise)represent the basis of
nonpharmacologic therapy for constipation andcamenonlyregarded as godthavios
to promote especially for patients with mild symptaffien lifestylénterventions do not
provide adequate relieumerou®OTC medications usually constitilite next step in the
treatment algorithm, particularly in patients with-torfidoderate symptom$rescription
agents are generally reserved for patweith more severe symptoms éor individuals
whose symptoms are chromigecurrent
This article aims to offeliniciansa comprehensive review of the pathophysiology and

diagnosisof chronic constipation (CC), and to provide a timpbjate on treatent
modalitieslts content isderived in part,from the proceedings t¥PACTE (Improving
Medical Practice by Advancing Clinical Therapeuatissjies of frestandingsympos
produced by Digestive Diseases Education Companigelhduring the fall of 2006
throughout the United States
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Management of Adults With Chronic Idiopathic Constipation

Definition of Chronic Constipation

In recently published expert recommendstibe American College Gfastroenterology

(ACG)Chronic Constipation Task FoatearacterizeCC as ounsati sfactory de:
resuls from infrequent stool, difficult stool passageo r 10 kHowtever, @atients,

physicians, and clinical investigators oftéfier in their definitios of constipation.

Infrequency of defecation or dyschezia (difficulty with stool expulsion) is dfigediirc

the definition, but the criteria used remain controversial and vary across studies.

Rome Criteria for FuncBomadl Disorders
In an effort to standardize the definition ©€C for research purposes, the Rome
Commitees have developed 3 iteraiminconsensus definitianThe Rome Il criteria for
functional bowel disorders are currently used in research and, to a lesser extent, in clinical
practice ¥ABLE 1)! These criteria includggns and symptoms that patients frequently
describe, such afraining(a sense of incomplete or ineffective defecationpy or hard
stools, incomplete evacuation, anorectal obstruction or blockage, and the use of manual
maneuvers to facilitate evacuation in addition to infrequency (ie, <3 defecations per week).
According to this definition, patients W@k mustneitherhave loose stodisin the
absence of laxative fiseor meet the criteria for irritable bowel syndrome {iB3le
Rome Il criteria defindBBSas o0a functi onal bowel nari sorder i1
discomfort is associated with defecation or a change in bowel habit, and with features of
di sor der e ¢ Abdua 0% t 20%i obtme .wéiidadult and adolescent population
describesymptoms consistent with |1B&ith mostNorth-Americarstudiegeporting a
predominanceamong womet?13 Patients with IBS typically suffer from diarhea
predominant IBS, constipatipredominant IB$IBSC), or omixeddé | BS with a
bowel patterns.14Becausstool form (from watery to hard) reflectsstital transit time,
PCPs should consider using the Bristol Stool Form(Sxmle 2), a validated instrument
developed at the Bristol Royal Infirmargriglands to identify constipation as types 1 and
2 and diarrhea as types 6 and 7.

Physician VerBasient Definition of Constipation

Because the term oOconsti pat intooh any dtiensific a popul a
definition patients who cathemselves constipated often have symptoms that vary from

scientific definitionssuch as the Rome critefTdis discrepancynay result in significant
misunderstandisdpetweerpatients andlinicians.

In a randomized study of 531 family practice paté&titsused a frequency definition
for constipation and considertttmselves constipated if they defedatesl often than
every other day (ie, an average of <3.5 bowel movementekirwhereas 25% defined
constipation simply as pasdiragd stool$® Treating physicians who were asked the same
guestion defined constipation as defecation less than evedy @ags, sometimes in
combination with hard stools
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Table 1. Rome lll Diagnostic Criteria for
Chronic Constipation

Criteria fulfilled for the last 3 months with symptom
onset at least 6 months prior to diagnosis with C2 of
the following
i Straining during 025% of def ec:
Lumpy or hard stools in 025% o

Sensation of incomplete evacuat
of defecations

Sensation of anorectalobst ructi on/ bl ockag ¢
of defecations

Manu al maneuvers to facilitate
<3 defecations per week
Loose stools rarely present without the use of laxatives
Insufficient criteria for irritable bowel syndrome

Longstreth GF, et al. Gastroenterology. 2006;130: 14801 1491.

Table 2. Stool Form Correlates With Intestinal
Transit Time

THE BRISTOL STOOL FORM SCALE

Slow Separate hard lumps, like nuts

( Tfalnos(')ith) (difficult to pass)
€g,
Sausage-shaped but lumpy

Like a sausage but with cracks in
its surface

Like a sausage or snake, smooth
and soft

Soft blobs with clear-cut edges
(passed easily)

Fluffy pieces with ragged edges,

Ranic a mushy stool

Transit Watery, no solid pieces,
(eg, 10 h) entirely liquid

Heaton KW, et al. Gut. 1992;33:8181 824.
O'Donnell LJ, et al. BMJ. 1990;300:439i 440.
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A landmark epidemiologic study, the Epidemiology of Constipation (EPOC) study,
which surveyed over 10,000 American adults, indicatealth26%of patients fulfilling
chronic constipatiosymptormbased criteriaimilar to the Rome criterectually had <3
bowel movements per weeln the EPOC study, patients reported other symptoms (ie,
bloating, abdominal fullness, unsuccesdidaten, and blockage) at rates similar to those
of defecatory infrequency. Other epidemiologic stoaiesalso shown that patients with
CC more likely cite straining and hard or lumpy stools, rather than infrequency, as the most
bothersome symptoms tieir conditiong20 The description of CC and its estimated
prevalencenay be complicated by the poor reliability of patient reports. For instance, 51%
of a cohort of patients who considered themselves constipateloadlly reporte® or
fewerbowd movements per week forore thar6 months actually passed an average of 6
stools per week, as documented by diary réeords.

Finally, ethnicand gendespecific standards may be required for the accurate diagnosis
of constipated patients who exhibittgraisof bowel movements that vary from those of
the overall population with this disordé?hysicianshould consider patient definitiafs
constipation in addition to validated, scientific definitieuns) as the Rome criteria.
Clinicians are respanief or under standing theirtoguaddt i ent sd me
any unnecessary test or inappropriate treatment

Pathophysiology of Chronic Constipation

Constipation is a symptom of many diseases. When constipation is due to another disease, it
is referred to a® s ec ond ar y C@Omag resuld froth &endgcrine and metabolic
diseasesig diabetes, hypothyroidism, hypercalcemia, andkahgmdia), neurologic
disorders (ie, peripheral or autonomic neuropathy, multiple sclerosis, and chronric pseudo
obstruction), and collageascular diseases (eg, progressive systemic stélemgterm
use of specific drugs may also lead to secondaryeLeE 8).2

When there is no known underlying disorder, @&nsedd p r i ma idigpathicodr 0
The pathophyslogy of idiopathic CC is thought to involve behavioral, endocrine, and
neurogenic processesAlthough idiopathic CC has many potertilses, it is usually
classified into 3 categories based didferences in pathophysiology: notraisit
constipatin, dyssynergic defecation, and glansit constipatio#t25

Normafransit Constipation

NormakHransit constipationpr functional constipation, is the most common form of

idiopathic CCwith an estimated prevalermie59% In patients with normddansit

constipation, stool passes through the colon at a nuewesAnd defecation frequency is

normal; however, patients believe they are constiffageplatients percesmifficulty with

evacuation or the presence of hard st68l®ol texture is n@bnormally hard in patients

with CC when tested objectively; t hthes , the com
difficult timepatients havevacuating stodsAs testing become more sophisticated, many

patients may be reclassified as hayssydergic defecation.
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DyssynerGionstipation

Dyssynergiconstipatioraffectsabout 25%ef patients with idiopathic CC and is commonly
due to dailure of the pelvic floor or external anal sphincter to relax when one dtiempts
defecat?” This may rasdt from anal pain associated with the passage of hard stool, anal
fissure, hemorrhoids, incorrect toilet training, and psychosexual #oAblesrmal
defecation may also result from transient-amts intussusceptions, anterior wall rectal
ulcer synibme, and perineal descent.

Slowl ransit Constipation

Slowtransit constipation accounts &trout13% of idiopathic C€ases and is characterized
by the delayed emptying of the proximal colon with fewerainigiitude peristaltic
contractiond227 It may also be a®ciated with cultural factors, loss of neurons from the
enteric nervous system, and chronic outlet obstréfciimiayed colon transit, which is
considerethe hallmark of constipaticekist in about 50%f patients with CC refractory to
fiber supplements and is not related to pébvic dysynergp®

Evaluation of Chronic Constipation

Patientds Medical History
Because of the frequent discrepdneyt ween patients®& and clinician
comprehensivenedicalhistory should st be taken with cognizance of rele\ags,
gendey, lifestyle anddiseaseelated risk factot&28Bowel movement infrequency is only 1
component of CC and may not be the primary symptom patients condigseriing
themselves as constipdfett is importantthat PCPs understand the symptmsed
criteria for CC and dasdrigdrsroftheiacoridistont s compl ai nt s
Patients should be asked how they define constipation and how the onset, severity, and
duration of each symptom relaietheir normal bowel hab#sln addition to medical and
surgical histories, a complete history for CC should include the description of bowel
patterns, identification of social and environmental factors that may affect bowel habits,
evaluation of cogie and functional abilities, cultural beliefs and expectations regarding
bowel patterns, and review of diet and fluid idtadénicians should pay particular
attention to patients® use of prescription and
constipationTABLE 3).2
Objective measures cdacilitate the diagnosis of Oy providing a common
framework for physiciansd and patients® unders
the previously discussed Bristol Stool Form Scale, whichpalients to indicate which of
7 stool forms any given bowel movement has pro#td#en used as part of a defecation
diary, it has been validated as being correlated with fecal output and strainim§/urgency.
This assessmeatt stool form can be used ¢asily estimate colonic transit time, since very
loose or hard stools are correlated with rapid or slow colonic transit, respectively. Other
objectiveinstruments with research and clinical value include the Constipation Assessment
Scale and the Elderlp€el Symptom Questionnaite.
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Table 3. Medications Associated With
Secondary Constipation

Aluminum-, barium, calcium- and iron-containing drugs
Analgesics

I Nonsteroidal anti-inflammatory drugs

I Opioids and related narcotics
Anticholinergic agents

I Anti-Parkinson agents

I Antipsychotic and neuroleptic agents

i Atropine, dicyclomine, hyoscyamine, clidinium

I Tricyclic antidepressants
Anticonvulsants (eg, phenytoin)
Antihistamines
Antihypertensive agents

I Calcium channel antagonists

I Central alpha adrenergic agonists

I Diuretics

I MAO inhibitors, methyl-DOPA
Chemotherapeutic agents (eg, vinca alkaloids)
Resins (eg, sodium polystyrene sulfate)

Talley NJ, et al. Am J Gastroenterol. 2003;98:1107i 1111.

Figure. Effect of Lubiprostone on the Onset
of First Spontaneous Bowel Movement
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SBM, spontaneous bowel movement.

*P=.0024; AP <.0001; both comparisons of lubiprostone vs placebo.

1. Johanson JF, et al. Gastroenterology. 2003;124(4 suppl 2):A-104.
2.Johanson JF, et al. Am J Gastroenterol. 2005;100(9 suppl): S328i S329.
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