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BACKGROUND: Symptoms are common and often remain medically
unexplained.

OBJECTIVE: To assess 5-year symptom outcomes, determine how of-
ten symptoms remain unexplained and assess their relationship with
mental disorders.

DESIGN: Prospective cohort study.

PARTICIPANTS: Five hundred consecutive patients presenting to a
medicine clinic with physical symptoms.

MEASUREMENTS PREVISIT: Mental disorders, symptom character-
istics, stress, expectations, illness worry, and functional status. Post-
visit (immediately, 2 weeks, 3 months, 5 years): unmet expectations,
satisfaction, symptom outcome, functional status, and stress.

RESULTS: While most subjects (81%) experienced symptom improve-
ment by 5 years, resolution rates were lower (56%), with 35% of symp-
toms remained medically unexplained. Most patients with medically
unexplained symptoms (MUS) did not have a mental disorder. Mood or
anxiety disorders were not associated with MUS (relative risks [RR]:
0.94, 95% confidence interval [CI]: 0.79 to 1.13), or with lower rates of
symptom improvement (RR: 1.14, 95% CI: 0.60 to 2.2). In contrast,
most patients with somatoform disorders had MUS and were unlikely
to improve. Worse functioning (RR: 0.95, 95% CI: 0.91 to 0.99), longer
duration of symptom at presentation (RR: 0.5, 95% CI: 0.28 to 0.87),
illness worry at presentation (RR: 0.56, 95% CI: 0.35 to 0.89), or lack of
resolution by 3 months (RR: 0.47, 95% CI: 0.26 to 0.86) reduced the
likelihood of symptom improvement at 5 years.

CONCLUSIONS: More than half of patients presenting with a physical
symptom resolve by 5 years, while a third remain medically unex-
plained. Most patients whose symptom remained unexplained had no
mental disorder. While mood and anxiety disorders were not associated
with MUS or worse outcomes, most patients with somatoform disorders
had MUS and were unlikely to improve.
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hysical symptoms are common, accounting for over half

of all outpatient visits.! Research on the natural history of
symptoms is limited. Most studies focus on specific symptoms
such as back pain,? fatigue,® dizziness,* palpitations,® abdom-
inal pain,®7 or chest pain.® Few prospective primary care stud-
ies have provided data on a spectrum of symptoms, and none
have followed patients more than a few months.®*°

Previous studies suggest that up to a third of physical
symptoms remain unexplained,! even after extensive evalua-
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tion,'2!® Clinicians often assume that psychiatric problems
underlie medically unexplained symptoms (MUS).!! For many,
the term “MUS” has become a euphemism for patients with
somatization or other mental disorders.'* This has occurred
for several reasons. First, part of the criteria for somatization
disorder is the presence of a multitude of unexplained physical
symptoms. Second, patients with anxiety or depressive disor-
ders usually present with physical rather than emotional com-
plaints,!%!¢ and an increasing number of symptoms predict
the presence of mood or anxiety disorders.!®!” In addition,
many studies of patients with MUS use entry criteria that re-
sult in high rates of mental disorders. Some focus on high uti-
lizers'® others on patients with multiple MUS.'® As utilization
rates®>?! and multiple symptoms are markers for mood, anx-
iety, and somatoform disorders,'%"!7 this results in a concen-
tration of patients with such disorders. A recent systematic
review of MUS found an association with mental disorders and
fibromyalgia, chronic fatigue, nonulcerative dyspepsia, and ir-
ritable bowel syndrome, but concluded, “there is only limited
meta-analytic evidence for the same sort of association for
medically unexplained physical symptoms in general.”22 This
is similar to other studies in which the relationship between
MUS and emotional disorders was found to be unclear. '*23

Our study purposes were to determine symptom out-
comes over 5 years of follow-up, assess how often these symp-
toms remain unexplained and to elucidate the relationship
between mental disorders, symptoms and MUS in a prospec-
tive primary care cohort.

METHODS
Patients

Consecutive adults presenting to the primary care walk-in
clinic at Walter Reed Army Medical Center with a chief com-
plaint of a physical complaint (excluding upper respiratory in-
fection complaints such as cough, coryza, or sore throat) were
eligible to participate. Upper respiratory infections were ex-
cluded because 90% resolve within 2 weeks.!® We have previ-
ously shown that patient age, gender, and case mix is similar
in this military treatment facility to that seen in nonmilitary
U.S. Internal Medicine office practices.?*?® Of 528 patients
approached, 500 agreed to participate. Participants were sim-
ilar to nonparticipants in terms of age, race, sex, and type of
complaint. We achieved 93% (n=463) 2 week, 83% 3 month
(n=413) and 75% (338/441) 5 year follow-up rates (Figure 1).
We obtained informed consent from all patients and our Insti-
tutional Review Board approved this study.
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FIGURE 1. Study timeline and participation rates.

Previsit Assessment

Immediately before their visit, subjects completed surveys that
asked what problem brought them to the clinic, symptom du-
ration and severity (O to 10), whether or not they were worried
this problem could be because of a serious illness (yes/no),
what their expectations were for the visit from a checklist that
included receiving: an explanation of the problem’s cause (di-
agnosis), an estimate of how long the problem is likely to last
(prognosis), a prescription, a diagnostic test, a referral or oth-
er.?® Patients were asked whether they had been under stress
in the past week (yes/no), completed a 6-item functional sta-
tus assessment (Medical Outcomes Study SF -6),2” and com-
pleted the Patient Health Questionnaire (PHQ-15), an
instrument that assesses whether the patient has been both-
ered, in the past month, by up to 15 common physical symp-
toms.2® Patients were also were screened for mental disorders
with the PRIME-MD. Screen positive patients for depression,
anxiety, or somatization disorders underwent structured psy-
chiatric PRIME-MD interviews to make Diagnostic and Statis-
tical Manual of Mental Disorders, 4th edition diagnoses of
mood, anxiety, and somatoform disorder not otherwise spec-
ified (NOS).?° Because the PRIME-MD has acceptable specifi-
city, but low sensitivity for somatoform disorders,*® we
expanded our diagnoses of somatoform disorders to include
multisomatoform disorder. This diagnosis was made, based on
the presence of more than 3 symptoms of more than 2 years
duration using the PHQ-15, an instrument that has been
shown valid and reliable for this diagnosis.>83!

Postvisit Assessment

Immediate postvisit satisfaction with the clinician in 5 do-
mains (overall, technical competence, bedside manner, time
spent with clinician, and explanation of what was performed)
was assessed with the Medical Outcomes 9-item instrument.>2
Patients were also asked whether or not they had been given a
diagnosis for their symptom(s), whether they were still worried
their symptom could be because of something serious (yes/
no), and whether or not they had any postvisit unmet expec-
tations from a checklist (for a diagnosis, prognostic informa-
tion, prescription, diagnostic test, referral or other). Two
weeks, 3 months, and 5 years after the visit, patients complet-
ed a mailed follow-up questionnaire that assessed symptom
outcome (completely resolved, better, same, or worse), symp-
tom severity (O to 10), and were again asked about stress, wor-
ry, functional status (MOS SF6), satisfaction, and unmet
expectations, using the same questions asked on the pre-

and immediately postvisit surveys. At 5 years, patients addi-
tionally completed the PHQ-15, a self-report version of the
PRIME-MD,>? as well as other symptom related outcomes in-
cluding: symptom frequency (more than half the days, 10 to
15, 5 to 9, 1 to 4 days per month, less than monthly), how
disabling the symptom was (not difficult, a little, somewhat
difficult, moderately difficult, extremely difficult), and whether
they had received a diagnosis for their symptom. In order to
minimize recall bias, our follow-up questionnaires about
symptom outcome at 2 weeks, 3 months, and 5 years speci-
fied the date of the index appointment, the name of the clini-
cian they saw and the complaint(s), if more than 1 was listed
by the patient, using the same words the patients wrote on the
initial survey.

Patient deaths were taken from the national death index.
Patients not responding to 2 mailed surveys were contacted
telephonically. Overall, 65% responded to the first mailing,
another 28% to the second mailing. We had to contact 7% by
telephone.

Our study instruments have been previously demonstrat-
ed to be valid and reliable including the PRIME-MD,2°-3%-33 our
satisfaction instrument, 32 the PHQ-15,%8 the MOS SF-6,27 and

our measures of expectations. %!

Analysis and Sample Size Calculations

All analyses were performed using Stata (Version 8.2). The pri-
mary outcome was symptom resolution at each of the 3 time
points. Whether or not the patient’s symptom was medically
unexplained was based on the patient surveys immediately
postvisit and at 5 years. Other symptoms outcomes were
based on the PHQ-15. Independent variables were compared
using Students t-tests or the Kruskal-Wallis signed rank test
for continuous variables and 32 for categorical ones. ANOVA
was used to compare functional status among the categories of
symptom outcome. Logistic regression assessed predictors of
symptom resolution and illness worry. Based on a 2-tailed
test, 0 =0.05,  =0.8, and a rate of mental disorders of 30%, we
calculated a need to enroll 496 patients to demonstrate a 15%
difference in the likelihood of having a medically unexplained

symptom.

RESULTS
Patient Characteristics

Patients averaged 55 years in age, half were women, 49% were
white, 45% African American, and 6% other. Patients present-
ed with a variety of symptoms, which we collapsed into 14 cat-
egories (Table 1). Ninety-seven (19%) recorded 2 symptoms
and 5% listed 3 symptoms as their reasons for seeking medical
attention. Pain of some type was present in 65%. Musculo-
skeletal complaints were the largest symptom category. Twen-
ty-one percent had experienced their symptom less than 3
days, 55% less than 2 weeks and 68% less than a month.
Sixty-four percent were worried that their symptom could
represent a serious illness. In addition to the chief complaint,
patients endorsed an average of 2.9 (range: O to 14) “other
bothersome” symptoms on the PHQ-15.

A depressive or anxiety disorder was present in 146 pa-
tients (29%); 11% had more than 1 disorder. Specific disorders
included: major depression (8.4%), dysthymia (1.4%), minor
depression (10.4%), panic disorder (1.4%), generalized anxiety
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Table 1. Symptom Types and Outcomes

Symptom Type Symptom Resolution

n 2 wk, % 3 mo, % 5y, %
Ear/Nose/Throat problems 23 35 38 65
Gastrointestinal problems 40 30 35 68
Chest pain 17 18 53 59
Dizziness 26 4 20 54
Numbness 12 0 33 60
Genitourinary problems 24 33 52 73
Pain, other 20 0 25 44
Dermatological 53 21 43 46
Musculoskeletal 150 12 35 56
Headache 19 5 29 50
Back pain 37 8 29 46
Fatigue 15 33 25 50
Eye problems 15 45 47 53
Miscellaneous 16 23 31 52

disorder (2%), anxiety NOS (11.4%), somatoform disorder
(12%), and multisomatoform disorder (5%). Patients with
mood, anxiety or somatoform disorders had a greater number
of symptoms on the PHQ-15 (6.2 vs 4.7, P<.0001), greater
symptom severity (6.6 vs 5.0, O to 10 scale, P<.001), were
more likely to report stress (69% vs 30%, P<.001) and had
greater functional impairment (P<.001).

Immediately postvisit, patients reported receiving a diag-
nosis in 52% of encounters (n=260). The majority of the 48%
of patients without a medical explanation for their symptom
after their initial visit had no mental disorder (relative risks
[RR]: 0.94%, 95% confidence interval [CI]: 0.79 to 1.13).
Among the specific mental disorder diagnoses, there was no
relationship between MUS and mood (RR: 0.87, 95% CI: 0.73
to 1.04) or anxiety disorders (RR: 0.81, 95% CI: 0.57 to 1.15),
although patients with somatoform or multisomatoform dis-
orders were more likely to report not receiving a medical ex-
planation (somatoform: RR: 1.58%; 95% CI: 1.18 to 1.92,
multisomatoform: RR: 1.21; 95% CI: 1.09 to 1.37). After the
visit 32% of patients were still worried their symptom could be
because of something serious. While the presence of a mood or
anxiety disorders was not associated with persistent worry,
those with somatoform disorders were more likely to be wor-
ried (RR: 1.8, 95% CI: 1.4 to 2.3).

2-Week Outcomes

By 2 weeks, 18% of the subjects experienced symptom reso-
lution; 52% were better, 21% unchanged, and 8% were worse.
In each successive category of symptom outcome (worse,
same, better, resolved) patients had better functional status
scores (P<.001). Patients experiencing symptom resolution
were more satisfied (RR: 1.6, 95% CI: 1.4 to 1.9), less likely
to be worried their symptom could be serious (RR: 0.60, 95%
CI: 0.54 to 0.67) and had fewer unmet expectations (RR: 0.76,
95% CI: 0.68 to 0.86).

Predictors of symptom resolution included shorter dura-
tion of the symptom at the index visit (median 4 vs 21 days,
P<.001), less symptom severity (4.9 vs 5.7, P=.01), fewer
PHQ-15 symptoms (3.4 vs 4.1, P=.05), better functioning
(P=.002) and no serious illness worry either at baseline (RR:
2.2, 95% CI: 1.5 to 3.5) or immediately postvisit (RR: 2.3, 95%
CI: 1.3 to 4.2). Anxiety or mood disorders had no impact on the

rate of symptom improvement, although subjects with somato-
form disorders were less likely to improve (RR: 0.69, 95% CI:
0.49 to 0.96).

3-Month Outcomes

By 3 months, 37% experienced symptom resolution, 43% were
better, 12% unchanged, and 8% were worse. Almost half (47%)
of patients with symptoms at 2 weeks had resolution by 3
months. Conversely, 27% of those with 2-week symptom reso-
lution had recurrence by 3 months. As with 2-week outcomes,
each category of better symptom category (worse, same, better,
resolved) was associated with better functioning (P<.001).

Predictors of 3-month symptom resolution included
shorter duration prior to presentation (median 4 vs 28 days,
P<.0001), no immediate postvisit illness worry (RR: 1.41, 95%
CI: 1.02 to 1.92), and better baseline functional status
(P=.002). While there was no effect of anxiety or depressive
disorders on symptom outcome, those with somatoform or
multisomatoform disorders were less likely to improve (RR:
0.70, 95% CI: 0.51 to 0.96). There was no relationship between
the whether or not the symptom was explained on the initial
visit and symptom improvement (RR: 1.09%, 95% CI: 0.97 to
1.22). The strongest predictor of symptom resolution at 3
months was resolution of the symptom at 2 weeks (RR: 2.6%,
95% CI: 2.1 to 3.3).

Outcomes at 5 Years

Forty-nine (9%) patients died during the 5 years of follow-up.
Among survivors, 56% experienced symptom resolution, 25%
were improved, 10% unchanged and 9% were worse. Among
those with persistent symptoms, symptom frequency varied:
37% experienced symptoms daily, 10% more than half the
month, 15% more than 1 week per month, 15% a few days
each month, and 24% less than monthly. The impact of per-
sistent symptoms also varied, 49% experienced “no difficulty”
in their daily life from their symptom, 38% “some,” 14% “con-
siderable,” and 7% “extreme difficulty.”

At 5 years, patients averaged 2.4 other bothersome symp-
toms on the PHQ-15. Among patients reporting 1 or fewer PHQ
symptom at baseline, 38% had no PHQ symptoms at 5 years
and the remaining 62% averaged only 1 PHQ symptom (range
1 to 4). Among patients reporting 2 or more “other bothersome”
symptoms during the baseline visit, a greater number of symp-
toms was associated with less likelihood of having no symp-
toms on the PHQ 15 at 5 years. For example, among those with
2 “other bothersome” symptoms at the baseline visit, 33% had
no “other bothersome” symptoms at 5 years, while among
those with 5 or more baseline symptoms, only 6% reported
no “other bothersome” symptoms at 5 years (P<.001 for
trend).

At 5 years, 14% of subjects had mood, anxiety or somato-
form disorders (mood: 8%, anxiety: 6%, somatoform: 4%).
Mental disorders were associated with a greater number of
symptoms on the PHQ-15 (RR: 1.44, 95% CI: 1.21 to 1.72),
worse functioning (RR: 0.82, 95% CI: 0.78 to 0.88), and greater
symptom severity (RR: 1.20%, 95% CI: 1.05 to 1.38).

Over the 5 years of follow-up, 34% of the symptoms for
which the patient originally presented remained medically un-
explained. Most patients (69%) with a medically unexplained
symptom did not have a mental disorder (RR: 0.89%, 95% CI:
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0.62 to 1.27). While there was no relationship between the
presence of a mood or anxiety disorder either at baseline or
at 5 years and having a medically unexplained symptom,
most patients (64%) with somatoform or multisomatoform dis-
orders symptoms remained medically unexplained. When
patients with somatoform or multisomatoform disorders
were excluded, 28% of patients reported that their symptom
remained medically unexplained at 5 years. Whether or not
the symptom remained medically unexplained had no impact
on 5-year symptom outcomes (P=.85), symptom severity
(P=.61), serious illness worry (P=.75), or functional status
(P=.82).

There was also no relationship between mood and anxiety
disorders and symptom outcome (RR: 0.96, 95% CI: 0.87 to
1.07), although those with somatoform (RR: 0.64, 95% CI: 0.42
to 0.96) or multisomatoform disorders were less likely to improve
(RR: 0.43%, 95% CI: 0.20 to 0.95) and more likely to be worried
(somatoform: RR: 2.9, 95% CI: 1.7 to 4.9, multisomatoform: RR:
2.2, 95% CI: 1.1 to 4.6) about their symptom at 5 years.

Over the 5 years, there was gradual increase in the pro-
portion of patients experiencing complete symptom resolution
(2 weeks: 18%, 3 months: 36%, 5 years: 56%), and most sub-
jects (60 to 70%) experienced 1 to 2 categories of symptom im-
provement by 5 years. Overall, 8% reported worsening of their
symptom at any time point, although patients with somato-
form or multisomatoform disorders were more than 3 times
likely to reports worsening of their symptom than those with-
out these disorders (3 months: RR: 3.14, 95% CI: 1.37 to 7.20;
5 years: RR: 3.03, 95% CI: 1.32 to 6.94).

Predictors of 5-year symptom resolution included: shorter
symptom duration at presentation (median: 14 vs 21 days,
P=.009), better baseline functional status (P=.02), younger
age (50 vs 57 years, P<.001) and resolution by 3 months (RR:
4.6, 95% CI: 2.3 to 9.4). As with 2-week and 3-month out-
comes, patients with symptom resolution were more satisfied
(RR: 2.1, 95% CI: 1.8 to 2.5) and less worried (RR: 0.14, 95%

CI: 0.61 to 0.33). Predictors of illness worry at 5 years included
lack of improvement (RR: 5.5, 95% CI: 2.9 to 10.3), somato-
form disorders (RR: 2.3, 95% CI: 1.0 to 5.4), and worse func-
tioning (RR: 1.1, 95% CI: 1.0 to 1.2), but not mood or anxiety
disorders or MUS.

DISCUSSION

Previous studies have focused on symptom improvement rath-
er than symptom resolution and found that most patients
(70% to 78%) improve by 2 weeks, improvement that is sus-
tained through 3 months and 1 year.>'%!! In this study, we
found similar high rates improvement, although lower rates of
symptom resolution (2 weeks: 18%, 3 months: 36% and 5
years: 56%). This was true across all categories of symptoms
(Table 1). As with previous studies, we found that about a third
of symptoms remain unexplained, even after 5 years of follow-
up. The presence of a medically unexplained symptom did not
affect the likelihood of symptom improvement or resolution for
most patients. The majority of patients whose symptom re-
mained unexplained did not have underlying mood, anxiety, or
somatoform disorders, although patients with somatoform
disorders were particularly likely to have MUS. Consistent
with previous reports, we found a relationship between the
number and severity of symptoms and mood, anxiety, and so-
matoform disorders.!®!63* While mood or anxiety disorders
did not affect symptom outcomes, somatoform disorders were
particularly unlikely to improve.

This study has implications regarding managing patients
presenting with physical symptoms in primary care (Figure 2).
In the majority of patients who receive a diagnosis, appropriate
and specific therapy should be provided. For those with no
clear diagnosis after the initial visit, symptomatic treatment
with follow-up is indicated and patients should be counseled
that most of them will experience symptom improvement with-
in a couple of weeks, although resolution may take longer. As
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Diagnostic Testing based on H&P

««"//’\u

| Medically Unexplained Symptom |

/\
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Screen for
Mood, Anxiety
Somatoform Disorders
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Not Multiple Symptoms
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Diagnosis Directed
Treatment

I Present l I Absent l—’

Ask about symptom-related
illness worry

|
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Symptom is likely not serious
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If not improved by 3 months:

Further evaluation as merited by clinical suspicion

Focus on function rather than cure

Focus on active rather than passive patient participation
Consider Cognitive Behavior Therapy or Antidepressants

FIGURE 2. Symptom treatment algorithm.
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Table 2. Medical Explanation of Symptom by Mental Disorder

Symptom Was

Medically Medically
Explained, n (%) Unexplained, n (%)
No mental disorder (n=347) 235 (68) 112 (32)
Depressive disorder (n=106) 62 (59) 44 (42)
Anxiety disorder (n=74) 45 (61) 29 (39)
Somatoform disorder (n=85) 14 (16) 71 (84)

most patients with symptoms at 3 months have persistent
symptoms at 5 years, clinicians should consider shifting their
emphasis from diagnosis and cure to maximizing function for
patients whose symptoms persist at 3 months. This should
include trying to keep patients actively rather than passively
engaged in their health care.'* Cognitive behavior therapy 3%-3°
and antidepressants may help with managing patients with
persistent, troubling MUS,%” independent of any effect they
may have on mood or anxiety. Patients with multiple symp-
toms, with greater symptom severity, stress, or poor functional
status should be screened for mood or anxiety disorders. Med-
ically unexplained symptoms, in the absence of a somatoform
disorder, is not a harbinger of bad outcomes because they are
equally likely to resolve. Patients with somatoform disorders
are likely to have MUS and are particularly unlikely to im-
prove.

Patient illness worry also has implications for symptom
resolution. Postvisit illness worry correlated with symptom
outcomes at all 3 time points. Our measure of worry should
be distinguished from pathologic worry or hypochondriasis.
Hypochondriasis is commonly associated with mood, somato-
form and anxiety disorders®®3° and is relatively fixed over
time.*° Most of our baseline worry was not hypochondriasis.
While 68% of our patients were initially worried that their
symptom could be serious, this fell to 32% immediately post-
visit. Over 5 years the most important predictor of worry was
lack of symptom improvement. Other predictors included
worse functioning and the presence of a somatoform disorder.
As postvisit worry is associated with symptom outcome, di-
rectly asking patients about their symptom-related worry may
be beneficial. Statements such as “after my careful physical
examination and after hearing your story, I'm sure that this
isn’t cancer or some other serious medical problem” can serve
to help reassure patients. Such a patient-centered approach to
understanding patients’ symptom related concerns,?¢*!
proves satisfaction,*>™** trust, and simple reassurance may
even be therapeutic.?® Providing reassurance that the clinician
will continue to work with and follow the symptom over time
can also help.

Our study has several limitations. First, this was a walk-
in clinic, with most patients seeing the provider for the first
time. Our findings may not generalize to established relation-
ships. Second, while this was a consecutive sample of patients,
they were not all presenting with their first-ever episode of the
symptom. While this mirrors clinical reality, it also decreases
the proportion of patients experiencing resolution, as duration
predicts symptom outcome. Third, our study was conducted in
a health system that provides free care, so our patient’s
threshold for seeking care may be lower than in other sys-
tems. Fourth, our study may be subject to recall bias as we
relied on patient reports for whether a physical symptom was

im-

explained both immediately postvisit and at 5 years as well as
whether or not the symptom improved at the 3 time points (2
weeks, 3 months, 5 years). There is ample data that shows that
patients with somatoform disorders are resistant to accepting
diagnoses and hence are less likely to report receiving 1. For-
tunately, somatoform patients were a small segment of our
study population. In these patients, we found what one would
expect, a large portion of reporting receiving no explanation
and low likelihood of symptom improvement. In the majority of
patients without such disorders, there is previous data sug-
gesting a discrepancy between patient reports of receiving a
diagnosis and clinician reports of providing diagnostic infor-
mation. One study using audiotapes found that, among pa-
tients without somatoform disorders, patient reports of
receiving diagnostic information was more accurate than cli-
nician reports.45 In addition, patients sometimes wrote in
more than 1 symptom in response to our initial survey ques-
tion about what problem was bringing them to the clinic. In
those instances, on follow-up surveys, we listed all the symp-
toms, using the same wording that the patient provided, but
only asked an overall question about whether the symptom(s)
had improved and whether they had received a medical expla-
nation. It is possible that 1 or more of the symptom either was
explained or remained medically unexplained and the patient
response would not capture this subtlety. It is likely that the
patient responses focused on persistently bothersome symp-
toms and thus may have over estimated the overall proportion
of symptoms that remained medically unexplained. However,
our finding that 34% of symptoms remained medically unex-
plained is consistent with the results from studies that used
other methods for determining whether or not a symptom was
medically unexplained and there was no differential bias in
which patients reporting MUS had worse outcomes.

A fifth limitation is that our study may have been under-
powered to show clinically significant differences in the rela-
tionship between depression or anxiety disorders and having a
medically unexplained symptom. For both mood and anxiety
disorders, our study was sufficiently powered to show a 9%
difference in the rate of having MUS compared with patients
with no mental disorders, for mood and anxiety disorders
alone, we could have shown an 11% and 13% difference, re-
spectively, as statistically significant. Sixth, our instrument for
assessing the presence of somatoform disorders has good
specificity but is relatively insensitive. In order to reduce this
possibility, we also included a diagnosis of multisomatoform
disorder, a diagnosis that only requires 3 symptoms of 2-year
duration. Overall, we found that 17% of patients had either
somatoform or multisomatoform disorders, very close to the
prevalence of somatoform disorders reported in most primary
care cohorts. It seems unlikely that the few miscategorized
somatoform patients would significantly change our
conclusions.

In summary, while most patients will experience symptom
improvement, only about half have symptom resolution by
5 years. About a third of patients’ symptoms will remain med-
ically unexplained. Most patients with MUS do not have a
mental disorder and for them, the lack of explanation does
not affect symptom outcome. The number and severity of
symptoms correlates with mood and anxiety disorders, al-
though not with MUS. Most patients with somatoform disor-
ders will have MUS and few will improve. Poor baseline
functional status, serious illness worry, and longer symptom



JGIM Jackson and Passamonti, Five-Year Symptom Outcomes in Primary Care 1037

duration at presentation predicts lack of resolution. Among
patients without symptom resolution by 3 months, clinician’s
should focus on maximizing function rather than on cure.
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