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An integrated, collaborative 
approach can overcome 
treatment barriers

Mrs. B, age 45, is referred by her primary care phy-
sician (PCP) for treatment of depressive symp-
toms that have worsened over the last 6 months. 

Her depressed mood is associated with worsening of 
multiple chronic, physical symptoms that began 4 years 
ago with several musculoskeletal complaints. Three years 
ago she developed recurrent abdominal discomfort and 
bloating, followed by recurrent chest pain. These symp-
toms have resulted in multiple trips to the hospital, sev-
eral invasive procedures, and extensive medical consulta-
tion. After repeated workups, her symptoms are medically 
unexplained. These symptoms interfere with her ability to 
engage in and enjoy life.

Even after thorough investigation, up to one-third of 
patients’ physical symptoms remain unexplained.1-3 
Most patients with unexplained symptoms improve; 
however, a small proportion do not. Such patients of-
ten are referred for psychiatric consultation. 

Workup may reveal psychiatric etiology of a pa-
tient’s medically unexplained physical symptoms 
(MUPS). Clinicians need to take a unique approach 
to caring for patients whose symptoms remain unex-
plained after workup because diagnostic features may 
emerge over time and a collaborative, unbiased, inte-
grated approach eventually may reveal a treatable di-
agnosis. This type of approach also is important when 
no medical or psychiatric diagnosis can be reached. 

This article reviews the prevalence, comorbidity, 
and treatment challenges of patients whose physical 
symptoms are medically unexplained, and recom-
mends evidence-based treatment strategies.

Medically unexplained physical symptoms: 
Evidence-based interventions
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Clinical Point

Younger women are 
more likely to receive 
an MUPS diagnosis 
than men or older 
individuals Inconsistent terminology 

The terms MUPS, medically unexplained 
symptoms, somatoform disorder, somatiza-
tion, and the functional syndromes (eg, ir-
ritable bowel syndrome [IBS], fibromyalgia, 
interstitial cystitis, chronic fatigue, etc.) often 
are used interchangeably. This inconsistent 
nomenclature creates classification difficul-
ties because several of these terms assume 
a different etiology for the patient’s physical 
symptoms (ie, medical vs psychiatric). 

Physical symptoms typically are ex-
plained by: 

• medical pathophysiology 
• psychopathology, or 
• unknown etiology (Figure). 
MUPS typically are defined as physical or 

somatic symptoms without a known etiolo-
gy after appropriate testing, workup, and re-
ferrals. Workup may be limited or extensive, 
may evolve over time (eg, diagnosis may be 
made 2 years after primary symptom onset), 
and often involves collaboration among sev-
eral specialists. 

The above definition does not specify 
severity, medical/psychiatric comorbid-
ity, or number or duration of symptoms. 
A proposed classification, medically un-
explained symptoms spectrum disor-
der, attempts to categorize patients with 
MUPS based on severity and duration 

of symptoms, as well as medical and/or 
psychiatric comorbidities (Table).4 MUPS 
may account for up to two-thirds of physi-
cal symptoms in specialty clinics; to read 
about the prevalence of MUPS, see this ar-
ticle at CurrentPsychiatry.com.

CASE CONTINUED

Abuse and assault
Mrs. B has been married for 10 years and has 
2 children. She denies using tobacco, alcohol, 
or illicit drugs. Both of her parents were in 
good physical health. As a child Mrs. B was 
physically and verbally abused by her father, 
and her parents divorced when she was 15. 
She was sexually assaulted while in college. 

Mrs. B has had 1 previous depressive epi-
sode, which occurred shortly after the sexual 
assault. During that time she was hospital-
ized twice for attempting suicide by over-
dosing on prescription medications. She was 
stabilized on fluoxetine, 40 mg/d, which was 
tapered and discontinued after 2 years.

Factors linked to MUPS
Young women (age 16 to 25) are more like-
ly to receive an MUPS diagnosis than men 
or older individuals. Employment, socio-
economic background, and educational 
level are not consistently associated with 

Typical etiology of physical symptoms

Figure

 Unknown etiology
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Approximately 60% 
of MUPS patients 
have a comorbid 
non-somatoform 
DSM-IV-TR diagnosis

MUPS.5 Patients with MUPS have higher 
rates of physical and sexual abuse.6

 Several studies have shown an associa-
tion with childhood parental ill health and 
development of MUPS, but the exact na-
ture of “ill health” was not clearly defined. 
Parental death was not associated with 
MUPS, which suggests that the associa-
tion to parental ill health is related to non-
threatening physical disease.6

Approximately 60% of patients with 
MUPS have a comorbid non-somatoform 
DSM-IV-TR diagnosis.7-9 Symptoms and 
rates of depressive, anxiety, and panic disor-
ders are higher in patients with MUPS than 
either healthy controls or patients with simi-
lar diseases of known organic pathology.7,8 

The estimated prevalence of somatoform 
disorder in patients with MUPS is approxi-
mately 4%, which is higher than in the gen-
eral population (.2% to 2%).7,8 On measures 
of mental and physical function, patients 
with MUPS who have somatoform disor-
ders have been found to be more distressed 
than normal controls and patients with 
MUPS without somatoform disorders.8

Although few studies have directly ex-
amined the relationship between personal-
ity disorders and MUPS, there is evidence 
of an association between certain person-
ality traits (eg, neuroticism, alexithymia, 
negative affect) and MUPS.10,11 

CASE CONTINUED

Rejected advice
Mrs. B has been worked up multiple times 
for acute coronary syndrome; been unsuc-
cessfully treated for gastroesophageal re-
flux disease, lactose intolerance, and IBS; 
had a negative rheumatologic workup; and 
tried several medication regimens with no 
improvement in symptoms. Three years ago 
Mrs. B’s gastroenterologist implied her ab-
dominal symptoms were caused by her his-
tory of sexual assault and suggested she seek 
psychiatric consultation. Offended, Mrs. B 
sought a second opinion and no longer sees 
her first gastroenterologist. 

Barriers to treatment
Despite having high levels of psychosocial 
distress, health care utilization, and medi-

cal disability, patients with MUPS often are 
suboptimally treated. Factors that might 
contribute to this include: 

• inadequate identification
• bias in diagnosis and treatment
• poor follow-up on referrals
• an absence of treatment guidelines.7,12,13

Many clinicians are unaware of the high 
prevalence of MUPS, which often leads to 
repeated referral to specialty clinics, even 
when patients already have received an 
MUPS diagnosis.12,14 Additionally, clini-
cians often are unaware of how individual 
biases influence their diagnostic thought 
process. A “difficult patient” may receive 
a MUPS diagnosis more readily than a 
“pleasant patient,” which could contrib-
ute to an incomplete workup. An epide-
miologic study revealed that the strongest 
predictor of misdiagnosing MUPS is doc-
tor dissatisfaction with the clinical encoun-
ter.15 Younger, unmarried, anxious patients 
receiving disability benefits are more 
likely to be incorrectly labeled as having 
MUPS, only to later receive a non-MUPS 
diagnosis.15

Bias in treatment and intervention also 
exists. Qualitative analysis of consulta-
tions suggests that physicians’ decisions 
to offer patients somatic treatments (eg, 
investigation, add/change medications, 
referral to specialists) are responses to 
patients’ extended and complex accounts 
of their symptoms.17 The likelihood of in-
tervention was unrelated to patients’ re-
quest for treatment, and intervention be-
came less likely when patients described 
psycho social problems.16

Patients with MUPS and comorbid psy-
chiatric disorders often are referred for 
psycho social treatment, but 1 study found 

Severity Mild, moderate, severe

Duration Acute (days to weeks), 
subacute (<6 months), chronic 
(>6 months)

Comorbidity Psychiatric, medical, none

Source: Reference 4

Medically unexplained symptoms 
spectrum disorder

Table
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that as few as 10% of such patients fol-
low up on a referral.17 In that study, 81% 
of MUPS patients were willing to receive 
psychosocial treatment in a primary care 
setting by their physician. Although there 
are many reasons patients with MUPS re-
sist referral to mental health professionals, 
be aware that many of these individuals 
do not attribute their symptoms to psycho-
social problems or experience their symp-
toms psychologically. To these patients, 
psychiatric referral may seem inappropri-
ate or be perceived as belittling and mini-
mizing their symptoms. 

CASE CONTINUED

Frustration and guilt
Mrs. B’s depressive symptoms began 18 
months ago with fatigue, poor sleep, and 
withdrawal from her children and husband. 
She struggles with hopelessness that her 
physical symptoms will not resolve and guilt 
because of the financial strain her medical 
care has placed on the family. She is extreme-
ly frustrated that her doctors are unable to 
find a medical diagnosis for her symptoms 
and fears that without a diagnosis she will be 
perceived as “crazy.” She is not certain if there 
is a medical explanation for her symptoms 
but vehemently believes they are not asso-
ciated with her mood or psychosocial stress.

Treatment strategies
A collaborative, unbiased, integrated ap-
proach to treatment can address some of 
the challenges that arise when patients with 
MUPS confront the limitations of modern 
medicine. Integrated care involves ongoing 
communication among medical and psy-
chiatric specialists, as well as collaboration 
with social workers, physical therapists, 
nutritionists, or pain management special-
ists when indicated. 

Although the primary care provider of-
ten coordinates a MUPS patient’s medical 
treatment, a consulting psychiatrist plays 
an important educational, diagnostic, and 
therapeutic role. The therapeutic role is es-
pecially important because patients with 
MUPS frequently view their general prac-
titioner as having a limited role in manag-
ing psychosocial problems.18 

Because physical illness and psycho-
social stress frequently coexist and com-
pound each other, diagnostic efforts should 
focus on medical and psychiatric illness. 
Review the patient’s medical workup of 
the unexplained symptoms and, when in-
dicated, request further testing. Evaluate 
the risks and benefits of additional test-
ing and discuss them with the patient; ad-
ditional testing carries a risk of iatrogenic 
harm, higher false-positive rates, and in-
creased costs. Avoiding iatrogenic harm 
and unnecessary, overly aggressive testing 
is essential.

Identifying primary or comorbid psy-
chiatric disease and psychosocial issues 
also is integral to managing patients with 
MUPS. This may be difficult because some 
patients might be hesitant to discuss psy-
chosocial issues, whereas others may be 
unaware of psychiatric symptomatol-
ogy or the connection between mental and 
physical illness. When possible, it may be 
useful to clarify symptomatology as:

•  primarily somatic (expression of psy-
chological illness through physical 
means)

•  primarily psychiatric (psychiatric ill-
ness presenting with physical symp-
toms) or 

•  bordering between somatic and 
psychiatric.

CASE CONTINUED

Collaboration and improvement
You diagnose Mrs. B with major depressive 
disorder and prescribe fluoxetine, titrating 
her up to 40 mg/d. Mrs. B also begins weekly 
psychodynamic psychotherapy. In collabora-
tion with her PCP, you decide to refer Mrs. B 
to physical therapy and direct psychotherapy 
toward coping strategies, with the hope of 
improving functionality. Although she con-
tinues to have musculoskeletal symptoms 
after completing physical therapy, Mrs. B no-
tices moderate improvement and feels less 
distressed by these symptoms.

After 1 year of fluoxetine treatment, Mrs. 
B’s depressive symptoms improve. In psycho-
therapy, her fixation on physical symptoms 
and desire to establish a diagnosis gradually 
lessen. As her emotional trauma from child-
hood abuse unravels, psychotherapy shifts 

Clinical Point

Identifying primary 
or comorbid 
psychiatric disease is 
integral to managing 
patients with MUPS 

continued on page 30
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toward improving affect regulation. During 
this time Mrs. B experiences an increase in 
unexplained chest pain and shortness of 
breath, which later abate. 

Continued follow-up with a gastroenter-
ologist leads to a diagnosis of celiac disease. 
With treatment, her GI symptoms resolve.

What do patients want?
Begin MUPS treatment by developing a 
supportive, empathic relationship with 
the patient. Carefully listen to the pa-
tient’s description of his or her symptoms. 
Elucidating patients’ experience often is 
challenging because their narratives fre-
quently are complex, nonlinear, and limited 
by time.18 Patients’ models for understand-
ing their symptoms also may be complex.18 
They may be reluctant to share their expla-
nations, fearing they will be unable to com-
municate the complexity of their beliefs or 
their symptoms will be oversimplified.18 

Focus on understanding what the pa-
tient seeks from the physician—emotional 
support vs diagnosis vs treatment. In a 
prospective naturalistic study, the content 
of MUPS patients’ narratives was cor-
related with what they sought from their 
physician.17 Patients who sought emotion-
al support frequently discussed psycho-
social problems, issues, and management. 
Patients who wanted an explanation for 
their symptoms often mentioned physi-
cal symptoms, explanations, and diseases. 
Those who were looking for additional 
testing or intervention often directly ad-
dressed this with the physician.17 

Although many patients desire a diagno-
sis and somatic treatment, this is not always 
their primary agenda. Many MUPS patients 
seek emotional support or confirmation of 
their explanatory model.17,18 Patients’ de-
sires for emotional support, medical expla-
nation, diagnosis, or somatic intervention 
often are neither clearly nor explicitly stated. 
Despite this, patients hope their physician 
understands the extent of their problems 
and value those who help them make sense 
of their narratives.18 Misunderstanding pa-
tients’ agendas can result in a mismatch 
of treatment expectations and fracture the 
patient-physician relationship. Developing 

mutual expectations is crucial to building 
rapport, improving collaborative care, and 
avoiding unnecessary, potentially harmful 
interventions. 

Psychotherapic interventions
Psychopharmacologic treatment is indicat-
ed for MUPS patients who have comorbid 
psychiatric conditions. 

Research of psychotherapy in MUPS 
has been plagued by methodologic prob-
lems and inconsistent results.3 Group ther-
apy, short-term dynamic therapy, hypno-
therapy, and cognitive-behavioral therapy 
(CBT) have been studied. In a trial of 140 
MUPS patients who received 1 session of 
CBT, 71% experienced improvement in 
physical symptoms, 47% in functional sta-
tus, and 38% in measures of psychologi-
cal distress.19 A review of 34 randomized 
controlled trials involving 3,922 patients 
with somatoform disorders who received 
CBT found that some patients with MUPS 
responded after 5 to 6 sessions.3

Cognitive techniques focus on identi-
fying and restructuring automatic, dys-
functional thoughts that may compound, 
perpetuate, or worsen somatic symptoms. 
Behavioral techniques include relaxation 
and efforts to increase motivation. A CBT 
treatment plan may involve establishing 
goals, addressing patients’ understanding 
of their symptoms, obtaining a commit-
ment for treatment, and negotiating the 
details of the treatment plan.8,12

Supportive techniques also are valu-
able in treating MUPS patients. Educate 
patients and treating physicians that there 
is a neurophysiologic basis for the pa-
tient’s physical symptoms and that symp-
toms may wax and wane. Reinforcement 
of functional improvement through con-
crete, practical solutions can help patients 
develop healthy, adaptive coping skills. 
Encouraging patients to move beyond so-
matic complaints to discuss social and per-
sonal difficulties can lead to more effective 
management of these problems.

Clearly communicate your initial im-
pressions, diagnoses, and treatment plan 
to other members of the treatment team. A 
consultation letter from the psychiatrist to 

Clinical Point

Start treatment by 
learning what the 
MUPS patient wants: 
emotional support 
vs diagnosis vs 
treatment 

continued from page 20
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Bottom Line
Patients diagnosed with medically unexplained physical symptoms (MUPS) often 
have psychiatric and medical comorbidities. Physicians’ negative perceptions of 
characteristics of patients with MUPS may lead to bias in diagnosis and treatment. 
Physician-patient communication may be improved by understanding the patient’s 
perspective and agenda.

the PCP has been shown to decrease costs 
and slightly improve the patient’s function-
al status, symptoms, and quality of life.20 
When possible, educate the PCP and spe-
cialists about the dynamics, challenges, bi-
ases, and frustrations physicians commonly 
face when caring for MUPS patients. 
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MUPS patients 
to identify and 
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that perpetuate 
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Medically unexplained physical symptoms 
(MUPS) has been found to make up  

10% to 30% of the physical symptoms in 
primary care clinics and 37% to 66% in 
specialty clinics.a-c The latter statistic is 
based on a cross-sectional survey of 899 
consecutive new patients from 7 outpatient 
clinics in London, United Kingdom. Sixty-five 
percent responded and 52% of respondents 
had at least 1 medically unexplained symptom, 

diagnosed 3 months after initial clinic 
presentation.c

Patients with MUPS carry significant clinical 
importance. They are more likely to have a 
relatively poor quality of life and higher rates 
of disability.d,e They tend to be higher utilizers 
of health care.c,f High utilization of services 
and potentially unnecessary lab testing and 
consultation result in increased costs and high 
rates of iatrogenic complications.d-f

Medically unexplained physical symptoms: A common condition

Box
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